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(SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA)

Bai 1: DAl CUONG VE DUGC PONG HOC

MUC TIEU HOC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:
1. Phan tich duoc qud trinh hdp thu va phdn phoi thuoc trong co thé.

2. Néu duoc y nghia ciia cdc théng sé duoc dong hoc cia cdc qud trinh hdp thu va phdn
phoi thuoc.

Néu duoc y nghia ciia viéc gan thudc vao protein huyét tuong.
Trinh bay duoc nhiing qud trinh va y nghia cia sw chuyén héa thudc trong co thé.

5. Kéra duoc y nghia thong sé duoc dong hoc vé hé sé thanh thdi, t/2 va cdc duong thdi trir
thuoc khdi co thé.

Duoc dong hoc (Pharmacokinetics) nghién cttu cdc qud trinh chuyén van cta thudc tir Iic duoc
hap thu vao co thé cho dén khi bi thai trir hoan toan (H ). Cdc qu4 trinh d6 1a:

- Su hép thu (Absorption)

- Su phan phdi (Distribution)

- Su chuyén héa (Metabolism)
- Su thai trir (Excretion)
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Hinh 1.1. Su chuyén van ciia thudc trong co thé

Dé thuc hién dugc nhiing qu4 trinh nay, thudc phai vuot qua cdc mang t€ bo. Vi the trudc khi
nghién ctiu 4 qu4 trinh ndy, cin nhic lai cdc co ché van chuyén thudc qua mang sinh hoc va cic
dac tinh 1y héa ctia thudce va mang sinh hoc ¢6 anh huédng dén céc qua trinh van chuyén dé.
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1. CAC CACH VAN CHUYEN THUGC QUA MANG SINH HOC

1.1.  Pac tinh Iy hoa cua thuoc

- Thudc 1a cdc phan tir thudong ¢6 trong lugng phan tir Py, < 600. Chiing déu 1a cdc acid hoic céc
base yéu.

- Kich thu6c phan tir chia thudc c6 thé thay déi tir rat nho (P, = 7 nhu ion lithi) cho tdi rat 16n
(nhu alteplase- tPA- 1a protein c¢6 Py, = 59.050). Tuy nhién, da s6 c6 Py, tir 100- 1000. Dé gin
"khit" vao 1 loai receptor, phan tir thudc can dat dugc mot kich ¢d duy nhdt du voi kich thudc ciia
receptor ddc hiéu dé thudc khong gan duoc vao céc receptor khac (mang tinh chon loc). Kinh
nghiém cho thdy P,, nho nhit phai dat khoang 100 va khong qua 1000, vi 16n qua thi khong qua
duoc cdc mang sinh hoc dé t6i noi tdc dung.

Mot 56 thuoe la acid yéu: 1a phan tir trung tinh c6 thé phan ly thuan nghich thinh mot anion (dién
tich (-)) va mot proton (H™).

CH,0,COOH < C,H,0,COO" + H'
Aspirin trung tinh ~ Aspirin anion Proton

Mot s6 thuoc la base yéu: 1a mot phan tir trung tinh c6 thé tao thanh mot cation (dién tich (+))
bang céach két hop véi 1 proton:

C,,H,,CIN,NH;" = C,H,CIN,NH, + H
Pyrimethamin cation Pyrimethamin Proton
trung tinh
- C4c phan tir thuoc duoc san xudt duéi cic dang bao ché khic nhau dé:
e Tan duoc trong nudc (dich tiéu héa, dich khe), do dé dé duoc hdp thu.

e Tan duoc trong mé dé tham qua duoc mang té"bao gdy ra duoc tac dung duoc 1y vi mang té
bao chita nhiéu phospholipid .

Vi vay dé dugc hdp thu vao t€ bao thuan lgi nhat, thudc cdn c6 mot ty 1é tan trong nuéc/ tan trong
md thich hop.

- Céc phan tlr thu6c con duoc dic trung boi hang s6 phan ly pKa

pKa duoc suy ra tir phuong trinh Hend erson- HasselbACh:
dang ion héa

pH = pKa + log
dang khong ion héa
Cho 1 acid:
nong do phan tu

pKa =pH + log
nong do ion
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Cho 1 base:
nong do ion
pKa =pH + log

nong do phan ti
K la hdang s6 phdn ly cua 1 acid; pKa = - logKa
pKa ding cho cd acid va base. pKa +pKb=14

Mot acid hitu co c6 pKa thap 1a 1 acid manh va ngugc lai. Mot base ¢6 pKa thap la 1 base yéu, va
nguoc lai.

N6i mot cach khéc, khi mot thudc ¢6 hang s6 pKa bang véi pH ciia moi trudng thi 50% thudc ¢
& dang ion héa (khong khuéch tén duoc qua mang) va 50% & dang khong ion héa (c6 thé khuéch
tan dugc). Vi khi d6, nong do phan ti/ nong do ion= 1 valog 1 = 0.

N6i chung, mot thuéc phdn tan tot, dé duogc hdp thu khi

. C6 trong lugng phan tir thap

o It bi ion héa: phu thuodc vao hing s6 phan ly (pKa) ctia thuéc va pH ctia moi trudng.
o Dé tan trong dich tiéu héa (tan trong nudc)

o Do hoa tan trong lipid cao dé qua mang cua t€ bao

1.2. Van chuyén thuéc bang cach loc

Nhiing thudc c6 trong luong phdn it thdp (100- 200), tan duogc trong nudc nhung khong tan duoc
trong m& s& chui qua cdc 6ng dan (d=4- 40 A) ctia mang sinh hoc do su chénh léch ap luc thuy
tinh. 6ng dan cua mao mach co van c6 duong kinh 1a 30 A, ctia mao mach nao 1a 7- 9A, vi the
nhiéu thudc khong vao duoc than kinh trung uong.

1.3. Van chuyén bang khuéch tan thu déng (theo bac thang néng do).

Nhing phan tir thudc tan dugc trong nuéc/ md sé chuyén qua mang tir noi c6 nong do cao sang
noi ¢6 nong do thap.

Diéu kién ctia su khuéch tan thu dong 1a thudc it bi ion hod va c¢é nong do cao & bé mdt mang.
Chat ion héa s& dé tan trong nudc, con chit khong ion héa sé tan dugc trong md va dé hap thu
qua mang.

Su khuéch tén cta acid va base yéu phu thuoc vao hing s6 phan ly pKa cua thudc va pH cia moi
truong.

Thi du: khi uéng 1 thudc 1a acid yéu, c6 pKa = 4, gian 1 da day c6 pH= 1 va gian 2 1a huyét
tuong c6 pH =7 (H.1)
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Gian 2 Gian 1
pH="7 pH=1
pKa=4
1000 R-COO +H* R- COO + H* 1

2 T{l
I R- C(IOH T R- COO 1000
——

Hinh 1.2: Su khuéch tan qua mang
Ap dung phuong trinh Henderson - Hasselbach, ta c6:
O gian 1 (da day):

[ R- COOH |
log =4 -1=3;Logcta3=1000
[R-COO ]
0 gian 2 (mau):
[ R- COOH |
log =4-7=-3;Logcuta-3=1/1000
[R-COO ]

Vi chi phan khong ion héa va ¢6 nong do cao méi khuéch tan dugc qua mang cho nén acid nay sé
chuyén tir gian 1 (da day) sang gian 2 (m4u) va duoc hip thu.

Tri s6 pKa ctia mot s6 thudc 1a acid yéu va base yéu duge g hi 6 bangl. Nén nhé rang base c6 pKa
cao 1a base manh va acid c6 pKa cao la acid yéu.

Bang 1.1: Tri s6 pKa cia moét so thudc la acid va base yéu

(¢ nhiét do 25°C)

Acid yéu pKa | Base yéu pKa
Salicylic acid 3.00 | Reserpin 6.6
Acetylsalicylic acid 3.49 | Codein 7.9
Sulfadiazin 6.48 | Quinin 8.4
Barbital 7.91 | Procain 8.8
Boric acid 9.24 | Atropin 9.65

Su ion hoa ctia thudc con phu thuoc vao pH moi truong.
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Bang 1.2: Anh huéng cia pH dén su ion héa cua salicylic acid

copKa=3
pH % khong ion hoa
1 99,0
2 90,9
3 50,0
4 9,09
5 0,99
6 0,10

Nhu vay, salicylic acid (aspirin) dugc hap thu nhiéu & da day va phan trén cta 6ng tiéu héa. Qua

bang nay cho thdy khi bi ngd doc thudc, muén ngan can hap thu hoac thuéc da bi hap thu ra

ngoai, ta c6 thé thay ddi pH clia moi trudng.

Thi du phenobarbital (Luminal, Gardenal) 1a mot acid yéu c¢6 pKa = 7,2; nu6c ti€u binh thudng

c6 pH ciing bing 7,2 nén phenobarbital bi ion héa 50%. Khi nang pH ctia nudc tiéu lén 8, do ion

héa ctia thuoc sé 1a 86%, do d6 thudc khong thadm duge vao t€ ba o. Diéu nay da dugc dung trong
diéu tri nhiém doc phenobarbital: truyén dung dich NaHCO , 1,4% dé base héa nuéc tiéu, thuoc
s€ bi tang thai trur.

Doi v6i mot chat khi (thi du thuéc mé bay hoi), su khuéch tan tir khong khi phé nang vao mau

phu thudc vao ap luc riéng phan cua chat khi gdy mé c6 trong khong khi thd vao va do hoa tan
ctia khi mé trong mau.

1.4. Van chuyén tich cuc

Van chuyén tich cuc 12 su tai thudc tir bén nay sang bén kia mang sinh hoc nhd mot "chat van

chuyén" (carrier) dac hiéu c6 sin trong mang sinh hoc.

* Pac diém cla su van chuyén nay la:

- C6 tinh bao hoa: do s6 lugng carrier c6 han

- C6 tinh dac hiéu: moi carrier chi tao phiic véi vai chat c6 céu tric dac hiéu véi nd.

- C6 tinh canh tranh: cdc thudc c6 cdu tric gan giong nhau c6 thé gin canh tranh vé6i 1 carrier,
chét nao ¢6 4i luc manh hon s& gin dugc nhiéu hon.

- C6 thé bi tic ché: mot s6 thude (nhu actinomycin D) 1am carrier gidm kha nang gan thudc dé

van chuyén.

* Hinh thic van chuyén: c6 hai cdch
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- Van chuyén thuan loi (Van chuyén tich cuc thit phat) : khi kém theo carrier lai c6 ca su chénh
lech bac thang néng do, vi vay su van chuyén nay khong can nang luong. Thi du van chuyén
glucose, pyramidon theo bac thang nong do ctia Na *

- Van chuyén tich cuc thuc thu (Van chuyén tich cuc nguyén phat): 1a van chuyén di ngugc bac
thang nong do, tir noi c6 nong do thap sang noi ¢ néng dod cao hon. Vi vay doi hoi phai ¢6 nang
luong dugc cung cip do ATP thuy phan, thuong dugc goi 1a cdc "bom", thi du su van chuyén clia
Na'*, K*, Ca™ I', acid amin.

C C C C
S 4 » 4 s
g
SO
= Mang r" T‘\ r" T\
g ; ;
E lipoprotein \Tkj kT‘)
@
fia] | Na"ug liong
C C C c
Khoéeh tan Loc qua Van chuyén Van cliuyén
thu dong éng dan thuan Igi tich cuc
¢: néng dé thap T: thude
C: néng dd cao V: chél van chuyén

Hinh 1.3. C4c cdch van chuyén thudc qua mang sinh hoc

2. CAC QUA TRINH DUGC BPONG HOC
2.1.  Su hép thu

Hap thu 12 su van chuyén thudc tit noi dung thudc (u6ng, tiém) vao mau dé roi di khap co thé, t6i
noi tic dung. Nhu vay su hap thu s€ phu thudc vao:

- Do hoa tan clia thudc. Thudc dung dudi dang dung dich nuéc dé hap thu hon dang diu, dich
treo hoac dang ciing

- pH tai chd hap thu vi ¢6 anh huéng dén do ion héa va do tan cua thudc.

- Nong do cta thuoc. Nong do cang cao cang hap thu nhanh.

- Tuan hoan tai viing hdp thu: can g nhi€éu mach, cang hap thu nhanh.

- Dién tich viing hap thu. Phdi, niém mac rudt c6 dién tich 16n, hap thu nhanh.

T nhitng yéu t6 d6 cho thdy duong dia thuéc vao co thé s& c6 anh hudng 16n dén su hap thu.
Ngoai trir duong tiém tinh mach, trong qua trinh hap thu vao vong tuan hoan, mot phan thudc sé
bi pha huy do cdc enzym ctia dudng tiéu héa, clia té bao rudt va dac biét 1a & gan, noi c6 ai luc

v6i nhiéu thuéc. Phan thudc bi phd huy truéc khi vao vong tudn hoan duoc goi la "first pass
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metabolism" (chuyén héa do hip thu hay chuyén héa qua gan lan thit nhat vi thuong 13 udng
thudc). Phan vao dugc tudn hoan mdéi phat huy tic dung duoc 1y, duoc goi l1a sinh khd dung
(bioavailability) ctia thudc (xin xem & phan sau)

Sau day s& diém qua cdc duong dung thudc thong thudng v a cdc dac diém cua ching.
2.1.1. Qua duong tiéu héa
Uu diém la dé& ding vi 12 dudng hap thu tu nhién.

Nhuoc diém 12 bi c4c enzym tiéu héa pha huy hodc thudc tao phitc v6i thic dn 1am cham hap thu.
Doi khi thudc kich thich niém mac tiéu hoa, gay viém loét

2.1.1.1. Qua niém mac miéng: thuéc ngdm dudi ludi

Do thudc vio thang vong tudn hoan nén khong bi dich vi pha huy, khong bi chuyén héa qua gan
lan thd nhat

2.1.1.2. Thuéc udng

Thudc s& qua da day va qua rudt véi cac dac diém sau:

* (O da day:

- C6 pH = 1- 3 nén chi hdp thu cac acid yéu, it bi ion hda, nhu aspirin, phenylbutazon, barbiturat.

- N6i chung it hap thu vi niém mac it mach mdu, lai chita nhiéu cholesterol, thoi gian thudc & da
day khong lau.

- Khi d6i hap thu nhanh hon, nhung dé bi kich thich
# O ruot non:

La noi hip thu cht yéu vi ¢6 dién tich hap thu rat rong (> 40 m %), lai duoc tu6i mau nhiéu, pH
tang dan tGi base (pH tir 6 dén 8).

- Thuoc it bi ion héa nhung néu it hoac khong tan trong lipid (sulfaguanidin, streptomycin) thi it
dugc hép thu.

- Thuéc mang amin bac 4 sé€ bi ion héa manh kho hép thu, thi du cac loai cura.
- C4c anion sulfat SO, ~ khong duoc hip thu: MgSO,, Na,SO, chi c6 tac dung tay.
2.1.1.3. Thuéc ddt truc trang

Khi khong dung duong uéng dugce (do non, do hon mé, hoac & tré em) thi c6 da ng thudce dat vao
hau mon. Khong bi enzym tiéu héa pha huy, khoang 50% thudc hap thu qua truc trang sé qua
gan, chiu chuyén héa ban dau.

Nhuoc diém 1a hap thu khong hoan toan va c6 thé gay kich tng niém mac hau mon.
2.1.2. Thuéc tiém
- Tiém duéi da: do ¢6 nhiéu soi than kinh cam gidc nén dau, it mach méu nén thuoc hip thu cham

- Tiem bép: khic phuc duoc hai nhugc diém trén cla tiém dudi da - mot sd thudc c6 thé gay hoai
tlr co nhu ouabain, calci clorid thi khong duoc tiém bap.
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- Tiém tinh mach: thudc hap thu nhanh, hoan toan, c6 thé diéu chinh liéu duoc nhanh. Dung tiém
céc dung dich nuéc hodc cdc chét kich ting khong tiém bap duoc vi 1ong mach it nhay cam va
mau pha loang thuéc nhanh néu tiém cham.

Thudc tan trong dau, thudc lam két tia céc thanh phan ctia méau h ay thuéc lam tan hong cau déu
khong duogc tiém mach mau.

2.1.3. Thuéc diung ngoai

- Thidm qua niém mac: thudc c6 thé boi, nhd giot vao niém mac miii, hong, am dao, bang quang
d€ diéu tri tai chd. Doi khi, do thuoc th&m nhanh, lai truc ti€p vao mdu, khong bi ¢ 4c enzym phd
huy trong qud trinh hap thu nén van c6 tic dung toan than: ADH dang bot xong miii; thudc té
(lidocain, cocain) boi tai chd, c6 thé hip thu, gay doc toan than.

- Qua da: it thudc c6 thé thim qua dugc da lanh. Céc thudc diing ngoai (thudc md, thud ¢ xoa bép,
cao dan) c6 tac dung nong tai chd dé sat khudn, chéng ndm, giam dau.

Tuy nhién, khi da bi tén thuong, viém nhiém, bong... thudc c6 thé dugc hip thu. Mot s6 chit doc
dé tan trong m& c6 thé thaim qua da gay doc toan than (thudc trir sau lan hitu co, chat doc cong
nghiép anilin)

Gift 4m noi boi thudc (bang ép), xoa bop, dung thudc gidn mach tai chd, dung phuong phép ion -
di (iontophoresis) déu lam tang ngdm thudc qua da.

Hién c6 dang thudc cao ddn mdi, lam giai phéng thuéc cham va déu qua da, duy tri du gc luong
thuéc 6n dinh trong mdu: cao dan scopolamin, estrogen, nitrit

Da tré so sinh va tré nhd, c6 16p simg mong manh, tinh thAm manh, dé bi kich tng cho nén cin
than trong khi st dung, han ché& dién tich boi thudc.

- Thu6c nho mat: chl yéu la tic dung tai chd. Khi thudc chay qua 6ng miii - 1& dé xudng niém
mac miii, thuoc ¢ thé dugc hap thu truc ti€p vio mdu, gay tic dung khong mong muon.

2.14. Cdc duong khdc

- Qua phdi: cdc chat khi va céc thudc bay hoi ¢6 thé duoc hap thu qua cic t€ bao biéu mo phé
nang, niém mac dudng ho hap. Vi dién tich rong (80 - 100 m?) nén hdp thu nhanh. Pay 1a dudong
hép thu va thai trir chinh cua thu6c mé hoi. Sy hap thu phu thudc vao nong do thuéc mé trong
khong khi thd vao, su thong khi ho hdp, do hoa tan cua thu6c mé trong mau ( hay hé s6 phan ly
mau: khi L)

Mot s6 thude c6 thé dung dudi dang phun suong dé diéu tri tai chd (hen phé quén).

- Tiem tuy song: thudng tiém vao khoang dudi nhén hodc ngoai mang clng dé gay té ving thip
(chi dudi, khung chau) bang dung dich ¢6 ty trong cao (hyperbaric solution) hon dich ndo tuy.
2.1.5. Thong sé duoc dong hoc cua su hdp thu: sinh khd dung (F)

2.1.5.1. Pinh nghia:

Sinh khd dung F (bioavailability) la ty 1é phdn tram luong thudc vao duoc vong tudn hoan ¢ dang
con hoat tinh va vén toc hdp thu t huéc (biéu hién qua C,,,vaT,, ) so vdi liéu da dung. Sinh kha
dung phan anh sy hap thu thudc.

2.1.5.2. Y nghia

max.
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- Khi thay déi t4 duoc, cdch bao ché thudc s& 1am thay déi do hoa tan cha thudc (hoat chat) va
lam thay déi F clia thudc. Nhu vay, 2 dang bao ch € clia ciing mot san phdm c6 thé c6 2 sinh kha
dung khéc nhau. Khéi niém twong duong sinh hoc (bioequivalence) ding dé so sanh cic F cua
cac dang bao ch€ khac nhau cua 1 hoat chat: F /F,.

- Khi thay déi c4u triic héa hoc, ¢6 thé 1am F thay déi:

Ampicilin ¢6 F = 50%

Amoxicilin (gdn thém nhém OH) ¢6 F = 95%

- Su chuyén héa thudc khi qua gan lan thi nhat, hay chuyén héa true khi vao tudn hoan (first
pass metabolism) 1am gidm sinh kha dung ctia thudc. Song doi khi vi thudc qua gan lai c6 thé
duoc chuyén héa thanh chat c6 hoat tinh nén tuy sinh kha dung ctia dudng uong 12 thdp nhung tac
dung dugc 1y lai khong kém duong tiém chich tinh mach. Thi du propranolol c¢6 sinh kha dung
theo dudng uong 132 30% nhung & gan né duoc chuyén héa thanh 4 - OH propranolol vain c6 hoat
tinh nhu propranolol.

- C4c y€u t6 1am thay d6i F do ngudi ding thudc:

. Thitc an 1am thay déi pH hoac nhu dong cia dudng tiéu héa.
. Tudi (tré em, nguoi gid): thay déi hoat dong clia c4c enzym.
. Tinh trang bénh ly: tdo bon, tiéu chay, suy gan.

. Tuong tdc thudc: hai thudc c6 thé tranh chap tai noi hap thu hodc 1am thay doi do tan, do phan
ly ctia nhau.

2.2.  Su phan phoi
Sau khi dugc hap thu vao mdu, mot phan thudc s& gan vao protein cta huyét tuong (cdc protein
trong t&€ bao cling gin thudc), phan thude tu do khong g 4n vao protein s& qua duoc thanh mach dé
chuyén vao cidc mo, vao noi tic dung (céc receptor), vao mo du trit, hodc bi chuyén héa rdi thai
trir (H,). Giita néng do thuoc tu do (T) va phic hop protein - thuéc (P- T) ludn ¢6 su can bang
dong:
—>

T+P <— P-T
Qua trinh phan phéi thudc phu thudc nhi€u vao tuan hoan khu vuc. Tuy theo su tudi mau, thudng
chia co thé thanh 3 gian (H,)

Gian Il Gianl Gian Il
Co quan dugc tudi S Huyet S Co quan dugc tudi
mau nhiéu: tim, than, ﬁ'ﬁg <“T4u ft hon: m6 ma,
gan, ndo, phoi da, co
Hinh 1.4. Hé phan phoi thube3-sian

Hai loai yéu t6 c6 anh hudng dén su phan phdéi thudc trong co thé:
- V& phia co thé: tinh chat mang t& bao, mang mao mach, s6 lugng vi tri gin thudc va pH clia moi
truong.

- V& phia thuéc: trong luong phan tt, ty 1€ tan trong nuéc va trong lipid, tinh acid hay base, do
ion hoéa, ai luc cta thudc véi receptor.
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2.2.1. Su gdn thudc vao protein huyét tuong

2.2.1.1. Vi tri gan: phan 16n gan vao albumin huyét tuong (cdc thudc 1a acid yéu) va vao o,
glycoprotein (cdc thudc 12 base yéu) theo cach gén thuan nghich .

2.2.1.2.Ty I¢é gdn: tuy theo 4i luc cla ting loai thudc véi protein huyét twong(bang 1)

Bang 1.3: Ty lé gin thudc vao protein huyét tuong

Ty ¢ gian thudc véi protein huyét tuong
Thudc la acid yéu Thuoc la base yéu
75-100%: 75- 100%:
Phenylbutazon, Diazepam
Warfarin Digitoxin
Phenytoin Clopromazin
Aspirin Erythromycin
25-75%: 25-75%:
Benzylpenicilin Cloroquin
Methotrexat Morphin
Khong gan: Khong gén:
Ethosuximid Isoniasid
Ouabain

Su géan thudc vao protein huyét tuong phu thuoc vao 3 yéu to:
- S6 lugng vi tri gan thudc trén protein huyét tuong

- Né6ng do phan tir chia céc protein gan thuoe

- Hang s6 gan thudc hodc hing s6 ai luc gan thudc

2.2.1.3.Y nghia ciia viéc gdn thudc vao protein huyét tuong

- Lam dé hap thu, cham thai trir vi protein mau cao nén tai noi hap thu, thudc s&€ dugc kéo nhanh
vao mach.

- Protein huyét tuong 12 chat dém, 1a kho du trit thudc, sau khi gan thudc, s& giai phong tir tir
thuoc ra dang tu do va chi c6 dang tu do méi qua dugc cic mang sinh hoc dé phét huy tic dung
duoc ly.
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- Nong do thudc tu do trong huyét tuong va ngoai dich k& luon & trang thdi can bang. Khi nong
do thuoc & dich k& gidm, thuoc & huyét tuong sé di ra, protein gian thudc s& nha thudc dé giit ¢ an
bang.

- Nhiéu thudc c6 thé cing gan vao 1 vi tri clia protein huyét tuong, gy ra su tranh chip, phu
thudc vao 4i luc cta thude. Thudce bi ddy khoi protein sé ting tic dung, c6 thé gay doc. Thi du
trén nguoi dang diung tolbutamid dé diéu tri ddi thdo dudong, nay vi dau khép, dung thém
phenylbutazon, phenylbutazon s& ddy tolbutamid ra dang tu do, gay ha dudng huyét dot ngot.

C6 khi thudc ddy ca chat ndi sinh, gay tinh trang nhiém doc chat ndi sinh: salicylat ddy bilirubin,
sulfamid ha dudng huyét ddy insulin ra khai vi tri gin véi protein.

- Trong diéu tri, lic ddu dung liéu tan cong dé bao hoa cdc vi tri gan, sau d6 cho liéu duy tri dé
on dinh tac dung.

- Trong céc truong hop bénh 1y lam tang - giam lugng protein huyét tuong (nhu suy dinh dudng,
X0 gan, than hu, nguoi gia...), can hiéu chinh liéu thudc.

2.2.2. Su phdn phdi lai

Thuong gap véi cdc thudc tan nhiu trong md, cé tdc dung trén than kinh trung wong va ding
thudc theo dudng tinh mach. Thi du dién hinh ctia hién tugng nay 13 gay mé béng thiopental, mot
thudc tan nhiéu trong md. Vi ndo dugc tudi mau nhiéu, néng do thudc dat dugc t6i da trong nao
rdt nhanh. Khi ngiig tiém, nong do thiopental trong huyét tuong giam nhanh vi thudc khuéch tan
vao cac mo, dac biét 1a mo md. Nong do thudc trong nao giam theo nd ng do thudc trong huyét
twong. Vi vay khdi mé nhanh, nhung tdc dung mé khong lau. Khi cho céc liéu thudc b6 xung dé
duy tri mé, thudc tich lily nhiéu & mo6 md. Tir day thudc lai duoc gidi phéng lai vao mdu dé t6i
nao khi da ngimg cho thudc, lam cho tac dung ¢ ta thudc trd nén kéo dai.

2.2.3. Cdc phdn phdéi ddc biét
2.2.3.1. Vdn chuyén thuéc vao than kinh trung wong

Phuong thitc van chuyén: thudc phai vuot qua 3 "hang rao"

- T mao mach ndo vao mo than kinh (hang rao mdu - ndo): thudc tan nhiéu trong lipid thi dé
tham, thudc tan trong nudc rat khé vuot qua vi cac t€ bao than kinh dém (astrocyte - t€ bao hinh
sa0) nam rét st nhau, ngay tai mang ddy, ngoai ndi mo mao mach.

- Tt ddm r6i mang mach vao dich ndo tuy (hang rao mau - mang ndo hoac mau- dich nao tuy):
nhu hang rao trén; thudc can tan manh trong lipid.

- Tir dich ndo tuy vado mo than kinh (hang rao dich ndo tuy - ndo), thuc hién bang khuéch tin thu
dong.

Cdc yéu t6 quyét dinh toc do van chuyén thudc vao dich ndo tuy va ndo thi ciing giong nhu
nguyén tic thim qua mang sinh hoc, d6 1a:

- Miic do gin thudc vao protein huyét tuong
- Mtc do ion héa ctia phan thudc tu do (phu thudc vao pH va pKa)
- Hé s6 phan bg lipid/ nude cta phan thudc tu do khong ion héa (do tan trong lipid)

Thudc ra khoi dich ndo tuy duoc thuc hién m 6t phan bdi co ché van chuyén tich cuc trong ddm
r6i mang mach (mot hé thong van chuyén tich cuc cho cdc acid yéu va mot hé théng khic cho
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cac base yéu). Tl ndo, thuoc ra theo co ch€ khuéch tan thu dong, phu thuoc chi yéu vao do tan
trong lipid cta thudc.

Hang rao méu - ndo con phu thudc vao It tudi va vao trang thdi bénh 1y: & tré so sinh va tré nho,
lugng myelin con it, cdu tric "hang rao" con chua du "chat ch€" nén thudc dé khuéch tan dugc
vao ndo. Penicilin khong qua dugc mang nio binh thudng, nhung kh i bi viém, penicilin va nhiéu
thuoc khéc c6 thé qua dugc.

Hang rao mau ndo mang tinh chat mot hang rao lipid khong ¢6 6ng dan, vi vay, d6i véi nhiing
chat tan manh trong lipid, coi nhu khong c6 hang rao. Mot s6 vung nhoé ciia ndo nhu cac nhan bén
ctia ving dud6i doi, san nio that 4, tuyén ting va thuy sau tuyén yén ciing khong ¢4 hang rao.

K&t qua cua su van chuyén

- Cdc thudc tan nhiéu trong md& sé€ thdm rat nhanh vao ndo, nhung lai khong & lai dugc lau (xin
xem "su phan phoi lai").

Thudc bi ion héa nhiéu, khé tan trong md, khé tham vao than kinh trung uong: atropin sulfat,
mang amin bac 3, it ion héa, vao dugc TKTU’; con atropin methyl bromid, mang amin bac 4, ion
héa manh, khong vao dugc TKTU.

- C6 thé thay déi su phan phdi thudc gitta huyét twong va ndo bang thay ddi pH clia huyét tuong:
trong diéu tri ngd doc phenobarbital, truyén NaHCO , dé nang pH ctia méu (7,6) vuot Ién trén pH
cta dich ndo tay (7,3), lam cho néng do dang ion hda trong huyét tuong ctia phenobarbital tang
cao nong do dang khong ion hda giam thap sé kéo dang khong ion héa clia thudc tir dich ndo tuy
Va0 mau.

2.2.3.2.Vién chuyén thuéc qua rau thai

Phuong thuc

- Mao mach cua thai nhi ndm trong nhung mao duoc nhing trong hd mau cia me, vi vay giita
méu me va thai nhi ¢6 "hang rao rau thai". Tinh thim clia m ang mao mach thai nhi tang theo tudi
thai. Su tham thudc ciing theo quy luat chung:

- Céac thudc tan trong m& s€ khuéch tan thu dong: thuoc mé hoi, (protoxyd nito, halothan,
cyclopropan), thiopental.

- Van chuyén tich cuc: cdc acid amin, cac ion Ca ™, Mg*".
- Tham bao (pinocytosis) vdi cdc giot huyét twong clia me

Két qua

- Trr cac thudc tan trong nudc ¢6 trong luong phan tlr 16n trén 1000 (nhu dextran) va cdc amin
bac 4 (galanin, neostigmin) khong qua duoc rau thai, rat nhiéu thudc c6 thé vao duoc mau thai
nhi, gay nguy hiém cho thai (phenobarbital, sulfamid, morphin), vi vay, khong nén coi 1a cé
"hang rao rau thai".

- Luogng thudc gan vao protein- huyét twong mau me cao thi ndng do thudc tu do thap, chi ¢6
thuoc tu do ndy méi sang dugc méu con, tai diy mot phan thudc nay lai gan vao protein huyét
tuong mau con, vi vay ndng do thudc tu do trong mdu con cang thap. D€ dat dugc néng do thudc
tu do tuong duong nhu mau me, can khoang thoi gian t6i 40 phat. Vi du tiém thiopental cho me
trong thoi gian chuyén da, va sau 10 phiit me dé duoc thi nong do thiopental trong m4u con van
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chua dat dugc mitc mé, diéu d6 giai thich vi sao ba me di ngli ma lai c6 thé dé ra dita con vin con
thic.

- Ngoai ra, rau thai con ¢6 nhiéu enzym nhu cholinesterase, monoamin oxydase, hydroxylase ¢
thé chuyén hoa thudc, lam giam tac dung dé bao vé thai nhi.

2.2.4. Su tich luy thuéc

Mot s6 thudc hoac chat doc c6 mai lién két rat chat ché (thuong 1a lién két cong hoa tri) véi mot
s6 mo trong co thé va duoc giit lai rat 1au, hang thdng dén hang chuc nia m sau dung thudc, c6 khi
chi 1a 1 1an: DDT gan vao mo6 md, tetracyclin gan vao xuong, mam ring, As gan vao t€ bao

N

stng...

Mot so thudc tich lily trong co van va cédc t€ bao cia mo khac véi nong do cao hon trong mau.
Néu su gan thudc 1a thuan nghich thi thuoc sé lai dugc giai phong tir "kho du trit" vao mdu (xin
xem "su phan phoi lai"). Néng do quinacrin trong t€ bao gan khi ding thudc dai ngay c6 thé cao
hon néng do huyét twong vai tram 14an do t€ bao gan c6 qud trinh van chuyén tich cuc kéo
quinacrin vao trong té bao.

2.2.5. Thong s6 dwoc dong hoc ctia su phdn phoi: thé tich phdn phéi (Vd)

2.2.5.1. Pinh nghia

Thé tich phdan phoi biéu thi mot thé tich biéu kién (khong cé thuc) chita toan bo luong thuoc da
duoc dua vao co thé dé ¢é nong do bang nong dé thuoc trong huy ét tuong.

D

Vd = lit

Cp
D: liéu luong thudc dua vao co thé (mg) theo dudng tinh mach. Néu theo dudng khdc thi phai tinh
dén sinh kha dung : D x F
Cp: néng do thudc trong huyét twong do ngay sau khi phan phoi va trude khi thai trir.
Vd: thé tich khong c6 thuc, tinh bang L (lit) hoac L/ kg.
Thi du: mot ngudi nang 60 kg, c6 luong nudc trong ¢ thé 1a 36 L (60% trong luong co thé), da
uong 0,5 mg (500 pg) digoxin ¢6 F theo dudong udng 1a 0,7. Po néng do digoxin trong huyét
tuong thay Cp= 0,7 ng/ mL (0,0007 mg/ mL).
Vay: 0,5 x 0,7
Vd= —— =500L hoac 8,3 L/ kg

0,0007
Vd = 500L , 16n bang gan 14 1an lugng nudc trong co thé nén 1 thé tich biéu kién.
2.2.5.2. Nhdn xét va y nghia lam sang
- Vd nho nhat 1a bang thé tich huyét twong (3L hoic 0,04L/ kg). Khong c6 gi6i han trén cho Vd.
Vd cang 16n chiing té thudc cang gan nhiéu vao mo: diéu tri nhiém khuin xuong khép nén chon
khéng sinh thich hgp c6 Vd I6n.

- Khi biét Vd ctia thudc, c6 thé tinh dugc liéu cin ding dé dat nén g do huyét twong mong mudn:
D=Vd xCp

2.3.  Su chuyén héa thuoc
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2.3.1. Muc dich ciia chuyén héa thuéc:

D¢ thai trir chat la (thudc) ra khoi co thé. Nhung nhu ta da biét, thudc 1a nhitng phan tir tan duoc
trong md, khong bi ion hda, dé thAim qua mang t€ bao, gin vao prot ein huyét tuong va giit lai
trong co thé. Muon thai trlr, co thé phai chuyén héa nhitng thudc niy sao cho chiing tré nén céc
phiic hop ¢6 cuc, dé bi ion héa, do d6 trd nén it tan trong mé, khé gdn vao protein, khé tham vao
t¢’bao, va vi thé, tan hon & trong nudc, dé bi thai trir (qua than, qua phan). Néu khong c6 cic qua
trinh sinh chuyén héa, mot s6 thudc rat tan trong md (nhu pentothal) ¢6 thé bi giit lai trong co thé
hon 100 nam !

2.3.2. Noi chuyén héa va cdac enzym chinh xic tdac cho chuyén héa:
- Niém mac rudt: protease, lipase, decarboxylase

- Huyét thanh: esterase

- Phéi: oxydase

- Vi khuén ruot: reductase, decarboxylase

- Hé than kinh trung wong: monoaminoxydase, decarboxylase

- Gan: 12 noi chuyén héa chinh, chita hau hét cdc enzym tham gia chuyén héa thudc, sé trinh by
6 dudi day

2.3.3. Cdc phdn tng chuyén héa chinh

Mot chét A dugc dua vao co thé sé di theo 1 hodc cac con dudng sau:
- Puoc hip thu va théi trir khong bién do: bromid, lithi, saccharin.

- Chuyén héa thanh chat B (pha I), r6i chat C (pha IT) va thai trix

- Chuyén héa thanh chat D ( pha II) r6i thai trix

Chat A c6 thé c6 hodc khong c6 hoat tinh, sinh ra chit B khong c6 hodc ¢6 hoat tinh. Chat C va D
luon 1a chat khong c6 hoat tinh sinh hoc. Mot chat me A c6 thé sinh ra nhiéu chat chuyén héa
loai B hoac C.

Hap thu Sinh chuyén hoa Thai trix

Phal Pha Il
A
B
A B >< Tan trong
Tan trong C C nudc
mdo . D D
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Hinh 1.5. Céc phan ting chuyén héa thudc duoc ph an lam 2 pha
2.3.3.1. Cdc phan iing o pha |

Qua pha nay, thudc dang & dang tan duoc trong md s€ trG nén cé cuc hon, dé tan trong nudc
hon. Nhung vé mat tdc dung sinh hoc, thudc c6 thé mat hoat tinh, hodc chi gidm hoat tinh, hoac
doi khi la tang hoat tinh, tré nén c6 hoat tinh.

Mot s6 thi du:
Oxy khtr
+ Prontosil » Sulfanilamid
(khong hoat tinh (c6 hoat tinh)
"tién thuoc")
oxy hoa
+ Phenylbutazon exyphenbutazon
(c6 hoat tinh) (con hoat tinh)
thuy phan
+ Acetylcholin » Cholin + A.acetic
(c6 hoat tinh) (mat hoat tinh)

Céc phan tng chinh & pha nay gom:

- Phan ting oxy héa: la phan tng rat thuong gap, duoc xtc tac bdi cac enzym clia microsom gan,
dac biét 1a hemoprotein, cytocrom P .

- Phan tng thuy phan do cac enzym esterase, amidase, protease... Ngoai gan, huyét thanh va cac
mo khac (phdi, than...) ciing c6 cdc enzym nay.

- Phan tng khir.
Phan tng oxy hda

Pay 12 phan ting phé bién nhat, dugc xiic tdc bdi cic enzym oxy hoéa (mixed - function oxydase
enzym system- mfO), thdy c6 nhiéu trong microsom gan, dac biét 1a ho enzym cytochrom P 5,
(Cyt- P,y), 1a cac protein mang cé chita hem (hemoprotein) khu trd & lugi ndi bao nhan cua té
bao gan va vai mo khdc. Trong co thé ngudi hién da thdy c6 t6i 17 typ va rat nhiéu duéi typ
cytochrom P,,, tham gia chuyén héa cdc chit noi sinh va ngoai sinh tir moi trudng, thudc. Phan
ting oxy hoa loai nay doi hoi NADPH va O, theo phéc do6 sau:

Co chat Co chat (R- OH)

(RH) oxy hoa
Cytochrom P,
b / >\HZO
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NADPH + H* NADP*

Phan ting duoc thuc hién theo nhiéu budc:

1) Co chét (thudc , RH) phén ting véi dang oxy héa ctia Cyt P 5, (Fe™) tao thanh phiic hop RH-
P, (Fe™)

2) Phiic hop RH- P,., (Fe*™) nhan 1 electron tir NADPH, bj khir thanh RH - P, (Fe>)

3) Sau dé, phitc hop RH- P, (Fe*") phan ting vé6i 1 phan tit oxy va 1 electron thit 2 tit NADPH
dé tao thanh phitc hgp oxy hoat héa.

4) Cuodi cung, 1 nguyén tir oxy duoc giai phong, tao H,0. Con nguyén tir oxy thit 2 s€ oxy hda
co chat (thuoc): RH — ROH, va Cyt.P,, duoc tai tao.

Qua trinh phan tng duoc tém tat & so do sau:

NADP NADPH
= S
‘-H-""-\_._
—=of)
s et
Flavoprotain Flavoprolein
(dang khiZ) (dang oxy hoa)

R-CH
RH 2
e thude oxy hoa

Hinh 1.6: So d6 oxy hoéa thudc cta cytocrom P 5,

Phan ing khir
Khtr cic dan xuat nitro, cdc aldehyd, carbonyl boi cdc enzym nitroreductase, azoreductase,
dehydrogenase... (bang 1.4)

Phan tng thuy phan

Céac duong noi este va amid bi thuy phan bdi cac enzym esterase, amidase c6 trong huyét tuong,
gan, thanh rudt va cic mo khac (bang 1.4)
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Bang 1.4: Cac phan ting chinh trong chuyén héa thuoc & pha I

Loai phan tng Phan tng Thi du cac thuéc
1. Phdn iing oxy
hoa
- N-matalkyl RNHCH, — R- NH, + CH,0 Imipramin, diazepam,
morphin, codein,
- N- oxy héa Clorpheniramin,
R-NH, — R - NHOH dapson
OH .
-Méit amin oxy héa | Diazepam,
R- CHCH, — R- G- CH, - R- ¢- CH, amphetamin
NH, NH, O + NH, Tolbutamid,
ibuprofen,
Hydroxy héa mach cy.closporm,
thang R- CH,- CH,; — R- CH,- CH, midazolam
H
2. Phdn itng khir
Prontosil, tartrazin
- Azo- khtr RN=NR,—RNH- NHR,—»RNH,+R ,NH,
Nitrobenzen,
chloramphenicol,
- Nitro- khir RNO, - RNO -RNHOH —R-NH, clorazepam, dantrolen

Methadon, naloxon

- Carbonyl- khur R- ﬁR' — R- cfHR'
O OH

3. Phdn ing thity Procain,
phdn succinylcholin,
aspirin, clofibrat

- Céc este R,COOR, —> R,COOH + R,0H

Procainamid
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lidocain,
indomethacin
RCONHR, - RCOOH + R ,NH,

- Cac amid

2.3.3.2. Cdc phdn ting ¢ pha Il

Céc chét di qua pha nay dé trd thanh céc phiic hop khong con hoat tinh, tan dé trong nudc va bi
thai trir. Tuy vay, 6 pha nay, sulfanilamid bi acetyl héa lai tr&é nén kho tan trong nudc, két thanh
tinh thé trong 6ng than, gay d4i mau hodc vo niéu.

Céc phan tng & pha II déu la cic phan tng lién hop: mot phan tir noi sinh (acid glucuronic,
glutathion, sulfat, glycin, acetyl) s& ghép v6i mot nhém héa hoc ctia thude dé tao thanh céc phic
hop tan manh trong nuGc. Thong thudng, cdc phan ting & pha I s€ tao ra cic nhém chiic phan can
thiét cho cac phan tng & pha II, d6 1a cac nhém - OH, -COOH, -NH,, -SH...

Céc phan ting chinh: cdc phan tng lién hop véi acid glucuronic, acid sulfuric, acid amin (chu yéu
la glycin), phan tng acetyl héa, methyl hda. Cac phan tng nay doi hoi ndng luong va co chdt noi
sinh, d6 1a dac diém cua pha II.

Bdng 1.5: Cdc phdn tng chinh trong chuyén héa thuoc 6 pha I1

Loai phdn Co chdt noi | Enym chuyén (vi | Loai co chdt Thi du cdc
ling sinh tri) thuéc
- Glucuro- hgp | Acid  UDP | UDP glucuronosyl | Phenol, alcol, | Morphin,
glucuronic transferase acid diazepam,
(microsom) carboxylic, digitoxin,
sulfonamid acetaminophen,
sulfathiazol
Acid ethacrynic
. GSH- S- bromobenzen
- Glutathion- | Glutathion transferase (dich | Epoxid, nhém
hop bao tuong, | nitro
microsom) hydroxylamin
Acid salicylic,
a.benzoic,
Glycin Acyl- CoA a.nicotinic,
- Glycin- hgp transferase  (ty | Dan xuat acyl- | a.cholic
' thé) CoA cua acid
carboxylic
Estron, anilin,
methyldopa, 3-
OH cumarin,
Phosphoaden Phenol, alcol, acetaminophen
osyl Sqlfotransferase cic amin vong
- Sulfo- hop phosphosulfat (dich bao tuong) thom )
Dopamin,
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adrenalin,
pyridin,
histamin
S- adenosyl Transmethylase
-Methyl- hoa methionin (dich bao tuong) Catecholamin, | Sulfonamid,
phenol amin, isoniazid,
histamin clonazepam,
dapson.
Acetyl- CoA | -
acetyltrasferase Céc amin
- Acetyl-hoa (dich bao tuong)

Ngoai ra, c6 mot sd thudc hoan toan khong bi chuyén héa, d6 1a nhitng hop chat ¢ cuc cao (nhu
acid, base manh), khong thdm qua dugc 16p md cua microsom. Phan 16n dugc thai trir nhanh nhu
hexamethonium, methotrexat.

Mot s6 hoat chit khong c6 cuc ciing c6 thé khong bi chuyén héa: barbital, ether, halothan,
dieldrin.

Mot thude c6 thé bi chuyén héa qua nhiéu phéan tng x4y ra cing mot lic hodc ti€p n6i nhau. Thi
du paracetamol bi glucuro- hop va sulfo- hop ciing mot liic; chlorpromazin bi chuyén héa & nhan
phenothiazin qua nhiéu phan tng, sau dé 12 & nhianh bén ciing qua mot loat phan tng dé cudi
cung cho t6i hon 30 chét chuyén héa khac nhau.

2.3.4. Cdc yéu t6' lam thay doi toc do chuyén hoa thuoc
2.34.1.Tuoi

- Tré so sinh thi€u nhiéu enzym chuyén héa thudc

- Ngudi cao tudi enzym ciing bi 130 hod

2.34.2. Di truyén

- Do xuat hién enzym khong dién hinh khoang 1: 3000 ngudi c6 enzym cholinesterase khong
dién hinh, thuy phan rat cham suxamethonium nén 1am kéo dai tac dung ctia thudc n ay.

- Isoniazid (INH) bi mat tac dung do acetyl héa. Trong mdt nghién ciu, cho uong 10 mg/ kg
isoniazid, sau 6 gio thay lugng isoniazid trong mau & mot nhom 1a 3 - 6 pg/ mL, & nhom khac chi
1a 2,5ug/ mL. Nhém d4u 12 nhém acetyl héa cham, cin giam liéu vi dé doc v6i TKTU. VE di
truyén, thuoc nhom acetyl hoa cham, thady 60% la ngudi da trang, 40% la da den va 20% la da
vang. Nhém sau 12 nhém acetyl hdéa nhanh, can phai tang liéu, nhung sian phim chuyén hoéa
acetyl isoniazid lai doc véi gan.

- Nguoi thi€u glucose 6 phosphat dehydrogenase (G PD) s& dé bi thi€u mdu tan mau khi dung
phenacetin, aspirin, quinacrin, vai loai sulfamid...

2.3.4.3. Yéu té ngoai lai
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- Chat gay cam ting enzym chuyén héa: ¢ tdc dung 1am tang sinh cdc enzym & microsom gan,
lam tang hoat tinh cdc enzym nay.

Thi du: phenobarbital, meprobamat, clorpromazin, phenylbutazon, va hang tram thuoc khac: khi
dung nhiing thu6c nay véi cdc thude bi chuyén héa qua cic enzym dugc cam tng s& 1Am gidm téc
dung cua thudc dugc phoi hop, hoac cua chinh né (hién tuo ng quen thudc).

Trai lai, v6i nhitng thudc phai qua chuyén héa méi trd thanh c6 hoat tinh ("tién thudc"), khi dung
chung véi thuoc gay cam ting s€ bi tang doc tinh (parathion — paraoxon)

- Chét tc ché enzym chuyén héa: mot s6 thudc khac nhu cloramphenicol, d icumarol, isoniazid,
quinin, cimetidin... lai ¢6 tdc dung tc ché, 1am giam hoat tinh chuyén héa thuéc clia enzym, do
dé6 lam tang tac dung cua thudc phai hop.

2.34.4. Yéu 16 bénh Iy

- C4c bénh 1am tén thuong chitc phan gan s& 1am suy gidm sinh chuyén héa thu 6¢ clia gan: viém
gan, gan nhiém md, xo gan, ung thu gan... dé 1am ting tdc dung hoic doc tinh clia thudc chuyén
hoa qua gan nhu tolbutamid, diazepam.

- Cac bénh lam giam luu luong mau tGi gan nhu suy tim, hoac dung thudc chen B giao cam kéo
dai s€ lam giam hé s6 chiét xudt ctia gan, lam kéo dai t/2 cua cac thudc cé hé s6 chiét xuat cao tai
gan nhu lidocain, propranolol, verapamil, isoniazid.

2.4. Thai tru
Thuoc duogc thai trir duéi dang nguyén chat hoac da bi chuyén hoa
2.4.1. Thdi trix qua thdn

Pay la duong thai trir quan trong nhat clia cac thudc tan trong nudc, ¢6 trong luong phan tir nho
hon 300.

2.4.1.1. Qud trinh thdi triv
- Loc thu dong qua cau than: dang thudc tu do, khong gin vao protein huyét tuong.

- Bai tiét tich cuc qua 6ng than: do phai ¢ chat van chuy én (carrier) nén tai day c6 su canh tranh
dé thai trir. Thi du dung thiazid kéo dai, do phai thai trir thiazid, co thé gidm thdi acid uric, dé gay
bénh gut (thiazid va a.uric c6 cung carrier & ng than).

Qua trinh bai tiét tich cuc x4y ra chi yéu & 6ng luon gan, c6 2 hé van chuyén khéc nhau, mot hé
cho cac anion (céc acid carboxylic nhu penicilin, thiazid, cac chat glucuro - va sulfo- hgp), va mot
hé cho céc cation (cac base hitu co nhu morphin, thiamin).

- Khuéch t4n thu dong qua 6ng than: mot phan thudc da th i trir trong nuée tiéu ban diu lai duoc
t4i hdp thu vao mau. D6 12 cdc thudc tan trong lipid, khong bi ion héa & pH nudc tiéu (pH = 5 -6)
nhu phenobarbital, salicylat. Cac base yéu khong duoc tai hap thu.

Qua4 trinh ndy x4y ra & 6ng luon gin va ca & ong lugn xa do bac thang nong do dugc tao ra trong
qua trinh tai hap thu nuéc cing Na™ va cac ion vo co khac. Qua trinh tai hip thu thu dong & day
phu thudc nhiéu vao pH nuéc tiéu. Khi base hdéa nuéc tiéu, thi céc acid yéu (acid barbituric) s& bi
thdi trir nhanh hon vi bi ion héa nhiéu nén tai hap thu gidm. Nguoc lai, khi acid héa nudc tiéu
nhiéu hon thi céc base (amphetamin) s& bi thai trir nhi€éu hon. Diéu nay dugc ing dung trong diéu
tri nhiém doc thudc.
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2.4.12.Y nghia lam sang

- Lam giam thdi trir dé tiét kiém thu oc: penicilin va probenecid c6 chung hé van chuyén tai ong
than. Than thai probenecid (ré tién, it tic dung diéu tri) va gii lai penicilin (dat tién hon, c6 tac
dung diéu tri).

- Lam tang thdi trir dé diéu tri nhiém doc: base héa nudc tiéu, 1am ting do ion héa cua
phenobarbital, tang thai trir khi bi nhiém doc phenobarbital (xin xem'khuéch tan thu dong").

- Trong trudong hop suy than, can giam liéu thudc ding

2.4.2. Thdi trix qua mdt

- Sau khi chuyén héa & gan, cdc chét chuyén héa s& thai trir qua mat dé theo p han ra ngoai. Phan
16n sau khi bi chuyén héa thém & ruot s& duogc tdi hap thu vao m4u dé théi trir qua than.

- Mot s6 hop chat chuyén héa glycuronid ctia thudc c6 trong lugng phan ti trén 300 sau khi thai

trlr qua mat xudng rudt c6 thé bi thuy phan bdi B glycuronidase réi lai duoc tai hap thu vé gan
theo dudng tinh mach gdnh dé lai vao vong tuin hoan, dugc goi 1a thudc c¢6 chu ky rudt - gan.
Nhing thu6c ndy tich lu§ trong co thé, lam kéo dai tic dung (morphin, tetracyclin, digitalis trg

tim...).

2.4.3. Thdi trix qua phoi

- Céc chat bay hoi nhu ruou, tinh dau (eucalyptol, menthol)

- Cac chat khi: protoxyd nito, halothan

2.4.4. Thdi trix qua sita

Cac chat tan manh trong lipid (barbiturat, chong viém phi steroid, tetracyclin, cac alcaloid), c6

trong lugng phan tir dudi 200 thudng dé dang thai trir qua sita.

Vi sita ¢6 pH hoi acid hon huyét twong nén céc thudc 1a base yéu c6 thé c6 néng do trong sita hoi

cao hon huyét tuong va cac thudc 1a acid yéu thi ¢6 nong do thap hon.

2.4.5. Thdi trir qua cdc duong khdc

Thudc c6 thé con duoc thdi trir qua mé hoi, qua nudc mit, qua t€ bao simg (long, téc, méng),

tuyén nudc bot. S6 luong khong dang ké nén it c6 y nghia vé mat diéu tri. Thudng c6 thé gay téc

dung khong mong muon (diphenyl hydantoin gay tang san 1gi khi bi bai tiét qua nudc bot) . Hoac
dung phat hién chét doc (c6 gia tri vé mat phdp y): phat hién asen trong téc ctia Napoleon sau 150

nam!

2.4.6. Thong s6 dwoc dong hoc ctia chuyén héa va thdi trir thuoc

Muc dich ctia chuyén héa 1a lam cho thudc mat hoat tinh, dé tan trong nudc va thai trir. Vi vay,
qud trinh chuyén héa chinh 1a qua trinh thai trir thudc. C6 2 thong s6 dugc dong hoc 1a do thanh

thai (CL) va thoi gian ban thai (t,,) déu dé ddnh gid qud trinh chuyén hoa va thai trir thudc.

2.4.6.1. Do thanh thdi (clearance — CL)

Dinh nghia

Do thanh thai (CL) biéu thi kha niang clia 1 co quan (gan, than) trong co thé thai trlir hoan toan
mot thudc (hay mot chat) ra khoi huyét tuong khi mau tuan hoan qua co quan do.
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Clearance duogc biéu thi bing mL/ phiit, 1a s6 mL huyét tuong dugc thai trir thudc hoa n toan trong
thoi gian 1 phit khi qua co quan. Hoac ¢6 khi tinh theo kg than trong: mL/ phut/ kg.
\Y%
CL = —— (mL/ phut)
Cp

V: toc d6 thai trir cua thudc qua co quan (mg/ phit)
Cp: nong do thudc trong huyét twong (mg/ L)

Clearance ciing 1a mot tri s6 ao, mang tinh 1y thuyét vi su tuan hoan ctia mau qua co quan duoc
lién tuc 1ap di lap lai. Trong thuc t&, thuoc dugc coi 1a loc sach khoi huyét twong sau mot khoang
thoi gian 1a 7 x t,,.

Hai co quan chinh thamgia théi trir thu6c khoi co thé 1a gan (lugng thudc bi chuyén héa va thai
trlr nguyén chit qua mat) va than, vi vay, CL toan bd duoc coi 1a CL gan + CL than.

Y nghia
- Thudc ¢6 CL 16n 1a thudc duge théi trir nhanh, vi the thoi gian ban thai (t ,,) s&€ ngan.

- Dung CL dé tinh liéu luong thudc c6 thé duy t1i dugc nong do thudce on dinh trong huyét tuong.
No6ng do nay dat duoc khi téc do thai trix biang toc do hap thu.

- Biét CL dé hiéu chinh liéu trong trudng hop bénh 1y suy gan, suy than.

2.4.6.2. Théi gian b_n thYi (half- life- t,,)

Dinh nghia

Thoi gian ban thai t,, dugc phan biét 1am 2 loai :

- t,, o hay t;, hap thu 1a thoi gian can thiét d€ 1/2 lugng thudc da dung hap thu dugc vao tuan
hoan. néu dung thudc theo dudng tiém bép thi t ,,, o khong dang ké.

- t,, B hay t,,, thai trir 1 thoi gian can thiét dé néng do thudc trong huyét tuong giam con 1/2.
Trong thuc hanh diéu tri, hay dung t,, p va thuong chi viét la t,, hoac t/2.

Y nghia

- Tl cong thiic trén ta thdy t,, ty 1¢ nghich vdi clearance. Khi CL thay d6i theo nguyén nhan sinh

1y hodc bénh 1y s& lam t,,thay déi, hiéu qua cla diéu tri bi anh hudng. Can phai hiéu chinh liéu
luong hodc khodng cach gifta cdc liéu (xem phan “Nhiing bién ddi ctia dugc dong hoc”).

- Trong thuc hanh di€u tri, thudng coi thoi gian 5 1an t,, (5 lan dung thudc cach déu) thi ndong do
thudc trong mau dat dugc trang thdi 6n dinh (Css), va sau khi nguong thudc khoang 7 lan t ,, thi
coi nhu thudc da bi thai trir hoan toan khoi co thé (xem bang).

Luong thuéc dugc thai trir theo t/2

So'lan t,, Luong thuoc duoc thdi triv (%)
1 50
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2 75
3 88
4 94
5 97
6 98
7 99

- D6i v6i méi thude, thoi gian ban thai 1a giong nhau cho moi liéu dung. Do d6 c6 thé suy ra
khoang cach dung thudc:

. Khi t,,, < 6h: néu thudc it doc, cho liéu cao dé kéo dai dugc nong do hiéu dung cla thude trong
huyét tuong. Néu khong thé cho duoc liéu cao (nhu heparin, insulin) thi truyén finh mach lién tuc
hoac san xuat dang thudc giai phong cham.

. Khi t,, tir 6 d&n 24h: dung liéu thudc v6i khoang cich ding bang t .

. Khi t,, > 24h: dung liéu duy nhét 1 14n moi ngay.
CAU HOI TU LUONG GIA

1

N o g &

9.

. SU hEp thu thuéc phé thuéc vpo nh+ng ylu té npo?
2.

Phen tich, so s, nh c,c ®kc @i0m cfia ¢, ¢ @-&ng hEp thu thuéc: ®-éng tidu haa, ®-éng
ti#m, ®-éng h« hEp vu ®-€ng qua da, ni®m mc.

Trxnh bpy vO0 st vEn chuyOn thuéc vuo thCn kinh trung --ng vy qua rau thai. ¥ nghla Iom
spng.

Sinh khY dong cfa thuéc Iy g«? ¥ nghla.

Trxnh bpy v0 th0 tich phén phéi (Vd) vu y nghla 10m spng?

Su g¥%n thuéc vpo protein huyOt t--ng v ¥ nghla?

KO t@n c¢_c phfn gng chinh (kh«ng vilt c«ng thec) chia chuyOn hda thuéc & pha I, kOt quf]
vl y nghla?

KO t@n c¢_c phn gng chinh (kh«ng vilt c«ng t hgc) cfia chuyOn haa thuéc & pha 11, kOt quf
vl y nghla?

Trinh by ¢ ¢ ¢, ch thYi trd thuéc qua thEn, qua gan, qua s+a v y nghla I©m spng.

10. 8é thanh thi lu gx? y nghla?
11. Théi gian b_n th¥i lu gx? y nghla?
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Bai 2: DAl CUONG VE DUGC LUC HOC

MUC TIEU HOC TAP: Sau khi hoc xong bai ndy, sinh vién c¢6 kha nang:
1. Trinh bay duoc co ché'tdc dung ciia thudc qua receptor va khong qua receptor.
2. Phdn biét duoc cdc cdch tdc dung cua thudc.

3. Trinh bay duoc nhiing yéu to thuoc vé bdn thdn thudc quyét dinh tdc dung ciia thuoc (ly
héa, cdu triic, dang bao ché).

4. Néu duoc nhiing yéu t6 chinh vé phia nguoi bénh cé danh hudng dén tdc d ung cua thudc
(tuoi, quen thuoc ).

5. Trinh bay duoc 5 trang thdi tdc dung ddc biét cuia thuoc.

Duoc luc hoc nghién cttu tdc dung ctia thudc 1én co thé s6ng, gidi thich co ché clia cdc tdc dung

sinh héa va sinh 1y cua thudc. Phan tich cang diay du dugc cac tic dung, cang cung cap duoc

nhiing co s& cho viéc dung thudc hop 1y trong di€u tri. Pay 1a nhiém vu co ban nhit va ciing 1a
kho khan 16n nhéat ctia duge luc hoc.

1. CO CHE TAC DUNG CUA THUOC
1.1.  Receptor

- Tac dung cha phan 16n cdc thudc 1a két qua cha su tuong tdc giita thudc vé6i receptor (thé thu
cam). Receptor la mot thanh phan dai phdn tir (macromolécular) ton tai voi mot | wong gidi han
trong mot s6'té bao dich, cé thé nhdan biét mot cdch ddc hiéu chi mot phan tit "thong tin” tu nhién
(hormon, chdt dan truyén thdan kinh), hodic mot tdc nhdan ngoai lai (chdt héa hoc, thuéc) dé gdy
ra mot tac dung sinh hoc ddc hiéu, la két qud cua tdc dung tuong hé do.

Thanh phan dai phan tir clia receptor thudng la protein vi chi cé protein méi c6 cau tric phic tap
dé nhan biét dac hiéu cia mot phan tir c6 cau tric 3 chiéu.

Receptor co 2 chitc phdn:

1) Nhan biét céc phan tir thong tin (hay con goi 1a ligand) bang su gin dic hiéu cdc phan tir nay
vao receptor theo cac lién két hda hoc:

- Lién két ion: cac chat héa hoc mang dién tich (nhu nhém amoni bac 4 cua acetylcholin c6 dién
tich duong), s&€ gan vao ving mang dién tich trdi ddu cta receptor theo lién két nay, véi luc lién
két khoang 5- 10 kcal/ mol.

- Lién két hydro: do su phan bd khong dong déu electron trong phan tlr nén ¢6 moi lién két gitta
nguyén t hydro v6i cdc nguyén tr ¢6 dién tich am cao nhu oxy, nito va fluor. Luc lién két
khoang 2- 5 kcal/ mol

- Lién két Van- der- Waals: 1a luc lién két cia méi tuong ho gitta cdc electron véi cdc nhan cua
cac phan ti sat bén. Luc lién két phu thudc vao khoang cach gitta cac phan tr, luc nay tuong doi
yéu, khoang 0,5 kcal/ mol. Cdc thudc c6 vong benzen, c6 mat do electron phan b6 déng déu
thuong ¢6 moi lién két nay.
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Céc luc lién két trén déu la thuan nghich.

- Lién két cong hoa tri: 12 luc lién két gitta cdc nguyén tir bang nhitng cap dién tir chung. Vi 1a luc
lien két 16n 50- 150 kcal/ mol nén Ia lién két khong thuan nghich & nhiét do co thé, khong c6 chat
xuc tac. Loai lién két nay it gap. Thi du lién két gitta chat alkyl héa véi t€ bao ung thu, cac thudc
tic ch€ enzym mono- amin oxydase (MAOI), thudc trir sdu 1an hitu co v6i cholinesterase.

Mot phan tir thudc c6 thé gan vao receptor theo nhiéu kiéu lién két. Thi du: acetylcholin gin vao
receptor M- cholinergic:

Hinh 2.1. Phic hop acetylcholin - receptor M
Acetylcholin gdn vao receptor M theo duong noi sau:
- Hai O ciia chiic ester tao lién két hydro vdi receptor
- Nhém CH,- CH, gdn vdi receptor bang lién két phan ti (luc Van - der- Waals)

- Hai goc CH; ciia amin bdc 4 gdn vao cdc khoang cia vi tri anion ciing bdng luc
Van- der- Waals

2) Chuyén tdc dung twong hd giita ligand va receptor thanh mot tin hiéu dé gay ra dugc ddp tng

t€ bao. Cdc receptor ndm ¢ nhdn té’bao dugc hoat héa boi cac ligand gan trén cac vi tri dac hiéu
cta ADN nam trong cdc viing diéu hoa gen, gay ra su sao chép cic gen dac hiéu (receptor cua

hormon steroid, vitamin D...). Cdc receptor ndm ¢ mang t¢’bao vi & xa nhan nén khong tham gia
truc ti€p vao cac chuong trinh biéu hién clia gen. Khi céc ligand tdc dong 1én receptor s& 1am san

xuat ra cdc phan tlr trung gian- "ngudi truyén tin thit 2" (AMPv, GMPv, IP,, Ca**, diacetyl
glycerol...)- Nhitng chit ndy s& gay ra mot loat phan tng trong t€ bao, din t6i mot thay ddi
chuyén hoéa trong t€ bao, cling véi hodc khong cé su thay déi vé biéu hién gen (receptor clia

adrenalin, ctia benzodiazepin...).

Nhu vay, khi thudc gan vao receptor cua t€ bao thi gay ra dugc tac dung sinh 1y. Nhung c6 khi
thudc gian vao t€ bao ma khong gay ra tac dung gi, noi gan thuéc dugc goi 1a noi ti€p nhan
(acceptor) hodc receptor cam, (silent receptor) nhu thuéc mé gan vao t€ bao md, digitalis gan vao
gan, phéi, than...

Thu6c gan vao receptor phu thuoc vao di luc (affinity) cta thudc véi receptor. Hai thu6e ¢6 cing
receptor, thuéc ndo c6 4i luc cao hon sé& ddy dugc thudc khic ra. Con téc dung cla thuoc 1a do
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hiéu luc (efficacy) ctia thudc trén receptor d6. Ai luc va hiéu luc khong phai liic nao ciing di ciing
nhau: acetylcholin 12 chét dan truyén than kinh ctia hé phé giao cam, khi gan vao receptor M, gay
hiéu luc lam tang ti€t nudc bot, co dong tir, cham nhip tim...; atropin c6 &i luc trén receptor M
manh hon acetylcholin rat nhiéu nén ddy duoc acetylcholin ra kho i receptor M, nhung ban than
n6 lai khong c6 hiéu luc gi. O lam sang, tdc dung cta atropin quan sat duoc chinh 12 tic dung cta
su thi€u vang acetylcholin trén receptor M: kho miéng (giam tié€t nuée bot), gian dong ti, nhip
tim nhanh...

1.2.  Cac co ché tac dung cua thuoc
1.2.1. Tdc dung cua thuoc thong qua receptor

Thuéc tdc dung truc ti€p trén cdc receptor clia cdc chat ndi sinh (hormon, chit dan truyén than
kinh): nhiéu thudc tic dung trén céc receptor sinh 1y va thudng mang tinh dac hiéu. Néu tac dung
cta thuoc 1én receptor giong véGi chat ndi sinh, goi 1a chdt dong vdn hay chét chu vdn (agonists),
nhu pilocarpin trén receptor M- cholinergic. Néu thudc gan vao receptor, khong gay tdc dung
giong chat noi sinh, trdi lai, ngan can chat noi sinh gian vao receptor, gy tic dun g tc ché chat
dong van, dugc goi la chat doi khdng (antagonists), nhu d- tubocurarin tranh chap véi
acetylcholin tai receptor N clia co van.

- Mot s thudc thong qua viéc giai phong cdc chat noi sinh trong co thé dé gay tdc dung:

amphetamin giai phong adrenalin trén than kinh trung uong, nitrit lam giai phong NO gay gian
mach...

Xét trén nhi€éu mat, protein 14 mot nhém quan trong cua receptor - thudc. Do d6, ngoai receptor t&
bao, cac receptor ctia thudc con la:

- Cé4c enzym chuyén héa hoic diéu hoa cdc qud trin h sinh héa c6 thé bi thudc tic ché hoic hoat
hoa:

. Thu6c tc ché€ enzym: captopril tc ché enzym chuyén angiotensin I khong hoat tinh thanh

angiotensin II ¢6 hoat tinh dung chita cao huyét 4p; cac thuéc chong viém phi steroid tc ché

cyclooxygenase, 1am gidm téng hop prostaglandin nén c6 tdc dung ha sét, chong viém; thudc trg
tim digitalis Gc ché Na*- K" ATPase...

. Thudc hoat héa enzym: cdc yéu t6 vi luong nhu Mg **, Cu*, Zn** hoat héa nhiéu enzym protein
kinase, phosphokinase tidc dung 1én nhiéu qua trinh chuy én héa ciia t€ bao.

- C4c ion: thudc gin vao cdc kénh ion, lam thay déi su van chuyén ion qua mang t€ bao.
Novocain can trd Na® nhap vao t€ bao than kinh, ngan can khtr cuc nén cé tic dung gay té;
benzodiazepin lam tang nhap Cl vao t€ bao, gay an than.

1.2.2. Tdc dung cua thuéc khong qua receptor
Mot s6 thudce c6 tac dung khong phai do két hop véi receptor.
- Thuoc c6 tac dung do tinh chat 1y héa, khong dac hiéu:

Cac mudi chira cac ion khé hap thu qua mang sinh hoc nhu MgSO ,, khi uéng s€ "goi nudc" &
thanh ruot vao 1ong rudt va giit nudc trong 1ong ruodt nén cé tac dung tdy; khi tiém vao tinh mach
s€ kéo nudc tir gian bao vao mau nén dugc dung chita phu nio.
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Isosorbid, mannitol dung liéu twong doi cao, 1am tang 4p luc thim thau trong huyét tuong. Khi
loc qua cdu than, khong bi t4i hdp thu & 6ng than, 1am tiang dp luc thdm thiu trong ong than, c6
tac dung loi niéu.

Nhitng chat tao chelat hay con goi la chat "cang cua" do cé cac nhém c6 cuc nhu -OH, -SH, -
NH,, dé tao phtc véi cdc ion hoa tri 2, ddy chiing ra khoi co thé. Cac c hat "cang cua" nhu EDTA
(ethyl diamin tetra acetic acid), BAL (British anti lewisit - dimercaprol), d- penicilamin thuong
duoc dung dé chita ngd doc kim loai nang nhu Cu >, Pb**, Hg”" hoic thai trir Ca** trong ngd doc
digital.

Than hoat hap phu duoc cac hoi, cic doc t6 nén dung chita day hoi, ngo doc.

C4c base yéu 1am trung hoa dich vi acid dung dé chita loét da day (khang acid), nhu hydroxyd
nhom, magnesi oxyd.

- Thudc ¢6 cau tric tuong tu nhu nhitng chét sinh héa binh thuong, c6 thé tham nhap vao céc
thanh phin ciu tric cla t€ bao, 1am thay ddi chic phan cla t€ bao. Thudc gidng purin, giong
pyrimidin, nhap vao acid nucleic, dung chong ung thu, chéng virus. Sulfamid gan giong
paraamino benzoic acid (PABA), lam vi khuin ding "nhdm", khong pht trién dugc.

2. CAC CACH TAC DUNG CUA THUOC
Khi vao co thé, thudc c6 thé c6 4 cch tic dung sau:
2.1.  Tac dung tai cho va toan than:

- Téc dung tai cho 1a tdc dung ngay tai noi thudc tiép xitc, khi thudc chua duge hap thu vao méu:
thudc sat khudn ngoai da, thudc 1am san niém mac (tani n), thudc boc niém mac dudng tiéu héa
(kaolin, hydroxyd nhom).

- Tac dung toan than 1a tic dung x4y ra sau khi thudc da dugc hap thu vio mdu qua dudng ho
héap, duong tiéu héa hay duong tiém: thudc mé, thuoc trg tim, thuoc 1oi niéu. Nhu vay, tic dung
toan than khong c6 nghia 1a thudc tac dung khap co thé ma chi 1a thudc da vao mdu dé "di" khap
co thé.

T4c dung tai chd hodc toan than cé thé gay hiéu qud truc tiép hodc gidn tiép: tiem d -
tubocurarin vao tinh mach, thudc truc tiép tic dung 1én ban van dong lam liét co van va gidn tiép
lam ngimng thé do co hoanh va co lién suon bi liét chit khong phai thuoc e ché trung tam ho hap.

Mait khac, tdc dung gidn ti€p con c6 thé thong qua phan xa: khi ngat, nglti ammoniac, cidc ngon

day than kinh trong niém mac duong ho hép bi kich thich, gay phan xa kich thich trung tam ho
héap va van mach & hanh tly, 1am nguoi bénh hdi tinh.

2.2. Tac dung chinh va tac dung phu

- T4c dung chinh 12 tdc dung dé diéu tri

- Ngoai tdc dung diéu tri, thudc c6 thé con gay nhiéu tic dung khdc, khong c6 y nghia trong diéu
tri, dugc goi la tic dung khong mong muon, tic dung dung ngoai y (adverse drug reactions -
ADR). Cic tdc dung ngoai y c¢6 thé chi gay khé chiu cho ngudi diing (chéng mit, buén non, mat

ngl), goi la tic dung phu; nhung ciing c6 thé gay pha n ting doc hai (ngay véi liéu diéu tri) nhu
xudlt huyét tiéu hoa, giam bach cau, tut huyét 4p thé ding...

Thi du: aspirin l1a thudc ha so6t, giam dau, chong viém (tic dung chinh), nhung gay chay mau tiéu

héa (tic dung doc hai). Nifedipin, thuoc chen kénh calci dung di€u tri ting huyét 4p (tic dung
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chinh), nhung c6 thé gay nhitc diu, nhip tim nhanh (tic dung phu), ho, phli chan, ting enzym

gan, tut huyét ap (tic dung doc hai).

Trong diéu tri, thudng phoi hop thude dé lam tiang tidc dung chinh va gidm tdc dung khong mong
muon. Thi du uéng thuéc chen B giao cam cung véi nifedipin s€ lam giam duoc tac dung lam
tang nhip tim, nhitic ddu cta nifedipin. Ciing c6 thé thay doi dudng dung thudc nhu ding thudc

dat hau mon dé tranh tdc dung khé udng, gay budn non.

2.3. Téac dung hoi phuc va khong hoi phuc

- Tac dung hoi phuc: sau tic dung, thudc bi thai trir, chitc phan clia co quan lai trG vé binh
thudng. Sau gay mé dé phau thuat, ngudi bénh lai ¢ trang thdi binh thudng, tinh tdo.

- Tac dung khong hoi phuc: thuéc lam mat hoan toan chic ph an cua t€ bao, co quan. Thi du:
thuoc chong ung thu diét t& bao ung thu, bao vé t&€ bao lanh; thudc sat khuin boi ngoai da diét vi
khuan nhung khong anh hudng dén da; khang sinh cloramphenicol ¢6 tai bién gay suy tly xuong.
24. Tac dung chon loc

T4c dung chon loc 1a tdc dung diéu tri x4y ra s6m nhat, o rét nhat. Thi du aspirin udng liéu 1 - 2
g/ ngay c6 tic dung ha s6t va giam dau, uong li€u 4 - 6 g/ ngay c6 ca tic dung chéng viém;
digitalis gan vao tim, ndo, gan, than... nhung véi liéu diéu tri, chi ¢6 tdc dung trén tim; albuterol
(Salbutamol- Ventolin) kich thich chon loc receptor [3, adrenergic...

Thudc c6 tdc dung chon loc 1am cho viéc diéu tri tré nén dé dang hon, hiéu qua hon, tranh duoc
nhiéu tac dung khong mong muon.

3. NHUNG YEU TO ANH HUGNG PEN TAC DUNG CUA THUOC:
3.1. Vé thuoc
3.1.1. Thay déi cdu triic lam thay doi duoc luc hoc ciia thuoc.

Nhu ta da biét, thu6c muén c6 tac dung, phai gdn duoc vao receptor (di luc véi receptor) va sau
do 1a hoat héa duogc receptor d6 (c6 hiéu luc hay tdc dung dugc 1y). Receptor mang tinh da c hiéu
cho nén thudc ciing phai ¢ cau tric dic hiéu. Receptor dugc vi nhu 6 khéa va thudce 1a chia khéa.
Mot su thay d6i nho vé cdu triic héa hoc (hinh ddng phan tir ctia thudc) ciing c6 thé gay ra nhitng
thay d6i 16n vé tdc dung.

Nhu vay viéc téng hop c4c thuéc méi thudng nhim:

- Lam tang tac dung di€u tri va giam tic dung khong mong mudn. Khi thém F vao vi tri 9 va CH ,
vao vi tri 16 cuta corticoid (hormon vo thugng than), ta dugc betametason c6 tic dung chong viém
g4p 25 1an va khong c6 tac dung gitt Na* nhu corticoid, tranh phai an nhat.

- Lam thay déi tdc dung duogc ly: thay déi céu tric cla isoniazid (thudc chéng lao), ta duoc
iproniazid, ¢6 tdc dung chong tram cam, do gén vao receptor hoan toan khéc.
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1soniazid Iproniazid
- Trd thanh chat d6i khdng tic dung: PABA 12 nguyén liéu d€ tdng hop thiic an cho vi
khuan. Sunfanilamid c6 céng thiic gin giéng PABA, 1am vi khuan sir dung "nhdm" ,
khong phat trién dugc. Vi vay, sulfanilamid c6 tdc dung kim khuan.

SO;NI-#; COOH
e N,
Sulfanilamid PABA (para amino benzoic acid)

Khang histamin H, ¢ cong thitc gan gidng véi histamin, tranh chap véi histamin tai receptor H .

- Céac dong phan quang hoc hoiac dong phan hinh hoc cua thudc ciing 1am thay déi cuong do tac
dung, hoac 1am thay déi hoan toan tdc dung cta thudc.

1. isoprenalin c6 tac dung kich thich receptor B adrenergic 500 1an manh hon d. isoprenalin.

1. quinin 1a thuéc chira sot rét, d. quinin (quinidin) 1a thudc chita loan nhip tim.

- Cang ngdy ngudi ta cang hiéu rd dugc siéu céu triic clia receptor va san xuét cac thudc rat dac

hiéu, gan dugc vao dudi typ cua receptor: receptor adrenergic o,, o,, B,, B,, B, receptor
cholinergic M, M,, M,, receptor dopaminergic D,, D,, ... D..

3.1.2. Thay déi cdu triic thuoc, lam thay doi duoc dong hoc ciia thuoc

Khi céu tric cta thuoc thay ddi, 1am tinh chit Iy héa ciia thudc thay déi, anh hudng dén su hoa

tan cua thudc trong nudc hoac trong lipid, anh hudng dén su gin thudc vao protein, do ion héa
ctia thudc va tinh viing bén cua thudc. Mot s6 vi du:

- Dopamin khong qua duoc hang rao mau nao, nhung 1. dopamin (Levo dopa), chat tién than cta
dopamin thi qua duoc.

- Estradiol thién nhién khong uéng duoc vi bi chuyén héa manh & gan. dan xuat ethinyl estradiol
(-C =CH gan & vi tri 17) rat it bi chuyén héa nén uéng duoc.

- Tolbutamid bi microsom gan oxy héa goc CH ; & vi tri para, ¢6 t/2 huyét tuong la 4- 8 h. Thay
goc CH, bing Cl (Clorpropamid) s& rat kho bi chuyén héa, 1am t/2 ctia thu6c kéo dai tdi 35 h.

- Cac thiobarbituric it bi phan ly hon barbituric & pH cua 6ng than nén bi thai trir chAm hon.
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Qua day ta c6 thé nhan thay ring, khi thudc gan vao receptor dé gay hiéu luc, khong phai toan bo
phan tlr thuéc ma chi ¢6 nhitng nhém chic phan gén vao receptor. Khi thay déi cau tric cua
nhém hoidc ving chic phan, duoc luc hoc clia thudc sé& thay ddi. Con khi thay ddi ciu tric &
ngoai ving chic phan, c6 thé thay déi dugc dong hoc cia thudc.

3.2. Dang thudc

Dang thudc 1a hinh thiic trinh bay dac biét ctia dugc chat dé dua dugc chat vao co thé. Dang thudc
phdi dugc bao ché sao cho tién bdo quéan, van chuyén, sit dung va phét huy t6i da hiéu luc chita
bénh cua thudc.

C6 thé tém tit qué trinh hinh thanh va phét huy tdc dung clia mot dang thudc trong co thé nhu
sau:

Dugc chat

K7y thudt bao ché Puong ding thuoc

v

» Dang thuoc
T4 dugc /

Dang thudc Gidi phong duoc Duoc chat 101 noi Hiéu qua
2 N ; _— A .
trong co the vao miu dieu tri
chdt va hdp thu  (sinh kha dung) tdc dung

|

Qua so do, ta thay tr 1 dugc chat, cdc nha bao ché c6 thé dua ra thi truong nhiéu loai biét duoc
(dang thuoc) khac nhau, c6 sinh kha dung khac nhau do d6 c¢6 anh hudng khac nhau téi hiéu qua
diéu tri.

3.2.1. Trang thdi cia duoc chdt

- D6 tan nho: thude cang min, dién ti€p xuc cang tang, hip thu thudc cang nhanh.

- Dang vo dinh hinh va dang tinh thé: thuéc ran & dang vo dinh hinh dé tan, dé hap thu.

3.2.2. Ta duoc

T4 duoc khong phai chi 12 "chit don" dé bao géi thudc ma con anh hudng dén do hoa tan, khuéch
tdn...cia thudc. Khi thay calci sulfat (thach cao, td dugc c6 dién) bang lactose dé dap vién
diphenylhydantoin, da gay hang loat ngd doc diphenylhydantoin do lugng thuoc duoc hip thu
nhiéu hon (Uc, 1968). Nguyén nhan 1 ta dugc calci sulfat chi déng vai trd mot khung mang,
khong tiéu va x0p, lam dugc chat dugc giai phong tir tir trong 6ng tiéu héa. Con lactose lai lam
dugc chét dé tan, nén dugc hip thu nhanh trong thoi gian ngan.

3.2.3. Ky thudt bao ché va dang thuéc

Ky thuat bao ché€ 1a mot yéu t6 khong kém phan quan trong c6 tic dong truc ti€p dén sinh kha
dung ctia thudc, c6 thé kiém sodt dugc su gidi phong dugc chat va vi tri dé thudc giai phéng ( gidi
phong tai dich). Vi vay né thuong dugc cac nha san xuét gitt bi mat.

Hién c6 rat nhiéu dang thudc khic nhau dugc san xuit theo c4c k§ thuat khic nhau dé sao cho:
- Hoat tinh cua thudc dugc viing bén
- Duoc chat duoc gii phong véi téc do 6n dinh

- Dugc chit duoc giai phong tai noi can tac dong (giai phong tai dich, targetting medication)
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- Thudc c6 sinh kha dung cao.

3.3.  Vé nguoi dung thuéc

3.3.1. Pdc diém vé tuoi (xin xem phdn "dwoc dong hoc")
3.3.1.1.Tré em:

"Tré em khong phai 1a nguoi 16n thu nho lai", nghia 1a khong phai chi giam li€u thu6c ctia nguoi
16n thi thanh liéu cta tré em, ma tré em con ¢ nhitng dic di€ém riéng cla su phét trién, do la:

- Su gan thudc vao protein huyét tuong con it, mat khac, mot phan protein huyét tuong con gin
bilirubin, dé bi thudc ddy ra, gy ng6d doc bilirubin.

- Hé enzym chuyén héa thudc chua phat trién
- Heé thai trir thuoc chua phét trién

- Hé than kinh chua phét trién, myelin con it, hang rAo m4u - ndo chua di bao vé nén thuoc dé
tham qua va t€ bao than kinh con dé nhay cam (nhu v6i morphin)

- T€ bao chita nhiéu nude, khong chiu duoc thudc gay mat nude.
- Moi mo va co quan dang phat trién, hét sitc than trong khi dung céc loai hormon.

Mot s6 tac gid di dua ra cdc cong thitc dé tinh liéu luong cho tré em:

1. Coéng thiic ciia Young: dung cho tré ti 2- 12 tudi

Tuéi TE

x Liéu ngudi 16n
Tudi TE + 12

2. Cong thitc ciia Cowling: Duing cho tré em tir 2 - 12 tudi

Tudi TE + 1
x Liéu ngudi 16n
24

Thi du: liéu cho ngudi 16n 12 2,0. Liéu cho tré 4 tuéi 1a
4+1
— x20g =041¢g
24
3. Cong thitc cua Fried: ding cho nhii nhi

Tudi TE (thdng)

x Liéu ngudi 16n
150 (Trong lugng trung binh clia nguoi 16n)

4. Cong thiic cua Giark
Trong luong TE (pounds)
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x Liéu nguoi 16n

150

Tuy nhién tinh liéu theo dién tich co thé thi t6t hon. Khi d6 ding cong thifc:

BSA (m?) cta tré em

x Liéu nguoi 16n
1.7

BSA: Body Surface Area-Dién tich co thé (tra monogram)

1.7: BSA trung binh ctia ngudi 16n

3.3.1.2. Nguoi cao tudi

Ngudi cao tudi ciing c¢6 nhitng dac diém riéng can luu y:

- Céc hé enzym déu kém hoat dong vi di "ldo héa"

- Cac t€ bao it giit nuéc nén ciing khong chiu duoc thude gay mat n ude

- Nguoi cao tudi thudng mac nhiéu bénh (cao huyét 4p, xo vita mach, thap khép, tiéu dudng...)
nén phai ding nhiéu thuéc mot Iitc. Can rat chd y tuong tic thudc khi ké don (xin xem phan
"tuong tac thudc")

3.3.2. Ddc diém vé gici

Nhin chung, khong ¢6 su khdc biét vé tic dung va li€u luong cla thudc gita nam va nit. Tuy
nhién, véi nit gidi, can chi y dén 3 thoi ky:

3.3.2.1. Thoi ky c6 kinh nguyét

Khong cam hén thude. Néu phdi ding thudce dai ngay, cé ting dot ngimg thudc thi nén sap xép
vao ldc ¢6 kinh.

3.3.2.2. Thoi ky co thai

Trong 3 thang dau, thudc dé gay di tat bam sinh, tao ra quai thai. Trong 3 thdng giita thudc c6 thé

4nh hudng xau dén su phat trién clia bao thai, dén chitc phan phat trién clia cdc co quan. Trong 3
thdng cudi, thudc c6 thé gay xdy thai, dé non.

Vi vay, khi cin chi dinh thu6c cho phu nit ¢6 thai, cin can nhéc that k§ gitta 1oi ich cho ngudi me
va muc nguy hai cho bao thai. N6i chung, trong 3 thang dau, tuyét doi tranh dung moi loai thudc.
D6i v6i ngudi me, khi c6 thai, luong nudc giit lai trong ¢ o thé tang, thé tich mau tang, hAm luong
protein huyét tuong c6 thé giam, lugng lipid ¢6 thé tang... Jam anh hudng dén dong hoc cla
thudc.

3.3.2.3. Thoi ky cho con bu
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Rat nhiéu thudc khi ding cho ngudi me sé thai trir qua sita va nhu vay c6 thé gay doc hai ¢ ho con.
Céc nghién ctu vé cdc loai thuéc nay néi chung con chua duge day du, do d6 t6t nhat 1a chi nén
dung nhiing loai thudc that can thiét cho me. Tuyét d6i khong dung nhiing thudc cé chia thude
phién va dan xuét cua thudc phién (thuoc ho, codein, vién rira ) vi thudc thai trir qua sita va trung
tam ho hdp cla tré rat nhay cam, c6 thé bi nging thd. Khong ding cdc loai corticoid (lam suy
thuong than tré), cdc khang gidp trang tong hop va iod (gay r6i loan tuyén gidp), cloramphenicol
va thudc ph6i hop sulfametoxazol + trimethoprim (Co- trimoxazol) vi c6 thé gay suy tuy xuong.
Can rét than trong khi dung cac thudc tc ché than kinh trung uwong (meprobamat, diazepam),
thudc chong dong kinh, déu gdy mo mang va li bi cho tré.

4. NHONG TRANG THAI TAC DUNG PAC BIET CUA TH UOGC

Trong qud trinh st dung thudc, ngoai tdc dung diéu tri, doi khi con gap nhiing tic dung "khong
mong muoén" do su phan ting khéc nhau cta timg c4 thé véi thudc.

4.1.  Phan tng c6 hai cia thuoc (Adverse drug reactions - ADR)

"Mot phan tng c6 hai cua thudc 1a mot phan ting doc hai, khong dinh duoc trudc va xudt hién &
liéu luong thuong diing cho nguoi" (Dinh nghia ciia Chuong trinh gidm st thudc quoc t€ - WHO).

ADR 12 tén goi chung cho moi triéu chiing bat thudng x4y ra khi dung thudc diing liéu. C6 thé
chi 1a nhiing triéu ching rit nhe nhu nhic dau, budn non... cho dén nhiing triéu chiing rat nang

din dén tir vong nhu s6c, phan vé, suy tuy xwong. Tuy theo nudc va tuy theo tic gid, ADR c6 thé

xdy ra khoang 8- 30% so ngudi dung thudc.

4.2.  Phan tng di ing
Di tng thuoc ciling 1a 1 ADR.

Do thudc 1a 1 protein la (insulin, thyroxin 14y tir suc vat), la da peptid, polysaccharid c¢6 phan tix

lugng cao, mang tinh khang nguyén. Tuy nhién, nhitng thuéc ¢6 phan tir luong thap hoac chinh

san pham chuyén héa clia n6 ciing c6 thé gay di tng, ching dugc goi 1a ban khdng nguyén hay
"hapten". Vao co thé, hapten c6 kha niang gan v6i mot protein noi sinh theo dudng néi cong héa

tri va tao thanh phittc hop khang nguyén.

Nhitng thuéc c¢6 mang nhém NH, & vi tri para, nhu benzocain, procain, sulfonamid,
sulfonylurea... 12 nhitng thuoc dé gay mén cam vi nhém NH , dé bi oxy héa va san phdm oxy hoa
d6 s& dé gan v6i nhém SH ciia protein noi sinh dé thanh khdng nguyén.

Phan dng mién dich di tng dugc chia thanh 4 typ dua trén co s& ctia co ché mién dich:

- Typ I hay phan ting phan vé (anaphylactic reactions) do su két hgp cua khang nguyén véi khang
thé IgE, gan trén bach ciu wa base tuan hoan hoic cic dudng bao. Phan tng 1am gidi phong nhiéu

chat héa hoc trung gian nhu histamin, leucotrien, prostaglandin, gay gian mach, phu va vi ém. Cac
co quan dich cua phan tng nay la duong tiéu hoéa (di tng thic an), da (may day, viém da di tng),

duong ho hdp (viém mili, hen) va hé tim - mach (s6c¢ phan vé)

C4c phan tng nly thudng x4y ra ngay sau khi dung thudc.

Céc thuoc dé gay phan tng typ I: thuoc té procain, lidocain, khdng sinh nhém f lactam,
aminoglycosid, huyét thanh, y globulin, vaccin, vitamin B, tiém tinh mach.

- Typ II hay phan ting huy t&€ bao (cytolytic reactions) x4y ra khi c6 su két hop khang nguyén véi
khang thé IgG va IgM déng thoi c6 su hoat héa hé bo thé. Mo dich clia phan tGng nay 1a céc t&€
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bao ctia hé tuan hoan. Thi du: thi€u mdu tan méau do penicilin, thi€u mau tan mdu tu mién do
methyl dopa, ban xuat huyét giam tiéu cdu do quinidin, giam bach cau hat do sulfamid, luput ban
do6 hé thong do procainamid.

- Typ III hay phan tng Arthus, trung gian chi yéu qua IgG c6 su tham gia clia bd thé. Phan ting
gifta khang nguyén va khang thé tao thanh phiic hop mién dich. Phiic hop nay ldng dong vao noi
mac mach, gay ton thuong viém huy hoai, duoc goi la bénh huyét thanh. Biéu hién 1am sang
thuong 13: may day, ban do, dau, viem khép, ndi hach, sot. Thuong x4y ra sau 6 - 12 ngay.

Cic thudc c6 thé gap 1a sulfonamid, penicilin, mot s6 thudc chéng co giat, iod, mudi Hg, huyét
thanh.

Hoi chiing Stevens- Johnson 12 biéu hién niang ctia typ nay.

- Typ IV hay phan Gng nhay cam muon, trung gian qua t€ bao lympho T da duoc man cam va dai
thuc bao. Khi cdc t€ bao man cam tiép xuc véi khang nguyén, sé giai phong cac lymphokin gay
ra phan ing viém. Viém da tiép xiic 1a biéu hién thudng gap clia typ nay.

Céc phan tng di ting thudc khong lién quan dén liéu lugng thudc dung, s6 1an ding va thudng c6

di ting chéo. Vi vay can hoi tién st di tng clia bénh nhan trudc khi ding thuéc. Vé6i nhiing thudc

hay gay di tng (penicilin, lidocain,...) khi dung, phai c¢6 san thudc va phuong tién cip ciu
(adrenalin). Soc phan vé c6 thé xdy ra do dudng dung thudc khic nhau: vitamin B | dang tiém tinh
mach c6 thé gay soc chét ngudi, trong khi dang uéng khong gay phan dng nay.

4.3.  Tai bién thuéc do rdéi loan di truyén
Thuong 12 do thi€u enzym bam sinh, mang tinh di truyén trong gia dinh hay chiing toc.

Nguoi thi€u enzym glucose - 6- phosphat deshydrogenase (G-6-PD) hoic glutathion reductase dé
bi thi€u mau tan mau khi dung primaquin, quinin, pamaquin (xin xem bai " Thu6c chong sot rét"),
sulfamid, nitrofuran...

Gen kiém tra viéc tao G- 6-PD nim trén chromosom X, vi vy, tai bién thudng x4y ra & nam.
Nguoi ta uée lugng c6 khoang 100 - 200 triéu ngudi mang gen nay va thuong gap trén ngudi da
den.

Nguoi thi€u enzym methe moglobin reductase 1a nhiing ngudi di hop tir (khoang 1% dan s6). Khi
dung thudc sot rét (pamaquin, primaquin), thudc khéng sinh, s4t khuan (cloramphenicol, sulfon,
nitrofurantoin), thudc ha sot (phenazol, paracetamol) rat dé bi methemoglobin.

Nguoi thiéu acetyl transferase sé cham acetyl héa mot s6 thuéc nhu hydralazin, isoniazid,
phenelzin... nén dé bi nhiém doc cac thudc nay.

Hién tuong dic tng (idiosyncrasy) 1a do nhay cam cd nhan bam sinh véi thudc chinh 1a su thigu
hut di truyén 1 enzym nao dé.

44. Quen thuoc

Quen thudc 12 su ddp ting vé6i thudc yéu hon han so véi ngudi binh thudng ding cung liéu. Liéu
diéu tri trd thanh khong c6 tac dung, doi hoi ngay cang phai tang li€u cao hon.

Quen thudc c6 thé x4y ra tu nhién ngay tir 1an ddu dung thudc do thudc it dugc hap thu, hoic bi
chuyén héa nhanh, hoic co thé kém man cdm véi thude. Thudong do nguyén nhan di truyén.

Thuong gap quen thudc do méic phai sau mot thoi gian dung thudc, doi hoi phai tang dan liéu.
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4.4.1. Quen thuéc nhanh (tAChyphylaxis)

Thuc nghiém dung nhiing liéu ephedrin bang nhau, tiém tinh mach cach nhau ting 15 phiit, sau
4- 6 14an, tic dung gay tang huyét 4p gidm dan réi mat han. Mot s6 thudc khic ciing c6 hién tuong

quen thudc nhanh nhu amphetamin, isoprenalin, adrenalin, histamin...

Nguyén nhan la:

- Thudc tdc dung gidn tiép qua su gidi phong chat noi sinh clia co thé, 1am can kiét chét noi sinh.

Ephedrin, amphetamin lam giai phong adrenalin du trit cia hé giao cam.

- Kich thich gan nhau qua lam receptor "mét moi"

- Tao chat chuyén héa c6 tidc dung doi khang véi ch 4t me: isoprenalin (cudng B giao cam) qua
chuyén héa & gan, tao ra 3 - orthomethylisoprenalin c6 tdc dung huy B.

4.4.2. Quen thuiéc chdm

Sau mot thoi gian dung thudc lién tuc, tdc dung cta thudc giam dan, doi hoi phai ting liéu hoac
déi thudc khac. C6 nhiéu nguyén nhan:

- Do gay cam ting enzym chuyén héa thudc, 1am nhing liéu thudc sau bi chuyén héa nhanh, mat
tic dung nhanh. Barbiturat, diazepam, tolbutamid, ruou ethylic... déu Ia nhiing thuoc gay cam
ting enzym chuyén héa ctia chinh né.

- Do giam s6 lugng receptor cam tng véGi thudc & mang t€ bao (diéu hoa giam - down regulation):
khi dung thudc cudng giao cam, phd giao cam kéo dai... Trai lai, khi dung cac thudc phong toa
kéo dai s& lam tang s6 lugng receptor (di€u hoa ting - up regulation) nhu ding thudc huy B giao
cam, thuoc an than tc ché€ hé dopaminergic. Khi ngimg thuéc dé gay hién tuong hoi tng
(rebound)

- Do co thé phéan ting bang co ché ngugc lai dung cdc thude 1oi niéu thai Na *lau, co thé mat
nhiéu Na* s& tang tiét aldosteron dé giit lai Na™, 1am gidm t4c dung loi niéu.

Dé trdnh hién tuong quen thudc, trong 1am sang thudng ding thudc ngit quang hoic luan phién
thay ddi cdc nhém thudc (s€ trinh bay trong phin thudc cu thé)

4.5.  Nghién thuoc

Nghién thudc 12 mot trang thdi diac biét Iam cho ngudi nghién phu thudc ca vé ta m 1y va thé chat
vao thudc véi cdc dic diém sau:

- Thém thuéng manh liét nén xoay s moi cach dé c6 thudc dung, ké ca hanh vi pham phdp

- C6 khuynh huéng tang liéu

- Thudc 1am thay déi tam 1y va thé chat theo huéng xau: néi diéu, ludi lao dong, ban thiu, thi€u
dao duc... gay hai cho ban than va xa hoi

- Khi cai thu6c sé bi thuoc " vat" hay 1én con "d6i thudc" : vat va, lan 10n, di cam, va mo hoi, tiéu
chay... Néu lai dung thudc con "vat" sé hét ngay.

Nhitng thudc gay nghién déu c6 tdc dung 1én than kinh tr ung uong gay sang khodi lang lang, o
anh, 4o giac ("phé" thudc) hodc trang thai hung phan manh (thudc lac), duoc goi chung 1a "ma
tdy": morphin va cac chat loai thudc phién (heroin, pethidin, methadon), cocain, cin sa (cannabis,
marijuana), metamphetamin, ectasy... Ruou va thudc 14 hién con dugc coi 1a ma tdy "hop phap".
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Co ché nghién con chua duoc hoan toan biét rd, c6 nhiéu gia thuyét giai thich: do co thé khong
san xudt morphin noi sinh; 1am réi loan chic phan cla noron, gay phan ng b trir clia co thé; tao
ra chat doi khang v6i ma tdy nén doi hoi phai tang liéu...

Hién nay khong c6 phuong phép cai nghién nao ¢6 hiéu qua, ngoai trir y chi cia ngudi nghién. Vi
vay, nghién ma tuy 1a mot t€ nan xa hoi phai dugc loai trir.

CAU HOI TU LUONG GIA

Trinh bay cdc co ché'tdc dung ciia thudc.
Trinh bay cdc cdch tdc dung ciia thudc.
Phdn tich nhitng yéu t6'vé thudc c¢é dnh hudng dén tdc dung cuia thuoc.

Phdn tich nhitng yéu t6 ciia nguoi ding thuéc c¢é anh hudng dén tdc dung cuia thudc.

@SR b~

Trinh bay nhiing tai bién khi ding thud'c: phdn ting cé hai, phdn ting di ting, roi loan do
di truyén, nghién thudc.
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Bai 3: TUONG TAC THUOC

MUC TIEU HOC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:
1. Trinh bay duoc tuong tdac duoc luc hoc va duoc dong hoc.

2. Trinh bay duoc hiéu qud va dp dung ciia tuong tdc thudc.

1.TUONG TAC THUOC- THUOC

Nhiéu thuoc khi cho dung ciing mot lic s& ¢6 tdc dung qua lai 1an nhau, dugc goi 1a tuong tic
thuoc. Trong lam sang, thdy thuéc mudn phoi hop thude dé lam tang tic dung diéu tri, gidm céc
tdc dung khong mong muon. Song trong thuc t€, nhiéu khi khong dat duoc nhu thé. Vi vay, khi
ké don ¢6 tir 2 thudc trd 1én, thay thudc rat can hiéu rd su tuong tac gitta chdng.

1.1. Tuwong tac duoc luc hoc
La tuong tac tai cac receptor, mang tinh dac hiéu
1.1.1. Tuong tdc trén cung receptor: tuong tdc canh tranh

Thuong lam giam hodc mat tadc dung ctia chat dong van (a gomst) do chat doi khang (antagonist)
c6 di luc vGi receptor hon nén ngan can chit dong van gan vao receptor: atropm khéng

acetylcholin va pilocarpin tai receptor M; nalorphin khdang morphin tai receptor ctia morphin;

cimetidin khang histamin tai receptor H.,.

Thu6c cing nhém ¢6 cung co ché€ tic dung, khi ding chung tic dung khong ting bang tang li€u

ctia moOt thuéc ma doc tinh lai tang hon: CVKS, aminosid véi day VIII.

1.1.2. Tuong tdc trén cdc receptor khdc nhau: tuong tac chirc phdn.

- C6 cung dich tdc dung: do d6 lam tang hiéu qua diéu tri.

Thi du: trong diéu tri bénh cao huyét ap, phoi hop thude gidn mach, an than va loi tiéu; trong diéu

tri lao, phoi hop nhiéu khang sinh (DOTS) dé tiéu diét vi khuan & cdc vi tri va cdc giai doan phat

trién khac nhau.

- C6 dich tic dung doi lap, gay ra duoc chic phan doi lap, dung dé diéu tri nhiém doc: strychnin

liéu cao, kich thich tiy séng gay co clng co, cura do tc ché€ dan truyén & tdm van dong, lam mém

co; histamin tdc dong trén receptor H, gay gidn mach, tut huyét 4p, trong khi noradrenalin tac
dong 1én receptor a, gay co mach, tang huyét ap.

1.2. Tuong tac duoc dong hoc

La cdc tuong tac anh hudng 14n nhau thong qua céc qué trinh hap thu, phan phdi, chuyén héa va
thai trir vi th€ né khong mang tinh dac hiéu.

1.2.1. Thay déi su hdp thu ciia thuéc
- Do thay déi do ion héa clia thudc:

Nhu ta da biét, chi nhitng phan khong ion héa cua thuéc méi dé dang qua duoc mang sinh hoc vi
dé phan tén hon trong lipid. D6 phan ly cua thudc phu thudc vao hing s6 pKa cta thudc va pH
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ctia mai truong. Cac thuoc cé ban chat acid yéu (nhu aspirin) s€ hap thu tét trong moi trudng acid
(da day), néu ta trung hoa acid cta dich vi thi su hdp thu aspirin & da day sé giam di.

- Véi céc thuoc dung theo dudng uong: khi dung vé6i thude 1am thay ddi nhu dong ruot s& 1am

thay d6i thoi gian luu giit thudc trong ruot, thay déi su hap thu cha thudc qua rudt. Mat khac céc

thudc dé tan trong lipid, khi diing cling véi parafin (hodc thiic dn ¢c6 md) s€ 1am tang hap thu.

- V6i cac thudc dung theo dudng tiém bép, dudi da: procain 1a thudc t €, khi tron véi adrenalin 1a
thudc co mach thi procain s€ cham bi hdp thu vao mau do do6 thoi gian gay té sé duogc kéo dai.

Insulin tron v6i protamin va k€m (protemin - zinc- insulin- PZI) s€ lam kéo dai thoi gian hap thu
insulin vao mau, kéo dai tic dung ha duong huyét cta insulin.

- Do tao phiic, thudc s€ khé duge hap thu:

Tetracyclin tao phic véi Ca™ hoac cac cation kim loai khiac & rudt, bi giam héap thu.
Cholestyramin lam tia mud6i mat, ngan can hap thu lipid, dung lam thudc ha cholesterol mau.

- Do cén tré co hoc: Sucralfat, smecta, maaloc (Al°*) tao mang bao niém mac dudng tiéu héa, Iam
khé hap thu céc thuoc khac.

D& tranh su tao phiic hoidc can try hap thu, 2 thudc nén uéng céch nhau it nhat 2 gio.

1.2.2. Thay doi sw phdn bo thuéc

D6 1a tuong tdc trong qud trinh gan thudc vao protein huyét tuong. Nhiéu thudc, nhat 1a thude
loai acid yéu, gin thuan nghich véi protein (albumin, globulin) s& ¢6 su tranh chap, phu thuoc
vao ai luc va nong do cua thudc trong huyét tuong. Chi ¢ thude & dang tu do mdi cé tic dung
duoc ly. Vi vay, tuong tac nay dic biét c6 y nghia véi thude ¢6 ty 1é gan vao protein huyét tuong
cao (trén 90%) va c¢6 pham vi diéu tri hep nhu:

. Thu6c chong dong mau loai khang vitamin K: dicumarol, warfarin
. Sulfamid ha duong huyét: tolbutamid, clopropamil
. Thudc chong ung thu, dac biét 1a methotrexat

Tat ca déu bi cdc thudc chong viém phi steroid dé dang ddy khoi protein huyét twong, cé thé gay
nhiém doc.

1.2.3. Thay doi chuyén héa

Nhiéu thudc bi chuyén héa & gan do cdc enzym chuyén héa thudc clia microsom ga n (xin xem
phan dugc dong hoc). Nhitng enzym nay lai ¢6 thé duoc tang hoat tinh (gay cdm ting) hoic bi tic
ch€ boi cac thudc khiac. Do d6 s€ 1am giam t/2, giam hiéu luc (néu la thuéc gay cam ung enzym)
hoac lam tang t/2, tang hiéu luc (néu 1a thudc tc ché€ enzy m) cua thuéecdung cung.

- Cac thu6c gay cam ung (inductor) enzym gan: phenobarbital, phenytoin, carbamazepin,
griseofulvin, rifampicin...

- Céc thudc tc ché (inhibitor) enzym gan: allopurinol, cloramphenicol, cimetidin, MAOI,
erythromycin, isoniazid, dicumarol.

Cac thudc hay phdi hop véi cac loai trén thuong gap la cac hormon (thyroid, corticoid, estrogen),
thudc chong dong kinh, thudc ha duong huyét, thuoe tim mach.
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Phu nit dang dung thudc tranh thai udng, n€u bi lao dung thém rifampicin, hoac bi dong kinh
dung phenytoin, c6 thé s& bi "vd k& hoach" do estrogen trong thudc trdnh thai bi gidm hiéu qua vi
bi chuyén héa nhanh, ham luong trd nén thap.

1.2.4. Thay doi thdi tric thuéc

Thai trir (elimination) thuéc gém 2 qua trinh 12 chuyén héa thudc & gan (da néi & phan trén ) va
bai xuat (excretion) thudc qua than. Néu thudc bai xuét qua than & dang con hoat tinh thi su tang/
giam bai xuat s€ c¢6 anh hudng dén tac dung cta thudc.

- Thay d6i pH ctia nuéc tiéu: khi mot thude 1am thay déi pH cha nuéc tiéu, s& 1am thay déi do ion
hoa cia thudc dung kém, 1am thay déi do bai xuét cla thuéc. Thi du barbital c¢6 pKa = 7,5; & pH
= 7,5 thi 50% thudc bi ion héa; & pH = 6,5 thi chi ¢6 9% bi ion hda & pH = 9,5 thi 91% barbital bi
ion héa. Vi vay, khi ngo doc cdc thudc barbiturat, truyén dich NaHCO, dé base héa nuéc tiéu s&
tang bai xuat barbiturat.

Céc thudc 12 acid yéu (vitamin C, amoni clorid) dung liéu cao, 1am acid héa nudc tiéu s 1am ting
thai trir thudc loai alcaloid (quinin, morphin).

- Bai xuat tranh chdp tai 6ng than: do 2 chit cing c6 co ché bai xudt chung tai 6ng than nén tranh
chap nhau, chdt nay lam giam bai xuét chit khac. Dung probenecid s€ lam cham thai trir
penicilin, thiazid 1am gidm thai trir acid uric nén c6 thé gay bénh gut.

1.3. Két qua va y nghia cua tuong tac thuoc

1.3.1. Tdc dung hiép dong

Thuoc A c6 tac dung la a, thuoc B ¢6 tac dung 1a b. Khi két hgp thudc A véi thude B cé tic dung
c. Néu

c=a+ b, ta cé hiép dong cong (additive effect)
c>a+ b, ta cé hiép dong tang muc (synergysm)

Hiép dong cong thuong khong duge ding & 1am sang vi néu can thi tang liéu thudc chi khong
phoi hop thudc.

Hiép dong tang mifc thudong dung trong diéu tri dé lam ting tic dung diéu tri va 1am gidm téc
dung phu, tdc dung doc hai. Hai thudc c6 hiép dong ting mic cé thé qua tuong tic dugc dong
hoc (tang hdp thu, giam thai trir) hoac tuong tic duoc luc hoc (truc ti€p hoac gian ti€p qua
receptor)

1.3.2. Tdc dung doi khdng

Nhu trong dinh nghia trén, nhung khi tac dung c cta thuéc A + B lai nho hon tac dung cong cua
ting thudc (c < a + b) ta goi 1a tdc dung doi khdng. D6i khang c6 thé chi mot phan (partial
antagonism) khi ¢ < a + b, nhung ciing c6 thé doi khdng hoan toan khi a 1am mat hoan toan tac
dung cua b.

Trong lam sang, thudng dung tdc dung doi khang dé giai doc.

- Doi khang c6 thé x4y ra & ngoai co thé, goi 1a twong ky (incompatibility), mot loai tuong tic
thuan tdy 1y hoa:

+ Acid gap base: tao mudi khong tan. Khong tiém khang sinh loai acid (nhém [ lactam) vao 6ng
dan dich truyén c6 tinh base.
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+ Thudc oxy hoéa (vitamin C, B, penicilin) khong tron véi thudce oxy kh @ (vitamin B,)
+ Thudc ¢6 ban chit 1a protein (insulin, heparin) khi gap mudi kim loai s& dé két tua.

+ Than hoat, tanin hap phu hodc lam két tia nhiéu alcaloid (quinin, atropin) va cdc mudi kim loai
(Zn, Pb, Hg...)

- Doi khang x4y ra & trong co thé:

Khi thuoc A lam giam noéng do cua thuoc B trong mdu (qua dugc dong hoc) hoac lam giam téc
dung cuia nhau (qua dugc luc hoc), ta goi 1a d6i khang (antagonism)

Vé dugc luc hoc, co ché cla tac dung doi khang c6 thé 1a:

+ Tranh chap truc ti€p tai receptor: phu thuoc vao di luc va néng do cua thudc tai receptor. Thi
du: acetylcholin va atropin tai receptor M - cholinergic; histamin va cimetidin trén receptor H , &
da day.

+ Doi khang chic phan: hai chiat dong van (agonist) tdc dung trén 2 receptor khac nhau nhung
chiic phan lai d6i khang trén cing mot co quan. Strychnin kich thich tuy s6ng, gy co giat; cura
tic ch€ dan truyén & tim van dong, gy mém co, chéng dugc co giat. Histamin kich thich receptor
H, lam co co tron khi quan, gay hen; albuterol (Ventolin), kich thich rec eptor 3, adrenergic lam
gian co tron khi quan, ding diéu tri con hen.

1.3.3. DPdo nguoc tic dung

Adrenalin vira ¢6 tac dung kich tich receptor a adrenergic (co mach, tang huyét ap), vira c6 tac
dung kich thich receptor [ adrenergic (gian mach, ha huyét ap). Khi ding mdt minh, do tac dung
o manh hon [} nén adrenelin gay tang huyét dp. Khi dung phentolamin (Regitin) la thuéc tc ché
chon loc receptor o roi mdéi tiém adrenalin thi do chi kich thich duoc receptor [ nén adrenelin
gy ha huyét ap, tac dung bi dao nguoc.

Y nghia ctia tuong tic thuéc

Trong 1am sang, thay thudc dung thudc phéi hop véi muc dich:

- Lam tang tdc dung cta thudc chinh (hiép dong tang miic)

- Lam giam tdc dung khong mong muon cua thudc diéu tri

- Giai doc (thuoc doi khang, thudc lam tang thai trir, giam hap thu, trung hoa...)
- Lam giam su quen thudc va khang thudc

Tuy nhién, néu khong hiéu rd tic dung phéi hop, thdy thudc cé thé lam giam tdc dung diéu tri
hoac tang tac dung doc cua thudc. Trong cac sach huéng dan dung thudc, thuong c6 muc tuong
tac cua tung thudc.

2. TUONG TAC THUOC- THUC AN- PO UONG

2.1. Tuong tac thuoc- thirc an:

Thudng hay gap Ia thic an 1am thay déi dugc dong hoc cua thudc.
2.1.1. Thirc dn lam thay doi hdp thu thudc:
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- Su hép thu phu thudc vao thoi gian réng ctia da day. Da day khong phai 1a noi ¢6 ch tic nang hap
thu ctia b0 mdy tiéu hda. Tuy nhién, do pH rat acid (khi d6i, pH ~ 1; khi no pH > 3) cho nén can
luu y:

+ Uong thudc lic doi, thude chi giit lai trong da day khoang 10 - 30 phut.

+ Udng thudc vao lic no, thudc bi giit lai trong da day khoang 1 - 4 gio, do do:

. Nhitng thudc it tan s& c6 thoi gian dé tan, khi xuong ruot s& dugc hap thu nhanh hon (penicilin
V). Tuy nhién, nhitng thuéc dé tao phiic v6i nhitng thanh phan cla thic an s& bi giam hap thu
(tetracyclin tao phiic v6i Ca™ va mot so cation hoa tri 2 khac).

. Cic thuoc kém bén trong moi trudng acid (ampicilin, erythromycin) néu bi gitt lau ¢ da day sé
bi phé huy nhiéu.

. Vién bao tan trong ruot sé bi v (can udng truGe bita an 0,5 - 1h hoac sau bita an 1- 2 gio)

. Nhitng thudc dé kich ing duong tiéu héa, n én uoéng vao lic no.

- Su hap thu con phu thudc vao dang bao ché: aspirin vién nén uéng sau khi an s& giam hap thu
50%, trong khi vién sui bot lai dugc hap thu hoan toan.

2.1.2. Thirc dn lam thay doi chuyén héa va thdi trir thuoc
Thic 4n c6 thé dnh hudng dén enzym chuyén héa thudc ciia gan, dnh hudng dén pH cha nuéc
tiéu, va qua d6 anh hudng dén chuyén héa va bai xuat thudc. Tuy nhién, anh huéng khong 16n.

Nguoc lai, thudc cé thé anh hudng dén chuyén hdéa mot sd chat trong thic an. Thudc e ché
enzym mono- amin- oxydase (MAOI) nhu iproniazid- 1a enzym khr amin- oxy héa ctia nhiéu
amin noi, ngoai sinh- c6 thé gay con tang huyét ap kich phat khi an céc thifc n c¢6 nhiéu tyramin
(nhu khong dugce chuyén héa kip, 1am gidi phéng nhiéu noradrenalin ctia hé giao cam trong thoi
gian ngan.

2.2. Tuong tac thirc an do uéng
2.2.1. Nuwoc

- Nuée 12 d6 uoéng (dung moi) thich hop nhit cho moi loai thude vi khong x4y ra tuong ky khi
hoa tan thuoc.

- Nudc 1a phuong tién dé din thudc (dang vién) vao da day - rudt, lam tang tan ra va hoa tan hoat
chat, gitip hap thu dé dang. Vi vay cin uéng du nuée (100 - 200 mL cho méi lan uéng thudc) dé
tranh dong vién thudc tai thuc quéan, c6 thé gay kich ting, loét.

- Dac biét can chad y:

+ Ubng nhiéu nuéc trong qué trinh ding thudc (1,5 - 2 1/ ngay) dé lam ting tic dung cha thudc
(céc loai thudc tdy), dé 1am tang thai trlir va 1Am tan cdc din xuat chuyén héa ctia thudc (sulfamid,
cyclophosphamid).

+ Uong it nu6c hon binh thudng dé duy tri ndng do thudc cao trong rudt khi uéng thudc tdy sén,
tdy giun (niclosamid, mebendazol).

+ Tranh dung nudc qua, nude khoang base hoac cac loai nudc ngot dong hop cé gas vi cac loai
nudc nay ¢6 thé 1am hong thudc hodc gay hap thu qua nhanh.

2.2.2. Sua
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Stta chda calci caseinat. Nhi€u thudc tao phic véi calci ctua sita s€ khong dugc hap thu
(tetracyclin, lincomycin, mu6i Fe...)

Nhiing thudc dé tan trong lipid s€ tan trong lipid cta sita cham dugc hap thu.
Protein cla sita cling gan thudc, 1am céan trg hap thu.

Sita c¢6 pH kha cao nén lam giam su kich tng da day cua cac thudc acid.
2.2.3. Ca phé, che

- Hoat chét cafein trong ca phé, nuéc che lam tang tic dung cua thudc ha s6t giam dau aspirin,
paracetamol; nhung lai lam tang tac dung phu nhu nhic dau, tang nhip tim, tang huyét ap &
nhitng bénh nhan dang dung thuéc loai MAOIL.

- Tanin trong che gay taa cac thudc cé Fe hoac al caloid

- Cafein cling gay tta aminazin, haloperidol, lam giam hap thu; nhung lai lam tang hoa tan
ergotamin, lam dé hap thu.

2.2.4. Ruou ethylic

Ruou c6 rat nhiéu anh hudng dén than kinh trung wong, hé tim mach, su hap thu ctia dudong tiéu
héa. Nguoi nghién rugu con bi giam protein huyét tuong, suy giam chic nang gan, nhung lai gay
cam tng enzym chuyén héa thudc ctia gan (xin xem bao "ruou"), vi thé ruou cé twong tac véi rat
nhiéu thudc va céc tuong tidc nay déu la bét 1gi. Do d6 khi da dung thudc thi khong uéng rugu.
V6i ngudi nghién ruou can phai ding thudc, thdy thudc cn kiém tra chic niang gan, tinh trang
tam than... dé chon thudc va dung liéu luong thich hop, trong thoi gian dung thudc ciing phai
ngling udng rugu.

3. THOI BIEM UONG THUOC

Sau khi nhan rd duoc tuong tic giita thudc- thitc dn- d6 udng, viéc chon thoi diém udng thude hop
ly dé dat dugc ndng do cao trong m4u, dat dugc hiéu qua mong mudn cao va giam duoc tdc dung
phu la rat can thiét.

Nén nhé riang: uéng thudc vao lic doi, thude chi bi giit lai & da day 10 - 30 phut, véi pH ~ 1;
uong lic no (sau an), thudc bi gitt lai 1 - 4 gio v6i pH = 3,5. Nhu vay, tuy theo tinh chét ctia thudc,
muc dich ctia diéu tri, c6 mot s6 goi y dé chon thoi diém uéng thudc nhu sau:

3.1.Thuéc nén uéng vao lic doi (trude bira an 1/2 - 1 gio)
- Thudc "boc" da day dé chita loét trude khi thifc dn c6 mit, nhu sucralfat.

- Céc thuoc khong nén gitt lai lau trong da day nhu: cdc thudc kém bén viing trong moi trudng
acid (ampicilin, erythromycin), cac loai vién bao tan trong rudt hoac cac thudc giai phéng cha m.

3.2. Thuoc nén uong vao lic no (trong hoac ngay sau bita an)

- Thudc kich thich bai tiét dich vi (rugu khai vi), cic enzym tiéu héa (pancreatin) chong dai thao
duong loai tc ché gluconidase nén uong trude bita an 10 - 15 phuit.

- Thudc kich thich da day, dé gay viém loét duong tiéu héa: cac thuoc chong viém phi steroid,
mudi kali, quinin.
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- Nhitng thuéc duoc thic an 1am tang hdp thu, hodc do thic dn 1am cham di chuyén thudc nén
kéo dai thoi gian hap thu: ciac vitamin, cdc vién nang amoxicilin, cephalexin, cdc vién nén
digoxin, sulfamid.

- Nhitng thudc dugc hap thu qua nhanh lic déi, dé gay tdc dung phu: levodopa, thuéc khang
histamin H,.

3.3. Thuoc it bi anh hudng béi thirc an, udng lic nao ciing duoc: prednisolon, theophylin,
augmentin, digoxin.

3.4. Thuéc nén uéng vao budi sang, ban ngay

- C4c thudc kich thich than kinh trung wong, céc thudc loi niéu dé tranh anh huéng dén gidc ngu.
- Cé4c corticoid: thuong uéng 1 liéu vao 8 gid sang dé duy tri dugc nong do 6n dinh trong mau.
3.5. Thuéc nén uéng vao buéi toi, truée khi di ngu.

- Cac thudc an than, thudc ngu

- Céc thuoc khang acid, chong loét da day. Dich vi acid thudng ti€t nhiéu vao ban dém, cho nén
ngoai viéc dung thudc theo bita an, cac thuoc khang acid dung chita loét da day nén duoc uong
mot liéu vao trude khi di nga.

Can nhé rang khong nén nam ngay sau khi uéng thudc, ma cin ngéi 15 - 20 phit va uéng du nudec
(100- 200 mL nuéc) dé thudc xudng duge da day.

Duioc 1y thoi khdc (chronopharmacology) da cho thay c6 nhiéu thudc c¢6 hiéu luc hodc doc tinh
thay ddi theo nhip ngay dém. Tuy nhién, trong diéu tri, viéc cho thudc con tuy thudc vao thoi
gian xudt hién triéu ching.

CAU HOI TU LUONG GIA

Trinh bay tuong tdc dugc dong hoc cia thuoc.
Trinh bay tuong tdc duoc luc hoc.

Trinh bay y nghia va dp dung lam sang ciia tuong tdc th udc.

Ao~

Trinh bay tuong tdc thudc vai thitc dn va do uong.
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Bai 4: DAl CUONG VA PHAN LOAI

MUC TIEU HOC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:

1. Phdn biét duoc vé gidi phdu, sinh ly va duoc 1y cdc hé giao cam, phé giao cam,
adrenergic, cholinergic

2. Phan biét duoc cdc tdc dung sinh ly ciia hé M - N- cholinergic

Hé than kinh thuc vat (con goi 12 hé than kinh tu dong) chuyén diéu khién c4c hoat dong ngoai ¥
mudn, c6 vai trd diéu hoa chitc phan clia nhiéu co quan, hé thong dé cho gi6i han song clia co thé
gift dugc su 6n dinh trong moi trudng séng luon luon thay déi.

Heé thong than kinh thuc vat hinh thanh tir nhiing trung tdm trong ndo va tuy song, xudt phat
nhiing soi than kinh téi cac tang, mach mau va co nhan. Trudc khi téi co quan thu nhan, cac soi
nay déu dimg & mot xinap tai hach, vi vay c6 soi true hach (hay tién hach) va sgi sau hach (hay
hau hach). Khéc véi nhimg bo phan do hé than kinh trung wong diéu khién, cdc co quan do hé
than kinh thuc vat chi phoi van c6 thé hoat dong tu dong khi cit dit nhitng soi than kinh dén
ching.

Hé thong than kinh thuc vat duoc chia thanh 2 hé giao cam va phé giao cam khéc nhau vé ca giai
phau va chic phan sinh ly.

1. PHAN LOAI THEO GIAI PHAU
1.1.  Diém xuat phat

- Hé giao cam xuét phat tir nhitng t&€ bao than kinh & sting bén cta tuy song tir d6t song nguc tha
nhat dén dot song that lung tha 3 (T1- L3).

- Hé phé giao cam xudt phat tir ndo giita, hanh ndo va tuy cing. O ndo gifta va hanh ndo, cic soi
phé giao cam di cling véi cdc day than kinh trung wong: day III vao mét; day VII vao céc tuyén
nudc bot; day IX vao co mi, cdc tuyén tiét nuGc mat, nu Ge bot, tuyén tiét niém mac mii, miéng,
héu; day X vao céc tang trong nguc va 6 bung. O tuy ciing, xuét phét tir cdc d6t séng cing thit 2
dén thit 4 (S2- S4) dé chi phéi cdc co quan trong hé chau.

1.2. Hach

- Hé giao cam c6 3 nhom hach:

. Chudi hach canh cot song nam hai bén cot song

. Nhém hach truéc cot song, gdm hach tang, hach mac treo va hach ha vi, déu nim trong 6 bung.
. Nhém hach tan cing gém nhitng hach nam canh truc trang va bang quang.

- Hé phé giao cam: cdc hach nam ngay canh hoac ngay trong thanh co qua n.

1.3.  Soi than Kkinh

- Hé giao cam: mot soi tién hach thuong ti€p noi véi khoang 20 sgi hau hach cho nén khi kich
thich giao cam, anh hudng thuong lan rong.
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- Hé ph6 giao cam: mot soi tién hach thuong chi ti€p ndi véi mot sgi hau hach, cho nén xung tac

than kinh thuong khu trd hon so véi xung tac giao cam. Tuy nhién, d6i v6i day X thi & dam r6i

AuerbACh va dam r6i Meissner (duoc coi 1a hach) thi mot sgi tién hach ti€p n6éi véi khoang 8000
soi hau hach.

Vi hach ndm ngay canh co quan, cho nén céc sgi hau hach phé giao cam réit ngan.

o

Méng mét +
thé mi

Tuyén nudc mat

y - : Vil
Tuyén nucc bot

g 2 T
Khi quan : ) or N T
Phé quan : 4 T3
T4

T5
T6

Phéi

T8
T9
"T10
™"
T12

L1
L2
L3
B3 e ' L4
Két trang \ . s
St
s2
S3
S4
S5

--- Day choline
— Day adrene

B& phan
sinh duc ngoai



2.1.

Chiic phan sinh 1y cua hai hé giao cam va pho giao cam trén cac co quan néi chung la doi khang

nhau (bang 4.1)
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Hinh 4.1. C4u tao giai phau cta hé than kinh thuc vat
2. CHUC PHAN SINH LY

Chitc phan sinh ly

Bang 4.1: Pap iing ciia co quan véi hé than kinh thuc vat

Co quan Kich thich giao cdm Kich thich phé giao cdm
Loai receptor | Dap irng Dadp irng
Mt
Co nan hoa a, Co (gian dong thr) ++
Co co dong tlr Co (co dong tir) +++
Tim
Nt nhi- that B, (B, Tang tan sO ++ Giam tan s6— nglng tim
Tam nhi B,(B,) Tang bién do ++ Giam bién do ++
Mao dong mach
Mach vanh oy, 0, B, Co +; gian ++ Gian +
Co van o, B, Co ++; gian ++ Gian +
Da, niém mac o, 0L, Co +++ Gian
Nao o Co nhe Gian
Tang ! Co +++; Gidn + -
Than o B Co +++; gian + -
oy, 0, By By
Tinh mach a, B, Co ++; gian ++ -
Phé& quan B, Gian + Co ++
Ruot
Nhu dong a,, o, B, Giam + Tang +++
Co that o, Co + Giéan +
Bai tiét o, uc ché Tang +++
Than
Tiét renin a,, B, Giam +; tang ++ -
T cung a,, B, Chira: co (a,); gidn (B,) Thay déi theo chu ky
Khong chira; gian (B,) kinh...
Co quan sinh | o, Phong tinh +++ Cuong +++
duc nam
Bang quang
Co bang quang | B, Gian + Co +++
Co tron o, Co ++ Gian ++
Gan a, B, Huy glycogen va tan tao | -

glucose +++
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Tuy
Acini a Giam tiét + Tang tiét ++
Té bao a, Giam tiét +++ -
B, tang tiét ++ -
T& bao m& o, Bl (Bs) Huy lipid +++ -
Ghi chu: - Cdc receptor cua hé phé giao cam déu la cdc loai receptor M

- Miic do ddp iing tix thdp (+) dén cao (+++)

2.2.  Xinap va chat dan truyén than kinh

Khi ta kich thich céc day than kinh (trung wong va thuc vat) thi & ddu mat cta cac day do sé tiét
ra nhitng chat héa hoc 1am trung gian cho su dan truyén giita cac day tién hach véGi hau hach,
hodc giita day than kinh véi cdc co quan thu nhan. Chét héa hoc 1am trung gian cho su dan truyén
d6 goi 1a chat dan truyén than kinh.

Hé thong than kinh ctia ngudi c¢é hang chuc ty noron. Su thong tin gilta cdc noron d6 ciling dua
vao céc chat dan truyén than kinh. Cac thudc anh hudng dén chic phan than kinh thudng 1a thong
qua cdc chat dan truyén than kinh do.

Chat dan truyén than kinh & hach giao cam, phé giao cam va hau hach phé giao cam déu la
acetylcholin, con & hau hach giao cam la noradrenalin, adrenalin va dopamin (goi chung la
catecholamin). C4c chat din truyén thin kinh tic dong dén mang sau xinap lam thay ddi tinh
thadm cta mang va4i ion Na*, K" hoac Cl do d6 gay ra hién tugng bién cuc (khit cuc hoac wu cuc
héa). Ion Ca** déng vai trd quan trong trong su giai phong chat dan truyén than kinh.

Hé giao cam

' Hach ) ) NA
Sdi trt.réc hach Sdi sau-hach Cd tron
//:\ / Ca tim
. ' U \ Tuyén -

Ach

‘::Ié_PEw giao cam

Hach P.ch
Cao tran
Co tim
\/ Tuyén

Ach
Hinh 4.2. Sinap va chét din truyén thdn kinh
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2.3. Cac chat dan truyén khac

Trong nhitng ndm gan day, nhiéu nghién ctu da cho thdy rang phan 16n cdc noron trung uong va
ngoai bién c6 chia 2 hodc nhiéu chat dan truyén, c6 thé dugc giai phéng ra cing mot lic & xinap
khi day than kinh bi kich thich. Nhu vay, & hé than kinh thuc vat, ngoai acetylcholin (ACh) va
noradrenalin (NA), con ¢ nhiing chat dan truyén than kinh (neurotransmitters) khac cting duoc
gidi phéng va c6 thé c6 vai trd nhu chat cung dan truyén (cotransmitters), chat diéu bién thin
kinh (neuromodulators) hoac chinh né ciing 1a chat dan truyén (transmitters).

Nguoi ta da tim thay trong tuy thuong than, trong cac soi than kinh, trong hach than kinh thuc vat
hodc trong cdc cu tric do hé than kinh thuc vat chi phdi mot loat cac peptid sau: e nkephalin,
chat P, somatostatin, hormon giai phong gonadotropin, cholecystokinin, vasoactive intestinal
peptide (VIP), neuropeptid Y (NPY)... Vai tro dan truyén cua ATP, VIP va NPY trong hé than
kinh thuc vat duong nhu da dugc coi 1a nhitng chat diéu bién t 4¢ dung cia NA va ACh. Nhu vay,
bén canh hé than kinh thuc

vat v6i su dan truyén bang ACh va NA con ton tai mot hé thong dan truyén khéac dugc goi 1a dan
truyén khong adrenergic, khong cholinergic [Nonadrenergic, non cholinergic (NANC)
transmission].

Burnstock (1969, 1986) da thay c6 céc soi than kinh purinergic chi phoi co tron duong tiéu hoa,
dudng sinh duc- tiét niéu va mot s6 mach mau. Adenosin, ATP 1a chat dan truyén, cdc receptor
gbm receptor adenosin (A hodc P,) va receptor ATP (P,). Cic dudi typ receptor déu hoat dong
thong qua protein G, con receptor P, lai thong qua kénh ion (Fredholm va cs, 1994).
Methylxantin (cafein, theophylin) I1a chat tic ché cac receptor nay.

Nitric oxyd ciing 12 mot chat dan truyén cua hé NANC c6 tdc dung lam gidn mach, gidn phé&
quan. Nitric oxyd c¢6 & ndi mo thanh mach, khi duogc giai phong s€ hoat hda guanylyl cyclase,
lam tang tong hop GMPyv, gay gidn co tron thanh mach.

Ci4c chat din truyén than kinh duoc téng hop ngay tai t€ bao than kinh, sau d6 duoc luu trit duéi
thé phic hop trong cac hat dic biét nim & ngon day than kinh dé tranh bi pha huy. Dudi tic dung
ctia nhitng ludng xung tic than kinh, tir cic hat du trit d6, chat dan truyén than kinh dugc giai
phéng ra duéi dang tu do, ¢6 hoat tinh dé tic dong t6i cac receptor. Sau d 6 chiing dugc thu héi lai
vao chinh cic ngon day than kinh vira giai phong ra, hoac bi pha huy rdt nhanh bdi cic enzym
dac biét. Acetylcholin bi cholinesterase thuy phan, con noradrenalin va adrenalin thi bi oxy hda
va khir amin bdi catechol - oxy- methyl- transferase (COMT) va mono- amin- oxydase (MAO).

Dac biét:
- Day giao cam di t6i tuy thuong than khong qua mot hach nao ca. O tuy thuong than, day nay

tiét ra acetylcholin dé kich thich tuyén tiét ra adrenelin. Vi vay, thugng than dugc coi nhu mot
hach giao cam khéng 10.

- C4c ngon day hau hach giao cam chi phdi tuyén mo hoi dang 1€ phai tiét noradrenalin, nhung lai
ti€t ra acetylcholin.

- Cac day than kinh van dong di dén cic co xuong (thudc hé than kinh trung wong) cling giai
phoéng ra acetylcholin.

- Trong ndo, cic xung tac gilta cac noron ciing nho acetylcholin. Ngoai ra con c6 nhitng chit
trung gian héa hoc khac nhu serotonin, catecholamin, acid - gama- amino- butyic (GABA)...
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2.4.  Hé thong than kinh thuc vat trong nao

Khong thé tdch roi hoat dong clia hé thin kinh tr ung uong vé6i hé than kinh thuc vat. Giita 2 hé
luon ludén ¢6 méi lien quan chat ché véi nhau dé dam béo tinh théng nhat chia co thé. Nhitng moi
lién quan d6 da va dang dugc tim thdy & ving dudi doi, hé vién (systema limbicus), hoi hai ma
(hyppocampus), 12 nhitng noi cé cdc trung tam diéu hoa than nhiét, chuyén héa nuéc, dudng, ma,
diéu hoa huyét dp, noi tiét, hanh vi...

Trong hé than kinh trung wong cling di thdy cdc chét dan truyén than kinh va cic receptor nhu
ctia hé thong than kinh thuc vat ngoai bién.

3. PHAN LOAI THEO DUGC LY

Nhitng thudc cé tac dung giong nhu tic dung kich thich giao cam duoc goi 1a thudc cuong giao
cam (sympathicomimetic), con nhiing thudc c6 tac dung giong nhu kich thich phé giao cam dugc
goi 1a thudc cuong pho giao cam (para - sympathicomimetic).

Thudc nao c6 tic dung kim ham tac dung clia giao cam hay pho giao cam thi goi la huy giao cam
(sympathicolytic) hay huy pho giao cam (parasympathicolytic).

Nhu ching ta da thay, hoat dong cua than kinh 1a nho & nhitng chat trung gian héa hoc, cho nén
cach phan loai va goi tén theo giai phau va sinh 1y khong néi 1én dugc day du va chinh xac tac
dung ctia thuée. Vi vay, mot cach hop 1y hon ca, ding vé phuong dién dugc 1y, ta chia hé than
kinh thuc vat thanh 2 hé: hé phan ting véi acetylcholin, goi 1a hé cholinergic (g6m céc hach giao
cam, pho giao cam; hau hach phé giao cam; ban van dong co van; mot s6 vung trén than kinh
trung wong) va hé phan tng véi adrenalin, goi 1a hé adrenergic (chi gobm hau hach giao cam)

Phan loai cac thudc tac dung trén hé thong than ki nh thuc vat

Céc thudc tac dung trén hé than kinh thuc vat cing mang tinh dac hiéu, tic dung chon loc trén
cac receptor riéng doi véi ching.

Cdc receptor cua hé cholinergic con dugc chia lam 2 loai:

- Loai nhan cac day hau hach (vi du tim, cac co tron va tu yén ngoai ti€t) con bi kich thich bai
muscarin va bi ngirng ham bdi atropin, nén dugc goi 1a hé cam thu v6i muscarin (hay hé M).

- Loai nhan day tién hach con bi kich thich bdi nicotin, nén con dugc goi 1a hé cam thu vdéi
nicotin (hay hé N), hé nay phtc tap, bao gdbm cdc hach giao cam va phé giao cam, tuy thuong
than, xoang dong mach canh (bi ngiing ham bdi hexametoni), va ban van dong co van thudc hé
than kinh trung wong (bi ngiing ham bdi d - tubocurarin).

Ciing trén nhiing co s& tuong tu, cdc receptor cua hé adrenergic dugc chia lam 2 loai: alpha (o)
va beta (p3).

Cdc thuoc kich thich c6 thé tic dong theo nhiing co ché:

. Tang cudng téng hop chat d4n truyén than kinh

. Phong toa enzym phan huy chat dan truyén than kinh

. Ngan can thu hoi chat dan truyén than kin h vé ngon day than kinh.

. Kich thich truc tiép cac receptor
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Dan truyén xinap & thin kinh
ngoai bién

Trung gian acetylcholin

(cholinergic)
Hé mescarinic(M) Hé nicébinic N)
| v
Hau hach ph6  Hach thuc vat Co van

giao cam

Cdc thuoc tic ché’ cé thé la:
- Ngin can téng hop chét dan truyén than kinh
- Ngan can giai phong chét dan truyén than kinh

- Phong toa tai receptor.

Trung gian noradrenalin
(adrenergic)

Hau hach giao cam

ReceptoL o RecepLor B

CAU HOI TU LUONG GIA

1. Trinh bay ddc diém gidi phdu va chitc phdn sinh Iy ciia hé giao cam va phé giao cdm.
Phdn biét hé cholinergic (M,N) va hé adrenergic vé gidi phdu va duoc 1y.
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Bai 5:THUOC TAC DUNG TREN HE HE CHOLINERGIC

MUC TIEU HOC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:
1. Trinh bay duoc tdc dung va dp dung diéu tri cia acetylcholin, pilocarpin va atropin
2. Phdn tich duoc co ché'tdc dung cia nicotin va thudc liét hac h
3. Noi ré duoc tdac dung, co ché'va dp dung ciia 2 loai cura
4

. Trinh bay duogc co ché, triéu chitng va cdch diéu tri nhiém doc cdc chdt phong tod
khong hoi phuc cholinesterase.

1. THUOC KiCH THICH HE MUSCARINIC (HE M)
1.1.  Acetylcholin
1.1.1. Chuyén héa

Trong co thé, acetylcholin (ACh) duoc téng hop tir cholin coenzym A véi su xtic tic cta cholin -
acetyltransferase.

Acetylcholin 12 mot base manh, tao thanh cac mudi rat dé tan trong nuéc

H,
CH3—CO—O—CH2—CH2—NCH3<
AN H;,
OH

Sau khi téng hop, acetylcholin dugc luu trit trong cdc nang c6é dudng kinh khoang 300 - 600 A° &
ngon day cholinergic duéi thé phiic hop khong cé hoat tinh. Du6i anh hudng clia xung dong thin
kinh va cta ion Ca™, acetylcholin dugc giai phong ra dang tu do, dong vai trdo mot chét trung gian
héa hoc, tic dung lén cac receptor cholinergic & mang sau xinap, roi bi thuy phan mat hoat tinh
rat nhanh dudi tdc dung cua cholinesterase (ChE) dé thanh cholin (lai tham gia tong hop
acetylcholin) va acid acetic.

Chol.acetyltransferase a.acetic
Cholin + Acetyl CoA ChE
A ACh cholin

v

C6 hai loai cholinesterase:

- Acetylcholinesterase hay cholinesterase that (cholinesterase dac hiéu), khu tri & cac noron va
ban van dong co van dé 1am mat tac dung cla acetylch olin trén céc receptor.
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- Butyryl cholinesterase, hay cholinesterse gia (cholinesterase khong dac hiéu, thay nhi€u trong
huyét tuong, gan, t€ bao than kinh dém (nevroglia). Tac dung sinh Iy khong quan trong, chua
hoan toan biét rd. Khi bi phong tod, khong giy nhitng bién déi chiic phan quan trong.

Qud trinh tong hop acetylcholin c6 thé bi tic ché bdi hemicholin. Poc t6 clia vi khuan botulinus

tic ché giai phong acetylcholin ra dang tu do.

Sdi truc'é

AcCoA + Cholin

Tan cing
than kinh

Keénh calci

cah 6:__——-‘\\

bPoc t6
Botulinum

Acetylcholinesterase  Ach

Té& bao
sau sinap

|

Receptor cla acetylcholin

Hemicholin

Cholin

Vesamicol

Receplor
trudc sinap

Cholin

_)5] Acetat

Receptor khac

Hinh 5.1. Chuyén van clia ACh tai tan cling day phé giao cam

Cholin dugc nhdp vao ddu tdn cing ddy phé giao cam bdang chdt van chuyén phu thuoc Na * (A).
Sau khi duoc téong hop, ACh duoc luu giit trong cdc nang cung véi peptid (P) va ATP nho chdt
vdn chuyén thit hai (B). Dudi tac dong ciia Ca**, ACh bi ddy ra khdi nang du trit vao khe xinap.

1.1.2. Tdc dung sinh ly

Acetylcholin 1a chat dan truyén than kinh c¢6 & nhiéu noi trong co thé, cho nén tdc dung rat phiic

tap:

- V6i liéu thap (10 pg/ kg tiém tinh mach chd), chi yéu 1a tic dung trén hau hach phé giao cam

(hé muscarinic):

. Lam cham nhip tim, gian mach, ha huyét ap
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. Tang nhu dong rudt

. Co that ph€ quan, gay con hen

. Co thét dong tir

. Tang tiét dich, nuéc bot va mo hoi

Atropin lam méit hoan toan nhiing tdc dung nay.

- V6i liéu cao (1mg/ kg trén chd) va trén siic vat da dugc tiém truée bing at ropin sulfat dé phong
toa tac dung trén hé M, acetylcholin gay tdc dung giong nicotin: kich thich

cac hach thuc vat, tuy thugng than (hé N), lam tang nhip tim, co mach, tang huyét ap va kich
thich ho hap qua phan xa xoang canh.

Vi ¢6 amin bac 4 nén acetyl cholin khong qua duoc hang rao mau- ndo dé vao thin kinh trung
uwong. Trong phong thi nghiém, muén nghién cttu tic dung trung uong, phai tiém acetylcholin
truc ti€p vao nio, nhung ciing bi cholinesterase c6 rat nhiéu trong than kinh trung wong pha huy
nhanh. Acetylcholin 12 mot chat dan truyén than kinh quan trong trong hé thong than kinh trung
uong, dugc téng hgp va chuyén héa ngay tai chd, c6 vai tro kich thich cdc yéu t6 cam thu (nhu
cac receptor nhan cam héa hoc), tang phan xa tly, lam giai phong cac hormo n clia tuyén yén, tac

dung trén vung dudi doi 1am ha than nhiét, dap truc ti€p vao vo ndo gay co giat...

1.1.3. Cdc receptor cua hé cholinergic

Receptor Chat chu Chat doi To chitc (mo) Pap ing | Co ché phan
van khang t
Nicotinic Phenyltrimet | Tam van dong Khtr cuc tai | M6 kénh
muscle (Nm) | hyl tubocurarin than kinh - co tam van cation tai
(N- co van) ammonium dong, co co | receptor Nm
Nicotinic Dimethylphe | Trimethapha Hach thyc vat Khu cuc soi Mq kenh
. . sau hach cation tai
noron (Nn) nyl piperazin | n TuV thuone tha Tiet N
(hach tk) (DMPP) y thugng than i€t receptor Nn
catecholam
Trung wong TK in
Chua x4c
dinh
Hau hach phé | Oxotremorin | Atropin Hach thyc vat Kh}r cue Kich thlc.h
giao cim M, . ‘ Trung wong TK cham ) phospﬂhohpas
Pirenzepin Chua xac e C deé tao 1P,
dinh va DAG;
tang Ca**
trong cytosol
. Tim
M, Atropin Xoang nhi Cham khtr | Hoat héa
M,) AF; DX 15 cuc tu phit | kénh K*
Niit nhi that Giam dan Uc ché
] truyén adenylcyclas
Tam that e (tac dung
Giam luc trén protein
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co bop Gi)

M, Atropin Co tron Co that Hoat h6a
kénh K*

Uc ché
adenylcyclas
e (tic dung
trén protein
Gi)

Hexahydro | Tuyén tiét tang tiét

siladifenidol

1.14. Ap dung ldm sang

Vi acetylcholin bi phd huy rit nhanh trong co thé nén it duoc dung trong lam sang. Chi ding dé
lam gian mach trong bénh Ray - nd (Raynaud- tim tdi ddu chi) hodc c4c biéu hién hoai tt.

Té4c dung gian mach ctia ACh chi x4y ra khi n6i moé mach con nguyén ven. Theo Furchgott va cs
(1984), ACh va cac thuoc cuong hé M lam giai phong y€u td gidn mach cia nd6i mé mach
(endothelium- derived relaxing factor- EDRF) ma ban chat 1a nitric oxyd nén giy gian mach.
Néu noi mo6 mach bi tén thuong, ACh khong gay duoc gidn mach.

Tiém dudi da hoac tiém bap 0,05- 0,1 g, mbi ngay 2- 3 1an
6ng I mL = 0,1 g acetylcholin clorid
1.2.  Cac este cholin khac

Néu thay th€ nhém acetyl bang nhém carbamat thi bao vé duoc thuoc khodi tdc dung cla
cholinesterase, do d6 kéo dai dugc thoi gian tdc dung cta thuoc. Cic thuoc déu c6 amin bac 4
nén kho thdm dugc vao than kinh trung uong.

1.2.1. Betanechol (Urecholin)- Ddn xudt tong hop

Tac dung chon loc trén 6ng tiéu héa va tiét niéu. Dung diéu tri chuéng bung, diy hoi va bi dai
sau khi mo.

" E P CH;
H Aoy — p—
| 2N C. O—H HN—C—=0~CH—-CH;—N'— CH,
' ™
CH, CH,
Acid carbamic Betanechol

Chong chi dinh: hen, loét da day - ta trang.

Uong 5- 30 mg. Vién 5- 10- 25- 50 mg

Tiém du6i da: 2,5- 5 mg, 3- 4 1an mot ngay.

1.2.2. CarbAChol

Dung chita bénh tang nhan ap, nhé dung dich 0,5 -1%




DUQC LY HOC 2007 - PAI HOC Y HA NOI
(SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA)
Con dung lam cham nhip tim trong céc con nhip nhanh kich phat, rdi loan tuan hoan ngoai bién
(viem dong mach, bénh Raynaul), tdo bon, chuéng bung, bi ddi sau mé.
Uong 0,5- 2,0 mg/ ngay. Tiém dudi da 0,5 - 1 mg/ ngay.
1.3. Muscarin
C6 nhiéu trong mot s6 ndm doc loai Amanita muscaria, A.pantherina

- T4c dung dién hinh trén hé thong hau hach phé giao cam, vi vay duoc goi 12 hé muscarinic.
Manh hon acetylcholin 5- 6 1an va khong bi cholinesterase pha huy.

- Khong dung chita bénh. Nhung c6 thé giap ngd doc muscarin do an phdi nam doc: dong tir co,
stii bot mép, mo hoi 1énh ldng, khé thd do khi dao co thét, non oe, ia chay, ddi dam, tim dap
cham, huyét 4p ha...

Diéu tri: atropin liéu cao. C6 thé tiém tinh mach timg liéu 1 mg atropin sulfat.

1.4. Pilocarpin

Doc, bang A

La alcaloid cua 14 cay Pilocarpus jaborandi, P.microphylus - Rutaceae, moc nhiéu & Nam My. Da
tong hop duoc. Kich thich manh hau hach phé giao cam, tdc dung lau hon acetylcholin; 1am tiét

nhiéu nudc bot, mo6 hoi va tang nhu dong rudt. Khac v6i muscarin 1a ¢6 ca tdc dun g kich thich
hach, 1am giai phéng adrenalin tir tuy thuong than, nén trén dong vat da duoc tiém trudc bing

atropin, pilocarpin s€ lam tang huyét dp. Trong cong thiic, chi ¢6 amin bac 3 nén thdm dugc vao

than kinh trung wong, liéu nhe kich thich, liéu cao tic ché.

Li€u trung binh 0,01- 0,02g

Thuong chi ding nho mat dung dich dau pilocarpin base 0,5 - 1% hoac dung dich nudc pilocarpin
nitrat hodc clohydrat 1- 2% dé chita taing nhan 4p hoic d6i lap vé6i tdc dung gidn dong tir clia
atropin.

2. THUOC POI KHANG HE MUSCARINIC (HE M)
2.1. Atropin
Doc, bang A.

Atropin va dong loai 1a alcaloid cua 14 cay Belladon (Atropa belladona), ca doc dugc (Datura
stramonium), thién tién t&r (Hyoscyamus niger)...

2.1.1. Tac dung

Atropin va dong loai 1a nhiing chat doi khang tranh chdp véi acetylcholin & r eceptor ctia hé
muscarinic (4i luc > 0; hiéu luc noi tai = 0). Chi véi li€u rat cao va tiém vao dong mach thi méi
thdy tac dung d6i khang nay trén hach va ¢ ban van dong co van.

Vi vay, cac tac dung thuong thiy la:

- Trén mat, 1am gian dong tir vd mat kha nang diéu tiét, do d6 chi nhin duoc xa. Do lam co mi
gian ra nén cac ong thong dich nhan cau bi ép lai, lam tang nhan dp. Vi vay, khong dugc dung
atropin cho nhiing nguoi tang nhan ap.

- Lam ngimg tiét nuGe bot 1ong, giam ti€t mo hoi, dich vi, dich ruot
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- Lam nd khi dao, nhét 12 khi né da bi co thit vi cudng phé giao cam. It c6 tac dung trén khi dao
binh thuong. Kém theo la lam giam tiét dich va kich thich trung tam ho hap, cho nén atropin
thuong dugc dung dé cit con hen.

- It tdc dung trén nhu dong rudt binh thudng, nhung 1am gidm khi ruodt ting nhu dong va co thit.

- T4c dung cua atropin trén tim thi phic tap: liéu thidp do kich thich trung tam day X & hanh néo
nén lam tim dap cham; liéu cao hon, tc ch€ cic receptor muscarinic cua tim, lai lam tim dap
nhanh. Tim tho khong chiu su chi phoi ctia phé giao cam nén atropin khong c¢6 anh hudng.

- Atropin it anh huéng dén huyét 4p vi nhiéu hé mach khong ¢6 day phé giao cam. Chi lam gian
mach da, nhét 1a moi truong néng, vi thudc khong lam ti€t mo hoi duoc, nén mach cang gian ra
dé chong véi xu hudng tang nhiét.

- Liéu doc, tic dong lén ndo gay tinh trang kich thich, thao cudng, o giéc, sot, cudi cing 1a hon
mé va chét do liét hanh nao.

Diéu tri nhiém doc bang thudc khang cholinesterase (physostignin) tiém tinh mach cach 2 gio 1
14n va chong triéu chiing kich thich than kinh trung wong bang benzodiazepin.

2.1.2. Chuyén héa

Dé hép thu qua dudng tiéu héa va dudng tiém dudi da. C6 thé hip thu qua niém mac khi dung
thudc tai chd, cho nén & tré c6 thé gip tai bién ngay ca khi nhd mit. Khoing 50% thudc bi thai
trir nguyén chat qua nudc tiéu.

2.1.3. Ap dung lim sing

- Nho6 mit dung dich atropin sulfat 0,5 - 1% lam gian dong tir t6i da sau 25 phut, dung soi ddy mat
hodc diéu tri viem mong mat, viém gidc mac. Phai vai ngay sau dong tir mdi trd lai binh thudng.
C6 thé dung eserin salicylat (dung dich 0,2%) hay pilocarpin hydrat hodc nitrat (dung dich 1%)

dé it ngan tac dung cla atropin.

- T4c dung 1am gidn co tron duoc ding dé cat con hen, con dau tdi mat, con dau than, dau da day.
- Tiém trudc khi gay mé dé tranh tiét nhiéu dom dai, trdnh ngliing tim do phan xa cta day phé vi.

- R6i loan dan truyén nhu tac nhi thit (Stockes - Adams) hodc tim nhip cham do anh hudng cta
day X.

- Diéu tri ngd doc ndm loai muscarin va ngd doc céc thudc phong toa cholinesterase .
Chéng chi dinh: bénh tang nhan 4p, bi dai do phi dai tuyén tién liét.
2.1.4. Ché phdm va liéu luong

Ding duéi dang base hoac sulfat. Tiém tinh mach 0,1 - 0,2 mg; tiém dué6i da 0,25- 0,50 mg (liéu
toi da 1 1an: 1 mg; 24gio: 2 mg); udng 1 - 2 mg (liéu t6i da 1 1an: 2 mg; 24 gio: 4 mg).

Atropin sulfat 6ng 1 mL = 0,25 mg; vién 0,25 mg

Atropin sulfat 6ng 1 mL = 1 mg (Poc bang A), chi dung diéu tri ngd doc cac chat phong toa
cholinesterase.

2.2. Homatropin bromhydrat (homatropini hydrobromidum)
Doc, bang A
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Tong hop. Lam gidn dong tlr thoi gian ngan hon atropin (trung binh 1 gid). Dung soi ddy mit,
dung dich 0,5- 1%.
2.3.  Scopolamin (scopolaminum; hyoscinum)
Doc, bang A
- La alcaloid ctia cay Scopolia carniolica.

Tac dung gin giéng atropin. Thoi gian tic dung ngan hon. Trén tha n kinh trung wong, atropin
kich thich con scopolamin thi tic ché cho nén dugc dung chita bénh Parkinson, cic con co giat
cuia bénh liét rung, phoi hop véi thudce khang histamin dé chong non khi say tdu, say séng.

Uong hoac tiém dudi da 0,25- 0,5 mg

Liéu t6i da moi 1an 0,5mg; 24 gio: 1,5mg

Vién Aeron c6 scopolamin camphonat 0,1mg va hyoscyamin camphonat 0,4mg; diing chong say

song, say tau: uong 1 vién 30 phit trude ldc khéi hanh.

2.4.  Thuoc ban téng hop mang amoni bac 4: Ipratropium

Do gan thém nhom isopropyl vao nguyén tir N clia atropin, ipratropium mang amoni bac 4, khong
hép thu dugc qua dudng udng va khong vao duoc than kinh trung uong. Thuong dung dudi dang

khi dung dé diéu tri bénh phdi tic nghén man tinh va dé cit con hen. Chi 1% hap thu vao mau va

khoang 90% liéu khi dung dugc nuét vao dudng tiéu héa va thai trir theo phan. Tac dung t6i da

sau 30- 90 phut va t/2 > 4 gid.

Ché pham: Ipratropium bromid (Atrovent, Berodual) dang khi dung dinh liéu, 20 pg/ nhit bép x
200 liéu.

Ngudi 16n mdi 1an bép 2 nhéit, mdi ngay 3 - 4 1an.
3. THUOC KiCH THICH HE NICOTINIC (HE N)

Cic thudc nay it duoc dung trong diéu tri, nhung lai quan trong vé mat dugc 1y vi dugc ding dé

nghién cttu cac thudc tac dung trén hach. Hién nay cac thudc kich thich hach dugc chia thanh hai

nhém: nhém dau gém nicotin va cdc thudc tuong tu, tic dung kich thich trén céc receptor

nicotinic cua hach, bi hexametoni tc ch&; nhém sau gdbm muscarin, pilocarpin, oxotremorin,

thudc phong toa cholinesterase... tic dung kich thich trén cac receptor muscarinic (hé M ) cua
hach, khong bi hexametoni, ma bi atropin tc ché.

Serotonin, histamin va cac da peptid kich thich hach c6 thé 1a trén céc receptor dic hiéu riéng.
Trong phan nay chi ndi t6i cac chat thudc loai nicotin.

3.1. Nicotin (o- pyridyl- metyl pyrrolidin)

Doc, bang A
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C6 trong thudc 14, thudc lao dudi hinh thic acid hitu co (0,5 -
8,0%). Khi hut thudc, nicotin duoc giai phong ra dudi dang base
tu do. Trung binh, hit 1 di€u thudc 14, hap thu khoang 1 - 3 mg
nicotin. Liéu chét khoang 60mg. Trén hach thuc vat, liéu nhe
(0,02- 1,0mg/ kg chd, tiém tinh mach) kich thich; liéu cao (10 - 30
mg/ kg trén chd) lam liét hach do gay bién cuc va sau dé6 Ia tranh !
chap véi acetylcholin. Nicotin

Tac dung:

- Trén tim mach, gay tdc dung ba pha: ha huyét 4p tam thoi, tang huyét 4p manh réi cudi cuing la
ha huyét ap kéo dai.

- Trén ho hap, kich thich lam tang bién do va tan s6
- Gian dong tur, tang tiét dich, tang nhu dong ruot
Nguyén nhan cua nhiing tic dung d6 la do:

- Lic dau nicotin kich thich hach phé giao cam va trung tam tc ché tim & hanh ndo nén lam ti m
dap cham, ha huyét ap.

- Nhung ngay sau d6, nicotin kich thich hach giao cam, trung tam van mach va cac co tron, lam
tim dap nhanh, tang huyét dp, gian dong tr va tang nhu dong rudt. Pong thoi kich thich tuy
thuong than (coi nhu hach giao cdm khdng 16) 1 am tiét adrenalin, qua céc receptor nhan cdm héa
hoc & xoang canh kich thich phan xa 1én trung tam ho hép.

- Cuoi cung la giai doan liét sau khi bi kich thich qua muc nén lam ha huyét ap kéo dai.
Nicotin khong dung trong diéu tri, chi dung trong cdc phong thi nghiém hoic dé giét sau bo.

Nicotin gay nghién, nhung khi cai thuoc thi khong gay bién chiing nhu cai thuoc phién. Hut
thuoc 14 c6 hai dén tim, mach, niém mac duong ho hdp vi khéi thuéc c6 oxyd carbon (gay
carboxyhemoglobin trong mau nguoi nghién), c6 ¢ 4c base nito, cac acid bay hoi, cac phenol... la
nhitng chat kich thich manh niém mac. Ngoai ra con ¢6 hic in (¢6 hoat chat 1a 3,4 - benzpyren, c6
thé 12 mot trong nhiing nguyén nhan gay ung thu phoi).

3.2.  Cac thuoc khac

- Lobelin:

La alcaloid cua 14 cay lobelia inflata.

Tac dung kém nicotin rat nhiéu. Hau nhu khong con duoc ding trong 1am sang nita.
- Tetramethylamoni (TMA) va dimethyl - phenyl- piperazin (DMPP)

Tac dung giong nicotin, kich thich ca hach giao cam va phé giao cam nén tdc dung phtc tap,
khong dugc dung trong diéu tri. Hay dugc dung trong thuc nghiém. DMPP con kich thich thugng
than tiét nhiéu adrenalin.

4. THUOC PHONG BE HE NICOTINIC (HE N)

Pugc chia 1am 2 loai: loai phong b€ & hach thuc vat, anh huéng dén hoat dong cua co tron, va
loai phong b€ trén ban van dong ctia co van.

4.1. Loai phong bé hé nicotinic cia hach
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Con goi 1a thuoc liét hach, vi lam ngan can luéng xung tdc than kinh tir s¢i tién hach t6i soi hau
hach. Co ché chung la tranh chap véi acetylcholin tai receptor & mang sau cua xinap cta hach.

Nhu ta da biét, cac hach than kinh thuc vat ciing c6 ca hai loai receptor cholinergic 1a N va M ,.
Khi n6i t6i cdc thude liét hach 1a ¢6 nghia chi bao ham cac thudc tc ché trén receptor N ctia hach
ma thoi.

Tuy cac co quan thuong nhan su chi phdi clia ca hai hé giao cam va phé giao cam, song bao gio
cling ¢6 mot hé chi€ém wu thé. Vi vay, tac dung cla cac thudc liét hach trén co quan thudc vao
tinh vu thé dy cua tung hé (xem bang dudi):

Co quan Hé than kinh chiém | Tdc dung cua thudc liét hach
uu thé

Pong mach nho Giao cam Gian mach, ha huyét ap

Tinh mach Giao cam Gian: ¢ tré tuan hoan , giam cung lugng
tim

Tim Phé giao cam Dap nhanh

boéng tu Ph¢ giao cam Gian

Ruot Phé giao cAm Giam truong lyc va nhu dong, tdo bén
Bi tiéu tién

Bang quang Phé giao cam Gidm ti€t, kho miéng

Tuyén nudc bot Pho giao cam

Trong lam sang, cac thudc liét hach thudng dugc ding dé 1am ha huyét dp trong cic con tang
huyét 4p, ha huyét 4p diéu khién trong mé xé, va doi khi dé diéu tri phii phéi cdp, do ching c6
nhitng dic diém sau:

- Cudng do tic ché€ giao cam gy gian mach ti 1¢ véi liéu dung

- Tac dung mét di nhanh sau khi ngimg thuoc, do d6 dé kiém tra dugc hiéu luc ciia thudc
- Céc receptor adrenergic ngoai bién van ddp tng duoc binh thudng nén cho phép dé dang diéu tri
khi c6 tai bién

Nhiing tai bién va tac dung phu thuong gap la:

- Do phong bé& hach giao cam, nén:

. D& gay ha huyét 4p khi diing (phi dé ngudi bénh ndm 10 - 15 phit sau khi tiém)

Diéu tri tai bién bang adrenalin va ephedrin.

. R6i loan tuan hoan mach nio, mach vanh.

. Giam tiét niéu.

- Do phong bé& hach phé giao cam nén:

. Giam tiét dich, giam nhu dong rudt, lam kho miéng va tio bon.

. Gian dong ttr, chi nhin dugc xa.

. Bi ddi do giam truong luc bang quang.



DUQC LY HOC 2007 - PAI HOC Y HA NOI

(SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA)

Céc thudc cii (tetra ethyl amoni- TEA va hexametoni) déu mang amoni bac 4, khé h ap thu. Hién
con 2 thudc duoc st dung.

4.1.1. Trimethaphan (Arfonad)

Phong bé& hach trong thoi gian rat ngan. Truyén tinh mach dung dich 1 mg trong 1 mL, huyét 4p
ha nhanh. Khi ngimg truyén, 5 phiit sau huyét dp da trG vé€ binh thudng

Dung gay ha huyét 4p diéu khién trong phau thuat hodc diéu tri phui phdi cép.

6{1g 10 mL c6 500 mg Arfonad, khi dung pha thanh 500 mL trong dung dich man dang truong
dé c¢6 1 mg trong 1 mL.

4.1.2. Mecamylamin (Inversin)

Mang N hoa tri 2, cho nén dé hap thu qua dudng tiéu hoa, c6 thé udng duoc. T4 ¢ dung kéo dai 4-
12 gio. Dung lau tac dung s€ giam dan

Udng moi lan 2,5 mg, moi ngay 2 lan. Tang dan cho t6i khi dat dugc hiéu qué diéu tri, c¢6 thé
uong tGi 30 mg moi ngay.

Vién 2,5 mg va 10 mg

Liéu cao c6 thé kich thich than kinh trung uwong va phong tod ban van dong co van.

4.2.  Loai phong bé hé nicotinic cua co van

Cura va cdc ché pham

Doc, bang B

4.2.1. Tdac dung

Cura tidc dung uu tién trén hé nicotinic clia cdc co xuong (co van), lam ngan can ludng xung tic
than kinh t6i co & ban van dong (Claude Bernard, 1856 ) nén lam gién co. Khi kich thich truc tiép,
co van ddp tng duoc. Dudi tic dung cta cura, cidc co khong bi liét cing mot lic, ma lan luot 1a
cdc co mi (gay sup mi), co mit, co ¢d, co chi trén, chi dudi, co bung, cic co lién sudn va cudi
cung 1a co hoanh, lam bénh nhan ngiing ho hdp va chét. Vi tic dung ngan nén néu dugc ho hap
nhén tao, chiic phan cac co sé duoc hoi phuc theo thit tu nguoc lai.

Ngoai ra, cura cling ¢6 tac dung tc ché truc ti€p 1én trung tam ho hidp & hanh nao va lam gian
mach ha huyét 4p hoac co that khi quan do giai phong histamin

HAu hét déu mang amin bac 4 nén rat khé thdm vao than kinh trung wong, khong hip thu qua
thanh ruot.

4.2.2. Cdc loai cura va co ché tac dung. Theo co ché tac dung, chia lam hai loai:

4.2.2.1. Loai tranh chdp vdi acetylc holin & bdn vdn dong, lam cho ban van dong khong khir cuc
duoc, goi 1a loai cura chong khur cuc (antidépolarisant), hoac loai giong cura (curarimimetic) hay
pakicura (Bovet). Giai doc bang cédc thudc phong toa cholinesterase (physostigmin, prostigmin
tiem tinh mach ting 0,5 mg, khong vuot qua 3 mg. C6 thé tiém thém atropin 1 mg dé ngan can
tac dung cuong hé muscarinic cta thudc).

Loai nay c6 tic dung hiép dong véGi thudc mé, thudc ngt loai barbiturat, thuéc an than loai
benzodiazepin
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- d- Tubocurarin: 1 alcaloid 14y tir cdc cay loai Chondodendron tementosum va Strychnos ma thé
dan Nam My da dung dé tim tén doc. Tac dung kéo dai vai gid. Khong ding trong 1am sang

- Galamin (flaxedil): tdng hop. C6 thém tdc dung giong atropin nén 1am tim dap cham, khong

lam gidi phéng histamin va kém doc hon d - tubocurarin 10- 20 Ian. Tac dung phét trién cham trén
cac nhom co khac nhau, thoi gian lam gian co bung dén liét co hoanh kha dai nén giéi han an

toan rong hon.

Ché pham: Remiolan ong 5 mL = 0,1g galamin triethyl iodid. Liéu 0,5 mg/ kg

- Pancuronium (Pavulon): 1a steroid mang 2 amoni bac 4. Tac dung khéi phat sau 4 - 6 phit va
kéo dai 120- 180 phit. Uu diém chinh 1a it tic dung trén tuidn hoan va khong 1am gidi phéng

histamin.

- Pipecuronium (Arduan): khéi phat tac dung sau 2 - 4 phit va kéo dai 80- 100 phiit.

Lo chita bot pha tiém 4 mg + 2 mL dung moi. Tiém tinh mach 0,06 - 0,08 mg/ kg

4.2.2.2. Loai tdac dong nhu acetylcholin, lam ban vdn dong khir cuc qud manh, (depolarisant) goi
la loai giong acetylcholin, (acetylcholinomimetic) ho ac leptocura (Bovet). Cac thuéc phong b&
cholinesterase lam tang doc tinh. Khong ¢6 thudc giai doc, tuy d - tubocurarin ¢6 tac dung doi
khang. Trudc khi lam liét co, gy giat co trong vai giay.

-Decametoni bromid: giy giat co va dau co, c6 thé gay tai bién ngimg thd kéo dai nén c6 xu
huéng dung succinylcholin thay thé.

Succinylcholin: 1a thuéc duy nhat cia nhém cura khit cuc dugc dung & 1am sang. C6 céu tric hda
hoc nhu 2 phan tir ACh gén vao nhau:

0]
il

/C S CHZ - cHz_ N+ == (CH3)3
CH,
!
CH,
\
C~ O~ CH— CH—N" — (CHy)s
(@]

Succinylcholin

Khai phat tac dung sau 1- 1,5 phiit va kéo dai chi khoang 6- 8 phit, do bi cholinesterase trong
huyét twong thuy phan. Succinylcholin ddy K * tir trong t& bao ra nén c6 thé 1am tang K * mau 30-
50%, gay loan nhip tim.

Ché phdm: Myo- relaxin 6ng 0,25g succinylcholin bromid. Tiém tinh mach tix 1 mg/ kg.
4.2.3. Chi dinh va liéu luong

- Lam mém co trong phau thuat, trong chinh hinh, dat 6ng noi khi quan.

- Trong tai miii hong, dung soi thuc quan, gip di vat...

- Chong co giat co trong choang dién, uén van, ngd doc strychnin.
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Khi dung phai dat 6ng noi khi quan. Khong hip thu qua niém mac tiéu héa nén phai tiém tinh
mach. Liéu lugng tuy theo timg trudng hop, ¢ thé tiém 1 14n hodc truyén nho giot vao finh mach.
Liéu mém co diu tién thudng la:

d- Tubocurarin 15 mg
Methyl d- tubocurarin 5mg
Galamin (flaxedyl) 20- 100 mg
Decametoni 4 mg
Succinylcholin diiodua 30- 60 mg

Chii y: mot so thude khi dung cuing véi cura loai curarimimetic (d - tubocurarin) c6 thé c6 tac
dung hiép dong, 1am tang tac dung liét co clia cura, nén cin giam liéu:

- Céc thuéc mé nhu ether, halothan, cyclopropan.

- C4c khang sinh nhu neomycin, streptomycin, polimycin B, kanamycin.
- Quinin, quinidin

5. THUOC KHANG CHOLINESTERASE

Cholinesterase 1a enzym thuy phan lam mat tac dung cta acetylcholin. Mot phan tlr acetylcholin
s€ gan vao hai vi tri hoat dong cliia enzym; vi tri anion (anionic site) s& gén vdi cation N * clia
acetylcholin, con vi tri gin este (esteratic site) gdbm mot nhém base va mot nhém acid proton ( -G-
H) tao nén mot lién két hai héa tri v6i nguyén tir C cia nhém carboxyl cua este:
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5.1. Loai ic ché ¢6 héi phuc

Céc thudc loai nay k&t hop véi cholinesierase hoic chi & moét vi tri anion (nhu
edrophonium tetraethylamoni) hodac ca & hai vi tri téc dung cia enzym (nhu
physostigmin, prostigmin), nhung khong tao thanh phic hgp bén, cudi ciing vin bi
thuy phan va enzym dugc hoat héa tr& lai. Phin 16n déu chia nhém carbamat
(-OCONR'R"). Vi la tic dung gidn ti€p lam vimg bén acetylcholin nén khéng cé tic
dung trén nhing co quan, b phan da cét bd than kinh

Carbaril 1a thudc diét sau nhém carbamat, diing trong noéng nghiép va trong vudn nha

vi it doc.
H o CH
N 1 -
N—C—0O

Fae ’ N N
1 1
CHs CHs

Physostigmin

5.1.1. Physostigmin (physotigminum; eserin)
Doc, bang A

La alcaloid cua hat cay Physostigma venenosum. Vi ¢6 amin bac 3, nén dé hap thu va tham duogc
ca vao than kinh trung uong

Dung chita ting nhan dp (nho mat dung dich eserin sulfat hodc salicylat 0,25 - 0,5%) , hoac kich
thich nhu dong ruot (tiém dudi da, ong 0,1% - 1 mL, méi ngay 1- 3 6ng).

Khi ngo doc, ding atropin li€u cao.

5.1.2. Prostigmin (neostigmin, pros erin)
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Dboc, bang A , 8 Cis
) ) 0—Cco—NT_

Vi mang amin bac 4 nén khic physostigmin la c6 ai luc CHa

manh hon véi cholinesterase, va khong tham dugc vao ®

than kinh trung wong. Tac dung nhanh, it tic dung trén
mat, tim va huyét dp. Ngoai tdc dung phong toa
cholinesterase, prostigmin con kich thich truc ti€p co Prostigmin
van, tac dung nay khong bi atropin doi khang.

N == (CH3)a

Ap dung:

- Chi dinh t6t trong bénh nhuoc co bam sinh (myasthenia gravis) vi thi€u hut acetylcholin & ban
van dong co van. Con dugc dung trong cic truong hop teo co, liét ¢ o.

- Liét ruot, bi ddi sau khi mo

- Nho mat chita tang nhan ap

- Chira ngo doc cura loai tranh chap véi acetylcholin

Liéu lugng, ché pham:

- Tiém dudi da moéi ngay 0,5- 2,0 mg

- U6ng mdi ngay 30-90 mg vi thudc khé thadm qua da day va dé bi phd huy
6ng I mL = 0,5 mg prostigmin methyl sulfat

5.1.3. Edrophonium clorid (Tensilon)

Chat tong hop

Tac dung manh trén ban van dong co van, la thudc giai doc

cura loai tranh chdp vdi acetylcholin. Tac dung ngan hon OH
prostigmin.

Trong bénh nhuogc co, tiém tinh mach 2 - 5 mg; giai doc cura: - T2Hs
5-20 mg > (CHa)z
6ng I mL = 10 mg edrophonium clorid. Tensilon

5.2.  Loai tic ché khong héi phuc hoac rat khé hoi phuc

5.2.1. Cdc hop chdt ciia phospho hitu co: céac chat nay két hop véi cholinesterase chi & vi tri gin
este. Enzym bi phosphoryl héa rit vitng bén, khé dugc thuy phan dé héi phuc trd lai, doi hoi co
thé phai tong hop lai cholinesterase méi. Vi vay lam tich lu§ nhiéu acetylcholin & toan bo hé
cholinergic tir vai ngay t6i hang thing.

Uc ché manh cé cholinesterase that ciing nhu gia. Trong 1am sang, danh gi4 tinh trang nhiém doc
bang dinh luong cholinesterase gia trong huyét tuong.

Cac chat tc ché€ cholinesterase loai phospho hitu co ¢ cong thiic chung la:

R, 0
N/
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P
s\
R, X
Trong d6 X c6 thé 1a halogen, cyanid (CN), thiocyanat, alkoxy, thiol, pyrophosphat...

Chi c6 DFP (di- isopropyl- fluo- phosphat) duoc ding nho mét chita bénh ting nhan ap (dung
dich 0,01- 0,05%). Cac dan xuét khac dugc dung lam thudc trir siu (TEPP, parathion,...), hoac su
dung 1am hoi doc chién tranh (tabun, sarin, soman...).

5.2.2. Ddu hiéu nhiém doc cdp: cic ddu hiéu nhiém doc cap phan dnh su tran ngap acetylcholin
& toan bo hé cholinergic.

- D4u hiéu kich thich hé M: co dong tir, sung huyét gidc mac, chay nuéc miii, nuéc bot , dich khi
quan, co khi quan, non, dau bung, tiéu chay, tim dap cham, ha huyét ap.

- D4u hiéu kich thich hé¢ N: mét moi, giat co, cing co, liét va nguy hiém hon ca 1a liét ho héap.

- Dau hiéu kich thich than kinh trung wong: 14 14n, mat dong tic, mat phan xa , nhip thd Cheyne-
Stokes, co giat toan than, hon mé, liét ho hap, ha huyét ap do trung tdm hanh tuy bi tc ché.

Nguyén nhan dan t6i tir vong 1a do suy ho hap va tim mach do ca 3 co ché€ kich thich hé M, N va
trung uong.

5.2.3. Diéu tri nhiém déc

5.2.3.1. Thuoc huy hé M: atropin sulfat liéu rdt cao. Tiém tinh mach li€u 1- 2 mg, cich 5- 10
phiit mot 1an cho dén khi hét triéu ching kich thich hé M, hodc bat ddu c6 dau hiéu nhiém doc
atropin (gian dong tir). Ngay diu c6 thé tiém téi 200 mg.

5.2.3.2. Dung thuéc hoat héa cholinesterase: mot s6 chat wa nhan (nucleophylic agents) nhu
hydroxylamin (NH,OH), acid hydroxamic (R- CO- NHOH) va oxim (R- CH = NOH) c6 kha
nang giai phong dugc enzym bi phospho hitu co phong téa va hoat héa trg lai. Chat thuong dung
la pralidoxim (2- PAM) tac dung 1én ChE phosphoryl héa, tao oximphosphonat bi thai trir va giai
phong cholinesterase.

Pralidoxim (2- PAM): lo 1g kém 6ng nuGc 20 mL. Méi du, tiém tinh mach 1 - 2g, sau d6 truyén
nhd giot tinh mach méi gio 0,5g.

5.2.3.3. Diéu tri ho tro

Thay quan 4o, rlta cac ving da c6 ti€p xuc véi chét doc, rira da day néu ngo doc do dudng udng.
Ho6 hap hé tro, thd oxy. Chong co giat bang diazepam (5 - 10 mg tiém finh mach) hodc natri
thiopental (2,5% tiém tinh mach). Diéu tri s6c.

CAU HOI TU LUONG GIA
1. Trinh bay sinh chuyén héa, co ché’tdc dung va dp dung diéu tri ciia acetylcholin.
2. Trinh bay tdc dung ciia muscarin va diéu tri ngé déc muscarin.
3. So sdanh acetylcholin va pilocarpin.

4. Trinh bay co ché'tdc dung va dp dung diéu tri ciia atropin
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5. Phdn tich co ché'tic dung cuia nicotin.

6. Phdn tich co ché tdc dung cua thudc liét hach (ngitng ham hé N ciua hach) va dp dung

ldm sang.

7. Phdn biét 2 loai cura vé co ché'tdc dung, tdc dung va dp dung ldm sang.

8. Phdn tich co ché tac dung, tdc dung va cdch diéu tri ngd doc th uéc phong téa khong hoi

phuc cholinnesterase.
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Bai 6: THUOC TAC DUNG TREN HE ADRENERGIC

MUC TIEU HOC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:

1. Trinh bay duoc chu trinh chuyén héa cia catecholamin tai ngon ddy than kinh giao
cam

2. Phdn biét duoc tac dung cua adrenalin, noradrenalin va DA

3. Phdn biét duogc tic dung cua thuoc cuong B, va Bi: Isoproterenol, dobutamin va
salbutamol

4. Phdn tich duoc co ché'tdc dung cuia cdc thudc huy giao cdm
Trinh bay duoc tdc dung va dp dung diéu tri ciia thudc hity o giao cam

Phdn biét duoc co ché'tdc dung va dp dung diéu tri ciia thudc hiiy f,

Hé adrenergic la hé hau hach giao cam, giai phong chat trung gian héa hoc goi chung la
catecholamin vi déu mang nhan catechol (vong benzen ¢6 hai nhém -OH & vi tri ortho va mot géc
amin & chudi bén. Cic catecholamin gém ¢6 adrenalin (dugc san xuat chu yéu 6 tuy thuon g than)
noradrenalin (& dau tan cung cac so¢i giao cam) va dopamin (6 mot s6 vung trén than kinh trung
uong).
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Hinh 6.1. Sinh téng hgp catecholamin

1. CHUYEN HOA CUA CATECHOLAMIN

Catecholamin duoc sinh tong hop tir tyrosin dudi tic dung clia mot s6 enzym trong t&€ bao ua
crom & tuy thugng than, cdc noron hau hach giao cam va mot s6 noron cta than kinh trung uong

theo so do trén (hinh 6.2)
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Sqi true

Tyrosin

T#n clng Metyrosin
thdn kinh
Reserpin
Kénh caici 3 = Receptor
m * truGc sinap
Mal+ —

Hinh 6.2. Chuyén van clia catecholamin tai tan cling day giao cam

Tyrosin diugc vdn chuyén vao ddu tan cung ddy giao cdm nho ¢ hdt van chuyén phu thuéc Na*
(A). Tyrosin duoc chuyén héa thanh dopamin (DA) réi duoc chdt van chuyén (B) dua vao cdc tii

du trit (cdc hat). Chdt vdn chuyén nay ciing van chuyén cd noradrenalin (NA) va vai amin khdc.

Trong tii du trit, DA duogc chuyén héa thanh NA. Dién thé hoat dong lam md kénh calci, Ca’*
vao té'bao, gidi phong NA tix tiii du trit.



DUQC LY HOC 2007 - PAI HOC Y HA NOI

(SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA)

Sau khi duoc téng hgp, mot phan catecholamin s& két hgp véi ATP hodc v6i mot dang protein hoa
tan 12 chromogranin dé tré thanh dang khong c6 hoat tinh, khong bi cic e nzym phd huy, luu lai
trong cac “kho du tri” 12 nhiing hat dac biét nam & bao twong (khoang 60%), con mot phan khac
(khoang 40%) van & dang tu do trong bao tuong, dé di dong, nam & ngoai hat. Giita hai dang nay
luon c6 su thang bing dong, khi dang tu do gidm di thi lai duoc bd sung ngay tir cdc kho du trit.
Luong noradrenalin trong bao tuong di€u chinh hoat tinh cta tyrosin hydroxylase theo co ché
diéu hoa ngugc chiéu: khi noradrenalin tang thi hoat tinh clia enzym giam, va nguoc lai. Mat
khac, cac chat cuong receptor o, lam giam giai phong noradrenalin ra khe xinap va do dé trit
lugng cuia noradrenalin trong bao tuong s€ tang 1én.

Theo gia thiét cia Burn va Rand (1959 - 1962) duéi anh hudng cua xung tac than kinh, ngon day
giao cam ldc dau tiét ra acetylcholin, 1am thay déi tinh thadm cla mang t€ bao, do d6 Ca** tir
ngoai té bao tham nhap duoc vao trong té bao, dong vai tro nhu mot enzym lam v lién két ATP -
catecholamin, giai phong catecholamin ra dang tu do.

Sau khi duoc giai phong, mot phan noradrenalin sé tdc don g 1én cac receptor (sau va trudc xinap),
mot phan chuyén vao mdu tuan hoan dé tac dung & xa hon réi bi gidng héa, con phan 16n (trén

80%) sé& dugc thu hoi lai, phan nho khéc bi mat hoat tinh ngay trong bao tuong.

Sinap

COMT

Hinh 6.3. S6 phan cta noradrenalin khi dugc giai phong
Tdc dung trén receptor sau (1a) va truoc (1b) xinap
Thu hoi
Vao tudn hoan va bi chuyén héa béi COMT
Chuyén héa trong bao tuong boi MAO

Ao~

Catecholamin bi mat hoat tinh boi qua trinh oxy héa khir amin do hai enzym MAO (mono - amin
— oxydase) va COMT (catechol- oxy- transferase) dé cudi cing thanh acid 3- methoxy- 4
hydroxy mandelic (hay vanyl mandelic acid - VMA) thai trir qua nudi tiéu.

MAO ¢6 nhiéu trong ti thé (mitochondria), vi vay né dong vai trd gidng héa catecholamin & trong
t€ bao hon 1a & tuan hoan. Phong toa MAO thi lam tang

catecholamin trong mo6 nhung khong anh hudng dén tac dung cua catecholamin ngoai lai.
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COMT la enzym gidng héa catecholamin & ngoai t€ bao, c6 & mang xinap va ¢ nhi€u noi nhung
dam do cao hon ca la & gan va than. Phong toa COMT thi kéo dai dugc thoi gian tdc dung cla
catecholamin ngoai lai.

Receptor: Adrenalin va noradrenalin sau khi duoc giai phong ra s€ tic dung 1én cédc receptor cta

hé adrenergic. Ahlquist (1948) chia cac receptor d6 thanh hai loai o va § do ching c¢6 tic dung
khac nhau trén cac co quan (bang sau).

Ta thdy rang tdc dung cudng o c6 tinh chét kich thich, 1am co that cdc co tron, chi ¢6 co tron
thanh rudt 1a gian. Ngugc lai, tic dung cuong [ cé tinh chat tc ché, lam gian co, trit co tim lai
lam dap nhanh va dap manh.

Land, Arnold va Mc Auliff (1966) con chia céc receptor § thanh hai nhém 3, (tdc dung trén tim
va chuyén héa m&) va nhém P, (lam gidn mach, gidn khi dao va chuyén héa duong). B, trudc
xinap kich thich 1am tang giai phéng NA, c6 vai tro diéu hoa nguoc véi a,.

Theo dé xuét ctia Langer (1974), céc receptor o dugc chia thanh hai loai: loai o, 1a receptor sau
xinap, 1am co mach tang huyét dp, loai o, 1a receptor truéc xinap, c6 tac dung diéu hoa, khi kich
thich s& lam giam giai phong noradrenalin ra khe xinap, dong thoi lam giam tiét renin, gay ha
huyét 4p. Cac receptor o, ¢6 nhiéu & hé giao cam trung wong. Hién ciing thdy c6 receptor o, &
sau xinap ctia mach mdu va t€ bao co tron (lam co), mé md va céc t€ bao biéu mo xuat tiét (rudt,

than, tuyén noi tiét)

Dopamin cht yéu tic dung & than kinh trung uong, & than va céc tang, trén cac receptor dac hiéu

dai véi no goi la cac receptor dopaminergic (receptor delta - 3)

Bang 6.1: Cac receptor adrenergic

Recepto Chat chu Chatdoi Mo Pap ting Co ché phan tir
r van khang
a, Adr > NA | Prazosin |- Co tron | Co '[héilt Kich thich
>>[so thanh mach | Co that phospholipase C
Phenylephrin - Co tron | Huy glycogen dé tao IP, va
sinh duc | Tan tao duong DAG; tang Ca™
tiét niéu Uu cuc héa va | cytosol
- Gan gian - Hoat héa kénh
- Co tron | Tang co bdp, loan | K* phu thudc vao
rudt nhip Ca™
- Tim - Uc ché dong K*
o, Adr>NA >> | Yohimbi |- T¢& bao B | Giam ti€tinsulin | - (Jc ché
Iso n clia tuy adenylcyclase
Clonidin - Tiéu cau | Ngung két (Gi) - Hoat héa
- Tan Cﬁng Giam tiét NA kénh K*
soi TK - Uc ché kénh Ca™
- Co tron | Co -Tang luéng Ca,
thanh mach tang Ca*™ trong
cytosol
B, Iso>Adr =NA | Metoprol | - Tim Tang tan so, bién | Hoat hoa
Dobutamin ol do va toc do dan | adenylcyclase va
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truyén A-V kénh Ca
- T& bao | Tang tiét renin
gan ciu
than
B, Iso>Adr >> | ICI - Co tron | - Gian Hoat hoa
NA 118551 (mach khi | - Huy glycogen | adenylcyclase
Terbutalin quan, gan K*
ruot...) - Hay glycogen
- Co van - Tan tao duong
- Gan
B, Iso=NA>Adr | ICI Huy lipid Hoat héa
BRL 37344 118551 adenylcyclase
CGP
20712A
Iso": Isoproterenol Adr: adrenalin NA: noradrenalin

Ghi chii cua bang 3:
- Moi receptor B déu kich thich adenylcyclase thong qua protein G ¢ va lam tang AMPv, ngodi ra
con lam kénh calci cam ting voi dién thé ciia co vdn va co tim.
- Receptor o, trdi lai, iic ché adenylcyclase thong qua protein G ,, dong thoi hoat héa kénh kali,
tic ché kénh calci.
- Receptor a, kich thich lam tdng calci ndi bao thong qua 2 chdt trung gian Diacylglycerol
(DAG) va Inositol triphosphat (IP ;).

2. THUOC CUONG HE ADRENERGIC

La nhitng thudc c6 tac dung giong adrenalin va noradrenalin , kich thich hau hach giao cam nén
con goi 1 thudc cudng giao cam. Theo co ché tdc dung c6 thé chia cdc thudc ndy lam hai loai:

- Loai tac dung truc ti€p trén cac receptor adrenergic sau xinap nhu adrenalin, noradrenalin,
isoproterenol, phenylephrin

- Loai tac dung gian ti€p do kich thich cac receptor trudc xinap, lam giai phong catecholamin noi
sinh nhu tyramin (khong ding trong diéu tri), ephedrin, amphetamin va phenyl - ethyl- amin. Khi
dung reserpin lam can du trit catecholamin thi tac dung cua cac thuoc dé sé giam di. Trong nhém
nay, mot sO thudc cé tac dung kich thich than kinh trung wong theo co ché€ chua hoan toan biét 1o
(nhu ephedrin, amphetamin), reserpin khong anh hudng dén tic dung nay; hoa c tc ché€ mono-
amin- oxydase (MAOI), lam viing bén catecholamin.

2.1.Thuéc cuong receptor alpha va beta
2.1.1.Adrenalin
Doc, bang A

La hormon cua tuy thuong than, 1dy & dong vat hodc tong hgp. Chat tu nhién 12 déng phan ta
tuyén c6 tic dung manh nhat.

2.1.1.1.Tdc dung
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Adrenalin tac dung ca trén o va [ receptor.
- Trén tim mach:

Adrenalin 1am tim dap nhanh, manh (tdc dung B) nén lam tang huyét ap toi da, tang ap luc dot
ngot & cung dong mach chu va xoang dong mach canh, tir d6 phat sinh cac phan xa giam dp qua
day than kinh Cyon va Hering lam cuong trung tam day X, vi vay lam tim dap cham dan va huyét

ap giam. Trén dong vat thi nghiém, néu cit day X hoac tiém atropin (hodc methylatropin) trudc

dé cat phan xa ndy thi adrenalin chi lam tim dap nhanh manh va hu yét dp tang rat 0.

Mat khac, adrenalin gay co mach & mot s6 vung (mach da, mach tang - receptor o) nhung lai gay
gian mach & mot s6 viing khac (mach co van, mach phdi - receptor B...) do d6 huyét 4p t6i thiéu
khong thay ddi hodc c6 khi gidm nhe, huyét 4p tru ng binh khong tang hodc chi ting nhe trong
thoi gian ngan. Vi & d6 adrenalin khong dugc dung 1am thudc tang huyét ap.

Tac dung lam gian va tang luu luong mach vanh cua adrenalin ciing khong dugce dung trong diéu
tri co that mach vanh vi tdc dung nay lai kém theo lam ting cong ning va chuyén héa clia co tim.
Duéi tac dung clia adrenalin, mach mau & mot s6 ving co lai s& ddy mau ra nhitng khu vuc it chiu
anh hudng hon, gay gian mach thu dong & nhitng noi d6 (nhu mach néio, mach phdi) do d6 dé gay
céc bién chitng dit mach ndo, hoic phi phéi cap.

- Trén phé qudn:

It tdc dung trén ngudi binh thudng. Trén ngudi bi co thit ph€ quan do hen thi adrenalin 1am gin
rat manh, kém theo l1a co mach niém mac phé€ quan, lam giam phu cho nén anh huéng rat tét tGi
tinh trang bénh. Song adrenalin bi méit tic dung rat nhanh véi nhiing 1an dung sau, vi vay khong
nén ding dé cat con hen.

- Trén chuyén héa:

Adrenalin lam tang huy glycogen gan, lam tang glucose mau, lam tang acid béo tu do trong mau,
tang chuyén héa co ban, tang st dung oxy cli a mo.

Cic co ché tic dung cha adrenalin hay catecholamin néi chung 13 1am tang téng hop adenosin 3' -
5'- monophosphat (AMP- vong) tir ATP do hoat héa adenylcyclase (xem so d6)

So dé tac dong cua catecholamin lén chuyén héa duong va mo

Catecholamin Cafein
Diazoxid
|s b
Adenylcyclase - Phosphodiesterase -
ATP "3, 5'- AMP ~ AMP
(AMP vong)

&—» Triglycerid——Triglycerid

@ lipase
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Glycogen (-)
( Glycogen

Phospho-  Glucose- 1- phosphat  synthetase Diglyctrid  Acill béo
rylase
Glucose- 6- phosphat Monoglycerid Acid béo
Glucose mau Nang lugng A/\A
Acid lactic Glycerol Acid béo

2.1.1.2. Ap dung diéu tri:
- Chong chdy mdu bén ngoai (dap tai chd dung dich adrenalin hydroclorid 1% dé 1am co mach).

- Tang thoi gian gy té cua thudc té vi adrenalin lam co mach tai ché nén lam cham hap thu thucc

te.

- Khi tim bi ngitng dot ngot, tiém adrenalin truc ti€p vao tim hodc truyén mdu cé adrenalin vao
dong mach dé hai tinh.

- Soc ngat: dung adrenalin dé tang huyét 4p tam thoi bang cach tiém finh mach theo phuong phdp
trdng bom tiém.

Liéu trung binh: tiém dudi da 0,1- 0,5 mL dung dich 0,1% adrenalin hydroclorid.

Liéu t6i da: moi lan 1 mL; 24 gid : 5 mL

6ng I mL = 0,001g adrenalin hydroclorid

2.1.2. Noradrenalin (arterenol)

DPoc, bang A

La chat dan truyén than kinh cta cac soi hau hach giao cam. Tac dung man h trén céc receptor o,
rat yéu trén 3, cho nén:

- Rat it anh hudng dén nhip tim, vi vy khong gay phan xa cuong day phé vi.

- Lam co mach manh nén Iam tiang huyét 4p toi thiéu va huyét 4p trung binh (manh hon adrenalin
1,5 lan)

- Tac dung trén phé quan rat yéu, vi co tron phé€ quan c6 nhiéu receptor f3,.

- Téc dung trén dinh dudng va chuyén hod déu kém adrenalin. Trén nhiéu co quan, tic dung cla
NA trén receptor oo kém hon adrenalin mot chiit. Nhung do ty 1& cuong do tac dung gitta o va 3
khac nhau nén tic dung chung khic nhau ro rét.

Trén than kinh trung uong, noradrenalin ¢6 nhi€u & ving dudi d6i. Vai trd sinh 1y chua hoan toan
biét rd. Cac chat lam giam du trit catecholamin & ndo nhu reserpin, o methyldopa déu
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gay tdc dung an than. Tréi lai, nhitng thu6c tc ché€ MAO, lam tang catecholamin thi déu ¢6 tic
dung kich than.
Diéu hoa than nhiét phu thudc vao su can bang giita NA, serotonin va acetylcholin & phan trudc
ctia vung dudi doi.
C6 thé con tham gia vao co ché giam dau: thudc 1am gidm luong catechola min tiém vao ndo that
tic ché€ dugc tac dung giam dau cua morphin.

Chi dinh: nang huyét 4p trong mot s6 tinh trang s6c: soc nhiém doc, nhiém khuén, soc do di
ung...

Chi truyén nhd giot tinh mach tir 1- 4 mg pha loang trong 250- 500 mL dung dich glucose dang
truong. Khong dugc tiém bap hodc dudi da vi 1am co mach kéo dai, d& gay hoai tir tai noi tiém.

6ng I mL=0,001g
2.1.3. Dopamin

Dopamin 1a chét tién than cta noradrenalin va 1a chat trung gian héa hoc clia hé dopaminergic.
C6 rat it & ngon day giao cam. Trong nao, tap trung & cdc nhan xam trung uong va bé den van.

Trén hé tim mach, tac dung phu thuoc vao liéu:

- Liéu thap 1- 2 pg/ kg/ phiit duoc goi 1a "liéu than", tic dung chi yéu trén receptor dopaminergic
D,, lam gidn mach than, mach tang va mach vanh. Chi d inh t6t trong s6¢c do suy tim hodc do giam
thé tich mau (can phuc héi thé tich mau kém theo).

- Tai than, "liéu than" clia dopamin lam ting nudc ti€u, tang thai Na *, K*, CI,, Ca™, tang san xuat
prostaglandin E, nén lam gian mach than gidp than chiu dung dug c thi€u oxy.

- Liéu trung binh > 2- 10 ug/ kg/ phiit, tic dung trén receptor 3,, lam tang bién do va tan so tim.
Sttc cén ngoai bién néi chung khong thay déi.

- Liéu cao trén 10 ug/ kg/ phit tic dung trén receptor o, gdy co mach tiang huyét ap.
Trong lam sang, tuy thudc vao timg loai s6¢ ma chon liéu.

Dopamin khong qua dugc hang rao mdu nao

Chi dinh: céc loai soc, kém theo vO niéu

6ng 200 mg trong 5 mL. Truyén cham tinh mach 2 - 5 pg/ kg/ phit. Tang giam s6 giot theo hiéu
qua mong mudn.

Chong chi dinh: cac bénh mach vanh
2.2. Thuéc cuong receptor o
2.2.1. Metaraminol (Aramin)

T4c dung uu tién trén receptor o,. Lam co mach manh va lau hon adrenalin, c6 thé con do kich
thich giai phong noradrenalin, khong gay gidn mach thit phat. Lam tang luc co bép cua co tim, it
lam thay d6i nhip tim. Khong kich thich than kinh trung wong, khong dnh hudng dén chuyén hoa.

Vi mét goc phenol trén vong benzen nén viing bén hon adrenalin.

Dung nang huyét 4p trong céc trudng hop ha huyét ap dot ngot (chin thuong, nhiém khuén, séc).
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Tiém tinh mach 0,5- 5,0 mg trong truong hop cap ctdu. Truyén cham tinh mach dung dich 10 mg
trong 1 mL. C6 thé tiém du6i da hoac tiém bap. Ong 1 mL=0,01g metaraminol bitartrat.

2.2.2. Phenylephrin (neosynephrin)

Tac dung uu tién trén receptor o,. Tac dung co mach tang huyét ap kéo dai, nhung khong manh
bang NA. Khong anh hudng dén nhip tim, khong kich thich than kinh trung wong, khong 1am
tang glucose huyét.

Chi dinh: nhu noradrenalin

Tiém bap 5- 10 mg

Truyén cham vao tinh mach 10- 15 mg trong 1000 mL dung dich glucose ding truong

Con dung dé chong xung huyét va gidn dong tir trong mot s6 ché pham chuyén khoa.

2.2.3. Clonidin (Catapressan)

Clonidin (dicloro- 2, 6 phenyl- amino- imidazolin) c6 tic dung cudng receptor o, trudc xinap &
trung wong vi thuéc qua duoc hang rao mau- nao. Tac dung cudng o, sau xinap ngoai bién chi
thodng qua nén gay tang huyét 4p ngén. Sau d6, do tic dung cudng o, trung uong chiém uu thé,

clonidin lam giam giai phong NA tir cic noron giao cam & hanh nao, gay giam nhip tim, giam
truong luc giao cam, giam luu lugng mau & ndo, tang, than va mach vanh, dua dén ha huyét ap.

Clonidin lam can bai tiét nuéc bot, dich vi, m6 hoi, lam giam hoat tinh cta renin huyet tuong,
giam loi niéu. Pong thoi ¢6 tdc dung an than, giam dau va gay mét moi. Mot s6 td ¢ gia cho rang
clonidin gan vao receptor imidazolin & than kinh trung wong, 1a loai receptor méi dang dugc
nghién cttu.

Tac dung khong mong mudn: ngu ga, khé miéng

Chi dinh: tang huyét dp thé vira va nang (xin xem bai "Thudc chita ting huyét 4p")

Chong chi dinh: trang thdi tram cam.

Khong diing cling v6i guanetidin hodc thudc liét hach vi c6 thé gay con ting huyét 4p.

Liéu luong: vién 0,15 mg. Udng liéu tang dan téi 6 vién mot ngay, tdc dung xuat hién cham.
Dung cung véi thudc 1gi niéu, tic dung ha huyét ap sé t ang.

2.3. Thuéc cuong receptor f3

C6 4 tac dung dugc ly chinh

- Tac dung gian ph€ quan, dung chita hen: loai cuong ..
- Tac dung gian mach: loai cuong 3,

- Tac dung kich thich B, 1am tang tan s@, tang luc co bép ctia co tim, tang téc do dan truyén trong
co tim, tang tudi mau cho co tim.

- Trén tl cung c6 chtta, thuéc cudng B, lam giam co bép duge dung chong doa x4y thai.

2.3.1. Isoproterenol (Isoprenalin, Isuprel, Aleudrin, Novodrin, Isopropyl noradrenalin)
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Téac dung uu tién trén 3 receptor (3, va 3,). Lam tang nhip tim, tang stic co bop clia co tim va
cung luong tim, gay gian mach, ha huyét ap, lam gian khi quan nhanh va manh (gip 10 lan
adrenalin), d6ng thoi 1am giam tiét dich niém mac nén cat con hen rat tot.

Dung trong cac truong hgp nhip tim cham thuong xuyén , nghén nhi that hoan toan, loan nhip do
nh6i mau co tim: truyén tinh mach 0,5mg trong 250 - 500 ml dung dich glucose 5%. Tdc dung
tang duong huyét kém adrenalin vi con truc ti€p kich thich t&€ bao tuy tiét insulin.

Trong hen phé€ quan va tran khi ph€ mac man tinh, dat dudi ludi vién 10 mg, 2- 3 lan/ ngay.
Khong uéng vi bi chuyén héa nhanh.

6ng Novodrin 1 mL= 0,5 mg isoprenalin clohydrat
Vién 10- 20 mg isoprenalin sulfat

Phun dich 1 phan nghin

2.3.2. Dobutamin (Dobutrex)

Cong thiic gan giong dopamin: tic dung uwu tién trén [, receptor. Tac dung phic tap do
dobutamin raxemic ¢6 2 déng phan; dong phan ( -) dobutamin c¢6 tic dung cudng o, manh, gy
tang huyét dp; trong khi dong phan (+) dobutamin lai c6 tic dung da6i lap hiy o,. Ca hai dong
phan déu cé tic dung cudng B, nhung déng phan (+) 10 1an manh hon dong phan ( -). Tac dung
ctia dobutamin raxemic 12 tdng hop clia ca hai déng phan.

Trén tim, do dobutamin lam tang co bép manh va it lam tang nhip , vi vay khong lam tang nhu
ciu st dung oxy ctia co tim. Téc dung kém isopr oterenol. It tdc dung trén mach nhung 1am gidn
mach vanh. Tac dung 1¢i niéu cha yéu la do tang luu lugng tim.

Chi dinh: suy tim c4p sau mé tim, nh6éi mau co tim

Vi thoi gian béan thai chi khoang 2 phiit nén chi dung bang dudng truyén cham tinh mach.

Ché phdm: Dobutamin hydroclorid (Dobutrex) lo 20 mL chita 250 mg dobutamin. Khi dung, hdoa
loang trong 50 mL dung dich dextrose 5%, truyén tinh mach véi liéu 2,5 - 10 pg/ kg/ phit. Néu
nhip tim tang nhanh, giam to6c¢ do truyén.

2.3.3. Thuéc cuong uu tién (chon loc) rece ptor 3,

La thudc thudng duoc ding dé diéu tri cit con hen. Tuy nhién, liéu cao ciing van kich thich ca B,
lam ting nhip tim. Vi vay huéng nghién cttu t6i van 12 tim céch thay déi cau tric dé c6 céc thudc

tac dung ngay cang chon loc trén 3, hon va c6 sinh kha dung cao hon. Dong thoi dung thudc dudi
dang khi dung dé€ tranh hap thu nhiéu thudc vao dudng toan than, dé gay tdc dung phu (tim dap

nhanh, run tay)

Cic thudc cuong B, dung dudi dang khi dung, ngoai tic dung lam gidn phé& quan con cé thé tc

ché giai phéng leucotrien va histamin khoi dudng bao & phéi (xem thém bai "Thudc diéu chinh

roi loan ho hap")

Chong chi dinh: bénh mach vanh, loan nhip tim, cao huyét ap nang, dai thao duong, cudng giap.

Dung kéo dai lién tuc, tdc dung c6 thé giam din do so lugng recept or 3, & mang t€ bao sau xinap
giam ("down regulation")

2.3.3.1. Terbutalin
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Do c6 vong resorcinol trong cau tric nén khong bi COMT metyl héa. Sau khi dung, tic dung kéo
dai duoc 3- 6 gio.

2.3.3.2. Albuterol (Salbutamol - Ventolin)

Tinh chat duoc 1y va chi dinh diéu tri nhu terbutalin. Ding duong u6éng hoac khi dung. Sau khi
dung, tdc dung t6i da vao phut thit 15 va duy tri duoc 3 - 4 gio.

- Vién giai phong cham (Volmax): 4 - 8 mg x 2 lan/ ngay

- Khi dung dinh liéu (Ventolin): 100 pg/ nhat bép x 2 nhdt/ 1an x 3- 414an/ ngay cdch nhau 4
tiéng.

2.3.2.3. Ritodrin

Dung lam gian t cung, chong dé non (xem bai " Thudc tac dung trén ti cung"). Hap thu nhanh
qua dudng uong nhung sinh kha dung chi duoc 30%. Thai trir qua nuéc tiéu 90% duéi dang lién
hop. Tiém tinh mach, 50% thai trir du6i dang nguyén chat.

2.4. Thudc cuong giao cam gian tiép
2.4.1. Ephedrin (ephedrinum)
Doc, bang B

Ephedrin la alcaloid ctia cdy ma hoang (Ephedra equisetina va Ephedra vulgaris). Hién nay da
tong hop duoc. Trong y hoc, dung loai ta tuyén va raxemic.

La thuoc vira c6 tac dung gian ti€p lam giai phong catecholamin ra khoi noi du trit, vira c6 tac
dung truc ti€p trén receptor.

Trén tim mach, so véi noradrenalin, tic dung cham va yéu hon 100 lan, nhung kéo dai hon tGi 10
lan. Lam tang huyét 4p do co mach va kich th ich truc tiép trén tim. Dung nhiéu 14n lién nhau, tdc
dung tang 4p sé giam dan (hién tugng quen thudc nhanh: tAChyphylaxis)

Thuong dung chong ha huyét 4p va dé kich thich ho hap trong khi gay té tuy song, trong nhiém
doc rugu, morphin, barbiturat.

Kich thich trung tam ho hap & hanh ndo va lam gian phé quan nén dung dé cit con hen, tic dung
tot trén tré em.

Trén than kinh trung wong, véi liéu cao, kich thich lam mat ngt, bon chon, run, tang ho hap.

Ephedrin dé dang hap thu theo moi dudng. Viing bén v6i MAO. C huyén héa & gan, khoang 40%
thai trir nguyén chat qua nudc tiéu.

Dung dudi thé mudi clohydrat hoic sulfat dé& hoa tan.
Uébng 10- 60 mg / ngay. Liéu t6i da 24h 1a 150 mg
Tiém dudi da, bap thit hoac finh mach 10 - 20 mg/ ngay
Nho niém mac (mat, miii) dung dich 0, 5- 3%

6ng 1 mL=0,01g ephedrin clohydrat

Vién 0,01g ephedrin clohydrat
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Pseudoephedrin 1a déng phan lap thé cua ephedrin, it gay tim nhanh, tang huyét dp va kich thich
than kinh trung wong hon ephedrin. Thudng dugc ding trong céc ché phdm nhd miii chéng xun g
huyét niém mac.

2.4.2. Amphetamin

La thudc téng hop phenylisopropanolamin. T4c dung dugc 1y theo kiéu ephedrin, gidn ti€p 1am
giai phong noradrenalin (vd c6 thé con ca dopamin va serotonin) ra khoi noi du trit. Khac
ephedrin 1a thdm vao than kinh trung uong nhan h, tdc dung kich thich manh tam trang va su
nhanh nhen do tac dong 1én vo ndo va hé lién vong hoat héa (vi vay, dugc xép vao loai doping,
cam dung trong thi d&u thé thao). Con c6 tdc dung gay chén in, dung dé chéng béo phi.

Mot s6 dan xuat ctia amphetamin (methamphetamin, dimethoxyamphetamin...) kich thich than
trung wong rat manh, gay loan than, déu xé&p vao chat ma tuy.

2.4.3. Phenylpropanolamin

It tic dung trung uong hon. 0 ngoai bién, tdc dung co mach thudong duoc dung dé chong ngat
mili, 1a thudc phoi hgp trong vién thuoc chong cam cim (Atussin, Decolgen). Tuy nhién, gan day
thay nhiéu tic dung phu trén tim mach nén cé xu huéng khong ding nita.

3. THUOC HUY HE ADRENERGIC

La nhitng thudc lam mait tac dung cua adrenalin va noradrenalin. Cic thudc nay thuong dugc
dung diéu tri chiing tang huyét 4p, bénh Raynaud, loan nhip tim, hoi chiing cudng tuyén gidp
(tim nhip nhanh, 16i mét, gian dong ti, ting ho hap; chinh 1a nhitng d4u hiéu cuong giao cam).
Cac thuoc duogc chia thanh hai nhom:

- Thuéc hity giao cam (sympatholytic): 1a nhitng thudc phong toa noron adrenergic truGe xinap,
lam gidam gidi phong catecholamin, khong c¢6 tic dung trén receptor sau xinap, khi cat cdc day
hau hach giao cam thi thudc mat tdc dung. Do thi€u chét dan truyén than kinh noi sinh, tinh cam
thu cua cac receptor sau xinap véi catecholamin ngoai lai s€ tang 1én.

- Thuoc huy adrenalin (adrenolytic) 1a nhiing thudc phong toa ngay chinh céc receptor adrenergic
sau xinap, cho nén khi cét duit cic soi hau hach giao cam, tdc dung cta thudc khong thay déi.
Catecholamin ca néi sinh ngoai lai déu bi mat tdc dung.

1.1. Thuéc huy giao cam
Céc thudc c6 thé ¢6 tidc dung & nhitng khau sau:
1.1.1. Uc ché'tong hop catecholamin

Thu6c hay duoc dung 1a o methyl dopa (Aldomet) phong téa dopa decarboxylase, lam dopa
khong chuyén  thanh dopamin va 5- hydroxytryptophan khong chuyén thanh 35-
hydroxytryptamin (5 HT- serotonin). Do d6 s6 lugng catecholamin va serotonin & ca ngoai bién
va than kinh trung wong déu giam. Mat khac con ngan can kha nang gan catecholamin vao cac
hat luu trit.

Ngoai ra, trong co thé o methyldopa con c6 thé chuyén thanh o methyl noradrenalin, tdc dung
nhu mot chét trung gian héa hoc gia chi€ém choé cua noradrenalin (xem bai "Thudc chita ting
huyét ap")

Tac dung phu: mo mang, Gc ché tam than, chéng mat, nhitc dau, kho miéng, phu.
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Khong dung khi ¢6 r6i loan tuan hoan nao va mach vanh, cac trang thai tram cam, réi loan gan,
than.
Liéu luong: uéng vién 250 mg. C6 thé dung tdi 8 vién/ ngdy.
Ché pham: Dopegyt vién 0,25 g o methyl dopa.

Carbidopa va bemerazid, tc ché dopa decarboxylase & ngo ai bién. Pugc dung phoi hop véi 1-
dopa dé diéu tri bénh Parkinson.

1.1.2. Lam gidm du trit catecholamin trong cdc hat
* Reserpin:

Lam gidi phéng #ir tir catecholamin tit cdc hat luu trit ra ngoai bao tuong dé MAO pha huy, do d6
lugng catecholamin giam & ca trén than kinh trung wong (gay an than), ca & ngoai bién (lam ha
huyét dp). Reserpin codn céan trd qud trinh gan catecholamin (ca noi sinh 1an ngoai sinh) vao cac
hat luu tri.

* Guanetidin (Ismelin)

Chiém ché noradrenalin trong céc hat luu trit va trd thanh chét trung gian héa hoc gia. Khac
reserpin 1a ldc dau guanetidin gay tang nhe huyét 4p do lam giai phong nhanh noradrenalin ra
dang tu do, mat khac guanetidin khong thdm dugc vao than kinh trung uong nén khong cé tac
dung an than.

Téc dung t6i da xudt hién sau 2- 3 ngay va mat di 6- 10 ngay sau khi ngling thudc.

Khong dung cho ngudi bénh c6 loét da day, suy mach vanh, suy than. Khong dung cung véi
clonidin.

Liéu luong: lic dau uong 10 mg/ ngay, sau d6 tang dan t6i 50 - 75mg/ ngay
Ché pham: vién 10 va 20 mg

1.1.3. Ngdn cdn gidai phong catecholamin

Bretylium (Darentin)

Co ché chua that r5. Uc ché giai phéng catecholamin, nhung khong anh hudng dén tic dung cta
adrenalin va noradrenalin ngoai lai. C6 thé 1a bretylium da lam cho mang cdc hat luu trit gidm
tinh tham véi ion Ca™ ma lam cho catecholamin khong duoc giai phong ra.

C6 tac dung gay té tai cho.

Vi ¢6 nhiéu tic dung phu (nhu xung huyét niém mac miii, khé thd, ia 10ng, ha huyét dp, nhugc
co) cho nén con it duoc st dung & lam sang.

1.1.4. Thay thé catecholamin bdng cdc chdt trung gian hod hoc gid

Mot s6 chat khong c6 tic dung duoc 1y, nhung chi€ém chd cua catecholamin va ciing dugc giai
phong ra dudi xtc tac kich thich day giao cam nhu mot chat trung gian héa hoc, duogc goi 1a chat
trung gian hoa hoc gia:

- o methyldopa tao thanh o methyl noradrenalin
- Thudc e ché€ MAO: tyramin chuyén thanh octopamin

- Guanetidin
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1.2.  Thuéc huy adrenalin

Céc thuoc phong toa tic dung trén receptor tuong doi dac hiéu hon thudc kich thich, nghia la
nhiéu thudc kich thich ¢6 tdc dung ca trén hai loai receptor o va 3, con thudc phong toa thudng
chi tic dung trén mot loai receptor ma thoi. Do d6 thudc loai nay dugc chia thanh hai nhém:
thuoc huy o va thuoc huy  adrenergic.

1.2.1. Thuéc huy o- adrenergic

Vi phong toa cac receptor o nén lam giam tic dung tang huyét dp cua nor adrenalin, lam dao
ngugc tic dung tang ap cta adrenalin. Khong tic ché€ tic dung gian mach va tang nhip tim clia cac
thudc cuong giao cam vi déu 1a tiac dung trén céc receptor P. Hién tuong dao nguoc tac dung tang
ap cua adrenalin dugc giai thich 1a cdc mao mach c6 ca hai loai receptor a va 3, adrenalin tic
dung trén ca hai loai receptor do, nhung binh thuong, tic dung o chi€ém uu thé nén adrenalin lam
tang huyét ap. Khi dung thudc phong toa o, adrenalin chi con gay dugc tic dung kich thich trén
cac receptor 3 nén lam gian mach, ha huyét ap.

Nhém thude nay duoc chi dinh trong céc con tang huyét dp, chan doan u tuy thugng than, diéu tri
bénh Raynaud. Hién dang nghién ctu thuéc huy o, dé diéu tri phi dai lanh tinh tuyén tién liét.
Nhuoc diém chung 1a dé gay ha huy ét 4p khi ding, nhip tim nhanh, xung huyét niém mac miii,
co dong tir, buén non, non va tiéu chay do tang nhu dong da day - ruot.

Céc thuoc chi khac nhau vé cudng do tiéu chay va thoi gian tic dung.

1.2.1.1.  Nhom haloalkylamin:

C6 phenoxybenzamin (dibenzylin) va diben amin.

Vé héa hoc, c¢6 cong thitc gin giong nhu mu tac nito (nitrogen mustard). Khi vao co thé, amin
bac 3 dugc chuyén thanh etylen amoni, chit ndy gén chit vao cac receptor o theo lién két cong
héa tri (cht yéu la receptor o), gy tc ché€ rat manh va kéo dai (t6i 24 gio cho mot lan dung
thudc) theo kiéu tic ché mot chiéu.

Liéu luong: phenoxybenzamin, vién nang 10 mg, uéng 2 - 10 vién/ ngay

1.2.1.2.  Ddn xudt imidazolin

C6 tolazolin (Priscol, Divascon) va phentolamin (Regitin)

Uc ché tranh chdp vé6i noradrenalin & receptor o, v o, nén tic dung yéu va ngin hon
phenoxybenzamin nhiéu.

Liéu luong: Priscol uong hodac tiém bap 25 - 50 mg/ ngay. Regitin uéng 20 - 40 mg/ ngay

Con dung dé chén dodn u tuy thuong than: nghiém phap duoc coi 1a duong tinh néu ngudi bénh
nghi ngoi, hoan toan yén tinh, tiém bap hoac tiém tinh mach 5 mg phentolamin, sau vai phit lam
huyét 4p ti da va t6i thiéu ha khodng 4 - 5 cmHg, duy tri duoc 7 phiit r6i trd lai huyét 4p ban diu
trong 10- 15 phuit.

3.2.1.3. Prazosin (Minipress): chdt dién hinh phong tod o,. Dung diéu tri taing huyét 4p, uong 1 -
20 mg mdt ngay. (xin xem bai "Thudc chira tang huyét ap")

3.2.14. Alcaloid nhdn indol:
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Céc alcaloid cua ndm cua ga (ergot de seigle; Secale cornutum; Claviceps purpurea), dugc chia
thanh hai nhém: loai huy giao cam va lam co bép tir cung (gém ergotamin, ergotoxin) va loai lam
co bop tlr cung don thuan (ergometrin).

Vi liéu thap, ergotamin ¢6 tic dung cudng giao cam nhe vi ngan can thu hdi noradrenalin &
ngon day giao cam. Liéu cao, tréi lai ¢6 tdc dung phong toa recepto r o.. Ngoai ra con ¢6 tic dung
truc ti€p 1am co co tron, nén c6 thé 1am co mach tang huyét dp, hoic hoai tir ddu chi va vich mii
trong trudng hop nhiém doc man tinh do an lda mach 4m mdc, 1Am co that rudt, phé quan va ti
cung.

Chi dinh: cat con migren, roi loan thoi k¥ man kinh, chdy mdu tlr cung sau s6 rau

Dén xuét hydro héa cta cac ergot (nhu dihydroergotamin, hydroergotoxin) cé tic dung phong toa

o tang lén trong khi tic dung co co tron giam xuong. Ngoai tic dung phong toa receptor o, tic
dung ha huyét 4p cua ergotamin con dugc giai thich 1a lam giam truong luc trung tam van mach

va kich thich trung tam phé giao cam. Do d6 duoc dung lam thudc gian mach, ha huyét ap: uoéng

4- 6 mg/ ngay, hodc tiém dudi da 0,1 - 0,5 mg/ ngay.

Chong chi dinh: ¢6 thai, réi loan mach vanh

- Yohimbin: 1a alcaloid cta Corynantheyo himbe cé nhiéu & Chau Phi. Ciu tric héa hoc gan
giong reserpin, tranh chap vGi NA tai receptor o,. D& vao than kinh trung uvong. Tac dung yéu va
ngan, nén it duoc dung trong diéu tri.

Trong lam sang con dung lam thuoc cuong duong, vi ngoai tic dung gian mach con kich thich
phan xa tuy.

Liéu luong: Yohimbin clorhydrat 5 - 15 mg/ ngay
1.2.2. Thudéc huy B adrenergic

Con goi la thudc "phong toa B" ("B blocking agent") c6 tdc dung tc ché tranh chdp véi
isoproterenol & cac receptor. Chat dau tién duoc tim ra la dicloisoproterenol (Powell va Slater,
1958). Dugc dung nhiéu trong 1am sang.

1.2.2.1. Tdc dung duoc ly: ¢ 4 tac dung duoc ly chinh vai miic do khdc nhau giita cdc thudc:

* Kha nang huy giao cam f: la tinh chat chung duy nhat cua tét ca cic thudc huy B:

- Trén tim: lam giam nhip tim (20- 30%), giam luc co bép cua co tim, giam luu lugng tim, giam
cong ning va gidm st dung oxy clia co tim, gidm téc do din truyén cua td chifc nit. Chi yéu 1a
do huy B,.

- Trén khi quan: 1am co, dé gay hen. Chu yéu la do huy f,, gay tdc dung khong mong muon.

- Trén than: lam giam tiét renin, ha huyét ap trén nguoi c6 HA cao

- Trén chuyén héa: tic ché huy glycogen va huy lipid

+T4c dung lam 6n dinh mang: giéng quinidin, 1am gidm tinh tham clia mang t€ bao v§ i su trao
dai ion nén ¢6 tac dung chong loan nhip tim.
+ C6 hoat tinh noi tai kich thich receptor B: mot s6 thudc phong toa B khi gan vao céc receptor d6

lai ¢6 tac dung kich thich mot phan. Hiéu qua thuc t&€ it quan trong, nhung c6 thé han ché tic
dung lam giam nhip tim, giam co bép co tim, giam co khi quan ctia chinh né.
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+ Tinh chon loc: nhiéu thudc phong toa B doi lap vdi tat ca cdc tdc dung cudng giao cam cua 3
(B,: tim va B,: mach, khi quan). Nhung mot s6 thudc lai chi phong toa dugc mot trong hai loai
receptor (B,hoac B,), vi th€ phan biét thanh cac loai phong toa chon loc trén giao cam [3:

- Loai tdc dung chon loc trén 3, hay loai chon loc trén tim ("cardioselectifs"), nhu practolol,
acebutalol, atenolol. Thudong dung metoprolol (Lopressor) va atenolol (T enormin)

Loi ich cua loai thudc nay la:

- Do rat kém tdc dung trén B, cha khi quan nén han ché& dugc tai bién co that khi quan.

- Kém téc dung trén 3, ctia thanh mach s€ ¢6 1gi cho di€u tri cao huyét dp (giam co mach ngoai
bién)

- Do rat kém tiac dung trén B, cua thanh mach vanh nén khong boc 10 tic dung cuong o-

adrenergic (tic dung co mach vanh ctia CA tuan hoan trong mau). Binh thudng, do ¢6 tic dung f3
thi tic dung cta o bi lu ma. Khi B bi phong toa thi tic dung cua o s€ dugc boc 10 ra.

- Do khong anh hudng dén cac receptor trong huy glycogen nén khong lam nang thém tinh trang
ha duong huyét.

- Loai c6 tac dung chon loc trén f3,, ding dau 1a Butoxamin, it ¢6 y nghia trong 1am sang.
1.2.2.2.  Chi dinh chinh

- Con dau that nguc, chli yéu do 1am giam sir dung oxy ctia co tim . Trong nhdi méu co tim, tiém
tinh mach ngay tlr gi& dau sé lam giam lan rong & nhoi mau va cai thién duoc tién lugng bénh.

- Loan nhip tim: nhip nhanh xoang, nhip nhanh trén that, tim cuong gidp, cudong dong nhi do
nhiém doc digital.

- Tang huyét ap: do lam giam luu luong tim, giam stc can ngoai bién, giam tiét renin va giam
giai phong noradrenalin (xin xem thém bai "Thuoc chita tang huyét ap")

- Mot s6 chi dinh khéc; cuong gidp, migren, glocom géc md (do lam giam san xuat thuy dich),
run tay khong ré nguyén nhan.

1.2.2.3.  Chodng chi dinh:
- Suy tim la chéng chi dinh chinh vi n6 tc ché co ché bu trir cua tim.
- Bloc nhi- that vi thudc ¢6 tdc dung 1am giam dan truyén noi tai trong co tim.

- Hen phé quan. Loai ¢6 tac dung chon loc trén receptor [, ding cho ngudi hen it nguy hiém hon,
nhung véi li€u cao, trong diéu tri tang huyét dp thi cling bi mat tinh chon loc.

- Khong dung ciing véi insulin va céc sulfamid ha dudng huyét vi c6 thé gay ha dudng huyét dot
ngot.

- C6 thai: khong chong chi dinh tuyét do6i, nhung da gap tré méi dé bi cham nhip tim, ha dudng
huyét, suy ho hap, thai cham phét trién.

1224. Cdc tdc dung khong mong muon
Pugc chia lam hai loai:

* Loai tai bién 1a hau qua cta su phong toa receptor 3
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- Tim: suy tim do lam yéu co bép cua co tim, cham nhip tim, nhi that phan ly .

- Mach: hoi chiing Raynaud, tim lanh dau chi, di khap khiéng, (thudng gap véi propranolol, do 3
bi phong toa thi a s& cuong). Cac thudc chon loc trén 3, va c6 hoat tinh kich thich noi tai thi it tai
bién nay hon

- Phai: cac thude ¢6 tdc dung huy B, > B, s€ gay co khi quén, khé thd. Khong ding cho ngudi
hen.

- Than kinh trung wong: mét moéi, mat ngl, hay nga mé, ao anh, tram cam, thuong gap hon véi

céc thudc dé tan trong md vi dé thdm vao t€ bao than kinh (propranolol, metoprolol), loai it tan

trong m& (atenolol, nadolol) it tai bién hon.

- Chuyén ho4: 1am ha dudng huyét (cin than trong v6i ngudi bi ddi thdo dudng), tang triglycerid

trong mau.

* Loai tai bién khong lién quan dén tac dung phong toa 3

- Hoi chitng mit- da- tai: xudt hién riéng hodc phéi hop véi céc tén thuong clia mat (viem gidc
mac, viém cung mac), da (sin ngta 1ong ban tay, ban chan, ddy da), tai (di€c va viém tai nang).

Da gap vdéi practolol, di€u tri trong 1 -2 nam

- Viém phic mac xo ciing: dau ciing bung phiic mac ¢é nhitng mang day do t6 chifc xo . Sau khi
ngimg thudc hodc diéu tri bang corticoid s& khoi. Gap sau khi diéu tri kéo dai trén 30 thang.

- Trén thuc nghiém, da gap ung thu tuyén tc, ung thu vd, lymphosarcom. Do d6 can theo doi trén

nguoi khi dung li€u cao kéo dai.

1.225.

- C4c thu6c gay cam ting cdc enzym chuyén héa & gan nhu phenytoin, rifampin, phenobarbital,
hiit thudc 14, s& 1am tang chuyén héa, gidm tic dung cltia thudc huy P.

Tuong tdc thudc

- Cac mu6i nhom, cholestyramin lam giam hép thu
- Céc thuoc huy B c6 tac dung hiép dong véi thude chen kénh calci, cdc thudc ha huyét ap

- Indomethacin va cac thuoc chong viém phi steroid 1am giam tac dung ha huyét ap cua cac thuoc
huy B.

1.2.2.6.  Phan loai

Khong co tac dung ""chon loc | Cé tac dung ""chon loc trén tim"'

trén tim"
On dinh mang | Khong 6n On dinh mang | Khong on dinh
dinh mang mang
Khong  cuong | Propranolol Sotalol Esmolol
noi tai p Timolol Atenolol
Co cuong noi | Alprenolol Pindolol Acebutolol
tai Oxprenolol Metoprolol
Practolol
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Su phan loai nay gitip cho chon thudc trong diéu tri. Thi du bénh nhan c6 r 6i loan co thit phé
quan thi nén dung loai c6 tac dung "chon loc trén tim"; bénh nhan ¢6 nhip tim cham thi dung loai
"c6 cuong ndi tai "

122.7. Mot s6 thuoc chinh

* Propranolol (Inderal, Avlocardyl)

La isopropyl aminonaphtyl oxypropranolol. C6 tic dung phong t oa nhu nhau trén ca B, va 3,,
khong c¢6 hoat tinh noi tai kich thich.

Tdc dung:

- Trén tim:1am giam tdn s, giam luc co bép, gidm luu luong tim t6i 30%. Uc ché tim 1a do tic
dung riéng cua propranolol ngan can calci nhap vao t€ bao co tim, giam néng do cal ci trong tui
luGi nodi bao.

- Trén mach vanh: lam giam luu lugng 10 - 30% do tc ch€ gian mach. Lam giam tiéu thu oxy cta
co tim.

- Trén huyét 4p: 1am ha huyét 4p rd sau 48 gid dung thudc. Huyét 4p toi thiéu giam nhiéu.

- Ngoai ra con c6 tdc dung chong loan n hip tim, gay té (do tdc dung 6n dinh mang) va an thin
Chi dinh:

- Tang huyét dp, loan nhip tim, nhip nhanh xoang, cuéng dong nhi, nhip nhanh trén thit, bénh
cudng gidp, suy mach vanh. Uéng liéu hang ngay 120- 160 mg

Vién 40 va 160 mg

- Dung trong cédp ctu loan nhip tim do nhiém doc digital hay do thong tim, do dat 6ng noi khi
quan.

Tiém tinh mach 5- 10 mg. 6ng Smg

Choéng chi dinh: ngoai chong chi dinh chung, propranolol khong dugc dung cho ngudi ¢6 thai
hoic loét da day dang tién trién.

Thu6c duge dé dang hédp thu qua dudng tiéu hoa do tan nhiéu trong md. Gén vao protein huyét
tuong t6i 90- 95%, dam do t6i da trong mdu dat dugc sau khi uong tir 1 - 2 gid. Chuyén héa thanh
hydroxy- 4- propranolol va acid naphtoxyl acetic rat nhanh tai gan nén chi khoang 25% liéu udng
vao dugc vong tudn hoan, t/2: 3- 5 gio.

Vién 40 mg. Uong trung binh 2 - 4 vién / ngay, chia lam nhiéu lan
6ng 1 mL= 1 mg. Dung cap cttu, tiém tinh mach rat cham, tir 1 - 5 mg/ ngay
* Pindolol (Visken);

C6 tdc dung cudng ndi tai B va khong anh hudng dén van chuyén cua ion Ca*™ nén lam ting luc
co bép va tan s6 cta tim. Thudng dung trong cac truong hop cé loan nhip cham véi liéu uéng 5 -
30 mg/ ngay. Tan vira trong m&, sinh kha dung 75% va t/2 = 3 - 4 gio.

* Oxprenolol (Trasicor):
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Dung diéu tri cao huyét dp, con dau that nguc, loan nhip tim. U6ng 160 - 240 mg/ ngay.

* Atenolol (Tenormin): Tac dung chon loc trén f3,- rét tan trong nudc nén it thAm vao than kinh
trung wong, sinh kha dung 50%, t/2 = 5 - 8 gio. Uong 50- 100 mg/ ngay.

* Metoprolol (Lopressor). C6 tic dung chon loc trén tim (3,) nén d& gay con hen phé quan (3,).
Uodng 50- 150 mg/ ngay. Hap thu nhanh qua duong udng, sinh kha dung 40% va t/2 = 3 - 4 gio.

CAU HOI TU LUONG GIA

1. Trinh bay sinh chuyén héa ciia catecholamin tai ngon ddy giao cdm.
Trinh bay su phdn loai cdc receptor cuia hé giao cam: vi tri, ddp ting va chdt chii van.

Phdn tich, so sdnh tdc dung va dp dung diéu tri cia adrenalin, noradrenalin va
dopamin.

Phdn biét tdc dung cia thudc cuong f, va B, giao cam.

Trinh bay co ché tdc dung, tdc dung va dp dung ldm sang cia isoproterenol,
dobutamin va albuterol (Salbutamol, Ventolin).

6. Phdn tich co ché ciia cdc thudc huy giao cam.

7. Trinh bay ddc diém tac dung va dp dung diéu tri cua thuéc huy o giao cdm, néu 2
thudc thi du.
8. Trinh bay tdc dung duoc 1y va dp dung ldm sang cua thudc huy p.
Trinh bay cdc tdc dung khong mong muon ciia thudc huy .
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Bai 7: THUOC TE

MUC TIEU HOC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:
1. Trinh bay duoc co ché'tdc dung va tdc dung ctia thuoc té
2. Phdn tich duoc nhiing tdc dung khéng mong muon va doc tinh cuia thuoc té

3. Phdn biét duoc ddc diém tdc dung ciia cocain, procain

lidocain, bupivacain va
ethylclorid.

1. TINH CHAT CHUNG cUA THUOC TE

1.1. Pinh nghia

Thudc té 1am mét cam gidc (dau, nhiét do) cia mot ving co thé, tai chd dung thudc, trong khi
chiic phan van dong khong bi anh hudng.

Carl Koller (1884) dung dung dich cocain dé gay té gidc mac, md diu thoi ky clia cdc thudc té.
Ngay nay, vi tinh chat doc va giy nghién cta thudc, cocain da dan dan bi bo. Vi viéc tim ra
procain (novocaine), Einhorn (1904) di m& dau thoi ky thi hai, rit quan trong vi ding tiém dé
gay te.

1.2. Pac diém cua thudc té tot

Nhiéu thudc c6 tac dung gay té, nhung mot thudc té t6t can dat duoc céc tieu chudn sau:

- Ngan can hoan toan va dic hiéu su dan truyén cam gidc.

- Sau tac dung cua thudc, chitc phan than kinh duoc héi phuc hoan toan.

- Thoi gian khdi té ngan, thoi gian tic dung thich hgp (thuong 1a khoang 60 phuit).
- Khong doc, khong kich thich mé va khong gay di tng.
- Tan trong nuéc, vitng bén duéi dang dung dich, khit khu4n xong van con hoat tinh.
1.3. Lién quan giira cau tric va tac dung

Céc thudc té déu c6 cau triic gan giong nhau, tuong tu lidocain, gdbm ba phan chinh: cuc wa md,
cuc ua nudc va chudi trung gian:

. e e
: Ra
E . dudng ndi ester

i H Ry

; -
@—g— NH—CO —(CH2)ni—N__

! : Rz

dudng ndi amid !

Cuc uva mo Chudi trung gian Cuc va nuoc
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- Cuc ua m& 1a nhan thom, c¢6 anh huéng dén su khuéch tan va hiéu luc cua tic dung gay té. Tinh
wa md 1am tang 4i luc cua thudc véi receptor nén 1am tang cuong do té; dong thoi lam cham thuy
phan cua cac esterase nén lam kéo dai thoi gian té. Tuy nhién, doc tinh cua thudc lai tang.
- Cyc va nude la nhém amin bac 3 (- N )¢ hodc bac 2 (— NH —) quy dinh tinh tan trong nuéc
va su ion héa cua thuéc. Nhém amin 1a chat nhan H* theo phan tng:

R —NH, + H,0O > R-NH,+OH"
- Chudi trung gian: ¢6 4-6 nguyén tir (dai 6-9nm) anh hudng dén doc tinh cha thudc, chuyén hoa
va thoi gian tdc dung ctia thudc. Ngodi gidi han do, tdc dung s& kém dan. Trong chudi nay c6 thé
co:
. Nhém mang duong néi ester (—COO—, nhu procain) bi thuy phan nhanh & gan va mau do cac
esterase, nén c6 thoi gian tac dung ngan.
. Nhém mang duong n6i amid (—NH—CO-, nhu lidocain), khé bi thuy phan, tic dung dai.
1.4. Co ché tac dung
Céc thudc té téng hop lam gidm tinh thAm clia mang t&€ bao véi Na * do gén vao receptor clia kénh
Na* & mdt trong ciia mang, khic vdi cac doc to thién nhién nhu tétrodotoxin gin & mat ngoai clia
kénh. Nhu vay, thudc té 6 tic dung 1am “6n dinh mang”, ngan cin Na * di vao t&€ bao, 1am t& bao
khong khir cuc dugce.
Ngoai ra, thudc té con lam giam tan s6 phong xung tac ciia cic sgi cam giac.
HAu hét cdc thude té déu c6 pKa 1a 8,0 - 9,0, vi vay, & pH cta dich co thé déu phan 16n & dang
cation, 1a dang c6 hoat tinh gan vao dugc receptor, nhung lai khong qua dugc mang t€ bao nén
khong c¢6 tac dung, vi receptor cuia thudc té nim & mit trong mang t€ bao.

Qua4 trinh tham nhap qua mang t&€ bao dé t6i duoc receptor dién bién nhu so do:

R, R,
| Hé thong dém clia mo |
R,-N*-HCI" + NaHCO, R,-N + NaCl + H,CO,
R, R,
Trong 6ng tiém, thudc dudi dang muoi Chuyén thanh dang base tu
do,
hydroclorid, tan, 1a ion, khong qua dugc qua dugc mang

mang t€ bao

Mang t€ bao |
R, R,
R,-N- +HOH %> R,-NH" + OH
R, R,
Bi ion héa thanh amoni bac 4, mang dién (+), gan
dugc vao receptor.
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Hinh 7.1. Qua trinh tham nhap cla thudc té qua mang t€ bao dé gin vao receptor

Thudc té it c6 hiéu qua & mo nhiém khudn vi & dé pH thap nén chi ¢6 ty 1 rat thap thudc té qua
dugc mang.

Mudn 1am té nhanh thi can tang néng do cua thudc. Nhung khi d6 sé c6 hai cho mo va dé dan téi
nhiém doc toan than, cho nén trong thuc hanh, can chon néng do toi wu.

1.5. Tac dung duoc ly
1.5.1. Tac dung tai cho:

Thudc té tac dung trén tat ca cdc so¢i than kinh trung wong (cam gidc, van dong) va than kinh thuc
vat, 1an luot tr soi bé dén soi to tuy theo ndong do cla thudc. Thit tu mat cam gidc 1a dau, lanh,
néng, xtc gidc nong, roi dén xic gidc sau. Khi hét thudc, tdc dung hoi phuc theo chiéu ngugc lai.

Tuy theo muc dich 1am sang ma st dung cac duong dua thudc khac nhau:

- Gay té bé mat: boi hodc thdm thudc tai chd (0,4 -4%).

- Gay té tham nhiém = tiém du6i da dé thudc ngam dugc vao tan cing than kinh (dung dich 0,1 -
1%).

- Gay té dan truyén: tiém thudc vao canh dudng dan truyén cta than kinh (gay té than than kinh,
phong toa hach, gay té ngoai mang cing, gay té tuy song (xem so d 0).
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Mang cimg
© Mang nhén

Gay té tuy sdng

Phong L€ hach

Mach

g (e  Gaytebé mat
Gay té dan truyén Da

Gay té tiém ngdm
So d6 cdc cich gay &

1.5.2. Tdc dung toan thdn
Chi xuat hién khi thudc té thdm dugc vao vong tuan hoan véi nong do hiéu dung:

- Tac dung tc ché than kinh trung wong xuét hién sém nhat véi trung tam tc ché nén gay cac dau
hiéu kich thich: bon chén, lo 4u, run co, con co g iat (diéu tri bang diazepam), mat dinh huéng.

- Uc ché dén truyén than kinh- co gay nhugc co, liét ho hap.
- Lam gian co tron do tac dung liét hach va tac dung truc ti€p trén co tron.

- Trén tim - mach: do tdc dung 1am “én dinh mang”, thudc té 1am gidm tin h kich thich, gidm din
truyén va giam luc co bép clia co tim. C6 thé gay loan nhip, tham chi rung tam that.

Trén mach, hau hét gy gian mach, ha huyét ap (trr cocain).

- Trén méau: liéu cao (trén 10 mg/ kg) prilocain tich tu chat chuyén héa O - toluidin gy oxy hoéa,
bién Hb thanh metHb.

1.6. Tac dung khong mong mudn va doc tinh

1.6.1. Loai tic dung do thudc ngdm vao vong tuan hoan vé6i nong do cao, gay nhitng biéu hién
than kinh (buén non, non, mat dinh huéng, dong tac giat rung, liét ho hip), hodac tim mach (r6i
loan dan truyén, bloc nhi that...).

1.6.2. Loai tac dung dac hiéu, lién quan dén k¥ thuat gay té: ha huyét ap, ngiing ho hap do gay
té tuy song, tén thuong than kinh do kim tiém dam phai hoic do thudc chén ép.

1.6.3. Loai phan ing qud man hay di Gng phu thuodc vao ting ca thé. Thudng gip vé6i cdc dan
xudt c6 thay thé€ & vi tri para cia nhan thom (ester cta acid para aminobenzoic), loai duong noi
ester (procain). Rat it gap vdi loai c6 duong ndi amid (lidocain).

1.7. Duoc dong hoc
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Céc thudc té déu Ia base yéu, it tan trong nuGc, nhung khi két hop véi acid (nhu HCI) s€ cho cac
mudi rét tan va hoan toan 6n dinh (dung dich c6 pH acid).

Khong tham qua da lanh. Céc thudc té téng hop khé thim qua niém mac. Gidng héa va thai trix
phu thudc chu yéu vao cau tric. Cac thud ¢ té cé chiic amid (nhu lidocain) hoac chic ether (—O-),
(nhu quinisocain) chi bi chuyén ho4 rat it & gan boi cyt P ,5,, phan 16n thai trlr nguyén chét qua
than. Toc do chuyén hoa tu nhanh dén cham la prilocain
>etidocain>lidocain>mepivacain>bupivacain. 0 nguoi binh thuong, t/2 cla lidocain 1a 1,8 gio; &
ngudi suy gan nang c6 thé t6i >6gid. Cac thudc té ¢ chiic ester (procain) bi thuy phan boi céc
esterase clia ca gan va huyét tuong, nén giang hoa va mat tic dung nhanh, t/2 véi procain chi
khoang 1 phuit.

Loai ester bi chuyén hoa thanh para amino benzoic acid (PABA) nén dé gay di tng. Con loai
amid khong bi chuyén thanh PABA nén rét hi€ém gay di tng.

1.8. Tuong tac thuoc

- Bé khic phuc tdc dung gay gidn mach cua thudc té (trlr cocain gdy co mach), thudng phdi hop
vGi adrenalin, nhat 1a khi gdy té thAm nhiém. Adrenalin 1am co mach, ¢6 tic dung ngan can su
ngam thudc té vao tuan hoan chung va kéo dai dugc thoi gian gay té.

- Cac thuoc lam tang tdc dung cua thudc té: ciac thudc giam dau loai morphin, cac thudc an than
kinh (clopromazin).

- Céc thuoc dé lam tang doc tinh cta thudc té: quinidin, thudc phong toa P adrenergic (lam roi
loan dan truyén co tim).

- Thudc té hiép dong véi tic dung ctia cura. Sulfamid d6i khang 2 chiéu véi céc thude té dan xudt
tir acid para amino benzoic (nhu procain).

1.9. Ap dung lam sang
1.9.1. Chi dinh
- Gay té bé mat: Viém miéng, viém hong, chudn bi noi soi, st dung trong nhan khoa.

- Gay té dan truyén: Mot s6 ching dau, phau thuat chi trén, trong san phu khoa (giy té ngoai
mang cing).

- Cac chi dinh khac: Loan nhip tim (xem bai thudc chita loan nhip tim).
1.9.2. Chong chi dinh

- Roi loan dan truyén co tim

- C6 di ting (tim nhém thudc khac).

1.9.3. Thdn trong khi dung thuéc

- Dung diing tong liéu va chon ding nong do t6i wu. Khong dung thudc qué lo ang va khong vuot
qua 1% néu tiém tuy song.

- Tiém ding ving can gay té. Khong tiém vao mach hoac truc ti€p vao than kinh.
- Ngimng ngay thudc néu c6 bat ky mot biéu hién bt thudng nao.
2. CAC LOAI THUOC TE THUONG DUNG
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2.1. Cocain

Bang A-nghién. Vi vay ngay cang it dung.

La thuoc té duy nhat c6 nguon goc thuc vat (1a cay Erythroxylon coca) ¢6 nhiéu & Nam My.
2.1.1. Tac dung

- Gay té: tham qua dugc niém mac, dung trong tai mii hong (dung dich 10 -20%) hoac khoa mat
(dung dich 1-2%).

- Trén than kinh trung wong: gay kich thich, sang khodi, ao gidc, giam mét moi (dé gay nghién).
Li€u cao gay run chi va co giat.

- Trén than kinh thuc vat: cuong giao cam gian ti€p do ngan can tai thu hoi noradrenalin & ngon
day giao cam, lam tim dap nhanh, co mach, tang huyét ap.

2.1.2. Déc tinh

- Cdp: co mach manh (tim téi, hoi hop, lo so, dé bi ngat), kich thich than kinh trung wong (4o
gidc, co giat).

- Man: dé gay quen thudc va nghién, mat nhot nhat, dong tir gian, hoai tir vaich mii.
2.2. Procain (novocaine)

Béang B. Téng hop (1905)

- La thuoc té mang duong noi este, tan trong nudc.

- Tac dung gay té kém cocain 4 lan, it doc hon 3 lan.

- Khong tham qua niém mac, khong lam co mach, ngugc lai, do ¢6 tic dung phong toéa hach lai
lam gidn mach, ha huyét ap. Khi gay té nén phoi hop véi a drenalin dé lam co mach, tang thoi
gian gay te.

- Ding 1am thuoc gay té dan truyén, dung dich 1% -2% khong qua 3mg/kg can nang.
- Doc tinh: di ting, co giat roi tc ché than kinh trung uong.

- Hién c6 nhiéu thudc t6t hon nén ngay cang it ding.

2.3. Lidocain (xylocain): Téng hop (1948). Hién dung rét rong réi.

- La thudc té mang duong néi amid, tan trong nudc.

- La thudc gay té bé mat va gay té dan truyén t6t. Tac dung manh hon procain 3 1an, nhung doc
hon hai lan.

- T4c dung nhanh va kéo dai do bi chuyén héa cham. Hai chit chuyén héa trung gian la
monoethylglycin xylidid va glycin xylidid van con tac dung gay té. Vi khong gay co mach nén
néu dung cung véGi adrenalin, thoi gian tac dung s€ 1au ma doc tinh lai giam.

- Doc tinh:

+ Trén than kinh trung wong: lo &u, vat va, buoén non, nhic dau, run, co giat va tram cam, tc
ché than kinh trung wong.

+ Trén ho hép: thd nhanh, réi khé thd, ngiing ho hap.
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+ Trén tim mach: tim dap nhanh, tang huyét ap, ti€p theo la cac dau hiéu tc ché: tim dap
cham, ha huyét ap, do tic dung tc ché trung uong.
2.4. Bupivacain (Marcain)
La nhém thuoce té c6 duong ndi amid nhu lidocain. Dung tir 1963.

- bic diém gay té: thoi gian khéi té cham, tic dung gay té lau, cudng do manh gip 16 lan
procain, néong do cao phong téa con dong kinh van dong.

- Dung dé gay té timg viing, gay té than than kinh, ddm r6i than kinh va gay té tuy song. Dung
dich gay té tly s6ng c6 ty trong 1,020 & 37° (6ng 4ml = 20mg bupivacain clohydrat): tiém tuy
song 3ml & tu thé ngoi, tic dung té va mém co (co bung, co chi dudi kéo dai 2-2,5 giod).

- Dé tan trong md, gan vao protein huyét tuong 95%, hoan toan chuyén héa & gan do Cyt.P ,, va
thai trir qua than.

- Boc tinh: doc tinh trén tim manh hon lidocain: gay loan nhip thit nang va tc ch€ co tim, do
bupivacain gan manh vao kénh Na™ ctia co tim va tc ch€ ca trén trung tam van mach.

- Gay té timg ving, tuy thudc muc dich, tuy thuoc tudi clia ngudi bénh, dung dung dich 0,25 -
0,50% (c6 thé kém theo adrenalin dé gay co mach), tiém tir vai ml t6i 20 ml. Tong liéu cho 1 1an
gay té khong vugt qué 150mg.

2.5. Ethyl clorid (Kélene) C,H,Cl

La dung dich khong mau, soi & nhiét do 12 °C. C6 tac dung gay mé nhung tic ché manh ho hép,
tudn hoan nén khong dung. Do bdc hoi & nhiét do thap, nén c6 tic dung lam lanh rat nhanh viing
da dugc phun thudc, gay tac dung té manh, nhung rit ngan.

- Chi dinh: trich 4p xe, mun nhot, chian thuong thé thao.
- Thudc dung trong lo thily tinh, ¢é van kim loai, dé tién sir dung khi phun vao noi can gay té.

CAU HOI TU LUONG GIA

1. Trinh bay co ché'tdc dung va tdc dung duoc ly ciia th udc té.

2. Trinh bay duogc dong hoc va tdc dung khong mong mudn cuia thuoc té.
Phan biét ddc diém tdc dung va dp dung ldm sang ciia cocain, procain, lidocain, bupivacain va
ethyl clorid.
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Bai 8: THUOC NGU VA RUGU

MUC TIEU HOC TAP: Sau khi hoc xong bai ndy, sinh vién c¢6 kha nang:
1. Néu dugc moi lién quan giita cdu triic héa hoc va tdc dung ciia barbiturat.
2. Trinh bay duoc cdc tdac dung duoc ly cua barbiturat.

3. Néu duoc triéu chiing ngd doc cdp va cdch xit ly ngd doc cua thudc ngu barbiturat
(phenobarbital).

4. Trinh bay duoc tdc dung, ngd doc cdp va man, diéu tri ngé doc ruou ethylic.

1. DAl CUONG

Giéic ngt 12 nhu cdu rét cdn thiét cho co thé. O nhimg dong vat bac cao, dé cho qud trinh séng cé
thé dién ra binh thudng phai c6 su luan phién cua hai trang thdi thic va nga.

Do tic ch€ than kinh trung wong, thuéc ngl tao mot giac ngl gan gidc ngh sinh 1y. Khi dung li€u
thap, thudc gay tic dung an than, véi liéu cao c6 thé gdy mé. Thudc c6 thé gay ngd doc va ché t
khi dung & liéu rét cao.

Dé chong mat ngt, 1am gidm trang thdi cang thang than kinh... truéc day thudng ding barbiturat
va mot sO thudc ngu khac nhu dan xuat piperidindion, carbamat, rugu, paraldehyd, dan xuét
benzodiazepin. Ngay nay, hay dung thudc an than- giy ngl loai benzodiazepin vi it gay quen
thuoc va it tic dung khong mong muon.

2. BARBITURAT
Cdc barbiturat déu 1a thudc doc bang B, hién nay it dung.
2.1. Cau tric

Acid barbituric (2, 4, 6- trioxohexahydropyrimidin) dugc tao thanh tir acid malonic v a ure.
NH, HOOC NH - OC H

NPV RN
NIV

NH,

Uré acid malonic acid barbituric

Vi l1a acid manh, dé bi phan ly nén acid barbituric chua khuéch tdn dugc qua mang sinh hoc va
chua c6 tdc dung. Khi thay H & C, bang cdc goc R, va R,, duoc cdc barbiturat (1a acid yéu, it
phan ly) c6 tic dung tc ché€ than kinh trung uong.

2.2. Lién quan giita cau tric va tac dung
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Khi thay déi cau triic, s€ anh hudng dén do ion héa va kha ning tan trong lipid cua thudc, do d6
mutc do khuéch tdn clia thudc vao ndo va 4i luc clia thuodc doi vé6i lipid clia co thé ciing bi thay
déi, nén cudng do tac dung ciing thay déi.

Tac dung sé rat yéu khi chi thay th¢ mot H 6 C.,.
Néu thay hai H & C, bang cac chudi R, va R, sé tang tac dung gay ngu.

Tac dung tc ch€ than kinh trung wong sé manh hon khi R, va R, 1a chudi nhanh hodc goc carbua
hydro vong hoac chua no.

Khi mot H & C; dugc thay bing mot géc phenyl, s& duge phenobarbital ¢6 tdc dung chong co
giat.
Thay O & C, bang S, dugc thiobarbiturat (thiopental) gdy mé nhanh va ngan.

Khi thay H & N, hoac N, bang géc methyl ta ¢ barbiturat Gc ché than kinh trung wong manh va
ngan (hexobarbital).

2.3. Tac dung duoc ly
2.3.1. Trén than kinh

Barbiturat tc ché than kinh trung uong. Tuy vao li€u ding, cdch dung, tuy trang thii ngudi bénh
va tuy loai barbiturat ma dugc tic dung an than, gy ngl hoac gy mé.

Barbiturat tao ra gidc ngu gan giéng gidc ngu sinh 1y, lam cho gidc ngt dén nhanh, giam lugng
toan thé clia gidc ngl nghich thudng (pha ngt nhanh, dién nio do cé séng nhanh, ngl rat say
nhung ¢6 hién tuong van dong nhan cau nhanh nén pha nay con dugc goi la pha ngt cé van dong
nhan ciu nhanh), giam ty 1é cta gidc ngl nghich thuong so véi gidc nga sinh ly.

V6i liu gay mé, barbiturat tic ché tlly s6ng, lam gidm phan xa da synap va cé thé 1am gidm ap
luc dich nido tuy khi dung & liéu cao.

Barbiturat (vi du phenobarbital) con chong dugc co giat, chong dong kinh, do lam giam tinh bi
kich thich ctia vd ndo. Barbiturat doi 1ap véi con co giat do strychnin, picrotoxin, cardiazol, doc
to uon van...

Co ché tac dung:

Gitta hanh ndo va cu ndo sinh tu ¢6 hé ludi cta ndo gitta gdbm phan trude (phan di 1én) hoat héa va

phan sau (phin di xuéng) c6 tinh tic ché. Barbiturat tic dong bang cdch tc ché chic phan clia hé

luéi ma vai tro 12 dan dit, chon loc nhitng thong tin tir ngoai bién vao vo nio. Thudc c6 thé ngin
can xung tdc than kinh qua cdc truc hé luéi- vo ndo, ngoai bién- d6i ndo- vé nio, hé ludi- ca
ngua, vo ndo- doi ndo...

Barbiturat tdc dung gidn ti€p thong qua GABA, lam tang thoi lugng md kénh Cl . Vi liéu cao,
barbiturat tic dung truc ti€p trén kénh Cl -, gitip m& kénh, Cl - tién ao at vao trong t€ bao than
kinh, gay uu cuc héa. Picrotoxin doi lap véi barbiturat & kénh Cl °, ttc ché van chuyén CI *, gay co
giat.

Barbiturat c6 kha nang tang cuong hoic bat chudc tdc dung tic ché synap clia GABA, tuy nhién
tinh chon loc kém céc benzodiazepin.

2.3.2. Trén hé thong ho hdp
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Do tic ch€ truc ti€p trung tam ho hidp & hanh ndo nén barbiturat lam giam bién do va tin s6 cac

nhip thé. Liéu cao, thudc huy hoai trung tam ho hap, 1am gi am dap tng véi CO,, c6 thé gay nhip
thd Cheyne- Stockes.

Ho, hit hoi, nic va co thét thanh quan 1a nhitng dau hiéu c6 thé gap, khi dung barbiturat gy mé.
C4c barbiturat lam giam st dung oxy & ndo trong lic gdy mé (do tc ché hoat dong cuia neuron).

2.3.3. Trén hé thong tuan hoan

Vi liéu gay ngu barbiturat it anh hudng dén tuin hoan. Liéu gay mé, thudc lam giam luu luong
tim va ha huyét 4p. Barbiturat tc ché tim & liéu doc.

2.4. Poc tinh

Trong bai nay chiing t6i chi dé cap dén doc tinh cua phenobarbital, mot b arbiturat con duoc ding
nhiéu trén 1am sang.

2.4.1. Tdc dung khong mong muon

Khi dung phenobarbital, ti 1& nguoi gap cac phan ting c6 hai chi€ém khoang 1%.
- Toan than: budn ngu

- M4u: ¢6 hong cau khdng 16 trong mau ngoai vi.

- Than kinh: rung giat nhan cau, mat diéu hoa dong tac, bi kich thich, lo sg, 14 1an (hay gap &
ngudi bénh cao tudi).

- Da: néi mén do di tng (hay gip & ngudi bénh tré tudi). Hi€m gip hoi ching dau khép, r6i loan
chuyén héa porphyrin do phenobarbital.

2.4.2. Ngo doc cdp

Ngo doc cdp phenobarbital phan 16n do ngudi bénh uong thudc v6i muc dich tu tir. VGi liéu gép
5- 10 I4n liéu ngt, thude c6 thé gay nguy hiém dén tinh mang. Tl vong thudng xay ra khi néng
do phenobarbital trong mau cao hon 80 microgam / ml.

2.4.2.1. Triéu chitng nhiém doc

- Ngudi bénh budn ngli, mat dan phan xa. Néu ngo6 doc niang c6 thé mat hét phan xa gan xuong,
ké ca phan xa gidc mac.

- Dong tr gian, nhung van con phan xa véi dnh séang (chi mat néu ngudi bénh ngat thd do tut ludi
hoac suy ho hép).

- Gian mach da va c6 thé ha than nhiét (vi thuéc 1am giam chuyén héa chung nén gay gidm sinh
nhiét).

- Rai loan ho hép, nhip thd chdm va néng, giam luu lugng ho hap, giam thong khi phé nang.

- R6i loan tuan hoan: giam huyét ap, truy tim mach. Cudi cing, ngudi bénh bi hon mé va chét do
liét ho hap, phu nao, suy than cép.

24.22. Xutri

Xt tri cap cttu phu thudc vao mic do nang khi bénh nhan vao vién: loai bo chat doc trudc hay hoi
stc trudc.
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- bam bao thong khi: dat 6ng ndi khi quan, hit dom, ho hap nhan tao, mé khi quan néu c6 phu
thiét hau, thanh mon.
- Han ch& ngo6 doc:

. Rira da day bang dung dich NaCl 0,9% hoac KMnO , 0,1%, ngay ca khi da ngo doc tir 1au vi khi
ngo doc barbiturat, nhu dong da day bi giam nén thudc & lai lau trong da day.

Lay dich rira da day & 1an dau dé xét nghiém doc c hat.

. Uong than hoat dé tang dao thai thudc va rit ngin thdi gian hon mé hoic thudc tdy sorbitol 1 - 2
glke.

- Tang dao thai:

i (/}éy bé)i niéu cudng bic: truyén dung dich man ding truong hoac dung dich glucose 5% (4 - 6
it/ ngay

Dung thudc loi niéu tham thau (truyén tfinh mach cham dung dich manitol 100 g/ lit) dé tang thai
barbiturat.

. Base hod huyét tuong: truyén tinh mach dung dich base natribicarbonat 0,14% (0,5 - 1 lit)

. Loc ngoai than: 1a bién phdp thai trir chat doc rat ¢6 hiéu qua nhung khong phai & t uyén nao
ciing c6 thé 1am dugc, gid thanh cao.

. Khi bénh nhan ngé doc nang, nong do barbiturat trong mau cao nén chay than nhan tao (phai
dam bao huyét 4p bang truyén dich, dopamin hay noradrenalin).

.0 nhiing bénh nhan c6 tut huyét ap, suy vanh hoac suy tim, loc mang bung s€ c6 hiéu qua hon
than nhan tao.

- bam bao tuan hoan.

. H6i phuc nudc dién giai, thang bang acid base.

. Néu truy mach: chong soc, truyén noradrenalin, plasma, mau.

- Chong boi nhiém, chu y t6i cong tac ho 1y va cham séc dac biét trong t ruong hgp bénh nhan bi
hon mé.

2.4.3. Ngo6 doc man tinh

Ng6 doc man tinh barbiturat thuong gap & cac bénh nhan lam dung thu6c dan dén nghién thudc.
Biéu hién clia ngd doc gdom céc triéu chiing: co giat, hoang loan tinh than, mé sang...

2.5. Tuong tac thuoc

- Barbiturat gdy cam ting manh microsom gan, do d6 sé lam giam tic dung ctia nhitng thudc dugc
chuyén héa qua microsom gan khi ding phdi hop, vi du nhu ding phenobarbital cling véi
sulfamid chong dai thdo duong, thudc chong thu thai, estrogen, griseofulvin, cort ison, corticoid
tong hop, diphenylhydantoin, d4n xudt cumarin, aminazin, diazepam, doxycyclin, lidocain,
vitamin D, digitalin...

- C6 mot s6 thudc c6 thé 1am thay déi tdc dung cla barbiturat nhu ruou ethylic, reserpin,
aminazin, haloperidol, thuéc chong dai thio duong, thuéc tGc ch€ microsom gan (cimetidin,
cloramphenicol...) lam tang gidc ngl barbiturat.
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3. DAN XUAT BENZODIAZEPIN

DPuoc tong hop tir 1956, ngay nay dugc ding nhiéu hon barbiturat vi it doc, it tuong téc véi thudc
khéc. Benzodiazepin ¢6 tac dung an than, giai lo, lam dé ngu, gian co va chéng co giat. Thudng
dung dé chita mat ngl hodc khé di vao gidc ngt do uu tu lo ling (xem bai"Thudc binh than").

4. RUGU
4.1. Ruou ethylic (ethanol)
4.1.1. Tac dung

- Than kinh trung wong: ruou tc ché than kinh trun g wong. Tac dung cta ruou trén than kinh
trung uong phu thuoc vao noéng do rugu trong mau: & néng do thap ruou co tic dung an than, lam
giam lo au, & nong do cao hon ruou gay roi loan tAm than, mat diéu hoa, khong tu chi duge hanh
dong va c6 thé bi hon mé, tic ché ho hap, nguy hiém dén tinh mang khi néng do rugu trong mau
qua cao.

Co ché€ tac dung: Trudc day nguoi ta cho rang tac dung tc ché than kinh trung wong 1a do ruou
lam tan ra 16p lipid clia mang, nén anh hudng dén hoat dong cua cac kénh ion va céc prote in tac
dong trén céc kénh.

Nhitng nghién ctu gin day cho thdy ruou lam ting kha niang gin cia GABA trén receptor
GABA,. Rugu con tiac dong trén receptor NMDA glutamat (N - methyl- D- aspartat), tic ch€ kha
nang mé kénh Ca™ cua glutamat.

- Tai ché: khi boi ngoai da rugu c6 tac dung sat khudn, t6t nhat 1a rugu 70 °. Rugu 90° 1am dong
protein & da, 1am hep cdc 16 ti€t mo hoi, do d6 ruou khong tham sau vao trong da dugc.

- Tim mach: rugu nhe it 4anh hudng dén tim mach. Dung rugu manh trong thdi gian dai c6 thé gay

gian co tim, phi dai tam that va xo hoa.

- Tiéu héa: ruou nhe (dudi 10°) 1am tang tiét dich vi, dich vi c6 nhiéu acid va it pepsin, ting nhu

dong ruot, tang kha nang hap thu thitc an ¢ niém mac ruot. Vi vay, dung ruou nhe ¢ diéu do sé

lam tang thé trong.

Nguoc lai, ruou 20° ic ché su bai tiét dich vi. Ruou manh (40°) gay viém niém mac da day (do
anh huodng t6i 16p chat nhay ¢ da day), non, co that ving ha vi, 1am giam su hdp thu cia mot s6

thudc qua ruot.

- Co tron: do tc ché trung tam van mach nén ruou gay g ian mach. Tac dung gian mach cua ruou
con do kha niang 1am gidn co tron cha acetaldehyd (chat chuyén héa clia ruogu). Do dé, ngudi ngd

doc rugu dé bi ha than nhiét va khi gap lanh dé bi chét céng.

Ruou con lam gian co tir cung.

4.1.2. Duoc dong hoc

Ruou hap thu nhanh qua dudng tiéu héa. Sau khi uong 30 phit, ruou dat nong do toi da trong
mau. Thic an lam giam hap thu rugu.

Sau khi hdp thu, ruou dugc phan phéi nhanh vao céc t6 chiic va dich ctia co thé (qua dugc rau
thai). Nong do ruou trong té chitc tuong duong v 6i ndong do trong mau.

Trén 90% rugu dugc oxy héa & gan, phin con lai duoc thai trir nguyén ven qua phéi va than. C6 2
con dudng dé chuyén héa rugu thanh acetaldehyd.
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- Chuyén héa qua alcool dehydrogenase (ADH): (1a con dudng chinh). ADH 1a mot enzym chia
k&m, c6 nhiéu & gan. Ngudi ta con tim thdy ADH & ndo va da day. ADH chuyén ruou thanh
acetaldehyd véi su tham gia cia NAD ™ (nicotinamid adenin dinucleotid).

- Chuyén héa qua hé microsomal ethanol oxidizing system (MEOS) khi nong do ruou trong mdu
trén 100 mg/ dL (22 mmol/ L), rugu duoc chuyén héa qua h¢ MEOS. O nhiing ngudi nghién
rugu, hoat tinh clia cdc enzym ting lén, 1am tang chuyén héa ctia chinh ruou va mot so thude
duoc chuyén héa qua hé nady nhu phenobarbital, meprobamat, carbamazepin,
diphenylhydantoin...

4.1.3. Ung dung ctia ruou

- Ngoai da: dung dé s4t khudn

- Giam dau: c6 thé tiém ruou vao day than kinh bi viém dé giam dau.
4.1.4. Ngo doc man

O nhimg ngudi ding ruou lau dai, mot s6 co quan nhu gan, than kinh, da day, tim mach... s& bi
ton thuong.

- Gan dé bi viém, nhiém md& gan, xo gan. Phu nit dé nhay cam véi doc tinh cua rugu hon nam
gidi.

- Ruou lam tang su bai tiét dich vi, dich tuy, anh hudng téi 16p chit nhay & niém mac dan téi
viém da day.

Ngudi nghién rugu hay bi tiéu chdy (ruou gay thuong tén rud t non), chdn an, gy yéu va thi€u
mau.

- Viém day than kinh, r6i loan tam than, co giat, giam kha nang lam viéc tri 6c, mé sang... thuong
gap 6 ngudi nghién rugu nang.

- U6ng ruou manh va kéo dai, co tim dé bi ton thuong va xo héa. 5% ngudi nghién ruou bi ting
huyét ap.

- Ruou ¢6 4nh hudng t6i hé thong mién dich (thay déi su hoa ting dong bach ciu, s6 luong t€ bao
limpho T, hoat tinh cia NK (natural killer cell) do d6 ngudi nghién rugu dé mic cac bénh nhiém
khuan nhu viém phéi, lao...

Kha nang bi ung thu miéng, thuc quan, thanh quan va gan & ngudi nghién rugu thuong cao hon
nguoi binh thuong.

4.1.5. Diéu tri ngo doc

4.1.5.1. Ngo doc cdp

- Rira da day né€u bénh nhan méi bi ngd doc

- Pam béo thong khi dé trdnh suy ho hap

- Giai quyét tinh trang ha dudng mdu, tin g ceton mdu bang truyén glucose.

- Bénh nhan non nhiéu, c6 thé ding thém kali (néu chic phan than binh thuong)

- Vitamin B, va mot s6 vitamin khdc nhu acid folic, vitamin B, ¢6 thé 1am gidm b6t cdc thuong
ton than kinh do ruou gay ra.
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4.1.5.2. Ngo doc man tinh
Dung disulfiram dé chita nghién ruou

Disulfiram (tetracthylthiuram) ¢ ché aldehyd dehydrogenase, lam tang nong do acetaldehyd
(gap 5 dén 10 lan) nén gay doc.

Sau khi u6ng, khoang 80% disulfiram dugc hap thu nhanh qua dudng tiéu héa nhung néng do
thudc trong mdu thap vi disulfiram bi chuyén héa thanh diethyldithiocarbamate (chat chuyén héa
con tac dung).

Liéu thuong dung: 250 mg/ ngay (t6i da 500 mg/ ngay) trong 1 - 2 tun, sau dé chuyén sang liéu
duy tri 125 mg/ ngay (tuy thuoc vao mic do nhay cam ctia b énh nhan).

Sau khi diing disulfiram 1 gio, nguoi nghién udng rugu s€ bi d6 bung mat, nhiic dau dit doi, buon
non, noén, va mo hoi, tut huyét 4p va boi réi. Cac dau hiéu ndy c6 thé kéo dai tir 30 phiit dén vai
gi0, sau d6 bénh nhan ngu thiép di.

Mot s6 thuoc nhu metronidazol, cephalosporin, sulfamid chong dai thao duong, khi phoi hop véi
rugu ethylic ciling gay nhitng phan tng nhu & disulfiram.

C4c nghién citu gan day cho thay c6 thé phoi hop Naltrexon (chat doi khang trén receptor opioid)
v6i disulfiram dé chita nghié n ruou. Su phdi hop nay s& lam giam dugc doc tinh cta thudce doi véi
gan. Naltrexon dugc dung 50 mg/ 1an/ ngay.

4.1.6. Tuong tdc thuéc

- C4c thudc an than, thudc ngu, chong co giat, thudc tc ché tam than, thudc giam dau loai opioid
lam tang tiac dung cta rugu trén than kinh trung wong.

- Rugu lam tang tac dung phu trén duong tiéu héa nhu viém, loét, chdy mau cua cac thudc chong
viém phi steroid (aspirin...), uéng rugu cung véi paracetamol lam tang nguy co viém gan.

- Khi u6ng kéo dai, rugu gay cam tng mot s6 enzym chuyén héa thudc & microsom gan, 1am tiang
chuyén héa va giam hiéu qué diéu tri clia mot s6 thudc: sulfamid ha duong huyét, thudc chong
dong mau loai cumarin, meprobamat, diphenylhydantoin, carbamazepin...

- Do tac dung gian mach ngoai vi clia ruou, néu udng dong thoi véi cac thude chong tang huyét
4p, c6 thé c6 nguy co gay tut huyét 4p dot ngot qud mide can thiét.

- Cac thudc ha dudng huyét nhém biguanid c6 thé gay tang acid lactic mdu néu uéng nhiéu ruou
trong thoi gian diéu tri.

4.2. Methanol (ruou methylic)

Loai rugu nay dung trong cong nghiép, khong dung trong y t& vi doc. Trong co thé, dudi su xiic
tac cua alcool dehydrogenase, methanol duoc oxy héa thanh formaldehyd rat doc (gay dau dau,
budn non, non, da lanh, hemoglobin niéu va c6 thé din dén mu né u khong duoc diéu tri kip thoi).

Alcool -
CH,OH »H,CO ———®HCOO" —*CO,+H,0
methanol dehydrogenase formaldehyd format
4.3. Ethylen glycol (CH,OHCH,OH)
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DPuoc stt dung nhiéu trong cong nghiép, trong mdy di€u khi cia xe 6 to... Khong dung trong y té.
Khi ngo doc, ethylenglycol c6 thé gay acid chuyén héa va suy than (do ling dong céc tinh thé
oxalat & 6ng than).

S S A e

CAU HOI TU LUONG GIA
Phdn tich cdu triic héa hoc va cdc ddc tinh Iy héa cua cdc barbiturat.
Phdn tich méi lién quan giita cdu triic héa hoc va tdc dung duoc ly ciia barbiturat.
Trinh bay cdc tac dung duoc ly ciia thuoc ngu barbiturat.
Trinh bay cdc tdc dung khong mong mudn cia phenobarbital.
Trinh bay triéu chiing ngod doc cdp va cdach xit tri ngé doc phenobarbital.
Trinh bay cdc tdc dung duoc ly cua ruou ethylic.
Trinh bay triéu chitng ngd doc va cdach xu tri ngé doc ruou ethylic.

Trinh bay cdc tuong tdc cua ruou ethylic vdi cdc thudc khdc.
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Bai 9: THUOC GIAM DAU LOAI MORPHIN

MUC TIEU HOC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:
1. Néu duoc moi lién quan giita cdu triic va tdc dung cia morphin.

2. Phdn tich duoc cdc tdc dung cua morphin, tir dé néu dvoc dp dung diéu tri cua
morphin.

Trinh bay duoc triéu chiing va cdach diéu tri ngd doc cdp va man ciia morphin.

Néu duogc ddc diém tdc dung ciia mot so opioid toéng hop: pethidin, pentazoxin,
methadon, fentanyl.

1. DAl CUONG

Pau 12 mot co ché bao vé co thé. Pau 1a do cdc ngon day than kinh cam gidc bi kich thich quéi do
bdi tdc nhan vat 1y hay héa hoc (nhiét, co, dién, cic acid hay base...). Dudi anh huéng cua cac
kich thich dau, co thé gidi phdng ra mot hodc nhiéu chét gay dau nhu histamin, chat P, cdc chat
chuyén héa acid, c4c kinin huyét tuong (brady kinin, kallidin...).

Thuoc giam dau dugc chia lam 3 loai:
- Thuoc giam dau loai morphin.
- Thuoc giam dau khong phai loai morphin: paracetamol va thu6c chong viém khong steroid.

- Thuéc giam dau ho tro: 1a nhitng thuéc ¢6 tic dung lam tiang hiéu quéa giam d au hodc giam nhe
tac dung khong mong muén cua cac thudc trén.

2. THUOC GIAM PAU LOAI MORPHIN

Thudc giam dau loai morphin cé chung mot dic tinh 1a gay nghién, vi vay déu thudc "bang A,
gay nghién", khong ké don qua 7 ngay.

Nhom thudc nay bao gom:
- Opiat: 1a cac dan xuat cua thudc phién (opium), ¢6 tinh chat giong nhu morphin.

- Opioid: 1a cdc chat téng hop, ban téng hop, c6 tdc dung giong morphin hodc gin dugc vao céc
receptor cia morphin.

Nhua kho clia qua cay thudc phién cé chita khoang 25 alcaloid, trong d6 morphin chiém 10%,
codein gan 0,5%, papaverin 0,8%...

Dua vao cau tric hda hoc, cac alcaloid cua thudc phién dugc chia lam 2 loai:
- Nhan piperidin- phenanthren: morphin, codein..., tic dung wu tién trén than kinh trung uong.
- Nhan benzyl- isoquinolein: papaverin

Papaverin khong gay ngt, tdc dung chil yéu 1a 1am gian co tron (mach vanh, tiéu dong mach clia
tim, phéi, ndo, s¢i co tron clia phé& quan, rudt, dudng mat va niéu quan).

2.1. Morphin
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Trong lam sang dung mud6i morphin clohydrat dé tan trong nudGc, chia 75% mo rphin.
2.1.1. Tac dung

Morphin ¢6 tac dung chon loc véi t€ bao than kinh trung wong, dac biét 1a vo ndo. Mot s6 trung
tam bi tc ch€ (trung tam dau, trung tdm ho hip, trung tam ho), trong khi c6 trung tam lai bi kich
thich gay co dong tlr, non, cham nhip tim . Tdc dung ctia thudc thay d6i theo loai, gay hung phan
0 meo, chuot nhit, loai nhai lai, ca... nhung tic ché€ rd & ngudi, chd, tho, chuot lang.

2.1.1.1. Receptor ciia morphin (va cdc opioid)

Receptor dic hiéu cia morphin duoc tim thay tir cudi 1973, c6 3 loai chinh va moi loai lai ¢6 cac
phan loai nhd. Gan day, mot receptor méi dugc phat hién, cé tén 1a N/ OFQ receptor. Céc
receptor nay c6 rat nhiéu & sting sau tuy séng ctua dong vat c6 xuong séng, ¢ nhi€u ving trong
than kinh trung wong: Doi thi, chat xdm quanh cau ndo, ndo giita. Cac receptor cia morphin con
tim thdy & trong viing chi phoi hanh vi (hanh nhan, héi hai ma, nhan luc, vo ndo), viing diéu hoa
hé than kinh thuc vat (hanh nfo) va chic phan noi tiét (16i giita). O ngoai bién, cdc receptor c6 &
tuy thuong than, tuyén ngoai tiét da day, ddm r6i than kinh tang. V€ mat diéu tri, moi receptor
dugc coi nhu c6 chitc phan riéng.

Tac dung cua cac receptor

Tdc dung Loai receptor Tdc dung cua chdt Tdc dung cua chdt
dong vin doi khdng

Giam dau

Trén tiy song W, K3, 8, 8, Giam dau Khong

Tuay song Wy, Ky O, Giam dau Khong
Ho hap 0, Giam Khong
Nhu dong rudt Wy, K Giam Khong
Tam than ; Tang hoat dong Khong

2.1.1.2. Tdc dung trén than kinh trung vong
* Tac dung giam dau

Morphin la thuéc giam dau manh do lam tang ngudng nhan cam gidc dau, thu6c con lam giam
cac dap ung phan xa v6i dau. Tac dung giam dau ctia morphin 1a do thudc kich thich trén receptor
muy va kappa.

Morphin tic ch€ tit ca cac diém chot trén dudng dan truyén cam gidc dau ctia hé than kinh trung
uong nhu tuy song, hanh tuy, doi thi va vo ndo. Nhu vay, vi tri tdic dung cua morphin va céc
opioid chii yéu nam trong hé than kinh trung wong. Khi dung morphin, cdc trung tAm & vo ndo
van hoat dong binh thudng, nhung cam giac dau da mat, ching t6 tic dung gia m dau clia morphin
la chon loc. Khéac véi thude ngu, khi tat ca cac trung tam & vo ndo bi Gc ché, bénh nhan méi hét
dau.

Tac dung giam dau cia morphin duogc tang cuong khi diung cung thudc an than kinh. Morphin
lam tang tic dung cua thuoc té.
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* Gay ngu

Morphin 1am gidm hoat dong tinh than va gay ngl. Véi liéu cao ¢ thé gdy mé va lam mat tri
giac.

* Gay sang khoai

Cung v6i tdc dung gidm dau, morphin 1am mat moi lo lang, bén chén, ciang thang do dau gay ra
nén ngudi bénh cam thdy thanh than, thu gidn va dé dan t i sang khodi.

Morphin lam thay déi tu thé, lam tang tri tudng tugng, ngudi bénh ludn & trang thai lac quan va
mat cam giac doi.

* Trén ho hap

Morphin tac dung trén receptor p, va anh huong truc ti€p dén trung tam ho hip. Morphin tic ché
trung tdm ho hap & hanh tuy, lam trung tam nay giam nhay cam véi CO , nén ca tan s6 va bién do
ho hap déu gidm. Khi nhiém doc, néu chi cho thé O, & ndng do cao, c6 thé gay nging thd.

O tré méGi dé va tré con bi, trung tam ho hdp rit nhay cam véi morphin va cdc din xuat cia
morphin. Morphin qua dugc hang rao rau thai, hang rao mau - ndo. Vi viy, cam dung morphin va
cac opioid cho nguai c6 thai hoac tré em.

Morphin con tic ché trung tAm ho nhung tic dung nay khong manh bang codein, pholcodin,
dextromethorphan...

* Tac dung trén vung dudi doi

Morphin 1am mat thiang bing co ch€ diéu nhiét 1am than nhiét giam nhe. Tuy nhién, khi dung liéu
cao kéo dai, thudc c6 thé gay tang nhiét do co thé.

* Tac dung noi tiét

Morphin tic dong ngay tai viung dudi doi, tc ché€ giai phong GnRH (Go nadotrop in- releasing
hormone) va CRF (corticotropin - releasing factor) do d6 lam giam LH, FSH, ACTH, TSH va beta
endorphin.

Céc opioid kich thich receptor muy, l1am tang ti€t ADH (hormon khang niéu), trong khi chét cht
van cua receptor kappa lai lam giam tiét ADH, gay loi niéu.

* Co dong tir

Do kich thich céac receptor muy va kappa trén trung tdm than kinh III, morphin va opioid c6 tac
dung gay co dong tir. Khi ngd doc morphin, dong tir co rat manh, chi con nhé nhu diu danh
ghim.

* Tac dung gay budn non va non

Morphin kich thich truc ti€p trung tdm non & san ndo that IV, gy cam gidc budn non va non. Khi
dung liéu cao thudc c6 thé tic ché trung tam nay.

2.1.1.3. Tdc dung ngoai bién

* Trén tim mach: & liéu diéu tri morphin it tic dung trén tim mach. Liéu cao l1am ha huyét dp do
uc ché trung tam van mach.

* Trén co tron:
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- Co tron cua rudt: trén thanh rudt va ddm réi than kinh c¢6 nhiéu receptor v6i morphin noi sinh.
Morphin lam giam nhu dong ruot, lam giam tiét mat, dich tuy, dich rudt va lam tang hap thu
nudc, dién giai qua thanh ruot, do d6 gy tdo bén. Lam co co vong (mon vi, hau mon....) co thit
co oddi & chd néi rudt td- 6ng mat chi

- Trén céc co tron khdc: morphin lam tang truong luc, ting co bép nén c6 thé gay bi ddi (do co
that co vong bang quang), 1am xuét hién con hen trén ngudi ¢6 tién st bi hen (do co khi quan).

* Trén da: v6i liéu diéu tri morphin gy gidan mach da va ngita, mit, ¢d, nira than trén ngudi bénh
bi do.

* Trén chuyén héa: 1am gidm oxy héa, gidm du trit base, gay tich lu§ acid trong mau. Vi vay,
nguoi nghién mat bi phu, méng tay va moi tham tim.

2.1.2. Lién quan giiia cdu triic va tic dung

Hai nhém anh hudng nhiéu dén tic dung ctia morphin la:

- Nhom phenol 6 vi tri 3: tdc dung giam dau gay nghién sé giam di khi alkyl h6a nhém nay, vi du
codein (methyl morphin). N gugc lai, tic dung cia morphin sé dugc tang cuong néu nhém phenol
6 vi tri 3 bi hoa ester, nhu acetyl morphin (acetyl hoa).

Cong thuc:

- Nhém rugu & vi tri 6: tic dung giam dau va doc tinh s€ tang 1én nhung thoi gian tic dung lai
gidm di khi nhém nay bi khir H dé cho nhém ceton (hydro morphin) hay bi héa ester, hoa ether.
Tac dung giam dau va gay nghién sé tang manh khi ca 2 nhém phenol va rugu déu bi acetyl héa,
vi du heroin (diacetyl morphin).

2.1.3.Duoc déong hoc
2.1.3.1. Hdp thu

Morphin dé hap thu qua dudng tiéu héa, chl yéu & ta trang, hap thu qua niém mac truc trang song
vi phai qua chuyén héa ban ddu ¢ gan nén sinh kha dung ctia morphin dung dudng udng thap hon
duong tiém (chi khoang 25%). Morphin hdp thu nhanh sau khi tiém duéi da hodc tiém bap va c6
thé tham nhap tot vao tuy song sau khi tiém ngoai mang ciing hodc trong mang cing (trong ong
song).

2.1.3.2. Phdn phéi
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Trong huyét tuong, khoang 1/3 morphin gén véi protein. Morphin khong & 1au trong cdc mo. Mac
du vi tri tdc dung cht yéu ctia morphin 1a & hé than kinh tr ung uong, nhung chi ¢c6 moét lugng nho

qua duoc hang rao mau- ndo vi morphin it tan trong m& hon cic opioid khac, nhu codein, heroin
va methadon.

2.1.3.3. Chuyén héa

Con dudng chinh chuyén héa morphin 1a lién hop véi acid glucuronic & vi tri gan OH (3 va 6),

cho morphin - 3- glucuronid khong c6 tic dung duoc 1y va morphin - 6- glucuronid (chat chuyén
héa chinh clia morphin) ¢6 tic dung giam dau manh hon morphin. Khi dung lau, morphin - 6-
glucuronid ciing dugc tich luy.

Thoi gian ban thai ciia morphin khoang 2 - 3 gi®; morphin - 6- glucuronic ¢6 thoi gian ban thai
dai hon.
2.1.34. Thaitru

Morphin théi trir dudi dang nguyén chét rat it. Trén 90% liéu dung dugc thai trir qua than trong
24 gid d4u dudi dang morphin - 3- glucuronid. Morphin c¢6 chu ky gan - ru6t, vi th€ nhiéu ngay
sau van con thay chat chuyén héa trong phan va nudc tiéu.

2.1.4. Tdc dung khong mong muon
Khi ding morphin c6 thé gap mot s6 tic dung khong mong muon:
* Thuong gap: budén non va non (khoang 20%), tdo bon, tc ché than kinh, co dong ti, bi dai...

* [t gap: dic ché ho hép, ngia, todt mé hoi, 1d 14n, 4c mong, 4o gidc, co thit tii mat, co thit phé
quan...

Morphin tiém ngoai mang ciing it gay budn non, non, co thit dudng mat hodc dudng niéu hon khi
dung qua cic duong khac.

2.1.5. Ap dung diéu tri
2.1.5.1. Chi dinh

- Giam dau: dung trong nhiing con dau dit doi cap tinh hoac dau khong dap tng véi cac thudc

giam dau khac (dau sau chin thuong, dau sau phau thuat, dau & thoi ky cudi ctia bénh, dau do

ung thu...). Dé giam dau & nhitng bénh khong chita khoi duoc (nhu ung thu thoi ky cudi), c6 thé
dung morphin qua 7 ngay.

- Phoi hop khi gdy mé va tién mé

2.1.5.2. Chong chi dinh

- Tré em duéi 30 thang tubi

- Triéu chiing dau bung cip khong rd nguyén nhan

- Suy ho hap

- Suy gan nang

- Chén thuong nao hoac tang ap luc ndi so

- Hen phé€ quan (morphin gy co thét co tron phé€ quéan)
- Ngo doc ruou cap
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- bang dung cac chat tc ché monoaminoxidase
2.1.5.3. Than trong

Can chid y khi dung morphin & ngudi cao tudi, suy gan, suy than, thi€u nang tuyén gidp, suy
thuong than, ngudi c6 roi loan tiét niéu - tién liét (nguy co bi ddi), bénh nhuoc co.

- Thu6c lam giam su tinh tdo, vi vay khong nén 1di xe hoac van hanh may khi ding morphin.

- Khong nén dung morphin trong thoi ky mang thai va cho con bu.

2.1.6. Tuong tdc thuéc

- Cam pho6i hop véi thudc ic ché€ monoaminoxidase vi ¢6 thé gay truy tim mach, ting than nhiét,
hon mé va tr vong. Morphin chi dugc dung sau khi da ngimg thuéc MAOI it nhat 15 ngay.

- Cé4c chit vlra cht van vira d6i khang morphin nhu buprenorphin, nalbuphin, pentazocin lam
giam tac dung giam dau cua morphin (do ttc ch€ canh tr anh trén receptor)

- Céc thu6c chong trim cam loai 3 vong, khang histamin H | loai c¢6 dién, cic barbiturat,
benzodiazepin, rugu, clonidin lam tang tac dung tc ché than kinh trung uong cua morphin.
2.1.7.Déc tinh

2.1.7.1. Doc tinh cdp

* Triéu ching ngo doc:

C4c biéu hién clia ngd doc cdp morphin xudt hién rat nhanh: ngudi bénh thay nang ddu, chéng
mit, miéng kho, mach nhanh va manh, non. Sau dé ngt ngay cang sau, dong tir co nhd nhu dau
danh ghim va khong phan tng véi anh sang. Thd cham (2 - 4 nhip/ phit), nhip thé Cheyne -
Stokes, ¢6 thé chét nhanh trong vai phit sau tiém hodc 1 - 4 gid sau udng trong trang thdi ngimng
thd, mat tim xanh, than nhiét ha, déng tlr gian va truy mach.

Néu hon mé kéo dai c6 thé chét vi viem phdi.

Hon mé, dong tir co nhd nhu dau danh ghim va suy giam ho hap 1a 3 triéu chiing thudng gap khi
ngo doc cac opioid.

* XU tri

Cép ctiu bénh nhan ngd doc cdp morphin phai dua vao tinh trang bénh nhan lic dugc dua vao

bénh vién. Dau tién phai dam bao thong khi cho bénh nhan bang thd oxy, ho hap nhan tao...
Truyén dich dé giit vitng huyét 4p, néu bénh nhan hon mé phai cho thd mdy.

Giai doc bang naloxon (thudc doi khang v6i morphin). Tiém tinh mach naloxon I mL=0,4

mg cho ca ngudi 16n va tré em, c6 thé cho liéu ban ddu 2 mg néu ngd doc nang. Hai - ba phiit sau
bénh nhan khong tinh, diing thém 0,4 mg (c6 thé t6i 4 liéu), sau d6 dung naloxon qua dudng tiém

bap. Téng liéu naloxon c6 thé t6i 10- 20 mg/ 24 gid.

Trong xU tri ngd doc cap morphin nén ding naloxon qua dudng truyén tinh mach lién tuc dé du

phong suy ho hép trd lai vi naloxon c6 thoi gian ban thai ngén.

2.1.7.2. Boc tinh man
* Quen thudc

Quen thudc phu thudc vao liéu dung va su dung lap lai. Ngudi quen thudce c6 thé ding morphin
v6i liéu gdp 10- 20 14n liéu ban dau va cao hon nhiéu so v6i nguoi binh thuong.
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Tu khi tim ra morphin noi sinh, ngudi ta da cat nghia duoc hién tugng quen thudc: chat chi van
nodi sinh cla receptor morphinic la enkephalin bi gidng héa qud nhanh, nén khong gay quen
thudc. Enkephalin (va ca morphin) kich thich receptor, tic ché giai phong mot s6 chét trung gian
hoa hoc, tic ch€ adenylcyclase, lam giam san xudt AMP vong. Khi dung thuoc lap di lap lai, co
thé phan ting bing ting tdng hop AMP vong, vi vay liéu morphin sau doi hoi phai cao hon liéu
trudc dé receptor dap ting manh nhu cii, d6 12 hién twong que n thudc.

* Nghién thudc

Mot s6 tdc gia cho rang khi ding morphin ngoai sinh lau s& dan t6i 2 hau qua:
- Receptor giam dap ung vGi morphin

- Co thé gidm san xudt morphin noi sinh

Su thi€u hut morphin ndi sinh lam nguoi dung phai 1é thudc vao morphin ngoai lai, d6 1a nghién
thudc.

Nguoi nghién morphin thuong c6 réi loan vé tam 1y, néi diéu, ludi biéng, it chi y vé sinh than
thé. Hay bi tdo bén, co dong tlr, mat ngl, chin 4n nén sit can, thi€u mdu, run... Kha ning dé
khang kém, vi vay ho dé bi chét vi cdc bén h truyén nhiém.

Nguoi nghién luon "d6i morphin”, khi thoi thudc dot ngot, morphin nodi sinh khong du, céac
receptor morphinic dang trong tinh trang chong lai su tdic dong thuong xuyén ctia morphin bi roi
vao trang thdi "mat thang bang" ; ti &6 GMPv/ AMPv bi da o ngugc, dan dén mot s6 r6i loan 1am
sang: vat va, dau co, dau quan bung, vd m6 hoi, non, ia 16ng, chay nudc mii, run, sén gai 6c, di
cam, tang nhip tim, ting huyét dp, tang than nhiét, gian dong tir, mat nudc, sit can. Ngoai ra, con
gap mot s6 ddu hiéu vé than kinh nhu: thao thitc, bon chon, chdn an, ngap vat, u siu. C4c biéu
hién nay nang nhat 1a 36- 72 gid sau khi dung liéu thudc cudi ciing va mat dan sau 2 - 5 tuan.

* Cai nghién morphin

Nguoi nghién can dugc cach ly, két hop giita lao dong chan tay v6i tam 1y liéu phap va dung
thudc. Trong thuc t€, du da cai dugc cling dé bi nghién lai.

- Dung thudc loai morphin

Phuong phap c6 dién dé cai nghién morphin 1a ding methadon, mot opioid c6 tdc dung kéo dai.
Methadon c6 tac dung 1am nhe con d6i ma tdy, phong toa tic dung gay khodi cam cuta cac chat
dang thudc phién do dé lam cdc triéu chitng cua hoi chiing cai xay ra ém dém hon, nhe nhang
hon va khong thoi thic tim ma tdy cap bach & nguoi nghién.

Viéc diéu tri bang methadon dugc chia lam 2 giai doan:

Diéu tri tdn cong: li€u thuong dung tir 10 - 40 mg/ngay (khong qua 120 mg/ngay), kéo dai 3 - 5
ngay, sau d6 bat dau giam liéu timg dot, moi dot gidam 5 mg.

Diéu tri duy tri: kéo dai tir 9 - 12 thang, sau d6 gidm din liéu r6i ngimng han.

Hién nay, dang dung thir levomethadyl acetat (L - a - acetylmethadon) trong cai nghién heroin vi
thudc c6 thoi gian tac dung rét dai, 3 ngay méi can uéng 1 lan.

- Khong dung thudc loai morphin
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. Diéu tri triéu chiing: chéng bén chdn, vat va bang benzodiazepin hay thudc an than kinh. Chdng

dau bang cac thudc giam dau phi steroid (aspirin, paracetamol). Diing loperamid (1 opioid it tac
dung trén than kinh trung wong) dé chong tiéu chdy. Chong non, chéng mat ngu...

. Diéu tri bang clonidin: tai ving nhan luc (locus ceruleus) ¢6 nhiéu noron clia noradrena lin, céc
noron nay binh thuong bi cac opioid tic dong trén cac receptor muy tc ché. Khi cai thudc, cac
noron noradrenalin dugc thoat tc ché, gy nén cac triéu ching cuong giao cam, vi thé€ s€ rat hiéu
qua néu dung clonidin, thuéc cudng o, adrenergic trudc synap, c6 tic dung lam giam tiét
noradrenalin. Clonidin thuong duoc dung 0,1 mg/ 14n, mdi ngay 2 14an (t6i da 0,4 mg/ngay), trong
3- 4 tuan.

Ngoai ra c6 thé ding cac thudc doi khang véi morphin nhu naloxon, naltrexon.
2.2.  Dan xuat ctia morphin

Mot s6 dan xuét cua morphin nhu thebain, dionin, dicodid, eucodal... ¢6 tac dung giam dau, gay

sang khodi, gay nghién nhu morphin. Nguoi nghién morphin c6 thé dung nhitng din xuat nay dé

thay thé. Diac biét c6 heroin gay nghién manh hon hin nhitng din xut kh4c nén khong ding 1 am
thudc. Khong cai heroin duoc.

2.3. Cac opioid thuong dung

2.3.1. Pethidin (meperidin, dolosal, dolargan)

2.3.1.1.Tac dung

- Sau khi uéng 15 phiit, pethidin da ¢6 tdc dung giam dau mac du khong manh bang morphin

(kém 7- 1014n). It gay non, khong gay tdo bén. Khong giam ho, pethidin ciing gay an than, lam
diu, tc ché€ ho hap nhu morphin.

- Pethidin lam giam huyét ap, nhat 1a & tu th€ ding, do lam giam stc can ngoai vi va lam giam
hoat dong cua hé giao cam.

Khi ding qua dudng tinh mach, pethidin 1am tang luu lugng tim, lam tim dap nhanh, do d6 c6 thé
nguy hiém cho ngudi bi bénh tim.

- O dudng mat, thudc 1am co thit co oddi, vi vay khi dau dudng mat phai ding thém atropin.
2.3.1.2. Duoc dong hoc

Hap thu dé qua cic dudng dung. Sau khi u6ng, khoang 50% pethidin phai q ua chuyén héa ban
dau & gan. Thoi gian ban thai 1a 3 gio.

Gan v6i protein huyét twong khoang 60%

Pethidin it tan trong lipid, nén c6 ai luc v6i than kinh trung uong yéu hon morphin.

2.3.1.3. Tdc dung khong mong muon

Pethidin it doc hon morphin

Thuong gap: Buén non, non, kho miéng.

Hiém gap cac tac dung khong mong muén trén than kinh trung wong nhu buén ngu, suy giam ho
hép, ngat.

2.3.14. Ap dung diéu tri
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- Chi dinh: giam dau, tién mé

- Chong chi dinh nhu morphin

- Liéu luong: uong hoic dat hau mon 0,05g m 6i 1an, ngay dung 2- 3 14n
Tiém bap 1 mL dung dich 1%, liéu t6i da: 0,05 g méi lan, 0,15g trong 24 gio.
2.3.1.5. Tuong tdc thudc

- Dung pethidin cing MAOI gay nguy hiém: ttc ché manh ho hap, hon mé, sot cao, ha huyét 4p,
co giat ....

- Clopromazin lam tang tac dung tic ché ho hédp cua pethidin

- Scopolamin, barbiturat va ruou lam tang doc tinh cta pethidin, do d6 phai giam liéu pethidin khi
dung dong thoi.

2.3.2. Methadon (dolophin, amidone, phenadon)
La thudc tong hop, tdc dung chii yéu trén receptor muy
2.3.2.1.Tdc dung

Methadon c¢6 tic dung tuong tu morphin nhung nhanh hon va kéo dai hon, it gy tdo bon. Gay
giam dau manh hon pethidin. D& gay bu6n non va non.

2.3.2.2.Duoc dong hoc

Hap thu t6t qua dudng tiéu hda, 90% gan vdi protein huyét tuong. Nhd ¢6 nhém ¢ eton va amin
trong ciu tric nén methadon c6 lién két dong hoa tri bén véi protein ndo. Thudc cé thé tich lu§

néu dung lién ti€p. Chuyén héa qua gan vé6i phan ting N - khir methyl. Théi trir qua nudc tiéu va
mat. Thoi gian ban thai khoang 15 - 40 gio.

2.3.2.3.Tdc dung khong mong muon

T4c dung khong mong mudn va doc tinh giong nhu morphin. Khi diing kéo dai, methadon c6 thé
lam ra nhiéu mo hoi, tang bach cau lympho, tang nong do prolactin, albumin va globulin trong
mau.

2.3.2.4.Ap dung diéu tri
Trén lam sang, methadon dugc dung dé gidm dau va cai nghién morphin, heroin

Liéu luong: uong méi 1an 2,5 mg, ngay 2 - 3 14n, tuy thuéc mic do dau va phan dGng cta bénh
nhan.

2.3.3.Fentanyl (Submimaze, F entanest, leptanal)
Thudc tdng hop, tdc dung chii yéu trén receptor muy
2.3.3.1.Tac dung

Fentanyl giam dau manh gdp 100 1an morphin, tic dung nhanh (khoang 3 - 5 phit sau khi tiém
tinh mach) va kéo dai 1- 2 gio.

2.3.3.2.Duoc dong hoc

Thudc chi ding tiém bap hodc tinh mach. 80% fentanyl gén véi protein huyét tuong; phan bo
mot phan trong dich ndo tuy, rau thai va sita.
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Fentany! bi chuyén héa & gan va mat hoat tinh. Thai trir qua nudc tiéu (khoangl10% duéi dang

chua chuyén hoa).

2.3.3.3.Tdc dung khong mong muon

Khoang 45% trudng hop diéu tri v6i fentanyl c6 thé xuat hién tdc dung khong m ong muon.

- Toan than: chong mat, nga lo mo, 1 1an, ao gidc, ra mo hoi, do bimng mat, sang khodi.

- Tiéu héa: buén non, non, tdo bén, co that tdi mat, kho miéng.

- Tuan hoan: cham nhip tim, ha huyét 4p thoang qua, danh trong nguc, loan nhip .

- Ho hap: thd nhanh, suy ho hép, ngat thd

- Co xuong: co ciing co bao gdm co 16ng nguc, giat rung

- Mit: co dong ti

2.3.34.Ap dung diéu tri

* Chi dinh

- Giam dau trong phau thuat.

- Phoi hop véi droperidol dé giam dau, an thin

- Phoi hop trong gay mé.

* Chong chi dinh

- C4c truong hop dau nhe (c6 thé dung cac thudc gidm dau khac nhu acetaminophen)

- Nhugc co

- Than trong trong c4c trudng hop: bénh phdi man tinh, chan thuong so ndo va tang ap luc so ndo,
bénh tim, trdim cam, phu nit ¢4 thai.

Fentanyl dugc chi dinh d6i v6i phu nit cho con bd, mac du thudc ¢ mat & trong sita me nhung
v6i liéu diéu tri fentanyl khong anh hudng dén tré dang bu.

* Liéu luong

- Diing cho tién mé: 50- 100 pg, c6 thé tiem bap 30- 60 phiit trudc khi gay mé.

- Giam dau trong phau thuat: 0,07 - 1,4 pg/ kg thé trong, c6 thé nhic lai trong 1 - 2 gid néu can.
2.3.3.5.Tuong tdc thuoc

- Cac thudc tc ché€ than kinh trung uwong nhu rugu, thudc ngu, thudéc mé, phenothiazin... lam tang
tac dung giam dau cta fentanyl.

- Fentanyl 1am giam hap thu cua mot s6 thudc nhu metoclopamid, mexiletin... khi dung phdéi hop.

- Huyét ap giam manh khi phdi hop fentanyl véi thudc tic ché€ - adrenergic va thudc chen kénh
calci.

Sulfentanyl (Sufenta)
- Tac dung va chi dinh tuong tu fentanyl. Manh hon fentanyl 10 1an, cling gy ciing co.
- Gén v6i protein huyét tuong trén 90%, thoi gian bén thai 2 - 3 gio.
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- Thuong tiém tinh mach 8 pg/ kg
Alfentanil (Alfenta)

Tdc dung nhanh va ngian hon sufentanyl nén con ding theo dudng truyén tinh mach. Thudng
duoc dung dé khoi mé va giam dau, phoi hop v6i thude mé loai barbiturat, nitooxyd.

2.3.4.Propoxyphen
2.34.1.Tdac dung

Propoxyphen c6 cong thitc gan giong methadon, tic dong chu yéu trén receptor muy. Tac dung
giam dau kém, chi bang 1/2 dén 2/3 codein: 90 - 120 mg propoxyphen hydroclorid theo dudong
uong, c6 tic dung giam dau tuong tu 60 mg codein hoac 60 mg aspirin.

2.3.4.2.Duoc dong hoc

Sau khi uéng 1- 2 gid, thudc dat duoc nong do t6i da trong mau. Chuyén héa chli yéu qua gan,
nhd phan tng N- kht methyl. Thoi gian ban thai tr 6- 12 gid. Chat chuyén héa la
norpropoxyphen c6 thoi gian ban thai dai hon (khoang 30 gio).

2.34.3. Tdc dung khong mong muon
Propoxyphen c6 thé gay tc ché ho hap, co giat, hoang tudng, 4o gidc, doc véi tim... khi diing.
2.3.4.4. Ap dung diéu tri

Diung dé giam dau nhe va trung binh. Propoxyphen thudng dugc phoi hop véi aspirin hoic
acetaminophen.

2.3.5.Cdc opioid cé tdc dung hon hop : vira hiép dong- vira déi lap, hoac hiép dong mot phan
(Agonist- antagonist; partial agonist)

C6 nhiéu thudc gan trén receptor muy, tranh chap v6i morphin va cdc opioid khic nhung khong
gay tac dung gi, dugc goi la thudc doi 1ap tranh chap, vi du naloxon, cyclazocin... Nguoc lai, mot
s0 thuoc sau khi tranh chap duoc receptor con cé thé gay ra mot s tic dung duge 1y, hodc trén
receptor muy, hoac trén cac recept or khiac nhu delta va kappa. Cac thuoc d6 duoc goi la thudc cé
tdc dung hén hop hodc hiép dong mot phan, vi du: pentazocin, nalbuphin...

2.3.5.1. Pentazocin
Pentazocin 12 mot din xuat benzomorphan, c4u tric c6 nhiéu diém giéng morphin.
* T4c dung

Thudc ¢6 tac dung doi khang tai receptor muy nhung lai c6 tac dung hiép dong tai receptor kappa
.» gay an than , giam dau va tc ché€ ho hap

Téac dung giam dau nhu morphin nhung khong giy sang khoai.
Khi ding liéu cao, pentazocin lam tang huyét ap va nhip tim.
* Duogc dong hoc

Hap thu dé qua dudng tiéu héa. Sau khi uéng 1 - 3 gio, thuoc dat dugc nong do t6i da trong méu.
Thoi gian bdn thai khoang 4- 5 gid. Vi phéai qua chuyén héa lan dau & gan nén chi 20%
pentazocin vao duoc vong tuan hoan. Thudc qua duoc hang rao rau th ai.

* Tac dung khong mong mudn
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Pentazocin c6 thé gay ra mot s6 tac dung khong mong muén: an thian, vi mé hoi, chéng mit,
budn non va non... Thude e ché ho hap khi dung 6 li€u cao.
* Ap dung diéu tri

Thudc duge chi dinh trong nhiing con dau nang, man tinh h oac khi ngudi bénh khong dung dugc
cac thudc giam dau khac.

Thuong dung dung dich pentazocin lactat chita 30 mg pentazocin base/ 1 mL. Tiém tinh mach
hoic duéi da 30 mg mdi ldn, sau 4 gid c6 thé tiem lai.

Hién nay c6 nhitng ché pham phai hop gitta pentazocin véi aspirin hay acetaminophen.
2.3.5.2. Buprenorphin

La thudc téng hop, din xudt clia thebain. Buprenorphin hiép déng 1 phén trén receptor muy, c6
tac dung giam dau manh hon morphin tir 25 - 50 lan.

Hap thu dé qua cdc dudng dung: uong, dudi ludi, tiém bap... Géan vdéi protein huyét tuong khoang
96%, thoi gian ban thai 3 gio.

Puogc ding dé gidm dau trén 1am sang. Thudng tiém bip hodc finh mach 0,3 mg mdi lan, ngay
dung 3- 4 lan.

2.4. Thuoc doi khang véi opioid

Thay déi cong thiic héa hoc ctia morphin, déc biét & vi tri 17 mang nhém N- methyl, nhém dic
hiéu kich thich receptor muy, s€ duogc cac chat doi khang. Vi du:

Morphin — nalorphin

Levorphanol ~ — * levallorphan

Oxymorphon ~ naloxon, naltrexon
Céc chat nay doi lap duoc cac tac dung do morphin gay ra, cht yéu la nhitng ddu hiéu tc ché nhu
giam dau, Gic ch€ ho hép, an than, sang khodi. Thoi gian tic dung néi chung ngan hon morphin.
Nalorphin khong dugc dung trén 1am sang vi tc ché ho hdp, lam cham nhip tim, co dong tt, sang
khodi.
2.4.1. Naloxon (nalonee, narcan, narcanti)
2.4.1.1.Tdac dung

Khac véi levallorphan hoac nalorphin, naloxon it hoac khong c6 hoat tinh chu van. 0 nguoi da
dung liéu 16n opioid, naloxon d6i khang phan 16n nhitng tic dung khong mong mudén ctia opioid
nhu tc ché€ ho hap, an than, gay ngu...

Khi diing, naloxon c6 thé gay ra hoi ching thi€u thuéc sém & ngudi nghién opioid, tuy vay diing
liéu cao s& ngan chan dugc triéu chiing suy ho hap trong hoi chiing nay.

2.4.1.2. Duoc dong hoc

Mic du dugc hap thu dé qua dudng tiéu héa nhung naloxon bi chuyén héa & gan trudc khi vao
vong tuan hoan nén li€u uong phai 16n hon nhiéu so véi liéu tiém. Thudc c6 tic dung nhanh (1 - 2
phiit sau khi tiém tinh mach) thoi gian tic dung phu thuoc vao liéu va dudng ding.
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Sau khi tiém, naloxon phan bd nhanh vao cdc mo va dich co thé. Thoi gian béan thai 1a 60- 90
phut.

24.1.3. Tdc dung khong mong muon

- Tim mach: tang huyét ap (c6 khi giam huyét ap), nhip tim nhanh, loan nhip that.

- Than kinh trung uong: mat ngu, kich thich, lo au

- Tiéu hoa: budn non, non

- Nhin mo, ban do ngoai da.

24.14. Ap dung diéu tri

Naloxon duoc ding dé diéu tri ngd doc cap céc opiat va opioid, cai nghién opioid

]l;}}éi hét stic than trong khi dung naloxon cho nguoi ¢6 bénh tim mach, phu nit ¢6 thai va cho con
U.

Liéu luong; ngudi 16n: 0,4- 2 mg, tiém tinh mach, 2 -3 phit tiém nhéc lai néu can. Téng liéu 10

mg.

Vi thoi gian tdc dung cta naloxon rat ngan (60 - 90 phit) nén cin truyén lién tuc naloxon khi
bénh nhan ngd doc opium nang.

2.4.2. Naltrexon

Dai khang véi opioid manh hon naloxon, thuong ding dudng uéng. Nong do t6i da trong mau dat
duoc sau 1- 2 gio. Thoi gian ban thai 1a 3 gio.

Naltrexon dugc chuyén héa thanh 6 - naltrexon (c6 hoat tinh sinh hoc yéu hon nhung thoi gian
ban thai dai hon, khoang 13 gio).

Naltrexon duoc diing dé cai nghién opioid (udng 100 mg / ngay), cai nghién ruou (phdi hop véi
disulfiram).

2.5. Morphin ngi sinh

Hai nam sau khi tim ra receptor cua opiat, mot s6 cong trinh nghién ctu cho thdy receptor cta
morphin con ¢6 4i luc rat manh v6i mot s6 peptid dic hiéu sén c6 trong co thé dong vat, nhiing
peptid nay gay ra nhiing tic dung giong morphin.

Cac morphin noi duoc chia thanh 3 ho:

- Enkephalins (Met- enkephalin va leu- enkephalin)

- Endorphins

- Dynorphins

MGoi loai c6 tién than khdc nhau va phan b & nhitng vi tri khdc nhau trén than kinh tru ng wong.

Céc morphin noéi sinh hoat dong nhu mot chit dan truyén than kinh, hodc chat di€u bién cua dan
truyén hodc 1a hormon than kinh. Vi thé€, ching tham gia vao cédc co ch€ giam dau, cdc cam gidc
thém muon (an udng, tinh duc), cdc qua trinh cam xic, tdm t han, tri nhé.
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O tuy s6ng, morphin noi sinh tic ché giai phéng chét P, 12 mot decapeptid (10 acid amin) dugc
gidi phong tai ngon day cam gidc & sing sau tuy song. Chat P c6 vai tro kiém tra dudng cam gidc
truyén vao va kich thich cdc noron van dong clia siing truéc dé gay phan xa tu vé.

Cic enkephalin 1a pentapeptid c6 tdc dung gidm dau rat ngan vi bi gidng héa nhanh trong co thé
nho cic enzym: dipeptidyl amino peptidase, aminopeptidase va enkephalinase. Cic endorphin cé
4 loai, nhung chi ¢6 beta endorphin c6 tdc dung giam dau manh va lau (3- 4 gio) vi tuong doi
viing bén.

3. THUOC GIAM PAU KHONG PHAI LOATI MORPHIN : (xin xem bai thudc ha sot- giam
dau- chong viém).
4. THUOC GIAM PAU HO TRO

Thudc giam dau hé tro c6 tiac dung hiép dong, lam ting tic dung giam dau cta cédc opioid va
thudc giam dau chong viém khong steroid. Cac thudc nay dac biét hiéu qua doi véi dau do
nguyén nhan than kinh.

4.1. Thuéc chéng tram cam:

Tac dung giam dau khong phu thuoc vao tic dung chong tram cam. Thuong dung trong cac
truong hop dau kéo dai, ¢6 lién quan dén bénh 1y than kinh.

Nhém thude c6 tac dung tot nhat 1a thude chong trdm cam loai ba vong (xin xem thém bai thudc
chong tram cam).

4.2. Thuoc chong dong kinh

Dé gidm dau trong bénh than kinh do ddi thdo dudng, dau sau zona, dau day t han kinh, du phong
con dau nira diu (migraine) c6 thé dung cac thudc: phenytoin, carbamazepin va valproat (xin xem
thém bai thuoc chita dong kinh).

5.NGUYEN TAC SUDUNG THUOC GIAM PAU
5.1. Chon thuoc

Thudc giam dau chi diéu tri triéu ching, thudc cé thé che 14p cdc ddu hiéu cta bénh trong khi
bénh van tién trién nén phai hét stic can nhac khi st dung thudc gidm dau. Khi lua chon thudc
can chid y dén cudng do va ban chat ctia dau. T6 chitc Y t€ Thé gi6i khuyén cdo nén udng thudc
theo bac thang giam dau:

- Bac 1 (dau nhe): dung thudc giam dau khong phai opioid nhu paracetamol, thuéc chong viém
khong phai steroid.

- Bac 2 (dau vira): phoi hop thudc loai opioid yéu (codein, oxycodon) véGi paracetamol, thudc
viém khong steroid hoadc thuoc giam dau ho trg.

- Bac 3 (dau nang): dung thudc giam dau loai opioid manh : morphin, hydromorphon,
methadon... phoi hop véi thude chong viem khong steroid.

5.2. Puong dung thuoc

Thong thuong nén dung duong udng. Tuy nhién, trong cic con dau nang, cip tinh hodc sau phau
thuat 16n... phéi ding ngay céc thudc giam dau manh loai opioid qua dudng tiém dé tranh soc va
anh hudng x4u clia dau dén tién trién cta bénh .
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CAU HOI TU LUONG GIA
Trinh bay cdc tdc dung cua morphin trén than kinh trung wong.
Trinh bay cdc tdc dung ngoai bién cua morphin .
Phdn tich moi lién quan giita cdu triic héa hoc va tdc dung duoc ly cua morphin.
Trinh bay cdc chi dinh va chong chi dinh khi sit dung morphin.
Trinh bay cdc tdc dung khong mong muoén va than trong khi diing morphin.
Trinh bay triéu chiing va cdch xit tri ngé d éc cdp morphin.
Trinh bay triéu chitng ngd doc man va cdach cai nghién morphin.

Trinh bay tdc dung, tdc dung khong mong mudn va dp dung diéu tri ciia pethidin.

O 2 NS R~

Trinh bay tdc dung va dp dung diéu tri cia loperamid.
10. Trinh bay tdc dung, tdc dung khong mong muén va dp dung diéu tri ciia methadon.
11. Trinh bay tdc dung, tdc dung khong mong mudn va dp dung diéu tri ciia pentazoxin.

12. Trinh bay tdc dung, tdc dung khong mong mudn va dp dung diéu tri ctia fentanyl.
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Bai 10: THUOC HA SOT - GIAM PAU - CHONG VIEM
MUC TIEU HOC TAP: Sau khi hoc xong bai ndy, sinh vién c¢6 kha nang:

1. Phdn tich duoc nhiing tdc dung chinh va co ché tic dung cia thudc chong viém phi
steroid (CVKS)

2. Trinh bay duoc ddc diém tic dung va dp dung diéu tri cia cdc thudc: aspirin,
indomethacin, diclofenac.

3. Trinh bay duoc ddc diém tdc dung va dp dung diéu tri ciia cdc thuéc: ddn xudt Oxicam,
dan xudt acid propionic, paracetamol va thudc tic ché COX - 2

4. Néu duogc 7 nguyén tdc khi sit dung thuoc CVKS.

Céc thuoc trong nhém nay rat khac nhau vé cau tric héa hoc, gobm cic dan xuat cua salicylat,
pyrazolon, anilin, indol va mot s6 thuoc khac. Tat ca cac thudc, & mitc do khac nhau, déu c6 tic
dung ha s6t, giam dau, va - trir dan xuat anilin - con c6 tic dung chdéng viém, chong thap khdp,
chéng dong von tiéu cdu. Vi vay con duge goi chung 1a thudc chong viém khong (mang nhan)
steroid (CVKS) dé phan biét v6i cac glucocorticoid, mang nhan sterol, duoc goi 1a thudc chéng
viém steroid.

1. TAC DUNG CHiNH VA CO CHE
Co ché chung ciia thuéc CVKS: itc ché sinh tong hop prostagladin

Vane 1971 cho rang co ché tic dung chinh cha céc thusc CVKS la tc ché€ enzym
cyclooxygenase, lam giam téng hop c4c prostaglandin 12 nhing chat trung gian héa hoc c6 vai tro
quan trong trong viéc 1am tang va kéo dai d4p dng viém & mo sau t6n thuong.

Khi t6n thuong, mang t& bao giai phéng phospholipid mang. Duéi tdc dung ctia phospholipase A
(1a enzym bi corticoid tc ché), chat nay chuyén thanh acid arAChidonic. Sau d6, mot mat, dudi

tic dung cua lipooxygenase (LOX), acid arAChidonic cho cac leucotrien cé tic dung co khi
quan; mat khac, dudi tic dung cua cyclooxygenase, acid arAChidonic cho PGE , (gay viém, dau),
prostacyclin (PGI,) va thromboxan A, (TXA,) tidc dong dén su ling dong tiéu cau. C4ac CVKS tic
ch& COX nén tc ché duogc cac phan tng viém (so do)

COR[ICOID
Phospholipid mang
(t€ bao tén thuong)
Lipocortin
P v
(+) ()
<4——Phospholipase A,

Acid arachidonic (-) CV
LOX COX
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Cac leucotrien / l\

(co khi quan) PGE, PGI, TXA,
(viem dau) (Iang dong tiéu cau...)

Hinh 10.1: Vi trf tic dung cia CVKS va corticoid trong tong hop PG

Tuy nhién, co ché trén chua giai thich duoc day dt nhitng nhan xét 1am sang trong qua trinh st
dung CVKS, nhu:

- Hiéu qua va tinh an toan cua cac thu 6c CVKS khong giong nhau.

- Hiéu qua tic ch€ téng hop PG va TX cia céc thudc rat thay déi. Nhiéu thudc tic ché manh téng
hop PG hon TX va nguoc lai. Aspirin tic ché manh va khong héi phuc su két tu tiéu cau véi liéu
thap, nhung phai liéu rit cao mdi ¢6 tdc du ng chong viém.

T muoi nam gan day, cdc nghién ctu da cho thay c¢6 2 loai COX, duoc goi la COX - 1 va COX-

2 ¢6 chiic phan khac nhau va céac thuoc chong viém tac dung véi mic do khac nhau trén COX - 1
va COX-2 (sodo )
- COX-1: hay PGG/ H synthetase- 1 c¢6 tac dung duy tri cic hoat dong sinh 1y binh thuong ctia t&
bao 1a mot "enzym cdu tao”. Enzym c¢6 mat & hau hét cdc mo, than, da day, ndi mac mach, tiéu
cau, tu cung, tinh hoan ... Tham gia trong qua trinh san xuat cac PG c¢6 tac dung bao vé, do do
con goi la "enzym giit nha" ("house keeping enzyme") :

. Thromboxan A, ciia tiéu cau

. Prostacyclin (PGI2) trong n¢i mac mach, niém mac da day

. Prostaglandin E, tai da day bao vé niém mac

. Prostaglandin E, tai than, dam bao chiic phan sinh ly.
- COX- 2: hay PGG/ H synthetase 2 c6 chifc phan thic ddy qud trinh viém. Thay & hau hét cic
mo vGi nong do rat thap, & cac t€ bao tham gia vao phan tng viém (bach ciu 1 nhan, dai thuc bao,
bao hoat dich khép, t€ bao sun). Trong cdc mo viém, néng do COX - 2 c6 thé ting cao t6i 80 ldn
do céc kich thich viém gay cam tng va hoat héa manh COX - 2. Vi vay COX- 2 con dugc goi la
"enzym cam ing"

Nhu vay, Kich thich |- 1 nhiéu s& gay nhiéu tic dy  Kjich thich  pon, thudc tc ché
COX-2n sinh 1y chong viém manh ma it gay td gay viem
\ Giai phéng acid l/
arAChidonic
mang t€ bao

CVKS (-)

a¢ dung

(enzym cau tao)
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Cac tac chong viém
dung phu l l
TXA, PGI, PGE, Cac PG (bach
(tiu cAu)  (ndi mac (than) cau 1 nhan dai
niém mac thuc bao, t€ bao
da day sun)
! J
Chiic phan bao vé té€ bao Thiic diy
va "giit nha" qua trinh viém

Hinh 10.2: Vai tro sinh 1y caa COX- 1 va COX- 2

Ngoai tic dung tic ché tdng hop PG, cdc CVKS con c6 thé c6 nhiéu co ché khac. Cic CVKS la
cac phan tir va md, dé tham nhap vao mang t€ bao hoidc mang ti thé, nhat 12 vao cdc bach cu da
nhan, nén da:

. Ut ché tiét cdc enzym clia cdc thé tiéu bao
. Uc ché san xudt cic goc tu do.
. Uc ché€ lang dong va két dinh céc bach ciu da nhan trung tinh.

. Uc ché cic chitc phan mang cta dai thuc bao nhu tc ché€ NADPH, oxydase, phospholipasse C,
protein G va su van chuyén clia cdc anion qua mang.

1.1. Tac dung chong viém

Cic CVKS c6 tac dung trén hau hét cdc loai viem khong ké dén nguyén nhan, theo cdc co ché
sau:

- Ut ché sinh tdng hop prostaglandin (PG) do itic ché c¢6 héi phuc cyclooxygenase (COX), 1am
giam PG E, va F,a 1a nhiing trung gian héa hoc ctia phan tng viém (Vane va cs. 1971).

- Lam viing bén mang lysosom (thé tiéu bao): & 6 viém, trong qua trinh thuc bao, c4c dai thuc bao

lam giai phéng cic enzym cua lysosom (hydrolase, aldolase, phosphatase acid, colagenase,
elastase...), lam tang thém qu4 trinh viém. Do lam viing bén mang lysosom, cic CVKS lam ngén

can giai phong cac enzym phan giai, tc ch€ qua trinh viém.

- Ngoai ra ¢6 thé con c6 thém mot s6 co ché khdc nhu doi khang véi céc chat trung gian hod hoc
cta viém do tranh chap vé6i co chét clia enzym, tic ché di chuyén bach ciu, tc ché phan tng

khang nguyén- khing thé.

Tuy cdc CVKS déu ¢6 tiac dung giam dau - chong viém, song lai khac nhau giita ty 1€ 1iéu chong
viem/ liéu gidm dau. Ty 1¢ 4y 16n hon hoic béing 2 vé6i hdu hét cic CVKS, ké ca aspirin (nghia 12

liéu ¢6 tac dung chong viém cén phai gap doi li€u c6 tic dung giam dau) nhung lai chi gan bang

1 v6i indometacin, phenylbutazon va piroxicam.

1.2. Tac dung giam dau



DUQC LY HOC 2007 - PAI HOC Y HA NOI

(SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA)

Chi ¢6 tac dung véi cdc chiing dau nhe, khu tri. Tac dung t6t v6i cac ching dau do viém (dau
khép, viém co, viém day than kinh, dau ring, dau sau md). Khic véi morphin, cic thudc nay
khong c6 tac dung vGi dau noi tang, khong gay nga, khong ga y khoan khodi va khong gay
nghién. Theo Moncada va Vane (1978), do lam gidm tong hop PG F ,o nén cdc CVKS lam giam
tinh cam thu clia cdc ngon day cam giac véi cac chét gay dau ctia phan Gng viém nhu bradykinin,
histamin, serotinin.

D6i véi mot s6 chiing dau sau mé, CVKS c¢6 thé ¢6 tdc dung gidm dau manh hon cd morphin vi
mo da gay ra viém.

Trong dau do chén ép co hoc hoic tic dung truc ti€p clia cic tdc nhan héa hoc, ké ca tiém truc
ti€p prostaglandin, cic CVKS ¢6 tac dung giam dau kém hon, cang chiing t6 co ch€ quan trong
cuia gidm dau do CVKS 1a do tic ché téng hop PG. Ngoai ra c6 thé con nhitng co ché khdc.

1.3. Tac dung ha sot

Vi liéu diéu tri, CVKS chi lam ha nhiét trén nhiing nguoi s6t do bat ky nguyén nhan gi, khong

c6 tac dung trén ngudi thuong. Khi vi khuén, doc t6, nam... (goi chung 1a cdc chét gay s6t ngoai
lai) xam nhéap vao co thé s& kich thich bach cdu san xuat cac chat gay sot noi tai (céc cytokin,

interferon, TNF,,...). Chat nay hoat héa prostaglandin synthetase, 1am tiang téng hop PG (dic biét
la PG E,, E,) tir acid arAChidonic cua vung dudi doi, gay sot do lam tang qua trinh tao nhiét
(rung co, tang ho hdp, tang chuyén héa) va giam qua trinh mét nhiét (co mach da). Thuéc CVKS

do tic ché prostaglandin synthetase, 1am giam téng hop PG, c6 tdc dung ha sét d o 1am tang qué
trinh thai nhiét (gian mach ngoai bién, ra moé hoi), 1ap lai thang bang cho trung tam diéu nhiét &

vung dudi do6i. Cac CVKS khong tc ché duge sot do tiém truc ti€p PG vao ving dudi doi. Vi

khong c6 tic dung dén nguyén nhan gay sot nén thuoc ha so6t chi ¢6 tic dung chita triéu chiing,
sau khi thudc bi thai trir, st s€ trd lai.

Thudc ha sot
() Vung duéi doi
- rung co
Chat gay sot @  Bach cau TU - tang ho hap
ngoai lai l PG (E;-E,)) @
(+) sot
Chatgaysot ® PG———»
noi tai synthetase TKTV -comach__|
acid - tang chuyén héa

arAChidonic

Hinh 10.3. Co ch€ gay s6t va tac dung ctia thudc ha s6t
1.4. Tac dung chéng ngung két tiéu cau

Trong mang tiéu ciu c6 chita nhiéu thromboxan synthetase 1a enzym chuyén endoperoxyd clia
PG G,/ H, thanh thromboxan A, (chi ton tai 1 phiit) ¢6 tdc dung lam dong von ti€u cau. Nhung
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nodi mac mach ciing rat gidu prostacyclin synthetase, 12 enzym téng hop PG 1, c6 tdc dung d6i lap
v6i thromboxan A,. Vi vay tiéu cdu chdy trong mach binh thudong khong bi dong vén. Khi noi
mach bi tén thuong, PGI, gidm; mat khdc, khi tiéu cdu ti€p xdc v6i thanh mach bi ton thuong,
ngoai viéc giai phéng ra thromboxan A, cdn phéng ra cdc "gia tic" lam dinh cdc tiéu ciu véi
nhau va véi thanh mach, dan t6i hién tuong ngung két tiéu cau. Cac CVKS tic ché thr omboxan
synthetase, 1am gidm téng hop thromboxan A , clia tiéu cdu nén c6 tac dung chong ngung két tiéu
cau (hinh 3.4)

Tiéu cdu khong c6 kha nang téng hop protein nén khong tdi tao duoc cyclooxyganase. Vi thé,
mot liéu nho cla aspirin (40- 100 mg/ ngay) da c6 thé tc ché khong hoi phuc cyclooxyganase
sudt cudc séng cua tiéu cau (8- 11 ngay)

Cyclooxygenase
)
Aspirin — Thr. synth Thromboxan A,
Tiéu Mén tiCu&au)
S
Acid arAChodonic —PGG,/H, — ac dung

doi khang

Prost. Synth Prostacyclin
ndi mac (PG L,)

Hinh 10.4. Co ché€ tic ché dong vén tiéu cau
2. CAC DAN XUAT
Phan loai hoa hoc cac thuéec CVKS

Loai tic ché COX khong chon loc
Nhoém acid salicylic
. Aspirin
Nhom pirazolon
. Phenylbutazon
Nhom indol
. Indometacin, sulindac
. Etodolac (riéng thudc nay lai tc ch€ chon loc COX - 2)
Nhom acid enolic

. Oxicam (piroxicam, meloxicam)
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Nhoém acid propionic
. Ibuprofen, naproxen, ketoprofen, fenoprofen
Nhém dan xudt acid phenylacetic
. Diclofenac
Nhém ddn xudt acid heteroarylacetic
. Tolmetin, ketorolac
Loai tic ché chon loc COX-2

Nhém furanon c¢6 nhém thé diaryl

. Rofecoxib

Nhém pyrazol c6 nhém thé diaryl
. Celecoxib

Nhom acid indol acetic
. Etodolac

Nhom sulfonanilid

. Nimesulid

2.1. Dan xuat acid salicylic
2.1.1. Acid salicylic (acidum salicylicum):

Tinh thé hinh kim, khong mau, nhe, 6ng 4nh,
khong mui, vi chua va hoi ngot, khé tan trong
nudc. Do kich tng manh niém mac nén khong
ding dé uong. Dung ngoai da, dung dich 10% dé
chita chai chan, hot com, ndm da...

2.1.2. Acid acetylsalicylic (aspirin):

Két tinh hinh kim trang, hoi chua, khé tan trong COOH

nudc, dé tfln hqn trong rugu V{:,lq cac .dung' d1§h COC — CH,
base. La san pham acetyl hoa cua acid salicylic

giam tinh kich ting nén udng dugc.

Acid acetyl salicylic
2.1.2.1. Pdc diém tdc dung:
- Tac dung ha s6t va giam dau trong vong 1 - 4 gid vdi liéu 500 mg/lan. Khong gay ha than nhiét.

- Tac dung chong viém: chi c6 tdc dung khi dung li€u cao, trén 3g/ngay. Liéu thap chu yéu la ha
sOt va giam dau.
- T4c dung thai trir acid uric: liéu thap (1-2g/ngay) 1am gidm thai trir acid uric qua nuéc tiéu do

lam giam bai xudt chat nay & ong luon xa. Li€u cao (2-5g/ngay) lam dai nhiéu urat do tc ché€ téi
hép thu acid uric & 6ng lugn gan.
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- T4c dung trén tiéu ciu va dong mdu:

Aspirin véi liéu thap (40-325mg/ngay) di tic ché manh cyclooxygenase clia tiéu cau, 1am gidm
tong hop thromboxan A, (chat 1am dong voén tiéu cdu) nén lam gidm dong vén tiéu ciu. Liéu cao
hon, tic ché cyclooxygenase clia thainh mach, lam gidm téng hop PG I, (prostacyclin) 1a chat
chong két dinh va lang dong tiéu cdu, gay tac dung nguoc lai. Nhung tdc dung trén tiéu cAu manh
hon nhiéu.

Liéu cao aspirin ciing 1am gidm tong hgp prothrombin, ¢6 thé 1a do doi khdng véi vitamin K. Vi

vay, aspirin c6 tac dung chéng dong mau.

- Tac dung trén Ong tiéu hoa:

Niém mac da day - ruot san xudt ra PG, dac biét 1a PG E ,, ¢6 tac dung lam tang tao chat nhay va
c6 thé 1a ca kich thich phan bao dé thay thé cac t€ bao bi pha huy. Nhu vay, vai trd ctia PGE la dé

bao vé niém mac duong tiéu hda. Aspirin va cac thudc chong viém phi steroid néi chung, véi miic

do khdc nhau, tc ché€ cyclooxygenase, lam giam PG, tao di€u kién cho HCI va pepsin cua dich vi
gay ton thuong cho niém mac sau khi “hang rao” bdo vé bi suy yéu. Vi vay, khong duoc ding

thudc cho nhitng nguoi cé tién sir loét da day va phai uéng thudc sau bita an.

2.1.2.2. Duoc dong hoc

O pH cua da day, cic din xuat salicylic it bi ion héa cho nén dé& khuéch tin qua mang, duoc hp

thu twong doi nhanh vao mdu r6i bi thuy phan thanh acid salicylic, khoang 50 - 80% gan véi
protein huyét twong, bi chuyén héa & gan, thoi gian ban thai khodng 6 gid. Thai trir qua nuéc tiéu
50% trong 24 git dudi dang tu do, glycuro - hop, acid salicylic va acid gentisic. Néu pH cua nudc
tiéu base, thai trlr salicylic tang.

2.1.2.3. Doc tinh:

- Mic dau céc dan xudt salicylic déu it doc, d& u6ng, nhung ding lau c6 thé gay “hoi ching
salicyle” (“salicylisme”): buon non, u tai, di€c, nhitc dau, 1a 1an.

- Dac tng: phi,, mé day, man, phu Quincke, hen.
- Xuét huyét da day thé 4n (c6 hong ciu trong phan) hodc thé nang (10ét, non ra mau).

- Nhiém doc véi liéu trén 10g. Do aspirin kich thich trung tam ho hdp, 1am thd nhanh va sau (nén
gay nhiém alcali ho hép), sau d6 vi dp luc riéng phan ctia CO , giam, mo giai phéng nhiéu acid
lactic, dua dén hau qua nhiém acid do chuyén héa (hay gip & tré em vi co ché diéu hoa chua 6n
dinh).

Liéu chét d6i v6i nguoi 16n khoang 20g.
2.1.24. Liéu luong va ché phdam:

- U6ng 1-6g/ngdy, chia 1am nhiéu I1an. Dung dé ha s6t, giam dau va chong viém (thap khép cap,
thap kh6p man, viém da khép, viém than kinh...)

Vién nén aspirin 0,5g (biét duoc: Acesal, Aspro, Polopyrin).
- Lysin acetyl salicylat (Aspégic): 1a dang mudi hoa tan, moi lo tuong duong véi 0,5g aspirin.
Tiém tinh mach hodc tiém bap 1-4 lo/ngay.

- Aspirin pH8: vién nén chita 0,5 g aspirin, dugc bao bing chat khang véi dich vi, nhung tan trong
dich ruot, & doan 2 cua ta trang, tir d6 thudc dugc hap thu vao mau va bi thuy phan thanh acid
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salicylic. Nong do t6i da trong mau dat dugc sau 7 gid, thoi gian ban thai dai hon aspirin binh
thudng, do d6 giam dugc s 14n udng thudc trong ngay, rat tién loi cho cac trudong hop diéu tri
kéo dai.
2.1.3. Methyl salicylat

Dung dich khong mau, mui héc lau, chi dung xoa bdp
giam dau tai ch6. Ngdm qua da cho nén khi xoa bép,
thdy metyl salicylat trong nudc tiéu.

2.2. Dan xuat pyrazolon

Hién chi con dung mot cdch han ché phenylbutazon. Cic dan xudt khac nhu phenazon
(antipyrin), aminophenazon (pyramidon), metamizol (analgin), khong con dung nita vi ¢6 nhiéu
doc tinh v6i mau (giam bach cdu, suy tuy), véi than (di albumin, viém 6ng than cép, vo niéu).

Chi dung phenylbutazon cho viém ciing khép va viém da khép man tinh tién trién khi céc thudc
CVKS khac khong con tac dung va phai theo doéi chat ché cac tic dung khong mong mudn cla
thudc.

Liéu luong va ché phdam:

Ngay dau uéng 200mg chia lam 2 14n uéng trong hodac sau bita an, tang dan li€u t6i 600 mg /ngay.
Tuy theo tinh trang bénh va siic chiu dung ctia ngudi bénh, c6 thé giit liéu d6 trong 4 - 5 ngay,
sau d6 giam xuong liéu duy tri 100 - 200 mg. N6i chung, mot dot thudc khong qua 15 ngay, sau
d6 nghi 4 - 5 ngay méi dung.

Phenylbutazon vién 50 va 100 mg.

Oxyphenbutazon (Tandery) vién 100 mg.

Chiingta s& bo thudc nay trong tuong lai gan
2.3. Dan xuat indol:

2.3.1. Indometacin

H,CO
CHz'— COOH
cH
N - o= H—a

Indometacin

2.3.1.1. Pdc diém tdc dung

- Tac dung giam viém manh hon phenylbutazon 20 - 80 lan va manh hon hydrocortioson 2 - 4
lan. DB6i khang 16 véi PG. Tac dung ca trén giai doan dau va giai doan muon (man tinh) cua viém.



DUQC LY HOC 2007 - PAI HOC Y HA NOI

(SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA)
- Tac dung giam dau lién quan mat thiét véi tdc dung chong viém (li€u chong viém/li€u giam dau
=1).

- C6 tic dung ha sot, nhung khong dung dé chita s6t don thudn vi ¢c6 nhiéu doc tinh va da c6
thudc ha sot khac thay thé (paracetamol, aspirin).

- Sinh kha dung gin bing 100%. Gan protein huyét twong 99%, tham duoc vao dich 6 khép (bing
khoang 20% no6ng do huyét tuong).

2.3.1.2. Boc tinh: Xay ra cho khoang 20 -50% nguoi dung thudc.

- C6 thé gay chéng mat, nhitc ddu (vi cong thitc clia indomatacin tuong tu nhu serotonin), roi
loan tiéu héa, loét da day. Vi thé khong dugc dung cho ngudi ¢6 tién st da day.

2.3.1.3. Chi dinh:

- Viém xuong khép, hu khép, thap khép cot song, viem nhi éu khép man tinh tién trién, dau lung,
viém day than kinh...

- Ché pham va liéu lugng:

Indometacin (Indocid; Indocin): vién nén hodc vién nang 25mg. Thudc dan 50 - 100mg. Mbi
ngay uoéng 50 - 150 mg chia lam nhiéu lan.

2.3.2. Sulindac

Sulindac 1a tién chét (prodrug): ban than né khong c6 hoat tinh, vio co thé dugc chuyén héa
thanh dan chat sulfat ¢6 hoat tinh sinh hoc manh, @c ch€ cyclooxygenase 500 lan manh hon
sulindac. V€ cdu tric héa hoc, sulindac 1a indometacin da dugc thay methoxy bang fluor va thay

Cl bang goc methylsulfinyl (CH ,SO-).

- Trong thuc nghiém, tic dung dugc 1y cua sulindac bang 1/2 indometacin; trong thuc t€ lam
sang, tic dung chong viém va giam dau cta sulindac tuong tu aspirin.

- Ty 1& va mitc do doc tinh kém indometacin.

- Ché pham: Arthrocin, Artribid, Clinoril vién 150 va 200 mg; mdi ngly uéng 1 -2 vién, liéu toi da
400mg/ngay, 1a liéu twong duong véi 4g aspirin hodc 125 mg indometacin.

2.3.3. Etodolac

La thudc c6 tdc dung tic ché uu tién COX - 2, hdp thu nhanh qua tiéu hda, 99% géin vao prot ein
huyét tuong, c6 chu ky gan- rudt. Thoi gian ban thai 1a 7 gio.

Liéu uéng 200- 400 mg

2.4. Dan xuat enolic acid: oxicam (piroxicam, meloxicam va tenoxicam)

La nhém thudc gidm viém méi, ¢6 nhiéu vu diém:

- Tac dung chong viém manh vi ngoai tic dung tc ¢ hé COX con uc ché proteoglycanase va

collagenase cuia mo sun, liéu diéu tri chi bang 1/6 so vdi céc thudc th€ hé trude. Tac dung giam
dau xuit hién nhanh, nura gio sau khi uéng.

- Thoi gian ban thai dai (2-3 ngay) cho phép dung liéu duy nhat trong 24 gid. Gan vao protein
huyét tuong tGi 99%. Vi t/2 qua dai, dé c6 nguy co tich luy thudc.
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- It tan trong md so v6i cdc CVKS khéc, cho nén dé tham vao t6 chic bao khép bi viem, it thim
vao cdc mo khac va vao than kinh, giam duoc nhiéu tai bién.

- C4c tai bién thuong nhe va ty 1& thap hon so v6i cic CVKS khac, ngay ca khi dung thudc kéo
dai t6i 6 thang.
- Thuong chi dinh trong cac viém man vi tac dung dai.
- Ché pham va liéu luong:
+ Piroxicam (Feldene) 10-40 mg/ngay. Vién nang 10 mg,20 mg;ong tiém 20 mg/ ml
Tir 2002 do thdy tai bién trén tiéu héa cao nén nhiéu nudc da bo.
+ Tenoxicam (Tilcotil) 20mg/ngay.Vién nén 20 mg, 6ng tiém 20 mg/ ml.

+ Meloxicam (Mobic). Vién nén 7,5 mg va 15 mg. Liéu binh thuong 7,5 mg/ ngay, toi da 15
mg/ ngay; t/2= 20 gid. Lic dau, dua vao k&€tqua thlr in vitro, meloxicam dugc coi nhu thudc tc
ch€ chon loc COX- 2 (1999), nhung trén 1am sang, in vivo, tic dung tGc ché€ COX - 2 chi manh
hon COX- 1 ¢6 10 1an nén khong con dugc xép vao nhom thudc nay nita.

2.5. Dan xuat acid propionic
- Liéu thap c6 tiac dung giam dau; liéu cao hon, chong viém.

- So v6i aspirin, indometacin va pyrazolon c¢6 it tic dung phu hon, nhit 1a trén tiéu hoéa, vi vay
duoc ding nhiéu trong cdc viém khop man .

- Ché phdm va liéu luong:
Ibuprofen:

- Tac dung chong viém va giam dau tuon g tu aspirin, nhung tac dung phu trén tiéu hoa thi thap
hon nhiéu, dé duoc dung nap hon.

- Puoc hap thu nhanh qua duong tiéu hda, nong do tdi da dat dugc trong huyét tuong sau 1 - 2 gio.
Thudc bi chuyén héa nhanh va thai trir qua than, thoi gian ban thai 1a 1,8- 2 gio.

- Chi dinh chinh trong viém khép dang thap, viém cuong khép, di€u tri cac chitng dau nhe va vira
(nhtic dau, dau rang, dau do kinh nguyét).

- Tac dung khong mong muon: ngoai cac tac dung khong mong muon chung ctia nhém thudc
CVKS, con thay nhin mo, gidm thi luc, thay déi nhan cdm mau sic. Cin ngimg ding thudc va
kham chuyén khoa mat.

- Liéu luong va céch dung:
. Vién nén 100, 150, 200, 300 va 400 mg
. Vién nang 200 mg
. Pan truc trang 500 mg

Viém khép: thuong dung 1,2- 1,8g/ ngay, chia lam 4 1an. C6 thé tang liéu nhung khong vuot qué
3,2g/ ngay. Sau 1- 2 tudn can giam xudng li€u thap nhat c6 tic dung (0,6 - 1,2g/ ngay).

Giam dau: uong 400 mg/ 1an, cach 4 - 6 gio/ lan.

Naproxen
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Vién 250mg. Udng 250mg x 2 lan/ngay. Thoi gian béan thai 1a 14 gio.
Dé dung nap nén thuong dugc diing nhu ibuprofen

2.6. Nhom dan xuat cua acid phenylacetic

Dai dién duy nhit 1a diclofenac (Voltaren)

- Tac dung tc ché COX manh hon indometain, naproxen va nhiéu thuéc khidc. Ngoai ra c6 thé
con lam giam nong do acid arAChidonic tu do trong bach cdu do ngédn can giai phéng hoic thu
hoi acid béo.

- Hap thu nhanh va hoan toan qua duong tiéu héa, nhung chi 50% vao dugc tuan hoan va bi
chuyén hoa trong qud trinh hép thu. T,, = 1- 2 h, nhung tich lu§ & dich bao khép nén tic dung
van giit duoc lau.

- Chi dinh trong viém khép man. Con dung gidm dau trong viém co, dau sau mé va dau do kinh
nguyet.

- Tdc dung phu it, chi khoang 20%, c6 thé 1am tang aminotransferase gan gdp 3 lan, nhung hoi
phuc duoc.

- Ché pham va liéu luong: vién 50 - 100 mg uéng 100- 150 mg/ ngay.
2.7.Nhom dan xuat acid heteroarylacetic
- Tolmetin:

. Tac dung chong viém, giam dau va ha sot tuong tu aspirin nhung dé dung nap hon. Thudc dugc
giit lai trong bao hoat dich t6i 8 gid sau 1 liéu duy nhat.

. Tac dung phu: 25- 40%.

. Tac dung chong viém, giam dau & li€u 0,8 - 1,6g/ ngay, tuong duong véi aspirin 4-45¢g/
ngay hoac indometacin 100- 150 mg/ ngay. Liéu t6i da 1a 2g/ ngay chia lam 3 - 4 14n.

- Ketorolac:

. La thuéc ¢6 tac dung giam dau manh hon chéng viém. Khac opioid , tic dung giam dau cla
ketorolac khong gay quen thudc va dau hiéu cai thuoc, khong tc ch€ trung tam ho hip. Co tac
dung chong viém tai chd, dung nho mit.

. La mot trong s6 it thuéc CVKS c¢6 thé dung dudng tiém.

. Téc dung phu gép 2 lan placebo, thudng 1a n gl ga, chéng mat, nhic dau, cham tiéu, non, dau
cho tiém.

Thudng dung cho gidm dau sau md, dau cap tinh.

Liéu u6ng 5- 30 mg/ ngay; tiém bap 30- 60 mg/ ngdy;

Tiém tinh mach 150 30 mg/ ngay, khong dung qua 5 ngay.

. Chi dinh dé gidm dau ngén han, dudi 5 ngay nhu dau sau mé: tiém bap 30- 60 mg; tiém finh
mach 15- 30 mg va uéng 5- 30 mg.

. Khong dung cho dau trong san khoa. Khong dung cho dau nhe va dau man tinh.

2.8. Thuoc CVKS loai iic ché chon loc COX - 2
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Céc thudc loai ndy, 6 nhitng dic diém sau:

- Uc ché chon loc tréen COX -2 nén tdc dung chéng viem manh, vi tc ché COX - 1 yéu nén cic tic
dung phu vé tiéu hda, mdu, than, con hen... giam di rat rd rét, chi con tir 0,1 - 1%.

- Thoi gian bén thai dai, khoang 20 gid cho nén chi can uéng mdi ngay 1 14n.

- Hap thu dé dang qua dudng tiéu héa, dé tham vao cdc mo va dich bao khép nén cé noéng do cao
trong mo viém, chi dinh t6t cho viém xuong khdp va viém khép dang thap

Vi két tu tiéu cau phu thudc duy nhét vao COX - 1, nén cdc thuéc nhém nay khong dung dé du
phong duoc nhdi mau co tim. Van can ding Aspirin.

Qua thuc t€ st dung, van thdy c6 tac dung phu do tc ch€ COX - 1 cho nén nhiéu tdc gia dé nghi
khong dung tir tic ché€ "chon loc" ma nén thay bang tir tc ché " uu rién" COX- 2 thi ding hon.
Rofecoxib (Vioxx)

Uc ché COX- 2 manh hon COX- 1 t6i 800 l1an. Pugc diing tir 1999. Qua nhiéu thir nghiém lam
sang dung lién tuc trén 18 thang dé diéu tri polip dai trang, ung thu tuyén tién liét, bénh
Alzheimer, thay tai bién tim mach ctia Vioxx cao hon placebo nén thang 10/ 2004 Hang san xuét
(Merck) da tu nguyén xin rat khoi thi truong.

Celecoxib (Celebrex)

Thudc tc ch€ COX- 2 manh hon COX- 1 tir 100 dén 400 lan, duoc dung tir 1998.

- Hép thu qua tiéu héa, dat néng do t6i da trong huyét tuong sau 2 - 4 gid. Gan manh véi protein
huyét twong. Phin 16n bi chuyén héa & gan. Thoi gian ban thai 1a 11 gio.

- Liéu thudong dung 100 mgx 2 14n/ ngay. trong thdp khép c6 thé tiang liéu ti 200 mg x 2
lan/ ngay.

Etodolac: (xem 2.3.3)

Céc thudc tic ché chon loc COX - 2 da duoc khang dinh 13 1dm gidm rd rét tai bién chdy mdu tiéu
hoéa, nhung sau 5 nam si dung da thdy nguy co tim mach tang vi thudc da gay mat thang bang

gitta PGI, va TXA,, lam giam manh PGI,, yéu t6 bao vé ndéi mac mach. Hién nay (2005) thudc
van duoc giam sat chat ché khi dung kéo dai.

2.9. Dan xuat para aminophenol : Acetaminophen, paracetamol

2.9.1 Pdc diém tac dung

Paracetamol ¢6 cuong do va thoi gian tic dung tuong tu nhu aspirin vé giam dau va ha sot.

Khong ¢6 tic dung chéng viém nén nhi€u tic gia khong xép vao nhém thuéc CVKS. Thuc ra,

trén mo6 hinh thuc nghiém, paracetamol van tic dung chong viém, nhung phai dung li€u cao hon

liéu gidm dau, vi trong 6 viém c6 ndng do cao cdc peroxid, lam mat tdc dung tc ché¢ COX cla

paracetamol (Marshall va cong su 1987) va mat khac, paracetamol khong tc ché su hoat hda
bach cau trung tinh nhu cac CVKS khac (Abramson va cong su, 1989).

Trong thuc hanh, paracetamol dugc dung dé ha sot, gidm dau. Chi dinh t6t cho nhitng ngudi
khong dung dugc aspirin (loét tiéu hoda, roi loan dong mau).

2.9.2. Duoc déng hoc
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Hap thu nhanh qua tiéu héa, sinh kha dung 1a 80 - 90%, t/2 = 2 gid, hau nhu khong gan vao
protein huyét twong. Chuyén héa phan 16n & gan va mot phan nhd & than, cho céc din xuat
glucuro va sulfo-hgp, thai trir qua than.

2.9.3. Doc tinh

V6i liéu diéu tri thong thudng, hau nhu khong c6 tdc dung phu, khong gay t6n thuong dudng tiéu
héa, khong gay mat thang bang base -acid, khong gay roi loan dong mau.

Tuy nhién, khi diung liéu cao (> 10g), sau thoi gian tiém tang 24 gid, xuat hién hoai tr t€ bao gan

c6 thé tién trién t6i chét sau 5 - 6 ngay. Nguyén nhan 13 paracetamol bi oxy héa & gan cho N -
acetyl parabenzoquinon-imin. Binh thudng, chat chuyén héa nay bi khir doc ngay bang lién hop

voi glutathion ciia gan. Nhung khi dung liéu cao, N -acetyl parabenzoquinon-imin qua thira s& gin
vao protein clia t& bao gan va gay ra hoai tir t€ bao. Biéu hién bang dau ha sudn phai, gan to, vang

da, hon mé gan (do tang amoniac), acid mau. V& sinh héa, AST, ALT, LDH déu tang. Bénh nhan

thuong chét sau 6-7 ngay. Néu diéu tri sém bang N -acetyl-cystein (NAC—, Mucomyst, Mucosol),
12 chat tién than cla glutathion, bénh nhan c6 thé qua khdi. Sau 36 gid, gan da bi tén thuong, két

qua s€ kém. Sau ngd doc dudi 10 gio, dung NAC c6 hiéu qua hon: uong dung dich 5% -
140mg/kg, sau do, cach timg 4 gio, uéng 70 mg/kg x 17 liéu. NAC ciing ¢6 tdc dung phu: ban do,
may day, non, tiéu chay, nhung khong can ngiig thudc.

2.9.4. Ché phdm va liéu luong

- Paracetamol (Efferalgan; Dafalgan): vién 0,5g; géi bot 0,08g; vién dan 80, 150, 300 mg.
. Nguoi 16n: 0,5-1,0g x 1-3 1an/ngay. Khong dugc diung qua 4 g/ngay.

. Tré em 13-15 tudi: 0,5g x 1-3 lan/ngay.

. Tré em 7-13 tudi: 0,25g x 1-3 lan/ngay.

- Propacetamol clohydrat (Pro- Dafalgan) (th€ hé 1)

Vi paracetamol khé tan trong nudc nén da téng hop tién chat clia paracetamol tan du oc trong
nudc, vio co thé dudi tdc dung clia esterase huyét twong s& gidi phong paracetamol:
esterase
Propacetamol > Diethylglycin + PARACETAMOL
(2g) huyét tuong (1g)

Trinh bay: lo thudc bot + dung moi. Pha ngay truée khi dung, khon g dé qua 30 phiit. Tiém bap
sau hay tiém tinh mach cham trong vong 2 phut. C6 thé truyén tinh mach trong vong 15 phiit (pha

trong 100 mL NaCl 0,9% hoic glucose 5%). Liéu dung 1 -2g/ 1an, cach 4- 6 gio. Khong
ding qué 8g/ ngay. Khong dung cho tré em du 6i 15 tudi va ngudi suy than.

- Perfalgan (th&€ hé 2)

La paracetamol dugc lam tan hoan toan trong nudc (1g/ 100 mL). Perfalgan 1g c6 tuong duong
sinh hoc véi propacetamol 2g va cé tac dung giam dau tuong duong véi diclofenac 75 mg tiém
bap, hodc morphin 10 mg tiém bap.

- Rat nhiéu ché pham khdc c6 chita paracetamol két hgp vé6i cafein, ephedrin, codein,
phenylpropanolamin (PPA)...

3. NHUNG VAN PE CHUNG
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3.1. Dugc dong hoc chung
- Moi CVKS dang dung déu la céc acid yéu, c¢6 pKa tir 2 dén 5.
- Hép thu dé qua tiéu héa do it bi ion héa & da day.

- Gan rat manh vao protein huyét tuong, chu yéu 1a albumin, c6 thudc t6i 99,7% (nhém oxicam,

diclofenac), do dé dé ddy céc thudc khac ra dang tu do, I1am tang doc tinh clia thudc d6 (sulfamid

ha duong huyét, thudc khang vitamin K... ).

Cac thuoc CVKS dé dang tham nhéap vao cdc mo viém. Nong do thudc trong bao hoat dich bing

khoang 30- 80% nong do huyét twong. Khi dung lau, sé vugt qua nong do huyét tuong. Do d6 tac

dung viém khép duoc duy tri.

- Bi gidng héa & gan (trir acid salicylic), thai qua than du6i dang con hoat tinh khi diung véi liu
chong viém va liéu doc.

- Céc thudc khéc nhau vé do thai trir, t,, huyét tuong thay ddi tir 1- 2 gid (aspirin, nhém
propionic) dén vai ngay (pyrazol, oxicam).

- Nhém salicylic dung cho dau nhe (rang) hoac cic viem cap. Cic CVKS c6 t,, dai dugc dung
cho viém man véi liéu 1 1an/ ngay.

Dua theo thoi gian ban thdi clia thudc, c¢é thé chia cic CVKS lam 3 nhém (bang 3.3):

- Céc thudc ¢6 thoi gian ban thai ngan, dudi 10 gid, can uéng 3 1an/ ngay, bénh nhan khé tuan
tht. Tuy nhién, c6 loi 1a khi ngimg thudc, tic dung s& hét nhanh, nhat 13 khi x4y ra tdc dung

khong mong muén. An toan hon cho ngudi cao tudi va bénh nhan suy than.

- Cac thudc c6 thoi gian ban thai dai, trén 30 gio, chi can dung 1 1an/ ngay, ngudi b énh khong
quén. Tuy nhién, dé gay tich lu§ thudc, nhat 12 v6i ngudi ¢ tudi va suy than, dé gay tai bién

nang, khi ngting thudc tic dung doc hai con kéo dai. Phai 7 1an t/2 thi thu6c méi thai trir hét, nhu

vay, v6i piroxicam c6 t/2 = 40 gio, phai cho 12 ngay .

- Céc thudc c6 thoi gian ban thai trung gian: tuong d6i dé dung va it tic dung phu hon.

Bang 10.1: Phan loai thuéc theo thoi gian ban thai (t/2)

Loai thuéc Tén thuoc t/2 (h) So'lan dung/ ngay
Aspirin 0.25 3-4
Diclofenac 1.1 2-4
Ketoprofen 1.8 2-4

t/2 ngén Salicylat 2.0- 15 3-4
Ibuprofen 2.1 3-4
Indomethacin 4.6 3-4
Naproxen 14

t/2 trung binh Sulindac 14
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Meloxicam 20 1
Tenidap 20- 30 1
Piroxicam 40- 45 1
t/2 dai Tenoxicam 60- 75 1
Phenylbutazon 68 1

3.2. Cac tac dung khong mong muon
Thuong lién quan dén tdc dung tc ché téng hop PG.

- Loét da day - ruot: niém mac da day ruot san xuét PG, dac biét 1a PG E , c6 tac dung lam tang
chat nhay va c6 thé 1a ca kich thich phan bao dé thudng xuyén thay thé cc t€ bao niém mac bi
phd huy. Thuoc CVKS tc ché tdng hop PG, tao diéu kién cho HCI cta dich vi gay ton thuong cho
niém mac sau khi “hang rao” bao vé bi suy yéu.

- Lam kéo dai thoi gian chdy méu do tic ché ngung két tiéu cau.

- Vi than, PG c6 vai trd quan trong trong tudn hoan than. Uc ché tdng hop PG gy hoai tir gan va
sau 1a viém than k& man, giam chic phan cau than, dé dan dén tang huyét ap.

- V6i phu nit ¢6 thai:
+ Trong 3 thang dau, CVKS dé gay quai thai

+ Trong 3 thdng cudi, CVKS dé gay cdc rdi loan & phéi, lién quan dén viéc déng ong dong
mach cuia bao thai trong tir cung. Mat khac, do lam gidm PG E va F, CVKS c¢6 thé kéo dai thoi
gian mang thai, 1am cham chuyén da vi PG E, PG F lam tang co gép tlt cung, truéc khi dé vai gio,
su téng hop céc PG nay tang rat manh.

- Moi CVKS déu c¢6 kha nang gay con hen gia (pseudo asthma) va ty 1é nhitng nguoi hen khong
chiu thuéc 12 cao vi c6 thé 1a CVKS tic ch€ cyclooxygenase nén 1am tang cdc chat chuyén héa
theo duong lipooxygenase (tang leucotrien).

3.3. Tuong tac thuoc

Khong dung CVKS véi:

- Thuoc chong dong mau, nhat 1a véi loai khang vitamin K.

- Thudc loi niéu va ha huyét dp, vi CVKS tic ché téng hop ca cac PG gay gian mach.
- Lithium: CVKS lam giam thai trir lithi qua than, gy tich luy.

- CVKS Iam tang tdc dung clia phenytoin va sulfamid ha dudng huyét d o ddy chdng ra khoi
protein huyét twong, lam tang néng do thudc tu do trong mau.

3.4. Chi dinh

3.4.1. Giam dau va ha sot thong thuong: aspirin, paracetamol

Giam dau sau mé: cho thudc trudc khi rach dao, loai c6 t/2 trung binh hoéc dai.
3.4.2. Cdc bénh thdp cdp va man

- Vi ty 1é doc tinh tiéu hoa/hiéu qua chong viém giong nhau cho moi loai CVKS, cho nén tiéu
chuén chon thuéc cin dua trén:
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+ Dép tng cua ting ngudi bénh
+ Su thuan tién trong st dung
+ Tac dung nhanh.
- Thi du:
+ Viém da khép dang thdp: dan x uét propionic, diclofenac (Voltaren).
+ Viém khép man ctia nguoi tré: aspirin
+ Viém cing khép: indometacin

+ Thodi héa khép: loai ¢6 tic dung giam dau véi li€u thap va khi tang liéu s&€ dat dugc tic
dung chéng viém: aspirin, dan xuat propionic. Hoac mot thu 6¢ giam dau don thuan paracetamol.

3.4.3. Cdc chi dinh khdc

Céc thudc tic ché chon loc COX - 2 dang dugc thir dung dé du phong va diéu tri bénh Alzheimer,
polip dai trang, ung thu rudt két- truc trang, tuyén tién liét. Tuy nhién, do phai dung dai (> 18
thang), da thdy nguy co tim mach tang.

3.5. Nguyén tiac chung khi sir dung CVKS

- Viéc chon thudc tuy thuoc vao cd thé. C6 ngudi chiu dung duoc thudc ndy nhung khong chiu
dung dugc thudc khac.

- Udng trong hodc sau bita an dé tranh kich tng da day.

- Khong chi dinh cho bénh nhan c6 tién sur loét da day. Trong truong hop that can thiét, phai dung
cung v6i cac chdt bao vé niém mac da day. Song, nhiing tai bién tiéu hoa khong phai chi do tac
dung kich thich truc tiép ctia thudc 1én niém mac ma con do tic dung chung ctia th udc.

CVKS gay loét da day do iic ché tong hop PG E , , PG I, & niém mac da day. Cdc PG nay cé vai
tro tic ché bai tiét HCI, va kich thich bai tiét dich nhay cung bicarbonat ¢ da day, vi thé cé tdc

dung bdo vé niém mac da day. Hién da tong hop dugc mét loai t wong tw PG E, la Misoprostol
(Cytotec), tiic 15- deoxy- 16 hydroxy- 16 metyl- PG E, c¢é tdc dung chong loét da day tuong tw
thuoc khang H,. Ddc biét dicge ding trong nhitng nguoi phdi diéu tri kéo dai bang CVKS.

Tdc dung phu: tiéu chdy (30%), dau qudn bung, x dy thai.
Liéu luong: Vién 200 ug x 4 lan/ ngay.
Dang nghién ciiu tong hop thuoc tuong tu PGE , (Arboprostol, Enprostil, Trimoprostil).
- Chi dinh than trong d6i v6i bénh nhan viém than, suy gan, c¢6 co dia di ting, cao huyét ap.
- Khi diéu tri kéo dai, can kiém tra c¢6 dinh ky (2 tudn mot 14n) cong thifc mdu, chitc phan than.
- Néu dung liéu cao dé tan cong, chi nén kéo dai 5 - 7 ngay.
Nhanh chéng tim duoc liéu thap nhat c6 tic dung diéu tri dé tranh duoc tai bién.
- Cha y khi dung phoi hop thuoc:
+ Khong dung phoi hgp véi caic CVKS v6i nhau vi lam tang doc tinh ctia nhau.
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+ Khong dung CVKS cung véi thudc chong dong mau loai khang vitamin K (dicumarol,
warfarin), sulfamid ha dudng huyét, diphenylhydantoin, vi CVKS s& ddy cdc thudc nay ra khoi
noi du trit (protein huy€'t tuong), 1am tang doc. Néu van can phéi hop thi giam liéu céc thudc dé.

+ Céc CVKS c6 thé 1am gidm tdc dung mot s6 thudc do lam ting gidng héa hodc d6i khing tai
noi tic dung, nhu meprobamat, androgen, 10i niéu furosemid.

S KR b

8.

CAU HOI TU LUONG GIA

Trinh bay co ché tic dung chung cuia thuéc CVKS - Phdn biét thudéc tic ché’ COX- 1 va iic
ché COX- 2.

Trinh bay co ché'tac dung chong viém ciia thuéc CVKS.
Trinh bay co ché'tdc dung giam dau cia thuéc CVKS.
Trinh bay co ché'tdac dung ha sot cua thuéc CVKS.
Trinh bay co ché chong ngung két tiéu cdu ciia aspirin.

Phan tich so sdnh ddc diém tdc dung va dp dung diéu tri cua aspirin, ddn xudt indol
(indometacin), dan xudt phenylacetic (diclofenac, voltaren).

Trinh bay ddc diém tdc dung va dp dung diéu tri ciia cdc thuoc CVKS loai iic ché chon
loc COX- 2.

Trinh bay tdc dung, co ché'tdc dung, doc tinh, va dp dung diéu tri cia paracetamol.

Trinh bay cdc tdc dung khong mong muon va nguyén tdc chung khi sit dung thuéc CVKS.
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Bai 11: THUOC CHUA GUT

MUC TIEU HOC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:

Trinh bay duogc co ché'tac dung, chi dinh cdc thudc colchicin, probenecid, allopurinol.

Giit 1a mot bénh do tang acid uric -mdu, trong dich bao khép ¢6 nhiéu tinh thé urat 13 san phim
chuyén héa cudi cing clia purin. Bénh c6 thé nguyén phét do r6i loan chuyén héa acid uric di
truyén, hoac thi phat do bénh than, do diung cdc thudc phong toa thai trir urat hoac do san xuat
qué nhiéu urat (metabolic overproduction).

Acid uric-mdu binh thuong 12 2-5mg/100ml, trong bénh giit c6 thé tang t6i 8,8mg/100ml.

Diéu tri gidt nham giai quyét con cap tinh va ngin nglra su tdi nhiém, dua trén sinh bénh hoc cua
bénh nay. Céc tinh thé urat lic ddu bi thuc bao bdi cdc t€ bao mang hoat dich (syno vioucytes).
Trong qua trinh thuc bao, cdc t&€ bao nly giai phong ra cic prostaglandin, cdc enzym tiéu thé va
interlenkin-1. C4c chat trung gian héa hoc nay lai “goi” c4c bach cdu hat t6i 6 khép va 1am ning
thém qua trinh viém: s6 lugng bach cau hat, dai thu ¢ bao tang, luong chét héa hoc trung gian gay
viém tang.

Céc thudc diéu tri con gt cdp tinh s€ tic ché cdc giai doan hoat hda bach cau. Dac hiéu nhat 1a
colchicin. Ngoai ra con dung thuéc CVKS phenylbutazon, indometacin, loai tc ch€ COX -2, hoac
corticoid.

Diéu tri git man tinh, diing thudc 1am gidm acid uric trong co thé bang c4c thudc 1am ddi ra acid
uric nhu probenecid, sunfinpyrazol va allopurinol.

1. COLCHICIN

Colchicin la alcaloid cua cay colchicum antumnal. Bot vo dinh hinh, vang nhat, khong mui. Pugc
dung tur th€ ky 18.

Tac dung diéu tri dac hiéu con giit cap tinh, lam giam dau va giam viém trong vong 12 - 24 gio
dau dung thudc, vi thé con duoc dung lam test chan doan. Colchicin khong cé tic dung gidm dau
va chong viém khép khéc.

1.1. Co ché tac dung

Trong bénh giit, colchicin khong anh hudng dén bai xuit acid uric ¢ than va khong lam giam acid
uric mau. Colchicin gan vao protein clia tiéu quan (protein tubulin) trong t&€ bao bénh ciu va céc
t€ bao di chuyén khdc, vi th€, ngin can su tring hop cla nhiing pro tein nay trong vi tiéu quéan
(microtubulin), din dén tc ché su di chuyén ctia bach cdu va giam hoat tinh thuc bao ctia bach
cau hat, lam giam giai phong acid lactic va cac enzym gay viém trong qua trinh thuc bao. Trong
qud trinh “tiéu héa” cdc tinh thé urat, bach ciu hat san xuit glycoprotein, chat nay c6 thé 1a
nguyén nhan gay ra con gut cap tinh. Colchicin ngan can san xuat glycoprotein cua bach cau hat
nén chong dugc con giit.

Colchicin con ngan can su phan bao cua céac t€ bao dong -thuc vat & giai doan trung ky va do lam
giam su hinh thanh cac thoi phan bao.
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1.2. Poc tinh

Phan 16n lién quan dén tic dung tic ché su trung hop cua tubulin va tc ch€ phan bao: buén non,
non, tiu chdy, dau bung (t6n thuong t&€ bao biéu mo niém mac tiéu héa), tic ché tuy xuong, rung
toc, viém than kinh, doc véi than...

1.3. Duoc dong hoc

Hap thu nhanh qua dudng uéng, dat ndng do tdi da trong huyét tuong sau 0,5 -2 gid. Chuyén héa
& gan, phan 16n thai trir qua phan (c6 chu ky ruot - gan), chi 10 - 20% thai qua than.

1.4. Chi dinh

- Diéu tri con gt cdp tinh: tiém tinh mach 2 mg hoa trong 10 - 20 ml dung dich NaCl 0,9%.
Tong liéu khong vuot qua 4mg. Khong tiém nhic lai trong vong 7 ngay. Néu khong chiu duoc
thudc, c6 thé thay bang indometacin.

- Du phong: uéng 0,5mg moi tuan 2 - 4 1an.
Vién 0,5 mg, 1 mg.
6ng tiém 2ml = Img
2. PROBENECID (BENNEMID)
Probenecid 1a din xudt clia acid benzoic, tan nhiéu trong lipid. Bot tinh thé trang, khong mui.

Acid uric dugc loc qua ciu than va bai xuat qua ong than, song phan 16n lai dugc tai hap thu &
doan giita cia 6ng lugn gan. Probenecid véi liéu thap do canh tranh vGi qud trinh thai trir acid
uric nén lam luu acid uric trong co thé (Demartini va cong su, 1962), nhung véi liéu cao lai tc
ché tai hap thu acid uric & 6ng than nén lam tang thai trir acid q ua nudc tiéu.

Probenecid con tc ché ¢ tranh chap qua trinh thai trir chtt dong tai 6ng luon gan clia mot s6 acid
yéu nhu penicilin, para aminosalicylat, salicylat, clorothiazid, indometacin, sunfinpyrazon, v.v...
Probenecid khong c6 tdc dung giam dau. Khi cAn gidm dau, c6 thé dung cling véi paracetamol.
Khong dung cung véi salicylat, vi probenecid s&€ mat tic dung.

Ding thudc 1oi niéu loai thiazid kéo dai nhu trong di€u tri cao huyét 4p thuong lam & urat vi
nhiing thudc nay tc ché bai xudt urat & ong than. Probe necid d6i khang dugc tic dung nay ma
khong anh hudng dén tac dung lgi niéu ctua thuéc. Tuy nhién, lai Gc ch€ tic dung dai natri cua
furosemid.

Probenecid duoc hdp thu nhanh qua rudt, vao mau, hon 70% két hgp vé6i albumin huyét tuong,
thai trir qua than phan 16n dudi dang glucuro-hop. Thoi gian nita thai trir khoang 6-12 gio.

Té4c dung phu rat it (2-8%): budn non, non, mang do & da, sot. Khi 1am dai nhiéu acid uric, c6 thé
gay cin soi urat v6i con quan than (khi d6 cin base hod nuéc tiéu).

Liéu lugng: vién 0,5g. Tuan dau uéng 250mg x 2lan/ngay. Tang dan timg tuan. Toi da 2g/ngay,
uong 4 1an. Uong nhiéu nudc dé tranh soi acid uric & than.

Dung hang nam. C6 thé ding véi allopurinol, sunfinpyrazon.

3. SUNFINPYRAZON (ANTURANT)
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Cong thitc gan giong phenylbutazon. Gay dai ra acid uric manh do ngan can tdi hap thu & 6ng
than, giong co ché cta probenecid. Hap thu nhanh va hoan toan qua duong tiéu hod. Gay tai bién
mau nhu phenylbutazon, r6i loan tiéu hoa khoang 10%.

Salicylat 1am mat tdc dung cta sunfinpyrazon do tranh ch&p véi sunfinpyrazon khi van chuyén
qua 6ng than va ca khi gén vao protein huyét tuong.

Liéu luong: viéen 50mg x 4lan/ngay, ting dan t6i 400mg hoic 800mg mot ngay. Chia lam 2 -4
lan, u6ng vao bita an dé€ tranh kich tng da day. U6ng nhiéu nudc trong ngay.

4. ALLOPURINOL (ZYLOPRIM)
Allopurinol 1a chat dong phan ctia hypoxanthin.
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4.1. Co ché tac dung

Acid uric 12 san phdm chuyén hod cta purin. Cdc purin dugc chuyén thanh hypoxanthin va
xanthin roi bi oxyhod nhd xitc tic cua xanthin oxydase thanh acid uric. Allopu rinol 1a chat tGc ché
manh xanthin oxydase nén lam giam sinh téng hop acid uric, giam nong do acid uric mdu va
nudc ti€u, 1am tang néng do trong mau va nudc tiéu cc chat tién than hypoxanthin va xanthin dé
tan hon. Nhu vay, allopurinol con ngan ngilra dugc s u tao soi acid uric trong than.

Nhu vay, allopurinol con ngan ngita dugc su tao soi acid uric trong than.
4.2. Poc tinh

It doc. Phan tng qud mén khoang 3% (min da, s6t, giam bach cdu, gan to, dau co).

Trong nhitng thing dau diéu tri, c6 thé c6 cdc con giit ¢4 p tinh do su huy dong acid uric tlr cdc
mo du trit. Khi d6, can phdi hop diéu tri bang colchicin.

4.3. Dugc dong hoc

Hép thu qua dudng uong khoang 80%, dat nong do t6i da trong méu sau 30 -60 phiit. Allopurinol
cung bi chuyén ho4 boi xanthin oxydase thanh alox anthin, van con hoat tinh, vi thé tic dung kéo
dai, chi cin uong thudc mdi ngay 1 1an.

4.4. Chi dinh, liéu luong
- Git man tinh, séi urat & than.

- Tang acid uric mdu thit phat do ung thu, do diéu tri biang cdc thudc chong ung thu, thudc 1oi tiéu
loai thiazid...
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- Tang acid uric mau ma khong thé ding dugc probenecid hodc sunfinpyrazon do c¢6 phéan tng
khong chiu thudc.
Muc tiéu cua diéu tri 1a 1am giam nong do acid uric mau xuéng 6mg/dl (360 micro M).

Liéu luong: Allopurinol (Zyloprim) vién 100 - 300 mg. Liéu d4du 100mg, ting dan téi
300mg/ngay tuy theo nong do acid uric mau.

CAU HOI TU LUONG GIA

Phdn tich so sdnh co ché tic dung va chi dinh diéu tri ciia colchicin, probenecid va
allopurinol.
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Bai 12: THUOC AN THAN KINH VA THUOC BIiNH THAN

MUC TIEU HOC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:
1. Trinh bay duoc 3 ddc diém co bdn ciia thuoc an thdn kinh va 6 ddc diém cua thuéc binh
than.

2. Trinh bay duoc co ché'tdc dung va tdc dung duoc 1y, tdc dung khong mong muon, dp dung
ldm sang cia thudc an than kinh: clopromazin, haloperidol.

3. Phdn tich duoc co ché'tdc dung, tdc dung va dp dung ldm sang ciia benzodiazepin.

1. THUOC AN THAN KINH (thuéc an than chii yéu)

Céc thudc loai nay c6 3 dic diém co ban :

- Gay trang thai tho o, 1anh dam, cai thién duoc céc triéu ching clia bénh tam than phan liét.
- C6 thém tac dung tc ché than kinh thuc vat, gay ha huyét 4p, giam than nhiét.

- C6 thé gay ra hoi chitng ngoai bé thap (hoi chiing Parkinson).

Khéc véi thude ngu, cdc thude loai nay du dung vdi liéu cao ciing khong gay ngu, chi cé tac dung
gay mo mang, lam dé ngu.

1.1. Dan xuat phenothiazin va thioxanthen: clopromazin
Clorpromazin (Largactil, plegomazin, Aminazin): thuéc doc bang B.
Bot tring xam, rét tan trong nudc, rugu, cloroform.

DPuoc tim ra tir nim 1952 trong khi nghién citu cdc thudc khang histamin téng hop d4n xuat clia
vong phenothiazin. La thuc mé dau cho linh vuc dugc 1y tam than.

1.1.1. Tdc dung duoc ly
1.1.1.1.Trén hé than kinh trung vong

- Clopromazin gy trang théi dic biét thd o vé tam than van dong: thudc khong cé tdc dung gay

ngu, trir v6i liéu gan doc, nhung né lam giam céc hoat dong van dong va cc su ban tam, uu tu

ma van gilt duoc twong doi cac hoat dong vé tri tué va su canh gidc. Liéu rat ca o cling khong gay
hon mé.

Ngudi dung thudc to ra khong quan tam dén moi trudong xung quanh, khong biéu 16 xic cam,

trong khi phan xa tuy va phan xa khong diéu kién véi kich thich dau van giit duoc.

- Thudc lam giam dugc ao gidc, thao cudng, vat va.

Do d6, thudc c6 tac dung v6i bénh tam than phan liét.

- Cloprozamin gay hoi chitng ngoai b6 thdp, giong bénh Parkinson biéu hién bang dong tdc ciing
do, tang truong luc.

- Ha than nhiét do tc ch€ trung tam di€u nhiét & ha khau nio.

- Chong non do tc ché trung tAm non & san nao that 4.
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- Uc ché trung tam truong luc giao cam diéu hda van mach.

- Trén van dong, liéu cao gay trang thdi gilt nguyén thé (catalepsia).

1.1.1.2.Trén hé thong than kinh thuc vdt

Vira c6 tac dung huy phé giao cam vira c6 tac dung phong toa receptor o, adrenergic ngoai bién.

T4c dung huy phé giao cdm thé hién bing nhin md& (déng tlr gidn), tdo bén, gidm tiét dich vi,
giam ti€t nudc bot, mo6 hoi. Tac dung nay rat it xay ra véi cac dan xuat ¢6 nhan piperazin.

T4c dung huy o, - adrenergic twong doi c6 y nghia, c6 thé phong tda tic dung ting 4p cua
noradrenalin. Vi loai piperazin c6 tic dung an tam than véi liéu thap nén tidc dung huy giao cam
rat yéu.

1.1.1.3.Trén hé noi tiét

- Lam tang tiét prolactin, gay chay sita va chiing vi to 6 dan 6ng.

- Lam giam tiét FSH va LH, c6 thé gay ttic ché phéng nodn va mat kinh.
1.1.1.4.Cé tdac dung khdng histamin H ,, nhung yéu.
1.1.2. Tuong tdc thuéc

- Clopromazin lam tang tic dung cua thu6c ngua, thudéc mé, thudc té, thuoc giam dau loai
morphin, thudc ha huyét 4p (nhat 12 guaneth idin, thudc tic ché enzym chuyén angiotensin), ruou.

- Clopromazin d6i khang tic dung véi cac thudc kich thich than kinh tam than, dac biét véi
amphetamin va cac chit gay ao giac.

- Giira cac thudc an than kinh, khong c6 tac dung hiép dong tang muc, nhu’ng vé mat diéu tri cc
triéu chitng ctia bénh tam than, c¢6 thé dung phoi hop trong thoi gian ngan.

1.1.3. Co ché'tic dung

Sinh 1y hoc cuia hoat dong than kinh trung wong va sinh bénh hoc cua réi loan tam than (bénh tam
than phan liét) con chua dugc biét rd. Tuy nhién, ngudi ta nhan thdy ring su can bang gitta hé
dopaminergic trung uong va hé serotoninergic trung uong c6 vai tro quyét dinh dén cac triéu
chiing ctia bénh tam than phan liét.

Hé dopaminergic (DA) trung uong

Céc thuoc cuong hé DA (amphetamin, cocain, DOPA) déu lam tang triéu ching bénh.

Céc thuoc huy hé DA, dic biét 1a cac receptor thuéc nhém D , (g6m D,, D, D,) nhu thudc an than
kinh déu 1am gidm cac biéu hién clia bénh tam than.

H¢ serotoninergic (SHT) trung uong

C6 t6i 15 loai receptor SHT, nhiing vGi bénh tam than thi receptor SHT, (dac biét 1a 5 HT,,) c6
vai trd quan trong hon ca. Trong ndo, nhan téng hop SHT nhiéu nhét (c6 thé 1a duy nhat) 1a céc
nhan Raphe (Raphe nuclei). Cdc nhan nay kiém sodt su tong hgp DA & ca than t€ bao va su giai
phéng DA & truGce xinap ctia cac noron hé DA. Nhin chung, SHT tc ché giai phong DA.

Gia thuyét sinh héa vé bénh tam than phan liét cho rang cac triéu ching duong tinh (hoang tudng,
ao gidc, kich dong, da nghi, y tudng tu cao) 1a do tdng hoat hé DA & hé vién va mat co ché€ diéu
hoa ngugc trung wong. Con cac triéu chiic am tinh (cam xdc cin mon, quan hé kém, vo cam, tu
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duy triru tuong khé khan) 1a do réi loan chic phan viung tran trude, gidm hoat hé DA nido gitta -
vO ndo do tang hoat hé SHT,.

Céc thudc an than kinh ¢é dién (clorpr omazin, haloperidol) tc ché€ manh D, hon SHT nhiéu nén
tdc dung trén triéu chiing duong tinh manh, it tic dung trén triéu triing am tinh, mat khac, gay tac
dung phu ngoai bo thap.

Céc thuoc an thadn mdéi (duge nghién ctu nhiéu tir thap ky 80 cta thé ky 20 trd 1 ai day) déu c6 ca
hai tic dung phong téa D, va 5SHT,, va tc ch€ SHT,, manh hon D, (risperidon) do d6 cai thién
duoc ca triéu ching am tinh va it gay triéu chiing ngoai bé thap, con véi triéu ching duong tinh
thi tdc dung nhu thudc ¢é dién. Hién c6 olanzapin, risperidon...

1.1.4. Duoc dong hoc
- Hép thu tot qua dudng tiéu hod. Nong do cao hon 400mg/ml mau thuong 1a doc.

- Thudc rat va md, gin nhiéu vao protein huyét twong, tap trung & nio va té chiic md, qua nhau
thai dé dang. Thoi gian béan thai 20-40gio. Hiéu luc sinh hoc cta liéu mot 1an thuong ton tai it
nhét 1a 24gio nén chi can dung li€u 1 1an moi ngay.

- Chuyén hod chii yéu & gan qua qud trinh oxy ho4, tao cdc chat chuyén hod hoan toan mat hoac
chi con mot phan hoat tinh.

- Thai trir: chli yéu qua nuéc tiéu (dang tan trong nuéc, khong c6 hoat tinh), phan khdc qua mat
(c6 chu ky gan- rudt) va ra phan. Thudc ton tai lau trong co thé, sau khi ngliing thudc 6 -12 thing
van con tim thdy vét trong chat thai.

1.1.5. Tdac dung khong mong muon

1.1.5.1. Loai thuong gdp, lién quan dén tinh chdt duoc 1y cua thuoc:

- Rai qloan tam ly: chéng mét moi, suy nghi cham chap, trang thai traim cam, li 1an (nhat 1a nguoi
c0 tuoi).

- Tut huyét ap khi ding va nhip tim nhanh, nhat 1a khi tiém.

- Kho miéng, nuét khé, bi ddi, roi loan diéu ti ét thi luc, con ting nhan dp cép, tdo bon... 1a nhiing
d4u hiéu huy ph6 giao cam.

- Rai loan diéu tiét va sinh duc: tc ché phéng nodn, vo kinh, chay sita, giam tinh duc, tang can.

- Hoi chitng ngoai b6 thdp: thay d6i tuy thudc vao thoi gian diéu tri, vdo liéu luogng, vao thudc
phdi hop, vao tudi, giéi...

1.1.5.2. Loai khéng phu thudc vao tdac dung duoc ly.
- Giam bach cau.

- Vang da tic mat, xuat hién gitta tuan thi 2 dén thit 4. Gidm dan khi nging thudc. C6 thé do phu
né cac duong dan mat do phan ing qua man vi khong phu thuoc vao liéu.

- Phén (ing ngoai da: di ting, man cam véi dnh niang, dong sic to trong tién phong clia mat.

- Loan nhip tim: nhip nhanh xoang (diéu tri bang propranolol), nhi thit phan ly.

- Hoi ching s6t cao ac tinh: sot cao, da tai nhgt, mo hoi nh & nhai, trang thai soc. Phai 1am hoi stc
cép citu: gitf thang bang nudc va dién giai.

- Tai bién chét dot ngot, thudng xuat hién sau khi tiém. Chua rd nguyén nhan.C6 thé lién quan
dén huyét khoi, viém tac mach.
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1.1.6. Ap dung lim sing

Do ¢6 nhiéu tiac dung da dang, clopromazin dugc ding & nhiéu khoa:

- Khoa tam than: loan than kinh, tam than phan lap, thao cudng, hoang tudng, ao giac.
- Khoa san: san giat (chd y thuoc qua duoc rau thai)

- Khoa gay mé: tién mé, gay mé ha thé nhiét, ha huyét ap.

- Khoa noi: chdng non, chong dau, an than, chong rung tim.

- Khoa da liéu: chdng ngira.

- Uong 10- 25 mg/ 1an x 2- 4 14n/ ngay. Tiém bap 25- 50 mg/ 1an x 2- 3 1an/ ngay.
1.2. Dan xuat butyrophenon: Haloperidol

Haloperidol (Haldol) 12 tiéu biéu cho nhém an than kinh da nan g (polyvalent neuroleptics) hay an
than kinh “chong triéu ching duong tinh” (“antiproductive”), chdng thao cuong.

Vé cau tric hod hoc, haloperidol gan gidng vé6i acid gamma -amin- butyric (GABA) 1a chat trung
gian hod hoc cua cdc qua trinh tc ché trong than kinh trung uong. Tac dung an tam than manh la
do tc ché receptor dopaminergic trung wong va ciing vi vay tic dung khong mong muon, hoi
ching Parkinson ciing 10.

1.2.1. Chi dinh
- C4c trang thai thao cudng, hoang tudng

- Cac trang thai hoang loan tam than cdp va man, tam than phan lap, paranoid (hoang tudng c6 hé
thong).

- Chong non. Non do dung thudc chéng ung thu, sau chiéu xa.
1.2.2. Can thdn trong

- Khong dung chung vé6i thudc cuong hé dopaminergic (levodopa) vi cac receptor cua hé
dopaminergic da bi haloperidol phong téa. Néu khi dang diéu tri bang haloperidol ma c6 ddu
hiéu ngoai bé thap thi dung thuoc huy phé giao cam trung uong.

- Diing cling v6i thude ha huyét dp c6 thé gay tut huyét 4p khi diing.

- Than trong véi ngudi 14i xe, ditng mdy, vi lic ddu diéu t ri c6 thé gay nga ga.

1.2.3. Tac dung khong mong mudn

Giong nhu véi clopromazin, hay gap nga ga, hdi chitng ngoai bo thap, rdi loan noi tiét.

1.2.4. Liéu luong

6ng 5mg/ml x 1-4 6ng/ngay. Tiém bap; Vién 5mg x 1-8 vién/ngay.

1.3. Dan xuat benzamid: Sulpirid (Dogmatil)

1.3.1. Tdac dung

Sulpirid 1a dai dién cho nhém benzamid, 1a thudc an tam than cé tac dung ludng cuc (bipolar):

- Liéu < 600mg c6 tiac dung giai tc ché chong triéu chiing am tinh, kich thich receptor sau xinap
ctia h¢ dopaminergic trung uong.
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- Liéu > 600mg c6 tac dung chéng triéu ching duong tinh (antiproductive), chong hoang tudng vi
thudc kich thich receptor trudc xinap cia hé dopaminergic, lam giam giai phong dopamin.

Vi vay, liéu thap 1a cudng va liéu cao 1a huy hé dopaminergic (trén céc receptor D, trung uwong).
1.3.2. Chi dinh
- Liéu thép (dudi 600mg): tinh trang mat nghi luc, loan than.
- Licu cao (lieu trén 600mg): cédc r6i loan tam than cap tinh: tam than phan lap, thao cuéng, o
giac.
1.3.3. Tac dung khong mong muon
- R6i loan noi tiét va chuy én héa: tang tiét sita, tang can.
- Than kinh:
+ Loan van dong: veo c6, ctiing ham, xoay mit (oculogyre).
+ Hoi chiing ngoai bo thap.
+ Ngu ga.
- Tim mach: tut huyét ap khi ding.
1.3.4. Ché phdm va liéu luong
Dogmatil vién 200mg, 6ng 2ml = 100mg
- Chong suy sup, triéu ching am tinh: 1-3 vién/ngay.
- Chong triéu chiing duong tinh: 4 -8 vién/ngay.
- Trong loan than c4p va man tinh, tiém bap 200 - 800mg mot ngay, trong 2 tudn lién.
1.4. Nhom benzisoxasol: Risperidon
Pdc diém tdc dung:
Dai khang v6i 5 HT, & ving trdn trude cta vo ndo nén ¢6 hiéu qua diéu tri cac triéu ching am
tinh cta tam than phan l1ap. Dong thoi c6 tic dung doi khdang D , & viing ndo gitta - hé vién nén cé

hiéu qua diéu tri cdc triéu chitng duong tinh. Risperidon gin vao 5HT,, khoang 20 1an manh hon
vao D,.

Vi liéu diéu tri (4-6 mg/ngay) rét it gay triéu ching ngoai bé thép.
2. THUOC BINH THAN (thuéc an than thit yéu)

C6 nhiéu tén goi: minor tranquillizers, anxiolytics, sedatives... hodc thudc an than thi yéu, thudc
binh than.

Nhoém thudc quan trong hang dau la benzodiazepin.

Pic diém chung 12 tic ché dac biét trén hé thong lu6i hoat héa doi thi hé vién va cic noron két
hop ctia tuy séng. Do d6:

- C6 tac dung an diu (sedative), lam giam canh gidc, lam cham céac hoat dong van dong va lam
diu su bon chon.

- C6 tac dung an than giai lo (anxiolytic effects): lam giam cdc phan tng xdc cam thai qua va
giam cang thang tam than.
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- Chi ¢6 tac dung gay ngt khi mat ngu c6 lién quan dén su lo au, bon chon.

- It anh hudng dén hé than kinh thuc vat nhu nhém thudc an than chi yéu (loai clopromazin).
- Chong co giat.

- Gian co lam giam truong luc co do tac dung trung uong.

Benzodiazepin (BZD): 1a thu6c dai dién cho nhom nay va rat thuong dung.

2.1. Tac dung duoc ly

2.1.1. Trén than kinh trung uong cé 4 tac dung chinh

- An than, giai lo, giam hung han.

- Lam dé ngu: giam thoi gian tiém tang va tang thoi gian gidc ngh nghich thudng. Khic véi
barbiturat 1a phan 16n BZD khong c6 tiac dung gay mé khi ding li€u cao.

- Chong co giat: clonazepam, nitrazepam, lorazepam, diazepam: do ti nh cam thu khac nhau cta
cdc ving, cc céu trdc than kinh va su cam thu khac nhau cla cac loai v6i cac dan xuét ma tac
dung c¢6 khdc nhau: ¢6 dan xudt con lam tang van dong & chudt nhét, chuot cong, khi. Riéng
flurazepam lai gy co giat, nhung chi trén meo.

- Lam gian co van.

Ngoai ra con:

. Lam suy yéu ky tc cii (retrograde amnesia) va lam trd ngai ky ttc méi (anterograde amnesia).
. Gay mé: mot s it BZD ¢6 tac dung gay mé nhu diazepam, midazolam (tiém tinh mach)

. Liéu cao, tic ché trung tam ho hap va van mach.

2.1.2. Tac dung ngoai bién

- Gian mach vanh khi tiém tinh mach

- Véi liéu cao, phong toa than kinh - co.

2.2. Co ché tac dung

BZD gén trén céc receptor dac hiéu v6i né trén than kinh trung vong. Binh thuong, khi khong ¢

BZD, cac receptor cuia BZD bi mot protein ndi sinh chiém giit, lam cho GABA (trung gian héa
hoc ¢6 tac dung tc ché trén than kinh trung wong) khong gan vao dugc receptor cia hé GABA -
ergic, lam cho kénh Cl— cua noron khép lai. Khi ¢6 mat BZD, do c¢6 i luc manh hon protein noi

sinh, BZD ddy protein noi sinh va chiém lai receptor, do d6 GABA méi gin duoc vao receptor

ctia n6 va lam md& kénh Cl-, ClI” di tir ngoai vao trong t€ bao gay hién tuong wu cuc héa (hinh
12.1).

Céc receptor cua BZD ¢6 lién quan vé€ giai phau va chiic phan vdi receptor cia GA BA.
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Hinh 12.1: Co ché tac dung ctia Benzodiazepin (BZD)

Cic receptor clia BZD c6 nhiéu trén than kinh trung wong: vo ndo, viing c4 ngua, thé van, ha
khau nio, hanh ndo, nhung dic biét 1a & hé thong ludi, hé vién va ca o tuy song.

BZD tadc dung gidn ti€p 1a lam tang hiéu qua ctia GABA, tang tdn s0 m& kénh Cl—
2.3. Cac tac dung khong mong muon

Khi néng do trong méau cao hon liéu an than, dat t6i liéu gay ngi, c6 thé gip: ué odi, dong tic
khong chinh xdc, 16 14n, miéng kho dang, giam tri nhd.

Doc tinh trén than kinh ting theo tudi.

Vé tam than, doi khi gay tdc dung nguoc: 4c mong, bon chon, lo lang, nhip tim nhanh, va mé hoi,
sang khodi, 4o gidc, hoang tuéng, muon tu tr. Quen thudc c6 thé 1a do co ché tang chuyén héa
hodc diéu hoa giam s6 luong céc receptor cia BZD trong nao.

It gay phu thuoc va lam dung thudc, nhung sau mot dot ding BZD kéo dai, c6 thé gay mét ngu
trd lai, lo lang, bon chén hodc co giat. Miac ddu vay BZD véan 1a mot thudc an than tuong déi an
toan va dang c6 xu hudng thay th€ dan thudc ngl loai b arbiturat. Thudc c6 t/2 cang ngén
(triazolam t/2 = 3 gi0®), cang dé gay nghién.

2.4. Dugc dong hoc

Hap thu hau nhu hoan toan qua tiéu hda, dat ndng do t6i da trong mdu sau 30 phit dén 8 gid. Géan
vao protein huyét tuong tir 70% (alprazolam) dén 99% (diazepam) . Nong do trong dich ndo tuy
gan tuong duong nong do dang tu do trong méau. Thudc qua dugc rau thai va sira.

Puoc chuyén hoa bdi nhiéu hé enzym trong gan, thanh cac chat chuyén hoa van con tac dung roi
lai bi chuyén ho4 ti€p, nhung toc do cham hon cho nén t4 ¢ dung it lién quan dén thoi gian ban
thai. Thi du flurazepam c6 t/2 trong huyét tuong 1a 2 -3gid, nhung chat chuyén hoa con tic dung
la N-desalkyl flurazepam con ton tai trén 50 gio.

Dua theo t/2, cac Bzd dugc chia lam 4 loai:
- Loai tac dung cuc ngan, t/2 <3 gid ¢6 midazolam,triazolam.
- Loai tac dung ngan, t/2 tir 3-6 gid c6, zolpidem (non-benzodiazepin) va zopiclon.
- Loai tdc dung trung binh, t/2 tir 6 -24 gid c6 estazolam va temazepam.
- Loai tac dung dai, t/2 >24 gid c6 flurazepam, quazepam, diazepam.
2.5. Ap dung
2.5.1. An than: liéu trung binh 24gio:
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Diazepam (Valium): 0,005-0,01g. U6ng
2.5.2. Chong co gidt
Diazepam (Valium): 0,010-0,020g. Tiém bap, tinh mach
Clorazepam (Tranxene): 0,010-0,020g. Udng
2.5.3. Gay ngu, tién mé
Triazolam (Halcion): 0,125-0,250g. Udng: Mat ngu dau giac. Uong
Midazolam (Versed): 0,025 - 0,050. Tiém bap, tinh mach - tién mé.
2.5.4. Gidn co, gidm dau do co thdt: thdp khdp, roi loan tiéu hod
Diazepam (Valium): 0,010-0,020g. Uong, tiém bap, tiém tinh mach.
Tetrazepam (Myolastan): 0,050-0,150g. Uéng, tiém bap, tiém tinh mach.
* Nguyén tiac chung khi dung thuoc:
- Liéu luong tuy thuodc timg nguoi.
- Chia liéu trong ngay cho phui hop.
- Diing gi6i han timg thoi gian ngin (1tudn -3 thang) dé trdnh phu thuoc vao thudc.
- Tranh dung cung véi céc thudc tic ché than kinh trung uong, ruou, thudc ngu, khang histamin.
2.6. Chong chi dinh
- Suy ho hép, nhugc co: do tac dung tic ché than kinh va gian co.

- Suy gan: do thudc chuyén hoa tao cdc chat c6 tic dung kéo dai, c6 thé ting doc tinh hodc gay
doc cho gan da bi suy.

- Nhitng ngudi 14i 6 t6, 1am viéc trén cao, diing mdy chuyén dong.
2.7. Nhom thuoc méi

Do BZD con mot s6 tdc dung phu nén dang nghién cttu mot nhém thude an thadn méi khong tac
dung qua h¢ GABA: buspirone, zolpidem (nhém imidazopiridin).

Buspiron

Pai dién cho mot nhém thudc an than méi:

- Pdic diém duoc 1y:

. Lam mat lo au nhung khong gay an diu, ngli ga hoac mat tri nhé.

. Khong déi khang hoac hiép dong véi cac thudc an than hodc barbiturat khac.
. Duing liéu cao ciing khong gay tc ché than kinh trung uong rd.

. Tac dung manh trén cac triéu ching tam ly nhu lo au, kém tap trung tu tuéng. Con diazepam lai
c6 tac dung lam gian co va chong mat ngu tot hon.

. Nhuoc diém: khoi phat tdc dung cham, kém tac dung trén con hoang so.

- Co ché'tac dung
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(SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA)
La chat dong van véi receptor 5- HT 1A c6 nhiéu & hé vién, hoéi hai ma, ndo giita, doi thi, hanh -
cau ndo, thé van, ha khau ndo va tiéu ndo. Co ché con dang nghién ctu, nhung khong tic dung
trén kénh ClI" qua GABA nhu BZD.

- Tdc dung khong mong muon:

Chéng mat, mat ngl, budén non, nhic dau, dau nguc, U tai, lo au. Can diéu chinh li€u. Vi 1a thudc
méi, cin theo doi thém.

- Bong hoc

Hap thu nhanh qua dudng udng nhung c6 chuyén héa qua gan lan thit nhat do hydroxy héa va
mat alkyl, tuy nhién lai tao ra nhiéu chat chuyén héa con hoat tinh vao duoc than kinh trung
uong, cé chat c6 tic dung phong tda ca receptor a,. Thoi gian ban thai 1a 2- 4 gio.

Liéu luong: vién 5- 10 mg (Buspar), dung tir liu thap, 3 1an/ ngay.

CAU HOI TU LUONG GIA
Phan tich 3 ddc diém co bdn ciia thudc an thdn kinh (thuéc an thdan chii yéu).
Phdn tich co ché'tdc dung ciia clorpromazin.

Trinh bay cdc dp dung lam sang va tdc dung khong mong muon ciia clopromazin.

R b~

Trinh bay tdc dung va co ché'tdc dung cuia benzodiazepin.
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Bai 13: THUOC CHUA PONG KINH

MUC TIEU HOC TAP: Sau khi hoc xong bai ndy, sinh vién c¢6 kha nang:

1. Phdn loai duoc thudc diéu tri dong kinh theo con va cdc cdch tdc dung cua thudc chita
dong kinh.

2. Trinh bay duogc co ché tdc dung, tdc dung dugc ly va dp dung dié u tri cua cdc thudc
diphenylhydantoin, phenobarbital, carbamazepin va acid valproic.

3. Trinh bay duogc nguyén tdc ding thuoc chita dong kinh.
1. DAl CUONG

Thudc chita dong kinh 1a nhitng thudc ¢6 kha nang loai trir hoac lam giam tin s6, mic do tram
trong ctia cac con dong kinh, hodc céc triéu chiing tam than kém theo bénh dong kinh, ma khong
gay ngl. Thudc mé va thuoc nga ciing c6 tac dung chong co giat, nhung tac dung nay chi xuét
hién sau khi nguoi bénh da ngu.

Thuoc chong dong kinh ciing khong cuing nghia vé6i thuée chdng co giat.
1.1. Phan loai con dong kinh
Céc con dong kinh luon xuat phat tir vo ndo va duoc phan loai thanh:

- Con dong kinh cuc bo: bat ddu tir 1 6 trén vo ndo va tuy theo viing chitc phan ma thé hién ra
triéu chiing. Thi du, vi trf tén thuong & ving vo nd o van dong, s& c6 triéu chiing giat rung & phan
co thé do viing vo ndo Ay kiém tra. Trong loai nay con phan ra:

. Con cuc bo don gian, bénh nhan van con y thic kéo dai khoang 30 -60 giay.
. Con cuc bo phiic hgp, c6 keém theo mat y thiic, kéo dai khoang 30 giay d én 2 phuit.
- Con dong kinh toan thé: ngdy tir ddu da lan rong toan bo 2 ban ciu dai ndo. C6 thé gap:

. Khong c¢6 con co giat: bat chgt mat y thic khoang 30 gidy trong lic dang lam viéc (dong kinh
con nho - petit mal).

. Con giat rung co: co that bat ngd, ngan (khoang 30 gidy) c6 thé giéi han & mot chi, mot ving,
hoic toan thé.

. Con co cting - giat rung toan co thé (dong kinh con 16n - grand mal).

1.2. Phan loai thuéc diéu tri theo con

Loai dong kinh Thuoc thong thuong Thuoc méi
Dong kinh cuc bo
. Cuc bo don gian Carbamazepin, phenytoin, phenobarbital, Gabapentin
primidon, valproat Lamotrigin
. Cuc bo phtic hop Carbamazepin, phenytoin, phenobarbital, Gabapentin
primidon, valproat Lamotrigin
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Dong kinh toan thé

. Khong con co giat | Clonazepam, ethosuximid, valproat Lamotrigin
. Con giat rung valproat Lamotrigin
. Con co ctng- giat | Carbamazepin, phenobarbital, phenytoin, Lamotrigin
rung primidon, valproat

1.3. Cach tac dung cta thuoc chita dong kinh

Cic thudc chita dong kinh c6 thé tdc dong theo mot trong ba co ché sau:
- Lam tang dan truyén tc ché cia hé GABA - ergic

- Lam giam dan truyén kich thich, thudng 1a hé glutamatergic.

- Lam thay d6i su d4n truyén ion qua mang noron do tdc dong trén kénh Na * phu thuoc dién thé,
hoac kénh Ca™ typ T.

Vi co ch€ bénh sinh cta dong kinh chua dugc hoan toan biét rd cho nén cac thudc chita dong

kinh chi tc ché dugc céc triéu ching clia bénh chit khong du phong va diéu tri duoc bénh. Thudc

phai dugc sur dung lau dai, dé ¢6 nhiéu tic dung khong mong mudn. Do d6 can dugc g idm sat
nghiém ngat.

2. CAC THUOC CHINH
Sau day chi trinh bay nhitng thudc c6 trong danh muc thudc thiét yéu Viét Nam lan tha 5 (2005)
2.1. Dan xuat hydantoin: Diphenylhydantoin (Phenytoin, Dilantin)

Diphenylhydantoin 12 mot trong nhitng thudc c6 tic dung t 6t chita moi thé dong kinh, trir dong
kinh thé khong c6 con co giat.

2.1.1. Tdc dung va co ché

Phenytoin ¢6 tac dung chdng con dong kinh nhung khong gay tc ché toan bo hé than kinh trung
uvong. Liéu doc con gay kich thich. Tdc dung trén con co giat dong kinh cling giong
phenobarbital, nhung khong gay an than va ngu.

Phenytoin ¢6 tdc dung 6n dinh mang t&€ bao thin kinh va co tim, 1am gidm ludng Na * trong hiéu
thé hoat dong trong khir cuc do cac chat hda hoc (tic ché kénh Na * cam tng véi dién thé).

2.1.2. Duoc dong hoc
Phenytoin 1a acid yéu, c6 pKa = 8,3 tan trong nudc kém.

Hép thu qua duong tiéu héa cham va doi khi khong hoan toan. Nong do t6i da trong mau khi
uong la tr 3 - 12 gio. Gan vao protein huyét twong 90%. Nong do trong than kinh trung uong
tuong duong noéng do trong huyét tuong. Phan 16n chuyén héa & gan va thdi trir qua than duéi
dang lién hop, chi 5% duéi dang khong chuyén héa. Thoi gian ban thai tir 6-24 gid.

2.1.3. Tdc dung khong mong muon

- Da va niém mac: viém loi qué san, man da, lupus ban do.
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- Mé4u: thi€u méau hong ciu to do thi€u acid folic (do thudc phong téa su hap thu acid folic tai
ruot), giam bach cau...

- Tiéu héa: non, con dau bung cap.
- Than kinh-tam than: lién quan dén néng do thudc trong mau:
<20 pg/ml ¢6 tac dung diéu tri.
=30 pg/ml lam rung giat nhan cau.
=40 pg/ml gy mat phoi hop dong tac.
> 40 pg/ml gay roi loan tam than.

- Xuong: cdi xuong hoic mém xuong, c6 thé 1a do r6i loan chuyén héa vitamin D, nhat 1a khi
phdi hop véi phenobarbital.

2.1.4. Tuong tdc thuéc

Cloramphenicol, dicumarol, isoniazid, cimetidin ¢6 thé 1am tang néng do cla phenytoin trong
huyét twong do 1am gidm chuyén héa. Trai lai, carbamazepin 1am tang chuyén héa nén lam gidm
nong do phenytoin trong huyét tuong.

Salicylat, tolbutamid, sulfisoxazol tranh chap véi phenytoi n & vi tri gan vao protein huyét tuong.
2.1.5. Ap dung diéu tri

Phenytoin (Dihydan, Dilantin): vién nén 30-100mg; 6ng tiém 50mg/ml. Liéu dau 3-5mg/kg
(300mg/ngay). Theo ddi nong do thudc trong mau, khi dat dugc nong do c6 tic dung, nghi 1
tuan. Liéu cao 300mg/ngay thi khodng céch giita cdc dot diéu tri 1a 2 tudn. C6 thé dung liéu 1
lan/ngay.

Phenytoin tiém tinh mach khong vugt qua 50mg/phuit, pha loang trong NaCl 0,9% vi thudc c6 pH
base, kich thich. Khong tiém bap, gay tén thuong t6 chiic.

2.2. Phenobarbital (Gardenal, Luminal)

N ¢e

Phenobarbital thuéc nhém barbiturat (xem bai “thudc ng”), 1a thudc dau tién dung diéu tri dong
kinh (1912). Khac véi barbiturat khac, phenobarbital c6 tac dung chong cac con co giat ciia dong
kinh ngay ca véi nhitng liéu chua gay an than hoic ngl. Thudc gidi han dugc su lan truyén cla
con co giat va nang duoc ngudng kich thich gay co giat.

Phenobarbital va ca pentobarbital tic dung trén receptor GABA -A lam tang qua trinh tGc ché.
Ngoai ra con chen kénh Ca** truéc xinap nén lam giam giai ph 6ng cdc chat dan truyén than kinh,
dac biét 1a glutamat nén lam giam manh céac qua trinh kich thich trén than kinh trung uong.

Vi it doc va gia ré nén tuong d6i duoc diing rong rii, nhung c6 nhugc diém la gay an thin, nga g
va ¢6 xu hudng lam r6i loan hanh vi ctia tré em nén can than trong.

Liéu luong: uong 0,1 - 0,3 g/ngay (1 - 5 mg/kg). Khong nging thudc dot ngot dé tranh trang thdi
dong kinh lién tuc.

2.3. Dan xuat Iminostilben: Carbamazepin

2.3.1. Tdc dung va co ché
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Tuy trén dong vat thuc nghiém va ngudi, carbamazepin c¢6 nhiéu diém giéng nhu phenytoin,
nhung:
- Tac dung chong con co giat gay ra boi pentylentretazol lai manh hon.

- C6 tac dung diéu tri bénh nhan bi hung trim cdm, ké ca nhiing trudng hop lithium khong con
tac dung.

- C6 tac dung chdng bai niéu do lam giam nong do ADH huyét tuong.
Cdc co ché nay déu chua rd. C4c dan xuat iminostilben ciing tic ch€ kénh Na * nhu phenytoin.
2.3.2. Duoc déng hoc

Carbamazepin dugc hdp thu cham qua duong tiéu héa, nong do t6i da trong méau dat duoc sau 4 -8
gi0 va gitt duoc t6i 24 gid. Gan vao protein huyét twong 75% va phan phoi vao moi mo. Nong do
trong dich ndo tuy tuong duong véi dang tu do trong huyét tuong.

Bi chuyén héa & gan, cho 10- 11 epoxid vin con hoat tinh. Dudi 3% thai qua than dudi dang
khong ddi. Thoi gian ban thai tir 10 dén 20 gid. Dung cling v6i phenobarbital hoic phenytoin,
thoi gian ban thai giam con 9-10 gio.

2.3.3. Tdc dung khong mong muon

- Thudng gap: ngu ga, chéng mat, nhin 16a, mat dong tac, buon non, non.

- Ngoai ra, c6 thé gip: réi loan tao mdu, t n thuong niang ngoai da, viém gan & mat, suy than cap,
suy tim. Vi vay, trong qua trinh diéu tri cin kiém tra c4c chiic phan trén.

- Phan tng di tng.
2.3.4. Ap dung lam sing
- Chi dinh:
. Con dong kinh thé tam thin van dong.
. Con co giat cing hoac giat rung cuc bo hoac toan than.
. Tac dung giam dau dac hiéu trong viém day than kinh tam thoa.
- Ché pham:
Carbamazepin (Tegretol) vién nén 100-200mg.

Liéu dau 200mg x2 lan/ngay. Tang dan liéu tGi 600 -1200mg. Tré em 20-30mg/kg. Nén chia liéu
hang ngay 1am 3 — 4 1an dé giit dugc nong do hing dinh trong mau.

2.4. Acid valproic

2.4.1. Tdc dung duoc ly va co ché

- Tac dung trén moi loai dong kinh.

- Rét it tic dung an than va tic dung phu.

- Céc gia thiét hién nay déu cho rang valproat c ch€ kénh Na* nhay cam véi dién thé
(MacDonald, 1988) va lam tang tich luy GABA (L Oscher, 1985). Nhiing tic dung d6 giong véi
tac dung cua phenytoin va carbamazepin. Ngoai ra con lam giam dong Ca™ qua kénh.

2.4.2. Duoc dong hoc
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Hép thu nhanh va hoan toan qua tiéu héa. Nong do toi da trong huyét tuong dat dugc sau 1-4 gio.
Gan vao protein huyét twong 90%. Nong do trong dich ndo tuy twong duong trong huyét tuong.

Hau nhu hoan toan bi chuyén héa & gan, trong d6 c6 mot chét chuyén héa 2 -propyl-2-pentanoic
acid van con hoat tinh nhu chat me. Thoi gian ban thai 1a 15 gio.

2.4.3. Tdc dung khong mong muon
- Khoang 16% c6 céc triéu chiing chan an, buén non, non, dau ving thuong vi.

- Khi dung liéu cao 7-30 mg/kg c6 thé gip viém gan cép, viém tuy, an than, run, héi, gidm
prothrombin.

2.4.4. Ap dung lam sing

- Chi dinh: dong kinh cdc loai, dic biét 1a thé khong c6 con co giat.

- Ché pham:

Acid valproic (Depakin): vién boc duong 250mg; sird 5ml cé 250mg hoat chat. Liéu dau
15mg/kg, tang dan hang tuan 5 - 10mg/kg cho t6i 60mg/kg. Nong do diéu tri trong mau tir 30 dén
100pg/ml.

3. NHONG VAN BE TRONG SU DUNG THUOC

3.1. Nguyén tic dung thuoc

- Chi duing thudc khi da ¢6 chén doan lam sang chéc chan.

- Lic dau chi dung mot thudc.

- Cho liéu tir thap tang dan, thich dng véi cac con.

- Khong ngting thuoc dot ngot.

- Phai dam bao cho bénh nhan uéng déu hang ngay, khong quén.

- Cam uong rugu trong qua trinh dung thudc.

- Cho doi db thoi han dé€ ddnh gid hiéu qua cua diéu tri:

. Vai ngay véi ethosuximid, benzodiazepin

. Hai ba tuan vé6i phenobarbital, phenytoin

. Vai tuan véi valproic acid.

- Hiéu 10 cdc tac dung phu, tic dung khong mong mudn cta ting thudc dé theo dai kip thoi.
- Néu c6 thé, kiém tra ndng do cta thudc trong mau khi can.

3.2. biéu tri dong Kinh va thai nghén

Ty 1€ thai nhi c6 di dang hoac tlr vong 6 ngudi me ¢6 dong kinh duge diéu tri cao hon ngudi binh
thudng 2 - 3 1an. Cdc con dong kinh ciing thudng tang lén khi c6 thai, c6 thé do néng do thudc
trong huyét tuong giam.

Khi c6 thai van khong dugc ngiing thudc, tuy nhién, tuy theo tiing trudng hop, c6 thé giam liéu,
nhét 1a trong 3 thang dau.
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Tré méi dé & nhitng nguoi me diéu tri bing phenobarbital, primidon hodc phenytoin c6 thé gap tai
bién chdy mdu do thiéu vitamin K, cin bé sung du phong truéc bing vitamin K.

CAU HOI TU LUONG GIA
1. Phdn loai cdc thuéc diéu tri dong kinh theo con va trinh bay cdc cdch tdc dung ciia
thudc chita dong kinh néi chung.
2. Trinh bay tdac dung va dp dung diéu tri ciia dan xudt hydantoin (Phenytoin) va
phenobarbital trong diéu tri dong kinh.
3. Phdn tich tac dung diéu tri va tdac dung khéng mong muoén cia carbamazepin va acid
valproic.
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Bai 14: THUOC KHANG SINH KHANG KHUAN

MUC TIEU HOC TAP: Sau khi hoc xong bai ndy, sinh vién c¢6 kha nang:

1. Phat biéu duoc dinh nghia khdang sinh, tdc dung kim khudn va diét khudn

2. Trinh bay duoc co ché'tac dung, dp dung diéu tri va phdn loai ctia nhém f lactam
3. Néu duoc co ché'tdc dung, dp dung diéu tri va doc tinh cia nhém aminoglycosid
4

Trinh bay duogc co ché tic dung, doc tinh va dp dung diéu tri cua khdng sinh nhém
cloramphenicol, tetracyclin, lincosamid & macrolid, quinolon - 5- nitro- imidazol,
ddn xudt nitrofuran va sulfamid.

Trinh bay duogc nhitng nguyén tdc sit dung khdang sinh an toan va hop 1y

Phdn tich duoc nhitng nguyén nhdn gdy thdt bai trong viéc diung khdng sinh va cdch
khdc phuc

1. DAl CUCNG
1.1. Pinh nghia

Ky nguyén hién dai clia héa tri liéu khiang khudn dugc bit ddu tr viéc tim ra sulfonamid
(Domagk, 1936), "Thoi ky vang son" ciia khdng sinh bat ddu tir khi san xuat penicilin dé dung
trong lam sang (1941). Khi d6, "khang sinh dugc coi la nhitng chit do vi sinh vat tiét ra (vi
khuan, vi ndm), c6 kha nang kim ham su phat trién ciia vi sinh vat khac".

Vé sau, v6i su phat trién ctia khoa hoc, nguoi ta da

- C6 thé téng hop, ban tong hop cac khang sinh tu nhién (cloramphenicol)

- Téng hop nhan tao cdc chit ¢6 tinh khang sinh: sulfamid, quinolon

- Chiét xudt tur vi sinh vat nhitng chit diét dugc té€ bao ung thu (actinomycin)

Vi thé dinh nghia khdng sinh da duoc thay ddi: "Khdng sinh la nhitng chdt do vi sinh vdt tiét ra
hodic nhiing chdt héa hoc bdan toéng hop, téng hop, véi néng do rdt thdp, cé khd ndng ddic hiéu kim
ham su phdt trién hodc diét duoc vi khudn"

1.2. Co ché tac dung cua khang sinh

So d6 dudi day chi 16 vi tri va co ché tdc dung chinh clia cic khang sinh trén vi khuén:
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Hinh 14.2. C4c khang sinh tic ché qua trinh tong hop protei

Chudd peiypetid

Uc ché'tao cdu peptid (Cloramphenicol)
Ngdn cdn chuyén dong chuyén doan cua ribosom theo ARN ,, (Erythromycin)

Ngdn cdn su gdn két ciia ARN , vao phiic hop ribosom ARN ,, (Tetracyclin)

A wobh o~

Lam thay déi hinh dang 30S md héa trén ARN ,, nén doc nhdm (Streptomycin)
Hinh 14.3. Vi trf tdc dung clia khdng sinh tc ché téng hop protein

1.3. Pho khang khuan

Do khang sinh ¢6 tdc dung theo co ché dac hiéu nén moi khang sinh chi c6 tdc dung trén mot s6
chiing vi khuan nhat dinh, goi 12 phé khéng khuén ctia khang sinh

1.4. Téac dung trén vi khuan

Khang sinh tic ché su phat trién clia vi khudn, goi 12 khdng sinh kim khudn; khang sinh huy hoai
vinh vién dugc vi khudn goi 1a khdng sinh diét khudn . Tac dung kim khudn va diét khuan thuong
phu thudc vao nong do

Noéng do diét khudn t6i thiéu (MBC)
Ty 1¢
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Noéng do kim khuén t6i thiéu (MIC)

Khi ty 1&¢ > 4, khang sinh c6 tdc dung kim khuan. Khi ty 1¢ gin bingl, khdng sinh duoc
x&p vao loai diét khuén.

1.5. Phan loai

Cac khang sinh dugc phan loai theo cau tric héa hoc, tir d6 ching cé chung mot co ché ta ¢ dung
va phé khéng khuan tuong tu. Mit khéc, trong cing mot ho khang sinh, tinh chét dugc dong hoc
va su dung nap thudng khéc nhau, va dac diém vé pho khang khuén ciing khong hoan toan giéng
nhau, vi vy cling can phan biét cac khang sinh trong cing mot ho

Mot s6 ho (hoac nhém) khang sinh chinh:
- Nhém f3 lactam (cac penicilin va cic cephalosporin)
- Nhém aminosid hay aminoglycosid
- Nhom cloramphenicol
- Nhém tetracyclin
- Nhém macrolid va lincosamid
- Nhém quinolon
- Nhém 5- nitro- imidazol
- Nhém sulfonamid
2. CAC KHANG SINH CHINH
2.1. Nhom J3 lactam
Vé céu triic déu c6 vong P lactam (H )

Vé co ché€ déu gén vdi transpeptidase (hay PBP: Penicilin Binding Protein), enzym xiic tac cho su

ndi peptidoglycan dé tao vach vi khudn. Vach vi khudn 12 bo phan rét qua n trong dé ddm bao su
ton tai va phat trién. Thanh phan dam bdo cho tinh bén viing co hoc cha vdch 1a mang ludi

peptidoglycan, gom cdc chudi glycan ndi chéo vGi nhau bang chudi peptid. Khoang 30 enzym

cta vi khuidn tham gia téng hop peptidoglycan, trong d6 ¢ 6 transpeptidase (hay PBP). Cic B
lactam va khéng sinh loai glycopeptid (nhu vancomycin) tao phiic bén viing véi transpeptidase,

tic ché tao véach vi khudn, 1am ly giai hodc bién dang vi khudn. Vach vi khuén gram (+) c6 mang

luéi peptidoglycan day tir 50- 100 phan tu, lai & ngay bé mat t€ bao nén dé bi tdn cong. Con & vi
khudn gram (-) vdch chi ddy 1- 2 phan tir nhung lai dugc che phii & I6p ngoai cling mot vo boc
lipopolysaccharid nhu 1 hang rao khong thdm khéang sinh, muoén cé tic dung, khang sinh phai

khuéch tan dugc qua 6ng dan (pores) ciia mang ngoai nhu amoxicilin, mot s6 cephalosporin.

Do véch t&€ bao clia dong vat da bao c6 cau tric khic vach vi khuin nén khong chiu tdc dong clia
B lactam (thudc hau nhu khong doc). Tuy nhién vong B lactam rat dé gay di tng.
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Cac khang sinh 3 lactam duoc chia thanh 4 nhém dua theo cau tric héa hoc

- C4c penam: vong A ¢6 5 canh bao hoa, gdom céc penicilin va cac chat phong tda [ lactamase.
- Céc cephem: vong A c6 6 canh khong bao hoa, gom cac cephalosporin.

- C4c penem: vong A ¢6 5 canh khong bao hoa, gom cac imipenem, ertapenem.

- C4c monobactam: khong ¢6 vong A, 1a khang sinh ¢6 thé tong hop nhu aztreonam.

a = — s
g N L,EX:;L_R.
m COOH
Penam Cephem
(vong A ¢6 5 canh (Vong A co 6 canh,

bdo hoa) khong bdo hoa)
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2.1.1.1. Penicilin G
LA nhém thudc tiéu biéu, dugc tim ra diu tién.
* Nguon goc va dac tinh 1y hoa

Trong san xudt cong nghiép, 14y tir Penicillium notatum, 1 mL moi truong nudi cdy cho 300 UI; 1
don vi quoc t& (UD)= 0,6 pug Na benzylpenicilin hay 1.000.000 UI = 0,6g. Penicilin G la dan g bot
trang, viing bén & nhiét do thudng, nhung & dung dich nudc, phai bao quan lanh va chi viing bén
6 pH 6- 6,5, mat tac dung nhanh 6 pH <5 va>17,5

* Phd khang khuan

- Cau khuin Gr (+); lién ciu (nhat 12 loai B tan huyét), phé ciu va tu cdu khong sin xud't
penicilinase.

- CAu khudn Gr (-): 1au c4u, mang ndo ciu

- Truc khudn Gr (+) 4i khi (than, subtilis, bach cdu) va yém khi (clostridium hoai thu sinh hoi)

- Xoan khudn, dac biét 1a xoan khudn giang mai (treponema pallidum)

* Duogc dong hoc

- Hap thu: bi dich vi pha huy nén khong uéng dugc. Tiém bép, nong do t6i da dat dugc sau 15 - 30
phiit, nhung giam nhanh (can tiém 4h/ 14an). Tiém bap 500.000 UL, pic huyét thanh 10 UI/ mL.

- Phan phoi: gan vao protein huyét tuong 40 - 60%. Kho6 thdm vao xuong va ndo. Khi mang nio
viém, néng do trong dich ndo tuy bing 1/ 10 huyét twong. Trén ngudi binh thuong, t/2 1a khoang
30 - 60 phuit.

- Thai trir: chu yéu qua than dudi dang khong hoat tinh 60 - 70%, phan con lai van con hoat tinh.
Trong gid ddu, 60- 90% thai trir qua nuéc ti€u, trong d6 90% qua bai xuét & 6ng than (mot s6
acid httu co nhu probenecid tc ché qua trinh nay, lam cham thai trir penicilin)

* Poc tinh

Penicilin rat it doc, nhung so véi thuoc khac, ty 1é gay di ting kha cao (1 - 10%), tit phan tng rat
nhe dén tr vong do choang phan vé. C6 di ing chéo véi moi [ lactam va cephalosporin.

* Ché& phim, liéu lugng

- Penicilin G lo bot, pha ra dung ngay. Liéu luogng tuy theo tinh trang nhiém khuén, tir 1 triéu dén
50 triéu UI/ 24h chia 4 14n, tiém bap hodc truyén tinh mach (pH dich t ruyén 6- 7). Tré em trung
binh cho 100.000 UI/ kg/ 24 h

- Penicilin ¢6 phé G, tdc dung kéo dai: két hop véi cdc muéi it tan va cham hédp thu s& kéo dai
duoc tac dung cua penicilin G:

. Bipenicilin (natri benzylpenicilinat + procain benzylpenicilinat): méi n gay tiém 1 14n, khong
dung cho tré em.

. Extencilin (benzathin penicilin): tiém bdp 1 14n, tic dung kéo dai 3 - 4 tudn. Dung diéu tri lau,
giang mai va du phong thap khép cép tai nhiém - lo 600.000, 1.000.000 va 2.400.000 UI

- Penicilin ¢6 phé G, uéng duoc
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Penicilin V (Oracilin, Ospen): khong bi dich vi phd huy, hap thu & td trang, nhung phai dung liéu
gap doi penicilin G méi dat duge nong do huyét thanh tuong tu. Cach 6h/ lan.
2.1.1.2. Penicilin khang penicilinase: Methicilin
La penicilin b4n tdng hop

Phé khang khudn va thoi gian tic dung twong tu penicilin G, nhung cudng do tic dung thi yéu
hon. Tiém bép hodc tinh mach 2 - 8 g/ 24h chia lam 4 1an. Khong udng duoc

Mot s thudc khéc viing bén véi dich vi, uéng dugc: oxacilin (Bristopen), cloxacilin (Orbenin):
uong 2- 8g mot ngay chia lam 4 lan

Chi dinh t6t trong nhiém tu ciu san xuét penicilinase (tu cau vang)

C6 thé giap viem than k&, tc ché tly xuong & liéu cao

2.1.1.3. Penicilin cé phd rong

Ampicilin, amoxicilin

La penicilin b4n tdng hop, amino - benzyl penicilin c6 mot sd dic diém:

- Trén cac khuin Gr (+) tic dung nhu penicilin G, nhung ¢6 thém tdc dung trén mot s6 khudn
gram (-): E. coli, salmonella, Shigella, proteus, hemophilus influenzae

- Bi penicilinase pha huy

- Khong bi dich vi pha huy, uéng duoc nhung hap thu khong hoan toan (khoang 40%). Hién c6
nhiéu thudc trong nhém nay c6 ty 1& hap thu qua dudng udng cao (nhu amoxicilin t6i 90%) nén
nhiéu nudc da khong con diung ampicilin nita

- Liéu lugng: Amoxicilin (clamoxyl, Oramox)
Udng: 2- 4 g/ ngay. Tré em 50 mg/ kg/ ngay. Chia 4 lan

- Chi dinh chinh: viém mang nio mi, thuong han, nhiém khuidn dudng mat, tiét niéu, nhiém
khuén so sinh.

2.1.1.4. Cdc penicilin khdng truc khudn mii xanh: Carboxypenicilin va ureidopenicilin.

La nhém khang sinh quan trong dugc dung diéu tri cidc nhiém khuén niang do truc khuin gram ( -
) nhu truc khu4dn mu xanh, Proteus, Enterobacter, vi khuan khdng penicilin va ampicilin. Thudng
12 nhiém khu4n mac phai tai bénh vién, nhiém khudn sau bong, nhiém khuén tiét niéu, viém phdi.

Cédc khang sinh nay déu 1a ban téng hgp va van bi penicilinase pha huy.
- Carbenicilin, ticarcilin: uong 2 - 20g/ ngay.
- Ureidopenicilin:
. Mezlocilin: 5- 15g/ ngay. Tiém bép, truyén tinh mach.
. Piperacilin: 4- 18g/ ngay. Tiém bap, truyén tinh mach.
2.1.2. Cac cephalosporin

Puoc chiét xuit tir ndm cephalosporin hodc ban tdng hop, déu 1a din xudt cla acid amino - 7-
cephalosporanic, c6 mang vong B lactam. Tuy theo tic dung kh4ng khudn, chia thanh 4 "thé& he"

2.1.2.1. Cephalosporin thé' hé 1:
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C6 phé khang khudn gan véi meticilin va penicilin A. T4c dung t6t trén cAu khuén va truc khuan
gram (+), khang duoc penicilinase cua tu cau.

C6 tac dung trén mot so truc khudn gram (-), trong d6 c6 cic truc khudn dudng rudt nhu
Salmonella, Shigella.

Bi cephalosporinase (3 lactamase) pha huy.
Chi dinh chinh: s6¢c nhiém khudn, nhiém khuén huyét do tu ciu, nhiém khudn khang penicilin.

Cic ché phdm ding theo dudng tiém (bip hodc tinh mach) c6: cefalotin (Kezlin), cefazolin
(Kefzol), liéu 2- 8g/ ngay

Theo dudng udng cé cefalexin (Keforal), cefaclor (Alfatil), liéu 2g/ngay.

DPé khic phuc 2 nhugc diém: it tdc dung trén vi khudn gram ( -) va van con bi cephalosporinase
pha, cac thé hé cephalosporin tiép theo da va dang duoc nghién ctu san xuat.

2.1.2.2. Cephalosporin thé' hé 2:

Hoat tinh khing khuin trén gram (-) dia ting, nhung con kém thé hé 3. Khing duoc
cephalosporinase. Su dung nap thudc ciing tot hon.

Ché pham tiém: cefamandole (Kefandol), cefuroxim (Curoxim) liéu 3 - 6 g/ ngay.
Ché phdm udng: cefuroxim acetyl (Zinnat) 250 mg x 2 1an/ ngay.
2.1.2.3. Cephalosporin thé hé 3

T4c dung trén cdu khudn gram (+) kém thé hé 1, nhung tdc dung trén cdc khuan gram ( -), nhat 1a
truc khudn dudng ruot, ké ca chiing tiét B lactamase thi manh hon nhiéu.

Cho t6i nay, cdc thuéc nhém nay hau hét déu la dang tiém:

Cefotaxim (Claforan), ceftizoxim (Cefizox), ceftriaxon (Rocephin), liéu tir I dén 6g/ngay, chia 3 -
4 1an tiém.

2.1.2.4. Cephalosporin thé hé 4.

Phé khdng khudn rong va viing bén véi B lactamase hon thé hé 3, diac biét dung chi dinh trong
nhiém truc khuin gram (-) hi€u khi da khang véi thé hé 3.

Ché pham: cefepim, tiém t/ m 2g x 2 1an/ ngdy.
2.1.3. Cdc chadt itc ché B lactamase (cdu tricc Penam)

La nhiing chat ¢6 tac dung khdng sinh yéu, nhung gan khong héi phuc véi B lactamase va c6 i
luc vé6i B lactam, cho nén khi phdi hop véi khang sinh nhém B lactam s€ lam viing bén va tang
cudng hoat tinh khang khuén ctia khdng sinh nay. Hién c6 c4c ché phim sau:

Chdt (-) B lactamase Khdng sinh phéi hop Biét duoc

Acid clavulinic Amoxicilin - Augmentin: vién nén 250, 500
mg, lo 500 mg, 1g tiém tinh mach

- Timentin
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Ticarcilin
Sulbactam Ampicilin Unasyn: vién nén 220 mg
ong tiém 500- 1000 mg
Tazobactam Piperacilin Zosyn

2.14. Cac penem
Imipenem
Thuoc nhém carbapenem, trong cong thitc vong A thay S bang C.

Phé khéng khudn rat rong, géom cdc khudn 4i khi va ky khi: lién cdu, tu cdu (ké ca chling tiét
penicilinase), cau khuan ruot (enterococci), pseudomonas.

Puoc dung trong nhiém khuan sinh duc - tiét niéu, dudng ho hap du6i, mdé mém, xuong - khép,
nhiém khuén bénh vién.

Khong hép thu qua dudng uéng. Chi tiém tinh mach liéu 1 - 2g/ ngay.
Ertapenem

Phé khdng khudn nhu imipenem, nhung manh hon trén gram ( -). Tiém bép hodc truyén tinh mach
1g/ ngay.
2.1.5. Monobactam Aztreonam

Kém tdc dung trén khudn gram (+) va ky khi. Tr4i lai, tdic dung manh trén khuan gram (-), tuong
tu cephalosporin th€ hé 3 hoac aminoglycosid. Khang 3 lactamase.

Khong tdc dung theo dudng uéng. Dung nap tot, ¢6 thé diing cho bénh nhan di ting vé6i penicilin
hoédc cephalosporin.

Tiém bap 1- 4 g/ ngay. Truong hop ning, tiém finh mach 2g, cach 6- 8 gio/ lan.
2.1.6. Thuéc khdc ciing iic ché tong hop vdch vi khudn: Vancomycin
Khang sinh ¢6 nguon goc tir Streptococcus orientalis.

Co ché tdc dung: \ic ch€ transglycosylase nén ngan can kéo dai va tao luéi peptidoglycan. Vi
khuan khong tao dugc vach nén bi ly giai. Vancomycin la khdng sinh diét khuan.

Tdc dung: chi diét khuan gram (+): phan 16n céc tu cAu gay bénh, ké cd tu ciu tiét B lactamase va
khang methicilin. Hiép dong vGi gentamycin va streptomycin trén enterococcus.

Dong hoc: dugc hdp thu rat it qua dudng tiéu héa nén chi duoc dung diéu tri viém ruot két gia
mac cing vdi tetracyclin, clindamycin. Tiém truyén tinh mach, gan véi protein huyét tuong
khoang 55%, thdm vao dich nao tuy 7- 30% néu c6 viém mang ndo, trén 90% thai qua loc cau
than (khi ¢6 viém than phai giam liéu). Thoi gian béan thai khoang 6 h.

Chi dinh chinh: viém mang trong tim do tu ciu khang methicilin, cho bénh nhan cé di tng
penicilin. Liéu luong 1g x 2 14n/ ngay.
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Tdc dung khong mong muon: chi khoang 10% va nhe. Thudng gap la kich tng viém tinh mach tai
chd tiém truyén, rét run, sét, doc v6i day VIIL. Nong do truyén nén giit tir 5 - 15 pg/ mL (dudi 60
pg/ mL) thi trdnh dugc tic dung phu.

Ché phdm: Vancomycin (Vancocin, Vancoled): 1o bot dong kho dé pha dich tiém truyén 500 mg
va 1,0g.

2.2. Nhom aminosid hay aminoglycosid

Déu lay tir ndm, cau tric hda hoc déu mang dudng (ose) va cé chiic amin nén c¢d tén aminosid.
Mot s6 12 ban téng hop.

C6 4 dac tinh chung cho ca nhom:

- Hau nhu khong hap thu qua dudng tiéu héa vi ¢6 P, cao.

- Cung mot co ché tac dung

- Pho khang khuén rong. Dung ch yéu dé chong khudn hi€u khi gram ( -).

- Doc tinh chon loc vé6i day than kinh VIII va véi than (tang creatinin mdu, protein - niéu. Thuong
phuc hoi)

Thudc tiéu biéu trong nhém nay la streptomycin. Ngoai ra con: Neomycin, kanamycin, amikacin,
gentamycin, tobramycin.

2.2.1. Streptomycin
2.2.1.1. Nguon goc va ddc tinh

L&y tir ndm streptomyces griseus (1944). Thuong dung dudi dang mudi dé tan, viing bén & nhiét
do du6i 25°C va pH = 3- 7.

2.2.1.2.Co ché'tac dung va phd khdang khudn

Sau khi nhap vao vi khudn, streptomycin gan vao tiéu phan 30 s clia ribosom, lam vi khudn doc
sai ma thong tin ARN _, t6ng hop protein bi gidn doan. C6 tidc dung diét khudn trén céc vi khudn
phéan chia nhanh, & ngoai t€ bao hon 1a trén vi khuan phan chia cham. pH t6i uu 1a 7,8 (cho nén
can alcali (kiém) héa nudc tiéu néu diéu tri nhiém khudn tiét niéu)

Phé khang khudn rong, gom:

- Khuén gram (+): tu cdu, ph€ cau, lién cdu (c6 tdc dung hiép dong vé6i khang sinh nhém B
lactam)

- Khuéan gram (-): Salmonella, Shigella, Haemophilus, Brucella.

- Xoan khudn giang mai

- La khang sinh hang d4u chong truc khuén lao (BK)

Vi khuén khdng streptomycin: khuén ky khi, truc khuan mi xanh va mot s6 nam bénh.
2.2.1.3. Duoc dong hoc

- Hép thu: u6ng, bi thai trir hoan toan theo phan. Tiém bédp, hdp thu cham hon penicilin, nhung
giit duoc lau hon nén chi can tiém mdi ngay 1 1an. Géan vao protein huyét twong 30 - 40%.
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- Phan phoi: do tan nhi€u trong nudc va bi ion héa & pH huyét tuong, streptomycin khé tham ra
ngoai mach. Gan nhiéu hon vao than, co, phéi, gan. Néng do trong mdu thai nhi bing 1/2 néng
do huyét tuong. It tham vao trong &€ bao (khong diét dugc BK trong dai thuc bao nhu isoniazid).
Khong qua duoc hang rao mau nao.

- Thai trir: khoang 85- 90% liéu tiém bi thai trir qua loc cdu than trong 24h.
2.2.14.Doc tinh

- Day VIII rat dé bi ton thuong, nhat 12 khi diéu tri kéo dai va c6 suy than. Poc tinh & doan tién
dinh thudng nhe va ngimg thudc s& khoi, con doc & doan oc tai c6 thé gay diéc vinh vién ké ca
ngung thudc. Dihydrostreptomycin ¢6 ty 1€ doc cho 6c tai cao hon nén khong con duge dung nita.

- Poc véi than va phan tng qud man it gap. C6 thé thdy viém da do ti€p xic & y ta (ngudi tiém
thudc).

- C6 tac dung mém co kiéu cura nén c6 thé gay nging ho hap do liét co ho hap vi ding
streptomycin sau phau thuat c6 gay mé.

Khong dung cho nguoi nhuogc co va phu nit c6 thai.

2.2.1.5. Cach diing:

Do doc tinh nén chi gidi han gianh cho cac nhiém khuan sau:

- Lao: phoi hop véi 1 hoac 2 khang sinh khdc (xem bai " thuoc chong lao")

- Mot s6 nhiém khudn tiét niéu, dich hach, brucellose: ph6i hop véi tetracyclin
- Nhiém khuén huyét ning do lién cdu: phoi hop véi penicilin G.

Lo sulfat streptomycin 1g. Liéu thong thudng tiém bap 1g/ ngay. Trong diéu tri lao, tdng liéu
khong qua 80- 100g.

2.2.2. Cdc aminosid khdc
- Kanamycin:

Téac dung, dugc dong hoc va doc tinh tuong tu nhu streptomycin. Thuong dung phdi hop (thude
hang 2) trong diéu tri lao. Liéu 1g/ ngay (xem bai" thudc chong lao™)

- Gentamycin:

Phé khang khudn réit rong. La thudc duoc chon lwa cho nhiém khuén bénh vién do Enterococcus
va Pseudomonas aeruginosa. Dung phoi hop véi penicilin trong s6t giam bach cau va nhiém truc
khuan gram (-) nhu viém noi tam mac, nhiém khudn huyét, viém tai ngoai 4c tinh.

Gentamycin sulfat déng trong 6ng 160, 80, 40 va 10 mg. Liéu hang ngay 1a 3 - 5 mg/ kg, chia 2- 3
14n/ ngay, tiém bap.

- Amikacin:

La thu6c c¢6 pho khing khudn rong nhét trong nhém va khidng dugc cdc enzym 1am mat hoat
aminoglycosid nén cé vai trd dic biét trong nhiém khudn bénh vién gram ( -) da khdng véi
gentamycin va tobramycin.

Liéu lugng mot ngay 15 mg/ kg tiém bap hoac tinh mach 1 14n, hoac chia 1am 2 lan. 6ng 500 mg.

- Neomycin:
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Thuong ding dudi dang thudc boi dé diéu tri nhiém khuin da - niém mac trong bong, vét thuong,
vét loét va cac bénh ngoai da boi nhiém. Ding neomycin don doc hodc phéi hop véi polymyxin,
bacitracin, khdng sinh khac hoac corticoid.

2.3. Cloramphenicol va dan xuat

2.3.1. Nguon goc va tinh chdt ly héa

Phan lap tir ndm Streptomyces venezualae (1947) va ngay sau d6 da t éng hgp dugc . La bot tring,
rit dang, it tan trong nu6c, vitng bén & nhiét do thudong va pH tir 2 - 9, vi thé ¢6 thé uéng dugc.
2.3.2. Co ché'tac dung va phd khdng khudn

Cloramphenicol c6 tdc dung kim khuén, gén vao tiéu phin 50s cla ribosom nén ngian can ARN |
gan vao ribosom, dong thoi tic ché transferase nén acid amin duoc ma héa khong gan duoc vao
polypeptid.

Cloramphenicol ciing tic ché téng hop protein ciia ty thé & t&€ bao dong vat c6 vii (vi ribosom clia
ty thé ciing 12 loai 70s nhu vi khuén), héng cdu dong vat cé vi dic biét nhay cam véi
cloramphenicol.

Phé khéng khuén rat rong: phan 16n céc vi khudn Gram (+) vd Gram ( -), xoan khudn, tidc dung
dac hiéu trén thuong han va pho thuong han.

2.3.3. Duoc déng hoc

- Hap thu: sau khi uong, néng do t6i da trong méu dat duoc sau 2 gio, t/ 2 tir 1,5- 3 gio, khoang
60% géan vao protein huyét tuong.

- Phan phéi: thdm dé dang vao cdc mo, nhat 1a ciac hach mac treo, néng do dat duoc cao hon
trong mau (rdt t6t cho diéu tri thuong han). Tham t6t vao dich ndo tuy nhét 1a khi mang na o bi
viém, c6 thé bing nong do trong mau. Qua dugc rau thai.

- Chuyén héa: phan 16n bi mat hoat tinh do qu4 trinh glycuro - hop & gan hodc qu4 trinh khir.
- Thai trir: chil yéu qua than, 90% duéi dang chuyén héa.

2.3.4. Déc tinh

Hai doc tinh rat nguy hiém:

- Suy tay:

. Loai phu thuoc vao liéu: khi liéu cao qua 25 pg/ mL c6 thé thdy sau 5- 7 ngay xuat hién thi€u
mdu nang, giam manh hoéng cdu ludi, bach cdu, hong cau non. Liéu uéng 0,5g s& c6 pic huyét
thanh 6- 10 ug/ mL

. Loai khong phu thugc liéu, thudong do dic tng: gidm huyét ciu toan thé do suy tuy thuc su, ty 1&
tr vong tr 50- 80% va tan xuat mac tir 1: 150.000 dén 1: 6.000

- Hoi chiing xdm (grey baby syndrome) gap & nhii nhi sau khi ding liéu cao theo duong tiém:
non, dau bung, tim tdi, mat nudc, ngudi mém nhii n, truy tim mach va chét. D6 1a do gan chua
trudng thanh, thuéc khong duge khir doc bang qud trinh glycuro - hgp va than khong thai trir kip
cloramphenicol.
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- Ngoai ra, & bénh nhan thuong han nang, dung ngay liéu cao cloramphenicol, vi khudn chét giai

phéng qué nhiéu ndi doc t6 c6 thé gay truy tim mach va tir vong. Vi vay, duy nhat trong trudng
hop thuong han nang phai dung tir li€u thap.

2.3.5. Tuong tdc thuoc

Cloramphenicol tc ché cac enzym chuyén héa thudc & gan nén kéo dai t/2 va lam tang nong do
huyét tuong cua phenytoin, tolbutamid, warfarin...

2.3.6. Ché phdm va cdch diung

Vi ¢6 doc tinh nang nén phai can nhic trude khi ding cloramphenicol. Chi dung cloramphenicol
khi khong ¢6 thuoc tac dung tuong duong, kém doc hon thay thé.

- Thuong han va nhiém salmonella toan than trudc day la chi dinh t6t cua cloramphenicol. Nay
khong dung nita va dugc thay bang cephalosporin thé hé 3 (ceftriaxon) hodc fluoroquinolon.

- Viém mang ndo do truc khudn gram (-) (H. influenzae) 12 chi dinh t6t vi cloramphenicol dé
thd&m qua mang ndo. Ciing c6 thé thay bang cephalosporin thé hé 3.

- Bénh do xoin khuén Rickettsia: Tetracyclin 1a chi dinh t6t nhat. Nhung khi tetracyclin c6 chong
chi dinh thi thay bang cloramphenicol.

Liéu luong: uong tir 25- 50 mg/ kg/ 24h. Chia lam 4 - 6 1an. Khong dung cho ngudi suy gan nang.

- Thiophenicol (thiamphenicol): ché phdm tdng hop, nhém NO , trong cloramphenicol duogc thay
bang CH, - SO, - . Doc tinh it hon, dé dung nap, nhung tic dung cling kém hon, vi vay liéu ding
gap 2 lan cloramphenicol. Khong dung cho ngudi suy than nang.

2.4. Nhom tetracyclin
2.4.1. Nguon goc va tinh chdt ly héa

Déu 1a khang sinh cé 4 vong 6 canh, 1ay tir Streptomyces aureofaciens (clotetracyclin, 1947),
hodc ban téng hop. La bot vang, it tan trong nuéc, tan trong base hoic acid.

2.4.2. Co ché tic dung va phé khdng khudn

C4c tetracyclin déu 1a khdng sinh kim khuén, c6 phé khéng khuén rong nhét trong cdc khang sinh
hién c¢6. Cic tetracyclin déu c6 phé twong tu, trir minocyclin: mot s6 chiung da khing véi
tetracyclin khdc c6 thé vin con nhay cadm véi minocyclin.

Téc dung kim khudn 1a do gén trén tiéu phan 30s cha ribosom vi khuén, ngan cdan RNA | chuyén
acid amin vao vi tri A trén phiic hgp ARNm - riboxom dé tao chudi polypeptid. T4c dung trén:

. Cau khudn gram (+) va gram (-): nhung kém penicilin
. Truc khudn gram (+) 4i khi va yém khi
. Truc khudn gram (-), nhung proteus va truc khudn ma xanh rét it nhay cam
. Xoan khuén (kém penicilin), rickettsia, amip, trichomonas...
2.4.3. Chi dinh

Do phé khang khuan rong, tetracyclin dugc dung bira bai, dé ga y khang thudc. Vi vay chi nén
dung cho cdc bénh gay ra do vi khuén trong t€ bio vi tetracyclin rat d& thim vao dai thuc bao.

- Nhiém rickettsia
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- Nhiém mycoplasma pneumoniae

- Nhiém chlamidia: bénh Nicolas - Favre, viém phdi, phé& quan, viém xoang, psittacos is, bénh mat
hot.

- Bénh lay truyén qua duong tinh duc

- Nhiém truc khuén: brucella, tularemia, bénh ta, ly, E.coli.

- Triing c4: do tac dung trén vi khudn propionibacteria khu trdi trong nang tuyén ba va chuyén héa
lipid thanh acid béo tu do gy kich Gng vi ém. Dung liéu thap 250 x 2lan/ ngay.

2.4.4. Duoc déong hoc

- C4c tetracyclin kh4c nhau vé tinh chat duoc dong hoc, cdc din xudt méi c6 dac diém hap thu tot
hon, thai trir cham hon va do d6 c6 thé giam dugc liéu dung hodc uéng it 1an hon.

- Hép thu qua tiéu hoa 60- 70%. Dé tao phic véi sit, calci, magnesi va casein trong thiic an va
giam hap thu. Nong do t6i da trong mau dat dugc sau 2 - 4 gio.

- Phan phoi: gan vao protein huyét tuong tir 30% (oxytetracyclin) dén 50% (tetracyclin) hoac trén
90% (doxycyclin). Tham dugc vao dich ndo tuy, rau thai, sita nhung it. Dac biét 1a thim duoc vao
trong t€ bao nén c6 tdc dung tot trong diéu tri cdc bénh do brucella. Gan manh vao hé ludi ndi mo
cta gan, lach, xuong, rang. Nong do & ruot cao gap 5 - 10 1an néng do trong mau.

- Thai trir: qua gan (c6 chu ky gan - rudt) va than, phan 16n dudi dang con hoat tinh. Thoi gian
ban thai 1a tir 8h (tetracyclin) dén 20h (doxycyclin)

Bang 14.1. Cac tetracyclin thuong dung

Tén thuoc Hap thu theo | Do thanh thai t/2 Phan loai tac
duong uong cua than (mL/ dung
(%) phiit)

Chlortetracycli 30 35 6- 8h T4c dung
n 60- 70 90 - nean
Oxytetracyclin i 65 i -
Tetracyclin
Demeclocyclin - 35 12h Tac dung
Methacyclin - 31 - Trung binh
Doxycyclin 90- 100 16 16- 18h Tac dung dai
Minocyclin - 10 -

2.4.5. Doc tinh

- Rai loan tiéu héa: budn non, non, tiéu chay, do thudc kich ing niém mac, nhung thuong la do
loan khuén
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- Vang rang tré em: tetracyclin ling dong vao ring trong thoi ky ddu cua su voi héa (trong tir
cung néu ngudi me dung thudc sau 5 thiang c6 thai hodc tré em dudi 8 tudi)

- Doc vé6i gan than: khi ding liéu cao, nhat 1a trén ngudi c6 suy gan, than, phu nit c6 thai c6 thé
gap vang da gay thodi héa md&, uré mau cao dan dén tlr vong.

- C4c 16i loan it gap hon: di tng, xudt huyét gidm tiéu ciu, tang 4p luc noi so & tré dang b, nhiic
dau, phit gai mat...

Vi vay, phai than trong theo déi khi st dung va tranh dung:
. Cho phu nit c6 mang
. Cho tré em du6i 8 tudi
2.4.6. Ché phdm, cdch ding
Du sao, tetracyclin van la khdng sinh c6 phd rong, it ga y di tng, it doc, dac biét 1a tham dugc vao
trong t& bao nén dugc danh cho diéu tri bénh do brucella, nhiém khuin dudng mat, mii - hong,
phoi.
Mot s6 dan xuét chinh:
- Tetracyclin: uéng 1- 2 g/ ngay, chia 3- 4 lan. Vién 250- 500 mg; dich treo 125 mg/ S5SmL
- Clotetracyclin (Aureomycin): uong, tiém t/m 1- 2 g.
- Oxytetracyclin (Terramycin): uong 1- 2 g; tiém bap, t/m 200 mg- 1g.

- Minocyclin (Mynocin): u6ng 100 mg x 2 14n; tiém bap hodc t/m 100 mg. Vién 50 - 100 mg; dich
treo 50 mg/ 5 mL

- Doxycyclin (Vibramycin): uéng liéu duy nhat 100- 200 mg. Vién 50- 100 mg; dich treo 25- 50
mg/ mL

2.5. Nhom macrolid va lincosamid

Hai nhém ndy tuy cong thitc khic nhau nhung c6 nhiéu diém chung vé co ché tic dung, phd
khang khuén va dic diém sir dung lam sang.

2.5.1. Nguon goc va tinh chdt

Nhém macrolid phan 16n déu ldy tixr streptomyces, cong thic rdt cong kénh, dai dién la
erythromycin (1952), ngoai ra con clarithromycin va azithromycin.

Céc lincosamid ciing 14y tir streptomyces, cong thic don gian hon nhiéu, dai dién 1a lincomycin
(1962), clindamycin.

Hai nhém nay c6 dac tinh:

- Tac dung trén cac chiing da khang penicilin va tetracyclin, dac biét la staphylococus.
- Gitra ching c6 khang chéo do co ché tuong tu

- Thai trr chu yéu qua duong mat

- It doc va dung nap tot

2.5.2. Co ché'tac dungva phé khdng khudn
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Gan vao tiéu phan 50s clia ribosom vi khuén, can trd tao chudi da peptid (ngan can chuyén vi clia
ARN)) cuia vi khuén.

Phé tac dung tuong tu penicilin G: cdu khudn va rickettsia. Hoan toan khong tic dung trén truc
khuan dudng ruot va pseudomonas.

T4c dung kim khudn manh, c6 tic dung diét khuan, nhung yéu.
2.5.3. Duoc dong hoc

Bi dich vi pha huy mot phan, néu diing dang bao ché thich hop, c6 thé uéng dugc t6t. Nong do t6i
da dat dugc trong mdu sau 1- 4h va giit khong qud 6 ti€ng nén phai udng 4 1an mdi ngay. Gan vao
protein huyét twong khoang 70% (lincomycin) dén 90% (erythromycin), t/2 tit 1h 30 dén 3 h.

Thdm manh vao cdc mo, dic biét 1a phdi, gan, ldch, xuong, tuyén tién liét. Nong do trong dai
thuc bao va bach cau da nhan gap 10 - 25 Ian trong huyét tuong do ¢ van chuyén tich cuc. Rat it
thdm qua mang nao.

Thai trir cht yé€u qua mat dudi dang con hoat tinh (ndng do trong mat gap 5 lan trong huyét
tuong).

2.5.4. Chi dinh

La thudéc duoc chon lua chi dinh cho nhiém corynebacteria (bach hau, nh iém nam
corynebacterium minutissimum - erythrasma); nhiém clamidia dudng ho hap, sinh duc, mat, viém
phdi méc phai & cong dong; thay thé penicilin cho bénh nhan bi di ting véi penicilin khi nhiém tu

cdlu, lién cau hoac phé ciu; du phong viém ndi tAm mac trong phau thuat rang miéng cho nhiing
bénh nhan c6 bénh van tim.

2.5.5. Déc tinh

N6i chung it doc va dung nap tot chi gap céc r6i loan tiéu héa nhe (budn non, non, tiéu chay) va
di ing ngoai da.

Tuy nhién, lincomycin va clindamycin c6 thé gay viém ruot két mac gia, doi khi nang, dan dén ti
vong; erythromycin va Tri Acetyl Oleandomycin (TAO) c6 thé gay viém da & mat, vang da.

2.5.6. Ché phdam, cdch diung

2.5.6.1. Nhom macrolid

- Erythromycin (Erythromycin, Erythrocin): uéng 1 - 2g/ ngay, chia lam 4 lan

- Spiramycin (Rovamycin): uéng 1- 3g/ ngay, truyén cham t/m 1,5 triéu UI x3 14n/ ngay

- Azithromycin: thdm rat nhiéu vao mo (trir dich néo tuy), dat nong do cao hon huyét tuong téi
10- 100 Ian, sau d6 dugc giai phong ra tir tir nén t/2 khoang 3 ngay. Vi thé cho phép dung 1 iéu 1
lan/ ngay va thoi gian diéu tri ngan. Thi du véi viém phéi cong dong, ngdy dau cho 500 mg uéng
1 1an; 3 ngay sau uong 250 mg/ 1an/ ngay chi dung trong 4 ngay.

Vién nang 250 mg
2.5.6.2. Nhém lincosamid
- Lincomycin (Lincocin): uéng 2g/ ngay. Chia lam 4 l1an. Vién nang 500 mg.

tiém bap, t/m: 0,6 - 1,8g/ ngay
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- Clindamycin (Dalacin): uong 0,6- 1,2g/ ngay, chia lam 4 lan (0,15 - 0,3g/ 14n)

Khang sinh 2 nhém nay thudng diung cho nhiém cdu khudn gram (+), nhat 1 trong tai miii hong,
viém phéi, nhiém khuin dudng ho hap.

Nhoém lincosamid do thAim manh dugc vao xuong nén con dugc chi dinh t6t cho cac viém xuong
tay.

2.6. Nhém Quinolon

2.6.1. Nguon goc va tinh chdt ly héa

La khéng sinh hoan toan téng hgp. Loai kinh dién c¢6 acid nalidixic (1963) Ia tiéu biéu. Loai mdi,
do gan thém fluor vao vi tri 6, goi 1a 6 - fluoroquinolon (pefloxacin 1985) c6 phé khéng khuin
rong hon, uéng duoc. Tat ca déu 1a cdc acid yéu, can trdnh dnh sing

2.6.2. Co ché'tac dung va phd khdng khudn

Cac quinolon déu tic ch€ ADN gyrase, 1a enzym md vong xoan ADN, gidp cho su sao chép va
phién ma, vi vay ngan can su téng hop ADN clia vi khudn. Ngoai ra con tic dung ca trén ARN _
nén tic ché téng hop protein vi khuin. C4c quinolon déu 12 thudc diét khudn.

Acid nalidixic (con goi 1a quinolon thé hé 1) chi tc ché ADN gyrase nén chi ¢6 tic dung diét
khuidn gram (-) dudng ti€t niéu va dudng tiéu héa. Khong tdc dung trén truc khuidn ma xanh
(Pseudomonas aeruginosa).

Céc fluoroquinolon c¢6 tic dung 1én 2 enzym dich la ADN gyr ase va topoisomerase IV cua vi
khuan (Drlica, 1997) nén phé khang khudn rong hon, hoat tinh khdng khuén ciing manh hon tir
10- 30 lan. Cac fluoroquinolon th€ hé dau, con goi la quinolon thé hé 2 (pefloxacin, norfloxacin,
ofloxacin, ciprofloxacin... 1987- 1997) c6 khac nhau tuong d6i vé tic dong trén gyrase va
topoisomerase IV: trén vi khudn gram (-), hiéu luc khdng gyrase manh hon; con trén vi khuin
gram (+), lai c6 hiéu luc khang topoisomerrase IV manh hon. Cac fluoroquinolon th€ hé méi con
goi 1a quinolon thé€ hé 3 (levofloxacin, trovafloxacin, tir 1999) ¢6 tidc dong can bang trén ca 2
enzym vi vy phd khdng md rong trén gram (+), nhat 12 cdc nhiém khuidn dudng ho hap, va vi
khuin khé khang thuéc hon vi phai dot bién 2 14n trén 2 enzym dich.

Phé khing khuén cia fluoroquinolon gém: E.coli, Salmonella, Shigella, Enterobacter, Neisseria,
P.aeruginosa, Enterococci, phé cdu, tu ciu (ké ca loai khdng methicilin). Cic vi khuin trong t&
bao ciing bi tc ch€ v6i nong do fluoroquinolon huyét tuong nhu chlamidia, mycoplasma,
brucella, mycobacterium...

2.6.3.Duoc déong hoc

Acid nalidixic dé hap thu qua tiéu héa va thai trir nhanh qua than, vi vay dugc dung lam khang
sinh dudng ti€t niéu, nhung phan 16n bi chuyén hoa & gan, chi 1/4 qua than dudi dang con hoat
tinh.

Cac fluorquinolon c¢6 sinh kha dung cao, t6i 90% (pefloxacin), hoac trén 95% (gatifloxacin va
nhiéu thudc khdc), it gan vao protein huyét tuong (10% véi ofloxacin, 30% véi pefloxacin). Rat
dé th&m vao mo va vao trong t€ bao, ké ca dich ndo tuy. Bi chuyén hod & gan chi mo t phan.
Pefloxacin bi chuyén héa thanh norfloxacin vin con hoat tinh va chinh né bi thai trir qua than
70%. Thoi gian béan thai tir 4h (Ciprofloxacin) dén 12h (pefloxacin). Nong do thudc trong tuyén
tién liét, than, dai thuc bao, bach ciu hat cao hon trong hu yét tuong.

2.6.4. Chi dinh
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- Nhiém khuédn dudng tiét niéu va viém tuyén tién liét, acid nalixilic, norfloxacin, ciprofloxacin,
ofloxacin, tic dung giong nhau, tuong tu nhu trimethoprim - sulfamethoxazol

- Bénh lay theo duong tinh duc:
.Bénh lau: uéng liéu duy nhét ofloxacin hoac ciprofloxacin
. Nhuyén ha cam: 3 ngay ciprofloxacin

. C4c viém nhiém ving chau hong: ofloxacin phoi hop v6i khang sinh chong vi khuén ky khi
(clindamycin, metronidazol)

- Nhiém khudn dudng tiéu héa: do E. coli, S.typhi, viém phic mac trén bénh nhan phai lam thim
phan nhiéu lan.

- Viém dudng ho hap trén va dudi, viem phdi mac phai tai cong dong, viem xoang: cic
fluoroquinolon méi nhu levofloxacin, trovafloxacin, gatifloxacin.

- Nhiém khuin xuong- khép va mé mém: thudng do truc khudn gram (-) va tu cdu vang, liéu
luong phai cao hon cho nhiém khudn tiét niéu (500 - 750 mg x 2 lan/ ngay) va thudng phai kéo
dai (7- 14 ngay, c6 khi phai t6i 4- 6 tuan)

2.6.5. Déc tinh

Khoang 10%, tit nhe dén ning: budén non, non, tiéu chay, di ing ngoai da, tang ap luc noi so
(chéng mat, nhitc dau, 1d 14n, co giat, 4o giac). Trén tré nho, c6 acid chuyén héa, dau va sung
khép, dau co.

Thuc nghiém trén sdc vat con non thdy mo sun bi huy hoai cho nén khong dung cho tré em duGi
18 tudi, phu nit c6 mang va dang nudi con bi. Khong diing cho ngudi thiéu G (PD.

2.6.6. Ché phdm va cdch diung

2.6.6.1. Loai quinolon kinh dién, acid nalidixic (Negram): nhiém khuén tiét niéu do truc khudn
gram (-), trit pseudomonas aeruginosa. Uong 2g/ ngay, chia 2 1an. Puong tiém t/m chi dugc dung
trong bénh vién khi that can thiét.

2.6.6.2. Loai ﬂuocquino{on.‘ dfl{lg cho c4c nhiém khudn bénh vién do cdc ching da khang khéng
sinh nhu viém phéi, nhiém khudn huyét, viém mang ndo, mang tim, nhiém khuin xuong céan diéu
tri kéo dai.

Mot s6 ché pham dang ding:

Pefloxacin (Peflacin) : uong 800 mg/ 24h chia 2 lan

Norfloxacin (Noroxin): uéng 800 mg/ 24h chia 2 lan

Ofloxacin (Oflocet) :udng 400- 800 mg/ 24h chia 2 lan

Ciprofloxacin (Ciflox) : uéng 0,5- 1,5g/ 24 h chia 2 lan

Levofloxacin (Levaquin): uéng 500 mg

Gatifloxacin (Tequin): uéng liéu duy nhét 400 mg/ 24h

Hién nay fluoroquinolon Ia thuoc khang sinh dugc dung rong rai vi:

- Pho rong
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- Hép thu qua tiéu héa t6t, dat ndng do huyét tuong gan vdéi truyén tinh mach.
- Phan phdi rong, ca cic mo ngoai mach

- t/2 dai, khong cin dung nhiéu 1an

- D& diing nén c6 thé diéu tri ngoai tri

- Ré hon so véi diéu tri bang khéang sinh tiém truyén khéc.

- Tuong do6i it tic dung khong mong mudn

Vi vay di sinh ra lam dung thudc. Nén tranh diing cho cac nhiém khudn thong thudong. H ay gianh
cho c4c nhiém khuin niang, khé tri nhu: Pseudomonas aeruginosa, tu ciu vang khdng methicilin,
E. coli va khuén gram (-) khang trimethoprim - sulfamethoxazol.

2.7. Nhom 5- nitro- imidazol
2.7.1. Nguon goc va tinh chdt

La dan xuat tdng hop, it tan trong nudc, khong ion héa & pH sinh 1y, khuéch tdn nhanh qua mang
sinh hoc. Lic dau (1960) dung chéng don bao (trichomonas, amip) (xem bai "thudc chita amip"),
sau d6 (1970) thay c6 tac dung khang khuan ky khi.

2.7.2. Co ché'tac dung va phd khdng khudn

Nitroimidazol c6 doc tinh chon loc trén cdc vi khudn ky khi va ca céc t€ bao trong tinh trang
thi€u oxy. Trong céc vi khudn ndy, nhém nitro clia thudc bi khir béi cdc protein van chuyén
electron dic biét ctia vi khudn, tao ra cdc san phdm doc, diét duoc vi khuén, 12 m thay déi ciu triic
cta ADN.

Phé khang khuin: moi ciu khudn ky khi, truc khudn ky khi gram ( -), truc khudn ky khi gram (+)
tao duoc bao ti. Loai truc khuidn ky khi gram (+) khong tao duoc bao tit thuong khing duoc
thudc (propionibacterium).

2.7.3. Duoc dong hoc

Hap thu nhanh qua tiéu héa, it gin vao protein huyét tuong, thaim dugc vao moi mo, ké cd mang
ndo, t/2 tir 9h (metronidazol) dén 14h (ornidazol). Thai trir qua nudc tiéu phan 16n dudi dang con
hoat tinh, 1Am nudc tiéu c6 thé bi xAim mau.

2.7.4. Doc tinh
Buon non, san da, réi loan than kinh, giam bach cau, ha huyét ap.
2.7.5. Ché phdm, cdch ding

Thudng dugc dung trong viém mang trong tim, apxe ndo, du phong nhiém khuin sau phiu thuat
vung bung- ho chau...

C6 tac dung hiép dong véi khang sinh nhém B lactam va aminosid.
Metronidazol (Flagyl), ornidazol (Tiberal): uoéng 1,5g hoac 30 - 40 mg/ kg/ 24h.
(Xin xem thém bai "thuoc chong amip")

2.8. Sulfamid
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Nam 1935 Domagk di phdt hién ra tinh khdng khudn cha mot phim nhuom la
sulfamidochrysoidin (Prontosil), tir d6 m& ra ky nguyén clia c4c thudc chong nhiém khudn trude
khi c6 penicilin.

2.8.1. Nguon goc va tinh chdt

Sulfamid déu la cdc chat téng hop, dan xudt cta Sulfanilamid do thay th&€ nhém - NH, hoic
nhém - SO,NH,. La bot tring, rat it tan trong nudc, dé tan hon tron g huyét thanh va mat.

2.8.2. Co ché'tac dung va phd khdng khudn

PABA (para amino benzoic acid) 1a nguén nguyén liéu cin thiét cho vi khudn téng hop acid folic
dé phat trién. Do ¢6 cau tric héa hoc gan giong véi PABA nén sulfamid da tranh chap véi PABA
ngan can qu4 trinh téng hop acid folic clia vi khudn.

SONH, COOH
7
™
. NH . NH;
Sulfanilamid PABA

Ngoai ra, sulfamid con tc ché dihydrofolat synthetase, mot enzym tham gia tong hop acid folic
(xem so d6 muc 2.9). Vi vay sulfamid 12 chit kim khuén. T€ bao dong vat ¢ vi va vi khuén nao
c6 thé st dung truc tiép acid folic tir moi trudng thi déu khong chiu anh hudng ctia sulfamid.

Vé mat ly thuyét, phé khang khuan cta sulfamid rat rong, gém hau hét cdc cdu khuan, truc khuin

gram (+) va (-). Nhung hién nay, ty 1¢ khang thuoc va khang chéo giita cac sulfamid dang rat cao
nén da han ché viéc st dung sulfamid rat nhiéu. Vi khuin khang thudc bang cch tang téng hop

PABA hodc giam tinh thdm véi sulfamid.

2.8.3. Duoc dong hoc

- Céc sulfamid duoc hap thu nhanh qua da day va rudt (trir loai sulfaguanidin), 70 - 80% li€u uong
vao dugc mau, gan véi protein huyét tuong 40 - 80%, néng do t6i da dat dugc sau 2 - 4h.

- T méu, sulfamid khuéch tdn rat dé dang vao cdc mo, vao dich ndo tuy (bing 1/2 hodc tuong
duong vé6i nong do trong mau), qua rau thai, gay doc.

- C4c qué trinh chuyén héa chli yéu & gan ctia sulfamid gom:

. Acetyl héa, tir 10- 50% tuy loai. C4c san phdm acetyl héa rat it tan, dé gay tai bién khi thai trir
qua than. C4c sulfamid méi c6 ty 1¢ acetyl héa thap (6 -16%) va san pham acetyl héa lai dé tan.

. Hop v6i acid glucuronic (sulfadimethoxin), rat dé tan

. Oxy hoa
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Thai trir: cht yéu qua than (loc qua cau than va bai xuét qua 6ng than). Dan xuét acetyl héa (25 -

60% trong nudc tiéu) khong tan, tao tinh thé c6 thé gay dai mau hodc vo niéu. Vi vay, cin uong
nhiéu nudc (1g/ 0,5 lit).

* Phdn loai sulfamid: Vi tic dung cua sulfamid déu giong nhau, viéc diéu tri dua vao dugc dong
hoc ctia thudc cho nén ngudi ta chia cac sulfamid lam 4 loai:

- Loai hép thu nhanh, thai trir nhanh: néng do t6i da trong mau sau uéng la 2 - 4h. t/2=6-8h,
thai trir 95% trong 24h. Gom sulfadiazin, sulfisoxazol (Gantrisin), sulfamethoxazol (Gantazol).
Dung diéu tri nhiém khuén theo dudng m4u.

- Loai hap thu rat it: dung chita viém rudt, viém loét dai trang. Gom sufaguanidin (Ganidan),
salazosulfapyridin (Salazopyrin).

- Loai thai trir cham: duy tri dugc nong do diéu tri trong mau lau, t/2 c6 thé t6i 7 - 9 ngay nén chi
can udng 1 1an ngay. Hién dung sulfadoxin (Fanasil), ph6i hop v6i pyrimethamin trong Fansidar
dé du phong va diéu tri sot rét khang cloroquin .

- Loai dé dung tai chd: it hodc khé tan trong nuéc. Dung diéu tri cdc vét thuong tai chd (mat, vét
bong) dudi dang dung dich hoac kem. C6 sulfacetamid, silver sulfadiazin, mafenid.

2.8.4. Doc tinh
- Tiéu hoa: buon non, non, tiéu chay.

- Than: do sulfamid it tan va cdc dan xuat acetyl hoa két tua trong 6ng than gay con dau bung
than, ddi m4u, vo niéu (diéu tri, du phong bing uéng nhiéu nuéc va base héa nudc tiéu). Viém
ong k€ than do di ung.

- Ngoai da: cdc biéu hién di ing tir nhe dén rat niang nhu hoi chi g Stevens- Johnson, hoi chiing
Lyell. Thuong gap véi loai sulfamid cham.

- M4u: thi€u mdu tan méu (do thi€u G ;PD), gidm bach cau, gidm tiéu ciu, mat bach ciu hat, suy
tay.

- Gan: tranh chp véi bilirubin dé gin vao protein huyét twong, dé gay vang da, doc. Khong dung
cho phu nit ¢6 thai va tré em mdéi dé.

Khong dung cho nguoi suy gan, suy than, thi€u G (PD, dia tang di Gng.
2.8.5. Ché phdm cdch diung

Do ¢6 nhiéu doc tinh va dd c6 khang sinh thay thé, sulfamid ngay cang it ding mot minh.
Thuong phoi hop sulfameth oxazol véi trimethoprim (xin xem phan sau). Hién con dugc chi dinh
trong cac truong hop sau:

- Viém duong tiét niéu:

. Sulfadiazin: vién nén 0,5g

. Sulfamethoxazol (Gantanol): vién nén 0,5g
Ngay dau udng 2g x 4 1an; nhitng ngay sau 1g x 4 1an. U6ng tir 5- 10 ngay
- Nhiém khuén tiéu héa:

. Sulfaguanidin (Ganidan): vién nén 0,5g uéng 3 - 4g/ ngay
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. Sulfasalazin (Azalin): vién nén 0,5g uéng 3 - 4 g/ ngay
- Diing boi tai cho:

. Bac sulfadiazin (Silvaden): 10mg/ g kem boi

2.9. Phoi hop sulfamid va trimethoprim

2.9.1. Co ché tac dung va pho khdng khudn

So d6 dué6i day cho thay vi trf tic dung ctia sulfamid va trimethoprim trong qu4 trinh téng hop
acid folic. Hai thudc tic ch€ tranh chép v6i 2 enzym cta vi khudn & 2 khau clia qud trinh tong hop
nén c6 tac dung hiép dong manh hon 20- 100 lan so véi dung sulfamid mot minh.

Dihydrofolat Dihydrofolat
synthetase reductase
) )
suL| Lomp[
PABA+ J Acid , Acid +—>
dihydropteridi dihydrofolic tetrahydrafolic

Hinh 14.5. Vi tri tac dung cua sulfamid va trimethoprim trong qua trinh

téng hop acid folic

Trimethoprim 12 mot chit héa hoc téng hop c6 tic dung tic ché dihydrofolat reductase ctia vi
khuan 50.000- 100.000 14n manh hon trén ngudi, va tic ché trén enzym cta ky sinh tring sot rét
2000 l1an manh hon nguoi.

Phé khang khudn rong va chiing khang lai it hon so v6i sulfamid. C6 tdc dung diét khuén trén
mot s6 chiing. Khong tic dung trén Pseudomonas, S.perfringens, xoan khuan.

2.9.2. Duoc déng hoc

Ty 1¢ 1y tudng cho hiép dong tac dung clia nong do thude trong mau cua sulfamethoxazol (SMZ):
trimethoprim (TMP) 1a 20: 1. Vi TMP hap thu nhanh hon SMZ (pic huyét thanh 1a 2 va 4h) va t/ ,
~ 10h, cho nén néu ty 1¢ SMZ: TMP trong vién thudc 1a 5: 1 (800 mg sulfameth oxazol + 160 mg
trimethoprim), sau khi uéng, nong do trong mau sé dat dugc ty 1& 20: 1(40 pg/ mL huyét tuong
sulfamethoxazol va 2 pg/ mL trimethoprim).

Ca 2 thudc duoc hap thu qua dudng uong, phan phoi tot vao cac mo (dich ndo tuy, mat, tuyén tién
liét). Thai trir chil yéu qua nudc tiéu véi noéng do con hoat tinh.

2.9.3. Doc tinh va chong chi dinh
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Thudc ph()/iq hop nay c¢6 tat ca cac doc tinh cta sulfamid. Ngoai ra, trén nhitng ngudi thiéu folat,
TMP c¢6 thé gay thi€u m4u nguyén héng cau khéng 16, ty 1é bi ban ciing cao hon.
Khong dung cho phu nit c6 thai va tré¢ em méi dé (nhat la dé non)
2.9.4. Ché phdm va cdach ding

Thuoc két hop dugc chi dinh chinh trong nhiém khuén tiét niéu, tai - miii- hong, dudng ho hép,
dudng tiéu héa (thuong han, ta), bénh hoa liéu (clamydia)

- Phoi hgp trimethoprim + sulfamethoxazol:

. Vién Bactrim, Cotrimoxazol, gom trimethoprim (80 hodac 160 mg) va sulfamethoxazol (400
hodc 800 mg). Liéu thudng dung 1a 4- 6 vién (loai 80 mg TMP + 400 mg SMZ), udng trong 10
ngay

. Dich treo: trong 5 mL ¢6 400 mg TMP + 200 mg SMZ. Dung cho tré em.

. Dich tiém truyén: TMP 80 mg + SMZ 400 mg trong ong 5 mL. Hoa trong 125 mL dextrose 5%
truyén tinh mach trong 60- 90 phit.

3. MOT SO VAN PE VE SUDUNG KHANG SINH
3.1. Nguyén tic dung khang sinh

1. Chi dung khdng sinh cho nhiém khudn. Khong ding cho nhiém virus (cé loai riéng). Dung
cang sém cang tot.

Chi dinh theo phé tdc dung. Néu nhiém khudn dd xdc dinh, diung khdng sinh pho hep.
3. Dung du liéu dé dat duoc nong dé dii va on dinh. Khong ding liéu tding dan.

4. Dung du thoi gian: trén co thé nhiém khudn, vi khudn ¢ nhiéu giai doan khdc nhau véi
khdng sinh. Néu sau 2 ngay ding khdng sinh, sot khéng giam, can thay hodc phoi hop
khdng sinh. Khi diéu tri da hét sot, vdan cdn cho thém khdng sinh 2 - 3 ngay nita.

N6i chung, cdc nhiém khudn cip, cho khing sinh 5- 7 ngay. Cdc nhiém khudn dic biét, dung lau
hon, nhu: viém nodi tam mac Osler, nhiém khuén tiét niéu (viém bé than): 2 - 4 tudn; viém tuyén
nhi€p ho: 2 thang; nhiém khuin khép héng: 3 - 6 thdng; nhiém lao: 9 thang...

5. Chon thuoc theo duoc dong hoc (hdp thu, phdn phoéi, chuyén héa, thdi triv) phu thudc vao
noi nhiém khudn va tinh trang bénh nhan.

6. Cdn phoi hop vdi bién phdp diéu tri khdc: khi nhiém khudn cé 6 mu, hoai tir mo, vdt la
(s0i) thi cho khdng sinh phdi kém theo thong mu, phau thudt.

3.2. Nhirng nguyén nhan that bai trong viéc dung khang sinh
1. Chon khdng sinh khong diing phé tdc dung

2. Khdng sinh khong dat duoc téi nguong tdc dung tai 6 nhiém khudn, do liéu luong khong
hop 1y, do duoc dong hoc khong thich hop, do tuong tdc thudc lam giam tdc dung cua
khdng sinh

3. Do vi khudn da khdng thuéc. Can thay khdng sinh khdc hodc phoi hop khdng sinh.

3.3. Vi khu4n khang khang sinh
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3.3.1. Khdng tw nhién: vi khudn da cé tinh khdng tir trudc khi tiép xiic véi khdng sinh, nhu sdn
xudt B lactamase, cdu triic ciia thanh vi khudn khong tham véi khdng sinh.

3.3.2. Khdang mdc phdi: vi khudn dang nhdy cdm véi khdng sinh, sau mot thoi gian tiép xiic, tré
thanh khong nhdy cam nita, do:

* Pot bién hodc khdng qua nhiém sic thé.

Moi vi khudn déu c6 "protein dich" dé gin vdéi kh dng sinh cu thé tai ribosom, DNA gyrase, RNA
polymerase... Do dot bién, c4c "protein dich" da thay déi, khong gén khéng sinh nita.

*Khdng qua plasmid: c6 nhiéu dang. Thuong 1a san xuét cdc enzym lam bat hoat khdng sinh,
hodc gidm 4i luc cta khang sinh véi " protein dich", hodc thay déi dudng chuyén hoa.

Vi khuén khdng khang sinh c6 thé phdt trién su khang chéo véi khang sinh trong cling ho. Qua
plasmid c6 thé khang nhiéu loai khiang sinh mot lic. Nguoi 14n dau néu nhiém vi khuin da khang
khang sinh, mac dau chua dung khang sinh bao gio da c6 khang khang sinh ngay.

Loai khdng méc phai thuong 1a do dung khdng sinh khong ding liéu hodc lam dung thudc, dang
gay mot trd ngai rat 16n cho viéc diéu tri.

3.4. Phoi hop khang sinh
3.4.1. Chi dinh phdi hop khdng sinh
1. Nhiém 2 hodc nhiéu vi khudn mot liic
2. Nhiém khudn ndng ma nguyén nhdn chua ré
3. Sirdung tac dung hiép dong lam ting hoat tinh khdng sinh trong mot s6 nhiém khuin dic
biét:
. Viém noi tam mac: penicilin + streptomycin
. Trimethoprim + sulfamethoxazol
. Khang sinh f lactam + chat tc ché& lactamase
4. Phong ngita xudt hién vi khudn khdng khdang sinh.

Chi phoi hop khang sinh cho mot so it cic trudng hop nhiém khudn trong bénh vién nhu ciu
khuin ruot, mot s6 truc khudn gram (-) (truc khudn ma xanh, truc khudn mot loai Serratia,
Enterobacter, Citrobacter..).

3.4.2. Nhuoc diém cua phoi hop khdng sinh

Khi thCy thuéc kh«ng hiOu ra vy pheéi hp kh«ng ®6ng si:

. D0 g0y kh_ng do st chan IUa cfia vi khukn

. T"'ng ®éc tinh cfia kh_ng sinh

. Hi0p ®&ng ®¢&i kh,ng

. Gi, thunh ®iu trp cao

N4i chung, n@n htn ch0 phéi hTp vx ®- ¢ kh_ng sinh pha réng
3.4.3. Mot s6 nhiém khudn thuwong gdp va cdach chon khdng sinh.
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Bfing gifi thidu mét sé c_ch lua chan kh_ng sinh.
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Bang 14.2.Lua chon khang sinh trong diéu tri nhiém khudn

Vi khuin Bénh Thuéc dugce chon
Thit nhdt Thit hai Thit ba
Cau  khudn | Apxe Oxacillin Cephalospori | Clindamycin
Gr(+) Nhidm  khutn | Nafcillin ni Erythromycin
T6 cCu vung huyOt Vancomycin | Trim+
Vvidm néi tom sulfamethoxazol
mic Ciprofloxacin
Viém phai rifampin
Vidm  Xx--ng-
tudl
Li2n cCu sinh | Vidm hang Penicilin Cephalospori | Erythromycin
mfii (hnham A) | Vidm tai gi+a, | Amoxicilin nl Clindamycin
xoang Vancomycin
Vigm pheai
Nhi0m  khuEn
huyOt
Streptococcus | Vidm néi  tOm | Penicilin G Ceptriaxon Vancomycin
viridans mic Gentamycin | (I1I)
Nhi0m  khuEn
huyOt
PhO cCu Vigm phai Penicilin Cephalospori | Chloramphenicol
Vigm khip Amoxicilin nl macrolid
Vi2m xoang TMP- SMZ Clindamycin
Vi2m tai
Cdiu  khudn | Vidm tai Amox+ Cephalospori | Ciprofloxacin
Gr(-) Vi2m xoang clavulanat nil- 1l Tetracyclin
Moraxella Vi2m phei Ampi+ Erythromycin
catarrhalis sulbactam
TMP + SMZ
Neisseria Pen. G- | Ceft. Cefot. | Ciprofloxacin
meningitis Rifampin minocyclin
Truckhudn Vigm hang Erythromycin | Clindamycin | Cephalosporrin |
Gr(+) Vi2m phei Rifampin
Corynebacteriu | Vigm thanh ph0
m quin
diphteriae
Corynebacteriu | Vidm néi tom | Penicilin G + | Rifampicin +
m species, i | mic aminoglycosi | penicilin G
kh Nhi0m  khukn | d Ampicilin +
huyOt Vancomycin | sullactam
Truc  khudn | NniOm  khutn | TMP-SMZ | Pen + gc chO | Aztreonam
Gr(-) tit niOu Ciprofloxacin | penicilinase Nitrofurantoin
Escheria coli Ampi+ Aminoglycos | Doxycycline
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Aminogl id
Proteus NhiOm  khukn | Ampi/ Amox | Cephalospori | Ciprofloxacin hokc
ti0t nidu n Ofloxacin
Aminoglycos
id
Pseudomonas | NhiOm  khukn | Pen. phz réng | Aminoglycos | Imipenem
aeruginosa ti0t nidu Ceftazidim id
Ciprofloxacin | Aztreonam
Vigm phai Pen.pha réng Imipenem + aminog|
Nhi0m  khuEn | Aminoglycos | Ceftazidim +
huyOt id Aminogl Aztreonam +
Ciprofloxacin | aminoglycosid
Salmonella Th-=ng hyn Ciprofloxacin | Ampicilin Chloramphenicol

Pha th--ng hun | Ceftriaxon
NhiOm  khukn | TMP + SMZ

huyOt
Shigella Vidm ruét cEp Ciprofloxacin | TMP + SMZ | Amoxicilin
Hemophilus Vi2m tai gi+a TMP + SMZ | Cefuroxim Ciprofloxacin
influeuzae Vi2m xoang Amoxicilin + | Amox/ Ampi | Azithromycin
Vigm phai clavulinat
Vibrio T Doxycyclin TMP + SMZ | Chloramphenicol

cholerae

Ciprofloxacin

CAU HOI TU LUONG GIA

1. Trong cdc thuoc dudi day, thuoc nao la khang sinh? Khdng sinh diét khudn? Khdng sinh
kim khudn?

Penicilin, Streptomycin, Sulfonamid, lod, Tetracycli n, Erythromycin, Thudc tim (KMnO ,),
Quinolon, Phenol.

Hay phdn loai nhém B lactam theo cdu triic héa hoc va néu ddc diém.
Hady phdn tich co ché'tdc dung va tdc dung cua Penicilin va Cephalosporin.

Trinh bay co ché'tdc dung va dp dung diéu tri ciia aminoglycos id.

noR

Trinh bay co ché'tdc dung va dp dung diéu tri cua:
- Nhom cloramphenicol
- Nhom tetracyclin
- Nhém macrolid
- Nhom quinolon
- Thudc phoi hop sulfamid- trimethoprim

- Nhom 5- nitro imidazol.
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. Hay phdn biét doc tinh cua cdc nhom khdang sinh [ — lactam, aminoglycosid,
cloramphenicol, tetracyclin vy quinolon.

Trnh by 6 nguy@n t%c sé dong kh, ng sinh an toun v hp ly.

Phon tich ¢, c nguy2n nhén thEt bti trong vilc dng kh_ng sinh vp ¢, ch kh¥c phoc.
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Bai 15: THUOC KHANG VIRUS
(NHOM KHANG VIRUS SAO CHEP NGUGC)

MUC TIEU HOC TAP: Sau khi hoc xong bai ndy, sinh vién c¢6 kha nang:

1. Trinh bay duoc cdc giai doan phdt trién ciia virus sao chép nguoc va vi tri cé thé tac dong
cia thudc.

2. Trinh bay duogc co ché'tic dung va doc tinh ciia zidovudin, nevirapin va indinavir.

Virus gébm c6 loai 1 hoac 2 chudi ADN hoac ARN duoc boc trong mot vo protein goi 1a capsid.
Mot s6 virus ¢6 ca vo lipoprotein, va giong nhu capsid, vo nay c6 thé chia cdc protein khang

nguyén. Virus bat buoc phai séng ky sinh trong t€ bao vat chii, su sao chép cta ching phu thuoc

chil y&u vao cdc qud trinh téng hop clia t€ bao vat cha.

- Loai ADN virus nhu poxvirus (gay bénh dau mua), herpesvirus (gay thuy dau, herpes, zona),

adenovirus (viém két mac, viém hong), hepa AND virus (viém gan B) va papillomavirus (hot
com). Sau khi tham nhap dugc vao nhan t€ bao vat chi, ADN virus dugc sao ma sém vao ARN
bdi ARN  polymerase cta t&€ bao vat chu, ARN  duoc dich ma theo cach thong thuong cua t€ bao
vat chli dé thanh céc protein dic hiéu cia virus. Riéng virus dau mua, do c6 ARN polymerase

riéng nén c6 thé sao chép ngay trong bao twong clia t& bao vat chi.

- Loai ARN virus gom rubellavirus (gay bénh sdi Dic [German measles], rubeon), rhabdovirus
(bénh dai), picoARNvirus (bénh bai liét, viém mang nao, cam lanh), arenavirus (viém mang nao,
sot Lassa), arbovirus (s6t vang), orthomyxovirus (cim), paramyxovirus (soi, quai bi).

V6i ARN virus, viéc sao chép trong t&€ bao vat chu s€ dua vao hoac 1a cac enzym trong virion (hat
virus) dé téng hop ARN , cho né, hoic 1a ARN virus dugc dung nhu chinh ARN _ cia n6. ARN |
duoc dich ma thanh cic protein virus, ké cA ARN polymerase, enzym chi ph6i su tong hop nhiéu
ARN,, virus.

Mot nhém ARN virus trong loai nay la retrovirus cé chita enzym re verse transcriptase (enzym
sao ma ngugc), tao ADN tir ARN virus. Sau d6, ban sao ADN tich hgp vao genom (b gen) ctua
vat cht (lic dé6 duoc coi nhu provirus) va dugc sao ma thanh cd ARN genom va ARN _ dé dich
ma thanh céc protein virus (HIV).

Trong nhiéu bénh nhiém virus, dinh diém cla su sao chép cua virus 12 vao ngay truée lic triéu

chiing 1am sang xuét hién. Vi vay, hiéu qua diéu tri 1am sang t6i uu 12 phai bat dau diéu tri sém.

Céc thuoc khang virus cin phai: ngan can su xam nhap cua virus vao t€ bao va phai cé hoat tinh
v6i virus trong t€ bao, nghia la phai c6 tinh dac hiéu.

Dua vao cac budc trong qua trinh sao chép, nhan doi cua virus ma nghién cttu cac thudc khang
virus, theo bang 15.1

Thuoc khang virus sao chép nguoc (Antiretroviral agents): thuoc chong HI V.

HIV (human immunodeficiency virus) la virus sao chép ngugc. ARN tan cong vao cac t€ bao
lympho CD,, dai thuc bao va t€ bao than kinh soi nhanh (dendritic cells). Nghién ctru vong doi
ctia HIV trong t€ bao chinh 1a tim muc tiéu tac dong ctia thudc.
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Hinh 15.1 duéi day trinh bay céc giai doan phét trién ctia HIV va muc tiéu cé thé tic dong cla

thudc.

Bang 15.1: Cac giai doan sao chép cua virus va muc tiéu tic dong

cua thuoc chong virus

Giai doan sao chép

Cdc nhom thudc

- Bdm dinh va xam nhap
Bam dinh
Xam nhap
- Thao vo
Giai phéng genom cua virus

- Sao ma clia genom virus

- Dich ma cua protein virus
Céc protein diéu hoa (s6m)
Cac protein cau tric (mudn)

- Thay déi sau dich ma

- Tap hgp céc thanh phan cla

virion

- Thodt khdi t€ bao vat cht

- Bay receptor hoa tan, khiang receptor khang
thé tic ché protein két hop.

- Chen kénh ion, chat lam viing bén mang
capsid

Uc ch€ cdc enzym ctia virus: ADN polymerase,
ARN polymerase, reverse transcriptase,
helicase, primase hoac integrase.

- Interferon, antisense oligonucleotid ribozym.

- Céc chat tc ché protein diéu hoa

- Cac chét tic ché protease
- Interferon, cac chat tc ché protein tap hop

Chat tc ché neuraminidase, khdng thé khing
virus.
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Hinh 15.1. Qué trinh pht trién
ctia HIV trong t& bao vat chu

1) Virus gdn vao cdc receptor CD
2) Hoa mang va thodt vo ciia virus
3) Sao chép nguoc twr ARN —
ADN 4) Tich hop cua ADN virus
vao ADN vdt chu

5) Sao ma muén hay su tong hop
protein cua virus

6) Ldap rdp hay t6 hop lai ciia
virus va ndy choi; ©: ARN virus;
¢®. ARN va enzym reverse
transcriptase.

Qua hinh trén, vé ly thuyét, c¢6 thé nghién citu céc thudc tdc dong vao cdc khau sau:

- Ngan can virus gan vao cdc receptor t€ bao (1)

- Ngan can su hoa mang va thoat vo cta virus (2)

- Kim ham su sao chép nguoc tu ARN (3)

- Ngan can su tich hgp ciia ADN virus vao ADN cua t€ bao vat chu (4).

- Ngin can su sao ma muon hay su téng hop protein ctia virus (5)

- Kim ham su lap rap hay su td hop lai ctia virus va su ndy choi (6).

O mbi giai doan trén déu c6 nhiin g co ché dac hiéu va nhiing enzym dic hiéu riéng cho HIV, va
nhu vay ¢6 thé tim ra céc thudc tc ché thich hop cho ting giai doan. Tuy nhién, do nhiéu khé

khan, cac nghién cttu hién nay phan 16n tap trung vao cic loai thudc tc ché€ enzym sao chép
nguoc (reverse transcriptase- RT), protease va integrase.

RT la enzym c6 tac dung chuyén mach don ARN cuia HIV thanh mach kép ADN (giai doan 3
trén so do) trudc khi xam nhap vao nhiém sac thé clia t€ bao vat chi. Thudc tic ché RT ¢6 2 loai:

- Thudc tc ché nucleosid reverse transcriptase (NRTI): tac dung rat sém & giai doan sao chép cua
HIV, ngin can nhiém khuan c4p tinh ctia t& bao, rat it tdic dung trén t€ bao da nhiém HIV. Cic
thuoc nay déu 1a “tién thudc”, ¢ cdu tric tuong tu nhu mot thanh phan ciu tao cia ADN nhung
phai dugc enzym & bao tuong cua t€ bao vat chli phosphoryl héa méi tré nén c6 hoat tinh 1a nhém
thudc quan trong nhét trong cong thitc phoi hop thudc dé diéu tri HIV.

- Thuoc tc ch€ non- nucleosid reverse transcriptase (NNRTI): Thudc tc ché€ enzym sao chép
nguoc khong phéi nucleosid 12 thudc tdng hop c¢6 kha ning gin vao canh vi tri tic dong clia RT,
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lam thay ddi hinh d4ng cla vi tri ndy nén enzym bi mat hoat tinh. Thudc khong can qua giai doan

phosphoryl héa nhu NRTI va chi ¢6 tac dong trén HIV - 1. Tat cd déu chuyén héa & gan qua Cyt.
P,,, gdy cam ting enzym nén lam tang chuyén héa ctia chinh né (phai tang liéu khi dung kéo dai)

va mot sO thudc dung cung.

Integrase 1a enzym c6 tac dung gam ADN cuia provirus vao nhiém sic thé clia t€ bao vat chi.. Néu

tic ché dugc enzym nay sé lam HIV khong nhan 1én duoc trong t€ bao ky sinh va sé bi tiéu diét.

Hién con la budc nghién cttu & phong thi nghiém.

Cdc protease 1a cidc enzym tham gia trong qud trinh téng hop nhiéu protein cau tric cta 16i virus

va cdc enzym chil yéu, trong d6 ¢6 cd RT va chinh ban than protease. Uc ché protease thi HIV chi
la cac virion (hat virus) khong trudng thanh va khong gay bénh duogc. Vi vay, hudéng nghién ctu

nay rat hap dan.

Trong vong doi cua HIV, cic enzym tac dong nhu sau:

. Mach don ARN RT mach kép ADN
integrase

.ADN  virus nhap vao ADN vat chu

. ADN hoa nhap co ché phién ma binh ARN méi clia virus

rovirus . VN R »
P ) thuong cua té bao vdt chu

pr otease

protein cta virus

Céc thudc chong HIV dang dugc dung (bang 15.3) hién con rat dit va nhiéu thudc con dang &
giai doan thlr 1am sang.

Bang 15.2: Cac thuoc chong HIV

Tén goc Tén thuong mai Hiéu qud khdang HIV

Uc ché nucleosid

reverse transcriptase(NRT)
AZT, Retrovir, Videx EC ++

ddI, Videx ++
DAT, Zerit ++

Zidovudin

Didanosin
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Stavudin ddC, Hivid +
Zalcitabin 3 TC, Epivir ++
Lamivudin

Uc ché nonnucleosid

reverse transcriptase (NNRT) ~ Viramune +++
Nevirapin Sustiva + 4+
Efavirenz

Uc ché protease Invirase, Fortovase 4
Saquinavir Crixivan F++
Indinavir Norvir + 4+
Ritonavir Viracept +++
Nelfinavir Agenerase F4+
Amprenavir Kaletra +++
Lopinavir

Cac thuoc nay phan 16n con dang duoc nghién citu va danh gia trén 1am sang. Du6i day 1a mot s6
thudc dai dién, hién c6 & Viét Nam.

1. THUOC UC CHE NRT
1.1.  Zidovudin (azidothymidin, AZT)

Zidovudin 12 chat tong hop tuong tu thymidin, lic dau dé chong ung thu (Horwitz - 1964), sau
thay c6 tic dung chong virus (Ostertag, 1974) va dén 1985 thi Mitsuya lan dau tién thay cé tac
dung tic ché dugc HIV -1 in vitro

1.1.1. Co ché'tic dung

Sau khi nhap vao t€ bao, zidovudin ciing phai dugc phosphoryl héa 3 lan dé thanh zidovudin 5 -
triphosphat méi cé hoat tinh. Trong t€ bao, dang hoat tinh c6 t/2 =~ 3 gio. Zidovudin 5-
triphosphat tic ché€ tranh chép véi deoxythymidin triphosphat cia RT. Ngoai ra con tranh chap véi

thymidin triphosphat dé tich hgp vaio ADN provirus, lam két thic sém chuéi ADN, tao ra ADN

provirus khong hoan chinh. In vitro, zidovudin choéng duoc HIV - 1, HIV- 2 va cédc virus huéng
lympho T (T cell lymphotropic viruses) ctia nguoi.

1.1.2. Duoc dong hoc

Hap thu nhanh qua tiéu héa va phan b6 vao moi mo, nong do trong dich ndo tuy bang 60% trong

huyét twong. Sinh kha dung khoang 65%; t/2 huyét tuong la 1,1 gio, nhung dang hoat tinh trong

t€ bao c6 t/2 = 3 giv. Thai trir 90% qua than dudi dang chuyén héa va khong chuyén hé a.

1.1.3. Tdc dung khéong mong muon

- Boc tinh chinh la thi€u mau thuong xay ra trong 4 tuan dau (7%), giam bach cau (37%), giam
tiéu cau.
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- Céc tdc dung khong mong muon khéc 1a nhic dau, mat ngu, chdn an, buén non, mét moi, dau
€O XAy ra trong vai tuan dau. Dung thudc chita triéu ching.

- Tac dung phu xuét hién cham hon, sau 6 - 17 thdng 1a tu sic t6 & cdc méng, con co giat, hoi
chiing giong viém nhiéu co.

- Cac thudc tc ché€ phan tng glucuronyl transferase & gan (phan tng giang héa AZT) nhu
acetaminophen, aspirin, indometacin, probenecid s€ lam ting tai bi€n doc tinh vé méau cua AZT
nén can tranh dung chung.

1.14. Chidinh va liéu luong

Uong 200 mg, cach 8 gid/ 1an; hodac 100 mg x 5 1an/ ngay. Dung lién tuc. C6 thé phoi hop véi
thuoc tc ché RT khac hoac thudc tc ché protease.

Ché pham: AZT, Retrovir vién nang 100 mg; lo 200 mg/20 mL.
1.2. Didanosin (ddl)

Didanosin (2', 3' dideoxy inosin- ddI) 1a chat tuong tu nucleosid purin, dugc nghién cttu tir 1989
va dung diéu tri tir cu6i nam 1991. Tac dung ca trén HIV - 1 va HIV- 2.

1.2.1. Coché'tic dung

Sau khi tham nhap vao t€ bao, dudi tdc dung ctia enzym chuyén héa noi bao, didanosin dugc 3
lan phosphoryl héa dé thanh dang c6 hoat tinh 12 dideoxyadenosin triphosphat (dd ATP), tranh
chap véi dATP (deoxyadenosin triphosphat) tc ché€ RT cta virus, dong t hoi ngan can kéo dai
chubi ADN, ngin can tong hop ADN provirus.

1.2.2. Duoc dong hoc

Didanosin bi pha huy nhanh & moi trudng acid, vi vy moi ché phdm uéng déu chia chét trung

hoa pH cua dich vi. Can uéng ldc déi. Uong sau bita an, 1am giam hap thu t6i 50%. Nong do dinh
huyét tuong cta liéu uong 300 mg 1a 1 ug/ mL. Nong do trong dich ndo tuy biang 20% néng do
huyét tuong. Thoi gian ban thai 1a 0,6 - 1,5 gio, nhung t/2 trong t&€ bao ctia ddATP 1a 8 - 24 gi¢
nén chi can uong 2 lan/ ngay. Thai trir qua than.

1.2.3. Tdc dung khong mong muon

- Viém tuy va viém than kinh ngoai bién thuong gap nhat, lién quan dén liéu dung, nhat 1a khi
liéu > 12,5 mg/ kg. Ty 1é thudng gap 1a 6 - 28%.

- Tiéu chdy: 17%, gan 2% la trudng hop ning
- Cé4c 16i loan khéc: khoang 2% gom budn non, non, sot, rét run, nhitc dau, dau co, ddi acid uric...

- Mot s6 roi loan sinh héa- huyét hoc gidm bach cdu, gidm tiéu ciu, thi€u mau, tang
transaminase. Khong lién quan dén liéu di€u tri.

1.2.4. Chi dinh, liéu luong

Dung cho tré em trén 6 théng tudi va ngudi 16n bi nhiém HIV k hong dung nap v6i AZT hoic
dung AZT > 4 thang nhung bénh it thuyén giam.

Nguoi 16n: 200 mg x 2 1an/ ngay. Giam li€u néu nhe can.

Tré em, dua theo dién tich co thé:
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0,8- 1,2 m*: 75 mg x 2 1an/ ngay
0,5- 0,7 m* : 50 mg x 2 lan/ ngay

Phai udng lic doi, trudc bita an 1 gio. Nhai nat vién thuoc hoac hoa vao nudc cho that tan roi
uong ngay.

Didanosin (Videx) vién nén 25, 50, 100, 150 mg; bot hoa tan dung cho tré em: 100, 200 mg.
2. THUOC UC CHE NNRT
Nevirapin

2.1.  Co ché tdc dung: Nevirapin khuéch tdn vao trong t&€ bao, gin vao RT, lam thay déi hinh
ddng va bat hoat enzym. Tdc dong manh trén HIV - 1, ké ca cdc virion ngoai t& bao.

2.2.  Dugc dong hoc. D& hdp thu qua dudng tiéu héa, thim duoc qua rau thai va sita. Nong do
trong dich ndo tuy bang 45% noéng do huyét tuong. Thoi gian ban thai 1a 25- 30 gio.
Chuyén héa & gan qua cytocrom P .

2.3.  Téc dung khong mong mudn: phat ban, sot, nhiic ddu ngt ga va tang transaminase.
2.4.  Liéu lugng: Nevirapin (Viramune) vién 200 mg x 1- 2 vién/ ngay.

3. THUOC UC CHE PROTEASE

3.1. Indinavir

Uc ché dic hieu HIV- 1 protease

Dung két hop v6i mot thudc tic ché RT dé lam cham khang thudc. Uong 800 mg, c4ch 8 gid uéng
1 1an; dé duoc hap thu t6t, nén uéng cach bita an 2 gio. Vien 200, 400 mg.

Tac dung khong mong mudn: ting bilirubin mdu, so6i than (nén uoéng nhiéu nuéc), budn non, tiéu
chay, giam ti€u cau. Indinavir Gc ch€ manh cytochrom P, nén cé tuong tic véi nhiéu thuoc
chuyén héa qua cytochrom nay.

3.2. Ritonavir
Uc ché dic hieu HIV - 1 protease
Sinh kha dung 60- 80%. Uéng liéu 600 mg x 12 gio/ 14an.
Téac dung khong mong muon: roi loan tiéu hoda, té bi, tang transaminase, tang triglycerid mau.
Ciing ttc ch€ manh cytochrom P, nhu indinavir nén c¢é tuong tic véi nhiéu thuoc.
Ritonavir (Norvir): vién nang 100 mg, dung dich uéng 80 mg/mL.
Nguyén tdc sit dung thuoc chong HIV
Sau nhiéu nam theo ddi diéu tri, WHO da dua ra mot s6 khuyén cdo sau:
- C4c liéu phdp diéu tri phai theo huéng dan toan qudc. Liéu phap hang dau c6 thé 1a:
AZT + 3 TC + Nevirapin
AZT + 3 TC + Nelfinavir
AZT + 3 TC + Lopinavir/ indinavir/ Saquinavir
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- Stt dung 2 thudc khong con duoc coi la thich hop.

- Su tuan thu ¢6 ¥ nghia quan trong hon su lua chon thudc.

- Phu nit mang thai va tré nho cling phai duoc diéu tri phoi hop thudc téi uu.
CAU HOI TU LUONG GIA

1. Trinh bay cdc giai doan phdt trién trong té"bao vdt chii cii a virus sao chép nguoc (HIV )
va cdc vi tri ¢é thé' tdc dong cuia thuoc.

2. So sdnh co ché'tdc dong va doc tinh cua zidovudin, nevirapin va indinavir.
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Bai 16: THUOC KHANG NAM

MUC TIEU HOC TAP: Sau khi hoc xong bai ndy, sinh vién c¢6 kha nang:

1. Trinh bay duoc co ché tdc dung, tdc dung va doc tinh cia nhém thudc chéng ndm toan
than: amphotericin B, griseofulvin.

2. Trinh bay duogc co ché'tac dung, dugc dong hoc va doc tinh cuia 3 thudc trong nhém azol.

Thanh cong cta khang sinh chong vi khudn va virus da din dén su tang dang ké ty 1& nhiém nim.
Nhiém nam thuong duoc chia lam 2 loai, nhiém nidm toan than va nhiém nam ngoai da, niém
mac. Céc thudc chéng ndm vi th€ ciing dugc chia lam 2 loai, toan than va tai chd. Nhung thuc ra
thudc toan than ciing ¢6 tic dung tai chd va nguoc lai.

1. THUOC CHONG NAM TOAN THAN
1.1. Amphotericin B

1.1.1. Pdc diém: Amphotericin duoc tim ra tir nam 1956 (Gold) 12 mot trong s6 200 chat thu oc
ho khang sinh polyen macrolid, khong tan trong nudc, vi vy thudc tiém dung dudi dang dich
treo.

1.1.2. Tdc dung va co ché

Tac dung trén cac loai Candida albicans va Cryptococcus neoformans, Blastomyces dermatitidis,
Histoplasma capsulatum, Coccidioides immitis, Aspergillus.

Amphotericin B gin vao ergosterol ctia vdch t€ bao nam, tao nén cac 6ng dan lam ro ri céc ion va
cac phan tir nho tir trong t€ bao nam ra ngoai, gay chét t&€ bao. Sterol ctia vich t€ bao nam la
ergosterol, con sterol chinh clia vach vi khudn va t€ bao ngudi lai 1a cholesterol, vi vay
amphotericin B khong c¢6 tic dung diét khuan va khong doc v6i ngudi.

1.1.3. Duoc dong hoc

Khong hap thu qua dudng uéng. Gén vao protein huyét tuong t6i 95%, chii yéu vao B-lipoprotein.
Chi dung dudng truyén tinh mach, thAim nhiéu vao cdc mo gan, lich phéi, than. Nong do trong

dich bao khép bang khoang 2/3 nong do huyét tuong, nhung chi 2 -3% vao dugc dich nio tuy.
Thoi gian ban thai khoang 15 ngay. Thai trir cham qua than trong vai ngay.

1.1.4. DBéc tinh

- Doc tinh lién quan dén viéc truyén thudc: run, sot, non, nhic dau, ha huyét dp. Can giam téc do

truyén hoac giam liéu. C6 thé 1am test bing tiém Img vao tinh mach. Dung thudc ha s6t, khdng

histamin hoac corticoid trudc khi truyén.

- Poc tinh muon:

Ton thuong ong than, ting uré-huyét (80%), toan huyét, ting thai K*, Mg**. Truyén dung dich
NaCl 0,9% c6 thé 1am giam doc tinh cho than.

Ngoai ra c6 thé thdy bat thudng test chic phan gan, thi€u mdu do gidm san xuat erythropoietin

cta than.
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1.1.5. Ché phdm va liéu luong

- Amphoterincin B (Fungizqn) tiém, truyén tinh mach. Lo 50 mg bot dong kho dé pha thanh dich
treo trong glucose 5%, truyén 0,5 -0,6mg/kg trong 4gio.

- Vién nén 100 mg. Ngam (ndm miéng) hoac uoéng (ndm ruot) 1 - 4 vién/ ngay.

- Kem boi 3%.

1.2. Flucytosin

1.2.1. Ddc diém

Flucytosin (5-FC) duogc tim ra nam 1957 trong khi nghién cttu cac thudc chong ung thu (gin
giong 5-FU). Flucytosin dé tan trong nuéc, phd khang ndm hep hon amphotericin B va khong ¢6
tac dung chong ung thu.

1.2.2. Tdac dung va co ché

Chi ¢6 tac dung trén Cryptococcus neoformans va vai loai candida. Vi ¢6 tidc dung hiép dong véi

thudc chong ndm khac nén thudng duge dung phéi hgp dé tranh khang thudc.

Flucytosin dugc nhap vao t€ bao ndm nhd enzym cytosin permease. Trong t€ bao, 5 -FC dugc
chuyén thanh 5-FU (5 fluorouracil), sau d6 thanh 5 fluorodeoxyuridin monophosphat (F -dUMP)
tic ché téng hop DNA, va thanh fluorouridin tri phosphat (FUTP) ttc ché téng hop RNA. Té bao

ngudi va t€ bao dong vat c6 vii khong chuyén duoc 5 -FC thanh 5-FU, vi thé 5-FC c¢6 tdc dung
chon loc trén nam.

1.2.3. Dugc dong hoc

Hap thu dé dang qua dudng tiéu héa (>90%), dat pic huyét tuong sau 1 -2gi0, it gan vao protein
huyét twong, thim dé vao céc dich trong co thé, vao dich ndo tuy véi néng do bang 65 -90% nong
do huyét twong. Thai qua than 80% duéi dang khong chuyén hod. Thoi gian béan thai 1a 3 -6gid, &
ngudi suy than, cé thé kéo dai t6i 200 gio.

1.2.4. Doc tinh

C6 kha nang 12 vi khudn ruot da chuyén hoa flucytosin thanh hop chat doc, gay tc ché tuy xuong,

din dén thi€u m4u, gidm bach cdu, gidm tiéu cau, roi loan chic nang gan (5%) r6i loan tiéu ho4

(non, tiéu chay).

1.2.5. Ché phdm

Ancobon: viém nang 250-500mg. Udng 100-150mg/kg/ngay chia lam 4lan. Dung ph6i hop véi
amphotericin B (0,3mg/kg/ngay) dé chita nam Candida.

Khong dung dang tiém.
1.3. Nhém azol: Imidazol va Triazol
1.3.1. Pdc diém

Imidazol va triazol déu thuoc nhém azol chéng nim, c¢é cing co ché va cung phd tic dung.
Triazol dung dudng toan than cham bi chuyén hod va it tic dung trén tdng hop sterol clia ngudi
hon 1a imidazol. Vi vay, cac dan xuat méi déu phan 16n 1a tir triazol chit khong phai tir imidazol.

Viéc tim ra azol (1980) 1a mot budce ti€n quan trong trong nghién cttu thudc chong nam.
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X = C: Imidazol: ketoconazol, miconazol,
clotrrimazol
X = N:Triazol; itraconazol, fluconazol
Nhdn triazol

1.3.2. Tdc dung va co ché

Phé tdc dung rong, gébm: céc loai Candida, Cryptococcus neoformans, Blastomyces dermatitidis,
cac bénh nam da.

Cic azol tc ché enzym cytochrom P, ciia ndm nén lam giam téng hop ergosterol clia vich t&€
bao nam, kim ham su 16n Ién va phét trién clia nam.

1.3.3. Duoc dong hoc, déc tinh va ap dung
Ba thudc thuong dung ctia nhém azol la:

1.3.3.1. Ketoconazol (Nizoral)

- U6ng dé hap thu, nhung cin méi truong acid (néu ding ciung khang H , s& lam giam hap thu
manh). Gan vao protein huyét tuong 84%, vao hong ciu 15%, con 1% & dang tu do. Thoi gian
ban thai tang theo liéu, uéng 800mg thi t/2 = 7 -8gid. Vao dich ndo tuy bang 1% liéu ding.

- Doc tinh: Kém fluconazol va itraconazol 1a tc ché ca cytocrom P450 cua dong vat cé vd nén
dan dén 2 hau qua:

. Lam can trd sinh téng hop hormon thuong than, sinh duc, & dan 6ng gay chitng v to, gidm tinh
duc; & phu nit gay loan kinh nguyét, vo sinh.

. Lam tang doc tinh ctuia thudc két hop cling chuyén hod qua P450.

Ngoai ra con gip budn non, chan an (20%), di ing (4%) tang transferase (5 -10%).
Vi thé khong dung liéu cao.

- Chi dinhva liéu dung:

Vién 200mg, kem boi 2%.

Candida am dao: uong 400mg/ngay x 5 ngay

Candida thuc quan: uéng 400mg/ngay x 10-14 ngay

Histoplasmosis, blastomycosis: 400mg/ngay x 6-12 thang.

Khong dung khi ¢6 thai va dang nu6i con bang sita me.

1.3.3.2. Itraconazol (Sporanox, Sporal)

Phé rong, it doc hon ketoconazol vi chi tic ché cytochro m P450 dic hiéu ctia ndm.
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- Hép thu qua duong uong khoang 30%, hép thu t6i da ngay sau khi an. Pic huyét twong sau 3 -4
gi0, t/2 khoang 1-1,5 ngay. Gan vao protein huyét tuong t6i 99,8%. Gan vao cdc mo stng (da,
mong) v6i nong do cao hon huyét tuong 41an va giir rat lau tir vai tuan dén vai thang sau ngling
diéu tri. Nong do trong mé mém (phdi, than, gan, ldch) cling cao hon huyét tuong 2 -3 lan.

- Chi dinh va liéu luong:

Vién nang 100mg, uéng ngay sau bita an.

. Candida am dao: Udng 1 ngay duy nhat 400mg chia 2 1a n, hoac 200mg/ngay x3 ngay.

. Nam da, lang ben: uong 200mg/ngay x 7 ngay.

. Candida miéng: 100mg/ngay x 15 ngay.

. Ndm moéng: uéng 2 dot céch nhau 3 tun. Mdi dot 7 ngay. Mdi ngay uéng 400mg chia 2 1an.
1.3.3.3. Fluconazol (Flunaz, Diflucan, Triflucan)

C6 gan thém 2 nguyén tr Fluo.

- Uong hép thu hoan toan, khong chiu anh hudng cua thic an hay acid dich vi. Rét tan trong nuéc
nén c6 thé tiem finh mach. Nong do trong huyét tuong ctia dudng uéng gan bing dudng tiém finh

mach. Gén vao protein huyét tuong 11-12%, t/2 = 25 gid, khoang 90% thai qua than dudi dang
khong déi. Thdm vao moi dich cua co thé, néng do trong dich ndo tuy dat 50 - 90% néng do
huyét tuong.

- Thudc dé dung nap. C6 thé gip phan ting di ting.

- Chi dinh va cach dung:

Vién nang 50, 100, 150 mg. Liéu 100 - 400mg/ngay.
Lo 200 - 400 ml, chua 2mg/ml.

Candida niém mac (miéng, am dao), nim da, nim méng, ndm Cryptococcosis (mang nio, phdi,
da), nhiém nim trong AIDS (lam tang sinh kha dung cua Zidovudin khoang 20% vi lam giam
chuyén héa Zidovudin).

Thoi gian diéu tri tuy ting loai nAm, tuong tu itraconazol.

Khong dung cho phu nif c6 thai hoac dang cho con bu.

Khong dung cho tré dudi 16 tudi vi 1a thudc méi, chua di s6 liéu theo doi.

1.4. Griseofulvin

1.4.1. Pac diém

Khang sinh 14y tir nAm Penicillium griseof ulvum, khong tan trong nudc, viing bén véi nhiét.
1.4.2. Tdc dung va co ché

Téc dung trén ndm da, biéu bi, téc, méng: Microsporum, Epidermophyton va Trichophyton.
Khong c6 tac dung trén vi khudn.

Griseofulvin gan vao protein tiéu quan, 1am gy thoi phan bao nén kim ham su phdt trién cla
nam.

1.4.3. Duoc dong hoc
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Hap thu qua tiéu héa thay déi theo dang thudc va thic an.

Ché pham siéu vi tinh thé (ultramicrocristalline preparation) c6 sinh kha dung gip rudi loai bot vi
tinh thé. Thitc an c6 md s€ dé hap thu vi thudc khong tan trong nudc. Pat pic sau 4 gio va t/2 = 24
gi0. Thudc tich luy trong t€ bao tién than cta keratin 1am n6 khang lai su xam nhap ctia nim, do
do6 téc, mong méi moc s€ khong bi bénh.

1.4.4. Doc tinh

Thuong nhe: nhitc dau (15%), viém than kinh, ng u ga, khong lam duoc viéc khéo 1éo, mét moi,
nhin mo, rdi loan tiéu hoa...

1.4.5. Ché phdm, liéu dung

Griseofulvin (Fulvicin, Grisactin) vién nang 125 -250 mg; vién nén 250-500mg.

Liéu tré em 10mg/kg; nguoi 16n 0,5 - 1,0 g.

Thoi gian diéu tri it nht 12 1 thang cho bénh ndm téc va 6-9 thang cho bénh ndm mong.
2. THUOC CHONG NAM TAI CHO

2.1. Nystatin

Nystatin 1a khang sinh macrolid, tuong tu amphotericin B ca vé€ cau tric va co ché€ tic dung,
nhung doc hon nén chi dé dung ngoai vi khong hap thu qua da hoac am d ao.

Tac dung diéu tri cac loai nAm Candida & niém mang va ké da.

Nystatin (Mycostatin, Nilstrat), dang pomat, kem boi, thuéc bot, dang phun, chita 100.000 don
vi/g. Boi 2 - 3 lan/ngay x 7 ngay.

2.2. Clotrimazol va miconazol
Thudc nhém azol duing ngoai. Boi ngoai da chi hap thu 0,5%; boi am dao, hap thu 3 -10%.

Dang thuoc: Kem 1%, thudc rira, dung dich (Lotrimin, Mycelex), vién nén dat am dao 100 - 500
mg, thudc phun 2%.

Néam da: boi 2 l1an/ngay.
N4m am dao: dat vién 500mg/ngay; kem 5g/ngay, dung trong 7 - 14 ngay.

N4am miéng: vién ngam 10mg x 5 lan/ngay.

CAU HOI TU LUONG GIA

1. Trinh bay co ché'tdc dung va doc tinh ciia amphotericin B va griseofulvin.
So sdanh ketoconazol, itraconazol va fluconazol vé duoc dong hoc, doc tinh va dp dung diéu tri.



DUGQC LY HOC 2007 - PAI HOC Y HA NOI
SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA

Bai 17: THUOC CHONG LAO - THUOC DIEU TRI PHONG
MUC TIEU HOC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:

1. Trinh bay dugc 5 thuéc chong lao thuong ding vé cdc mdt tdc dung, co ché'tdc dung,
nhitng diém chinh vé dugc dong hoc va tac dung khong mong mu on.

Trinh bay duogc nguyén tdic va phdc do diéu tri lao hién nay.

3. Trinh bay duoc tac dung, co ché'tdc dung, nhiing diém chinh vé duogc dong hoc va tdc
dung khong mong muon cua dapson va clofazimin.

4. Néu duogc 3 nguyén tdc va phdc do diéu tri phong hién nay.
1. THUOC CHONG LAO
Lao 1 bénh nhiém khuén phé bién do truc khuén lao gay nén va c6 thé chita khoi hoan toan.

Truc khudn lao gay bénh lao phéi va cic co quan khac 1a loai vi khudn khang con, khéng acid,
séng trong moi trudng ua khi, phat trién cham (chu ky pha n chia khoang 20 gio).

Mang t€ bao cta truc khuédn lao duoc ciu tao boi 3 16p: phospholipid trong cliing, polysACharid
lién két v6i peptidoglycan. Céc peptidoglycan dugc gan véi arabingolactose va acid mycolic 6 16p
gitta. Acid mycolic lién két v6i cac lipid phic tap nhu myosid, peptidoglycolipid,
phenolglycolipid & ngoai cung.

Do day, mdéng va su chita nhiéu hay it lipid cia mang t€ bao anh hudng r6 rét dén su khuyéch tan
clia cdc thudc chong lao vao trong t&€ bao va siic dé khang cta vi khudn véi cdc tic nhan héa hoc
va ly hoc tr bén ngoai.

Trong co thé, vi khudn lao c6 thé ton tai dudi 4 dang quin thé & nhitng ving tén thuong khéc
nhau. C4c quan thé nay chiu su tic dong clia thudc chong lao mic do rat khac nhau.

- Quén thé trong hang lao con goi 1a quan thé A. Trong hang lao ¢6 pH trung tinh, lugng oxy déi
dao, vi khuén nidm ngoai t€ bao va phét trién nhanh, manh nén s6 lugng vi khudn nhiéu, dé xuat
hién dot bién khang thudc. Quan thé nay bi tieu diét nhanh bdi rifampicin, INH va streptomycin.

- Quan thé trong dai thuc bao con goi 1a quan thé B. Trong dai thuc bao pH acid, so luong vi

khuén it v phét trién cham nhung c6 kha nang s6ng sét cao nén ton tai dai dang gay nguy co tai

phdt bénh lao. Pyrazinamid c6 tdc dung t6t nhat v6i quan thé nay. Rifampicin c6 tdc dung, I NH
rét it tdc dung con streptomycin khong c6 tdc dung véi loai quan thé nay.

- Quan thé nim & trong 6 ba dau goi 1a quan thé C. O ba dau 12 viing rét it oxy, c6 pH trung tinh,
vi khuén chuyén héa timg dot ngdn nén phét trién rat cham, chi c6 rifampicin ¢6 t 4c dung véi
quan thé vi khuin nay.

- Quan thé ndm trong cic ton thuong xo, voi héa goi 1a quan thé D. S6 luong vi khudn lao khong

16n khong phat trién dugc goi 1a truc khudn “ngl”. Céc thudc choéng lao khong c¢6 tdc dung trén

quan thé vi khuin nay.

Muc tiéu quan trong trong diéu tri lao 12 dung c4c thudc dé tieu diét tit ca cdc quan thé, dac biét

12 quéan thé B, C. Ngoai ra, tuy theo thé bénh ¢6 thé ding mot s6 phuong phép diéu tri thich hop

nhu phau thuat, cat loc, b6 bot hoac choc hiit v.v...

Hién nay thuoc chong lao dugc chia thanh 2 nhém:
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Nhém I: La cdc thudce chong lao chinh thuong dung, cé chi s6 di€u tri cao, it tic dung khong
mong muon : isoniazid (INH, Rimifon), rifampicin, ethambutol, streptomycin va pyrazinamid.

Nhém II: La nhitng thudc it dung hon, d ung thay thé khi vi khuén lao khing thuéc, c6 pham vi
diéu tri hep, c6 nhiéu tic dung khong mong muén: ethionamid, para -aminosalicylic (PAS),
cycloserin, amikacin, kanamycin, capreomycin, thiacetazon, fluorquinolon va azithromycin,
clarythromycin.

1.1. Cac thuoc chong lao thuong dung
1.1.1. Isoniazid (Rimifon, INH, H)
La din xuat clia acid isonicotinic, vira ¢6 tdc dung kim khuén, vira c6 tac dung diét khuén.

Noéng do tc ché toi thiéu doi vé6i truc khudn lao 0,025 - 0,05 mcg/ml. Khi néng do cao trén
500mcg/ml, thudc c6 tdc dung tic ché su phat trién ctia cdc vi khudn khdc. Thudc c6 tdc dung trén
vi khudn dang nhan lén ca trong va ngoai t& bao, ké ca trong moi trudng nuoi cAy.

1.1.1.1.Co ché'tdc dung:

Mic du isoniazid da dugc st dung diéu tri lao vai thap ky va dén nay van dugc coi 1a thuéc s6
mot trong diéu tri tit ca c4c thé lao nhung co ché tdc dung ciia thudc van con chua duge giai thich
day du. Theo Takayama va cong su (1975), acid mycolic 1a mot thanh phan quan trong trong ciu
tric mang cua truc khuén lao. Giai doan ddu clia qué trinh téng hop mycolic 1a su kéo dai mach
cta acid nho desaturase. V6i nong do rat thip ctia INH, enzym nay bi tic ch€ lam ngan can su kéo
dai mach clia acid mycolic dan dan giam so luong lipid cia mang vi khuén, vi khudn khong phat
trién dugc.

+

Ngoai ra, mot s6 tdc gid con cho ring, INH tao chelat v6i Cu** va tc ché canh tranh véi

nicotinamid va pyridoxin 1am r6i loan chuyén héa ctia truc khudn lao.

1.1.1.2. Duoc dong hoc

Thudc duogc hap thu nhanh qua duodng tiéu héa. Sau khi udéng 1 -2 gio, nong do thudc trong mau
dat t6i 3-5mcg/ml. Thic an va cac thudc chita nhom lam giam hap thu thudc.

Isoniazid khuéch tdn nhanh vao cdc t€ bao va cac dich mang phéi, dich ¢ truéng va nudc nio
tuy, chdt ba dau, nudc bot, da, co. Nong do thudc trong dich ndo tuy tu ong duong véi nong do
trong mau.

Thudc duoc chuyén héa & gan nhd phan tng acetyl héa, thuy phan va lién hop véi glycin. Su
acetyl hda cua isoniazid thong qua acetyltransferase ¢6 tinh di truyén.

O ngudi c6 hoat tinh enzym manh, thoi gian ban thai ctia thuéc khoang 1 gidy, nhung & ngudi c6
hoat tinh enzym yéu thoi gian ban thai cta thudc khoang 3 gio.

Thuoc dugc thai trir chi yéu qua than. Sau dung thudc 24 gio, thudc thai trir khoang 75 - 95%
dudi dang da chuyén héa. Gan day, mot s6 tac gia cho rang dang acet yl héa ctia INH dugc khir
acetyl trong co thé tao thanh dang con hoat tinh.

1.1.1.3.Tdc dung khéng mong muoén

- Di tng thudc, buon noén, non, chéng mat, tdo bon, kho miéng, thoai hoa bach cau hat, thi€u
mau.
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- Viém day than kinh ngoai vi chi€m 10 - 20%, dac biét hay gip & bénh nhan dung liéu cao, kéo
dai, nghién rugu, suy dinh dudng va tang glucose mau. Vitamin B6 c6 thé lam han ché tic dung
khong mong mudn nay cua isoniazid.

- Viém day than kinh thi giac.

- Vang da, viém gan va hoai tit t€ bao gan thudng hay g dp & ngudi trén 50 tudi va nhitng ngudi c6
hoat tinh acetyltransferase yéu. Co ché gay t6n thuong gan cua isoniazid dén nay véan chua duoc
gidi thich ddy di. C6 gia thuyét cho ring, acetylhydrazin chét chuyén héa cla isoniazid bi
chuyén héa qua cytocrom - P,, sinh ra goc tu do gay tén thuong t& bao gan.

Mot s6 thudc gay cam ting cytocrom - P, nhur phenobarbital, rifamycin gay tang t6n thuong gan
ctua INH.

- Isoniazid tic ché su hydroxyl héa clia phenytoin, c¢é thé gay ng6 doc phenytoin khi diéu tri phoi
hop thuoc.

1.1.1.4. Ap dung diéu tri

- Rimifon: vién nén 50 - 100 - 300 mg; 6ng tiém 2ml chita 50mg hoac 100mg/ml; Siro 10
mg/ml.

- Phéi hop véi céc thude chong lao khéc dé diéu tri tit ca céc thé lao. Ngudi 16n dung 5mg/kg thé
trong, tré em 10-20mg/kg thé trong, t6i da 300mg/24 gid.

- Thudc c6 thé ding du phong cho nhitng ngudi c6 test tuberculin duong tinh hodc & bénh nhan
sau diéu tri tdn cong bang cdc thudc chong lao. Ngudi 16n ding 300mg/ 24 gid, tré em 10mg/kg
thé trong, t6i da 300mg/24 gid kéo dai 3 - 6 thdng. Khi diéu tri, cdn ding kém vitamin B, 10-
50mg /24 git dé gidm bét tdc dung khong mong mudn clia INH.

1.1.2. Rifampicin (RMP,R)
Rifamycin 1a tir chi ca mot ho khang sinh c¢6 céu tric giong nhau dugc chiét xuat tir Streptomyces

mediterranei. Rifampicin 13 khdn g sinh bdn tong hop tir rifamycin B ¢6 tac dung diét khudn ca
trong va ngodi t& bao, chuyén héa va thai trir cham so véi cdc chat cing nhém.

1.1.2.1.Tac dung

Thudc khong chi ¢6 tac dung diét truc khudn lao, phong, ma con diét ca céc vi khudn gram am,
E-coli, truc khuan mu xanh, Haemophilus influenzae , Nesseria meningitis .

Rifampicin diét vi khu4n ca trong va ngoai t&€ bao. Trong moi trudng acid, tic dung cla thudc

manh gép 5 lan.

1.1.2.2. Co ché'tdc dung

Rifampicin gan vao chudi B clia ARN - polymerase phu thuoc ADN ctia vi khudn 1am ngin can
su tao thanh chudi ban dau trong qué trinh téng hop ciia ARN. Thudc khong tic ché€ ARN -
polymerase ctia ngudi va dong vat & li€u diéu tri. Khi ding liéu cao gdp nhiéu lan liéu diéu tri,

thuoc c6 thé gay tc ché€ ARN - polymerase &ty thé t&€ bao dong vat.

1.1.2.3. Duoc dong hoc

Thudc duge hap thu t6t qua duong tiéu hdéa. Sau khi udng 2 - 4 gio, dat duoc nong do t6i da trong
mau. Acid amino salicylic lam cham hap thu thuoc.
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Trong mdu, thuéc gan vao protein huyét twong khoang 75 - 80%. Dudng thai trir chli yéu cua
thudc 1a qua gan va than. Ngoai ra, thudc con thai trir qua nuéc bot, ddm, nudc mat, lam cho cac

dich nay c6 mau do6 da cam. Thoi gian ban thai ctia thudc khoang 1,5 - 5 gio. Khi chitic nang gan
giam, thoi gian ban thai cta thudc kéo dai. Nguoc lai, do tu gdy cam tng hé enzym oxy héa
thudc & gan, sau diéu tri khoang 14 ngay thoi gian ban thai clia thude bi rit ngén lai. Thuoe ¢

chu ky & gan - ruot.

Rifampicin 1am tang chuyén héa mot so thude thong qua téc dung gay cam dng cytoc rom - Py,
nhu: thudc tranh thai, phong tdéa B- adrenergic, chen kénh calci, diazepam, quinidin, digitoxin,
prednisolon, sulfonylurea, mot s6 thuoéc chong dong mau...

1.1.2.4. Tdc dung khong mong muon:

Thudc it ¢6 tdc dung khong mong muén, song c6 thé gap & mot s6 ngudi:

- Phat ban 0,8%; bu6n non, non (1,5%); Sot (0,5%); roi loan su tao mau.

- Vang da, viém gan rat hay gip & ngudi c6 tién sit bénh gan, nghién rugu va cao tudi. Tac khong
mong muon nay tang lén khi dung phoi hop véi isoniazid.

1.1.2.5. Ap dung diéu tri

- Ché pham Rifampicin (Rifampin, Rimactan, Rifadin) vién nang hodc vién nén 150 - 300
mg, siro 100mg/Ml, dung dich tiém truyén 300 - 600 mg/lo.

- Phoi hop v6i céc thude chong lao khac dé diéu tri cdc thé lao, khong dung don doc rifampicin
trong diéu tri lao. Ngoai ra thudc con dugc chi dinh trong mot s6 bénh nhiém khuén do céc vi
khudn con nhay cam gay nén.

- Liéu dung cho ngudi 16n 1 1an trong 1 ngay 10 - 20mg/kg thé trong, t6i da 600mg/24 gio.
-Khong dung thuéc & nguoi giam chitc nang gan v a khi di€u tri cin theo ddi chitc nang gan
thuong xuyén.

1.1.3. Ethambutol (EMB, E)

1.1.3.1.Tac dung

La thudc tdng hop, tan manh trong nudc va vitng bén & nhiét do cao, ¢6 tdc dung kim khuén lao
manh nhat khi dang ky nhan 1én, khong c6 téc dung trén cac vi khudn khéc.

1.1.3.2. Co ché'tdc dung:

Theo Takayama va cong su (1979), ethambutol c6 téc dung kim khuén 1a do tc ché sy nhap acid
mycolic vao thanh t€ bao truc khuén lao, 1am réi loan su tao mang truc khuén lao. Ngoai ra, mot
s0 tdc gia con cho ring ethambutol giy r6i loan su tdng hop acid nhan thong qua tc ché canh
tranh véi c4c polyamin va tao chelat v6i Zn ** va Cu®*.

1.1.3.3. Dugc dong hoc:

Thudc duge hap thu t6t qua dudng tiéu hoa, sau khi uéng 2 - 4 gio, dat duoc nong do toi da trong
m4u. Trong co thé, thudc tap trung cao & trong cdc mod chita nhiéu Zn **, Cu®, dic biét 1a than,
phdi, nuéc bot, than kinh thi gidc, gan, tuy v.v... Sau 24 gid, mot nita luong thudc udng vao duoc
thdi ra ngoai qua than, 15% du6i dang chuyén hoa.

1.1.34.Tdc dung khong mong muon:
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Khi diéu tri lao bang ethambutol c¢6 thé gap mot s6 tic dung khong mong muén nhu: r6i loan
tiéu hoa, dau dau, dau bung, dau khdp, phat ban, s6t, viém day than kinh ngoai vi, nhung nang
nhat 1a viem day than kinh thi gidc gay roi loan nhan biét mau sic. Cat nghia cho ton thuong thi
gidc, o tac gia cho rang day thin kinh thi gidc chita nhiéu Zn **, ethambutol tao chelat v6i Z**
gay viém.

1.1.3.5. Ap dung diéu tri:

Ethambutol vién nén 100 dén 400mg dugc phoi hop véi cdc thude chong lao dé diéu tri cdc thé
lao, nguoi 16n uong li€u khoi ddu 25mg/kg/ngay trong 2 thiang sau d6 giam liéu xudng
15mg/kg/ngay. Tré em uong 15mg/kg/ngay. Khong dung cho ngudi c6 thai, cho con bu, tré em
dudi 5 tudi va ngudi ¢6 viem than kinh thi gidc va giam thi luc.

1.1.4. Streptomycin (SM , S).

La khang sinh thuoc nhém aminoglycosid c6 tic dung diét khudn lao manh dac biét vi khudn
trong hang lao va mot s6 vi khudn Gram (+) va Gram ( -). Nong do 10mcg/ml c¢6 tdc dung diét
truc khuan lao.

DPugc phoi hop véi cac thudc chong lao khac dé diéu tri lao. Tiém béap hang ngay hoic cich ngly
liéu 15mg/kg thé trong, t6i da khong vuot qud 1g/ngay. Déi v6i nguoi cao tudi, liu dung 500 -
750mg/ngay.

Duoc dong hoc, co ché tic dung, tic dung khong mong muon va chdng chi dinh cua thudc xin
doc bai “khang sinh nhém aminoglycosid”.

1.1.5. Pyrazinamid(Z, PZA)
1.1.5.1.Tac dung:

La thudc ¢6 ngudn goc tong hop, it tan trong nudc, tdc dung manh trong moi trudng acid ¢6 tac
dung kim khuén lao c¢6 céu tric tuong tu nhu nicotinamid. Thuéc diét truc khudn lao trong da i
thuc bao c6 pH acid va t&€ bao don nhan véi nong do 12,5mcg/ml, dic biét khi vi khuin dang
nhan lén.

Co ché: chua biét du cdu tric gan giong acid nicotinic va INH.
1.1.5.2. Duogc dong hoc:

Thudc hap thu nhanh qua duong tiéu hod. Uong sau hai gio dat duoc n 6ng d6 t6i da trong mau va
khuéch tan nhanh vao mo dich co thé. Thudc di qua hang rao mdu nio t6t nén c6 hiéu qua diéu tri
cao trong lao mang ndo. Thoi gian ban thai ctia thuéc khoang 10 dén 16 gio.

1.1.5.3.Tdc dung khong mong muon:

Thudc ¢ thé gay mot s6 tdc dung khong mong mudn nhu: dau bung, chdn an, buén non, non,
sot, nhitc dau, dau khép. Dac biét luu y, thude ¢ thé gay tdn thuong t&€ bao gan, vang da & 15%
s6 bénh nhan. Do vay, khi diéu tri cdn kiém tra chiic ning gan tru6c va trong diéu tri. Néu c6 di u
hiéu giam chic nang gan phai ngiing thudc. Do canh tranh vdi acid uric & hé van chuyén tich cuc
tai 6ng than, pyrazinamid c6 thé gay ting acid uric m4u.

Pyrazinamid lam giam tac dung ha acid uric ctia probenecid, aspirin, vitamin C va lam tang tac
dung ha glucose mau cua cac thuéc nhém sulfonylure.

1.1.54. Ap dung diéu tri:
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Vién nén 500mg.

Pyrazinarpid thudng phoi hop véi cdc thude chong lao khac dé diéu tri lao trong 6 thdng dau, sau
d6 thay bang thudc khéc. Liéu trung binh nguoi 16n 1,5 -2,0 g/ngay va tré em 35mg/kg/ngay.

1.2. Cac thuéc chong lao khac

1.2.1. Ethionamid

- La thudc vira kim khuén vira diét khuan (do tic ché téng hop acid mycolic). Udng hdp thu tir tix
qua dudng tiéu hoda, sau 3 gio dat nong do toi da trong mau va thai trir chi yéu qua than dudi
dang da chuyén hoa.

- Thu6c dugc chi dinh khi vi khuén lao khdng vé6i cdc thuéc nhém 1. Ngoai ra, ethionamid con
duoc dung ph6i hop véi dapson, rifampin dé diéu tri phong véi liéu 10mg/kg thé trong.

- Mot s6 tdc dung khong mong mudn c6 thé gap nhu: chan an, bud n non, non, di 16ng, roi loan
than kinh trung vong (dau du, co giat, mat ngtl), viém day than kinh ngoai vi. Ethionamid c6 thé
gay 16i loan chiic nang gan, can phai theo ddi chiic nang gan trudc va trong khi diéu tri.

- Thudc dugc dung véi liéu tang dan. Khdi dau 500mg cach 5 ngay tang 125mg dén khi dat 15 -
20mg/kg thé trong va khong vuot qud 1gam/24gid.

1.2.2. Acid paraaminosalicylic (PAS)

La thu6c kim khudn lao c6 co ché tic dung giong sulfonamid, nhung khong c6 tdc dung trén céc
vi khudn khdc. Liéu diung: 200- 300mg/kg/ngay, t6i da 14 - 16g/ngay. PAS c6 thé gay ia long,
non, dau bung. Dé han ché tdc dung khong mong mudn, can uéng vao ldc no.

1.2.3. Mot s6 khdng sinh khdc cé tac dung chong lao

- Kanamycin va amikacin c6 noéng do vé tic ché t6i thiéu véi truc k hudn lao 10 ug/ ml. Liéu diéu
tri lao 1g/ 24 gio.

- Capreomycin 1a 1 peptid vong c6 tac dung chong lao véi liéu 15 - 30 mg/ kg/ 24 gio.

- Ofloxacin va ciprofloxacin 1a 2 khang sinh nhém fluorquinolon c6 néng do trong t6 chiic phéi
cao hon trong huyét tuong c6 noéng do tic ché tdi thiéu trén truc khuén lao rat thap tir 0,25 - 3 ng/
ml. Trong diéu tri lao ciprofloxacin uéng 1,5g chia 2 lan/ngay; ofloxacin uéng 600 - 800 mg/
ngay.

- Azithromycin va clarythromycin 1a 2 macrolid méi cling ¢ tdc dung trén truc khuédn la o duoc
chi dinh khi truc khuén lao khang c4c thudc chong lao chinh.

- Cycloserin duoc chi dinh diéu tri lao véi liéu 15 - 200 mg/ kg/ ngay.
Chi tiét xin xem bai “Thudc khang sinh”.
1.2.4. Thiacetazon (Amithiozon)

La thuéc kim khuan. C6 hoat tinh chéng lao v 6i noéng do tc ché t6i thiéu (MIC) 1a 1 ug/ml. Trong
lam sang c6 thé phoi hop véi INH dé diéu tri lao. Liéu ding hang ngay 150mg.
1.2.5. Clofazimin

Thudc duoc dung cho nhitng bénh nhan cé truc khuin lao da khing thudc véi liu dung
200mg/24 gio.
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(Chi tiét xin doc bai "thuoc diéu tri phong").
1.3. Su khang thudéc cia vi khuan lao

Ti 1¢ vi khudn lao khdng thudc ngdy cang ting, nguyén nhan chii yéu 1a do ding thudc khong
ding phac do phoi hop, liéu luong va thoi gian diing thuoc hoac chat lugng thuoc kém.

Su khang thudc c6 thé xép thanh 3 loai:

- Khang thudc tién phat: 1a su khang thudc xay ra & bénh nhan chua dugc dung thudc chéng lao
14n ndo. Nguyén nhan 1a do vi khuén lao khdng thudc lan truyén tir bénh nhan khdc sang.

- Khing thu6c mac phai hay con goi 1a khdng t hudc thit phét 12 su khang thudc sau khi diing cdc
thudc chong lao it nhat mot thang. Nguyén nhan do dung thudc khong ddng licu lugng va phoi
hop thudc khong ding gay nén su chon loc vi khudn khéng thudc.

- Pa khéng thudc 12 hién tuong vi khuén lao khang lai it nhat 2 loai thudc chong lao trong dé c6
khang rifampicin va INH va khang cung véi cac thuoc chong lao khac.

Dé d6i phé véi su khang thudc ctia vi khudn lao, ngin ngira su chon loc tao ra chiing khang thudc
va su lan truyén céc chiing khang thudc trong cong dong, can phai 4p dung diing nguyén tic diéu
tri lao.

1.4. Nguyén tic dung thuéc chong lao va mét s6 phac do diéu tri lao
1.4.1. Nguyén tdc ditng thudc chong lao

- Dé giam ty I¢ khdng thudc va rit ngin thoi gian diéu tri, cac thudc chong lao luon dung cling
mot lic (vao thoi gian nhat dinh trong ngly) it nhat 3 loai thudc trong 24 gid va c6 thé phoi hop
4-5 thudc trong giai doan tin cong 2 - 3 thang dau, sau d6 chuyén sang diéu tri duy tri.

- Can phai cay vi khudn va lam khang sinh d6 dé chon khang sinh thich hop.

- Phéi hop thudc theo tinh nang tic dung nham nang cao hiéu qua diéu tri va giam tic dung
khong mong mudn. Thudng phdi hop thude vira diét khuén trong t&€ bao va ngoai t&€ bao cling véi
thudc diét khuén thé dang phat trién va thé “0 bénh”.

- Diéu tri lién tuc, khong ngét quang, it nhat 6 thdng va c6 thé kéo dai 9 - 12 théng.

- Tri liéu ngan ngay c6 kiém sodt truc ti€p (DOTS =directly observed treatment short course).

- Liéu phdp du phong bang INH trong 6 thdng cho nhitng nguoi ti€p xdc v6i bénh nhan c6 k ha
ning bi lao, nhung chua c6 dau hiéu nhiém khuén va ngudi c6 test tuberculin rong trén 10mm va
ngudi trude kia bi lao nhung hién nay & thé khong hoat dong va hién dang ding thudc tc ché
mién dich.

- Thuong xuyén theo doi tic dung khong mong mudn ctia thud c.

- Trong trudng hop truc khuén lao khang véi cdc thudc chong lao chinh thudng dung hoic cé tic
dung khong mong muén ma bénh nhan khong thé chip nhan duoc thi lua chon céc thude chong
lao khéc.

1.4.2. Mot 56 phdc do diéu tri lao hién nay ¢ Viét Nam

Dua trén phac d6 diéu tri lao ctia t6 chitc Y t€ Thé gi6i, chuong trinh chong lao Quéc gia da dé
xudt mot s6 phiac d6 dp dung cho diéu tri lao hién nay & Viét nam.

1.4.2.1. Nguoi bénh chua chita lao bao gio:
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2SRHZ / 6HE

- Diéu tri tdn cong 2 thang lién tuc dung 4 1oai thudc S (SM); H (INH); R (RMP); Z (PZA) hang
ngay.

- Diéu tri duy tri hang ngay lién tuc trong 6 thang véi 2 thuéc 1a H va E (EMB).

1.4.2.2. Nguoi bénh cé lao tdi phdt hodc thdt bai diéu tri:

2SHRZE/1HRZE/SH, R, E, *

- Diéu tri tan cong hang ngay lién tuc trong hai thiang véi 5 loai thuoc SHRZE, mot thang tié€p
theo dung hang ngay 4 loai thu6c HRZE.

- Sau d6 diéu tri duy tri 3 loai thuéc H, R, E mot tuan dung ba 1an cdch quang trong 5 thang lién
tuc.

* H: Isoniazid Z: pyrazinamid S: Streptomycin

R: Rifampicin E: Ethambutol

S6 & trude chit cdi chi thoi gian diéu tri tinh bing thdng; chit s6 dudi & sau chit cdi chi s6 ngay
dung thudc trong 1 tuan, néu khong c6 cac chit s6 nay thi dung thudc hang ngay.

2.THUOC PIEU TRI PHONG

Bénh phong 14 bénh nhiém khudn Myc obacterium leprae. Néu dugc diéu tri sém va ding, bénh
phong c6 thé khdi, khong dé lai di chiing. Hién nay, ba thudc chii yéu diéu tri phong 1a: dapson,
rifampicin va clofazimin.

2.1. Dapson (DDS)

La dan xuat 4-4 diamino diphenyl sulfon cau triic gan gidng pa ra-aminobenzoic acid c6 tic dung
kim truc khuin phong. Mic du, da dugc téng hop tir nhitng nam 1940, nhung dén nay DDS vén
dugc coi 1a thude quan trong nhét trong diéu tri phong.

2.1.1. Duoc déng hoc

Thudc duge hidp thu gan hoan toan qua ong tiéu héa. Udng 1 00mg, sau 24 gio dat duoc nong do
trong mau gap 50 - 100 lin ndng do tc ché t6i thiéu. Trong mau, thudc gian vao protein huyét
tuong khoang 50% va khuéch tan nhanh vao cdc t6 chiic: da, co, gan, than va dich nio tuy.

Dapson duoc chuyén héa & gan nho phan ting acetyl héa tao thanh monoacetyl -DDS khong c6 téc
dung kim khuan. Su chuyén héa ctia DDS mang tinh di truyén. Than va mat 12 duong thai trir cha
yéu clia thudc. Do c6 chu ky gan - ruot, nén thudc ton tai rat lau trong co thé, thoi gian ban thai
ctia thudc khoang 28 gio.

2.1.2. Tdc dung va co ché'tic dung

Dapson chi ¢6 tic dung kim khuin phong, khong diét khuin. Co ché tic dung giong sulfonamid.
Co ché chi tiét xin doc bai “Thudc khang sinh”, phan “sulfamid”.

2.1.3. Tdc dung khong mong muon
Dung Dapson ¢6 thé gap mot s6 tac dung khong mong mudn sau:
- Budn non, non, dau dau, phat ban & da.

- R&i loan tam than, viém day than kinh ngoai vi.
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- Thi€u mdu, tan mau, dac biét hay gap & nguoi c6 thiéu hut G [PD.

- Methemoglobin

- Hoi chitng “sulfon” hay “Jarish - Herxheimer”. Hoi ching nay thuong xuat hién sau khi dung
thuoc 5-6 tuan. Biéu hién: sot, vang da, hoai tlt gan, viém da, met -Hb va thi€u mau.Pay 1a hoi
chiing rat nang, can phai ngling thuoc ngay va hoi stic tich cuc tranh tr vong.

2.1.4. Ap dung diéu tri

Do ti 1¢ truc khudn phong khéng thudc ngly cang cao, nén tir nam 1982 & Viét Nam khong dung
riéng dapson dé diéu tri ma thudng phoi hop véi clofazimin hoic rifampin.

Thuoc dang vién nén 25mg, 100mg u6ng khoi dau liéu thdp 50mg/24 gid. Néu bénh tién trién
khong tot, tang li€u 1én 100 mg/24 gid va duy tri it nhét trong 2 nam. Trong diéu tri can theo doi
cong thic mdu thudng xuyén. O nhiing bénh nhan c6 di tng véi thudc, suy giam chic nang gan,
thi€u hut G,PD hodc met-hemoglobinreductase, chong chi dinh dung thudc.

2.2. Rifampicin

La khang sinh khong chi diét khudn lao va cdc vi khuan Gram (+), Gram ( -) kh4c, ma con c6 kha
nang diét truc khuin phong manh. So vé6i dapson, thudc khuéch tén vio mo than kinh kém nén
khong lam gidm dugc triéu ching t6n thuong thin kinh do truc kh udn phong gay nén.

Thudc dugc phoi hgp véi cac thudc diéu tri phong khac véi liéu 600mg/24 gid.
Chi tiét vé rifampicin xin doc bai “Thudc khadng sinh” va bai “Thudc chong lao”.
2.3. Clofazimin (Lampren)

Thudc ¢ tdc dung kim khudn phong va mot s6 vi khuidn g ay viém loét da (Mycobacterium
ulcerans) va gay nén viém phé€ quan man tinh (Mycobacterium avium). Ngoai ra, clofazimin con
6 tac dung chdng viém va ngan chan su phat trién ctia cac not san trong bénh phong.

Theo Morrison va Marley (1976), clofazimin ¢6 tic dung kim khuén 1a do thuéc gan vaio ADN
cuia truc khudn 1am tc ché su nhan doi ctia ADN.

Uodng hédp thu nhanh va tich lily lau trong cdc mo. Than la duong thai trir chi yéu cta thudc.
Ngoai ra, thudc con dugc thai qua moé hoi.

Trong qu4 trinh dung thudc, ¢6 thé gap mot s6 tic dung khong mong mudn nhu: mat mau da,
viém rudt, tang bach cau ua acid.

Vién 100mg - phoi hop véi dapson va rifampin diéu tri mot s6 thé phong véi liéu 50mg/24 gid
hodc 100-300mg/24 gid/tuan. Khi diéu tri, cAn theo ddi chic nang gan va than.

2.4. Cac thuoc diéu tri phong khac
2.4.1. Sulfoxon

Thudc ¢6 cau tric tuong tu nhu dapson, nhung hap thu khong hoan toan qua duong tiéu hoéa va
thai trir chi yéu qua mat va qua phan.

Co ché tac dung va tic dung khong mong mudn ciia thude giong dapson. Thudc c6 thé dung thay
dapson dé diéu tri phong véi liéu 330mg/24 gio.

2.4.2. Thalidomid
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La thudc an than, nhung c6 tic dung diéu tri phong, dac biét thé phong ct. Liéu diung 100 -

300mg/24 gio. Do gay quai thai, dac biét giai doan 24 - 36 tuan dau cua ky thai nghén, nén thudc
it duoc dung.

2.4.3. Ethionamid

C6 tdc dung vira kim khudn vira diét khudn lao va phong c6 thé thay thé clofazimin trong nhitng
truong hop khdng clofazimin. Li€u duing hang ngay 250 - 375mg.

Chi tiét xin doc thém bai “Thudc chong lao”.
2.5. Nguyén tic va mot so phac do diéu tri phong hién nay

Nhéim tang hiéu qua diéu tri, rit ngan thoi gian dung thudc va han ché€ su khang thudc cua truc
khudn phong tir 1982, T6 chic Y t€ Thé gii khuyén cdo mot s6 nguyén tic diéu tri phong nhu
sau:

- Pa héa tri liéu, khong ding mot loai thudc dé diéu tri phong va thuong dung 3 thudc dapson,
rifampicin va clofazimin.

- Phoi hop héa tri liéu véi vat 1y liéu phap va thé duc liéu phap dé tranh tan phé.

- Udng thudc ding liéu lugng, ding phic d6, du thoi gian va dinh k¥ theo doi tdc dung trén lam
sang, xét nghiém vi khudn va tic dung khong mong mudn.

- Thoi gian diéu tri kéo dai tuy thuoc vao mic do nhiém truc khuan.

2.5.1. Phdc dé diéu tri nhém cé nhiéu truc khudn

Dapson Rifampicin Clofazimin Thoi gian diéu tri Theo doi
100mg ty | 600mg mdi 300mg mdi thing it nhat 2 nam hoac cho | Sau 1-2-6
uong moi | thinguong 1 | udng 1 1an c6 gidm dén khi xét nghiém thang
ngay lan c6 giam sat + 50mg hang ngay | tim truc khuén am tinh | (trong 5

sat tu udng nam)
Phdc dé diéu tri nhém it vi khudn
Dapson Rifampicin Thoi gian diéu Theo doi
tri
100mg tu udéng 600mg mdi thang uéng 1 6 thang Sau 1-2-4-6 thang
hang ngay lan c6 gidm sat (trong 3 nam)

Phdc do diéu tri nhém bénh nhiéu vi khudn ¢ tré em

Rifampicin Clofazimin Dapson Thoi gian
Cdn hang thang | Hang thing | Hang tuadn, tu uong diéu tri
ndng tré | cé kiém tra co giam sat hang ngay | hang ngay
(uong) (uong) tuw uong
<20kg 150mg 100mg 100mg 25mg it nhat
(hang tuén) 2 nam hoac
21-30kg 300mg 150-200mg 150mg 25-50mg dén khi
(hang tuin)
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31-50kg 450mg 200-300mg 50mg 50-75mg xét nghiém
(hang tuin) am tinh

2.5.4. Phdc do diéu tri nhém bénh it vi khudn 6 tré em

Cdn ndng tré | Rifampicin hang thding c6 | Dapson hang ngay tu | Thoi gian diéu
gidm sdt (uéng) uong tri
< 20kg 150 mg 25mg
21 —30kg 300mg 25 — 50 mg 6 thang
31 — 50 kg 450 mg 50 — 70 mg

CAU HOI TU LUONG GIA

1. Trinh bay tdc dung, co ché tdac dung, ddc diém duogc dong hoc va tdc dung khong mong
muoén cuia INH va cdc nguyén tdc diéu tri lao.

2. Trinh bay tdc dung, co ché'tdc dung, ddc diém du oc dong hoc va tdc dung khong mong
muon cua rifampicin, va phdc do diéu tri lao hién nay.

3. Trinh bay tdc dung, co ché'tdc dung, ddc diém duoc dong hoc va tac dung khong mong
muon cua ethambutol va pyrazinamid.

4. Trinh bay tdc dung, co ché'tdc dung, ddc diém d voc dong hoc va tdc dung khong mong
muon cud streptomycin.

5. Trinh bay tdac dung, co ché'tac dung, ddc diém duoc dong hoc va tdc dung khong mong
muon cud dapson.

6. Trinh bay tdc dung, co ché'tdc dung, ddc diém dugc dong hoc va tdc dung khong mong
muon cud clofazimin.

7. Trinh bay nguyén tdc va phdc do diéu tri phong hién nay.
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Bai 18: THUOC PIEU TRI SOT RET

MUC TIEU HQC TAP: Sau khi hoc xong bai ndy, sinh vién c6 kha nang:
1. Trinh bay duoc tdc dung, co ché'tdc dung cua cdc thudc chong sot rét.

2. Trinh bay duoc tic dung khong mong mudn va dp dung diéu tri cua cdc thudc
chong sot rét.

3. Gidi thich dugc nguyén nhdn khdng thudc sot rét cia plasmodium falciparum.

1. DAI CUONG

Bénh sot rét da dugc Hypocrate mo ta cach day hon 2000 nam, 1a bénh truyén nhiém, do
plasmodium gay ra, plasmodium la mot loai ky sinh trung khong nhitng gay bénh cho
nguoi ma cho ca suc vat. Bon loai ky sinh trung sot rét gy bénh cho nguoi la: P.
falciparum, P.vivax, P.malariae va P.ovale.

O Viét nam, sot rét do P.falciparum chi€ém khoang 70 - 80%, do P.vivax 20- 30%,
P.malariae 1- 2% con P.ovale hau nhu khong cé. Dich s 6t rét do P.falciparum thuong xay
ra dot ngot, dién bién nang, tir vong cao nhung thdi gian ton tai cuia dich ngan.

Ngudi c6 thé nhiém bénh so6t rét theo 3 phuong thiic:

- Do muoi truyén: Day 1a phuong thitc nhiém chi yéu va quan trong nhat.
- Do truyén mau.

- Truyén qua rau thai.

Viéc diéu tri st rét hién nay con gip nhi€u khé khan vi ky sinh triing s6t rét (dac biét 1a
P.falciparum) da khéng lai nhi€u thuoc chéng sot rét. Hon nita, Viét nam cé khoang 35
triéu nguoi song trong vung sot rét luu hanh (trong dé ¢6 15 triéu ngudi song trong vung
s6t rét luu hanh ning), nén mudn diéu tri sot rét ¢6 hiéu qua phai triét d€ tuan thi phdc do
diéu tri cua chuong trinh phong chong sét rét qudc gia.

2. CHU KY SINH HOC CUA KY SINH TRUNG SOT RET
2.1. Chu ky phat trién trong co thé ng uoi (chu ky sinh san vé tinh)
2.1.1. Giai doan ¢ gan

Khi mubi dot nguoi, thoa tring (& trong tuyén nudc bot mudi) chui qua mach mau dé luu
thong trong mdu. Sau 30 phuit, thoa tring vao gan dé phat trién trong t€ bao gan thanh thé
phan liét (10 - 14 ngay), sau d6 pha v t€ bao gan va giai phdng ra cdc manh trung. Giai
doan nay goi la giai doan tién hong cau.

V6i P.falciparum, tat ca manh trung déu vao mau va phdt trién & d6. Con P.vivax va
P.ovale, ngoai su phat trién tic thi clia cic thoa trung dé thanh thé phan li ét, con cé su
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phét trién muon hon clia mot s6 thoa trung khac. Nhitng thoa tring nay khong phat trién
ngay thanh thé phan liét ma tao thanh cdc thé ngli. Cdc thé ngl phat trién ting dot thanh
phan liét, v& ra va giai phong nhitng manh tring vao mau gay nén nhit ng con tai phat xa
(thé ngoai héng céu).

2.1.2. Giai doan 6 mdu

Cac manh tring tr gan xam nhap vao héng ciu, lic dau 1a thé tu dudng roi phat trién
thanh phan liét non, phan liét gia. Thé phan liét gia s& ph4d v& hong ciu gidi phéng ra
nhitng manh tring. Lic nay tuong Gng véi con sot xay ra trén lam sang.
HAu hét cdc manh tring nay quay trd lai ky sinh trong cdc hong cdu mdi, con mot sd biét
hoa thanh nhiing thé hitu gi6i, d6 1a nhitng giao bao duc va giao bao céi.

2.2.  Chu ky phat trién trong co thé muéi (chu ky sinh san h iru tinh)

Giao bao duc va cdi duoc mudi hiit vao da day s& phét trién thanh nhitng giao tlr duc va
cdi, qua sinh san hitu tinh sinh ra thoa trung. Cac thoa trung dén tip trung trong tuyén
nudc bot cia mudi 1a tiép tuc truyén bénh cho nguoi khac.

Chu ky cua ky sinh trung sot rét va vi tri tac dung
cua cac thudc diéu tri sot rét
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C. Vitri tac dung cia cac
thude dé dw phong
(cloroquin, mefloquin,
proguaniq ....)

Héng cau

B. Viuiric dung clia
cic thude diét the ngn
(primaquin)

A Vit tic dung cioa cac
thudc cat con sot
(Cloroquine, quinin,
mefloquin....)

D. Vit tac dung cia cac
thuéce chéng lan truyén
(primaquin, proguanil...)

té¢ bao 1 ll 12
gan

Nhiém thoa utng

Muoi \ giao bao

noin nang Hop tir ’”

la: Thoa trung vao té bao gan
2a,3a: Thé phdn liét phdt trién trong té’bao gan
4: Giai phéng cdc manh tring
5: Mdanh trung vao hong cdau
6: Thé tu dudng trong hong cdu
7.8: Thé phan liét phdt trién trong hong cdu
9: Phd vd hong cdu va gidi phdng cdc mdnh trung
10,11,12: Phdt trién thanh giao bao duc va giao bao cdi
1b, 2b, 3b: Phdt trién ciia thé ngu.
3. CAC THUOC DIEU TRI SOT RET THUGNG DUNG
3.1. Thudéc diét thé vo tinh trong hong cau
3.1.1. Cloroquin (Aralen, Avloclor, Malarivon, Nivaquin)
La thudc téng hop, dan xudt clia 4 amino quinolein
3.1.1.1. Tdac dung
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Cloroquin c6 hiéu Iuc cao d6i vé6i thé vo tinh trong hdng ciu cua ca 4 loai ky sinh triing

sot rét, tic dung vira phai véi giao bao ctia P.vivax, P.malariae va P.ovale. Khong anh
huong t6i giao bao ctia P.falciparum.

Co ché tdc dung: D€ ton tai, ky sinh tring s6t rét "nudt" hemoglobin cuia hong cdu vat chu

vao khong bao thic an. O d6, hemoglobin duoc chuyén thanh heme (ferriprotoporphyrin

IX) 1a san pham trung gian c6 doc tinh gay ly gidi mang. Heme dugc chuyén thanh sic t6
hemozoin it doc hon nho enzym polymerase. Cloroquin ttc ché polymerase, lam tich ldy

heme, gay doc véi ky sinh tring sot rét, lam ly giai ky sinh trung.

Thuoc tap trung trong khong bao thic an cta ky sinh triing sot rét, lam tang pH & d6 va
anh hudng dén qua trinh giang héa hemoglobin, lam giam cac amino acid can thiét cho su

ton tai cua Ky sinh tring.

Cloroquin con ¢6 thé gian vao chudi xodn kép DNA tic ché¢ DNA va RNA polymerase, can

trd su téng hop nucleoprotein cuia ky sinh triing sot rét.

3.1.1.2. Duoc dong hoc

Cloroquin hap thu nhanh va gan nhu hoan toan & duong tiéu hoa, sinh kha dung khoang

90%. Sau khi uéng 3 gio, thudc dat duge nong do t6i da trong mau, 50 - 65% thudc gan
v6i protein huyét twong. Khuéch tdn nhanh vao céc t6 chic. Thudc tap trung nhiéu & hong
cau, gan, than, lach va phdi. O héng cAu nhiém ky sinh tring s6t rét, néng do thudc cao
gép 25 lan hong cau binh thuong.

Chuyén héa cham & gan, cho desethylcloroquin vin diét duoc plasmodium. Thai trir
cham, khoang 50- 60% qua nuéc tiéu. Thoi gian bdn thai 3- 5 ngay, c6 khi t6i 12- 14
ngay.

3.1.1.3. Tdc dung khong mong muon

Véi liéu diéu tri, thuéc thudng dung nap tot, it gap cac tic dung khong mong mudn: dau

dau, chéng mat, buén non, non, dau bung, ia chay, réi loan thi gidc, phat ban, ngia (dac
biét & lung). Uong thudc khi no ¢6 thé 1am giam cac tac dung nay.

Khi dung liéu cao va kéo dai thudc c6 thé gay tan mau (& ngudi thi€u G (PD), giam thinh
luc, nham 14n, co giat, nhin md, bénh gidc mac, rung téc, bi€én déi sic t6 cua téc, da xam
nau den, ha huyét ap.

3.1.14. Ap dung diéu tri
Chi dinh:
- Cloroquin dugc dung trong di€u tri va phong bénh s6t rét

- Thudng diung trong sot rét thé nhe va trung binh (& nhitng viing va ky sinh tring con
nhay cam véi thudc) khong dung khi sot rét nang hoac c¢6 bién ching.

Diéu tri du phong cho nhitng ngudi di vao viing cé sét rét luu hanh.
- Thudc con duge dung dé diét amip & gan, trong viem da khép dang thap, lupus ban do.
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Chong chi dinh:

- Chong chi dinh: bénh vy nén, roi loan chu yén héa porphyrin, tién stt dong kinh va bénh
tam than, phu nit ¢6 thai.

- Than trong: cidn khdm mat truéc khi ding thudc dai ngay va theo doi trong suét qud
trinh diéu tri.

Chd ¥ t6i nhitng ngudi c6 bénh vé gan, than, c6 bat thudng vé thinh gidc va thi gidc,
nghién ruou, roi loan vé mau va than kinh, thi€u hut G (PD.

Liéu luong:

Chuong trinh phong chong sot rét Viét nam dung vién cloroquin phosphat 250 mg =~ 150
mg cloroquin base

- Diéu tri sot rét: udng cloroquin phosphat 3 ngay

Ngay dau: 10 mg cloroquin base/ kg, chia 2 lan

Ngay thtt 2, 3: 5 mg cloroquin base/ kg
- Diéu tri du phong; 5 mg cloroquin base/ kg/ tuan cho ca nguoi 16n va tré em.
3.1.1.5. Tuong tdc thuéc

- Cé4c thudce khang acid hoic kaolin ¢6 thé 1am giam hdp thu cloroquin, vi vay chi udng
cloroquin sau khi dung thuoc nay 4 gio

- Cimetidin 1am gidm chuyén héa va thai tri, tang thé tich phan b cuia Cloroquin

- Dung cloroquin két hop vé6i proguanil lam tang tai bién loét miéng.

- Cloroquin lam giam kha nang hap thu ampicilin

3.1.2. Quinin

La alcaloid chinh ctia cay Quinquina, da dugc dung diéu tri s6t rét hon 300 nam (tir 1630)
3.1.2.1. Tac dung

Quinin c6 tdc dung nhanh, hiéu luc cao doi véi thé vo tinh trong hong céu clia ca 4 loai ky
sinh trung sot rét. Thuoc diét duogc giao bao clia P.vivax va P.malariae nhung it hiéu luc
doi voi giao bao cua P.falciparum.

Co ché tac dung clia quinin tuong tu nhu cloroquin. Ngoai tac dung diét ky sinh trung sot
rét, quinin con c6 mot so tac dung khac.

- Kich tng tai cho: khi uéng thuoc kich tng da day, gay budn non, non. Tiém dudi da rat
dau, c6 thé gay ap xe vo khudn, vi vay nén tiém bap sau.

- Tim mach: li€u cao quinin gay gidn mach, dc ch& co tim, ha huyét 4p (khi tiém tinh
mach nhanh).

- Co tron: 1am tang co bép tir cung déu dian trong nhitng thang cudi cta thoi ky ¢6 thai, it
tac dung trén tu cung binh thuong hoac mdi c6 thai.
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3.1.2.2. Duoc dong hoc

Thudc duoc hap thu nhanh va hoan toan qua rudt, sau khi uéng 1 - 3 gio thudc dat duogc
nong do toi da trong mau, nong do trong huyét twong thuong gap 5 1an trong hong cau.

Gan véi protein huyét tuong khoang 80%, qua duoc rau thai va sita, 7% vao dich ndo tiy.
80% thudc duoc chuyén héa qua gan va thai trir phan 16n qua than. Thoi gian ban thai 7 -
12 gio trén nguoi binh thuong va 8 - 21 gio & nguoi bi sot rét.

3.1.2.3. Tdc dung khong mong muon

- Hoi chiing quinin; thudng gap khi nong do thudc trong mau trén 7 - 10 pg/ mL véi céac
biéu hién: dau ddu, non, chéng mat, 1 tai, r6i loan thi gidc. Phai ngimg thudc khi cic triéu
ching tién trién niang hon.

- Poc v6i mau: thude cé thé gay tan mau (hay gap & ngudi thi€u enzym G (PD). Giam
bach cau, giam prothrombin, mat bach cau hat... 1a nhitng dau hiéu it gap hon.

- Ha dudng huyét c6 thé gap khi dung quinin véi liéu diéu tri.

- Doc tinh nghiém trong (do qué liéu hoac ding lau dai): sot, phan tng da (ngita, phat
ban...), r6i loan tiéu héa, di€c, giam thi luc (nhin md, r6i loan mau sac, nhin doi...), tic
dung giéng quinidin.

- Khi dung liéu cao quinin ¢6 thé gay xay thai, di tat bam sinh ¢ thai nhi.

- Trong mot vai trudng hop, khi tiém tinh mach quinin ¢6 thé gay viém tinh mach huyét
khoi.

3.1.24. Ap dung diéu tri

Chi dinh:

- Diéu tri s6t rét nang do P.falciparum va sot rét ac tinh, hay dung & nhitng ving ma
P.falciparum khang cloroquin. U6ng quinin sulfat két hop véi cac thudc chong sot rét
khéic nhu tetracyclin (hoac doxycyclin), fancidar, mefloqui n hoac artemisinin.

- Quinin con dugc chi dinh cho phu nit ¢6 thai (thay th€ cloroquin khi bi khang thudc). Vi
hiéu Iuc kém hon cloroquin nén quinin khong dung dé diéu tri dot cdp do P.vivax,
P.malariae va P.ovale; khong dung khi P.falciparum con nhay cam v &i cloroquin.

- Phong bénh: vi c6 nhiéu doc tinh nén quinin it duoc ding dé phong bénh. Tuy nhién &
nhitng viing P.falciparum khang cloroquin, khi khong c6 mefloquin va doxycyclin, ¢6 thé
phong bénh bang quinin.

Chong chi dinh, than trong:

- Chong chi dinh: ngudi nhay cam véi thudc, tién sir ¢6 bénh vé tai, mat, tim mach.
Khong dung quinin phoi hop véi mefloquin & bénh nhan thiéu G (PD.

- Than trong: bénh nhan suy than phai giam liéu thuoc

Liéu luong:
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- Diéu tri sot rét do P.falciparum khang cloroquin (thé nhe va trung binh): udng quinin
sulfat 30 mg/ kg/ nay, chia 3 1an. Mot dot diéu tri 7 ngay.

- Diéu tri sOt rét nang va sot rét ac tinh: tiém bap hodc truyén tinh mach quinin
hydroclorid.

Tiém bap: 30 mg/ kg/ ngay, trong 7 ngay

Truyén tinh mach: quinin hydroclorid 10 mg/ kg méi 8 gid (v6i 10 mL/ kg dich truyén)
Theo ddi dén khi bénh nhan tinh, chuyén sang tiém bép hodc uéng cho du liéu diéu tri.
3.1.2.5. Tuong tdc thudc

- Céac thudc khang acid chita nhom lam cham hap thu quinin

- Quinin lam tang nong do digoxin trong mau d o giam d¢ thanh thai cta thudc.

- Lam tang tac dung cua warfarin va cac thuéc chong dong mau khac khi dung phdi hop.
- Cimetidin 1am cham thai trir quinin, acid héa nudc tiéu 1am tang thai quinin.

3.1.3. Fansidar

La thuoc phoi hop gitta sulfadoxin 500 mg va pyrimet hamin 25 mg.

3.1.3.1. Tdac dung

Sulfadoxin thudc nhém sulfamid thai trir rait cham. Thudc c6 tdc dung diét thé vo tinh
trong hong cau cua P.falciparum, tac dung cha yéu véi P.vivax, khong anh hudng téi giao
bao va giai doan & gan cua P.falciparum va P.vivax.

Pyrimethamin 13 d4n xuat clia diaminopyrimidin, c6 tic dung cham d6i vé6i thé vo tinh
trong héng c4u ctia bon loai ky sinh tring sot rét. Thudc con tic ché cdc thé hitu tinh phat
trién trong co thé mudi nén c6 tdc dung ngan chian su lan truyén sot rét trong cong dong.

Sulfadoxin va pyrimethamin tc ch€ 2 enzym cua 2 giai doan khac nhau trong qua trinh
tong hop acid folic ctia ky sinh trung. Vi vay, khi phoi hop hai thuéc nay sé cé tdc dung
hiép déng ting mic, 1am tic ché su téng hop acid folic, nén ky sinh trung khong tong hop
duoc DNA va RNA.

Dihydrofolat Dihydrofolat DNA
synthetase reductase f
I(— (-) sulfadoxin l<—(-) pyrimethamin
PABA + dihydropteridim Acid » Acid—>Tdng hop
dihydrofolic tetrahydrofolic  céc purin

\4 RNA

3.1.3.2. Duoc dong hoc
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Fansidar hap thu t6t qua dudng tiéu héa, sau khi uoéng 2 - 8 gio thudc dat dugc nong do toi
da trong méu, khodng 90% gan véi protein huyét twong. Thai trir chil yéu qua nudc tiéu.
Thoi gian ban thai 1a 170 gio doi véi sulfadoxin va 80 - 110 gio doi v6i pyrimethamin.

3.1.3.3. Tdc dung khong mong muon

Khi dung Fansidar c6 thé bi di ting v6i sulfamid (ngita, mé day...), roi loan vé mau (tan
mau, giam bach céu hat), r6i loan tiéu hoa, r6i loan chi ¢ nang than.

Dung Fansidar dé phong bénh (dai ngdy) c6 thé gay phan tng da nghiém trong: héng ban,
hoi chiing Stevens- Johnson, hoai ti biéu bi...

3.1.34. Ap dung diéu tri

Chi dinh:

- Diéu tri s6t rét do P.falciparum khang cloroquin, thudng ph6i hop véi quinin (v i tac
dung cua fansidar cham)

- Du phong cho nhitng nguoi di vao ving sot rét luu hanh nang trong thoi gian dai.
Chong chi dinh, than trong

- Chong chi dinh: di tng v6i thude, ngudi bi bénh mau, bénh gan, than nang, phu nit ¢
thai.

- Than trong: phu nit cho con b, tré em duéi 2 thdng tudi, ngudi thi€u enzym G (PD, co
dia di ting, hen phé quan.

Liéu luong:

Diéu tri sot rét: udng 25 mg sulfadoxin + 1,25 mg pyrimethamin/ kg

Du phong sot rét: nguoi 16n: uéng 1 vién/ tuan hoac 3 vién/ thang

3.1.3.5. Tuong tdc thuoc

Sulfadoxin lam tang tac dung cua warfarin va thiopenton, lam giam hép thu digoxin qua
ong tiéu hoa.

3.1.4. Mefloquin (Eloquin, Lariam, Mephaquin)

La thudc téng hop, ddn xuét cha 4- quinolin methanol. Ciu tric héa hoc ¢6 lién quan
nhiéu véi quinin.

3.14.1.Tdc dung

Mefloquin ¢6 tdc dung manh d6i vé6i thé vo tinh trong héng ciu cua P.falciparum va
P.vivax nhung khong diét dugc giao bao ctia P.falciparum hodc thé trong gan cua P. vivax.
Mefloquin cé hiéu qua trén cac ky sinh truing da khang véGi cac thuoc sot rét khac nhu
cloroquin, proguanil, pyrimethamin... Tuy nhién, & ving Pong Nam A ciing di c6 ching
P.falciparum khang mefloquin.
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Hién nay con c6 nhiéu gia thuyét khac nhau vé co ché tic dung ctia mefloquin. Tac dung
khang ky sinh tring sot rét lién quan nhiéu t6i kha nang c ché& enzym polymerase cla
thudc.

3.1.4.2. Duoc dong hoc

Mefloquin dugc hap thu to6t qua dudng uoéng. Nong do toi da trong huyét tuong (0,2 - 1,4
ug/ mL) dat duoc khoang 2- 12 gio sau khi uéng mefloquin véi li€u duy nhét 250 mg.
Géin manh véi protein huyét tuong (98%). Thudc tap trung nhiéu trong héng cau, phdi,
gan, lympho bao va than kinh trung uong.

Thudc duoc chuyén héa & gan, chit chuyén héa chinh la acid quinolin carboxylic khong
con hoat tinh. Thai trir chli yéu qua phan, c6 thé c6 chu ky gan - rudt. Thoi gian béan thai
khoang 21 ngay (tir 13 dén 33 ngay).

3.14.3.Tdc dung khong mong muon

Mic do va tan suat ciia cdc phan tng c6 hai lién quan nhi€u véi lieu diung. Tac dung

khong mong mudn phd bién nhét 1a chéng mat (20%) va buén non (15%).

- 0 lidu phong bénh tac dung c6 hai thuong nhe va thoang qua, bao gom réi loan tiéu héa
(budén non, non, dau bung, tiéu chay), dau ddu, chéng mat, ngoai tam thu. It gip cdc trieu
chiing than kinh tdm than (co giat, ngu ga, loan tam than), tang bach cau, tang amino -
transferase.

- Khi ding liéu cao (> 1000 mg) khoang 1% bénh nhan thdy buén non, non, dau dau,

chéng mit, U tai, roi loan thi gidc, loan tam than cdp... It gip: ngita, phat ban, rung téc, dau
co.

3.144. Ap dung diéu tri

Chi dinh:

Diéu tri va du phong sot rét do P.falci parum khang cloroquin va da khang thudc

Chong chi dinh, than trong

- Chong chi dinh: Mefloquin khong st dung cho nhitng nguoi ¢ tién sit bénh tam than,

dong kinh, loan nhip tim, ngudi nhay cam véi mefloquin hoac cac thudc c6 cau tric tuong

tu nhu cloroquin, quinin, quinidin,

Tré em duéi 3 thang tudi, ngudi suy gan hodc suy than niang khong dugc ding mefloquin

- Than trong: cdn than khi ding cho nguoi ldi xe, van hanh mdy méc vi nguy co gay

chéng mat, r6i loan than kinh- tam than c6 thé xdy ra trong khi diéu tri va 2- 3 tudn sau
khi ngting thudc.

Trong du phong sot rét bang mefloquin, néu xuat hién cac r6i loan nhu lo 4u, trim cam,

kich dong hoac 1d 1an phai ngimg thuoc vi day la tién triéu cua nhitng tic dung phu

nghiém trong hon.
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Khong nén dung cho tré em duéi 15 kg hodc du6i 2 tudi, phu nit ¢6 thai trong 3 thdng
dau.

Khong dung mefloquin lau qud 1 nim. Néu ding lau, phai dinh ky ki€m tra chic niang
gan va mat (thudc c6 thé 1am giam chifc nang gan va gay ton thuong mét)

Liéu luong:

- Diéu tri sot rét: ngudi 16n va tré em; 15 mg/ kg, chia lam 2 14n, cdch nhau 6 - 8 gio.

Liéu dung t6i da & ngudi 16n 1a 1000 mg

Phong bénh

Ngudi 16n: uéng 1 vién mefloquin 250 mg/ tuin, vao mot ngay c6 dinh, bat dau dung tir
truGe khi di vao viing c6 s6t rét va kéo dai 4 tuan sau khi ra kho i viing sot rét luu hanh.
D6i véi nguoi di vao viing sot rét nang trong thoi gian ngin: tudn ddu udng 1 vién 250 mg
moi ngay, uong lién 3 ngay. Sau d6 moi tudn uéng 1 vién

Tré em: u6ng tuy theo tudi.

3.14.5. Tuong tdc thudc

- Phai hét stc than trong khi dung mefloquin cho nguoi bénh dang diung cac thudc chen
beta, chen kénh calci, digitalis hodc céc thudc chong trim cam (c6 thé x4y ra twong tac
bat 1gi)

- Dung mefloquin cting véi valproic acid lam giam nong do valproat trong huyét thanh.

- Phéi hop mefloquin véi quinin s€ lam tang doc tinh trén than kinh (gay co giat) va tim
mach

Mefloquin ¢6 thé dung cho ngudi sau khi tiém quinin nhung phai cach 12 gid sau liéu
cudi cung clia quinin dé tranh doc tinh.

3.1.5. Artemisinin va cdc dan xudt

Artemisinin dugc phan 1ap tir c &y Thanh hao hoa vang Artemisia annua L. ho Asteraceae.
Artemisinin it tan trong nudc, chi dung dudng uéng hoac dat truc trang. Cac dan xuat nhu
artesunat tan dugc trong nudc, c¢6 thé uong hodc tiem (bap, tinh mach), artemether va
arteether tan trong dau, chi dung tiém bap.

3.1.5.1. Tdac dung
Artemisinin va cdc dan xuét c6 hiéu qua cao trong di€u tri sot rét. Thudc c6 tic dung diét

thé vo tinh trong hong cdu cta ca 4 loai ky sinh tring sot rét, ké ca P.falciparum khang
cloroquin.

Thuoc khong cé tic dung trén giai doan & gan, trén thoa trung va giao bao cua
plasmodium.

Artemisinin 1a mot sesquiterpen lacton ¢6 cau néi endoperoxid, cau ndi nay rit quan
trong doi véi tac dung chong sot rét ctia thudc.
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Hién nay, ngudi ta chua hoan toan hiéu 16 vé co ché tic dung cua thudc. Thudc tap trung
chon loc vao cdc t&€ bao nhiém ky sinh triing va phan tng véi hemozoin trong ky sinh
tring. Phan ting nay tao ra nhiéu goc tu do hitu co doc ¢6 thé phd huy mang cta ky sinh
tring.

Mot s6 cong trinh nghién cttu cho thdy bénh nhan ding artemisini n ¢6 thoi gian cat sot va
thoi gian sach ky sinh trung trong mdu nhanh hon dung cloroquin , quinin hoac
mefloquin. Song ty 1€ tai phat cao.

Artemisinin, artemether va arteether c6 tic dung manh hon artemisinin.
3.1.5.2. Duoc dong hoc

Artemisinin hap thu nhanh sau khi uéng, dat néng do cao sau 1 gio, phan bé vao nhiéu t6
chic: gan, ndo, phéi, mdu, than, co, tim, l4ch.

Artemisinin gin 64% vao protein huyét twong, dihydroartemisinin 43%, artemether 76%
va artesunat 59%. Chuyén héa chii yéu qua gan, cho 4 chét chuyén hé a: deoxyartemisinin
va crystal- 7 khong con hoat tinh.

80% liéu dung dugc thai qua phan va nudc tiéu trong vong 24. Thoi gian ban thai khoang
4 gid.
3.1.5.3. Tdc dung khong mong muon

Artemisinin va cac dan xuat 1a nhiing thudc cé doc tinh thap, st dung tuong doi an toan.
Céc tac dung khong mong mudn thudng nhe va thodng qua nhu réi loan tiéu héa (budn
non, non, dau bung, tiéu chay), nhic dau, chong mat, hoa mat, dac biét 1a sau khi udng.

Mot vai ngudi dung artesunat, artemether ¢ thé bi tic ché nhe & tim, cham nhip tim. Sau
dat truc trang, artemisinin c6 thé kich thich gay dau rét, dau bung va tiéu chay.

Trén stc vat, thudc gay uc ché tuy xuong va doc vé6i than kinh trung wong.
3.154. Ap dung diéu tri
Chi dinh

- La thudc s6t rét dugc dung nhiéu & Viét nam, thudng dung dié u tri sot rét thé nhe va
trung binh do ca 4 loai plasmodium.

- Diéu tri s6t rét nang do P.falciparum da khang thuoc hoac so6t rét 4c tinh. Thuoc dic biét
hiéu qua trong st rét thé ndo.

Chong chi dinh:

Khong c6 chong chi dinh tuyét doi cho artemisinin va ca ¢ dan xuat. Tuy vay, khong nén
dung cho phu nit ¢6 thai 3 thdng dau trir khi bi sot rét thé nio hoic sot rét c6 bién chiing &
viing ma P.falciparum da khang nhiéu thudc.

Liéu luong:
Artemisinin: ngay dau uong 20 mg/ kg
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ngay thit 2 dén ngay thit 5: mbi ngay 10 mg/ kg
Artesunat: ngay dau uong 4 mg/ kg
ngay thi 2 dén ngay thid 5 : méi ngay 2 mg/ kg

3.1.5.5. Tuong tdc thudc

- Artemisinin hiép dong tic dung véi mefloquin hoac tetracyclin trong diéu tri sot rét .
- Su ph6i hop gitra artemisinin véi cloroquin va pyrimethamin c6 tac dung doi khang.
3.1.6. Halofantrin (Halfan)

Thudc téng hop, dan xudt phenanthrenmethanol.

3.1.6.1. Tdc dung

Halofantrin ¢6 hiéu luc d6i véi thé vo tinh trong héng ciu cta P.falciparum. Thuoc khong
c6 tdc dung trén giai doan & gan, thé thoa tring va giao bao ctia ky sinh triing sot rét

Co ché tdc dung cta halofantrin con chua rd, c¢6 thé thudc tic dong nhu cloroquin, quinin
trén ferriprotoporphyrin IX va gay ton hai mang ky sinh trung.

3.1.6.2. Duoc dong hoc

Hap thu kém qua duong tiéu héa, thudc dat dugc nong do t6i da trong mau sau khi uéng 6
gi0. M trong thiic an lam tang hap thu ctia thudc

Chat chuyén héa chinh 1a N- debutyl- halofantrin van c6 tac dung diét ky sinh trung sot
rét. Thai trir chtt yéu qua phan. Thoi gian ban thai tir 10 - 90 gio.

3.1.6.3.Tdc dung khong mong muon

Halofantrin it doc, thinh thodng bénh nhan c¢6 thé bi buén non, non, dau bung, tiéu chay,
ngtra, ban do. Tiéu chay thuong xay ra & ngay tha 2, thi 3 sau dung thudc va lién quan téi
liéu ding.

Anh huong ctia thudc trén tim phu thuoc vao lidu: & lidu diéu tri, c6 thé kéo dai khoang
QT va PR, khi dung liéu cao halofantrin c6 thé gay loan nhip that.

3.1.64. Ap dung diéu tri

Chi dinh: Diéu tri sot rét do P.falciparum khéang cloroquin va da khang thudc.

Chong chi dinh, than trong: halofantrin khong dugc dung cho phu nit ¢6 thai, phu nit cho
con b, nguoi c6 tién su bénh tim mach, nguoi da dung mefloquin trude d6 2 - 5 tuln.

Khong phoi hop halofantrin véi nhitng thudc ¢6 doc tinh trén tim mach.

Khong str dung halofantrin dé phong bénh sot rét.

Li¢u lugng: vién nén 250 mg

Nguoi 16n va tré em > 40 kg: udng 24 mg/ kg/ ngay, chia lam 3 1an, cdch nhau 6 gio.
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3.1.6.5. Tuong tdc thuéc

Phoi hop halofantrin v6i mefloquin , cloroquin, quinin, thudc chéng tram cam loai 3
vong, dan xudt phenothiazin, thuéc chong loan nhip tim (aminodaron, quinidin,
procainamid), Cisaprid, khdng histamin (astemizole, terfenadin), thudc loi tiéu, s& lam
tang doc tinh trén tim.

3.2. Thudéc diét giao bao: primaquin

La thudc téng hop, dan xudt 8 amino - quinolein

3.2.1. Tdac dung

Thudc ¢6 tac dung tot doi véi thé ngoai hong cdu ban dau & gan cta P.falciparum va céc
thé ngoai hong cdu muon (thé ngu, thé phan liét) cia P.vivax va P.ovale, do d6 trdnh dugc
tai phat. Primaquin diét dugc giao bao cta ca 4 loai plasmodium trong mau ngudi bénh
nén cé tic dung chong lay lan.

Co ché tdc dung cua primaquin chua 16 rang. C6 thé céc chat trung gian cia primaquin
(quinolin- quinin) tic dong nhu nhiing chat oxy hda, gay tan mau va methemoglobin.
3.2.2. Duoc dong hoc

Primaquin hdp thu nhanh, sau khi uéng 1-2 gi¢ thuéc dat nong do t6i da trong mau, phan
phoi dé vao cic t6 chic. Chuyén héa hoan toan & gan. Thai trir nhanh qua nudc tiéu sau
24 gid. Thoi gian ban thai 3- 8 gid. Carboxyprimaquin (chit chuyén héa chinh clia
primaquin) ¢6 noéng do trong huyét tuong cao hon nhiéu so véi chat me vi duge tich liy va
thai trir cham (thoi gian ban thai 22 - 30 gio).

3.2.3. Tdc dung khong mong muon

V6i liéu diéu tri thudc dung nap tot, tuy vay bénh nhan c6 thé bi dau bung, khé chiu ving
thuong vi, dau ddu néu uéng primaquin lic d 6i. Véi liéu cao hon c6 thé gay budn non va
non.

Hiém gap cic triéu chiing nang nhu tang huyét 4p, loan nhip tim, méat bach cu hat.

Doc tinh thuong gap doi véi primaquin 1a tc ché tuy xuong, gay thi€u mau tan mau (hay
gap & nguoi thi€u G4PD) va methemoglobin (hay xay ra & ngudi thi€u NADH bam sinh)
3.24. Ap dung diéu tri

Chi dinh: diéu tri s6t rét do P.vivax va P.ovale, thudng dung phoi hop véi céc thudc diét
thé vo tinh trong hong cau

- Diéu tri cho cong déng dé ciat dudong lan truyén cua ky sinh trung sot rét, da c biét
P.falciparum khing cloroquin.

Chong chi dinh:

Khong ding primaquin cho ngudi c6 bénh & tuy xuong, bénh gan, tién st ¢6 giam bach
cau hat, methemoglobin, phu nit ¢6 thai, tré em dudi 3 tudi.
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Trong qué trinh di€u tri, phai ngimg thudc ngay khi cé cdc ddu hiéu tan mau hoic
methemoglobin.

Liéu luong:

Uong 0,5 mg primaquin base/ kg/ ngay

Diéu tri sot rét do P.vivax va P.ovale: udng 5 ngay lién dé tranh tai phat.

Diét giao bao cua P.falciparum: uong 1 ngay

3.2.5. Tuong tdc thudc

Primaquin lam tang thoi gian ban thai cta antipyrin khi dung phdi hop.

4. KY SINH TRUNG KHANG THUGC

Ky sinh trung sot rét khang thudc 1a van dé hét stiic nghiém trong. Trong nhiing thap ky

gan day c¢6 su gia tang nhanh chong va su lan rong ky sinh trung P.falciparum khang lai
céc thuoc sot rét hién ¢, cht yéu 1a sit dung cho phong bénh, tir diéu tri khong ding phéac

do, hoac dung khong du liéu...

4.1. Pinh nghia

Theo WHO, khéng thudc 1a “khd ndng mot chiing ky sinh tring cé thé song sét va phdt
trién mdc dn bénh nhdn da duoc diéu tri va hdp thu mot luong thuoc, hodc chinh xdc
frong mdu bénh nhdn dda cé néng do thuéc ma trudce ddy van ngdn can va diét duoc ky
sinh triung so'rét d6”. Su khdng nhu vay c6 thé 1a tuong d6i (v6i liéu lugng cao hon ma vat
chu dung nap dugc van diét dugc ky sinh tring) hoac khang hoan toan (véi liéu luong t6i
da ma vat cht dung nap duoc nhung khong tac dong vao ky sinh trung).

Khang thudc sot rét ¢6 thé duoc chia 1am hai nhém:

- D¢ khéng tu nhién: Ky sinh tring da c6 tinh khang tir trude khi ti€p xdc véi thude, do
gen cua ky sinh trung bién di tu nhién, tinh khang thuoc duogc di truyén qua trung gian
nhiém sac thé. Ky sinh triing c6 thé khdng chéo nhu P falciparum khéng cloroquin ciing
¢6 thé khéng v6i amodiaquin.

- Dé khéng mac phai: Ky sinh tring nhay cam vdéi thudc, sau mot tho i gian ti€p xdc, trd
thanh khong nhay cam nita, do dot bién & nhiém sic thé, ti€p nhan gen dé khang tir bén
ngoai qua plasmid hoic transposon (gen nhay) cua ky sinh tring.

4.2. Co ché khang thuoc

Cho dén nay chua c¢6 mot giai thich hoan toan sdng to6 vé co ch€ khang thudc cua ky sinh
tring sot rét, c6 mot sO gia thuyét nhu sau:

4.2.1. Ky sinh trung khang cloroquin

- Do FPIX c6 ai luc yéu véi cloroquin, nén cloroquin khong tao duoc phic “FPIX -
cloroquin”, vi vay thudc khong hity duogc mang va diét ky sinh trung.
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-0 ching ky sinh trung khdng cloroquin “protein gin heme” (hemin -binding-protein),
tang s6 luong va i luc v6i FPIX, protein nay s& canh tranh véi cloroquin dé tao phiic véi
FPIX, 1am mat tac dung ctia cloroquin.

- P falciparum c6 thé c¢6 2 gen ma héa chat van chuyén da khang thusc MDR (multi drug
resistant) 12 Pfmdr 1 va Pfmdr 2, gen nay lam ting su van chuyén P -glycoprotein qud miic
trén mang va gay tang thai trir cloroquin. Pfmdr 1 ¢6 trong chiing ky sinh tring khang véi
mefloquin, halofantrin nhung khong tan g trong chung ky sinh trung khang cloroquin.

4.2.2. Ky sinh trung khang fansidar

Giong nhu co ché vi khuan khang bactrim.

- Ky sinh trung tang téng hop PABA, tang san xudt dihydrosynthetase.
- Giam tinh tham véi sulfonamid va pyrimethamin.

5. NGUYEN TAC PIEU TR| SOT RET

- Diéu tri sém: diéu tri cang sém cang tot, ngay sau khi céc triéu chiing bénh xuat hién
(tré em trong vong 12 gid, nguoi 16n trong vong 24 gio).

- Diéu tri ddng thuoc, du liu, du thoi gian (theo ding phac do). Phai dam bao bénh nhan
uong duoc va uéng du li€u thudc can thiét.

- Theo ddi chat ché két qua diéu tri dé c6 bién phap xu 1y kip thoi va thich hop.

CAU HOI TU LUONG GIA

1. Trinh bay chu ky cua ky sinh tring sot rét va vi tri tdc dung cua cdc thudc
chong sot rét.

2. Trinh bay tdc dung, co ché tdc dung, tdc dung khong mong mudn va dp dung
diéu tri cua Cloroquin.

3. Trinh bay tdc dung, tdc dung khong mong mudn va dp dung diéu tri cia quinin.
4. Trinh bay tdc dung, co ché'tdc dung va dp dung diéu tri cua Fansidar.

5. Trinh bay tdc dung, tdc dung khong mong mudn va dp dung diéu tri cua

Mefloquin.
6. Trinh bay tic dung, tdc dung khong mong mudn va dp dung diéu tri cua
artemisinin.

7. Trinh bay tdc dung, tic dung khong mong muodn va dp dung diéu tri cua
primaquin.

8. Trinh bay tic dung, tdc dung khong mong muén va dp dung diéu tri cua
halofantrin.

9. Phdn tich nguyén nhdn khdng thudc ciua ky sinh tring sot rét.
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Bai 19: THUOC CHONG GIUN SAN

MUC TIEU HOC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:

1. Trinh bay duoc co ché tdac dung, tic dung khong mong muon cua cdc thudc

diéu tri giun, sdn.

2. Trinh bay duoc dp dung diéu tri ciia cdc thudc diéu tri giun sdn thuo ng ding
1. DAI CUONG
La mot nuée & ving nhiét d6i, khi hau néng 4m nén Viét nam c6 ti 1& nhiém giun san kha
cao. O nudc ta, bénh do giun thuong trdm trong hon do san. Cac loai giun ¢ ti 1&€ nhiém
cao ¢ Viét nam la giun diia, giun téc, giun kim, giun méc (md) v a giun chi.
Bénh sin thudong do sén 14 va sdn day gay ra. Céc loai sdn 14 gay bénh cho nguoi 1a sin 14
gan nho, sdn 14 phéi va sdn 14 ruot. O nudc ta bénh san day bo thudng gap hon san day
lon.
Thudc chong giun sdn c6 nhiéu loai, dugc sip x€p dua theo hinh thé chung ctia ky sinh
tring. Da s6 thudc déu hiéu qua cao, it tic dung khong mong mudn va dé st dung.
2. THUOGC CHONG GIUN
2.1. Mebendazol (Fugacar, Vermox, Mebutar, Nemasole)
La din xuét benzimidazol, it tan trong nuéc va dung moéi hitu co. Khong hiit 4m, 6n dinh
& khong khi.
2.1.1. Tac dung
Thuoc ¢6 hiéu qua cao trén cdc giai doan trudng thanh va 4u tring cua giun diia, giun
kim, giun téc, giun méc, giun mo. Mebendazol con diét duoc triing cua giun diia va giun
toc. Vi lieu cao, thudc ¢ tac dung doi v6i nang san.
Co ch€ tac dung ctia mebendazol giong nhu cdc dan xuat benzimidazol khac: thudc lién
két vé6i céc tiéu quan cia ky sinh trung, tc ché su tring hop tiéu quan thanh céc vi ti€u
quan (I1a thanh phan thiét yéu cho su hoat dong binh thuong cua t€ bao ky sinh trung), do
d6 lam giam hap thu glucose, can du trit glycogen, giam ATP (nguén cung cap nang
lugng cho ky sinh trung). Cudi cung ky sinh trung bi bat dong va chét.
2.1.2. Duoc dong hoc
Thuoc it hdp thu qua 6ng tiéu hoda, sinh kha dung qua duong uoéng dudi 20%. Su hap thu
s€ tang lén khi u6ng mebendazol cling véi thic an cé chit béo. Sau khi uéng 4 gio, thuoc
dat dugc noéng do t6i da trong mau. Khoang 95% thudc gin véi protein huyét tuong.

Chuyén héa chli yéu & gan thanh cdc chét hydroxy va amino héa mat hoat tinh. Thai trir
qua phan, chi mot luong nho (5- 10%) thai qua nudc tiéu.
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2.1.3. Tdc dung khong mong muon

Thuoc dung nap tét, it tac dung phu. Doi khi gap r6i loan tiéu héa (dau bung, tiéu chay),
dau dau nhe.

Dung liéu cao dé€ diéu tri nang san, thudc c6 thé gy tic ché tuy xwong, rung téc, vié m
gan, viém than, sot va viém da tréc vay. Vi vay, khi dung liéu cao, phai theo déi déu dan
nong do transaminase trong huyét thanh, bach ciu va tiéu cau.

2.1.4. Ap dung diéu tri
2.14.1. Chidinh

Diéu tri nhiém mot hoac nhiéu loai giun nhu giun diia, giun kim, giun téc, g iun mdc,
giun mo...

Khi khong c6 albendazol, c6 thé dung mebendazol trong bénh nang sén.

2.14.2. Chong chi dinh

Khong dung mebendazol cho nhiing ngudi man cam véi thudce, phu nit ¢é thai, tré em
dudi 2 tudi, suy gan.

2.14.3. Liéuluong

Ngudi 16n va tré em trén 2 tudi dung li éu nhu nhau

- Nhiém giun diia, giun téc, giun méc, giun mo: uéng moéi 1an 100 mg, ngay 2 1an trong 3
ngay lién, hoidc c6 thé dung liéu duy nhat 500 mg.

- Nhiém giun kim: liéu duy nhat 100 mg, udng nhac lai sau 2 tuan vi giun kim rét dé bi tai
nhiém.

- Bénh nang san: uong 40 mg/ kg/ ngay, trong 1 - 6 thang

2.1.5. Tuong tdc thudéc

- Cimetidin tc ché chuyén héa mebendazol, c6 thé lam ting ndng do mebendazol trong
huyét tuong.

- Dung dong thoi v6i phenytoin hodc carbamazepin s€ lam giam nong do mebendazol
trong mau.

2.2. Albendazol (Albenza, Eskazole, Zeben, Zentel)

Albendazol 1a mot dan xuat benzimidazol carbamat, c&u triic h6a hoc ¢6 nhiéu lién quan
v61 mebendazol.

2.2.1. Tac dung

Thudc ¢6 tiac dung t6t v6i nhi€u loai giun nhu giun diia, giun kim, giun téc, giun mdc,
giun mo, giun luon, giun xodn va sdn day. Albendazol c6 tic dung trén ca giai doan
trudng thanh va giai doan &u trung cua cac loai giun san ky sinh trong ong tiéu hoa, diét
duoc tring giun diia va giun toc.
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Co ché tac dung tuong tu nhu mebendazol.
2.2.2. Duogc dong hoc

Sau khi uéng, albendazol dugc hap thu rat kém (5%). Vi chuyén héa 1an dau tai gan rat
nhanh nén khong thay albendazol hoac chi thdy & dang vét trong huyét tuong. Albendazol
sulfoxid (chat chuyén héa van con hoat tinh ctia albendazol) gan 70% vdi protein huyét
tuong, qua duoc hang rao mdu ndo va c¢6 nong do trong dich ndo tuy bang 1/3 néng do
trong huyét tuong. Thai trir phan 16n qua than, mot lugng nhd qua mat. Thoi gian ban thai
khoang 9 gio.

2.2.3. Tdc dung khong mong muon

Khi diéu tri trong thoi gian ngan (1- 3 ngay) khoang 6% bénh nhan gap mot vai tic dung
khong mong mudn nhe, thodng qua nhu: dau bung, tiéu chay, chdng mat, mét, mat ngu.

Dung liéu cao, kéo dai dé diéu tri bénh nang sin hodc bénh 4u tring san lon c6 tén
thuong nao, tdc dung c6 hai thuong gip nhiéu va nang hon; dau dau, réi loan tiéu héa
(n6n, budn non, dau bung), rung téc, ban do, ngla, giam bach cau...

2.2.4. Ap dung diéu tri

224.1. Chidinh

- Nhiém mot hoac nhiéu loai giun nhu giun diia, giun kim, giun téc, giun méc, giun mo,
giun luon.

- Diéu tri bénh nang sén va bénh au triing sdn lon ¢6 ton thuong nao.
2.24.2. Chong chi dinh

Phu nit c6 thai, tré em dudi 2 tudi, ngudi c6 bénh gan ning

2.24.3. Liéuluong

Ngudi 16n va tré em trén 2 tudi ding liéu nhu nhau. Khong can phai nhin déi hoic dung
thudc tay.

- Nhiém giun diia, giun kim, giun téc, giun mdc: uéng liéu duy nhat 400 mg. Giun kim
thudng hay bi tai nhiém, c6 thé dung nhéc lai sau 2 - 4 tuan.

- Nhiém giun luon, sdn day; moi ngay uéng 400 mg, trong 3 ngay

- Bénh nang sén: ding 4 dot, méi dot 28 ngay, moi ngay 10 - 15 mg/ kg chia lam 3 lan.
Céc dot cach nhau 14 ngay. Tuy nhién thoi gian di€u tri con tuy thuoc vao tinh trang bénh
va su dung nap ctia ngudi bénh.

- Nhiém au triing sdn lon c6 t6n thuong ndo: méi ngdy 15 mg/ kg chia 1am 3 1an, trong 28
ngay.

2.2.5. Tuong tdc thudéc
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Dexamethason, cimetidin, praziquantel lam ting nong do albendazol sulfoxid trong mau
khi dung phoi hop

3. THUOC CHONG SAN
3.1. Niclosamid (cestocid, Yomesan, tredemine, niclocide)

La dan xuat salicylanilid c6 clor, bot mau vang nhat, khong mui, khong vi, khong tan
trong nudce.

3.1.1. Tac dung

Thudc ¢6 hiéu luc cao doi vé6i san bo, san lon, san ca (Diphyllobothrium latum), san day
ruot (Hymenolepis nana) khong c6 tac dung trén au trung san lon.

Thudc ¢6 tic dung tai chd, khi ti€p xic véi thudc, dau va than sdn bi "giét" ngay vi
niclosamid tc ché€ su oxy héa. Thudc con anh hudng dén chuyén hda niang lugng cla sén
do tic ché su san sinh ra adenosin triphosphat (ATP) ¢ ty lap thé. Niclosamid ciing tic ché
su thu nhap glucose cta san. San khong bam dugc vao rudt, bi tong ra ngoai theo phan
thanh cac doan nho.

3.1.2. Duoc dong hoc

Thudéc hau nhu khong hap thu qua ong tiéu héa. Thdm vao than sédn qua ton thuong ma
niclosamid tao & vo san, san bi diét ngay tai rudt cua vat chu.

3.1.3. Tdc dung khong mong muon

Thudéc dung nap t6t, it gay tdc dung khong mong muon. C6 thé gip cc r6i loan nhe &
dudng tiéu héa nhu buén non, non, dau bung, tiéu chay. Cac triéu ching: dau dau, hoa
mat, ban d6 va ngia hi€m gap hon va c6 thé do gidi phéng céc khang nguyén tir ky sinh
tring bi phan huy.

3.1.4. Ap dung diéu tri

3.14.1. Chidinh

Niclosamid duoc ding khi bi nhiém san bo, sdn cé va san lon (nén dung praziquantel khi
bi nhiém &u trung san lon)

Dung diéu tri sdn day ruot khi khong cé praziquantel
3.14.2. Chong chi dinh

Truong hop nhiém sin bo, sdn cd, san lgn: udng li€u duy nhat vao sau bita dn siang, nén
nhai ky vién thudc.

- Nguoi 16n: 20¢g
- Tré em 11- 34 kg: 10g
- Tré em > 34 kg: 1,5¢g

-Tré em < 11 kg: 05¢g
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Truong hop nhiém sdn day ruot (Hymenolepis nana): dung trong 7 ngay lién tiép
- Nguoi 16n: méi ngay 2g uéng 1 lan.

- Tré em 11- 34 kg: ngay dau uong 1 g, 6 ngay sau moi ngay 0,5 g uong 1 lan

- Tré em > 34 kg: ngay ddu udng 1,5g, 6 ngay sau mdi ngay lg, udng 1 lan

Khi bi tdo bon, can lam sach ruot trude khi diéu tri. Sau khi ding thudc, néu muén tong
san ra nhanh hon va nguyén con, nén dung thudc tdy mudi cé tic dung manh nhu
magnesisulfat (uong 2- 4 gio sau khi dung niclosamid)

3.1.5. Tuong tdc thuéc

Ruou lam tang kha nang hap thu cta niclosamid qua 6ng tiéu héa, gay doc. Vi vay, khong
dugc dung rugu trong khi diéu tri.

3.2. Praziquantel (Biltricid, Cysticid, Dronci t, Cesol)

La din xuit isoquinolein- pyrazin téng hop, c¢6 phé tdc dung rong, thudng dugc lua chon
dé diéu tri cac bénh séan 14, san day.

3.2.1. Tac dung

Thuoc ¢6 hiéu qua cao doi vé6i giai doan trudng thanh va &u tring ctia san mang, cac loai
sén 14 (sdn 14 gan nho, sén 14 phdi, sdn 14 Tuot) va san day (sdn cd, sdn chd, sin meo, sin
bo, sén lon)

Praziquantel khong diét dugc triing sén, khong phong dugc bénh nang san.

Co ché tac dung: thudc lam tang tinh thim cua mang t€ bao san vdi ion calci, lam san co
cting va cudi cung lam liét co cua san.

Khi ti€p xtc v6i praziquantel, vo san xudt hién cdc mun nudc, sau dé v tung ra va phan
huy. Cu6i cung san bi chét va bi tong ra ngoai.

3.2.2. Duoc dong hoc

Thudc duoc hap thu nhanh khi uéng (ngay ca khi uéng trong bita an), trén 80% li€u d ung
duoc hap thu. Sau khi uéng 1- 3 gio, thudc dat nong do t6i da trong mau.

Gan véi protein huyét tuong khoang 80%. Nong do thudc trong dich ndo tuy bang 15 -
20% nong do trong huyét tuong. Thoi gian ban thai 1a 1- 1,5 gio. Thai trir chl yéu qua
nudc tiéu, dudi dang da chuyén héa (60- 80%).

3.2.3. Tdc dung khong mong muon

Cac phan ting c6 hai thuong nhe, xay ra mot vai gid sau uéng thudc va cé thé kéo dai t6i 1
ngay, hay gap: dau dau, chéng mat, chodng vang, buén non, non, dau bung, ngita, mé
day, sot nhe, dau co- khép, tang nhe enzym gan.

Cac dau hiéu s6t nhe, ngtta, phat ban doi khi di cling véi tang bach cdu ua acid c6 thé do
giai phong protein ngoai lai tir sdn chét.
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Céc phan tng c6 hai thudng gap ¢ nhitng bénh nhan nhiém san niang, muic do va tan suat
ctia phan tng ¢6 hai tang theo liéu lugng thudc dung.

3.2.4. Ap dung diéu tri

3.24.1. Chidinh

- Nhiém céc loai sdn mang gay bénh & nguoi, bénh sén 14 gan nhd, sdn 14 phdi, sén 14
rudt, sin day lon, sdn day bo.

- Bénh do 4u trung san lon (bénh gao san) & ndo
3.24.2. Chong chi dinh
- Bénh gao sdn trong mit, bénh gao sdn tuy s6ng

- Nén than trong khi dung praziquantel & ngudi bi suy gan (phai giam li€u), phu nit ¢6
thai, phu nit cho con b (ngimg cho b trong nhiing ngay diéu tri va 72 gio sau diéu tri vi
thuoc qua dugc sita me)

Khong duoc 14i xe, diéu khién mdy moc... trong khi ding thudc vi praziquantel gay chéng
mat, chodng vang.

3.24.3. Liéu luong

- Nhiém sdn mdng: liéu thudng ding cho ngudi 16n va tré em trén 4 tudi 1a 60 mg/ kg,

chia lam 3 1an, cach nhau 4 - 6 gio trong ngay.

- Nhiém sén 14 gan nhd, san 14 phéi, san 14 ruot: usng 75 mg/ kg, chia 1am 3 lan, trong 1 -
2 ngay.

- Nhiém sin day lon, sdn day bo, sdn day ché... dung liéu duy nhat 10 mg/ kg cho ca

ngudi 16n va tré em.

Dai v6i bénh 4u trung san lon & ndo: udng 50 mg/ kg/ ngay, chia lam 3 lan , trong 14 dén
15 ngay (c6 thé dén 21 ngay d6i v6i mot s6 ngudi bénh).

Praziquantel thuong uong ngay sau bita an, nuét nguyén vién thuoc, khong dugc nhai

(thudc ¢6 vi khé chiu, ¢6 thé gay bubén non)

C6 thé dung phdi hop praziquantel voi dexamethason (6 - 24 mg/ ngay) hodc prednisolon
(30- 60 mg/ ngay) dé giam tdc dung phu trén than kinh trung wong & nhitng ngudi bénh
mac 4u trang sén lon & ndo.

3.2.5. Tuong tdc thudéc

Carbamazepin, phenytoin va corticoid 1am giam déng ké néng do praziquantel trong huyét
tuong trong khi cimetidin c¢6 tic dung ngugc lai.

3.3. Metrifonat (Bilarcil)

La mot phic hop phospho hitu co, dugc dung trong diéu tri tir 1960, tic dung chu yéu véi
céc loai sdn mang gay ton thuong & bang quang.

3.3.1. Tac dung
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Thuoc ¢6 tac dung diét sdin mang gay bénh & bang quang ca giai doan trudng thanh va au
trung, khong c6 hiéu luc d6i véi tring sdn 14 do d6 triing van ton tai trong nuéc ti€u mot
vai thang sau khi san truong thanh da bi diét.

Co ché tidc dung cua thudc chua hoan toan biét 18, ¢6 thé do metrifonat ic ch€ enzym
cholinesterase, 1am liét tam thoi sdn trudng thanh. Cudi cuing san bi dy tir ddm roi mach
bang quang dén céc tiéu dong mach ctia phoi, méc lai & d6 va chét.

3.3.2. Duoc dong hoc

Thudc hap thu nhanh qua dudng tiéu hda, nong do t6i da trong mau dat dugc sau khi uoéng
1- 2 gid. Thoi gian ban thai khoang 1,5 gid. Metrifonat va dichlorvos (chat chuyén héa
con hoat tinh ctia metrifonat) dugc phan phéi vao nhiéu t6 chitc va thai trir hoan toan qua
nudc tiéu trong vong 24 - 48 gid.

3.3.3. Tdc dung khong mong muon

Metrifonat c6 thé gay ra céac triéu chitng cudng hé cholinergic nhe: buén non, non, dau
bung, tiéu chay, co that ph& quan, dau dau, hoa mat, chéng mat, va mé hoi... Cdc dau hiéu
nay c6 thé bat dau 30 phit sau khi udng thuoc va kéo dai t6i 12 gio.

3.3.4. Ap dung diéu tri
3.34.1. Chidinh

- Nhiém sdn mdng gay ton thuong & bang quang. Thudc c6 gid thanh ré nén c6 thé ap
dung rong rai cho cong dong trong chuong trinh diéu tri sin mang bang quang.

- Phong bénh cho tré em & nhiing viing c6 ty 1¢ nhiém bénh cao.
3.34.2. Chong chi dinh
Phu nit ¢6 thai khong dugc dung m etrifonat.

Sau giai doan ti€p xtc véi chat diét con trung loai phospho hitu co hoac cac thudc tc ché
cholinesterase khong nén dung metrifonat

Trong 48 gi® sau khi uong metrifonat khong dugc dung cic thudc gian co.
3.34.3. Liéuluong

MOoi 1an uéng 7,5- 10 mg/ kg, ngay 3 1an, trong 14 ngay.

3.3.5. Tuong tdc thuéc

Metrifonat hiép dong véi tac dung gidn co cta succinylcholin

3.4. Triclabendazol (Egaten)

La dan xuét benzimidazol, tén héa hoc la 6- chloro- 5- (2, 3- dichlorophenoxy)- 2-
methylthiobenzimidazol.

3.4.1. Tac dung

Triclabendazol c6 hiéu luc cao vdi san 14 gan 16n (Fasciola) va sén 14 phéi (paragonimus).
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Thudc duge dua vao danh muc thudc thiét yéu dé diéu tri san 14 gan 16n tir 1997.

Co ché tdc dung: thudc gan c6 chon loc véi céc ti€u quan cua san 14, ngin can su triing
hop tiéu quan thanh cac vi tiéu quan, 1am giam hap thu glucose va can du trit glycogen
clia san.

3.4.2. Duoc déong hoc

Thudc duge hap thu nhanh qua duong tiéu héa. Su hip thu s€ tang 1én khi uong
triclabendazol sau bita an. Thai trir chd yéu qua phan (90%), mot phan qua nudc tiéu
(10%). Thoi gian ban thai khoang 11 gio.

3.4.3. Tdc dung khong mong muon

Thudc ¢6 thé gay mot s6 tac dung khong mong mudn nhe va thodng qua: dau bung ving
ha suon phai, va mo hoi, chong mat, nhitc dau, sot nhe, ho, budn non, non, néi ma n, ngia.

3.4.4. Ap dung diéu tri

34.4.1. Chi dinh

Triclabendazol dugc chi dinh trong nhiém séan 14 gan 16n cap va man tinh.
3.4.4.2. Chong chi dinh

Phu nit c6 thai, phu nit dang cho con bd, bénh nhan qua man véi thudc; nguoi dang van
hanh mdy mdc, tau xe.

34.4.3. Liéu luong
Nguoi 16n duing liéu duy nhat 10 mg/ kg, uéng sau khi an no.
CAU HOI TU LUONG GIA

1. Trinh bay tdc dung, co ché tdc dung, tdc dung khong mong mudn va dp dung
diéu tri cua mebendazol.

2. Trinh bay tic dung, tdc dung khong mong mudén va dp dung diéu tri cuia
albendazol.

3. Trinh bay tdc dung, tdc dung khong mong mudn cua niclosamid.

4. Trinh bay tdc dung, dp dung diéu tri cua praziquantel.
Trinh bay tdc dung, tdc dung khong mong mudn va dp dung diéu tri ciia metrifonat.
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Bai 20: THUOC CHONG AMIP - TRICHOMONAS

MUC TIEU HQC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:
1. Trinh bay duoc tdc dung, co ché'tdc dung ciia cdc thudc chéng amip.

2. Trinh bay duoc tdc dung khéng mong muodn va dp dung diéu tri cua cdc thudc
chong amip.

1. THUOC CHONG AMIP

Amip ky sinh & ngudi c6 nhiéu loai, nhung chi ¢6 Entamoeba histolytica 1a loai duy nhat
thuc su gay bénh cho ngudi. Amip ¢ thé gay bénh & ruot (ly amip, viém dai trang man
tinh do amip) hoic & cdc mo khéc (4p xe gan, amip & phdi, ndo, da...)

Nguoi nhiém E. histolytica 1a do dn phai bao nang. Bao nang nhiém vao ngudi qua dudong
tieu héa bang nhiéu céch: thitc an, nuéc uéng hoic do rudi, gidn van chuyén mam bénh ...
Cac bénh do amip chu yéu la diéu tri noi khoa, néu diéu tri khong triét dé , bénh dé tro
thanh man tinh. Thé bao nang (thé kén) 1a thé bao vé va phat tdn amip nén rat nguy hiém
vi dé lan truyén bénh (bao nang dugc thai ra theo phan va ¢ thé s6ng nhiéu ngay trong
nudc). Amip & thé bao nang khi gap diéu kién thuéan loi s& chuyén s ang thé hoat dong

1.1. Thudc diét amip 6 mo

Céc thudc ndy rét ¢6 hiéu qua d6i véi cdc thé an hong cdu clia amip.

1.1.1. Emetin hydroclorid

La alcaloid cua cay Ipeca.

Vi ¢6 nhiéu doc tinh nén hién nay rat it dung

1.1.2. Dehydroemetin (Dametin, Mebadin)

La dan xuét tong hop clia emetin, ¢6 tac dung dugc ly twong tu nhung it doc hon emetin.
1.1.2.1. Tac dung

Thuoc ¢6 tac dung diét amip & trong cac mo, it ¢ tic dung trén amip & rudt.

Dehydroemetin ¢6 tic dung diét amip truc ti€p do can trd su chuyén dich phan tir ARN
thong tin doc theo ribosom nén tc ché khong phuc hdi su tong hop protein clia amip.

1.1.2.2.  Duoc dong hoc

Thuoc hip thu kém qua dudng tiéu héa. Sau khi tiém bip dehydroemetin dugc phan bo
vao nhiéu mo, tich luy & gan, phéi, lach va than.

Dehydroemetin thai trir qua nudc tiéu nhanh hon em etin nén it tich lu§ hon va do do it
doc hon emetin.
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1.1.2.3. Tdc dung khéng mong muon

Téac dung khong mong muon cua thudc ciling tuong tu nhu khi dung emetin nhung nhe va
it gap hon.

- C4c phan tng tai ché: tai viing tiém thudng bi dau, dé tao thanh 4p xe vo truing. C6 thé
gap ban kiéu eczema.

- Tac dung trén than kinh co: thudng gidp mét moi va dau co, dac biét & chan tay va co.
Céc triéu ching nay phu thuoc vao liéu ding va la dau hiéu bdo trudc doc tinh trén tim.

- Tac dung trén tim: ha huyét ap, dau ving trude tim, n hip tim nhanh va loan nhip la
nhiing biéu hién thudng gap khi bi tén thuong tim. Nhitng thay ddi trén dién tim (séng T
det hoac dao nguoc, kéo dai khoang Q - T) 1a cac dau hiéu dé€n sém hon.

- Tac dung trén hé tiéu hda: budn non, non, dau bung, tiéu chay
Con c6 thé gip cdc trieu ching: ngita, run, di cam.

1.124. Ap dung diéu tri

Chi dinh

- Ly amip nang

- Ap xe gan do amip

Chi nén dung dehydroemetin khi khong c6 cac thudc khac an toan hon hoac bi chong chi
dinh

Chong chi dinh

Phu nit c6 thai khong duge dung dehydroemeti n vi thudc doc véi thai nhi.

Hét sic than trong khi ding thuéc & bénh nhan cé bénh tim, than, than kinh co, thé trang
chung qué yéu hoac tré em. Khi dung dehydroemetin, ngudi bénh phai luon luén dugc
thay thudc theo ddi. Phai ngimg luyén tap cang thang tro ng 4- 5 tuan sau khi diéu tri.
Licu luong

- Nguoi 16n: 1 mg/ kg/ ngay, khong ding qua 60 mg/ ngay. Can giam li€u & nguoi cao
tudi va ngudi bi bénh nang (c6 thé giam t6i 50%). Dot diéu tri 4 - 6 ngay.

- Tré em: 1mg/ kg/ ngay, khong dung qua 5 ngay.

Thuoc nén ding qua dudng tiém bap sau, khong tiém tinh mach vi dé gay doc cho tim,
khong dung dudng uéng vi kich ting gay non. Cac dot di€u tri phai cdch nhau it nhat 6
tuan.

Trong diéu tri ly do amip, dung thém tetracyclin dé gidm nguy co boi nhiém. Khi diéu tri
ap xe gan do amip phai uéng thém cloroquin dong thoi hoac ngay sau d6. Sau di€u tri tat
c4 c4c bénh nhan nén u6ng thém diloxanid dé loai trir amip con séng sot & két trang, dé
phong tai phat.

1.1.3. Metronidazol (Elyzol, Flagyl, Klion, Trichazol)
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La mot dan xudt 5- nitro- imidazol, c6 pho hoat tinh rong, it tan trong nudc, khong ion
héa & pH sinh 1y, khuéch tan rit nhanh qua mang sinh hoc.

1.1.3.1. Tac dung

Metronidazol c6 hiéu qua cao trong di€u tri nhiém amip ngoai rudt (4p xe gan, amip &

ndo, phoi- ldch) va amip & thanh ruot. Thudc c6 tac dung diét amip thé hoat dong nhung it
anh huong dén thé kén.

Thudc con duoc dung dé€ diéu tri trichomonas dudng niéu - sinh duc, bénh do Giardia
lamblia va cac vi khuén ky khi bat buoc.

Co ché tac dung: trong cac vi khuéan ky khi va dong vat nguyén sinh (don bao), nhém 5-
nitro cua thudc bi khir thanh céc chat trung gian doc véi té€ bao. Cac chat nay lién két véi

célu triic xoan cta phan tir DNA, 1am v cédc sgi DNA va cudi cling 1am t€ bao chét.

Qua trinh khlt nhém 5- nitro cta thudc ¢6 su tham gia "tich cuc" cua ferredoxin- mot
protein xiic tdc c6 nhiéu trong cdc vi khuidn va don bao nhay cam véi thudc. Mot so
nghién ctu cho thdy, cac ching khang metronidazol ¢6 chia it ferredoxin.

1.1.3.2. Duoc dong hoc

Metronidazol hap thu nhanh va hoan toan qua 6ng tiéu héa. Sau khi uéng 1- 3 gio, thudc
dat n6éng do t6i da trong mdu (6- 40 pg/ mL). Metronidazol gén rat it vao protein huyét
tuong (10- 20%) va c6 thé tich phan phéi 16n (Vd = 0,6- 0,8 1it/ kg) nén thuoc khuéch tan
tot vao cdc mo va dich co thé, c6 ndng do cao tro ng nuée bot, dich ndo tuy, sita me...

Thoi gian bén thai 1a 7,5 gio. Trén 90% liéu uéng dugc thai trir qua than trong 24 gid, chu
yéu la céc chit chuyén héa hydroxy (30- 40%) va dang acid (10- 22%). 10%
metronidazol thai nguyén ven qua nudc ti€u, 14% qua pha n.

1.1.3.3. Tdc dung khong mong mudn

Phén ting c6 hai thudng phu thuodc vao li€u dung. Véi li€u diéu tri don bao, céc tic dung
khong mong muén cta thudc thuong nhe, ¢6 phuc hoi va gap & 4 - 5% bénh nhan dugc
diéu tri.

Hay gap céc r6i loan & dudng tiéu héa: budn non, ¢ han an, kho miéng, ludi ¢6 vi kim loai,
dau vung thugng vi va cac triéu chiing trén hé than kinh trung wong: dau dau, chéng mat,
budn ngu.

C6 thé gap tieu chay, viem miéng, phong rop da, phdt ban, ngita, di cam.

Khi dung liéu cao, kéo dai, thudc c6 thé gay c on dong kinh, réi loan tam than, viém da
day than kinh ngoai bién, viém tuy.

Nudc tiéu ¢6 mau nau xam do chat chuyén héa cua thude
1.1.34. Ap dung diéu tri
Chi dinh

- Ly amip cap & ruot
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- Ap xe gan do amip, amip trong cdc mo
- Nhiém trichomonas vaginalis : can diéu tri cho ca vg va chong.
- Bénh do Giardia Lamblia

- Nhiém khuédn ky khi; viéem mang trong tim, nhiém khudn toan than, d4p xe ndo, viém
mang nao c¢6 mu, viém loét loi cdp, viém quanh than rang...

Chong chi dinh

Khong nén dung Metronidazol cho phu nit cé thai (dac biét trong 3 thang dau), phu nit
cho con bd, nguoi c6 tién sit qua man véi thudc.

Can than trong khi dung thudc & bénh nhan c6 tién st 16i loan thé tang mau, bénh & hé

thong than kinh trung vong. Phai giam liéu & nguoi bi suy gan nang.

Licu luong

Metronidazol c6 thé uéng du6i dang vién nén (250 mg, 500 mg) hoiac dung dich treo

metronidazol benzoat. Trudng hop bénh nhan khong uéng duoc, c6 thé truyén tinh mach

(dung dich 5 mg/ mL), t6¢ do truyén 5 mL/ phuit.

- Diéu tri ly a mip cap: c6 thé dung don doc hodc tot hon nén phdi hop véi iodoquinol
hoac vé6i diloxanid furoat. Licu thudong dung cho nguoi 16n 1a 750 mg, ngay uéng 3 lan

trong 5- 10 ngay, uéng sau bita an.

- Ap xe gan do amip: ngudi 16n uéng 500 - 750 mg/ 14n, ngay 3 1dn trong 5- 10 ngay.

Dai v6i tré em li€u thuong dung 1a 30- 40 mg/ kg/ 24 gid, chia lam 3 14n, uéng lién 5 - 10
ngay.

- Bénh do Giardia:

. Nguoi 16n: uéng 250 mg, ngay 3 lan, trong 5 - 7 ngay hoac uéng 1 1an 2g/ ngay, trong 3
ngay.

. Tré em: uong 15 mg/ kg/ ngay, chia lam 3 lan, trong 5- 10 ngay.

Tinidazol (Fasigyne): vién nén 500 mg. La dan xudt thé cua imidazol (C ¢H;;N;0,). Tac
dung va co ché tdc dung tuong tu metronidazol, chi khac nhau vé dugc dong hoc: hap thu

nhanh va hoan toan qua duong tiéu hoa, nong do t6i da trong mau dat dugc sau 2gi0, t/2 =
12- 14 gio, gan vao protein huyét tuong 8 - 12%, thdm vao moi mo, thai trir chi yéu qua
than, phan nhé qua phan (ty 1€ 5: 1).

Liéu lugng: liéu duy nhét 2g. Hodc diéu tri cdc nhiém khudn ky khi dang ngay dau 2g;

ngay sau 1g (hoac 500 mg x 2 lan) trong 5- 6 ngay.

1.1.3.5. Tuong tdc thudc

Metronidazol 1am ting tac dung chong dong mdu cua cac thudc khang vitamin K, c6 thé
gay chay mau néu dung dong thoi metronidazol véi warfarin.
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Phenobarbital vA cdc thudc giay cdm tGng microsom gan lam ting chuyén hoa
metronidazol nén metronidazol thai trir nhanh hon.

Metronidazol ¢6 tac dung kiéu disulfiram (cai ruou)vi vay, khong nén udng rugu trong
thoi gian dung thudc dé tranh tdc dung doc trén than kinh: dau dau, budén non, non, chéng
mat, roi loan tam than, 1d 1an...

1.2. Thuéc diét amip trong long ruot (diét amip do ti€p xuc)

Thudc tap trung & trong 1dong rudt va c6 tdc dung véi thé minuta (song hoai sinh trong
1dong rudt) va bao nang (thé kén).

1.2.1. Diloxanid (Furamid)

Diloxanid Furoat 1a dan xuat dicloro acetamid c6 tac dun g chu yéu vé6i amip trong long
ruot.

1.2.1.1. Tac dung

Thudc ¢6 tdc dung diét truc tiép amip trong long rudt nén duoc dung dé diéu tri cic bénh
amip & ruot.
Diloxanid c¢6 hiéu luc cao d6i véi bao nang amip. Khong c¢6 tac dung d6i véi amip & trong
céc to chuc.

Co ché tic dung cta thudc chua dugc sang to. Diloxanid cé cfu tric gan giong
cloramphenicol (déu l1a dan xuat dicloro acetamid) nén thudc c6 thé tc ché su tong hop
protein ctia vi sinh vat.

1.2.1.2. Duoc dong hoc

Nhiing nghién ctu trén dong vat cho thay diloxanid hap thu rdt cham nén néng do thudc &
trong rudt kha cao. Tai rudt thuoc (Diloxanid furoat) bi thuy phan thanh diloxanid va acid
furoic. Luong thuéc da hdp thu dugc thai trr trén 50% qua than dudi dang glucuronid
trong 6 gid dau tién. Dudi 10% li€u dung thai trir qua ph an.

1.2.1.3. Tdc dung khéng mong muon

Thuoc dung nap t6t ngay ca khi dung liéu cao. Diloxanid it gy cdc phan tng c6 hai
nghiém trong.

Hay gap cac roi loan trén duong tiéu hoéa: chudng bung (87%), chan an (3%), non (6%),
tiéu chay (2%), co cing bung (2%).

It gap cdc triéu ching trén hé than kinh trung uong: nhtc ddu, ngt lim, chéng mat, hoa
mat, nhin doi, di cam...

12.14. Ap dung diéu tri
Chi dinh

Diloxanid dugc lua chon dé diéu tri amip thé bao nang (khong c6 triéu chitng 1am sang &
nhitng vung khong c6 dich bénh luu hanh).
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Thudc con dugc phoi hop véi metronidazol dé diét amip thé hoat dong & trong 1dong ruot.
Chong chi dinh
Khong nén ding thudc cho phu nit ¢6 thai (3 thang dau) va tré em duéi 2 tudi.

Licu luong
Diloxanid chi ding theo duong uong

- Diéu tri cho ngudi bénh man g kén amip khong triéu ching:

. Nguoi 16n: méi 1an uéng 500 mg, ngay uéng 3 14an trong 10 ngay. Néu cén, diéu tri c6
thé kéo dai dén 20 ngay.

. Tré em: 20 mg/ kg/ ngay, chia lam 3 lan, uong lién 10 ngay.

- Diéu tri ly amip cép: cin diéu tri biang metronidaz ol trudc, sau dé ti€p theo bang
diloxanid furoat li¢u nhu trén.

1.2.2. Iodoquinol (Yodoxin, Moebequin)
1.22.1. Tac dung

Iodoquinol (diiodohydroxyquin) 1a mot dan xuat halogen cta hydroxyquinolein cé tic
dung diét amip & trong long rudt nhung khong anh hudng dé€n amip & th anh ruot va trong
céc to chuc.

Co ché tac dung cua thudc chua dugc 16 rang.
1.2.2.2.  Duoc dong hoc

Thudc hdp thu rat kém qua duong tiéu héa (90% thudc khong duoc hap thu). Phan thudc
vao duoc vong tudn hoan c6 thoi gian ban thai khoang 11 - 14 gid va thai trlir qua nu e tiéu
dudi dang glucuronid.

1.2.2.3. Tdc dung khéng mong muon

Khi dung liéu cao va kéo dai, iodoquinol c6 thé gay nhitng phan ting c6 hai trén hé than
kinh trung uong. Thudc dé gay phan tng c6 hai & tré em hon & nguoi 16n.

V6i liéu diéu tri, iodoquinol c6 thé gay m ot s6 tdc dung khong mong mudn nhe va thoang
qua nhu: budn non, non, tiéu chay (thudng hét sau vai ngay), chan an, viém da day, khé
chiu viing bung, dau dau, ban do, ngia...

1224. Ap dung diéu tri

Chi dinh

Phoi hop dé diéu tri cdc trudng hop nhiém amip & rudt (t hé nhe va trung binh)
Chong chi dinh

Khong nén dung thuéc cho nhiing ngudi ¢6 bénh tuyén giap, di tng véi iod, phu nit ¢6
thai, tré em dudi 2 tudi.

Liéu luong
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Uodng 650 mg/ 1an, ngay 3 1an, trong 10 - 20 ngay. Nén udng thudc sau bita an.
2. THUOC DIET TRICHOMONAS
Trichomonas ky sinh & nguoi cé 3 loai:

Trichomonas hominis (Trichomonas intestinalis)

Trichomonas bucalis (Trichomonas tenax)

Trichomonas vaginalis

Trichomonas vaginalis ky sinh cht yéu & &m dao, trong nudc ti€t am dao, & cac nép nhan
ctia da & bo phan sinh duc ngudi. Khi ky sinh & am dao, Trichomonas chuyén pH tir acid
sang base, nén tao diéu kién cho vi khuédn trong am dao sinh san, gay viém am dao cip va
man tinh.

Thuoc diét T.vaginalis gom cé cdc dan xudt clia 5 - nitroimidazol nhu metronidazol
(Flagyl), tinidazol (Fasigyn), ornidazol (Tibéral, Secnidazol, Flagentyl), nimorazol... (xin
xem bai khdng sinh)

Trong diéu tri bénh do Trichomonas cAn dam bao cdc nguyén tic sau:

- Vé sinh bo phan sinh duc thuong xuyén la rit can thiét vi tang cudng vé sinh s€ giam
muc do viém nhiém cua bd phan sinh duc

- Diéu tri cho ca vg va chong (vi day 1a mot bénh lay truyén tir vo sang chdng va ngugc
lai)

- Trong thoi gian dang diéu tri khong duoc giao hop dé bénh khoi truyén tir vg sang chong
hoac nguoc lai.

- Phai phoi hop diét Trichomonas vé6i diét vi khudn va ndim men (Candida albicans) vi

thudc khong diét truc khuin D Oderlein (1a vat cha binh thudng va can cia Am dao), khong
tic dong vGi candida albicans. Vi vay, nén dung kém acid boric trong di€u tri
Trichomonas dé chong su phat trién clia nAm men va phdi hop vé6i khang sinh diét vi
khuan.

Liéu luong: uéng 1 liéu duy nhat 2 g hoac ding 7 ngay, méi ngay 3 1an, méi lan 250
mg.

CAU HOI TU LUONG GIA

1. Trinh bay tic dung, co ché tdc dung, tdc dung khong mong mudn cua
dehydroemetin.

2. Trinh bay dp dung diéu tri cua dehydroemetin.

3. Trinh bay tdc dung, co ché tic dung, tdic dung khong mong mudn ciia
metronidazol.

4. Trinh bay chi dinh, chéng chi dinh va cdch diung metronidazol.
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5. Trinh bay tdc dung, tdc dung khong mong mudén va dp dung diéu tri cua
diloxanid.
Trinh bay tdc dung, tdc dung khong mong mudn va dp dung diéu tri cua iodoquinol .
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Bai 21: THUOC SAT KHUAN - THUOC TAY UE
MUC TIEU HOC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:

1. Phat biéu duoc dinh nghia thuoc sdt khudn, chdt tdy ué. Tiéu chudn ciia mot thuoc
sat khudn ly tuong.

2. Trinh bay duoc co chétdc dung ciia cdc thuoc sd t khudn thong thuong
3. Néu duoc tdc dung, tdc dung ngoai y (hodc doc tinh) va dp dung trén ldm sang cuia
cdc thuoc sdt khudn thong thuong
1. DAl CUONG
1.1. Pinh nghia

- Thuéc sat khudn, thudc khir tring (antiseptics) 1a thudc ¢6 tdc dung tc ché su phét trién
ctia vi khuén c4 in vitro va in vivo khi boi trén bé mat cia mo song (living tissue) trong
nhiing di€u kién thich hop.

- Thuoc tdy ué, chat tay ué (disinfectants) 1a thudc c6 tdc dung diét khudn trén dung cu,
do6 dac, moi truong.

1.2. Pac diém

- Khac véi khang sinh hoac cac héa tri liéu dung dudng toan than, cac thudc nay it hoac
khong c6 doc tinh dac hiéu.

- Tdc dung khang khuin phu thudc nhiéu vao ndng do, nhiét do va thoi gian ti€p xic:
néng do rat thap cé thé kich thich su phét trién clia vi khudn, néng do c ao hon c6 thé tc
ché va néng do rat cao c6 thé diét khuan.

- Dé lam vo khuén, c6 thé dung cdc phuong phdp khac:

+ Nhiét do

+ Dung dich khong chiu nhiét, ¢ thé loc qua mang ¢6 16 d = 0,22 micron, hodc chiéu
tia cuc tim c6 budc séng 254nm véi liéu khoang 20 0.000 microwatt-sec/cm?, hodc chiéu
tia O, hoac “tiét trung” lanh (cho qua khi ethylen oxyd hoac ngam trong dung dich
glutaraldelhyd, ruou formaldehyd)

1.3. Cac thudéc sat khuén ly tuong can dat duoc cac tiéu chuan sau
- Tac dung & nong do lodang
- Khong doc véi mo hoac lam hong dung cu
~ On dinh

- Khong 1am mat mau hoac khong nhu¢m mau
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- Khong mui
- Tac dung nhanh ngay ca khi c6 mat protein la, dich di viém
-Ré
Hién chua c6 chat nao dat duoc!
1.4. Phan loai theo co ché tac dung
- Oxy héa: H,0,, phtic hop c6 clo, KMnO,
- Alkyl hoa: Ethylenoxyd, Formaldehyd, Glutaraldehyd
- Lam bién chat protein: con, phitc hgp phenol, iod, kim loai nang
- Chat dién hoat: cac phitc hop amino bac 4
- Ton hoa cation: chiat nhuém
- Chat gay t6n thuong mang: clorhexidin
1.5. Nguyén tic dung thuoc sat khuan
1.5.1. O da lanh
- Rira sach chat nhon
- Boi thudc st khudn
1.5.2. Trén vét thuong
- Do pH & chd cin boi. Xéc dinh vi khudn (néu cin)
- Lam sach vét thuong
- Rira bang nuée diét khuin
- Boi thudc tuy theo pH vét thuong
2. CAC THUGC SAT KHUAN THONG THUGNG
2.1. Con

Thuong ding con ethylic (C,H;OH) va isopropyl (isopropanol) [CH;CH(OH)CH;] 60 -
70%. Téac dung giam khi do con <60% va >90%.

Co ché: gay bién chat protein
T4c dung: diét khudn, ndAm bénh, siéu vi. Khong tac dung trén bao tir.

Diing riéng hodc phéi hop véi tic nhan diét khudn khac. O néng do thdp con c6 thé duoc
st dung nhu céc co chat cho mot sd vi khudn, nhung & ndng do cao cdc phan tng khir
hydro s€ bi tc ché.

2.2. Nhom halogen
2.2.1. Iod
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- Co ché: Tod 1am két tua protein va oxy hda cic enzim chu yéu theo nhi€u co ché: phan
ting vGi cac nhom NH, SH, phenol, cic carbon cuia cac acid béo khong bao hoa, lam ngan
can tao mang vi khuan.

- Tod ¢6 tdc dung diét khuén nhanh trén nhiéu vi khudn, virus va ndm bénh. Dung dich 1:
20.000 ¢6 tdc dung diét khudn trong 1 phut, diét bao tir trong 15 phiit va tuong d6i it doc
v6i mo.
- Ché pham va céch dung:

Iod dugc dung nhu thudc sat khudn va tdy ué.

+ Con iod: ¢6 iod 2% + kali iodid 2,4% (dé 1am iod dé tan) + con 44 -50%. Nhuoc diém
1a hoi kich tng da, s6t va nhuém mau da.

+ Povidon - iod, 1a “chat dan iod” (iodophore), ché tao bang cédch tao phic iod véi
polyvinyl pyrolidon. Tod s& dugc giai phéng tir tir. Hién dugc dung nhi€u vi vitng bén hon
con iod & nhiét do moi trudong, it kich tng mo, it an mon ki m loai. Tuy nhién gia thanh
dat. Vé6i vét thuong md, do doc v6i nguyén bao soi (fibroblast) nén c6 thé 1am cham lanh.

Ché pham:

- Betadin
- Povidin
2.2.2.Clo

- Tac dung va co ché: clo nguyén t6 phan tng véi nudc tao thanh acid hypocloro (HOCI).
Co ché diét khudn con chua rd.

+ C6 thé HOCI giai phéng oxy mdi sinh ra dé oxy hoéa céc thanh phan cht yéu cua
nguyén sinh chat:

,HOCl = H,0 + Cl, + 0T
+ Hoac, CI két hop véi protein clia mang t€ bao dé tao thanh phiic hgp N - Clo 1am gi4n
doan chuyén héa mang t& bao.
+ Hoac, oxy héa nhém - yH cua mot s6 enzym lam bat hoat khong hoi phuc.

Tac dung & pH trung tinh hoac acid nhe (t6i uu 1a 5) & nong do 0,25 ppm (phan triéu) Clo
c6 tac dung diét khuédn trén nhiéu chang, trir vi khuédn lao c6 sic dé khang 500 1an manh
hon.

Clo khong con duge diing nhu mot thude sat khudn vi ¢6 tac dung kich tng va bi mat hoat
tinh bdi cac chat hitu co do chiing dé két hgp véi cac chat hitu co. Tuy nhién, né con duoc
dung nhiéu lam thudc tdy ué€ va khir tring nuée vi ré.
- C4c ché pham:

. Cloramin: 1a cdc dan xudt Cl — N cta sulfonamid, dan xuét guanidin, phic hop N di
vong, chita 25 - 29% Clo. Tac dung kéo dai, it kich ing mo, nhung yéu.
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Thuong dung Cloramin T (Na-p-toluen sulfon cloramid), dung dich 1-2% dé rita vét
thuong.

. Halazon (acid p-dicloro sulfamidobenzoic): vién 4mg du sat khudn cho 1 lit nuéc,
uong dugc sau 30 phiit.

3. CAC CHAT OXY HOA

Thuong dung peroxyd hydro (H,0,, nuéc oxy gia), thuoc tim (KMnO,). Do c6 tac dung
oxy héa, tao goc tu do, nén cdc thudc nay lam ton hai mang vi khuan, ADN va mot s
thanh phan cht yéu khac cta t€ bao.

Nué6c oxy gia 3- 6% c6 tac dung diét khudn va virus, ndng do cao hon (10 - 25%) diét
duoc bao tr. Khi tiép xic véi mo sé giai phong oxy phan tir. Khong thdm vao mo nén chi
ding dé stic miéng va rira cac vét thuong, ¢ 4c bo phan gia. Catalase 1am bat hoat thudc.

Nuéc oxy gid doc v6i nguyén bao sgi nén cé thé 1am cham lién seo vét thuong. Khong
duoc dung H,0, duéi dp luc dé rira cdc vét thuong sau c6 rach nat vi c6 thé tao hoi & duéi
da.

- Thudc tim: véi ndng do 1:10.000, c¢6 tac dung diét nhiéu loai vi khudn trong 1 gid. Nong
do cao hon dé kich tng da. Thuong dung rira cac vét thuong ngoai da c6 ri nudc.

4. CAC KIM LOAI NANG
Moi kim loai ning déu c6 tac dung diét khuan. Thudong dung 1a Hg, Ag.
4.1. Thuy ngan

- Tac dung va co ché: ion Hg** lam két tlia protein va tc ché€ cac enzym mang goc SH. Vi
vay cdc vi khuén bi tic ché boi Hg, ¢ thé hoat dong trd lai khi tiép xtc véi cac phic hop
c6 nhém SH. Thuy ngan hitu co ¢6 tac dung kim khudn va yéu hon cén, kém doc hon Hg
vO cO.

- Ché pham: Thudc do (mercurochrom) dung dich 2%, chi diing boi ngoai da.
Khong nén boi dién rong & ving da mat da.
Khong dugc uong, c6 thé gay doc cho ong than.
Dung than trong & tré so sinh.

4.2. Bac

- Tac dung va co ché: Bac ion két tha protein va ngin can cdc hoat dong chuyén héa co
ban cua t€ bao vi khuan. Cac dung dich mudi bac vo co cé tac dung sat khuan.

- C4c ché pham:

. Bac nitrat dung dich 1% dung nho mait cho tré méi dé, chong duoc bénh lau cau gay
viem mat. Hién dang thay th€ bang pomat khang sinh.
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. Bac - Sulfadiazin 1% dudi dang kem boi chita bong, lam giai phdng tir tir ca bac va
sulfadiazin, c6 tac dung diét khudn t6t va lam gidm dau. Boi dién rong va kéo dai, doi khi
c6 thé gay giam bach cAu.

. Céc ch€ pham bac dudi dang keo (collargol, protargol, arg yrol) c6 tac dung kim khuin
tot, it gay thuong tén cho mo. Ché pham chita 20% bac dung st khuin niém mac. Thudc
bi huy bdi 4nh sdng nén phai dé trong lo mau.

Moi ché pham bac dung lau gay chiing nhiém bac (argyrism).
5. XA PHONG

Xa phong la chét dién hoat 1oai anion, thuong la cic mudi Na hoac K cua mot s6 acid
béo. Vi NaOH va KOH la cac base manh trong khi phan 16n acid béo lai la cac acid yéu,
vi vay cdc xa phong khi tan trong nuéc déu la cac base manh (pH 8.0 - 10.0), dé kich tng
da (pH cua da =5,5 - 6,5). Mot s6 xa phong dugc san xuat véi pH = 7.

Cac xa phong loai bo trén bé mat da cdc chat ban, cdc chat xuat tiét, biéu mo troc vay va
moi vi khuin chia trong d6. D€ 1am ting tac dung sit khudn ciia xa phong, mot s6 chat
diét khuan da dugc cho thém vao nhu hexaclorophan, phenol, carbanilid, 12 nhitng chat s&
trinh bay & dudi.

6. CAC HOP CHAT CHUA PHENOL

Phenol duoc Lister dung dau tién tir nam 1867 dé tiét khuin. Do lam bién chat protein va
kich ing da nén doc, chi dung dé tdy u€. Ngay nay dung c4c chat thay t hé.

6.1. Hexaclorophen
LA chat kim khu4n manh.

Xa phong va chat tay ué€ chita 3% hexaclorophen c6 tic dung kim khu4n manh va lau bén
vi giit lai & 16p sing clia da. Nhung dung nhiéu Ian ¢6 thé bi nhiém doc, nhat 1a & tré nho.

6.2. Carbanilid va Salicylanilid
Hién dung thay thé hexaclorophen trong “xa phong sat khuin”.

Dung thudng xuyén xa phong nay c¢6 thé lam giam mii ctiia co thé do ngan ngira dugc su
phan huy ctia vi khuén véi cdc chat hitu co cho trong mo hoi.

Céc loai xa phong nay c6 thé gay di ting hoic min cam véi dnh sang.
6.3. Clohexidin

La dan xuat clia biguanid, c6 tdc dung lam pha vé mang bao tuong cua vi khudn, dic biét
1a ching gram (+). Dung trong “xa phong sat khuin”, nuéc stic miéng. Dung dich 4%
dung rira vét thuong. Thudc ¢ thé duoc giit lai lau & da n én tic dung kim khuén kéo dai.
Tuy nhién it doc v6i nguoi vi khong kich tng va khong hap thu qua da va niém mac lanh.

CAU HOI TU LUONG GIA
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Phat biéu dinh nghia vé thuoc khdang sinh, thuoc sdat khudn va thuoc tdy ué’

2. Ké cd tiéu chudn cua mot thuoc sdat khudn 1y tudng va nguyén tdc diung thuoc sdt
khudn

3. Trinh bay co ché tdc dung va phdn tich uu nhuoc diém ciia cdc thuoc sdt khudn:
con, iod, clo.
Trinh bay co ché’tac dung, dp dung va phdn tich vu nhuoc diém cia H ,0,, KMnO,, Ag,
xa phong.
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Bai 22: THUOC TRO TIM

MUC TIEU HQC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:

1. Néu duoc moi lién quan giita cdu triic héa hoc va duoc dong hoc ciia thudc loai
glycosid

2. Phdn tich duoc co ché'tdc dung va doc tinh cua digitalis
3. Phdn biét duoc chi dinh va chong chi dinh cua digitalis va strophantus

4. Trinh bay duogc co ché'tdc dung va dp dung diéu tri ctia hai nhém thudc tro tim do
lam tang AMPv

Thuoc trg tim 1a nhitng thuéc c6 tac dung lam tang luc co bdp cua co tim, dung trong cac
truong hop suy tim. Cac thudc dugc chia lam 2 nhom:

- Thudc loai glycosid dugc chi dinh trong suy tim man.

- Thu6c khong phai glycosid dung trong suy tim cap tinh.

1. THUOGC LOAI GLYCOSID ( GLYCOSID TRGQ TIM): DIGITALIS

Céc thuoc loai nay déu c6 3 dic diém chung:

- T4t ca déu c6 ngudn géc td thiic vEt: ¢_c lopi Digitalis, Strophantus...

- CEu troc ho, hac gCn giéng nhau: ®u c& nhon steroid néi vii vRng lacton kh«ng b-o
hRa & C,,, gai lu aglycon hokc genin, ci t_c dong chéng suy tim. Vb trf C; néi vii mét
hofc nhiOu phon to ®-éng(ose), kh«ng ci t,c dong d-Tc Iy nh-ng Inh h-éng ®n d-Tc
®éng héac ciia thuéc.

- HiOn chf cRn digoxin vy digitoxin ®-Tc ding & 16m sung. Digitoxin kh,c digoxin Iy
kh«ng c& OH & C,, v« thO Yt tan trong n-ic h-n.

- C_c thuéc t_c dbng tran tim theo cTng mét c- ch.

Tow [

OH

Digoxin
1.1. Duoc dong hoc
1.1.1. Hdp thu



DUQC LY HOC 2007 - PAI HOC Y HA NOI
SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA

Glycosid kh«ng ion ho_, ®-Tc khuOch t_n tho ®eng qua eng ti®u haa (d* dyy, t, trung,
ruét non): thuec cung tan trong lipid, cung d0 khuOch t,n. C,c nham —OH cfia genin I
nh+ng cuc -a n-ic, Ium hn chO ®¢ tan trong lipid cfa thuéc:

- Digitoxin chi c& mét nhdm —OH tu do & C,,, n®n d0 tan trong lipid, ®-Tc hEp thu hopn
toun khi uéng.

- Uabain ca 5 nham OH tu do, kh«ng hEp thu qua ®@-éng tiu ho_, n2n phYi ti#m tinh
mxch. HiOn kh«ng cn ®-Tc d1ng n+a.

- Digoxin c& 2 nhdm —OH tu do, hEp thu qua ®-éng ti2u haa tét h-n uabain, nh-ng
kh«ng houn topn nh- digitoxin.

1.1.2. Phdn phoi

Thuec cpung d0 tan trong lipid, cung d0 g¥%n vuo protein huy0t t--ng, song kh«ng v+ng
bOn vy dO dung ®-Tc gifi phéng ra dtng tu do.

Glycosid g¥n vuo nhiOu t& chgc, ®kc bilt Iu tim, gan, phai, thEn, vx nh+ng c- quan npy
®-Tc t-1i m_u nhiOu; vii c- tim, thuéc g¥%n v+ng bOn theo kilu lian kOt céng ho, trb. Kali -
m, u cao, glycosid t g%n vpo tim vy ng-Tc 12i khi kali- m_u gifm, glycosid g¥%n nhiOu vyo
tim, d0 g@y ®éc. Digitalis c& th0 qua ®-Tc hung rpo rau thai.

1.1.3. Chuyén hod

Digitoxin chuy0n ho, houn toun € gan, digoxin 5%, cBn uabain kh«ng chuyOn ho..
Nh+ng phfn gng chuyOn ho, quan trang ciia digitoxin vy digoxin Iy:

- Thu( phOn, mEt dCn phCn ®-éng, ®0 cuéi cTng cho gennin
- Hydroxyl ho, genin & vb tr{ 5-6 b&i micr«s«m gan

- Epime ho,: chuyOn -OH & vb tr{ 3 t6 b2ta sang alpha

- Li®n hTp vii c,c acid glucuronic vy sulfuric.

1.1.4. Thdi tri

Digitoxin vy digoxin thfi trd qua thEn vy qua gan, € nh=ng n-i ®3, met phCn thuec ®-Tc
t,i hEp thu, n®n lum t”ng tich loy trong ¢~ thO. Uabain kh«ng b chuyOn ho,, thfi tr6 qua
then d-Ti dng cRn hot tinh.

Bang 22.1: So sanh chuyén héa cua ba glycosid

Digitoxin Digoxin Uabain
Nguan géec D.purpurea D.laineuse Strophanthus
| S& OH a%n vuo sterol |1 | 2 |5 |
| Tan trona mi | +++ | + | 0 |
| HEp thu qua tidu haa | 100:100 | 80:100 |0 |
| G¥in vuo protein huyOt t--na | 90:100 | 50:100 |0 |
Théi gian cd t.c dong sau | 2h (kh«ng ding) | 20 phot 5 phét

t/m _
| Phen hud & gan | +44+ | + |0 |
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Digitoxin Digoxin Uabain
ThYi trd ChEm Nhanh REt nhanh
| T0 10 mEt hot tinh trona nauy | 7:100 18-20:100 40:100

Théi gian t ¢ dong 2-3 nguy 12-24 qgié 12 qgié
Théi gian b_n thii 110 gié 33 qié 6 qié
L-u I%i trong c- thO 2-4 tuCn 1 tuCn 1-2 nguy
Trxnh byy - Dung drich r-Tu | Vi#n 0,25mg | Ong 0,25mg

1:1000 _tm

Iml = 50 giat = | Ong 0,5mg-t/m

1mg

viln  0,lmg =

5giéat

1.2. Tac dung cua digitalis
1.2.1. Tdac dung trén tim

80y lu t,c dong chi yOu: digitalis Ipym tom thu ng¥%n vi mnh, tém tr--ng dyi ra, nhbp tim
chEm I1%i. Nhé @4, tim ®-Tc nghf nhiOu h-n, m_u t6 nhl vjo thEt & théi ki tom tr--ng ®-Tc
nhiOu h-n, cung I-Tng tim t"'ng vi nhu cGu oxy gifm. Do ®& bOnh nhén @i kha thé v
nhbp h« hEp tré 12i bxnh th-&ng. Digitalis cRn Iym gifm dEn truyOn néi ti vu t'ng tinh trT
cfia ¢ tim n2n nOu tim b lo*n nhbp, thuéc c& thO lum @u nhbp tré 13i.

Co ché'tac dung:

C.c glycosid trT tim ®0u gc ch0 c,c ATPase mung, Iy enzym cung cEp n"'ng I-Tng cho
“b-m Na*— K*” cfia mai t0 bpo. “B-m” npy ¢ vai trR quan tréng trong khé ciic mpng t0
buo, do @y 3 ion Na* ra ®0 trao ®i vii 2 ion K* vpo trong t0 bpo. T, c déng cfia glycosid
phd thuéc vyo tinh nhly cm cfia ATPase cfia tdng m«. Trén ng-&i, c- tim nhy cfm nhkt,
v VEy: vii liOu ®iOu trb, glycosid ca t_c dong tr-ic hOt Iy tran tim.

Khi ATPase bb gc ch0, ndng ® Na* trong t0 bpo t'ng sI fnh h-éng ®0n mét h0 théng
kh_c, hO théng trao ®&i Na* - Ca*™. Bxnh th-éng, h0 théng npy sau mgi hidu th0 hot ®éng
sI ®Ey 1 ion Ca** v nhEp 4 ion Na* vyo t0 bpo. D-Ti t,c dong cfia glycosid, ndng ®é Na *

trong t0 bpo sT t'ng cfn tré su trao @i npy v lum nang 96 Ca*t trong t0 byo t” ng cao, gly
t ng luc co bap cfia c- tim, vx jon Ca** ca vai trR ho't hda myosin — ATPase ®0 cung cEp
n""ng I-Tng cho su co ¢- (c,c sTi actin tr-Tt tr2n sTi myosin). (Hxnh 22.1)
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Hinh 22.1. Tac dung cua digitalis trén cac luong ion
(-) tic ché

Sau c- tim ATPase cfia ¢ c t0 bpo nhEn cfm _p Iic cfia cung ®ng mch chii Vi xoang
®eng mch cfnh cong rEt nhiy cfm vii glycosid. Khi ATPase b gc ch0, t¢n sé phang
“xung t.c gl‘l]m .p” h-ing tom t"ng, kich thich trung tom pha giao cfm vy lum gifm
tr--ng I giao cfm sT Ium tim ®p chEm 1% vy lpm gifm dEn truyOn nhi - thEt,

1.2.2. Cac tac dung khac
- Tran thEn: digitalis Ium t"ng thYi n-ic vy muéi n2n lum gifm ph do suy tim.

C- ch0 cfia t,c dong npy Ip: mét mét, digitalis lum t"ng cung I-Tng tim, n®n n-fc qua cCu
then cong t"'ng; mét kh, c, thuec ac chO ATPase é myng tO bpo éng then Ium gifm t,i hkp
thu natri vy n-ic.

- Tran ¢~ tr=n: vii li0u @éc, ATPase cfia “b-m” Na* - K* b gc ch0, ndng ®é Ca** trong t0
buo thunh ruét t'ng Ium t"ng co bap c- tr-n d* dyy, ruét (n«n, @i lang), co th%t khf qufn
Vi t6 cung (ca thO gOy xfy thai).

- Tran m« th¢n kinh: digitalis kich thich truc ti0p trung tOm n«n & spn n-o thEt 4 vy do
phfin x* t6 xoang cfnh, quai ®ng mich chf.

1.3. Nhiém doc

C,c dEu hiOu nhidm ®éc digitalis rEt @a dng. Khi ®i0u trb, cCn chd y ph,t hion c,c dEu
hiQOu, triOu chgng sau:

- TOm thCn: m2 sng, kha chbu, mOt mai, 16 IEn, cho,ng v, ng.
- Thb gi,c: nhxn mé, ca quing s, ng.
- Tigu hda: ch_n "'n, budn n«n, n«n, ®au bong.
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- He« hEp: thé nhanh.

- Tim mich: nhop xoang chEm, lon nhop ngoi tém thu nhi, thEt; réi lon den truyOn nhl -
thEt; nghln nhU- thEt c, ¢ lo%i; rung thEt.

Digitalis Iy thuéc b tich luii trong c- th0, phtm vi néng ®é huylt t--ng ci t_c dong ®ilu
trb 1%i hilp, vx vEy trong I6m spng, tuy dng li0u ®i0u trb vEn c& th0 gkp nhidm ®éc do nhilu
yOu t& t--ng t_c nh-: réi lo*n ®idn gifi (ht K* m_u, ht Mg*™ m_u, t'ng Ca*™ m_u); nhidm
kiOm chuyOn haa; suy gan, suy thEn lpm gifm chuyOn hda vy th¥i trd th uéc.

Trong gi_m s_t ®i0u try, cCn @0 ndng ®é ciia thuéc trong huylt t--ng ®0 hidu chinh 1i0u.
1.4. Ap dung l1am sang

- Ch{ ®nh:

+ Gi-n tom tht.

+ Nhbp nhanh vy lon.

+ Suy tim do ten th--ng van.

- Cheng chf @pnh:

+ Nhbp chEm.

+ Nhbp nhanh tom thEt, rung thEt.

+ Vi@m ¢~ tim cEp (bch hCu, th--ng hyn...)
+ NghTn nhl thEt.

+ Kh«ng dTng cTng vii c,c thuec sau, ca th0 goy chlt ®ét ngét hokc t'ng ®éc cfia
digitalis: calci (nhkt Ip khi ti#m tinh mch), quinidin, thuec kich thich adrenergic,
reserpin.

1.5. Ché pham va liéu luong
- Digitoxin:
N&ng ®é ®i0u trb trong huy0t t--ng I 10 - 25 ng/ mL, néng ®é ®éc Iy > 35 ng/ mL
Liéu diéu tri: 0,05- 0,2 mg/ ngay.
Ché pham: vién nén 0,05 va 0,1 mg
- Digoxin:
Nong do diéu tri trong huyét twong 14 0,5 - 1,5 ng/ mL, nong do doc 1a 0,2ng/ mL.
Liéu diéu tri: 0,125- 0,5 mg/ ngay
Ché pham: vién nén 0,125- 0,25- 0,5 mg
ong tiém 0,1- 0,25 mg/ mL

1.6. Piéu tri ngo doc
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Ngo doc do tich luy thudc hoac udng qua liéu, vi digitalis gan rat chat vao co tim, cho nén
khi ng6 doc phai dung thudc tc ché gan tiép tuc digitalis vao tim (kali), thai trir calci 1a
chat hiép dong tac dung véi digitalis trén co tim (EDTA) va cac thudc chita triéu ching
loan nhip tim (diphenylhydantoin, thuéc phong toa béta vv...)

- KCI uong 20-80mEq/L/ngay; hoac 40-60mEg/L chuyén finh mach trong 2-3gid dau.
Truyén tinh mach thi dé ki€ém tra va khi can c6 thé ngling ngay. Tuyét d6i khong dung khi
suy than.

- Diphenylhydantoin: lam tang ngudng kich thich cua tim, doi khang véi tic dung dién
tim cta digital. Tiém tinh mach 125-250mg trong 1-3phit. Tac dung nhanh va gilt duoc
4-6 gid. C6 thé truyén lidocain 2mg/ phiit.

Né&u c¢6 nhip cham, thém atropin 0,5 -1,0mg tiém tinh mach.

- EDTA (acid etylen diamino tetraacetic) c¢6 tdc dung “gap” calci ra khoi co thé. Dung khi
kali va diphenylhydantoin khong cé chi dinh. Truyén tinh mach 3,0g pha trong 200ml
glucose 5%.

- Mién dich tri liéu khdng digoxin (antidigoxin immuno therapy). Hién c6 thuoc giai doc

dac hiéu cho digoxin va digitoxin dudi dang khang thé, 1a cac phan doan Fab tinh khi€ t tir
khang huyét thanh khang digoxin (antidigoxin antisera) cua ctru (DIGIBIND). Pha trong

dung dich nuéc mudi, truyén tinh mach trong 30 - 60 phiit. Liéu luong tinh theo néng do
hoic tong lugng digoxin c6 trong co thé.

Ché pham: Digibind lo bot dong kho chita 38 mg Fab va 75 mg sorbitol. Mdi lo gian duoc
khoang 0,5 mg digoxin hoac digitalin.
1.7. Strophanthus

Hat cay Strophanthus c6 glycosid 1a strophantin (genin la strophantidin). Trong lam sang,
dugc dung nhiéu la G. strophantin (tic uabain) 18y & Strophanthus gratus, va K.
strophantin 13y & Strophanthus kombe .

Téac dung cua strophantin xuat hién nhanh, 5 - 10 phut sau khi tiém tinh mach, tac dung t6i
da sau khoang 1 gio va thai trir nhanh.

Thudc {t tdc dung trén dan truyén ndi tai co tim, c6 thé dung khi nhip ch am. Chi dinh
trong suy tim 1a khi digitalin té ra khong hiéu luc, va trong cép ctu (vi tdic dung nhanh).

Nhuoc diém 12 tiém bap khong c6 tac dung va udng thi bi thuy phan nhanh.

Mbéi ngay tiém finh mach 0,25 mg- 1 mg. vi thudc thai nhanh, nén c6 thé tiém han g ngay
néu dung liéu 0,25 mg.

Strophantin ciing c6 thé gay non, ia chay va rung tam that (doc bang A). Hién dang dugc

thay thé bang cac thu6c cuong B, giao cam.

2. THUOC TRO TIM KHONG PHAI DIGITALIS: Thudéc lam tang AMPy

Thudc loai ndy dugc dung cho suy tim cép tinh va dot cap tinh cua suy tim man, biéu hién
bang con kho thd niang, phi ngoai bién hodc phi phdi. Viéc diéu tri trude tién 1 phai lam
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gidm ganh ning cho tim bang thudc gidn mach, thuoc 1oi niéu (xin xem phén tuong Ung);
sau d6 1a dung thudc lam tang sitc co bép cta co tim. Cic thudc loai nay déu la thudc
tiém va bénh nhan thudong phai nam vién.
Thudc tang co bop tim loai digitalis, khong dugc dung trong shock vi ¢6 nhiéu tdc dung
phu, cang dé xay ra khi c¢6 tang catecholamin noi sinh (stress), thi€u ox y, acid huyét.
Thuong xay ra loan nhip.
Hién ua dung loai lam tang AMPv & mang t&€ bao co tim, tdc dung lam m& kénh calci nén
lam tang co bop tim:
ATP
(+) (+)

Ciac | Adénylcyclase cuong By, B,

protein  (+)

kinase «— 3’- 5’- AMPv

l (+) (-) Xantin
Tac dung <+—Phosphodiesterase Amrinon
sinh 1y 5’ AMP Enoximon

Thuoc kich thich adenylcyclase, enzym téong hop AMPy, va tic ché phosphodiesterase,
enzym gidng hod AMPv, déu c6 tdc dung lam tang AMPv (so d6). Cac thudc nay lam
tang bién do co bép clia co tim, t6¢c dO co bép nhanh va thoi gian co ngén lai, ¢6 tac dung
tot trong diu tri suy tim cap, soc. Cc glycosid tim ciing 1am tang bién do co bép cla co
tim, nhung t6¢c do co bop chi tang vira phai va thoi g ian co bop lai kéo dai  (hinh 22.2), ¢6
tac dung cai thién duoc tinh trang suy tim man

Tac dung qua trung gian AMPc Tdc dung cua glycosid tim

Hinh 22.2. Chu ky co bdp ctia tim bi suy (
va dudi anh hudng cua thudc (---------- )
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2.1. Cac thuoc cuong 3 adrenergic

(Xin xem thém muc nay & bai “Thudc tac dung trén hé adrenergic”)
2.1.1. Isoprenalin

- Tac dung duoc ly:

+ Cuong B,: tic dung 1én ca 4 tinh chit cta tim, lam tim dap manh, dap nhanh, tang tinh
dan truyén va tinh chiu kich thich. Do lam tim dap nhanh, lam ting nhu ciu oxy cua co
tim. Luu luong tim tang, huyét 4p toi da tang.

+ Cuong B,: lam gian khi quan, gian mach (giam stc can ngoai bién, giam hau ganh).
Huyét ap t6i thiéu giam.

Luu luong tim tang va gian mach 1a 2 tic dung quan trong lam cai thién dugc su tudi mau,
dac biét 1a cho viing tang noi chiu anh hudng nhiéu cua shock.

Ngoai tac dung tim mach, isoprenalin con lam tang duong huyét, tang huy lipid va do d6
sinh nang luong.

- Tac dung khong mong muon va doc tinh:

+ Ha huyét 4p, loan nhip, dau ving trudc tim, nhdi mdu co tim. Can theo doi bang dién
tim.

Khong dung cung thudc mé nhu cyclopropan, fluothan, 1am tang doc tinh véi tim.
- Chi dinh chinh:

+ Shock ¢6 ha huyét dp, can tr&d mdu t6i cdc mach do co mach ngoai bién va thiéu nang
tim, thé hién bang tang ap luc tinh mach trung tam.

+ Ngting tim, két hop v6i xoa bép tim ngoai 16ng nguc.
- Ché pham:

+ Isoprenalin clohydrat (Isuprel)

+ Isoprenalin sulfat (Aleudrine)

6ng Iml = 0,2mg.

Truyén tinh mach 2-6 éng trong 250- 500ml huyét thanh ngot dang truong, khong c6
base. Khi ngling tim tiém 2 6ng vao tim.

2.1.2. Dobutamin
Tac dung chon loc chi trén 3, receptor.

- Dic diém tac dung trén hé tim - mach:
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+ Trén tim: lam tang co bop co tim, dac biét 1a véi liéu lam tang bién do nhu isoprenalin
thi dobutamin chi lam tang nhip tim rat it, do d6 chi lam tang it nhu cau st dung oxy cua
co tim, tuy da lam tang dugc luu lugng cua tim.

+ Lam giam nhe stc can ngoai vi va 4p luc mao mach phoi.

- Chi dinh:

+ Shock - tim, nhat 12 sau mé tim v6i tudn hoan ng 0ai co thé.

+ Cdc suy tim nang, khong bu trir, khong dap tng véi céc cach diéu tri khac.
- Ché pham:

+ Dobutrex 1o 20ml = 250mg

Pha trong dung dich glucose hoic mudi dang truong, khong cé base, truyén tinh mach
vai toc do 2- 15 mg/ kg/ phiit, tuy tinh tran g bénh vi t/2 = 2- 3phit. Khi xuat hién nhip tim
nhanh va loan nhip, can giam liéu.

2.2. Dopamin

Dopamin 1a chat tién than cta noradrenalin va la chat dan truyén than kinh ctia hé
dopaminergic. Trén tim mach, tic dung phu thudc vao li€u (xin xem “Thu6c cudn g hé
adrenergic”). Tuy nhién, ngay ca véi li€u trung binh (2 - 5 pg/ kg/ phit- liéu kich thich
B,), dopamin da lam nhip tim nhanh nén dé gay thi€u mau co tim, nhat 1a trén bénh nhan
da c¢6 bénh mach vanh. Can can nhéac khi chi dinh.

2.3. Cac thuoc phong téa p hosphodiesterase

Nhém thudc méi phong téa phosphodiesterase ¢6 uu diém hon nhém thudc ¢6 dién (nhém
xantin) l1a:

- Tac dung chu yéu trén isoenzym F typ III cia phosphodiesterase c6 nhiéu & mang t€ bao
co tim.

- Khong kich thich than kinh trung wong.

2.3.1. Dan xudt bipyridin: amrinon (Inocor) va milrinon (Primacor)

- Lam tang co bép co tim, tang luu luong tim

- Lam gian mach nén lam giam tién gdnh va hau ganh

- Tac dung phu: it. C6 thé gap sot, nhic dau, roi loan tiéu hod, giam vi gidc va khitu gidc.
Giam tiéu cdu, ngling thudc sé khoi, hi€ém gip vdi milrinon

- Chi ding thuéc cho bénh nhan nam vién

- C4ch dung:

+ Amrinon (Inocor) 6ng 20mL c¢6 100mg amrinon lactat pha trong dung dich muéi dang
truong dung ngay trong ngay. Tiém tinh mach li€u tan cong 0,5 pg/kg, sau do truyén véi
toc do 2-20 pg/kg/phut; t/2 = 2-3gio.
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+ Milrinon (Primacor) Smg/mL. 6ng tiém tinh mach. Khoang 10 1an manh hon amrinon.
Liéu tan cong 50pug/kg tiém finh mach, sau d6 truyén véi téc do 0,25 - 1,0ug /kg/ phit;
t/2 = 30-60phait. Pang la thudc dugc Iva chon vi tc ché€ dac hiéu PDE II1.

2.3.2. Dan xudt benzimidazol

La cdc dan xuat tc ché PDE III dang duoc nghién cuu:

- Pimobendan: ngoai co ché tic ché PDE III con ¢6 co ché lam mén cam cac yéu t6 co that
cta co tim vGi Ca*™ noi bao.

2.3.3. Vesnarinon : 1a quinolinon tic dung theo duong uong lam tang luc co bop tim mach

va gidn mach theo nhiéu co ché: tc ché€ PDE III, tang nhap Ca ™, kéo dai dién thé€ hoat
dong, 1am cham nhip tim. Tuy nhién pham vi an toan hep, nhi€u nuGc da khong ding nira.

2.4. Cac thuéc khac
2.4.1. Spartein

Alcaloid chiét xuat tir hoa cay Kim tudc (Spartium junceum L.), thuong dung spartein
sulfat. Lam tim dap manh déu, va cham lai.

Chi dinh:

- De doa truy tim mach do chin thuong nhiém doc.

- Banh trong nguc, nhéi vung tim (khong phai hoi ching dong mach vanh).
- Tro tim gifra hai dot dung digitalis hay strophanthus.

- C6 thé phoi hop v6i morphin, scopolamin trong tién mé; spartein con tc ché bai tiét
catecholamin. Nén diing, néu gay mé bang cloroform.

- Thic dé: lam tlr cung co bép manh va dé u.

Liéu luong: uéng hay tiém dudi da 0,05g/ 14n, 1 -3 14n/ ngay.

2.4.2. Long ndo

Lam nhip tim dap manh, déu, kich thich ho hap, gay tiét mo6 hoi va ha nhiét (rat it).
Chi dinh:

- Truy tim mach.

- Nhiém khudn, nhiém doc.

Liéu luong:

- Dung dich dau 10%: tiém dudi da 2- 5 mL.

- Long ndo tan trong nudc (natri camphosulfonat): dung dich 10%. Tiém dué6i da 1 - 10
mL.

Hai thuoc trén ngay cang it dung vi tdc dung khong manh.

2.4.3. Amino- 2- methyl- 6 heptaminol- 6
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Lam tang cung luong dong mach vanh, cung luong tim, loi niéu, tang huyét 4p. It doc.
Thuong dung cung digitalis chita suy tim. Pugc chi dinh trong truy tim mach, bién chiing
tim trong phau thuat, viém co tim cap, nhiém khudn, nhéi méu co tim.

Ué6ng moéi ngay 0,3- 0,5g.
Tiém bap, tinh mach: 0,05- 0,1g (dung dich 5%).

CAU HOI TU LUONG GIA

1. Phdn tich vi sao cé su khdc biét vé duoc dong hoc giita digitoxin, digoxin va
uabain.

2. Phdn tich co ché tdc dung trén tim cua digitalin, tiw dé gidi thich tdc dung va doc
tinh cuia thudc.

3. So sdnh cdc thong sé dugc dong hoc cua digitoxin va digoxin, tiw dé suy ra cdch
dung trong lam sang.
Cdc ddu hiéu nhiém doc digitalis va cdch diéu tri.

5. So sanh chi dinh va chong chi dinh cia thudc tro tim digitalis va khong phdi
digitalis.

So sdnh co ché'tdc dung va tdc dung ctia dobutamin va dopamin trén tim mach.
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Bai 23: THUOC PIEU TR] CON DAU THAT NGUC

MUC TIEU HOC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:
1. Néu duoc cdc yéu cdu mot thuoc chita con dau thdt nguc

2. Phdn biét duoc thuoc loai nitrit va thudc chen kénh calci vé mdt co ché'va dp dung
diéu tri

Nguyén nhan cua con dau that nguc 1a do co tim bi thi€u oxy dot ngot vi mat thiang bang
gilta su tang nhu cau oxy cua co tim va su cung cip khong du oxy ctia mach vanh.

Co tim chi chi€ém 0,5% trong lugng co thé, nhung khi nghi ngoi cling luu gitt 5% luu
luong tim. Co tim 14y 80- 90% oxy ctia dong mdu qua co tim. Khi ¢6 gang, khi xtic dong
hodc dung catecholamin, tim phai lam viéc tang, nhu ciu oxy chi dugc thoa man bang
tang luong mau cung cap cho tim.

T lau, dé choéng con dau thit nguc, van dung thudc lam gidn m ach vanh. Tuy nhién,
nhiéu thudc ngoai tac dung lam gian mach vanh, lai dong thoi lam gidn mach toan than, vi
vay mot khoi lugng mau dang 1€ can cung cap cho tim thi lai chay ra cac ving khac. Mat
khdc, ap luc tinh mach giam, doi hoi tim phai lam viéc nhi€ u hon, va vi vay lai cang tang
stt dung oxy ctia tim. Khi mot phdn mach vanh bi tac, ving duéi chd tac bi thi€u mau,
chuyén hod lam vao tinh trang ky khi, 1am ting tao thanh acid lactic, adenosin, kali 1a
nhitng chét gy gian mach manh tai ché. Néu cho thudc gian mach, sy cung cap mdu sé
tang 1én & vung lanh, khong c6 1gi gi cho vung bi thi€u mau, trai lai, su tuéi mau cho ving
bi thi€u mau lai con bi giam di. Hién tuong nay dugc goi la “lay trom ctua mach vanh”
(“vol coronarien”).

Trong con dau that nguc ma nguyén nhan 1a do thi€u mau dot ngot clia co tim thi viéc can
truGe hét 1a lam giam nhu cau oxy ctia co tim, va hon nira 1a loai trir tat ca nhiing tic dong
ddi hoi tim phai lam viéc nhiéu 1én va chuyén hod ting lén.

Vi vay, céc thude chong con dau thiat nguc tot can dat duoc nhiing yéu ciu sau:

- Tang cung cap oxy, tudi mdu cho co tim.

- Giam st dung oxy bang cach gidam cong nidng tim (tinh trang co bop cta co tim, nhip
tim).

- Lam gidm con dau. Tuy nhién cén thdy rang vi tri cha ving thi€u méau & co tim khong
hoan toan c6 lién quan dén su c6 mat hoac muic do cuia cam giac dau, nghia la c6 thé thiéu
mau & co tim ma khong c6 dau.

Céc thuoc diéu tri dugc chia thanh hai loai:

- Loai chong con: cac nitrat va nitrit
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- Loai diéu tri cung cd lam giam cong nang tim va giam su d ung oxy: thudc phong toa
recptor [ adrenergic, thudc chen kénh calci (c6 ca tac dung gian mach)

1. LOAI CHONG CON: NITRAT VA NITRIT

C4c nitrat hitu co la cac este polyol cua acid nitric, con cac nitrit hitu co 1a cac este cta
acid nito. Este nitrat (C—O-NO,) va este nitrit (C—O-NO) duogc dic trung boi chudi C
—O-N, trong khi cac hop chat nitro 1a C—NO,. Nhu vay, nitroglycerin 1a tén goi khong
ding cua glyceryl trinitrat va khong phai la hop chit nitro, nhung do ding quen va qua
pho bién nén khong stta duoc!

Céac thuéc nhom nay hoac la dung dich bay hoi (amylnitrit), hoac l1a dung dich bay hoi
nhe (nitroglycerin), hodc 1a thé ran (isosorbid dinitrat). T4t ca céc hoat chat trong nhém
nay déu giai phéng nitric oxid (NO) tai mo dich & co tron thanh mach

Céc loai thuong dung & 1am sang la:

Tén chung va biét duogc Cau tric hoa hoc Liéu luong va duong
dung
Amyl nitrit H,C Hit: 0,18- 0,3 ml
> CHCH,CH,ONO
H,C
Nitroglycerin Vién: 0,15- 0,16 mg,
(glyceryl trinitrat H2C—0O —NO; ngam
Nitrostat,  Nitro- Phun: 0,14 mg/ nhéat bop
bid HC—O—NO, Vién gidi phéng cham:
| 2,5-9 mg
HoC—0—NO; Dan: 2,5- 15 mg/ ngay
Isosorbid dinitrat H,C —— | Vién ngam: 2,5- 10 mg
(Isorrdil, sorbitrat) - Vién nhai: 5- 10 mg
He O_Nozo Vién uong: 10- 40 mg
CH Vién giai phéng cham:
0 o,N—o0—c—— |40-80mg
CH;
Erythrityl tetranitrat H,C -0 - NO, Vién ngadm: 5- 10 mg
(cardilat) HC -0 — NO, Vién uong: 10 mg
HC -0 - NO,
H,C -0 - NO,

1.1. Tac dung duoc ly va co ché

Nitrat lam gian moi loai co tron do bat ky nguyén nhan gay tang truong luc nao. Khong
tac dung truc ti€p trén co tim va co van.
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Trén mach, nitrat lam gian mach da va mat (gay do6 mat) lam gian mach toan than. Tinh
mach giam, lam giam dong mdu chay vé tim (giam tién ganh). Dong mach gidn, lam
giam stc can ngoai bién (giam hau gdnh). Mac du nhip tim c6 thé nhanh mot chit do
phan xa gian mach, nhung thé tich tAm thu giam, cong nang tim giam nén van giam su
dung oxy ctia co tim. Mat khéc, su phan b6 mdu cho co tim ciing thay doi, c6 1oi cho
vung dudi ndi tAm mac.

Trén co tron khac, nitrat 1am gian ph&€ quan, 6ng tiéu hoa, duong mat, duong ti€t niéu sinh
duc.

Co ché lam gian co tron: Cac nitrit, nitrat va hop chit nitroso giai phong nitric oxyd (NO)
trong t€ bao co tron dudi tic dung ctia hé enzim chua hoan toan biét r6. NO dugc giai
phéng ra sé& hoat héa guanylyl cyclase va lam ting tong hop GMPv, din dén khir
phosphoryl chudi nhe ctia myosin, gay gian co tron (hinh 23.1). Myosin chudi nhe
(myosin light chain) phosphoryl héa (Myosin — LC — PO,) thi gay co co.

Nitrat Té& bao ndi mac mach

N ¥

Guanylyl Guanylyl
cyclase cyclase hoat hoa

GTP GMPv
Myosin- LC- PO, Myoém LC
Co co Gian co
Hinh 23.1: co ché gay gian co tron caa nitrat
Téac dung gian co cua nitrat giong tac dung cua yéu t6é gian co cua té bao ndi moé (EDRF:
Endothelium- derived relaxing factor). T€ bao n6i mé mach mau ti€t EDRF, chinh né la

NO hoac 1a tién chat ctia NO (nitrosothiol). EDRF thdm tir n6i m6é mach vao t€ bao co
tron thanh mach va hoat héa guanylyl cyclase tai do.

Cdc chat noi sinh gay gidn mach c6 thé ciing do thong qua co ché giai phéng EDRF
(hinh 23.2) nhu con duong chung cudi cung.
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Dur trir can kiét

Nitrat\‘— —/

Nitroglycerin » > NitrcTothiol
Nitroprussiat » Nitrat este - Nitrii oxyd
GMPc
Histamin Bradykinin

L‘:)ATP

T& bao ndi md

v
Guanylal cyclase

GMmPe f Té bao cd tran

Gian co

Hinh 23.2. Tac dung gian co thong qua EDRF

Vung gidn mach phu thudc vao sinh kha dung va chuyén hod khic nhau cua thudc.
Nitroglycerin can ¢ cystein méi chuyén thanh n itrosothiol. Vi vy, dung lau tic dung s&
gidm (quen thudc), can ding ngét quiang dé hoi phuc cystein. Nitroprussiat trong qud trinh
chuyén héa khong cén cystein nén khong c6 hién tugng quen thudc.

1.2. Duoc dong hoc

Céc nitrat hitu co chiu anh hudng rdt manh cla enzim gan glutathion - organic nitrat
reductase, thudc bi khir nitrat tirng budc va mat hoat tinh.

Nitroglycerin dit duéi ludi, dat néng do t6i da sau 4 phiit, t/2 = 1 -3 phit. Chat chuyén ho4
dinitrat c6 hoat tinh gian mach kém 10 lan va t/2 khoang 40 p hit.

Isosorbid dinitrat dat dudi lugi cé pic huyét tuong sau 6 phit va t/2 = 45 phut. Cac chat
chuyén hod ban ddu 12 isosorbid - 2 - mononitrat va isosorbid - 5 - mononitrat van con tdc
dung vacot/2late2 — 5 gio.

1.3. Poc tinh

Poc tinh cdp tinh lién quan dén tic dung gidn mach: tut huyét ap thé ding, nhip tim
nhanh, dau nhéi dau. Cdc ché pham nitrat van c6 thé diing cho ngudi c6 tang nhan 4p, tuy
nhién khong dung dugc cho nguoi c6 tang dp luc noi so.

1.4. Cac ché pham va liéu luong

Bang duéi day ghi cac ché phdm cla nitrat va nitrit ding trong diéu tri con dau that nguc.
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Thuoc Liéu lugng Thoi gian
tac dung

Loti “ t,c dong ng¥%n”
Nitroglycerin, dat duéi ludi 0,15- 1,2 mg 10- 30 phut
Isosorbid dinitrat, duéi ludi 2,5- 5,0 mg 10- 60 phut
Amyl nitrit, ngti 0,18-0,3 mL 3- 5 phut
Loti “ t,c dong dui”
Nitroglycerin, uéng tac dung cham 6,5- 13 mg mdi 6- 8 giv 6- 8 gio
Nitroglycerin, thuéc m& 2% 2,5- 5 mg mbi 4- 8 gio 3- 6 gio
Nitroglycerin, gidi ph6ng cham, uéng 2 mg moi 4 gio 3- 6 gid
Nitroglycerin, giai phong chaim qua da. | 10- 25 mg(1 mi€ng cao)/24 gio | 8- 10 gio
Isosorbid dinitrat, uéng 10- 60 mg moi 4- 6 gio 4- 6 gio
Isosorbid dinitrat, nhai 5- 10 mg mdi 2- 4 gio 3 gio
Isosorbid dinitrat, uéng 20 mg moi 12 gio 6- 10 gio

2. LOAI BIEU TRI CUNG CO
2.1. Thuoc phong toa 3 adrenergic

Lam giam cong nang tim do 1am cham nhip tim. P6i khdng véi tang nhip tim do gang
stc. Lam tang thé tich tam tht va kéo dai thoi ky tam thu. Tuy vay, tic dung chinh van la
ti€t kiém st dung oxy cho co tim. Mat khac, thu6c lam ha huyét ap trén nguoi tang huyét
ap.

Khong ding cho ngudi c6 suy that trdi, vi c6 thé gay truy tim mach dot ngot. Khong nén
nglmg thudc dot ngot va cé thé gay hién tuong “bat lai” 1am nhéi mdu co tim, dot ti.

- Ché€ pham: cdc thuoc thudong dung la timolol, me toprolol atenolol va propranolol. Xin

xem muc nay trong bai “thudc tdc dung trén hé than kinh thuc vat”.

2.2. Thuéc chen kénh calci

Trong hiéu thé hoat dong clia tim, Ca** ¢6 vai trd trong giai doan 2 (giai doan cao nguyén)
va dac biét l1a trong khir cuc cua nut dan nhip (pacemaker), nit xoang va ndt nhi that.
Calci vao t€ bao theo kénh cham. Trong co tim, Ca ** gin vao troponin, 1am mat hiéu qua
tic ché clia troponin trén bo co thit, do dé actin va myosin c6 thé tuong tic v6i nhau dé
gy ra co co tim. Vi thé, cac thuoc chen kénh calci lam giam luc co bép cua co tim (xim
xem thém muc nay trong bai “Thudc chita tang huyét 4p”), lam cham nhip tim va giam
dan truyén nhi that.

2.2.1. Co ché tic dung chong con dau that nguc
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- Cac thudc chen kénh calci do 1am giam luc co bép ctia co tim nén lam giam nhu cau oxy
cua co tim (co ché€ chinh).

- Trén thanh mach, cic thuoc lam gian mao dong mach, lam giam stc can ngoai bién,
giam huyét 4p va giam ap luc trong tam that, giam nhu cau oxy.

- Doi khédng véi co that mach vanh. Tac dung t6t trong diéu tri cac con dau that nguc chua
on dinh. Tac dung phan phéi lai mau trong co tim, ¢6 1¢i cho ving dudi noi mac, 1a ving
rdt nhay cam véi thi€u mau.

2.2.2. Chi dinh

- Du phong cdc con co thit mach vanh

- Con dau that nguc do co that mach vanh (Prinzmetal) 12 chi dinh t6t nhat.

- Con dau that nguc do co thit nguc khong 6n dinh: tdc dung tuong tu véi thude chen p.
C6 thé dung phai hop véi cdc dan xudt nitro

2.2.3. Tdc dung khong mong muon

Cac tac dung khong mong mudn thuong lién quan dén tac dun g gian mach nhu nhiic dau,
con boc hoa, tut huyét dp thé ding, thiu. Nang hon la cac dau hiéu tGc ché trén tim: tim
nhip cham, nhi that phan ly, suy tim sung huyét, ngiing tim.

2.2.4. Cac thuoc

Bang 23.1: So sanh tac dung trén tim cua mot so6 thuoc

Tén thuoc Gian mach Uc ché co Uc ché tinh Uc ché su
vanh bop tim tu dong (nit | dan truyén
xoang) nhi that
Nifedipin 5 1 1 0
Nicardipin 5 0 1 0
Nimodipin 5 1 1 0
Diltiazem 3
2 5 4
Verapamil 4
4 5 5

Ghi chd: Thang ®i0m cho t6 0 (kh«ng t_c déng) ®n 5 (t,_c dong minh n hEt).

Qua bang trén cho thdy nifedipin va cac thudc cling nhém (xem “Thudc chita taing huyét
ap”) lam gian mach vanh manh, it anh huéng dén hoat dong ctia co tim. Verapamil tc ché
hoat dong cuia co tim manh nhét, dung t6t cho diéu tri loan nhip tim.

Bang 23.2: Duogc dong hoc va liéu luong mot s6 thuoc thuong ding
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Tén thuoc | Sinh kha | Khoiphdt tic | t/2 (h) Liéu luong (uéng)
dung (%) dung

Nifedipin 45-70 5- 20 phut 4 |20- 40 mg, céch 8gid/ lan

(ngam, uéng)

Nicardipin 35 20 phit uong 2-3 | 20- 40mg, cach 8gio/ lan
Amlodipin 65- 90 - 30- 50 | 5- 10 mg/ lan/ ngay
Diltiazem 40- 65 > 30 phut 3-4 | 30- 80 mg, cach 6gid/ lan

Verapamil 20- 35 30 phiit (uéng) 6 80-160 mg, cach 8gio/ lan

3. THUGC KHAC
Cac huéng nghién cttu thudc méi dang phét trién va co n dang trong budc thir nghiém:

- Yéu t6 phat trién noi mac mach (VEGF: vascular endothelial growth factor) nham phét
trién cdc mach bang hé cho viing thi€u mau.

- Tremetazidin (Vastarel): duy tri chuyén hod ning lugng & cdc t€ bao bi thi€u oxy hoic
thi€u mau do trimetazidin ngan nglra su giam sit mic ATP trong t&€ bao, vi vay dam bao
dugc chic phan cua cdc bom ion qua mang t€ bao, duy tri dugc tinh hang dinh noi moi.

Dung diéu tri dai ngay.

Vastarel vién nén 20mg. Mdi 1an uéng 1 vién vao bita an, mdi ngay uong 2 -3 lan.

CAU HOI TU LUONG GIA

1. Trnh buy ¢~ ch0 bOnh sinh cfia c-n ®au th¥%t ngic vy nh+ng y2u cCu cfia 1 thuéc
ch+a c-n ®au th¥%t nguc tét.

2. Trnh bpy ¢~ ch0 t_c dong cfia thuéc loi nitrit.

3. Phon tich d-Tc ®eng hac vu ¢, ch dTng cfia loti nitrit t,c dong ng%n v n itrit t,c
dong dpi. Cho thY d6 tong lo*i.
PhOn tich ¢~ ch0 thuec chNn k&nh calci ®0 lua chén thuéc cho tim mich
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Bai 24: THUOC PIEU TRI TANG HUYET AP

MUC TIEU HQC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:
1. Phdn loai duoc cdc thudc ha huyét dp

2. Trinh bay duoc co ché'tdc dung va dp dung diéu tri ciia cdc thudc chen kénh calci:
nifedipin va verapamil.

1. Trinh bay duoc co ché tic dung va dp dung diéu tri ciia nhém thudc vic ché enzym
chuyén dang angiotesin.

1. HUYET AP VA BENH TANG HUYET AP
1.1. Huyét ap

Huyét ap
Tu diéu hoa
Huyétdap = cung lu’orng tim X stic can mach ng0a1 vi
Thé tlch/ n so d long ach

A

tam thu / \
Tang HA T

T tién gdnh cothit  Phi dai thanh mach
cuong g7c/> —
V mau tang stress
Tang nhap Than gitt T Renin
Na™* Na* angiotensin

Vai tro cua than trong kiém tra thé tich tudn hoan:

Khi dp luc tudi mdu cho thdn bi giam, sé cé sw phdn phdi lai mdu trong thdn, kém theo
lam giam dp luc mao mach thdn va hoat tinh giao cam (thong qua receptor B) dan dén
sdn xudt renin tir do tang sdan xudt angiotensin, gdy ra:

- Co mach
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- Kich thich sdn xudt aldosteron lam giit Na * va nudc
Tang huyét ap thuong duoc chia thanh hai loai:

- Tang huyét ap thi phat: khi huyét 4p tang chi 12 mot triéu ching ctiia nhitng t6n thuong &
mot co quan nhu: than, noi tiét, tim mach, ndo... Di€u tri nguyén nhan, huyét 4p s€ tro lai
binh thuong.

- Tang huyét 4p nguyén phat: khi nguyén nhan chua r6, lic d6 dugc goi la bénh tang
huyét ap.

Co ch€ bénh sinh cua tang huyét ap rat phuc tap. Huyét ap phu thudc vao luu lugng cta
tim va suc can ngoai vi. Hai yé&u t6 nay lai phu thuoc vao hang loat cac yéu t6 khac, nhu
hoat dong ctia hé than kinh trung wong va than kinh thuc vat, cia vo va tuy thugng than,
ctia hormon chong bai niéu (ADH), ctia hé renin - angiotensin - aldosteron, cua tinh trang
co tim, tinh trang thanh mao mach, khéi luong m4u, thiang bang mud6i va thé dich v.v...

Mot yéu td quan trong trong tang huyét ap la long cac dong mach nhd va mao mach thu

hep lai. Phan 16n khong tim duoc nguyén nhan tién phat cua tang huyét ap, vi vay phai
dung thudc tdc dong Ién tit ca cdc khau ciia co ché diéu hoa huyét 4p dé 1am gidn mach,

giam luu lugng tim dan dén ha huyét 4p (xem hinh). Tat ca déu la thudc chita triéu ching

va nhiéu thudc da dugc trinh bay trong cac phan cé lién quan (xem bang b).

Bang 24.1: Phan loai cac thuoc ha huyét ap theo vi tri hoic co ché tac dung

1. Thuéc loi niéu: 1am giam thé tich tuan hoan

- Nhom thiazid

- Thuoc lgi niéu quai

2. Thuoc huy giao cam

- Téc dung trung vong: methyldopa, clonidin

- Thuoc liét hach: trimethaphan

- Thuoc phong toa noron: guanethidin, reserpin
- Thuoc chen B: propranolol, metoprolol

- Thudc huy a: prazosin, phenoxybenzamin

3. Thuoc gian mach truc ti€p

- Gian dong mach hydralazin, minoxidil, diazoxid
- Gian dong mach va tinh mach: nitroprussid

4. Thuoc chen kénh calci

Nifedipin, felodipin, nicardipin, amlodipin.

5. Thudc tc ché enzym chuyén angiotensin
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Captopril, enalapril, ramipril.

6. Thudc do6i khang tai receptor angiotesin I1

Losartan, Irbesartan

2. THUOC CHEN KENH CALCI
2.1. Khai niém vé kénh calci

Noéng do Ca ngoai t€ bao 10.000 I4n hon trong t& bao (10 M so véi 107 M) vi khi nghi
mang t€ bao hau nhu khong tham véi Ca, dong thoi ¢6 bom Ca cling v6i su trao d6i Na * -
Ca** ddy Ca™ ra khoi t&€ bao.

Ca vao t€ bao bang 3 dudng (kénh):

2.1.1. Kénh hoat dong theo dién dp (voltage operated chanel-VOC hodc con goi 1a POC:
potential operated channel): hoat dong theo co ché “tat ca hoac khong cé gi” (hoac

hoan toan m& hoac hoan toan khép kin) gay ra do su khir cuc mang (tr -90mV lén -
40mV). Thudc ho kénh loai nay con c6 ca kénh Na*, K*. Tuy vao su dan (conductance) va
su cam thu (sensitive) véi dién thé€, kénh VOC con duoc chia thanh 4 loai kénh:

- Kénh L (long acting): ¢6 nhiéu trong co tim va co tron thanh mach
- Kénh T (transient): c6 trong cac tuyén tiét

- Kénh N (neuron): c¢6 trong cic noron

- Kénh P (purkinje): ¢6 trong purkinje ti€éu nio va noron.

Kénh T, N va P it cam thu vé6i thudc chen kénh Ca.

2.1.2. Kénh hoat dong theo receptor (receptor operated channel-ROC): d4p ting vé6i cac
chat chu van.

2.1.3. Kénh do :
Trai v6i 2 kénh trén, kénh nay luon duoc mé cho qua ludng Ca nho, nhung lién tuc.

Ca t€ bao hoac vao ludi bao tuong va tir luGi bao tuong ra, lam cho néng do Ca trong bao
twong tr 107 M (néng do gidn co) tang lén 10°M (ndng do co co), s& két hop duoc véi
calci protein (troponin/calmodulin-CaM) va gay ra nhié€u tic dung sinh 1y.

2.2. Vai tro sinh ly cua Ca trén tim mach
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10°M Ca™  VOC

T
SR
Din truyén nhi that [ Ca™ 10"M —>10°M |
\ ~ Troponin Calmodulin
Tinh ty dong tim <«— ¢ ¢ nhap bao/ xuit bao
Prot. Co bép Proteinkinase
| enzyme giai phong TGHH
[\
v ¥ X
Co bép tim Ch.héa co co tron thanh mach

VOC: kénh hoat dong theo dién dp
SR: ludi bao tuong
Hinh 24.1: Vai tro cua Ca** sau khi qua kénh

Trén co tim, Ca*™ gan vao troponin, 1am mat tdc dung tc ché cua troponin trén chic nang
co bép, do d6 céc soi actin c6 thé tuong tic véi myosin, gay co co tim. Trén co tron thanh
mach, khi calci noi bao tang s€ tao phuc v6i calmodulin, phitc hop nay s€ hoat hda cac
protein-kinase (phosphoryl héa myosin kinase chudi nhe), thiic ddy su tuong tdc giita
actin va myosin, gay co co tron thanh mach (Hinh 24.1)

Sau khi tac dong, nong do Ca?* noi bao sé& gidm do Ca** dugc bom lai vao tii lu6i noi bao
hodc ddy ra khoi t€ bao do bom va do trao doi véi Na *.

Su trao déi Na*/Ca®* c6 thé thuc hién c hai chiéu: Na* vao Ca®* ra, hoic Na* ra Ca** vao.
Trong diéu kién sinh 1y binh thudng Na* vio va Ca®* ra, nghia la su trao ddi nay c6 vai
trd chinh trong viéc giit néng do Ca** thip trong t&€ bao. Khi ¢6  tré Na* trong t& bao (thi
du digitalis phong tda bom Na*) thi hoat dong theo chiéu nguogc lai: Ca** vao t€ bao dé
trao d6i v6i Na* di ra, gay tac dung tang co bép tim.

Khac v6i kénh Na*, kénh calci chiu anh hudng rat manh cta cac yéu t6 ngoai lai (trung
gian héa hoc, hormon) va cac yéu t6 noi tai (pH, ATP). N6i chung, cac kénh Ca chi hoat
dong khi truéc dé c¢6 phosphoryl héa. Su phosphoryl héa phu thudoc vao hoat tinh cta
adenylcyclase.

2.2. Cac thuéc chen kénh calci

Fleckenstein (1964) 1an dau tién dua ra khai niém chen kénh calci khi mo ta tic dung cua
verapamil trén t€ bao co tim, 12 thudc duoc téng hop phong theo cong thic cau tao clia
papaverin. Céc thudc thuoc nhém nay gan dac hiéu trén kénh va phong tdéa kénh, tuy cau
tric héa hoc rat khac nhau.

2.2.1. Phadn loai
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Theo céu triic héa hoc va dic diém diéu tri, c6 3 nhém thong thuong.

Sau d6 lai chia thanh thé hé: th€ hé 1 1a thudc chen kénh Ca & mang t€ bao va mang tudi
lu6i noi bao; th€ hé 2 tic dung nhu th€ hé 1 nhung chon loc trén t€ bao co tron thanh
mach hodc tim hon. Téc dung kéo dai.

Bang 24.2: Cac thuéc chen kénh calci

Nhom hoa hoc Tdc dung ddc hiéu | Thé hé 1 Thé hé 2

Felodipin
Nicardipin

Dihydropyridin Pong mach > tim | Nifedipin Nimodipin
Amlodipin

Benzothiazepin Dong mach =tim | Diltiazem Clentiazem

Phenyl alkyl amin Tim > Pong mach | Verapamil Gallopamid
Anipamil

Thuoc c6 tac dung trén dong mach manh hon trén tim do lam gian mach nhanh va manh,
dé gay ha huyét ap nhanh, dan dén phan xa lam tan g nhip tim, khong 1gi, nhat la trén co
tim da bi thi€u mau. Verapamil do c6 tic dung tc ché trén tim mach hon trén dong mach
nén thuong duoc chi dinh trong loan nhip tim (xin xem thém bai “Thudc chita loan nhip
tim”).

2.2.2. Duoc déong hoc

Céac thuoc chen kénh calci tdc dung theo dudng udng va chiu su chuyén héa qua gan lan
thit 1, vi vay ngudi ta da nghién cttu thay d6i cdc nhém chiic trong cong thifc ciu tao, lam
cho thudc cham bi chuyén héa, cham bi thai trir hoac 6n dinh hon, ¢6 tinh chon loc hon.
Do d6 da tao ra cac thuoc thé hé 2, 3.

Bang 24.3: Duogc dong hoc mot s6 thuoc chen kénh calci

Thuéc Hdp thu | Khoi phdt tic 12 Phdn phoi
(uong) dung (gio)
Nifedipin 45-70% | - tm: < 1 phuit 4 - Gén protein huyét tuong90%
- Ngam, uéng - Bi chuyén héa, thai qua than
5- 20 phiit

Nicardipin 35% uong: 20 phut 2-4 | - Gan protein huyét tuong 95%
- Bi chuyén héa, thii qua gan

- Géan protein huyét tuong >
99%

- Bi chuyén h6a nhanh & gan

Felodipin 15- 20% uong: 2-5h 11- 16
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Nimodipin 13% chua c6 tai liéu 1-2 - Bi chuyén héa nhiéu
- Lam gian mach ndo manh
Nisoldipin <10% - 2-6 | - Bi chuyén héa nhiéu
- Lam gian mach vanh manh
Amlodipin 65- 90% - 30-50 |- Gan protein huyét tuong
>90%
- Bi chuyén héa nhiéu
Bepridil 60% Uo6ng: 1 h 24-40 |- Géan protein huyét tuong >
99%
- Bi chuyén héa nhiéu
Diltiazem 40-65% |- Tiém tinh | 3-4 |- Gan protein huyét tuong
mach < 3 phat 70-80%
- Uong:>30 phut - Bi chuyén héa, thai qua phan
Verapamil 20-35% |- Tiém tinh 6 - Gén protein huyét tuong 90%
mach: < 1,5phit - Thai qua than 70%
- Uong: 30 phit - Thai qua rudt 15%

2.2.3. Co ché tic dung

Cic thudc chen kénh Ca gan chi yéu vao kénh L, 1a kénh ¢6 nhiéu & t€ bao co tim va co
tron thanh mach. Nifedipin va cic thu6c nhém dihydropyridin (DHP) gan vao mot vi tri &
mat trong kénh, trong khi verapamil va diltiazem gan vao tri tri khac. Kénh L c¢6 nhiéu
dudi don vi oy, B, y va 8. DHP gén cht yéu vio a. Ngoai ra, DHP ¢6 thé con tic ché
nucleotid phosphodiesterase vong nén lam tang nucleotid vong, giy gian co tron: thudc
cling phong téa kénh hoat dong theo receptor, nhung 6 mic do kém hon.

Kénh T va N rat kém nhay cam véi thuoc nén noron va cac tuyén ti€t it chiu anh hudng
clia cac thudc nay.

2.2.4. Cac tac dung trén co quan
224.1.Trén cotron

Lam gian cac loai co tron: khi- ph€ quan, tiéu héa, tir cung, nhung dac biét la thanh mach
(mao dong mach nhay cam hon mao tinh mach).

2.242.Trén cotim

Hoat dong cua tim phu thudc nhiéu vao dong Ca (xem dién sinh 1y cta tim). Thu6c chen
kénh Ca lam giam tao xung tdc, giam dan truyén va giam co bop co tim, vi th€ lam giam
nhu cdu oxy trén bénh nhan ¢ co that mach vanh. Mic do tdc dung giita cic thude c6
khic nhau.

2.24.3. Mach ndo

Nimodipin c6 i luc cao v6i mach nao, vi vay dugc dung cho bénh nhan c¢6 tai bi€n mach
nao (chay mau dudi mang nhén gay co mach do chén ép; dot quy cé viém tac mach).
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Nhung con chua rd két qua diéu tri 1a do gian mach nio hay 1a do lam giam nhu ciu oxy
clia noron.
2.2.5. Tdc dung khong mong muon va doc tinh

- T4c dung nhe, khong can ngimg diéu tri: con néng bumng, nhitc dau, chéng ma t (do phan
xa gian mach, tang nhip tim nén dung cuing véi thudc chen [ giao cam), buén non, tdo.

- Tac dung nang hon, lién quan dén tic dung diéu tri do Gc ch€ qua manh kénh Ca: tim
dap cham, nghén nhi that, suy tim xung huyét, ngiing tim. Hiém gap.

2.2.6. Ap dung lam sang trong diéu tri THA

- Do lam giam luc co bép co tim, giam nhu ciu oxy cta co tim, giam truong luc va stc
can mach ngoai bién nén céc thudc ndy duoc ding dé diéu tri THA. Cho t6i nay, céc
thudc chen kénh calci dugc coi 1a thude diéu tri THA an toan va ¢6 hiéu qua. Verpamil,
nifedipin, nicardipin va diltiazem déu c6 hiéu qua ha 4p nhu nhau. Tuy nhién, do c6 su
khac nhau vé€ hiéu qua huyét dong hoc nén viéc chon lua diéu tri ¢6 khac nhau:

Nifedipin c6 tic dung chon loc nhat trén mach va tac dung tc ché tim lai yéu nhat. Phan
xa giao cam hoi lam tang nhip tim va lam tang hiéu suat tim.

Verapamin cé tac dung trén tim manh nhit, lam giam nhip tim va giam hiéu suat tim.
Diltiazem c6 tic dung trung gian
- Ngan can co that mach vanh khu trd, co ché€ chi nh ctia con dau thit nguc

- Verapamil, diltiazem lam giam dan truyén nhi thét, duoc chi dinh trong nhip tim nhanh
trén that do tai nhap (xin xem bai “Thudc chéng loan nhip tim”).

2.2.7. Ché phdm
- Amlodipin: vién nén 2,5- 5- 10 mg
- Diltiazem:  vién nén 30- 60- 90- 120 mg
Vién nang giai phong cham: 60- 90- 120- 180 mg
Thudc tiém 5 mg/ mL
- Felodipin (Plendil): vién giai phong cham 2,5 - 5- 10 mg
- Nifedipin (Adalat): vién nang 10- 20 mg
Vién giai phong cham 30- 60- 90 mg
- Nimodipin (Nimotop): vién nang 30 mg
- Verapamil: vién nén 40- 80- 120 mg
Vién giai phong cham 120- 180- 200 mg
Thudc tiém 5 mg/ 2mL
3. THUGC UC CHE ENZYM CHUYEN ANGIOTENSIN (ECA)
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Enzym chuyén angiotensin (ECA) hay bradykinase II 1a mot peptidase c6 tdc dung:

- Chuyén angiotensin I (decapeptid khong c6 hoat tinh) thanh angiotensin II (octapepetid
c6 hoat tinh) 1a chat c6 tac dung co mach va chéng thai trir Na * qua than.

- Lam mat hoat tinh ctia bradykinin, 1a chat gay gian mach va tang thai Na * qua than.

Sau khi duoc hinh thanh, angiotensin II s& tic d dng trén cac receptor riéng, hién duoc biét
la AT,, AT,, AT, AT,, trong d6 chi c6 AT, la dugc biét ro nhat (so do).

Angiotensinogen Kininogen
Non- renin ; (+)
(tonin, Renin = Thudc
cathepsin) uc ché i Tang
AR ~2> Angiotensin | Bradykinin «— t8ng hgp PG
Non- ECA | (+) () 3y Qia
| gay gian mach
(chymase) ; ":— | 1 e
! eanZn Angiotens:n I Heptapeptid
/ \\ (khong heat tinh)
AT, Tz AT,

Hinh 24.2: Tac dung cua ECA va thuoc ic ché ECA

Céc receptor AT, c6 nhi€éu & mach mdu, nio, tim, than, tuyén thugng than. Vai tro sinh 1y :
co mach, tang giit Na™, ¢ ché tiét renin, tang giai phong aldosteron, kich thich giao cam,
tang co bop co tim va phi dai that trai.

Céc receptor AT, ¢6 nhiéu 6 tuyén thuong than, tim, ndo, co tir cung, mo bao thai. Vai tro
sinh 1y: Gc ch€ su tang truong té€ bao, biét hoa t€ bao, stra chita mo, kich hoat
prostaglandin, bradykinin va NO & than.

3.1. Co ché va dac diém tac dung

Céac thuoc do tic ché€ ECA nén lam angiotensin I khong chuyén thanh angiotensin II ¢6
hoat tinh va ngan can giang héa bradykin, két qua 1a lam gian mach, tdang thdi Na™ va ha
huyét dp.

Trong diéu tri tang huyét dp, cac thudc ndy c6 cac diac diém sau:

- Lam giam stc can ngoai bién nhung khong lam tang nhip tim do tc ché truong luc giao
cam va tang truong luc phé giao cam.

- Khong gay tut huyét 4p thé ding, dung dugc cho moi Iia tudi.

- Tac dung ha huyét ap tir tir, ém diu, kéo dai.

- Lam giam ca huyét 4p tam thu va tam truong.

- Lam giam thi€u mau co tim do tang cung cdp mau cho mach vanh.

- Lam cham day that trai, giam hau qua cta tang huyét ap.
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- Trén than kinh trung wong: khong gay traim cam, khong gay rdi loan gidc ngu va khong
gy suy giam tinh duc.

3.2. Chi dinh

- Thudc c6 tac dung diéu tri t6t cho moi loai tang huyét ap:

. Trén ngudi c6 tudi, ha huyét 4p khong anh hudng dén tuan hoan ndo va kh 6ng anh
hudng dén phan xa 4p luc.

. Trén ngudi c6 dai thao dudng: khong anh hudng dén chuyén héa glucid, lipid. Mat khéc,
insulin lam K* vao t&€ bao, gay ha K* mau; thuoc tc ché ECA lam giam aldosteron nén gitt
lai K™.

. Trén ngudi c6 bénh than, do angiotensin II giam, lam luu lugng méau qua than tang nén
lam giam bai tiét

- Suy tim sung huyét sau nhoi mau co tim.

3.3. Tac dung khong mong muon

- Ha huyét 4p manh c6 thé xdy ra khi dung liéu dau trén nhitng bénh nhan c¢6 thé tich mau
thap do dang stir dung thudc 1o niéu, ch€ do an giam mudi hoac mat nude qua tiéu hoa.

- Suy than cap nhat Ia trén bénh nhan cé hep mach than.
- Tang Kali méu khi c6 suy than hodc dai thio duong.

- Ho khan va phu mach la do bradykinin khong bi gidng héa, prostaglandin tich luy &
phdi gay ho (nhiéu khi 1am bénh nhan phai bo thudc).

- Khong dung cho phu nit ¢6 thai ¢ 3 - 6 thdng cudi vi thudc ¢ thé gay ha huyét 4p, vo
niéu, suy than cho thai, hoac gay quai thai, thai chét.

3.4. Phan loai va dugc dong hoc
3.4.1. Thuéc itc ché ECA
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Thuoc Captopril Enalapril Perindopril Benezepril Lisinopril
Cac thong so
Sinh kha dung % 70 40 70 17 25
Gian protein huyét 30 50 9-18 95 3-10
tuong %
t/2 (h) 2 11 9 11 12
Khéi phat tac dung 0,25 2-4 1-2 0,5 1-2
(h)
Thoi gian tiac dung 4-8 24 24 24 24
(h)
Liéu uong 24h (mg) 75- 300 5-20 2-8 5-20 5-20

Enalapril, perindopril, benezepril déu 1a “tién thuoc”, vao co thé phai dugc gan chuyén
héa méi ¢ tac dung.

3.4.2. Thudc itc ché tai receptor ciia angiotensin I1

Do viéc chuyén angiotensin I thanh II con c6 su tham gia cla cdc enzym khdc (nhu
chymase) khong chiu tac dong cua thudc tc ché ECA nén su tao thanh angiotensin II van
con. Mat khac, do thudc tc ché ECA ngan can sy gidng héa cla bradykinin nén
bradykinin ¢ phéi tang, kich rng gay con ho khan rat khé tri. Vi vay da kich thich viéc
nghién ctu cac thudc e ché angiotensin II ngay tai receptor cia nd: thuéc tc ché AT ,.
Céc thuoc nay con dang dugc nghién ctu, danh gia trén cdc thlir nghiém lam sang. Vé
nguyén tac, do ¢6 tdc dung chon loc trén AT, nén tranh dugc tic dung phu ctia bradykinin
(ho, phut mach).

Bang 24.4: Mot so dac diém dugc dong hoc cua cac thuoc e ché AT

huéc | Losartan Valsartan Irbesartan Telmisartan
Cac thong so
Aii luc gin vao AT, + +++ 4 +++
Sinh kha dung 33 25 70 43
t/2 (h) 2 (6- 9)* 9 11- 15 24
Thai trir Thanvagan | Gan 70%; than | Gan 80%, than | Gan

30% 20%

Liéu uong (mg/ 24 h) | 50- 100 80- 320 150- 300 40- 80

* 1/2 cua loscartan la 2 gio, nhung cia chdt chuyén héa con hoat tinh la 6-9 gio.

4. CAC THUOC HA HUYET AP KHAC
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4.1. Clonidin (2,6 diclorophenyl - amino - 2 imidazolin - catapres)

La thuoc kich thich receptor o, cia hé giao cam trung wong nén lam giam truong luc giao
cam ngoai bién.

4.1.1. Tac dung
- Lam ha huyét ap do:
. Lam giam cong nang tim, giam nhip tim
. Lam giam stic can ngoai bién, nhat 1a khi truong luc giao cam tang.
. Lam giam stic can mach than, duy tri dong mau tGi than.
. Nhu methyl dopa, clonidin rat it khi gay tut huyét 4p thé ding.
- Cac tac dung khong lién quan dén ha huyét ap:
. An than (do huy giao cam trung uong?) khoang 50% truong hop.
. Kho miéng do co ché trung wong: khoang 50% truong hop.
. Giam dau do giam hoat tinh noron sting sau tuy song.

Nhitng tdc dung nay la do thudc gin vao receptor imidazolin c6 trong than kinh trung
uong.

4.1.2. Duoc déong hoc

Thuoc tan nhi€u trong md, vao than kinh trung wong nhanh. Udng hap thu tot, sinh kha
dung t6i 100%, dat dugc pic huyét tuong sau 1 -3gio, t/2 khoang 12gio. Thai trit qua than
50% duéi dang nguyén chat.

4.1.3. Chi dinh
- Tang huyét ap

- Tién mé: do ¢6 tiac dung an than, gidm dau nén lam giam dugc lugng thudc mé va tang
on dinh huyét dong.

- Cai nghién: ma tuy, ruou, thuoc la.
4.1.4. Déc tinh
- Kho miéng, an than: 1a tdc dung trung uong, lién quan dén liéu dung.

- Ngimng thudc sau dung lau va liéu cao (>1mg/ngay) c6 thé gip con tang huyét ap kich
phat do tang truong luc giao cam: budn non, tim nhip nhanh, nhitc dau, va mo hoi.

Can giam liéu dan va dang thudc thay thé. Diéu tri non tang huyét dp nay bang dung lai
clonidin va dung céac thudc chen o, chen 3 giao cam.

4.1.5. Ché phdam va liéu luong
Clonidin (Catapres)
Vién nén: 0,1 - 0,2 - 0,3mg
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Uodng 0,2 -1,2 mg/ngay, chia lam 2 lan

Cao dan: Giai phéng 0,1 - 0,2 - 0,3mg/24gid. C6 tac dung 7 ngay cho 1 1an ddn. C6 thé c6
phan dng tai chd dan.

4.2. Natri nitroprussid

La thu6c gidn mach manh dung theo dudng tiém dé diéu tri cAp cttu con ting huyét 4p va
suy tim nang. Lam gian ca dong mach va tinh mach. Co ché: hoat hoa guanyl cyclase do
tac dung kich thich truc ti€p hoac th ong qua giai phong NO, dan dén lam tang GMPv, gay
gian co tron.

Nitroprussid 12 mot phic hop cua sat,
cac nhom cyanid va phan nitroso. Poc CN
tinh nang nhat lién quan dén su tich luy .
cyanid; ngoai ra con gap nhiém acid, CN .~
loan  nhip, tut  huyét  ap. |
Hydroxocobalamin (vitamin B,,) két

hop véi cyanid dé tao cyanocobalamin  2Na NC—Fe — CN
khong doc, do d6 dugc diung dé giii ya |

doc nitroprussid.
ON CN

Natrinitroprussid duoc chi dinh trong con tang huyét ap, suy tim sung huyét (do lam giam
ca tién gdnh va hau gdnh) va lam giam nhu clu oxy cua co tim sau nhdi mdu co tim.
Trong ngoai khoa con dung 1am ha huyét 4p c6 kiém tra khi gay mé d€ lam giam chay
mau do phau thuét.

Nitroprussid (Nipride): 1o 50mg. Khi dung pha trong dextrose 5% - 250 - 1000 ml, truyén
tinh mach 0,5 pg/kg/phiit, c6 thé tang t6i 10 ug/kg/phit. Chai thudc phai boc trong gidy
mau, trdnh dnh séng. Kiém tra huyét 4p thudng xuyeén.

5. CHIEN THUAT PIEU TRI TANG HUYET AP VO CAN

Vi THA v6 cian mang tinh chat rat da dang nén viéc diéu tri cling cin “cé thé hoa” dé vira
c6 hiéu qua, vira c6 thé dung nap dugc.

5.1. Ai can duoc diéu tri

- Moi nguoi khi c6 HA 140- 90 mmHg

- Khi ¢6 t6n thuong co quan dich hoidc cé déi thdo dudong, mic diu HA con & gi6i han
trén (130-139/85-89 mmHg).

Muc tiéu diéu tri 1a dua HA vé chuin < 140/99mmHg, nhung khong don gian, & M§ chi
27% bénh nhan THA dat dugc chi tiéu nay.
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5.2. Cach diéu tri

5.2.1. Phuong phdp khong dung thuéc

- An gidm mudi, gidm ruou, giam can (béo)...
- Thé duc déu, nhe nhang

5.2.2. Thuéc

Can c4 thé hoa, vi thé can diéu tri thir

- Lic dau dung loi niéu, chen B, chen kénh calci va tham chi ca cac thudc khac (chen o,
uc ché ECA).

Diéu d6 con tuy thudc vao bénh kem theo: thudc c ché€ ECA khi cé déi thdo duong; chen
B khi ¢6 bénh mach vanh; chen kénh Ca (loai dihydropyrindin) khi c6 THA tam thu riéng
biét & ngudi cao tudi. Liic ddu nén chon mot loai thu oc.

- Khi mét thude khong cho két qua mong muon:

Khong nén tang liéu vi sé& ¢ tac dung phu: thudc loi niéu (r6i loan chuyén héa), chen P
(tdc dung trung uong, cham nhip tim), chen kénh Ca (phu, danh trong nguc, nhic dau,
nong mat), chen o, (ha HA thé ding).

Thay thudc khac
Phéi hop thudc ¢6 co ché khac nhau

Mot thuoc ha HA c6 thé gay phan tng bu trir, lam giam tidc dung cta chinh né. Dung
thudc phoi hop dé ngén chin phan ting bu trir. Thi du thudc 1gi niéu 1am thai Na, giy tang
renin (dung thém thudc tc ché ECA); thudc chen kénh Ca gay tang nhip tim phan xa
(dung chen ).

Hién c6 vién thudc phoi hop sdn. Tién dung nhung khong hay vi khong “cd thé héa”
duoc.

Trong nhitng nam gan day, viéc diéu tri THA da trd nén don gian hon trudc rit nhi€u nho
c6 nhiéu loai thudc hiéu qua. Van dé 1a phai c4 thé hoa trong diéu tri dé méi bénh nhan ¢
thé tim dugc cho minh mot thudc thich hop vira ¢6 hiéu qua, vira dung nap tot.

5.3. Tiéu chuan thuoc ha huyét ap ly tuong
- C6 tac dung ha huyét ap tot
. Ha HA tur tr, ém diu, kéo dai
. Gidm ca s6 t6i da va s t6i thiéu
. Gidm ca & nguoi tré va ngudi cao tudi
. Lam mat dinh tang huyét ap trong ngay
- Khong 1am mach nhanh do d6 khong lam tang cong co tim va tang nhu cau oxy.

- Khong 1am mach cham, tranh dugc nghén nhi - that
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- Khong lam giam stic co bop ctia co tim, nhat 1a that trai
- Diing duoc cho nhiéu doi twong: suy than, tiéu dudng, ting lipid m4u
- Khi ngimg thudc, khong c6 nguy co "phan hoi".

CAU HOI TU LUONG GIA
1. Phdn loai cdc thuoc diéu tri tang huyét dp theo co ché'tdc dung ciia th uéc
Trinh bay co ché'tdc dung va phdn loai cdc thudc chen kénh calci.

Trinh bay cdc tdc dung diéu tri va tic dung khéng mong muodn cia thuéc chen
kénh calci.

Trinh bay co ché’tac dung cua thuoc iic ché enzym chuyén angiotensin (ECA).
Néu ddc diém tdac dung va chi dinh diéu tri ciia ECA.

6. So sdnh wu- nhuoc diém cua thuéc chen kénh calci va ECA trong diéu tri ting
huyét dp.
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Bai 25: THUOC LOI NIEU

MUC TIEU HOC TAP: Sau khi hoc xong bai ny, sinh vién c6 kha nang:

1. Trinh bay duoc co ché tdc dung va dp dung diéu tri ciia 4 nhém thudc loi niéu:
nhém thudc tic ché enzym carbonic anhydrase, nhém thiazid, nhom thudc loi niéu
quai va nhoéom luu kali mdu.

Néu dutoc cdc tai bién roi loan vé ion khi ding cdc thudc loi niéu kéo dai

3. Trinh bay duogc co ché'tdc dung va dp dung diéu tri ciia thuoc loi niéu tham thdu

1. DAl CUONG

TAt c4 cdc chat 1am tang khaoi luong nudc tiéu déu duoc coi 1a ¢é tdc dung loi niéu (udng
nudc nhiéu lam dai nhiéu). Song néu chi nhu vay thi khong giai quyét duoc phu, 1a tinh
trang & dong Na* & dich ngoai t€ bao. Cho nén thudc 1gi niéu phai la thudc lam tang thai
trir Na*, kém theo la thai trir nudc 1ay tir dich ngoai t€ bao.

Trén nguoi khong c6 phi, thude 1gi niéu van c6 tic dung. D6 1a co s& dé sir dung né trong

diéu tri cao huyét dp: 1am giam Na* cua thanh mach sé& lam tang tic dung ctia thu6c ha ap
va giam tac dung cuia cac hormon gay co mach (nhu vasopressin).

Ngoai tac dung tic ch€ chon loc tai hdp thu Na ™, cac thudc 1oi niéu con ¢ anh hudng truc
ti€p hoac gian ti€p dén su bai xuit cia mot so dién giai hoac cac chat khac: K ¥, ClI', HCO5
, acid uric... va gy ra cac roi loan khi dung kéo dai.

Dé hiéu 10 co ché va cdc tdc dung khong mong muén clia thudc 1¢i niéu, can nhic lai qua

trinh van chuyén ctia mot so ion khi qua than.

1.1. Van chuyén ciia Na*

- O 6ng luon gan, khoang 70- 80% Na* dugc tai hap thu ciing véi cdc chat hitu co hda tan
(duong, acid amin), véi cac anion (acetat, phosphat, citrat, Cl°), vGi bicarbonat duGi anh
hudng ctia carbonic anhydrase.

- O doan lén cua quai Henle, Na* tiép tuc dugc tdi hdp thu khoang 15 - 20%, theo co ché
cung van chuyén 1 Na*, 1 K*va 2 CI..

- O ong luon xa, tai hap thu Na* (0- 10%) phu thuoc vao bai xuét K+ va H*:

. Trao d6i Na* va K* du6i anh hudng ctia aldosteron, hormon 1am tiang tai hap thu Na * va
tang thai K*

. Trao doi giita Na* va H* phu thuoc vao trang théi thing bing acid - base. Trong nhiém
acid, c¢6 su tang thai trir H* nén lam tang tai hap thu Na*: ¢t 1 ion H* thai trir vao long 6ng
than thi 1 ion Na™ duoc tdi hap thu.
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Trong nhiém base c6 hién tuong nguoc lai.

Két qua cudi cuing 1a sau khi loc qua cau than (25.000 mEq/ 24h), Na * dugc tai hap thu tGi
98- 99%, chi thai trir 20- 400 mEq/ 24h.

1.2. Van chuyén K*

K* qua cau than duoc tai hip thu hoan toan & 6ng lugn gan. Su ¢6 mat cua K * trong nudc
tiéu 1a do dugc bai xudt & 6ng lugn xa bing cac qua trinh sau:

- Anh huong ctia aldosteron: thai K * va tdi hap thu Na*

- Anh hudng clia trang thdi thang béang acid- base: H* va K* 1a 2 ion duogc thai trir tranh
chép & ong luon xa. Trong nhiém acid, khi tang thai trir H * dé trao déi véi tai hap thu Na*
thi s& giam bai xuédt K*. Trong nhiém base thi ngugc lai, ion H* duoc tao ra phan 16n 1a do
enzym carbonic anhydrase (CA). 0 ong luon xa, CA déng vai tro cht yéu trong acid héa
nudc tiéu.

1.3. Bicarbonat

O 6ng lugn gin, 4/5 bicarbonat loc qua cdu than dugc tdi hdp thu do anh hudng cla

enzym CA (hinh 25.1). Phan con lai hau nhu sé bi tai hap thu nét & ong lugn xa (p H cla
nudc tiéu 1a acid nén khong chita bicarbonat).

1.4. Van chuyén nuéc

- O 6ng luon gan, nudc duoc tai hap thu thu dong theo cdc chat dién giai. Nudc tiéu trong
long 6ng dang truong.

- O nhanh xuong cua quai Henle, nudc duge tai hap thu don thuan, khong kém theo dién
gidi, nu6c tiéu ngdy cang uu truong.
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Hinh 25.1. Tai hap thu bicarbonat ¢ 6ng luon gan

- O nhanh Ién cha quai Henle, nu6c khong thim qua dugc, trong khi Na * lai duoc tdi hap
thu, nén nuéc tiéu dan dan trd thanh nhuoc truong. Vi vay, phan cudi ctia nhanh lén va
phan dau cua 6ng lugn xa dugc goi la doan pha loang.
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Hinh 25.2. Van chuyén nuéce va dién giai 6 don vi than
= : Nudc tiéu ddng truong

+ : Uu truong
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- : Nhuoc truong

- Trong ong gbp, tinh thdm véi nuée c6 thay déi phu thudc v ao ADH, hormon chong bai
niéu cua thuy sau tuyén yén. Véi su c6 mat cia ADH, 6ng gép thdm nudc manh, nuéc

duoc tdi hap thu khong keém theo ion, nudc tiéu dugc co dac dan va trd thanh vu truong.

Khi khong ¢c6 ADH thi 6ng g6p khong thaim nudc, nudc tiéu tir 6ng luon xa dén van gilt &
trang thai nhuoc truong trong 6ng gép (H.29).

Nhu vay, cdu than loc 130 ml/ phit va bai xuét nudc tiéu 12 1 ml/ phit (1440 ml/ 24h).

Nghia 1a trén 99% nudc tiéu loc qua ciu than dugc tdi hap thu. RS rang 1a muén cé tic

dung loi niéu nhanh khong phai 1a lam tang stic loc clia cau than ma la can tc ché qua
trinh tai hap thu ctia 6ng than.

2. CAC THUOC LOI NIEU

Mbéi thuoc loi niéu thuong tic dung & mot vi tri nhat dinh ctia 6ng than, 1am thay doi
thanh phan ion cta nudc ti€u trong long ong tha n. Su thay doi d6 s& gian ti€p hodc truc
ti€p gay ra cdc phan ting trong su van chuyén cdc ion va nudc & cdc phan khdc, va s€ 1a
nguyén nhan clia cdc r6i loan dién giai, thang bang acid - base cta thudc. Dé tién theo doi
lam sang khi dung thudc loi niéu kéo d ai, ta chia thanh 2 nhém 16n:

- Thudc 1gi niéu lam giam K* mau (tang thai trir K*)

- Thudc 1gi niéu gitt K* mau (giam thai trir K*)

- Ngoai ra, c6 loai thudc loi niéu thidm thau, khong gay réi loan ion.
2.1. Thudc loi niéu lam giam K* mau

Céc thudc nay do tic dung lam tang thai Na* & doan trén cua ong lugn nén & doan cudi
clia ong luon c6 phan ting tang thai K* dé€ giit Na*, gay cdc roi loan gidam K* mau va 1am
tang doc tinh cua thudc dung cung (nhu loai digitalis).

2.1.1. Thudc phong tod carbonic anhydrase (CA)

Con goi la sulfamid 1oi niéu. Tat ca déu c6 nhém sulfonamid ( -SO,NH,) trong cong thiic,
nhung khong c6 tdc dung kim vi khuén.

2.1.1.1.Tdc dung va co ché

O 6ng luon gén, trong t€ bao 6ng than, CA c6 tic dung 1am giai phéng ion H * vao long
ong than theo phan tGng sau:

CA

|

H,0 + CO, &—= H,C0, =—= HCO; +H*
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H* dugc gidi phéng vao long ong than s& trao doi v6i Na * duogc tai hap thu (hinh 1). Khi
enzym CA bi phong tda, luong ion H* bai xuat bi giam nén Na* khong duoc tai hap thu,
thai trlr ra nu6c tiéu du6i dang bicarbonat, kéo theo nudc nén 1gi niéu. Mat khdc, do su bai

xuat tranh chap gitta H* va K, khi thi€u H*, K* s& bi tang thai trir. Tom lai, thuéc lam
tang thai trir Na*, K* va bicarbonat (c6 thé lam thai trir t6i 45% lugng HCO ;™ qua than), do
d6 1am giam K* mdu va gay nhiém acid chuyén héa. Tinh trang nhiém acid nay chi bu trir
sau 3- 7 ngay va sau d6 1a nguyén nhan tu giéi han hiéu qua cta thudc: dung thudc lién

tuc, tdc dung bi giam nhanh. Do qud trinh bu trit, nong do Cl - huyét tuong tang (do tang
tai hap thu NaCl)

Ngoai ra & mat (cuébn mi) va than kinh trung wong ciing c6 enzym CA. Thudc tic ché

enzym lam giam tiét thuy dich ctia mat, gidm san xuét dich ndo tly va gy toan chuyén

héa trén than kinh trung uong.

2.1.1.2. Chi dinh

- Vi c¢6 nhiéu thu6c 1¢i niéu t6t hon nén thudc nay khong con duoc dung véi muc dich lgi
niéu. Chi dinh cua thudc lién quan dén tic dung thai trir bicarbonat va tac dung ngoai
than.

- Diéu tri tang nhan 4p (glocom géc md) do thudc lam giam tiét dich nhéan cau.

- Diéu tri ching dong kinh: ngoai tic dung lam giam tao thanh dich néo tuy, thudc con ¢
tac dung chong co giat. Trong ndo, cidc qua trinh oxy héa xay ra rit nhanh cho nén CO ,
cling dugc sinh ra nhanh. Thudc phong toa enzym CA & bao tuong, lam tich luy H ,CO,
gay nhiém acid t€ bao nén lam thay déi chitc phan t€ bao than kinh.

2.1.1.3. Chong chi dinh

- Bénh tim phoi man tinh, hodc cdc bénh phoi man tinh cé suy ho hdp va ting CO,
mau, vi cac thudc phong toa CA ngan can tai hap thu bicarbonat cin thiét nhu 1a chat dém
trung hoa trang thai qué thura CO, trong mo.

- X0 gan va suy gan, vi thuoc gay acid mdu, dé lam xuét hién hon mé gan.
2.1.14.Tai bién

- Gay acid huyét do lam giam du trit base, khi d6 tac dung cua thudc ciing bi giam di néu
dung thudc nhiéu liéu lién nhau, cho nén cin d ing ngit quang.

- Giam K" mau, gay mét moi, hodc dé xay ra nhiém doc khi dang diéu tri bang digitalis.

2.1.1.5. Ché pham
N——N

Acetazolamid (Diamox, Fonurit,
Sulfadiurin-  acetyl  aminthiadiazol CHs -~ CONH —“\ /H— SO,NH,
sulfamid). ' S '
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Vién 0,25 g. Mbi ngay uéng 1 vién. Trong bénh ting nhin 4p, c6 thé udng 4 - 6 vién mot
ngay. Hap thu nhanh qua dudng tiéu héa, gan v4 i protein huyét tuong 92%. Thoi gian ban
hlty ngén, khong bi chuyén héa. Thai trlir hoan toan qua nudc ti€u trong 24 gio.

2.1.2. Nhom thiazid (benzothiadiazid)
Trong phan tlr ¢6 2 nhém sulfonamid (-SO,NH,), 1 tu do va 1 ndm trong di vong.
2.1.2.1.Tdc dung va co ché

Téac dung tc ch€ CA kém acetazolamid (Diamox), nhung tac dung loi niéu lai nhanh hon
vi vay con c6 nhiing tdc dung khac ma co ch€ con chua hoan toan biét rd. La thuoc tac
dung truc ti€p trén than, tiém vao 1 than thi gay lgi niéu chi cho than d6 (tuy nhién chua
tim thay receptor hay enzym dac hiéu).

Thiazid tc ché tai hdp thu Na* va kém theo 1a ca Cl” (vi tri dong van chuyén) & doan pha
loang (phan cudi ctia nhanh 1én quai Henle va phan dau ctia 6ng lugn xa), thai trit Na * va
CI' v6i s6 lugng gan ngang nhau nén con goi la thude loi niéu thai trit mudi (saluretics).
Khoang 5- 10% Na* loc qua cdu than bi thai trir nén thuoc loai thudc c6 tic dung lgi niéu
trung binh.

Thuoc ¢6 tac dung & ca moi truong acid va base.

- Lam tang thai trirt K*, theo 2 co ch&: mot phan do thude tic ch€ enzym CA, lam giam bai
ti€t ion H* nén tang thai K* (co ché thai trir tranh chap & 6ng lugn xa); mot phan do tc ché
tai hap thu Na* lam dam d6 Na* tang cao & 6ng lugn xa, gay phan tng bu trir bai xuat K *
dé kéo Na™ lai.

- Khong lam tang thai trir bicarbonat nén khong gy acid mau.

- Lam gidm bai tiét acid uric qua ong than nén cé thé lam ning thém bénh gut. Cic
thiazid dugc thai trir qua hé thai trir acid hitu co cua 6ng than nén tranh chap mot phan véi
thai trir acid uric qua hé nay.

- Dung lau, lam giam calci niéu do lam tang tai hap thu Ca** & 6ng lugn gin va ca xa nén
c6 thé dung dé du phong soi than. Tuy nhién, hi€m khi gép ting calci méu do thiazid vi c6
thé c6 céc co ché bu trir khac.

- Lam ha huyét ap trén nhitng bénh nhan bi tang huyét 4p v i ngoai tic dung lam tang thai
trir mudi, cac thudc con tc ché tai chd tac dung cua thuéc co mach trén thanh mach, nhu
vasopressin, noradrenalin. Mat khac, do lugng Na™* cia m6 thanh mach giam nén dich
gian bao cua thanh mach ciing giam, lam 1ong mach rong ra , do d6 stic can ngoai vi giam
xuong (huyét 4p t6i thiéu ha).

2.1.2.2. Chi dinh

- Phu céc loai: tim, gan, than, ¢ thé gay thi€u méu thai va teo thai, khong ding cho phu
va tang huyét dp khi c6 thai. C6 thé dung cho phil tim, gan, than & ngudi ¢6 thai.

- Tang huyét ap: dung riéng hoac dung cung véi cac thudc ha ap khac, vi ¢6 tac dung hiép
dong.
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- Tang calci niéu khong rd nguyén nhan dé dan dén soéi niéu.
2.1.2.3. Chéng chi dinh hodc dung thdn trong

- Trang thai giam kali- mdu trén bénh nhan bi xo gan (vi dé lam xuéat hién hon mé gan),
trén bénh nhan dang diéu tri bang digital (s€ lam tang doc tinh cua digital). Khic phuc
bang uéng KCI 1- 3 g mot ngay.

- Bénh gut: do thiazid 1am tang acid uric mau

- Suy than, suy gan, khong dung nap sulfamid (gay bénh ndo do gan ).
2.1.2.4.Tai bién

Khi diing lau, thudc c6 thé gay céc tai bién sau:

- R6i loan dién giai: ha Na* va K™ mau (theo co ché da trinh bay & trén), gy mét moi,
chén an, nhitc dau, buén non, chuot rut.

- Tang acid uric mdu gay ra céc con dau ciia bénh gut. Diéu tri bang probenecid.
- Lam nang thém dai duong tuy. Co ché chua ro.

Mot soO tac gia thdy thiazid tc ché giai phong insulin va lam tang bai tié€t catecholamin
déu dan t6i tang duong huyét.

- Lam tang cholesterol va LDL mau khoang 5 - 15%. Tuy nhién khi dung ké o dai thi ca 2
muc lai trd vé binh thuong.

- Mot s6 biéu hién di tng hoic khong chiu thudc.
2.1.2.5. Tuong tdc thuéc

- C4c thiazid lam giam tac dung cta cac thudc chong dong mau, thudc lam tang thai trir
uric dé diéu tri gut, cdc sulfonylure va insulin.

- Céc thiazid lam tang tdc dung cta thudc té, diazoxid, glycosid trg tim, lithi, thudc loi
niéu quai va vitamin D.

- Tac dung lgi niéu cua thiazid bi giam khi dung cung véi thuéc chéng viém phi steroid.
Amphotericin B va corticoid lam tang nguy co ha kali mau cua thiazid.

2.1.2.6. Ché phdm: mot so' thuoc thuong ding

Chuc halogen ¢ C4 va nhém sulfamid & C, rat 1
can cho tidc dung lgi niéu cia ca nhom. Thay ® ~ N_

nhém -SO, NH, & C, bang Cl, duoc diazoxid € - ¢ CHAY
c6 tac dung nguoc v6i chlorothiazid, giit Na*, <@ 1 2ND)
nhung ¢6 tac dung gian mach, ha huyét ap. HN — SO, :
Hydrochlorothiazid do bao hoa duong noi 3 - 4, 0,

da c6 tac dung thai trtr Na* manh gip 10
chlorothiazid.
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Bang 25.1: Mot s6 ché pham
Tén thuoc X | Puong Y Z Thoi Mirc | Liéu luong
noi 3- 4 gian tdc | thdi triv
dung muoi
Chlorothiazid Cl | Noikép |H H 8- 12h 1 0,5-2,0g
Hydrochlorothiazid Cl Bdo hoa H H 8- 12h 10 0,025- 0,1
(hypothiazid)
Hydroflumethiazid 1 g | gz pon | H 8-12h |10 0,025- 0,1
Methylehlothiazid 1 | gz hoa | -cHLCI CH, |12-24h | 200 0,005- 0,01
Polythiazid Cl | Biohda |-CH,-S-CH,-CF, | CH, | 30h 500 0,002- 0,004

Hién nay c¢6 thém mot s6 ché phdm méi:
- Chronexan (Xipamid). Vién 20 mg
Dé hap thu qua tiéu héa. Dinh huy€t tuong 45 phit - 2 gi' sau khi uéng liéu duy nhat.
qu,zz 6- 8h. Gan vao protein huyét tuong 95%. Thai 90% qua than, ch 0 yéu la dang khong
doi.
Uobng liéu duy nhét budi sdng 10 - 40 mg
- Hygroton (Chlorthalidone). Vién 25 mg
Hap thu cham. T, 12 50 gid.Théi 1/2 qua than dudi dang khong doi. Qua dugc sita.
Uobng 1 1an vao budi sdng, 1- 2 vién
- Fludex (Indapamid) vién 2,5 mg, Natrilix vién 1,5 mg.
Dic diém: . Gidn mach (thay doi dong ion, dac biét 1a Ca)
. Kich thich téng hgp PGE, va PGI, (gian mach va chéng von tiéu cau)
. Khong 4nh hudng dén chuyén héa dudng va lipid
Dong hoc: dat dugc dinh huyét tuong sau 1 - 2h. Gan 75% vao protein huyét tuong, T, =
14- 24h
2.1.3. Thudéc loi niéu tac dung manh hay thudéc loi niéu ""quai" ("loop diuretics')

D6 1a nhém thudce cé tac dung rat manh so véi cac thuoc 1gi niéu da bi€t va vi tri tic dung
la & doan phinh to cua nhanh 1én quai Henl e. Poan nay c6 qua trinh tdi hap thu téi 35%
luong Na* va ClI™ ctia nudc tiéu ban dau. Thudc tiéu biéu 1a furosemid va acid ethacrynic.

2.1.3.1.Tdc dung va co ché

- Uc ché co ché ciing van chuyén (cotransport mechanism) ctia 1Na *, 1K* va 2 Cl° & doan
phinh to ctia nhanh 1én quai Henle. Vi vay lam tang thai trir Na*, CI" (gan ngang nhau) va
K* (it hon thiazid).
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- Furosemid va bumetanid con c6 ca tac dung tc ché carbonic anhydrase do trong cong
thic ciing ¢6 gdoc sulfonamid. Nhung tdc dung nay chi rat yéu.

- Tuy c¢6 lam tang thai trir ion H, nhung pH nudc tiéu it thay d6i vi tdc dung tc ché
carbonic anhydrase da bu trur lai.

- Céac thuéc nhém nay lam tang thai trir Ca™ va ca Mg**, trai vé6i tic dung cua thiazid, vi
vay ¢6 thé dung diéu tri tang calci mau triéu chiing. Vi Ca™ con duoc tdi hap thu & ong
lugn nén thuong chi thdy ha Mg ** mau khi dung lau.

Két qua 1a cdc thudc 1oi niéu "quai” c6 thé 1am thai trir t6i 30% so lugng nuéce tiéu loc qua
cau than, vuot quéd s6 luong nuée tai hip thu cuia quai Henle, cho nén c6 thé con c6 mot
s0 co ché phu tc ché tai hip thu & 6ng luon gan. Hién la thudc c6 tic dung 1oi niéu manh
nhat.

2.1.3.2. Chi dinh
- Nhu nhém thiazid

- Vi ¢6 tac dung nhanh nén con duogc ding trong cap ctiu: con phu ning, phi phdi cép,
con tang huyét ap, tang calci huy ét c4p tinh.

2.1.3.3.Tai bién

- Do thdi trir qud nhanh nuéc va dién gidi nén c6 thé gy mét moi, chudt rit, tién hon mé
gan, ha huyét ap.

- Giong nhém thiazid, c6 thé gip tang acid uric mau, ting dudng mau.

- Dung lau, do tang thai trir C1°, K* va H* nén c¢6 thé gay nhiém base giam Cl, hoic nhiém
base giam K™,

- Do 1am tang thai trir Mg** va Ca** nén c6 thé gay ha Mg** mdu (dé gay loan nhip tim) va
ha Ca™ mau (hi€m khi din dén tétani)

- Nhitng biéu hién khéc c6 thé gap: r6i loan tiéu héa (c6 khi 1a chdy mau), giam s6 luong
héng bach cau, r6i loan chiic phan gan than, sin da, té bi.

- Duy nhit véi nhém nay 1a doc tinh vé6i day VIII, c6 thé gay diéc tai do roi loan ion trong
noi dich hoac do dac tng. Vi vay khong nén dung cung v6i khang sinh nhém aminosid.

2.1.34. Ché'phdm va liéu luong

* Ethacrynic acid (Edecrin): trong cong thic ¢ chita ceton khong bdo hoa cho nén dé
phan tng v6i nhém sulfydril clia cac enzym van chuyén ion ciia 6ng than.

- Vién 25 hoac 50 mg. Udng 50- 200 mg/ ngay

- 6ng bot Edecrin natri 50 mg. Tiém tinh mach 50 mg hodc 0,5mg/kg can nang. Khong
tiem bap hodc dudi da vi thudc kich thich tai chd gay dau.

Hap thu nhanh qua dudng tiéu héa. Gan nhi€u véi protein huyét tuong, t/2 dudi 1 gio.
Thai trir qua than 40% du6i dang khong chuyén hoa.
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* Furosemid (Lasix, Lasilix, Trofurit)

La dan xuét cta acid anthranilic, c6 chita goc sulfonamid trong cong thic.

- Vién 20, 40 va 80 mg. Udng 20- 80 mg/ ngay

- 6ng 2 ml = 20 mg. Tiém bap hoac tinh mach: 1 - 2 6ng

Trong phul phéi cép, sau liéu dau 60 - 90 phiit ¢6 thé tiém nhéc lai.

Tac dung lgi niéu xuat hién nhanh, 3 - 5 phit sau khi tiém tinh mach, 20 phut sau khi
uong. Heét tac dung sau 4- 6h.

Thuoc dé hap thu qua tiéu hda, mot phan gin véi protein huyét tuong. Chil yéu nam ngoai
t€ bao va it tan trong md. Thai trir phan 16n dudi dang khong chuyén héa.

* Bumetanid (Bumex):

La dan xuat cua acid 3- aminobenzoic, trong cong thic cling chita nhém sulfonamid.
Manh hon furosemid 40 1an.

- Vién 0,5- 1,0 va 2,0 mg. Uong 0,5- 2,0 mg

- 6ng 0,5- 1,0 mg. Tiém bép hodc tinh mach 0,5 - 1,0 mg.

2.2. Thudc loi niéu giir kali- mau (giam thai trir K*)

Céc thudc loi niéu thuoc cdc nhom trén khi ding lau déu gay giam kali - huyét. Cac thudc
thuoc nhém nay tidc dung & phan cudi ong luon xa, do tic ché tai hap thu Na * bing co ché
trao d6i voi bai xuat K*, vi thé 1am giam bai xuit K*. Pong thoi thudc 1am tang thai trix
bicarbonat, giam bai xudt H* cho nén nudc ti€u nhiém base.

Cac thu6c nay hiau nhu khong dung mot minh vi tic dung thai Na * yéu va tai bién tang
kali- mdu thuong bat lgi. Dung phoi hop véi cac thudc 1oi niéu lam giam kali- mau s€ giit
dugc tac dung thai trir Na* va khic phuc dugc réi loan ha K* mau. C6 nhiéu biét duge
phdi hop.

2.2.1. Thuéc doi ldp vaoi aldosteron

Spironolacton (Aldacton): cong thiic gan giong véi aldosteron, tranh chip véi aldostero n
tai receptor & ong luon xa, nén con goi la thuoc khang aldosteron. Tac dung thai trir Na *
ctia thu6c phu thudc vao s6 lugng aldosteron bai tiét va bi tc ché. Tac dung xuat hién

cham sau 12- 24 gio.

- Vién 25 mg. U6ng mdi ngay 2- 4 vién

- Dung lau c6 thé gay tac dung phu giong hormon: & nam gay chitng vi to, & nit gay

chiing ram long va loan kinh nguyeét.

2.2.2. Thuéc khong doi ldap voi aldosteron

Triamteren (Teriam). Con goi la khang aldosteron gia (pseudo - anti- aldosterone). Cong
thiic hoan toan khong giong véi aldosteron nén khong c6 tic dung tranh chap véi
aldosteron.
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Lam tang thai Na*, CI" do lam giam tinh thdm cta 6ng lugn xa v6i Na*. Lam giam bai
xuat K* va H*. Tac dung ca khi c¢6 mat ciing nhu khi khong ¢6 mat aldosteron (dong vat
cat bo thuong than). Spironolacton 1am tang tdc dung cla triamteren cho nén 2 thudc tic
dung trén 2 receptor khac nhau.

Tac dung tdi da dat duoc sau khi uéng 2 gid va chi giit duoc tac dung trong 10 gio.
- Nang 100 mg. Udng 1- 2 nang/ ngay
- C6 thé gay buén non, non, chudt rit, ngl g a.

Amilorid (Modamid): tic dung thai Na*, luu K* manh hon triamteren. Ngoai co ch€ tac
dung theo kiéu triamteren, amilorid con tac dung trén ca 6ng luon gan.

Nong do t6i da trong mau dat dugc 4 gio sau khi uéng, thoi gian ban huy khoang 6 gio,
tdc dung kéo dai 24 gio.

- Vién 5 mg. U6ng mdi ngay 1 vién. Khong vuot qua 20 mg/ ngay
2.3. Thudc loi niéu tham thau
Thudc 1oi niéu thdm thau diing dé€ chi mot s6 chat hoa tan c6 céc tinh chat sau:
- PBuoc loc tu do qua cau than
- Buoc hap thu c6 gidi han khi qua 6ng than
- Hau nhu khong c6 hoat tinh dugc 1y

Nhitng chit ndy duoc dung vé6i s6 luong twong do6i 16n dé 1am thay déi mot cdch c6 y
nghia nong d6 osmol trong huyét twong hay trong nudc loc cau than, hoic dich éng than.

Hién chi ¢6 mannitol 1a dugc ding nhiéu hon ca.
2.3.1. Chi dinh
Do khong lam tang thai trir Na* nén khong dung duoc trong cac chiing phu.

Thuong ding dé€ phong ngira déi it sau md, sau chan thuong, ting 4p luc trong so, hoic
lam tang loi niéu trong cdc trudng hop nhiém doc dé thai trir chat doc.

2.3.2. Chong chi dinh
- Mat nudc trong t€ bao
- Suy tim

2.3.3. Ché phdm

Mannitol dung dich 10- 20% dung trong lo 250- 500 va 1000 ml dung truyén nho giot
tinh mach.

Mannitol thai trir qua cau than va chi khoang 10% dugc tai 4p thu & 6ng luon, do d6 lam
tang 4p luc tham thau trong ong lugn, tic ché tdi hp thu nudc, gay loi niéu.
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CAU HOI TU LUONG GIA

. Trinh bay co ché tiac dung va dp dung diéu tri cua thudc vic ché enzym carbonic

anhydrase (CA).

Trinh bay co ché'tac dung va tdc dung ctia nhém thiazid.

Phdn tich va so sanh roi loan dién gidi ciia thuoc vic ché CA va thiazid.
Trxnh bpy c- ch0 t, ¢ dong vy tai biOn cfia thuéc ITi nidu “ quai” .
Sos_nht_c déng vu c- chl cfia 2 nhdm thuéc ITi nidu gi+ kali - m_u.
Trxnh by ¢ ch0 t_c dong vyt , p déng @i0u trb ciia mannitol.
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Bai 26: CAC CHAT DIEN GIAI CHINH VA CAC DICH TRUYEN

MUC TIEU HQC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:

1. Phdn biét duoc cdc ddu hiéu thita va thiéu Na*, K*, Ca**

2. Trinh bay duoc cdc thudc diéu chinh réi loan (thita hodc thiéu) cdc ion trén.
3. Phdn tich duoc su khdc nhau giita dich bu ion va dich thay thé huyét tuong.
4

. Trinh bay duoc vai tro cua cdc dich dinh dudng.

1. CAC CHAT DBIEN GIAI CHiNH
1.1. Natri
1.1.1. Vai tro sinh ly

- Giit vai trd song con: duy tri néng do va thé tich dich ngoai t€ bao. Na* 1a ion chu yéu &
ngoai t€ bao, vi vay roi loan Na™ bao gi¢ ciing kém theo roi loan nudc.

- Gitt tinh kich thich va dan truyén than kinh - co do duy tri hiéu th€ hoat dong gitta trong
va ngoai t€ bao.

- Duy tri thang bang base acid

Diéu hoa Na trong co thé do hormon vo6 thugng than aldosteron (tdi hap thu Na* va thai
K*, H" qua 6ng than) va hormon vasopressin (hay ADH, hormon chéng bai niéu) cua
tuyén hau yén.

Natri mau binh thuong 1a 137- 147 mEq/L
1.1.2. Thiéu Na (gidm natri- mdu; hyponatremia)
Khi Na- mdu < 137 mEq/L
1.1.2.1. Nguyén nhdn
- Nhap nhiéu nudc, tang tiét ADH
- Mat nhiéu Na*: do m6 hoi, do dung thudc 1oi niéu thai Na (nhu loai thiazid), do thi€u
aldosteron.
1.1.2.2. Ldm sang

- Na* giam, lam giam 4p luc thim th4u cta huyét tuong, nudc tir ngoai t& bao s& di vao
trong t€ bao. Dac biét 1a khi t&€ bao than kinh bi "trwong", s& gay céc triéu ching than kinh
nhu: kich thich, moi mét, lo sg, run tay, tang phan xa co that cdc co, hon mé.

Khi Na* mau tir 120- 125 mEq/L: chua c6 dau hiéu than kinh
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115- 120 mEq/L: budn non, ué oai, nhiic diu
<115 mEqg/L  : co giat, hon mé
- Mdt Na* 6 thé di kem theo mdt dich, lam gidm thé tich dich ngoai té bao
+ Nguyén nhan:
. Tiéu hoa: tiéu chay, non, c6 ong thong hit dich
. Than: dung loi niéu, suy thuong than
. Da: bong, dan luu vét thuong

+ Lam sang: giam thé tich mdu, giam dp luc tinh mach trung tam, giam 4p luc dong mach
phdi va huyét dp trung binh

- Na* mdu giam , nhung thé tich dich ngoai té bao vdn binh thuong hodc tdng.
+ Nguyén nhan

. Hoi1 ching tang ADH, gilt nuéc

. Phut do suy tim, so gan, than hu

. Truyén tinh mach qué nhiéu dung dich nhugc truong

+ Lam sang: nguoc vé6i cdc dau hiéu trén: thé tich mdu tang, tang 4p luc finh mach trung
tam, tang ap luc dong mach phéi va huyét 4p trung binh.

1.123. Diéutri

-Bao vé bénh nhan khoi nguy co truc ti€p: nang ngay Na* 1én trén 120 mEq/L, sau d6 dan
dan dua vé binh thudng va cho thing bang vé6i dich ngoai t€ bao (xem 1.3.4.)

- Chi y diéu chinh dién giai khac: K*, HCO; (khi tiéu chay nhiéu).
- Chi dung dung dich mu6i uvu truong (3 -5%) khi Na* duéi 115 mEq/L va rat than trong vi
c6 thé lam tang thé tich trong mach.

- Néu Na* mau giam ma dich ngoai t€ bao tang thi dung "lgi niéu quai" nhu furosemid
(Lasix 0,2 - 0,3g/ ngay), vi lam mat nudc nhiéu hon mat mudi. Khong dung loai thiazid vi
lam mat muoi nhiéu hon mat nudc.

1.1.3. Thiura natri (tang natri- mdau, hypernatremia)
Khi Na* mau > 147 mEq/L
do méat nudc hoac do nhap nhiéu Na*
1.1.3.1. Nguyén nhdn
- Mat nuéc qua da, qua phéi, bénh ddi nhat, ding lgi niéu thim thau, ting dudng huyét.
- Nhap nhi€éu muoi: truyén dung dich mudéi uvu truong, NaHCO 5, tang aldosteron, an nhiéu
muoi.
1.1.3.2. Ldm sang
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Tang 4p luc thidm thau, tang truong luc cta dich ngoai t€ bao, nudc trong t€ bao ra ngodi

t€ bao, gay khat, mét moi, nhugc co, hon mé, giam dap tng véi ADH.

Diénh gia tinh trang tang hodac gidam khoi lugng dich ngoai t€ bao biang do dp luc tinh

mach trung uong va ap luc dong mach phoi.

1.1.3.3. Diéutri

Phu thuoc vao nguyén nhan

- Néu do mat nudc: cho uéng va truyén nudc vao tinh mach

- Diéu chinh tang natri mau can tir tir, khoang 2 ngay dé tr4a nh mot luong nudc 16n vao
nao, gy phut ndo. Can theo doi cic dau hiéu phu ndo: tang huyét ap, giam nhip tim, loan

cam giac.

1.1.3.4. Tinh lugng nudc va mudi dé diéu chinh

* Thiéu nudc (trong Na* mau cao):

Thi du Na* mau hién c6 1a 160 mEq/L ([Na],), muén lam giam xudéng 150 mEq/L ([Na],)
bang pha loang, cAn bao nhiéu nudc (TNC ,)?

Gia str nguoi bénh nang 50 kg, tong luong nudc cua co thé (TNC) chiém 60%, 1a 30 lit.
Cong thuc tinh la:
TNC, x [Na], = TNC, x [Na],
30 160 = x x 150

30 x 160
X = =32L
150
S6 nudc can thém 1a 32L -30=2L

* Thiéu Na*
Thi du: Na* mau 12 120 mEq/L, cin bao nhiéu Na* dé nang lén 130 mEq/L?

Nhu vay, méi lit can 130 mEq - 120 mEq = 10 mEq. Véi thi du trén, t6ng luong nuéc
trong co thé (TNC) cho ca dich trong va ngoai t&€ bao 1a 30 lit, can 10 x 30 = 300 mEq
Na®.

P, x héatri mEq x phan tlr lugng
Tabiét: mEq= Pe=

Phan tu luong Hoa tri

Nhu vay, luong Na* tuong duong véi 300 mEq la:

300 x 23
P, = 1 = 6900 mg
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Tir d6 tinh ra luong dung dich can truyén tuy theo viéc chi dinh diing nuéc mudi dang
truong (0,9%) hodc uwu truong.

Co6 thé tinh riéng cho dung dich ngoai t€ bao.

Nuéc chi€m 60% trong lugng co thé. Nudc trong t€ bao chi€ém 2/3 va ngoai t€ bao 1a 1/3.
1.2. Kali

1.2.1. Vai tro sinh ly

K* 1a ion chti yéu & trong t€ bao, c6 vai tro:

- bam bao hiéu th€ mang, tinh chiu kich thich cta than kinh - co

- Trén co tim, K* lam giam luc co bép, giam tinh chiu kich thich va giam dan tru yén.
Tac dung doi khang v6i Ca*™ va glycosid, tim.

- Tham gia vao di€u hoa acid - base

Day la qua trinh phiic tap vi K™ tham gia vao:

+ Co ché€ trao d6i ion qua mang t€ bao

+ Chtic phan thai trir qua than; lién quan véi thai trr H *

* Thdng bang ion qua mang té bao:

Nong do trong t€ bao cua K* va H* 16n hon ngoai t€ bao

- Khi H* thay doéi la nguyén phat:

. Néu néng do H* & ngoai t€ bao ting (acid mdu) thi H* s& di vao t€ bao, va dé gii thiang
bang ion, K* s& ra khoi t€ bao, gay taing K* mau: acid huyét tang kali (hyperkaliemic
acidosis).

. Nguogc lai, n€u H* & dich ngoai t€ bao giam (base mau) thi H* trong t&€ bao s€ di ra. Va
dé gitt thang bang ion, K* s& di tir ngoai vao trong t€ bao, gay giam kali mau: base miu
giam kali (hypokaliemic alkalosis).

pH huyét twong thay déi 0,1 thi K* thay déi 0,6 mEq/L

- Khi K* thay doi la nguyén phdt thi 1am H* thay déi theo: néu K* di tlr trong ra ngoai t&
bao thi H* va Na* s& di vao dé giit thang biang ion, két qua 1a ngoai t&€ bao thi base va trong
t€ bao thi acid (trudong hop mat nhi€ u K*).

* Chikc phdn diéu hoa cua thdn:

Khi K* tdng cdp tinh trong mau, than tang thai K*, giam thai H*, nudc tiéu base va mau
cang acid.

Kali mau binh thuong 1a 3,5- 5,0 mEq/L
1.2.2. Thiéu kali (giam kali- mdu- hypokaliemia)
Khi K* mau < 3,5 mEq/L
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1.22.1. Nguyén nhdn

- Giam kali toan bo co thé: hoi ching cudong aldosteron, ding thudc 1¢i niéu thai K * (loai
thiazid), mat K*qua dudng tiéu héa (non nhiéu, tieu chay, dan luu), mat K * qua thim
phan.

- K* nhap tir ngoai t€ bao vao trong t€ bao: do dung insulin hoac tang insulin nd i sinh,
base mau, thoi ky phuc héi t6 chic sau bong, sau chan thuong.

Trong t€ bao tap trung mot s6 lugng 16n cac chat hitu co khong khuéch tan qua mang (cac
protein). O moi trudng pH cta dich thé, cac nhém chite cta céc hop chat hitu co nay déu
tich dién am nén goi 1a anion c6 dinh cla t€ bao. Dé dam bao trung hoa dién, t€ bao phai
gitt lai mot sO lugng tuong tng cation, d6 1a K* (chinh) va cac cation khéac. Tir d6, hé qua
la:

. Khi anion c6 dinh ting (tang dong héa, sau an, tang insulin) thi K * s& di vao té bao.

. Khi anion ¢6 dinh giam (di héa, d6i, soc, tang cortisol) thi K * s€ ra khoi t€ bao.

- Stress: do c6 tang tiét aldosteron va adrenalin tr thuong than. Adrenalin lam tang nhap
K* vao t&€ bao.

1.22.2. Ladm sang

- Liét & goc chi, sau d6 1a dau chi. SO thdy co chic, giam phan xa gin xuong, cam giac
con binh thuong, sau 1a chuot rit va di cam (thém ca roi loan Na va Ca)

- Chuéng bung, liét rudt, tdo, bi dai

- Tim: mach rong, nhdy, tang nhe. Dién tim: ST ha dan, T c6 bién do gidm din, dang dién
roi am, QT dai.

1223, Diéurri

- C4c ché pham:

. Dung dich KCI: chita 20 mEq/ 15 mL (hodc 1 thia canh)

. Vién bao chita 4- 8 mEq.

. 6ng tietm: 1 mL chda 1 mEq (dung dich 7,5%) hoac 1 mL chita 2 mEq (dung dich
15%); dong ong 10- 20 mL- 30mL.

Khi dung pha lodng trong huyét thanh ngot dang tru ong.
- Liéu luong:

. Du phong giam K- mau (khi dung loi niéu lau): 50 mEq/ ngay (tuong duwong 4,0g KCl),
chia liéu nhiéu lan.

. Liéu truyén t6i da 10- 20 mEg/ h ; 50- 100 mEq/ ngay

Dung dich truyén tinh mach chda 30 - 40 mEq/L. Dung dich dam dac qud gay huyét khoi
va hoai tir néu tiém chéch tinh mach.
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- Tai bién khi ding qua liéu:
. Dau hiéu dién tam do6: T rong va nhon, P det, PR dai, phic hop QRS rong.

. Xt tri: truyén dung dich NaHCO 5, hodc dung dich huyét thanh ngot ¢6 thém 10 don vi
insulin cho 100 g glucose (xem phan diéu tri ting kali mau)

1.2.3. Thira kali (tang kali mau; hyperkaliemia)
Khi kali mau > 5 mEq/L
1.23.1. Nguyén nhdn
- Uong hoac truyén qud thira kali
- Ton thuong ning mo (t€ bao vd, kali duoc gidi phong)
- Acid huyét cap tinh (dé6i khi acid huyét man tinh)
- Bénh Addison
- Kich thich cép tinh receptor o giao cam
- Duing 1gi niéu luu kali khong ding liéu lugng
- buong huyét tang
1.2.3.2. Lam sang
- Do dan vo cam. Di cam dau chi, ludi, moi.
- Loan van mach: da lanh, 4m, t4i. Nhugc co, té bi nhat 1a chi du6i

- Trén dién tim: néu kali tang vira phai (5- 7 mEq/L huyét tuong), dan truyén trong co tim
bi giam nhe: song T tang cao hoac kéo dai, PR dai, P mat.

- Néu kali tang cao hon (8-9 mEq/L huyét tuong) sé tic ch€ manh hon trén nit dan nhip va
su dan truyén trong toan bo co tim: QRS dai, ¢6 thé mat tam thu (asystole), doi khi trudc
dé6 la nhip that nhanh hoac rung that.

12.33. Diéutri

- Nhua trao déi cation: natri polystyren sulfonat (Kayexalate) 12 nhua trao doi Na *- K*, ¢6
41 luc v6i K* manh hon nhiéu so véi Na*. O ruot, dic biét 1a ruot gia, né giai phéng Na*
va gan K* roi bi thai trir theo phan.

Kayexalat khong duoc hap thu khi uéng va khong bi tac dung cua dich tiéu héa. Ngoai
K*, n6 con gan dugc ca ion héa tri 2 1a Mg** va Ca**, nén c6 thé gay giam Mg va Ca-
mau.

Thuong gay tdo, nén dung cung vé6i sorbitol (vien 5 mg, 1- 2 vién/ ngay, cé tic dung
nhuan trang).

.Udng 15 g x 1- 4 1an/ ngay

. Can kiém tra K*, Mg**, Ca*™*, mau.
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. Khong dung khi K* < 5 mEq/L va cin nhd rang 1g nhua giai phéng 1 mEq Na *.

- Glucose va insulin: insulin 1am K * nhap vao t&€ bao, va glucose dé chong ha dudong huyét
do insulin gay ra.

Insulin 10- 15 don vi
Huyét thanh ngot uu truong 5 -%- 250- 500 mL
Tac dung ha K™ trong 6h.

- Natri bicarbonat: 1am K* nhap vao t€ bao, tic dung tam thoi trong 1 - 2h. Tiém truyén
tinh mach dung dich 1,4% (c6 166,6 mEq HCO ; va 166,6 mEq Na* trong 1000 mL),
hoac dung dich 4,2% (c6 500 mEq HCO 57, 500 mEq Na/ lit).

- Calci gluconat: khong c¢6 tic dung trén nong do K * nhung chong lai tic dung doc ctia K*
trén tim.

6ng 10 mL chia 4,5 mEq Ca*™. Tiém tinh mach (trong khi CaCl, chita 13,6 mEq).

- Tham phan: dung nhua trao déi ion c¢6 thé thai qud nhiéu K *. Tham phan an toan hon, ¢6
thé dung cho ca ngudi suy than.

1.3. Calci

1.3.1. Vai tro sinh ly

- Tao xuong, rang du6i dang calci phosphat

- Co co, dan truyén than kinh, bai xuat cua cac tuyén tiét
- bong mau

- Tinh thdm cta mang t&€ bao

O dich ngoai t€ bao ¢6 1- 2% téng luong Ca. Trong médu, Ca & dudi 3 dang: 50% dudi
dang ion Ca**, gan 50% két hgp véi protein huyét tuong, cht yéu la albumin va chi con
rat it dudi dang phic hgp vé6i phosphat, citrat, carbonat.

Chi calci duéi dang ion méi ¢6 vai tro sinh 1y quan trong.
Diéu hoa calci do hormon can gidp trang (PTH) va calcitonin.
Calci- mau binhthuong 1a 4,3- 5,3 mEq/L
1.3.2. Thiéu calci (gidm calci- mdu; hypocalcemia)
Khi calci- mau < 4,3 mEq/L
1.3.2.1. Nguyén nhdn
- Giam dang ion héa; base mau, diing nhiéu citrat hodc mau loang
- Mt Ca qua dich thé: dung "1¢i niéu quai" loai furosemid
- Giam hap thu qua rudt: ch€ do an thi€u Ca, thi€u vitamin D, tiéu chdy man, cat da day.

- Suy can gidp trang.
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- Tang phospho mau (hyperphosphatemia), giam magnesi mau

. P va Ca c6 tac dung qua lai: P- mau tang khi Ca- mau giam va nguoc lai. D6 1a co ché
bao vé sinh ly quan trong vi néu ca 2 cung tang s€ dan tdi két tua calci phosphat vao céac
mo. Khi P tang thi Ca giam vi lam giam san xuat dang hoat dong cta vitamin D va lam
giam huy dong calci phosphat tir xuong.

. Mg giam, thi Ca mau ciing giam vi lam giam tiét va giam tac dung ctia PTH.

- Viém tuy cép ciing 1am giam calci mdu vi ¢6 thé 1a 1am ling dong Ca vao mo6 md hoai
tir, giam tiét PTH, giam albumin - huyét va tang san xuat calcitonin cua tuyén giap.

1.3.2.2. Lam sang

Té, ngla cdc ngoén, tang phan xa, chudt rat, tetani véi cic dau hiéu Trousseau (+),
Chvostek (+), co giat do ngudng kich thich cua than kinh b i giam. Néu man tinh, gay xop
xuong, gy xuong, dau hiéu giam calci nang: co that thanh quéan, khé thd, tiéng thd rit
(stridor)

1323. Diéutri
- Tiém tinh mach:
. Calci gluconat: 6ng 10 mL dung dich 10% chia 4,5 mEq Ca
. Calci clorid: 6ng 10 mL, dung dich 10% chita 13,6 mEq Ca
Tiém cham 1mL/ phiit d€ phong ngat tim va tut huyét 4p do gidn mach nhanh.
- Uong:
. Calci lactat, calci carbonat, calci gluconat: duéi dang géi bot
. Vitamin D: Ergocalciferol (D,): calcitriol 1,25 (OH), D;
Khong dung cung véi fluor va phosph at vi tao phiic khong tan, khong hap thu dugc.
1.3.3. Thia calci (tang calci-madu, hypercalcemia)
Khi calci- mau > 5,3 mEq/L
1.3.3.1. Nguyén nhdn
- Ché d6 an nhiéu Ca
- Hap thu nhiéu Ca: thira vitamin D, cudng phé gidp trang.
- Tang giai phéng ca tir xuong: ung thu can giap t rang, bénh Paget (tang tiét PTH)
- Giam thai trir Ca qua than; than suy, dung l¢i niéu loai thiazid lau.
- Tang Ca*™ dang ion vi acid huyét.
1.3.3.2. Triéu ching

Suy nhugc, chén nan, budn non, non, dai nhiéu, mo mang, ld 1an, t¢ bi, thay d6i nhan
cach, hon mé. Dién tim: ST va QT ngan, PR dai.
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1.333. Diéutri

Diéu tri nguyén nhéan: can gidp trang, ché do an

Khi calci m4u > 7 mEqg/L phai diéu tri tich cuc:

- Uo6ng hoic tiém finh mach thanh huyét man 0,45% hoic 0,9%, c6 thé t6i hang lit/ ngay

v6i diéu kién chic phan than binh thuong: thé tich mau tiang, pha lodng dugc Ca, than
tang thai Na* (giam tdi hdp thu), déng thoi tang thai Ca. C6 thé cho udng thém 2 - 3 1it/
ngay.

"Loi niéu quai” furosemid lam tang thai Ca va du phong duogc thira nuée do dung huyét

thanh man: 40- 60 mg cach 6 h uéng 1 lan. Khong dung lgi niéu loai thiazid vi giam thai
Ca.

Phosphat tiém tinh mach dung chita cdc con cép tinh. Tiém tinh mach Na phosphat hoac
K phosphat lam giam nhanh ion Ca** vi tao Ca phosphat. Nhung khi Ca phosphat > 75
mg/ dl thi gay lang dong Ca vao cdc mo.

Khong dung qué 1,5g/ ngay va khong qué 2 ngay.

- Ché€ d6 an it Ca va dung cortison: steroid tranh chéap véi vitamin D & receptor cta ruot,
lam giam hap thu Ca qua tiéu héa va tang thai qua than.

Can dung liéu cao: Prednison 1mg/ kg/ ngay. Tac d ung ha calci mau xuat hién cham, sau
1- 2 tuan dung thudc. Ngting thudc khi c¢6 dau hiéu nhiém doc.

Mot s6 thuoc lam giam tiéu xuong:

- Mithracin (Plicamycin) la khang sinh gay doc t€ bao, taic dung tc ché truc ti€p cac huy
cot bao (osteoclastes), lam giam huy dong Ca tir xwong ra mau va giam tai hap thu Ca tai
ong than.

Chi dung trong tang Ca- mau do ung thu ning da khang véi cdc cach diéu tri khac, vi
mithracin c6 nhiéu tdc dung phu, dic biét 1a giam ti€u cau, bach cau, giam prothrombin,
gay chdy mdu c6 thé dan dén chét.

Pung trong lo dong kho 2500 pg

Truyén tinh mach 25 pg/ kg/ ngay. Pha trong 500 mL huyét thanh ngot dang truong.
Céch 2-3 ngay, truyén lai tuy thudc vao Ca - mau.
- Cac diphosphonat: 1a thudc téng hop ctia cdc pyrophosphat vo ¢o c6 tidc dung tic ché tiéu
xuong cua cac huy cot bao. Thi du:
Didronel (etidronat disodic): chi dinh chinh trong bénh Paget hoac cac di can ung thu vao
xuong, gay tiéu xuong.
Dung liéu duy nhat, uéng 2 gio trudc bita an véi liéu 5 mg/ kg/ ngay, trong thoi gian 6
thang. Khong ding cho ngudi suy than. Ding qud liéu gay ha Ca- mdu (diéu tri bang
calci- gluconat tiém tinh mach)

Vién 200 mg
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- Calcitonin: 1a hormon ctia t€ bao C tuyén giap trang, 1am ha calci mau do:
. Uc ché huy c6t bao (ngugc v6i PTH, kich thich) 1am giamtiéu xuo ng
. Tang thai Ca va P qua than do tc ch€ tai hap thu

Cac ché€ phdm san xuat tir dong vat (Staporos, Calcitar tir lon, Calsyn, Miacalcic tir ¢4 hoi
salmon) hoic téng gp (Cibacalcin). Calcitonin cia c4 hdi manh hon ctia ngudi va lon 10 -
40 1an va tac dung lau hon 10 lan.

Liéu luong: 4- 8 don vi quoc t€/ kg/ ngay chia 1am 4 1an tiém dudi da, tiém bap hodc tiém
cham vao tinh mach. Tac dung xuat hién nhanh
2. CAC DICH THAY THE HUYET TUONG

Khi thé tich huyét tuong bi giam do mat nudc va mudi don thudn (tiéu chdy, non nhiéu)
thi chi can truyén nudc va dién giai 1a di. Nhung néu do mat nhiéu mau hoac huyét tuong
nhu trong s6c xuat huyét, bong nang, thi phai truyén méu, huyét tuong hoic céc dich thay
thé c6 ap luc keo cao.

C4c san pham thién nhién (mdu, huyét twong ctia n gudi) 1a tot nhat, nhung dat va c¢6 nhiéu
nguy co (phan ting mién dich, lan truyén viém gan siéu vi khuian B hodc C, lan truyén
AIDS). Vi vay, céac dich thay thé huyét twong da duoc nghién ctru va st dung. Cac dich
nay can phai c6 bay tinh chat sau:

- Ton tai trong tudn hoan du lau, nghia 1a ¢6 dp luc keo tuong tu véi huyét twong, c6 trong
lugng phan tir twong duwong véi albumin huyét tuong ( =~ 40.000).

- Khong c6 tic dung dugc 1y khac.

- Khong ¢6 tac dung khang nguyén, khong cé chi nhiét t6.

- Khong ¢6 tuong tic hoac phan tng chéo v6i nhom mau.

- Gitt 6n dinh lau khi bdo quan hoic thay déi ciia nhiét do moi trudng.
- Dé khir khuan

- Do nhét thich hop véi su tiém truyén.

Du6i day 1a mot s6 dich truyén dat tiéu chuén hién dang dugc dung:
2.1. Gelatin da bién chat

Pugc san xuat tir colagen cua xuong, thuy phan cho téi khi dat dugc cac phan tir protein
c6 trong luong phan tir khoang 3.000. C6 nhiéu dang:

- Plasmion: chia 30g gelatin 1ong trong 1 lit, c6 thém thanh phan cac ion Na *, K*, Mg**
va CI" tuong tu nhu huyét tuong, khong cé Ca™. Chat dém la lactat. Pung trong lo 500
mL.

- Plasmagel: chita 30g gelatin 16ng trong 1 lit dung dich mu6i dang truong, thém 27
mEq Ca™ (cho nén khong duoc ding cho bénh nhan dang duoc diéu tri bang digitalis).
Khong c6 chat dém. Pung trong 1o 500 mL.
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- Plasmagel khong muoi, c6 duong (Plasmagel désodé glucosé): chita 25 g gelatin trong 1
lit dung dich glucose dang truong, khong c6 muoi, Ca ** va chat dém (trdnh bi thira muoi).
Dung trong lo 500 mL.

+ Ui} diém clia gelatin 16ng 12 dé bao quan, khong can xac dinh nhém mdu trudc khi
truyén.

+ Nhuoc diém:

. Khong gitt dugc lau trong co thé, khoang 75% bi théi trir qua nudc tiéu trong 24h.

. Vin con phan tng khiang nguyén: di ting biéu hién & da, hi€ém gip phan tng tim mach.

. C6 16i loan dong mdu: giam protrombin, fibrinogen, tiéu ciu, kéo dai thoi gian chdy
mau.

. Gay protein- niéu gia. Néu dung Plasmagel, chi y c6 thé lam tang calci huyét.
. Phai hdm néng trude khi dung vi rat quanh khi gap lanh.

2.2. polyvinyl- pyrrolidone (PVP)

1a chat téng hop, ¢6 trong lugng phan tir khoang 40.000.

Dung trong 1o 500 mL (Subtosan)

- Uu diém: tuong d6i dé bao quan.

- Nhugc diém: con phan ting khdng nguyén, gay protein — niéu gia va nhat 1a bi giit lau
trong hé lién vong ndi mac.

2.3. Dextran

La chat trung phan c6 trong luong phén tir rat cao, duoc tao ra tir glucose dudi tic dong
cta vi khuin Leuconostoc mesenteroides. Phan hai loai:

2.3.1. Loai c6 trong luong phdn tit cao

Khoang 80.000. Pung trong lo 250 va 500 mL. Thai trir qua chuyén hoa.
- Uu diém: dé bao quan, gid khong d it 1am.

- Nhuoc diém:

. Tao phiic hop fibrinogen- dextran, gin vao héng cau, lam tang dinh tiéu cu, vi vay c6
thé gay r6i loan dong mdu.

Rt it doc, nhung c6 thé gay phan ing qud min ngay tir 1an truyén dau tién vi man cam
vGi dextran tu nhién gap trong mot so thic an.

2.3.2. Loai c6 trong luong phdn ti thdp .

Khoang 40.000. Pung trong lo 250 va 500 mL (Rheomacrodex). Thai trir bing chuyén
héa va qua than.

- Uu diém: 1am dé dang tuin hoan clia héng ciu trong mao mach.
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- Nhuoc diém: gia thanh con cao va gay 16i loan dong mdu. Chi y 1a sau khi truyén, ¢
thé 1am sai lac viéc xac dinh nhém mdu va glucose mau.

2.4. Dung dich dién giai

C6 5 loai hay dung
Loai dung dich Nong do (mmol/ L) ASTT pH
Na* K* Cr Ca** | Lactat | mOsm/L
NaCl 0,9% 154 154 308 5.7
Ringer 147 4 156 5 309
Ringer lactat 130 4 112 1,82 28 280 5.1
NaCl 10% 1.709 1.709 3.418
NaCl 20% 3,419 3,419 6.836
1g NaCl = 17 mmol Na= 400 mg Na. ASTT: dp sudt tham thdu

2.4.1. Dung dich ddng truong:

24.1.1. Dung dich nuéc mudi sinh ly (NaCl 0, 9%)

- Uu: Ré, pho bién.

- Nhuoc: dé gdy toan médu do lugng CI” cao. Truyén nhiéu va nhanh dé gay & nudc ngoai
bao va phu phoi cap.

2.4.1.2. Ringer lactat (dung dich Hartman)

- Vao co thé, lactat chuyén thanh bicarbonat (do gan) va kiém héa mau (chinh dugc t oan
nhe).

- C6 thém K* va Ca**.
- Truyén 1 lit s& tang dugc 200- 300 mL thé tich tuan hoan, vi vay can truyén 1 luong gap
3 Ian thé tich bi mat. Nhung khong dugc gift 1au trong mau nén cén truyén lién tuc.

Chi truyén khi thé tich tudn hoan mat < 1 lit. Téng lugng truyén khong qua 3-4
lit/ 24h.

2.4.2. Dung dich uu truong

- Céc loai dung dich: NaCl 1,2- 1,8- 3,6- 7,2- 10 va 20%. Trén thi trudng c6 san loai 10-
20%, 6ng 10- 20 mL. Khi dung, pha véi glucose 5% dé dat ndng do mong muon.

- Dac diém:
. ASTT qua cao, dé gay phu.
. Lam giam két tap tiéu cdu, ting nguy co chay m4u.

. Lam gian mach noi tang: than, tim. Tang co bop tim.
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. Lam giam phu nao, giam tang ap luc noi so t6t hon so véi dung dich keo.
3. CAC DICH CUNG CAP GLUCID, ACID AMIN VA L IPID

Dung dé cung cap nang luong khi khong dinh dudng dugc qua dudng tiéu hda. Trong soc,
nhu cdu nang lugng duoc cung cip & giai doan dau chi yé&u bang glucid vi dugc hap thu
truc ti€p, sau d6 la cac acid amin, va trong giai doan hoi phuc Ia lipid.

3.1. Cac glucid dé hap thu

3.1.1. Glucose (dextrose)

- Dung dich dang truong 50g/ 1000 mL (5%)

- Dung dich vu truong 100g; 150g va 300g/ 1000 mL.

Pung trong lo 500- 1000 mL, 100g glucose cung cap 400 kilo calo. Ngoai ra con diung dé
diéu tri va du phong céc truong hop mét nuéc nhi€éu hon mat mudi.

Truyén cham vao tinh mach. Cic dung dich uu truong dé 1am viém tac tinh mach tai noi
truyén va gay hoai tir né€u truyén ra ngoai tinh mach. Glucose huyét ting phu thuéc khong
nhiing vao nong do dung dich tiém truyén ma con va o téc do truyén va kha niang chuyén
héa cua nguoi bénh.

Khi nuoi dudng bang dich truyén, can phan phéi liéu déu trong ngay va giam liéu dan,
tranh ngiig dot ngot dé gay ha dudng huyét. C6 thé b tro thém bing insulin va kali tuy
thudc vao duong- niéu, aceton- niéu, kali- mau.

3.1.2. Sorbitol

Sorbitol 12 hexa- alcol khong c6 chic khir, trong co thé, bi phan huy nhanh thanh fructose
du6i tic dung cua sorbitol deshydrogenase & gan.

- Dung dich dang truong 50g/ 1000 mL
- Dung dich vu truong 100g/ 1000mL.

Pung trong 1o 500- 1000 mL. Tac dung va chi dinh giong nhu glucose, 100g sorbitl cung
cap 400 Kcal.

Dung dich uu truong c6 thé gay roi loan than kinh hoic 1a do tang 4p luc tham thau, hoic
la do tac dung doc truc ti€p trén than kinh.

3.2. Cac acid amin

La dung dich c6 chua cac acid amin can thiét nhu leucin, isoleucin, lysin, methionin,
arginin...d-1i dtng L dO hEp thu.

TruyOn chEm tinh mich (kh«ng v-Tt qu, 50 giat/ phot).

Kh«ng dTng trong giai ®01n ®Cu ciia séc. Then trang khi ca suy gan, suy thEn nfng, suy

tuCn hopn nkng vx dung dech chga nhiOu ®m vy -u tr--ng. Ca th0 gOy ra hokc lum nkng
tham ph{n ang phfn vO.
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T,c dong kh«ng mong muen: nidm toan chuyOn h&a do qu, IiOuAacid amin, t'ng Nm_u é
ng-é&i suy then, men cfm, dr eng, ®a niOu do t"ng ,p luc thEm thEu.
C.c ch0 phEm: Alvesin 40, Amigreen- TPN, Proteolysat, Moriamin.

Phfi tuyOt ®&i v« khuEn khi tim truyOn vit kh«ng ®-Tc trén bEt ki mét thuéc gx vyio dung
dbch truyOn.

L& thuéc dng ti®m truyOn 100- 250- 500- 1000mL.
3.3. Lipid

Ly dung dech cung cEp n"ng I-Tng vy ¢, ¢ acid bBo c¢n thilt cho c- th0, kh«ng gy -u
tr--ng huyOt t--ng.

Cdc phdn iing khong mong muén sém ca thO gfp Iy sét, budn n«n, n«n, ht ®-éng huyot,
mi phai, gifm tiOu cCu.

Cdc phdn img mugn: gan to, ving da, do o mEt, I, ch to, gifm tiOu cCu, gifm bich cCu,
t'ng t*m théi c,c test chgc phkn gan.

Ch0 phEm: Intralipid, Lipofundin, Lipovenoes 10% PLR (dCu ®Eu t--ng - soja).
- Dbch nho t--ng 10% ®ung trong l& 100 vp 500 mL, cung cEp 1100 Kcal/ lit.
- Dbch nho t--ng 20% ®ung trong 1& 100 - 250 vt 500 mL, cung cEp 2000 K cal/ Iit

Liéu luong: teng |-Tng lipid cho ng-&i lin trong 24 gié Iy 2 - 3g/ kg thon trang; cho trT em
Iu 0,5- 49/ kg.

Trong 10 ph6t ®Cu truyOn 10 giat/ phot; trong 20 phot sau Iy 20 giat/ phot, sau @3 @t tii
40 giat/ phot.

Khi ®- mé 14 ph{i ding hlt trong 1 ICn.

CAU HOI TU LUONG GIA
Trinh bay vai tro sinh 1y cua Na*, cdc roi loan do thiéu Na* va cdch diéu tri
Trinh bay vai tro sinh ly cua Na*, cdc réi loan do thita Na* va cdch diéu tri.
Trinh bay vai tro sinh ly cua K*, cdc roi loan do thiéu K* va cdch diéu tri.
Trinh bay vai tro sinh ly cua K*, cdc réi loan do thita K* va cdch diéu tri
Trinh bay vai tro sinh 1y cua Ca**, cdc roi loan do thiéu Ca** va cdch diéu tri.
Trinh bay vai tro sinh ly cua Ca'**, cdc roi loan do thita Ca** va cdch diéu tri.
Néu va phdn tich 7 tinh chdt can cé cua 1 dich thay thé huyét tuong. Cho thi du.

Néu cdc chi dinh va cdch ding ctia dich truyén cung cdp glucid.

O 2 NS RN~

Néu cdc chi dinh va cdch ding ctia dich truyén cung cdp cdc acid amin.
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10. Néu cdc chi dinh va cdch dung ciia dich truyén cung cdp [ ipid.
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Bai 27: THUOC PIEU CHINH ROI LOAN TIEU HOA

MUC TIEU HOC TAP: Sau khi hoc xong bai ny, sinh vién c6 kha nang:

1. Trinh bay duoc co ché tic dung, tdc dung khong mong muén va dp dung diéu tri
cua nhom hydroxyd, magnesi hydroxyd, thuéc khdng histamin H ,, thudc tic ché
H*/ K*- ATPase va cdc mudi bismuth.

2. Phdn tich duoc vi tri, co ché'tdc dung va chi dinh ciia cdc thudc gdy non va chong
non

3. Néu duoc co ché tdac dung, tdc dung va dp dung diéu tri ciia cdc thudc diéu hoa
chifc nang védn dong ciia duong tiéu héa va thuéc chong co thdt co tron duong tiéu
hoa.

4. Trinh bay duoc phdn loai, co ché tdac dung, dp dung diéu tri cia cdc thuéc nhudn
trang va thuoc tdy thuong ding.

5. Trinh bay duoc tdc dung va dp dung diéu tri cua cdc thuéc chong tiéu chdy: dung
dich uéng bu nudc va dién gidi; cdc chdt hdp phu, bao phii niém mac ruét; thudc
lam gidm nhu dong rudt; cdc vi khudn va nam.

6. Phdn biét duoc tdc dung ciia thuoc loi mdt va thudc thong mdt, dp dung ldm sang.

1. THUOC PIEU TRI VIEM LOET DA DAY - TA TRANG

1.1 Pai cuong

Loét da day- t4 trang 12 bénh Iy dudng tiéu héa phé bién, hau qua ctia su mat can bang

gifta cdc yéu t6 gay loét (acid clohydric, pepsin, xodn khuan Helicobacter pylori) va cic
yéu t0 bao vé tai chdé niém mac da day (chat nhay, bicarbonat, prostaglandin).

Xoan khuan H.pylori déng vai trd quan trong trong nguy co gy loét: khoang 95% ngudi

loét t4 trang va 70- 80% nguoi loét da day c6 vi khudn nay. Ching gay viém da ddy man

va lam tang bai tiét acid. Diét trir duge H.pylori s& 1am 6 loét lién nhanh va giam rd rét ty
1¢ tai phat.

Muc tiéu cta diéu tri loét da day - t4 trang la:

- Chong cac yéu to gay loét:

. Cac thuoc khang acid: trung hoa acid trong long da day (magnesi hydroxyd, nhom

hydroxyd...)

. Cac thuoc lam giam bai tiét acid va pepsin: thudc khang histamin H , va thudc tGc ché
bom proton.

. Thuoc diét H.pylori: cac khang sinh, bismuth.
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- Tang cuong yéu t6 bao vé: sucralfat, bismuth, misoprostol.

Viéc diéu hoa bai ti€t HCI cta t€ bao thanh & da day 1a do histamin, acetylcholin va
gastrin thong qua H*/ K*- ATPase (bom proton).

Prostaglandin c6 vai trd quan trong trong co ché diéu hoa ngugc: PGE , tc ché
adenylcyclase lam giam AMPyv, doi khang véi tic dung cua histamin va tc ché giai phong

gastrin. PGI, kich thich t€ bao biéu mo cuia niém mac da day, lam ting ti€t chat nhay,

bicarbonat dé bao vé niém mac. C4c thudc chong viem khong steroid tc ché tong hop

prostaglandin, c6 thé gay loét va chay mau dudng tiéu hoa.

GASTRIN  Khing

Muscannic \\\;‘

Bubng diy hoa X—omeprazol

Phu thude Amp
bismuth
meatronicdazs
x_ letracychn

Khang ‘I.I
muscarinic H clarithromycin
H. )
pyod amaoxicillin
Lép nhidy
ACh o .
Y+ ’ : o "} Biové £ _[Sucralfal
- \ : ;1 |18 bao carbenoxolen
pirenzepine ’
4 Hcoa‘z
Lép nhdy  Lémng da day
pH=7 pH =2

Hinh 27.1. Co ché diéu hoa sinh 1y va duoc 1y cta bai tiét dich vi va cac vi tri

tac dung cua thuoc
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pH =2
pH=T7
Hinh 27.2. Vai tro trung hoa acid cia NaHCO, tai 16p nhay
6 niém mac da day
1.2. Thuoc khang acid

1.2.1. Tinh chdt chung

Cac thuoc khang acid 1a nhitng thuéc c6 tac dung trung hoa acid trong dich vi, nang pH
cua da day 1én gan 4, tao di€u kién thuan lgi cho tdi tao niém mac. Khi pH da day tang,
hoat tinh ctia pepsin s€ giam (pepsin bi bat hoat trong dung dich pH 16n hon 4).

Ciac thu6c khdng acid ¢6 tac dung nhanh nhung ngén, chi 1a thuoc diéu tri triéu chiing,
cét con dau.

Khi da day réng, cic thudc khang acid thodt khoi da day sau 30 phiit, khi ¢6 thic an thi
khoang 2 gio.

Thudc khéng acid thudng dung nhit 1a cdc ché phdm chita nhom va magnesi, c6 tic dung
khéng acid tai ch6, hau nhu khong hép thu vao mdu nén it gay tic dung toan than. Thudc
khang acid chita magnesi ¢6 tdc d ung nhuén trang, nguoc lai thudc chita nhom c6 thé gay
tdo bén. Vi vay, cac ché phdm khang acid chita ca hai mu6i magnesi va nhom c6 thé 1am
giam tac dung khong mong mudn trén rudt cua hai thuoc nay. Néu chiic nang than binh
thuong, rat it nguy co tich lu§ ma gnesi va nhom.

Natribicarbonat ¢6 tac dung trung hoa acid dich vi manh, nhung hién nay hau nhu khong
dung lam thu6c khang acid nita vi hap thu dugc vao mau, gay nhi€u tdc dung khong mong
muon toan than va c¢6 hién tuong tiét acid hoi ting (ting tiét acid sau khi ngimg thudc).
Dung thudc khang acid tot nhat 1a sau bita an 1 - 3 gio va trude khi di ng, 3- 4 1an (hoac
nhiéu hon) trong mot ngay. Céc ché pham dang 16ng ¢ hiéu qua hon dang ran nhung thoi
gian tdc dung ngan hon.

Do lam tang pH da day, cdc thuoc khdn g acid lam anh hudng dén su hap thu ctia nhiéu
thuoc khac, phai dung cac thuoc nay cach xa thudc khang acid it nhat 2 gio.

Mot s6 ché phdm phoi hop thudc khdng acid véi simeticon (chat chong sti bot) dé lam
giam su day hol hoac lam nhe triéu ching néc.

1.2.2. Magnesi hydroxyd - Mg(OH),
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1.2.2.1.Tdc dung va co ché
O da day, magnesi hydroxyd phan tng nhanh véi acid clohydric:

Mg(OH), + 2HCl —— MgCl, + 2H,0

Xuong rudt non, Mg?* tac dong véi céc ion phosphat (PO ,*) va carbonat (CO;*) tao thanh
muoi rét it tan hoac khong tan, do d6 tranh dugc su hdp thu base, tranh dugc base mau
ngay ca khi dung lau.

C6 thé dung cac mu6i khdc clia magnesi nhu magnesi carbonat, magnesi trisilicat.

1.2.2.2 Chi dinh

- Tang tiét acid (dau, day bung, kho tiéu, 0 néng, o chua) & ngudi cé loét hoac khong co
loét da day- ta trang.

- Trao nguoc da day- thuc quan.

1.2.2.3. Chéng chi dinh

Man cam véi thudc, suy than nang, tré nho (dac biét & tré mat nudc va suy than).
1.2.24.Tdc dung khong mong muon

Miéng dang chat, buon non, non, cling bung, ia chay, ting magnesi mau (gap & ngudi suy
than hoac dung li€u cao, kéo dai).

1.2.2.5. Twong tac thubc

- Céc thubc gidm hép thu khi dung cung thuéc khang acid: tetracyclin, digoxin,
indomethacin, cac mudi sat, isoniazid, benzodiazepin, ranitid in...

- Céc thubc tang tac dung do gidm thai trir khi dung cuing thubc khang acid:
amphetamin, quinidin.

1.2.2.6. Liéu lwgng, cach dung ’ ‘
Nguoi loén: méi 1an udng 300 - 600 mg, tdi da téi 1g, ngay 3 - 4 1an. Nhai kj vién
thudc trwde khi nubt.
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1.2.3. Nhém hydroxyd - Al(OH)3

1.2.3.1. Tac dung va co ché

O da day, nhém hydroxyd phan (rng v&i acid clohydric:

cham

Al(OH)3 + 3HCI < AICI3 + 3H20

Nhém hydroxyd cé tac dung trung hoa acid yéu nén khéng gay phan &ng ting
tiét acid hdi rng.

O rudt, nhém két hop véi phosphat tir thirc &n, tao phosphat nhém khong tan,
hau nhw khéng hép thu, thai trir theo phan, khdng gay base mau. Vi phosphat bj
thai trir, co thé phai huy dong phosphat tlr xwong ra, d& gay chirng nhuyén
xwong. Vi vay, can &n ché dé nhiéu phosphat va protein.

1.2.3.2. Chi dinh : nhw magnesi hydroxyd (muc 1.2.2.2) Tang phosphat mau (it
dung)

1.2.3.3.,Ch6ng chi dinh : nhw magnesi hydroxyd. (muc 1.2.2.3) Giam phosphat
mau. Rbi loan chuyén héa porphyrin.

1.2.3.4. Tac dung khéng mong mudn

Chat miéng, budn nd n, ctrng bung, tdo bdn, phan trang, gidm phosphat mau.
Nguy co nhuyén xwong khi ché dé an it phosphat hodc diéu tri 1au dai. Tang
nhém trong mau gay bénh no, sa sut tri tué, thiéu mau hdng cau nhé.

1.2.3.5. Twong tac thudc : gibng nhw magnesi hydroxyd (muc 1.2.2.5)

1.2.3.6. Liéu lwong, cach dung

Nguwdi I&n: dang vién nhai méi lan 0,5 - 1,0g, dang hén dich ubdng méi lan 320 -
640 mg, ngay 4 lan.

Tré em: 6- 12 tudi: dang hén dich ubng méi lan 320 mg, ngay 3 lan.

* Ché pham phbi hop magnesi hydroxyd va nhém hydrox yd

- Dang hén dich chira magnesi hydroxyd 195 mg va nhém hydroxyd 220mg trong
5mL. Nguwoi 1én udng méi 1an 10 - 20 mL

- Dang vién: chira magnesi hydroxyd 400 mg va nhém hydroxyd 400 mg. Nguoi
I&n méi 14n nhai 1- 2 vién, t6i da 6 lan mét ngay.
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* Ché pham phéi h op thubc khang acid va simeticon: dang vién hodc dang hén
dich (chtra magnesi hydroxyd 195 mg, nhoém hydroxyd 220 mg va simeticon 25
mg trong 5 ml. Ngwdi I&n uéng méi 1an 5 - 10 mL, ngay 4 lan).

1.3. Thudc lam giam bai tiét acid clohydric va pepsin cua da day
1.3.1. Thudc khang histamin H 2
1.3.1.1. Pé&c diém chung

Co ché tac dung:

Do cbéng thire gan gibng véi histamin, cac thudéc khang histamin H 2 tranh chap
v@i histamin tai receptor H 2 va khong cé tac dung trén receptor H 1. Tuy
receptor H 2 c6 & nhiéu md nhw thanh mach, khi quan, tim, nhwng thudc khang
histamin H 2 tac dung chti yéu tai cac receptor H 2 & da day. Thudc khang
histamin H 2 ngan can bai tiét dich vi do b4t ky nguyén nhan nao lam tang tiét
histamin tai da day (cwdng pho giao cdm, thirc an, gastrin, bai tiét co s&).

Téac dung cla thubc khang histamin H 2 phu thudc vao liéu lwong, thubc lam
giam tiét ca sé lwong va ndng dd HCI trong dich vi

Chi dinh

- Loét da day- ta trang lanh tinh, ké& ca loét do dung thudc chéng viém khéng
steroid.

- Bénh trao nguwoc da day - thyc quan.

- Hoi chirng tang tiét acid dich vi (H&i chirng Zollinger - Ellison)

- Lam giam tiét acid dich vi trong mét sb truéng hop loét dwdng tiéu hda khac cé
lién quan dén tang tiét dich vi nhw loét miéng nbi da day - ruét

- Lam gidm céc triéu chirng rdi lo an tiéu héa (néng rat, kho tiéu, o chua) do thira
acid dich vi.

- Lam giam nguy co hit phai acid dich vi khi gdy mé hoac khi sinh dé (Hoi chirng
Mendelson).

Chédng chi dinh va than trong

- Chdng chi dinh: qua méan véi thube

- Than trong: truwéc khi dung thudc khang histamin H 2, phai loai trir kha nang
ung thw da day, dac biét & ngwdi tr trung nién tré 1&n vi thudc cé thé che 1ap cac
triéu chirng, lam cham chan doan ung thw.

C6 nhay cadm chéo gitra cac thubc trong nhém khang histamin H 2.

Dung than trong, gidm liéu v &/ hodc kéo dai khodng cach gitra cac 1an dung
thubéc & ngudi suy than.

Than trong & nguwoi suy gan, phu nir cé thai va cho con bu (ngirng thubc hoac
ngng cho con bu).

Tac dung khéng mong muén:
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fa chay va cac rdi loan tiéu héa khac, tdng enzym gan, dau diu, ché ng mat,
phat ban. Hiém g&p viém tuy cap, cham nhip tim, nghén nhi that, 1an 16n, trAm
cam, &o giac (ddc biét & nguoi gia), rdi loan vé& mau, phan ng qua man.

Chirng v to & dan 6ng va thiéu ndng tinh duc gap & ngudi dung cimetidin nhiéu
hon cac thubc khang histamin H2 khac.

Twong tac thudc:

- Do pH da day tang khi dung thudc khang histamin H 2 nén Iam giam hap thu
ctia mdt sb thube nhw penicilin V, ketoconazol, itraconazol...

- Cimetidin (rc ché cytochrom P 450 & gan nén lam tang tac dung va doc tinh
cta nhiéu thudéc nhw warfarin, phenytoin, theophylin, propranolol,
benzodiazepin...

Ranitidin c6 twong tac ndy nhwng & mire do thap hon nhiéu (kém 2 - 4 1an).
Famotidin va nizatidin khdng gay twong tac kiéu nay.

M6t sb théng sb duwoc ddng hoc ctia thube khang histamin H 2

Tén thuoc Sinh kha Gdn Thé tich t2 Qua rau Qua
dung (%) protein phan bo Vd | (gio) thai sifa
huyet (L/ kg)
tuong (%)
Cimetidin 60- 70 20 2 1 .
Ranitidin 50 15 2-3 1.3 +
Famotidin 40- 45 15- 20 3 1.2 ?
Nizatidin > 70 35 1-2 13 ?

1.3.1.2. Céc thubc

Cimetidin

Hap thu nhanh khi uéng. Udng 200 mg cimetidin cé tadc dung nang pH va giam
dau trong 1,5 gi®. Liéu 400 mg trwédc khi di ngu gitr dwoc pH cla da day > 3,5
sudt ca dém. Vi liéu 1,09/ 24 gio, ty 1€ 1én seo la 60% sau 4 tuan va 80% sau 8
tuan.

Liéu dung diéu tri loét da day - ta trang & nguoi I&n: ubng mdi 1an 400 mg, ngay
2 1an (vao bira an sang va trwdc khi di ngtl) hodc 800 mg trwdce khi di ngd. Thoi
gian dung it nhat 4 tuan dbi voi loét ta trang va 6 tuan dbi voi loét da day.

Liéu duy tri: 400 mg trwée khi di ngl

Khi loét ndng hodc nguwoi bénh nén nhiéu, tiém bap hodc tinh mach cham (it
nhat trong 5 phat) mdi 1an 200 mg, cach 4 - 6 gid mot 1an. Giam liéu & ngudi suy
than.
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Liéu dung & tré em: tre trén 1 tu0| mdi ngay uéng 25 - 30 mg/ kg, chia lam nhi éu
lan. Tré dwai 1 tudi mdi ngay udng 20 mg/ kg, chia lam nhiéu lan.

Cimetidin gay nhiéu tac dung khéng mong muén, c6 nhiéu twong tac thuéc hon
cac thudc khang histamin H 2 khac. Vi vay, trong trwérng hop can phdi hop nhiéu
thudc, khéng nén chon cimetidin.

Ranitidin

Téac dung manh hon cimetidin 4 - 10 lan, nhwng it gay tac dung khéng mong
mudn va it twong tac thudc hon cimetidin.

Liéu dung: uéng médi 1an 150 mg, ngay 2 lan (vao budi sang va budi t6i) hoac 300
mg vao budi tdi trong 4 - 8 tuan. Liéu duy tri: 150 m g vao budi tbi.

Tiém bép hodc tinh mach cham (it nhét trong 2 phut, phai pha loang 50 mg trong
20 mL): mdi 1an 50 mg, cach 6 - 8 gid/ |an.

Famotidin

Tac dung manh hon cimetidin 30 lan.

Liéu dung: ubng méi ngay 40 mg truwdc khi di ngd trong 4 - 8 tuan. Liéu duy tri:
20 mg trwéc khi di ngu.

Tiém tinh mach cham hoac truyén tinh mach (pha trong natri clorid 0,9%) mdi 1an
20 mg, cach 12 gi& mét 1an cho dén khi dung dwoc dworng udng.

Nizatidin

Téac dung va liéu lwong twong tw ranitidin, nhung it tac dung khéng mong muén
hon cac thubc khang histamin H 2 khac.

1.3.2. Thudc ¢ ché H +/ K+- ATPase (bo'm proton)
1.3.2.1. D&c diém chung

Co ché tac dung

Cac thubc trc ché bom proton Ia nhirng “tién thubc”, khdng cé hoat tinh & pH
trung tinh.

O té bao thanh da day (p H acid), chung dwoc chuyén thanh cac chat cé hoat
tinh, gan vao bom proton, (rc ché dac hiéu va khéng hdi phuc bom nay. Do dé,
cac thudc trc ché bom proton lam gidm bai tiét acid do bat ky nguyén nhan gi vi
d6 la con dwdng chung cubi cung cla sy bai tiét aci d. Thubc rat it anh huéng
dén khéi lwong dich vi, sy bai tiét pepsin

va yéu td ndi tai clia da day. Dung mét liéu, bai tiét acid & da day bj (rc ché trong
khoang

24 gid (so sanh vai thube khang histamin H 2 téi da chi 12 gid). Bai tiét acid chi
trd lai sau

khi enzym m&i duwoc tbng hop.. Ty 18 lién seo co thé dat 95% sau 8 tuan.

Chi dinh

- Loét da day- ta trang lanh tinh.

Phong va diéu tri cac trwdng hop loét do dung thudc chdng viém khong steroid.
- Bénh trao nguoc da day - thire quan khi co triéu chirng nang hoac bién chung.
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- Hoi chirng Zollinger - Ellison (ké& ca trudng hop da khang véi cac thube khac).
- Dw phong hit phai acid khi gay mé.

Chdng chi dinh va than trong

- Chéng chi dinh: qua man véi thube

- Than trong: suy gan, phu n¥ cé thai hoac cho con bu. Phai loai trir kha nang
ung thw da day truwéc khi dung thube (re ché bom proton.

Tac dung khéng mong muén

N6i chung thuéc dung nap tét. Co6 thé gap khé miéng, rdi loan tiéu hoa, tang
enzym gan, dau dau, chong mat, rdi loan thj giac, thay ddi vé mau, viém than, liét
d wong, phan &ng di &ng.

Do lam gidm d6 acid trong da day, nén lam tdng nguy co' nhiém khuan dwdng
tiéu hoa, co thé gay ung thw da day.

Twong tac thubc

- Do pH da day tdng nén lam gidm hap thu mét sé thuéc nhw ketoconazol,
itraconazol...

- Omeprazol trc ché cyto chrom P450 & gan nén lam téng tac dung va doc tinh
ctia diazepam, phenytoin, warfarin, nifedipin... Lansoprazol it anh hwéng dén
cytochrom P 450, trong khi pantoprazol khéng anh huwéng dén enzym nay.

- Clarithromycin (rc ché chuyén héa clia omeprazol, lam tang nd ng do
omeprazol trong mau |&én gap hai lan.

1.3.2.2. Cac thudc
Omeprazol

Loét da day- ta trang: uéng méi ngay mét lan 20 mg trong 4 tudn néu loétta
trang, ‘trong 8 tuan néu loét da c[éy. Trwdng hop bénh nang hoac tai phat co thé
tang liéu toi 40 mg mét ngay (udng hoac tiém tinh mach).

Dw phong tai phat: 10 - 20 mg/ ngay . . .
- Hoi chirng Zollinger - Ellison: lieu khéi dau 60 mg/ ngay. Sau do diéu chinh lieu
trong khoang 20- 120 mg/ ngay tuy dap rng lam sang.

Esomeprazol
La dong phéan cua omeprazol. ]
Moi ngay udng 20 - 40 mg trong 4- 8 tuan

Pantoprazol

Ubng mbéi ngay médt 1an 40 mg vao budi sang trong 2 - 4 tuan néu loét ta trang
hodc 4 - 8 tuan néu loét da day. Trwdng hop bénh ndng cé thé tiém tinh mach
cham hoac truyén tinh mach méi ngay mét 1an 40 mg dén khi nguwdi bénh co thé
udng lai dwoc.
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Lansoprazol

- Loét da day: m0| ngay uong 30 mg vao budi sang trong 8 tuan.
- Loét ta trang: mdi ngay uéng 30 mg vao bubi sang trong 4 tuan.
- Liéu duy tri: 15 mg/ ngay.

Rabeprazol

Mb&i ngay ubéng 20 mg vao budi sang trong 4 - 8 tuan néu loét ta trang hodc 6 - 12
tuan néu loét da day.

Lwu v: cac thudc tre ché bom proton bi pha huy trong méi trwérng acid nén phai
dung dwéi dang vién bao tan trong ruét. Khi ubng phai nuét nguyén ca vién voi
nwédc (khdng nhai, nghién) va ubng céach xa bira an (tr wéc khi an sang, trwdc
khi di nga ).

1.4. Cac thudc khac
1.4.1. Cac mudi bismuth
DPuwoc dung dwdi dang keo subcitrat (trikalium dicitrato), subsalicylat

Céac mudi bismuth ¢6 tac dung:

- Bao vé té bao niém mac da day do lam tang tiét dich nhay va bicarbon at, &rc
ché hoat tinh ctia pepsin.

- Bao pht chon loc Ién day b loét, tao chelat v&i protein, lam thanh hang rao bao
vé 6 loét chdng lai sw tAn cdng cla acid va pepsin.

- Diét Helicobacter pylori .

Khi dung riéng, cac mudi bismuth chi diét dwoc H.pylori & khodng 20% ngudi
bénh, nhwng khi phdi hop véi khang sinh va thudc trc ché bom proton, c6 thé t&i
95% nguwoi bénh tiét triv dwgre H.pylori. Vi thé bismuth dwoc coi la thanh phén
quan trong trong céng thirc phéi hop thude.

Bismuth dang keo it hap thu qua dwéng udng (chi khodng 1%) nén it gay doc voi
lidu thong thwdng. Néu dung liéu cao hodc dung kéo dai cé thé gay bénh nao.
Chéng chi dinh: qua man véi thubc, suy than nang, phu ni c6 thai.

Tac dung khong mong muén: budn nén, ndn, den miéng, den lwdi, den phan
(than tr ong & ngudi co tién str chdy mau dwdng tiéu hoa, vi d& nham véi dai
tién phan den).

Ché phém Bismuth subcitrat vién nén 120 mg

Uong mdi lan 1 vién, ngay 4 lan vao 30 phut tredc cac bira an va 2 gio sau bira
an t6i, hoac méi lan udng 2 vién, ngay 2 l&n vao 30 phut trwéc bira &n sang va
tdi. Diéu tri trong 4- 8 tuan.

Khéng dung dé diéu tri duy tri, nhung c6 thé diéu tri nhac lai sau 1 thang.

* Ché pham phéi hop ranitidin va mudi bismuth: ranitidin bismuth citrat

O da day ranitidin bismuth citrat dwgc phan ly t hanh ranitidin va bismuth, do dé
c6 ca hai tac dung ctia hop chat bismuth va cla ranitidin.

Ubng mbi 1an 400 mg, ngay 2 lan trong 4 - 8 tuan néu loét ta trang hoéac 8 tuan
néu loét da day lanh tinh. Khéng dung diéu tri duy tri.
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1.4.2. Sucralfat

Sucralfat la phirc hop clia nhém hydroxyd va sulfat sucrose. Giéng nhw bismuth,
sucralfat it hap thu, chd yéu c6 tac dung tai chd.

Thubc gan véi protein xuét tiét tai 6 loét, bao pha vét loét, bao vé 6 loét khdi bi
tdn cong bdi acid dich vi, pepsin va acid mat. Ngoai ra , sucralfat con kich thich
san xuat prostaglandin (E 2, I1,) tai chd, nang pH dich vi, hap phu cac mudi mat.
Than trong khi dung & ngwdi suy than (tranh dung khi suy than nang) do nguy co
tang ndng d& nhém trong mau, phu n co thai va cho con bu.

it gay tac dung khdng mong muén, cht yéu 1a cac réi loan tiéu héa.

Ubng mdi ngay 4 ,0g, chialam 2 - 4 lan vao 1 gi® trwdc cac biva an va trudce khi
di ngQ, trong 4- 8 tuan.

Sucralfat lam gidm hép thu cta nhiéu thubc, vi vay phai ubng cac thubc nay
trwdc sucralfat 2 gio.

1.4.3. Misoprostol

La prostaglandin E 1 téng hop, cé tac dung kich thich co ché bao vé & niém mac
da day va giam bai tiét acid, lam tang lién vét loét da day - ta trang hoac dw
phong loét da day do dung thuéc chéng viém khéng steroid.

Do hép thu dwoc vao mau nén gay nhiéu tac dung khdng mong mudn: budn nén,
day bung, kho tiéu, dau quan bung, ti€u chay, chay mau am dao bat thwong, gay
say thai, phat ban, chong mat, ha huyét ap.

Chéng chi dinh dung misoprostol & phu nir cé thai (hoac dy dinh cé thai) va cho
con bu.
Théan trong: b&nh mach n&o, bénh tim mach vi nguy co ha huyét ap.

Liéu dung:

- Loét da day- ta trang: mdi ngay 800 ug chia lam 2- 4 1an vao bira an va truéc
khi di ngQ, trong 4- 8 tuan.

- D phong loét da day - ta trang do dung thudc chéng viém khong steroid: méi
lan ubng

200 pg, ngay 2- 4 1an cung véi thubc chdng viém khéng steroid.

1.5. Khang sinh diét Helicobacter pylori

Néu da xac dinh dwoc sw cd mat cla H- pylori trong loét da day — ta trang (béng
test phat hién), phai dung cac phac db diét H.pylori dé& vét loét lién nhanh va
tranh tai phat.

Phac d6 phd bién nhat, dat hiéu qua cao, don gian, sén cé va chi phi hop ly la
phac dd dung 3 thudc trong 1 tudn (one - week triple- therapy) gém moét thubc trc
ché bom proton

va 2 khang sinh: amoxicilin vé&i clari thromycin hodc metronidazol. Phac dé nay
diét trov dwoe H.pylori trong hon 90% trudng hop.
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Gi&i thiéu mot sé phac doé dung 3 thudc trong 1 tuan dé diét trie H.pylori:

Thudc ¢ ché Khang sinh
bai tigt acid Amoxicilin Clarithromycin | Metrenidazol
Esomeprazol Mai I1an 1 g, ngay | Mal 1an S00 mg,
mdi 3n 20 mg, ngdy 21an | 2TEn ngdy 2 [En
Mai lan 500 mg, | Mai 1an 400 mg,
ngdy 2 [&n ngay 2 lan
Lansoprazol Mai 1an 1 g, ngay |M&i 1an 500 mg,
mdi I3n 30 mg, ngdy 2[3n | 20En ngdy 2 [in
Mai [an 1 g, ngay MG [&n 400 mg,
21an M&i [an 500 mg, | ngay 2 [an
ngay 2 Ian MG 1&n 400 mag,
ngay 2 [&n
Omeprazol Mdi [3n 1 g, ngay | M&i [3n 500 mg,
m&i [4n 20 mg, ngdy 213n | 213n ngdy 2 [&n
Mdl |an 500 mg, Mal [8n 400 mg,
ngdy 3 [an ngay 3 lan
M&i [an S00 mg, | MGl [&n 400 mg,
ngay 2 lan ngay 2 an
Pantoprazol Mai 13n 1 g, ngdy | MG [3n 500 mg,
mdi 18n 40 mg, ngdy 21dn | 21dn nody 2 I&n
Ma&i 13n S00 mg, | MGi 18n 400 mg,
ngdy 2 lan ngay 2 |an
Rabeprazol Mdi I3n 19, ngay |M& [3n S00 mg,
m&i 18n 20 mg, ngdy 213n | 21dn ngdy 2 I3n
Ma&i 13n 500 mg, [ MGi 1dn 400 mg,
ngdy 2 1an ngay 2 lan
Ranitidin bismuth citrat Mdi 13n 1 g, ngdy | M&i 13n 500 mg,
mdi I4n 400 mg, ngay 213n | 213n ngay 213n
Mai Ian 1 g, ngay MGl 1an 400 mag,
21an ngay 2 lan
M&i [3n 500 mq, | MG [dn 400 mgq,
ngay 2 lan ngay 2 lan

Néu & loét tai phat nhiéu 1an, 6 loét to, co nhiéu 6 loét hodc cac trworng hop loét
khéng dap (rng v&i phac dd 3 thube, dung “phac d6 4 thubc trong 2 tudn” gobm
thubc (e ché bom proton, mudi bismuth va 2 khang sinh.

Ciing c6 thé phéi hop tinidazol ho&c tetracyclin véi cac khang sinh khac va thubc
e ché bai tiét acid dé diét triv H. pylori.
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2. THUOC PIEU CHINH CHU’C NANG VAN DONG VA BAI TIET CUA BUONG
TIEU HOA

DPuong tiéu hdéa cé chirc nang van dong dé hap thu cac chét dinh dwéng, dién
gidi, nwdc va bai tiét cac chat can ba. Khi réi loan cac chirc ndng nay sé sinh ra
cdc triéu chirng budn nén, nén, chuéng bung, khé tiéu, tao bén, tiéu chay...
Ngoai viéc chira triéu chirng, thay thudc can tim nguyén nhan dé diéu tri.

2.1. Thudc kich thich va di éu chinh van déng dwong tiéu hoa
2.1.1. Thubc gay nén

No6n Ia mot phan xa phire hop, bao gdm co that hang - mon vi, m& tam vi, co that
co hoanh va co bung, két qua la cac chat chira trong da day bi téng ra ngoai qua
dwéng miéng. Trung tAm nén nam & hanh néo, ¢ hiju sy chi phdi clia cac trung
tdm cao hon la mé dao va vung nhan cam hoéa hoc & san nao that 4 (area
postrema) hay “trigger zone”

Pheneothiazin
. Butyrophenon
H)’“_‘cm Khing serotonin Meteclopramid
Khéng histanin (5-HT,) Domyperiden
Khéng histamin
(- (-) (-} l(-)
v
(+) Tién dinh F+) Trung tim nén (4) Viing nhin cim (+) Kich thich
Vin dbng ’ (tai) ) (hinh nde) héa hec (sin ndo nbn khic
’ (ACh, H,) | (Acw H, 5 HT) [* thit 4) (D,) "
Huéng Ly

Lim (4) im
Metoclopramid {(-) Receplsr & hong, Diy thin kinh X, giao
Khéng 5- HT, | mbn ¥j, rudt va .
Gidm nhay cim g dueng mit ¢am, co hoanh vi ede

day thin knh khan
Metoclopramid . :
Domperiden (-) Motimvi |

Ting t6c 46 lam rng déng mbn vi
da diy va ting tnteng ap i" bung

NON

Hinh 27.3: Vi tri, co ché tac dung ctia ndn va thudc chdng nén
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C6 3 loai thuéc gay nén:

2.1.1.1. Thuéc gay nén trung vong: ]
La thudc kich thich vang nhan cam hoa hoc “trigger”: apomorphin, ong 5 mg tiém
dwdi da. Tré em dung lieu 1/20 - 1/10 mg/ kg.

2.1.1.2. Thubc gay ndén ngoai bién

La thubc cé tac dung kich thich cac ngon day than kinh lwdi, hau va day phé vi
tai niém mac da day.

- Bbéng sulfat 0,3 g/ 100mL nwéc, c6 thé udng thém sau 10 - 20 phut.

- Kém sulfat 0,6 - 2 g/ 200 mL nuoc.

2.1.1.3. Thubc gay nén cé co ché hén hop

Ipeca ho&c ipecacuanha: bot vang sdm dwng trong nang 1 - 2g, hodc rwou thube
5 -20 mL, ho&c siro 15 mL, c6 thé dung nhac lai tirng 15 phuat cho dén khi non.
Thubc gay nén duwoc chi dinh tro ng cac ngd doc cép tinh qua dudng tiéu hoa,
nhwng trong thwc hanh thwdng riva da day sé tét hon.

Khéng dung thubc gay nén cho ngudi da hdn mé hodc nhiém doc chat an da.

2.1.2. Thudc lam tang nhu déng ruét

2.1.2.1. Thudc nhuan trang

La thubc lam tdng nhu do ng chl yéu & rudt gia, day nhanh cac chat chira trong
rudt gia ra ngoai. Chi dung thudc nhuan trang khi chac chan bj tdo bon, tranh lam
dung thuéc vi cé thé gay hau qua ha kali mau va mét trvong lyc dai trang. Hiém
khi can diéu tri tao bon kéo dai, trtr & mo t sé ngudi cao tudi.

C6 thé phong tao bén bang ché dd &n can bang, di nwéc va chét xo, van dong
hop ly.

Theo co ché tac dung, thudc nhuan trang dwoc chia thanh 5 nhém chinh. Mot s
thudc nhuan trang c6 co ché tac dung hén hop.

- Thudc nhuan trang lam tang khéi lwong phan: methylcellulose.

- Thubc nhuan trang kich thich: kich thich trwc tiép co tron thanh rudt lam téng
nhu déng rudt, cé thé gay co cirng bung: bisacodyl, glycerin, nhém anthraquinon,
cac thubc cuorng phé giao cdm, docusat natri. ..

- Chét lam mém p han: paraphin 16ng, dau arachis.

- Thubc nhuan trang thdm th4u, cé tac dung gil lai dich trong long rudt: mubi
magnesi, lactulose, sorbitol, macrogol, glycerin...

- Dung dich lam sach rudt dung trwée khi phau thuat dai trang, soi dai trang hoac
chuan bj

chiéu chup X - quang dai trang, khéng dung diéu tri tao bon.

Bisacodyl

- Bisacodyl lam tang nhu déng ruét do kich thich dam réi than kinh trong thanh
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rudt, dong thoi 1am téng tich Idy ion va dich trong ldng dai trang.

- Chi dinh:

. Tao bon do cac nguyén nhan khac nhau.

. Lam sach rudt trwée khi phau thuat.

. Chuén bj chup X - quang dai trang.

- Chdng chi dinh:

T&c rudt, viém rudt thtra, chady mau truc trang, viém da day - ruét.

- Tac dung khéng mong muén:

Thwéng gap dau bung, bubn nén. it gap kich ng truc tra ng khi dat thubc. Dung
dai ngay lam giam truvong lwc dai trang va ha kali mau.

- Liéu dung:

. Tao bén: ubng 5 - 10 mg vao budi tbi hoac dat trwc trang vién dan 10 mg vao
budi sang .

Tré em dwéi 10 tudi ubng 5 mg vao buéi tdi hodc dét trwc trang vién dan 5 mg
vao budi sang.

. Chuén bj chup X - quang dai trang hodc phau thuat: ngwdi Ién udng méi 1an 10
mg lGc di ngQ, trong 2 ngay lién trwdc khi chup chiéu hodc phau thuat. Tré em
dung ntra liéu nguoi lén.

Lwu y: dang vién bao bisacodyl dé phan ra & ruét, do d6 khé ng dwoc nhai hoéc
nghién vién thubc.

Khéng dung thubc quéa 7 ngay, trir khi cé hwéng dan cla thay thube.

Magnesi sulfat

La thubc nhuan trang thadm thu. Do it dwoc hap thu, magnesi sulfat lam tang ap
lwe thdm thau trong l6ng ruét, gitr nwée, 1am tang thé tich ldng rudt, gay kich
thich tang nhu déng rudt.

Udng magnesi sulfat liéu thap (5g) co6 tac dung théng mat va nhuan trang, liéu
cao (15 - 30g) cé tac dung tay.

Tiém tinh mach magnesi sulfat ¢ tac dung chéng co giat trong san khoa.
Chdng chi dinh: cac bénh ¢ 4p & dwong tiéu hoa.

Than trong: suy than, suy gan, ngudi cao tudi, suy nhworc.

Liéu dung nhuan trang: ngudi I&n va tré em trén 12 tubi: 10g; 6 - 11 tudi: 5g; 2 -
5 tudi: 2,5g9. Pha thubc trong cdc nwéc day (it nhat trong 240 ml) udng truwéc bira
& n sang. Thudc tac dung trong 2 - 4 gio.

2.1.2.2. Thube tay , ,
La thuoc tac dung & ca rudt non va rudt gia, ding tong moi chat chira trong rudt
ra ngoai (chat doc, giun san) nén thwong chidung 1 lan.

Thudc tay mubi , ] , i
La cac muoi it dwee hap thu, lam tang ap lwc t ham thau, gitr nwéce, lam tang thé
tich 1ong rudt.
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Thuong dung megnesi sulfat, natri sulfat uéng 15 - 30g v6i nhiéu nudc.

Thudc tay dau

Thuong dung dau thau dau (ricin) c6 chia triglycerid cta acid ricinoleic. Duéi tic dung
cua lipase tuy tang, triglycerid bi thuy phan, giai phéng acid ricinoleic. Acid nay cé tac
dung kich thich niém mac rudt non lam tang nhu dong rudt va tang xuét ti€t. Mat khac,
khi acid ricinoleic chuyén thanh natri ricinoleat, thi chat nay khong bi hap thu, c6 tac
dung nhu thudc tdy muéi. Liéu lugng uong 15- 30g.

Dau ricin c¢6 thé 1am dé dang hap thu mot s6 thudc qua rudt, gay ngd doc: vi du khi dung
cung véi mot s6 thude chdng giun san.

Khi diéu tri ngd doc thudc cép tinh, thudng dung thudc tdy mudi, khong dung thudc tay
dau.

2.1.3. Thuéc diéu hoa chiic ndang vin dong duong tiéu hoa

Céc thuoc loai nay c¢6 tdc dung phuc héi lai nhu dong duong tiéu héa da bi “y”, dung diéu
tri chiing day bung, khé tiéu khong do loét.

2.1.3.1. Thuoc khdang dopamin ngoai bién
Domperidon

Domperidon la thudc d6i khang v6i dopamin chi & ngoai bién vi khong qua dugc hang rao
mau — nao. Vi vay c6 tac dung:

- Chong non trung wong: tc ché cac receptor dopamin & viing nhan cam héa hoc ¢ san nao
that IV (nam ngoai hang rao mdu - nio).

- Lam tang t6c do ddy cdc chat chia tron g da day xudng rudt do lam gian ving day da
day, tdng co hang vi, lam gian rdng mon vi sau bita an.

- Tang truong luc co that thuc quan, chéng trao nguoc da day - thuc quan.
- Tang bién do va tin s cua nhu dong ta trang, di€u hoa nhu dong dudng tiéu hoa.

Chi dinh: diéu tri triéu ching buén noén va non cap, dac biét & ngudi bénh dang diéu tri
bang thudc doc t€ bao; chudng bung, khé tiéu sau bita dn do thic dn cham xu6ng ruot.
Chong chi dinh: chdy méau dudng tiéu héa, tic rudt co hoc, non sau khi mé, tré em dudi 1
tudi.

Tac dung khong mong muon: nhic dau, tang prolactin mau (chay sita, r6i loan kinh
nguyét, dau tic va)

Liéu dung: uoéng 10- 60 mg/ ngay, trudc bita an 15- 30 phit. Khong dung thuong xuyén
hoac dai ngay.

Metoclopramid

Khac v6i domperidon, metoclopramid p hong b€ receptor clia dopamin, doi khang véi tac
dung cua dopamin ca & trung wong va ngoai bién do thudc dé dang qua dugc hang rao
mau — nao.
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0 ngoai bién, metoclopramid c6 tac dung tuong tu nhu domperidon. Do ¢6 tac dung ca
trén trung uong, metoclopramid ¢ 6 tdc dung an than va c6 thé gay phan ting loan truong
luc co cap tinh (co thiat co xuwong va co mat, cac con van nhan), thudng xdy ra & ngudi
bénh la nit tré hoac nguoi rat gia.

Chi dinh: chéng non, chéng trao nguogc da day - thuc quan, ddy bung kho tiéu, chudn bi
chup X- quang da day hoac dat ong thong vao rudt non.

Chong chi dinh: dong kinh, chdy mdu dudng tiéu hda, tac rudt co hoc hodc thing ruot.

Tac dung khong mong muoén: ia chay, buon ngu, phan ting ngoai thap (loan truong luc co
cap), mét moi, yéu co.

Liéu dung: uéng 5- 10mg/ Ian, ngay 3 l1an. C6 thé ding dudng tiém (bép, tinh mach) hoic
truyén tinh mach néu bénh nang.

2.1.3.2. Thuoc cuong phé giao cam duong tiéu héa: Cisaprid.

Cisaprid kich thich giai phong ACh & dau tan cung cua dam r6i than kinh tang, khon g
kich thich truc ti€p receptor M hoac phong toa ChE nén tac dung chi khu trd & rudt, tang.
Khac v6i metoclopramid, cisaprid kich thich van dong tat ca cac phan cua duong tiéu hoa,
ké ca thuc quan va rudt gi.

Téac dung: tang nhu dong thuc quan, tang ap luc qua tam vi. Tang nhu dong da day- ta
trang nén 1am nhanh réng da day. Tang chuyén van ctia da dy - rudt non- rudt gia.

Chi dinh: Trao nguoc da day - thuc quan. Cham tiéu. Tao bon man tinh.
Liéu ding: uéng moi 1an 5 - 20mg, ngay 2- 4 1an, truéc bita an 30 phit.
2.1.3.3. Thuoc tdac dung trén hé enkephalinergic tai rudt

Céc receptor ctia hé enkephalinergic tai ruot c¢6 tic dung di€éu hoa nhu dong: tic dung
kich thich trén co giam van dong va tdc dung chong co that trén co ting van dong

Trimebutin
Kich thich receptor enkephalinergic & rudt khi c¢6 roi loan.

Chi dinh: hoi chitng kich thich ruot/ liét ruot sau mé. R6i loan chifc ning tiéu héa: dau
bung, cham tiéu, tiéu chay/ tio bon.

Liéu dung: uéng méi 1an 100- 200 mg, ngay 3 lan.
Racecadotril

Chat tc ché enkephalinase ¢6 hoi phuc tai ruot, lam giam tiét dich ruot va dién giai clia
niém mac rudt khi bi viém hoédc doc t6 vi khuédn kich thich. Khong c6 tac dung trén rudt
binh thuong va khong anh huong dén nhu dong rudt nén dung trong tiéu chay cap.

Liéu dung: uéng moi 1an 100 mg, ngay 3 lan trudc cic bira an.
Khong dung cho tré em dudi 15 tudi

2.2. Thuoc chong co that va lam giam nhu dong duong tiéu héa
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2.2.1. Thuéc chéng non

Cac thuoc chéng non dugce chi dinh trong cdc ching non do ¢6 thai, sau mo, nhiém
khuén, nhiém doc (do nhiém acid, do uré mdu cao), say tau xe va do tac dung phu cua
thudc, nhat la cac thuoc chong ung thu.

2.2.1.1. Gay té ngon ddy cam gidc o da day : khi CO,, natri citrat, procain
2.2.1.2. Thuéc iic ché phé giao cam : atropin, scopolamin, ben zatropin

2.2.1.3. Thuoc khdng histamin H ,: diphenhydramin, hydroxyzin, cinnarizin, cyclizin,
promethazin. Ngoai khang H,, cdc thudc nay con c6 tac dung khang M cholinergic va an
than kinh (xin xem bai “Histamin va thudc khang histamin H ,”)

2.2.14. Thuéc khdng receptor D, (hé dopaminergic)

Thuoc c6 tac dung tc ché receptor dopamin & ving nhan cam héa hoc & san nao that I'V.
Ngoai ra, thudc con tc ché cac receptor D , ngoai bién & duong tiéu hoa.

- Loai phenothiazin: clopromazin, perphenazin.

- Loai butyrophenon: haloperidol, droperidol

- Domperidon, metoclopramid.

2.2.1.5. Thudc khdng serotonin

Phong va diéu tri buon non, non do hoéa tri liéu ung thu, do chiéu xa hoac sau phau thuat.
Céc thudc:

- Ondansetron: uong hoac tiém tinh mach 8 - 32 mg/ ngay.

- Granisetron: uong hoac tiém tinh mach 1- 3 mg/ ngay.

- Dolasetron mesilat: u6ng hoac tiém tinh mach 12,5 - 200 mg/ ngay.
2.2.1.6. Cdc thuoc khdc

- Benzodiazepin: lorazepam, alprazolam

- Corticoid: dexamethason, metylprednisolon. Co ch€ chua hoan toan biét rd, c6 mot phan
tdc dung tc ché trung tam non.

2.2.2. Thudc chong co that co tron duong tiéu héa

Do ¢6 tdc dung chong co that co tron theo cdc co ché khdc nhau, cac thude nay duoc dung
diéu tri triéu ching cic con dau do co that dudng tiéu héa, dudng mat va ca duodng sinh
duc, tiét niéu.

2.2.2.1. Thuéc huy phé giao cam
Atropin sulfat:

Huy phé giao cam ca trung uong va ngoai bién (xin xem bai “Thudc tdc dung trén hé than
kinh thuc vat”)
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Hyoscin N- butylbromid

Vi mang amin bac 4 nén khong vao dugc than kinh trung wong, chi c6 tac dung huy phé
giao cam ngoai bién.

Tac dung khong mong mudn: kho miéng, mach nhanh, bi déi, tdo bon, rdi loan diéu tiét
mat.

Chong chi dinh: glocom géc dong, phi dai tuyén tién liét, nhuoc co, tac liét rudt, hep mon
vi, 161 loan chuyén héa porph yrin.

Liéu dung: méi 1an uong 10- 20 mg, ngay 3- 4 lan.
2.2.2.2. Thuoc chong co thdt co tron truc tiép

Papaverin hydroclorid

Papaverin 1a mot alcaloid trong nhua kho clia qua cay thudc phién, khong cé tic dung
giam dau, gay ngt giong morphin. Tac dung chii yéu cta papaverin 1a lam gian co tron
duong tiéu hoa, duong mat va duong ti€t niéu.

Chong chi dinh: qud mén véi thudc, bloc nhi - that hoan toan, mang thai (c6 thé gay doc
cho thai).

Téac dung khong mong muon: do bung mat, nhip tim nhanh, chéng mat, nhitc dau , ngu ga,
roi loan tiéu héa, viém gan.

Liéu ding: udng hodc tiém (bap, tinh mach) moéi 1an 30 - 100mg, ngay 2- 3 lan.
Alverin citrat

La thuoc chong co that, tac dung truc ti€p 1én co tron dudng tiéu héa va tir cung. So véi
papaverin, tic dung manh hon 3 14n nhung doc tinh kém 3 lan.

Chong chi dinh: tdc nghén ruot hoac liét ruot, mat truong luc ruot két.
Tac dung khong mong mudn: budn non, dau dau, chéng mat, phan tng di tng.
Liéu diung: mdi 1an uéng 60- 120 mg, ngay 1-3 lan.

Céc thudc khac - mebeverin, dicycloverin, phloroglucinol, drotaverin.

2.3. Thuoc chong tiéu chay

Trong diéu tri tiéu chay, ngoai viéc di€u tri nguyén nhan, van dé uvu tién trong moi trudng
hop la danh gia va xur 1y ding nhiing roi loan nude va dién giai. Cac thudc lam giam triéu
ching (hip phu, bao phil niém mac, giam tiét dich, gidm nhu dong ruot) c6 thé dung trong
mot sO truong hgp tiéu chay & nguoi 16n, nhung khong nén dung & tré em vi chiing khong
lam giam duoc su mat dich va dién giai, ma con c6 thé gay ra nhiéu tac dung c6 hai.

2.3.1. Thuéc uong bu nudc va dién gidi (ORS, Oresol)

2.3.1.1. Thanh phdn va co ché'tdc dung

- Thanh phan mot géi bot (ORS cua Unicef)



DUGQC LY HOC 2007 - PAI HOC Y HA NOI
SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA

Natri clorid: 3,5g;

Kali clorid: 1,5g;
Natribicarbonat: 2,5g;
Glucose: 20,0g.

Nuéc dé hoa tan: 1g6i/ 1 lit.

- Co ché tac dung: su hdp thu cta natri va nude & rudt duge tang cuong bai glucose (hoac
carbohydrat khac). Glucose hap thu tich cuc & ruot kéo theo hdp thu natri (hé thong dong
van chuyén glucose- natri & rudt non).

Bu kali trong tiéu chay cap dac biét quan trong & tré em, vi tré mat kali trong phan cao
hon nguoi 16n.

Bicarbonat (hoic citrat) ¢ tdc dung khic phuc tinh trang nhiém toan chuyén héa trong
tiéu chay.

2.3.1.2. Chi dinh: phong va diéu tri mat nuéc va dién giai mdc do nhe va vira.

2.3.1.3. Chong chi dinh:

Giam niéu hoac vo niéu do giam chidc nang than. Mat nudc nang (phai truyén tinh mach
dung dich Ringer lactat). Non nhiéu va kéo dai, tac ruot, liét ruot.

2.3.14.Tdc dung khéng mong muon:

Non nhe, tdng natri mau, suy tim do bu nuéc qui muc.

2.3.1.5. Liéu ding:

- Mat nuéc nhe: uéng 50 ml/ kg trong 4 - 6 gio dau.

- Mat nudcvira: uéng 100 ml/ kg trong 4 - 6 gio dau. Sau d6 diéu chinh theo mic do khat
va ddp tng véi diéu tri.

Can ti€p tuc cho tré bi me hodc an uéng binh thuong. C6 thé cho uéng nuée trang gitta
céc 1an uéng ORS dé tranh tang natri m4u.

2.3.2. Cdc chdt hdp phu, bao phu niém mac ruot

Do c6 trong lugng phan tir cao, cau tric phi€n mong, tinh chat déo dai nén cac chit nay
c6 kha nang gan véi protein cia niém mac duong tiéu héa, tao thanh mot 16p mong bao
pht, bao vé niém mac.

- Atapulgit: ngoai tac dung tao mang bao vé niém mac rudt, thudc con hap phu cac doc to
ctia vi khudn, cdc khi trong ruot, c6 tdc dung cAm mau tai chd .

Liéu dung: géi bot 3g atapulgit hoat hoa, udng 2 - 3 gbi/ ngay.
Khong dung trong dié€u tri tiéu chay cap & tré em.
- Smecta: gbi bot 3g, 2- 3 g6i/ ngay, uéng xa bira an.

2.3.3. Cdc chdt lam giam tiét dich, giam nhu dong ruot
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Loperamid

T4c dung: loperamid 1a opiat tong hop nhung c6 rit it tdic dung trén than kinh trung uong.

Loperamid lam giam nhu dong ruot, kéo dai thoi gian van chuyén qua rudt, giam tiét dich

dudng tiéu héa, tang van chuyén nuéc va chat dién giai tir 1ong rudt vao mau, ting truong

luc co that hau mon.

Chi dinh: diéu tri triéu chiing tiéu chay cap khong c6 bién ching hodc ti éu chdy man &
nguoi 16n.

Chong chi dinh: man cam véi thudc, khi can tranh tGc ché nhu dong ruot, viem dai trang

nang, ton thuong gan, hoi ching ly, truéng bung.

Tac dung khong mong mudn: buén non, tdo bon, dau bung, truéng bung, chéng mat, nhic
dau, di tng.

Liéu dung:

- Nguoi 16n: Iic dau uong 4 mg, sau dé6 moi 1an di 16ng uéng 2 mg cho t6i khi ngimg tiéu
chay. Liéu t6i da: 16 mg/ ngay. Khong dung qua 5 ngay trong tiéu chay cap.

- Tré em: khong ding thudng qui trong tiéu chay cip. Chi ding cho tré em trén 6 tudi khi
that can thiét. Mdi 1an uéng 2 mg, ngay 2 - 3 1an tuy theo tudi.

Ngting thuoc néu thady khong c6 két qua sau 48 gio.
2.3.4. Vi khudn va ndm
2.34.1. Lactobacillus acidophilus

Vi khudn san xudt acid lactic va 2 chat diét khuén: lactocidin va acidophil lin. C6 kha
nang téng hop vitamin nhém B.

Binh thuong, céc vi khuin cong sinh trong long ruodt cé su can bang giita vi khuin huy
saccharose va cdc vi khuidn huy protein. Mot s6 chit tdn cong vao vi khuidn huy
saccharose nhu ruou, stress, nhiém khuédn, khdng sinh di gay ra su mat can bang, lam
tang vi khudn huy protein, dan dén r6i loan tiéu héa (tiéu chdy, tdo bon, truéng bung)

Lactobacillus acidophilus c6 tac dung lap lai thang bang vi khudn cong sinh trong ruot,
kich thich vi khudn huy saccharose phét trién, k ich thich mién dich khong dac hiéu clia
niém mac rudt (tang tong hop IgA) va diét khuan.

Chi dinh: céc tiéu chdy do loan khudn & ruot

Ché pham: Antibio: g6i bot 1g chita 100 triéu vi khuén song.

Ngudi 16n uong mdi 1an 1g6i, ngay 3 1an. Tré em udng mdi ngay 1- 2 géi.
2.34.2. Saccharomyces boulardii

La ndm men c6 tdc dung téng hop vitamin nhém B, kim khudn, diét Candida albicans,
kich thich mién dich khong dac hiéu.

Chi dinh: du phong va diéu tri tiéu chay do dung khang sinh, tiéu chay cép.
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Vi ndm men la cac t&€ bao song nén khong duoc tron vao nudc hay thic an néng (trén
50°C), qua lanh hodc c6 ruou. Khong ding cuing véi cdc thudc chong nam.

Ché pham: Ultra- levure, vién nang chtta Saccharomyces boulardii dong kho 56,5mg.
Mbi 1an uéng 1 vién, ngay 4 lan.

2.4. Thuoc loi mat va thuoc thong mat

2.4.1. Thuéc loi mdt

Phan biét hai loai:

- Thudc lgi mat nude (secretin, thudc cuong phd giao cam) lam tang bai tiét nudc va dién
gidi clia t€ bao biéu mo dudng mat, gay tang tiét mat loang.

- Thuoc loi mat thuc thu kich thich t€ bao gan tang bai ti€t mat giéong nhu mat sinh ly.
Tuy theo ngudn goc, co:

24.1.1. Thuoc loi mdt c¢6 nguon goc dong vit

D6 1a mudi mat, cac acid mat, hodc mat toan phan da loai bo sic t6 va cholesterol

Ché pham: Bilifluine, vién nang 0,1g, uéng 2 vién trudc moi bita an trua va toi.

24.1.2. Thuoc loi mdt c6 nguon goc thuc vdt : nghé, actiso, boldo.

Thudng ding ché phdm phoi hop nhiéu cay thudc

2.4.1.3. Thuoc loi mdt tong hop

- Cyclovalon: vién bao duong 50 mg, uéng 6 - 12 vién/ ngay

- Anéthol trithion: dang thuéc hat c¢6 0,0125g/ hat. M6i ngay uong 3 - 6 hat.

Chi dinh chung ciia cdc thuéc loi mdt

- Diéu tri triéu ching cac réi loan tiéu hoa: truéng bung, day hoi, ¢ hoi, budén non

- Diéu tri phu trg chéng tdo bén

Choéng chi dinh: tic mat va suy gan ning

2.4.2. Thudc thong mdt

La nhitng thudc gay co that tii mat, déng thoi lam gidn co tron Oddi. Mat hoan toan thodt
khoi tdi mat.

Vé mat sinh 1y, tdic dung nay phu thuoc vao cholecystokinin pancreatozinin (CCK - PZ)

do ta trang tiét ra khi lipid va peptid tir da day tra n xuéng. Hau nhu cac thudc c6 tac dung
thong mat 1a do lam bai ti€t CCK - PZ.

Chi dinh: cdc r6i loan tiéu héa nhu day bung, cham tiéu, ¢ hoi, buén non
Chong chi dinh: soi duong mat, ¢6 tién st amip.

Céc thuoc:  Sorbitol gbi bot 5g. Mbi 1an pha 1 géi trong nu éc, uéng trude bita an.
Magnesi sulfat: uong 2- 5g



DUGQC LY HOC 2007 - PAI HOC Y HA NOI
SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA

CAU HOI TU LUONG GIA

1. Trinh bay co ché tic dung, tdc dung khong mong mudn va dp dung diéu tri cua
thuoc khdng acid magnesi hydroxyd va nhém hydroxyd.

2. Trinh bay co ché tdac dung, tdc dung khong mong mu 6n va dp dung diéu tri ciia
thuoc khdng histamin H , va thudc tic ché¢ H*/ K*- ATPase.

3. Trinh bay tdic dung, tdc dung khong mong mudn va dp dung diéu tri ciia cdc mudi
bismuth.

4. Vé so do dé phan tich vi tri, co ché tdc dung va néu chi dinh diéu tri ciia cdc thuodc
gdy non va chéng non.

5. Trinh bay vé phdn loai va co ché'tac dung cua cdc thuéc nhudn trang va thuoc tdy
thuong dung.

6. Trinh bay tdc dung, tdc dung khong mong mudn va dp dung diéu tri cua bisacodyl
va magnesi sulfat.

7. Néu cdc nhém thuéc diéu hoa chiic ndng van d éng duong tiéu héa. Moi nhém ké
tén 1- 2 thuéc dai dién.

8. Trinh bay co ché tdc dung, tdc dung, tdc dung khong mong mudn va dp dung diéu
tri cua domperidon va metoclopramid.

9. Trinh bay co ché tdc dung, tdc dung, tdc dung khong mong mudn va dp dung diéu
tri cua hyoscin N- butylbromid, papaverin va alverin citrat.

10.Trinh bay tdc dung, dp dung diéu tri ciia ORS.

11.Trinh bay tdic dung, dp dung diéu tri cua cdc thudc chong tiéu chdy: atapulgit,
loperamid, vi khudn lactobacillus acidophilus, ndm saccharomyces boulardii.
Phdn biét tdc dung cia thudc loi mdt va thudc thong mdt, dp dung diéu tri cia cdc thudc
nay.



Bai 28: THUOC DIEU CHINH ROI LOAN HO HAP
MUC TIEU HQC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:

1. Phan biét duoc co ché tac dung cua thude long dom, thudc chita ho, thudc chita hen,
thudc ding trong ho hép.

2. Trinh bay duoc tac dung, tic dung khéng mong mudn va ap dung diéu trj cua:
- N-acetylcystein, bromhexin

- Codein, dextromethorphan

- Thudc cuong &, adrenergic, thudc huy phé giao cam (ipratropium), theophylin.
- Glucocorticoid (trong diéu trj hen)

- Cafein va nikethamid

3. Néu duoc cach st dung thudce trong diéu tri hen

1. THUOC LAM THAY POI BAI TIET DICH KHi - PHE QUAN

Dich khi- phé quan duoc bai tiét :

- T céc té bao niém mac: céac té bao hinh dai tiét dich nhay (do c6 nhiéu mucoprotein va
mucopolysaccharid) va cac t€ bao thanh dich tiét dich 1dng, d§ quénh thap.

- Tir cic tuyén tiét duéi niém mac: 12 tuyén hdn hop tiét nudc hodc dich nhay.
Acetylcholin va cic thudc cuong phd giao cam lam ting bai tiét dich khi - phé quan.
Dich khi- phé quan 1a chét 1am diu tu nhién cua niém mac dudng hd hip. Dich nhay ¢
tac dung bam dinh céac hat bui, vi khuén, sau d6 nho hé théng 16ng mao déy chung ra
ngoai.

1.1. Thudc 1am giam tiét dich

Thubc huy pho giao cam hodc thudc khang histamin H 1. Thyc té it ding vi c6 thé lam
chét tiét dic quanh, kho téng ra ngoai, d& gy xep phé nang.

1.2. Thudc l1am long dom

1.2.1. Thubc 1am ting dich tiét

La thudc 1am ting bai tiét dich & du ong ho hap, bao vé niém mac chdng lai cac tac nhan
kich thich va khi lam tan duoc nhing tac nhan d6 s& cho phép loai trir ching dé dang. C6
2 co ché tac dung:

1.2.1.1. Kich thich cac receptor tir niém mac da day dé gay phan xa phé giao cam lam
ting bai tiét dich & duong ho hap, nhung lidu c6 tac dung thuong lam dau da day va c6
thé gay non. Mot s6 thude thuong dung la:

- Natri iodid va kali iodid: uéng 1 - 2g/ ngay. Dung kéo dai lam tich luy iod. Khong ding
cho phu ni¥ ¢6 thai, tré em, nguoi bi budu giap.



- Natri benzoat: uéng 1 - 4 g/ ngay. Dung kéo dai lam tich luy Na +.
- Amoni acetat: 0,5 - 1g/ ngay. Khong dung & nguoi suy gan hoac suy than

- Ipeca hodc ipecacuanha, hoat chit 1a emetin. Dung liéu thap (t6i da 1,4 mg alcaloid)
trong truong hop ho c6 dom. Liéu ¢ ao gy non.

1.2.1.2. Kich thich truc tiép cac té bao Xudt tiét
Thuong dung céc tinh diu bay hoi nhu terpin, gaicol, eucallyptol. Nhiing tinh dau nay
con ¢6 tac dung sat khuan.

Khong dung gaicol cho tré em dudi 30 thang tudi.
1.2.2. Thudc lam tiéu chat nhay

Cac thudc nay 1am thay d6i cdu tric, din dén giam d6 nhét cua chat nhay, vi vay cac
“nat” nhay c6 thé dé dang di chuyén ra khoi dudng hd hip nho hé théng 16ng chuyén
hodc su khac dom. Nhiing thudc c6 nhom thiol tir do (nhu acetyleystein) c6 tac dung cit
dut cac cau ndi disulfit —S —S — clia cac soi mucopolysaccharid nén 1am 16ng dich tiét cua
niém mac phé quan.

Céc thudc 1am tiéu chat nhay c6 thé 1am pha v& hang rao chit nhay bao vé ¢ da day, phai
than trong & nhimg ngudi co tién sir loét da day - ta trang.

1.2.2.1. N- acetylcystein

Dung lam thudc tiéu chit nhay trong bénh nhay nhét, cac bénh Iy ho hdp c6 dom nhay
quanh nhu trong viém phé quan cp hodc man. Con dung lam thudc giai doc khi ding
qua lidu paracetamol.

Khong dung & ngudi co tién st hen (nguy co p han tGng co that phé quan)
Tac dung khong mong mudbn: budn ndn, ndén, budn ngu, nhirc dau, phan ung di Ung.
Khong dung dong thoi véi cac thude chdng ho hodc cac thude lam giam bai tiét dich phé
quan.

Liéu dung: Ubng moi lan 200 mg, ngay 3 lan.
Khi dung 3- 5 mL dung dich 20%, 3 - 4 1an/ ngay.

Nho tryc tiép vao khi quan 1 - 2 mL dung dich 10 - 20%, mdi gio 1 lan. Do tac dung
nhanh, d6i khi c6 thé lam tran dich trong khi quan néu nguoi bénh khong c¢6 kha niang ho
dé téng ra ngoai kip thoi. C6 thé hut dom loang b ang may ht.

1.2.2.2. Bromhexin (Bisolvon)

Dung diéu tri nhitng rdi loan hé hép di kém véi ho c6 dom. Khi diéu trj nhiém khuan
dudng ho hap, bromhexin lam ting su xam nhép cta mot s6 khang sinh vao dich bai tiét
phé quan, ting dap g voi khang sinh.

Than trong & ngudi c6 tién sir loét da day - ta trang, bénh hen, suy gan hodc suy than
ning. Tac dung khong mong mudn: rdi loan tiéu hoa, ting nhe enzym gan, chéng mat,



nhirc dau, phat ban ¢ da. Khi dung bromhexin doi khi gay ho hodc co thit phé quan &
nhiing nguoi nhay cam.

Liéu dung: udng mdi lan 8 - 16 mg, ngay 3 lan.

C6 thé dung duong khi dung, tiém bap sau hodc tiém tinh mach cham.
1.2.2.3. Céc thubc khac : Carbocistein, mucothiol, mecystein...

2. THUOC CHUA HO

Ho 14 co ché tir vé sinh 1y quan trong dé tng ra ngoai cac di vat & phan trén cua dudng
ho6 hép co thé gay tic dudng tha. Ho ciing c6 thé 1a triéu chimg ctia mot sb rdi loan trong
co thé (hen, trao nguoc da day - thuc quan... ), ma khi diéu tri nhitng bénh nay s& giam
ho, nhung nhiéu khi ciing can diéu tri triéu chtng .

Chi dung thudc giam ho trong truong hop ho khong ¢6 dom (ho khi cam ctiim, ho do kich
mg, di tmg), ho nhiéu lam ngudi bénh mét moéi, mat ngu.

Khong dung thude lam giam ho trong trudng hop ho c6 dom (trong bénh viém phé quan
man, gian phé quan... ) vi ho dugc coi nhu co ché bao vé ¢6 loi, lam sach duong tho.

Céc thude giam ho dugc chia lam 2 loai:

2.1. Thuoc giam ho ngoai bién

Lam giam nhay cam cua cac receptor gdy phan xa ho ¢ duong ho hép
- Thudc 1am diu ho do co tac dung bao v¢, bao phu céac receptor cam gi ac ¢ hong, hau:
glycerol, mat ong, cac siro duong mia

- Thudc gay té cac ngon ddy than kinh gy phan xa ho: benzonatat, bac ha (menthol),
lidocain, bupivacain.

2.2. Thudc giam ho trung wong

Céc thudc nay we ché truc tiép, 1am nang cao ngudng kich thich cu a trung tim ho ¢ hanh
tuy, dong thoi co tac dung an than, tic ché nhe trung tam ho hap.

2.2.1. Alcaloid cua thudc phién va cac dan xuat

2.2.1.1. Codein

Codein (methylmorphin) 1a alcaloid cua thudc phién. Trong co thé, khoang 10% codein
bi khir methyl thanh m orphin.

So v6i morphin, codein duoc hip thu tot hon khi udng, it gay tao bon hodc co thit duong
mat, it gdy trc ché ho hap va it gay nghién hon nhung tic dung giam dau ciing kém hon.
Codein c6 tac dung giam ho do trc ché truc tiép trung tdm ho, nhung lam khé va ting do
quanh cua dich tiét phé quan. Dung codein trong trudng hop ho khan gay kho chiu, mat
ngu va trong cac chung dau nhe va vira.

Chédng chi dinh: min cam véi thude, tré em dudi 1 tudi, bénh gan, suy ho hap, phu nit co
thai.



Liéu dung diéu tri ho khan: uéng mdi lan 10 - 20 mg, ngay 3 — 4 lan.
2.2.1.2. Pholcodin

Tac dung giam ho manh hon codein 1,6 1an, it giy tic dung khong mong muén hon. Liéu
dung: 5- 15 mg/ ngay

2.2.1.3. Thubc giam ho khong gy nghién
* Dextromethorphan:

La chat tong hop, dong phan D ctia morphin nhung khéng tic dung 18n céac receptor cua
morphin nén khong gy nghién, khong c6 tac dung giam dau va rét it tic dung an than.
Do tic ché trung tAm ho, dextromethorphan c6 tic dung chéng ho twong tu codein, nhung
it gay tac dung phu hon.

Dextromethorphan chi dinh t6t trong truong hop ho khan, man tinh.
Chéng chi dinh: qua méan véi thude, tré em dudi 2 tudi, dang diéu tri bang thude e ché
monoaminoxydase (MAO).

Than trong: ngudi c6 nguy co hodc dang suy giam ho hip, tién sir bi hen, di ung.
Liéu dung: uéng mdi 1an 10 - 20 mg, 4 gio/ 1an hodc mdi 1an 30 mg, 6 - 8 gio/ 1an, tdi da
120 mg/ ngay.

* Noscapin:

Tac dung, cach dung, tic dung khéng mong mudén va than trong twong tw nhu
dextromethorphan.

Khong ding cho phu nit ¢6 kha ning mang thai (vi nguy co gay dot bién) Liéu dung: mdi
lan 15 - 30 mg, ngay 3 lan.

2.2.2. Thubc giam ho khang histamin

Mot s6 thude 6 tac dung khang histamin H 1 trung wong va ngoai bién (khang H 1 thé hé
1) ddng thoi co tac dung chong ho, khang cholinergic, khang serotonin va an than.

Chi dinh: cac chung ho khan do di tUng, do kich thich, nhat 1a vé& ban dém.
Tac dung an than cua thudc 1a diu bt loi khi ding thudc ban ngay, nhung c6 thé thuin
loi khi ho ban dém.

Céc thudc:

- Alimemazin: ngudi 16n ubéng 5 - 40mg/ ngdy, chia nhidu 13 n.
Tré em: 0,5- 1 mg/ kg/ ngay, chia nhiéu lan.

- Diphenhydramin: mdi 1an uéng 25 mg, 4 - 6 gid/ lan.
3. THUOC CHUA HEN PHE QUAN

3.1. Dai cwong



Hen phé quan 1a hoi ching viém man tinh dudng ho hép, c6 gia tang tinh phan Gmg cua
phé€ quan vdi cac tac nhan gay kich thich, gay nén tinh trang co that, phu né, tang xuat tiét
& phé quan, 1am tic nghén dudng tho.

Hen phé quan c6 thé do di ung (bui, phan hoa, long vii, thuc pham ) hoic khong do di
mg (nhiém khuan, rbi loan ndi tiét, ging strc, dung thude chong vié m khong steroid. .. )
O ngudi hen do di ung, khi tiép xtic v6i di nguyén, rat nhiéu chat trung gian hoa hoc
duogc giai phong tir dudng bao (& bao mastocyt), gdy nhiéu tac dung & phé quan va cac
noi khac trong co thé.

Giai phong tic hat  Giai phong tirmang  San xudt cytokin

Cridit phéng ngay Chuyén héa lipnd, sau Téng hgp ARN , va protein .,
hang phur mai, sau hing gic
:i-ii__sj:_a_min Cac prostaglandin | Céc Interleukin b
Protease (PGD,) IL1 IL3
Heparin Céac leucotrien(LTC ,D,) IL 4 ILS
Yé&u tf hoai tf u (TNF) Yéu tdhoathdatiéu IL6  IL8
cau (PAF) TNF

Hinh 28.1. Cac chét trung gian héa hoc duoc giai phong khoi dudng bao trong phan ting
di ing

Néu phat hién dugc di nguyén gy bénh, c6 thé diéu tri bang phuong phép giam man cam
dac hiéu.

Diéu trj khong dac hi¢u bénh hen, theo co ché bénh sinh, c¢6 hai nhém thude duoc dung:
- Cac thudc lam gidn phé quan: thudc cudng B2 adrenergic, thudc huy phod giao cam,
theophylin.

- Céc thube chdng viém: corticoid, cromolyn natri.

Thudc khang leucotrien (montelukast, zafirlukast) 1am giam tac dung co that phé q uan va
gay viém cua LTD 4.



3.2. Thudc lam giin phé quan
3.2.1. Thubc cuong P2 adrenergic
3.2.1.1. Co ché tic dung

Co tron duong ho hip c6 nhiéu receptor B2, khi bi kich thich s& gay gidn co tron khi phé
quan do lam ting AMPyv trong té bao.

Khi ding duéi dang khi dung, cac thudc cudng B2 trc ché giai phong histamin va
leucotrien khoi dudng bao ¢ phdi, lam ting chirc phan cua hé thdng 16ng mao, giam tinh
tham cia mao mach phdi va e ché phospholipase A 2, ting kha ning chdng viém cta
corticoid khi dung.

3.2.1.2. Phan loai
Céc thudc cudong B2 adrenergic dugc chia lam 2 loai:

- Loai ¢ tac dung ngan (short acting p 2 agonist: SABA): salbutamol, terbutalin,
fenoterol chil yéu dung dé cit con hen; Dung duéi dang hit, tic dung sau 2 - 3 phut, kéo
dai 3- 5 gio.

- Loai c6 tac dung dai (long acting B2 agonist: LABA): salmeterol, formoterol gan vao
receptor f2 manh hon salbutamol, tac dung kéo dai khoang 12 gio, dung phdi hop voi
corticoid dé du phong dai han va kiém soat hen.

3.2.1.3. Tac dung khong mong mudn va than trong
- Tac dung khong mong mudn thuong gap: danh tréng nguc, nhip tim nhanh, run nhe
(dic biét & dau ngbn tay). Hiém gip: nhirc dau, mat ngd, giin mach ngoai bién, loan nhip
tim, ha kali mau, ting glucose va acid béo tu do trong mau, phan ing qui man. Dung
dudng khi dung c6 thé gy co that phé quan.

Dung nhiéu 1an sé& ¢ hién tuong quen thudc nhanh do sé lwong receptor P2 cta phé quan
giam dan (co ché diéu hoa giam), bénh nhan c6 xu hudng phai ting licu.

- Than trong: cudong tuyén giap, bénh tim mach, ting huyét ap, loan nhip tim, dai thao
duong, dang diéu tri bang MAOL.

3.2.1.4. Cac thube
- Salbutamol

Chi dinh: hen, tic nghén duong ho hip hdi phuc dwoc, chong dé non. Lidu dung:
. Con hen cép: hit dinh liéu mdi 1an 100 - 200 pg (1- 2 xit), toi da 3 - 4 1an/ ngay. Hoic:
tiém bép hodc tiém dudi da mdi 1an 500 pg, nhic lai sau mdi 4 gid néu can.

. Con hen cép nghiém trong: du ng dich khi dung 2,5 — 5 mg, t6i da 4 1an/ ngay hodc tiém
tinh mach cham 250 pg, dung nhéc lai néu can.

. Dé phong con hen do ging sirc: hit 100 - 200 pg (1- 2 xit) truéc khi van dong 15 — 30
phut, hodc udng 2 - 4 mg trude khi van dong 2 gio.



Dung duong khi du ng, ndng d6 thude trong méau chi bang 1/10 - 1/50 so véi lidu udng.
- Terbutalin

Chi dinh: gidng nhu salbutamol

Liéu dung: con hen cap: hit 250 - 500 pg (1- 2 1an xit), tdi da 3 - 4 1an/ ngay, hodc tiém
duéi da, tiém bap hodc tinh mach cham 250 - 500 ug, tbi da 4 lan/ ngay.
Bambuterol 14 tién thudc cia terbutalin, mdi ngay uéng mot lan 10 - 20 mg trudce khi di
ngu

- Salmeterol

Chi dinh: diéu tri du phong dai han bénh hen, tic nghén duong ho hép phuc hdi duge (ké
ca hen ban dém va phong co thit phé quan do ging sirc) & ngudi phai diéu tri bang thudce
gian phé quan thuong xuyén, bénh phdi tic nghén man tinh.
Liéu dung:

. Bénh hen: mdi 1an hit 50 - 100 pg (2- 4 xit), 2 1an/ ngay. Tré em trén 4 tudi: mdi lan hit
50 pg (2 xit), 2 1an/ ngay.

Bénh phoi tic nghén man tinh: mdi lan hit 50 pg (2 xit), 2 lan/ ngay.
3.2.2. Thudc huy pho giao cam

Ipratropium bromid (Atrovent) 14 din xuat amin bac 4, dung duong hit. Khi khi dung, chi
khoang 1% thudc duoc hip thu, 90% bi nudt vao dudng tiéu hoa, khong dugc hip thu,
thaii theo phan nén it giy tic dung khong mong mudn toan than.
Tac dung gidn phé quan cua ipratropium trén ngudi bénh hen thuong chim va khéng
manh bang thudc cuong B2 tac dung ngin (SABA), nén thuong chi duoc phdi hop st
dung khi cic thubc SABA khong du manh hodc ¢ 6 tac dung phu ning. Phdi hop
ipratropium véi SABA lam gian phé quan manh hon, cho phép giam liéu SABA nén han
ché duoc tac dung phu cia SABA. Khi dung ipratropium c6 tac dung ti da sau 30 - 60
phtt, thoi gian tdc dung kéo dai 3 - 6 gio.

Ipratropium ciing c6 tac dung tot trong didu tri bénh phdi tic nghén man tinh.
Than trong: ting nhan ap, phi dai tuyén tién liét va tic nghén dong chay ra tir bang quang,
c6 thai va cho con bt.

Tac dung khong mong muén: khod miéng, budn ndn, tdo boén, dau dau. Liéu dung: hit dinh
lidu: mdi 1an 20 - 40 pg (1- 2 xit), 3-4 1an/ ngay.

Berodual (ipratropium bromid + fenoterol): mdi lan xit ¢c6 20 pg ipratropium va 50 pg
fenoterol. Liéu thong thuong 1 - 2 xit/ 1an, ngay 3 lan.

Oxitropium c6 tac dung tuong ty nhu ipratropium.
3.2.3. Theophylin va dan xuét

Theophylin 14 base xanthin (cting voi cafein va theobromin) c6 nhiéu trong ché, ca phé,
ca cao.

3.2.3.1. Co ché tac dung va tac dung duoc ly



Do trc ché phosphodiesterase - enzym giang héa AMPv, theophylin 1am ting AMPv
trong té bao nén tac du ng twong tu thudc cudng adrenergic.

- Trén ho hip: lam gidn phé quan, dong thoi kich thich trung tim hé hdp & hanh ndo, lam
tang bién d¢ va tan s6 ho hap.
- Trén tim mach: [am tang bién do, tan s6 va luu luong tim, tdng sir dung oxy cua co tim
va tang luu lugng mach vanh.

- Trén than kinh trung wong: tic dung kich thich than kinh trung wong kém cafein, lam dé
dang cho cac hoat dong cia vo ndo, gdy mat ngu c6 thé do tic dung 1én hé thong ludi
kich thich.

- Lam gian co tron dudng mat va ni¢u quan.
- Tac dung 191 niéu kém theobromin.

Theophylin dugc chuyén hoa qua gan. Nong do trong huyét twong, thoi gian ban thai cua
theophylin thay doi dang ké trong mot s6 tinh trang sinh 1y va bénh 1y (ting trong suy tim,
x0 gan, nhidm virus, ngudi cao tudi) hodc do twong ta ¢ thube, trong khi giéi han an toan
gitta lidu diéu tri va lidu doc cua theophylin kha hep. Tac dung gidn phé quan cua
theophylin khong manh bang cac thude kich thich 2, trong khi nguy co xuét hién cac tac
dung khong mong mudn khé cao, vi vy theophylin khong dugc Iya chon dau tién trong
cit con hen.

Hién nay, theophylin udng giai phong nhanh it dugc ding trong diéu tri hen, chu yéu
dung theophylin giai phong cham, duy tri di ndng do thudc trong mau trong 12 gio dé
didu tri du phong va kiém soat hen vé dém. Trong con hen ning, theophylin dugc dung
phéi hop voi cac thube cudng P2 hodc corticoid dé lam ting tic dung gidn phé quan,
nhung lai ¢6 thé 1am ting tic dung khong mong mudn cua thude cuong B2 (ha kali mau).
Theophylin c¢6 thé ding duong tiém la aminophylin, hdn hop cia theophylin va
ethylendiamin, tan trong nudc gap 20 lan so véi theophylin don doc. Trong diéu tri con
hen nang, tiém tinh mach aminophylin rat cham (it nhét trong 20 phut).

3.2.3.2. Chéng chi dinh va than trong
Chédng chi dinh: qua mn véi thudc, loét da day - ta trang tién trién, rdi loan chuyén hoa
porphyrin, dong kinh khong kiém soat dugc.

Than trong: bénh tim, tang huyét ap, cuong giap, tién sir loét da day- ta trang, suy gan,
dong kinh, c6 thai va cho con bu, ngudi cao tudi, dang bi sét, ding cing cac thube trc ché
enzym chuyén hoa thude & gan.

3.2.3.3. Tac dung khong mong mudn: thudng gip nhip tim nhanh, tinh trang kich thich,
bon chon, budn ndn, non. it gap: kich ung duong tiéu hoa, dau dau, chong mat, mat ngu,
run, co giat, loan nhip tim, ha huyét ap, phan tng di ung.

3.2.3.4. Liéu dung:



Vién theophylin giai phong cham (Theostat, Nuelin SA): mdi 1an ubng 200 - 400 mg,
cach 12 gio ubng 1 lan.

Hen ban dém: uéng mot 1an duy nhat vao budi tdi véi lidu bang tong lidu dung trong mot
ngay.

. Aminophylin: udng mdi lan 100 - 300 mg, ngay 3 - 4 lan, sau bita an. Tiém tinh mach
cham it nhat trong 20 phut liéu 5 mg/ kg.

3.3. Thudc chdng viém
3.3.1. Glucocorticoid (GC)

Glucocorticoid c6 hi¢u qua rat tot trong diéu tri hen, do thudc co tac dung chéng viém,
lam giam phu né, giam bai tiét dich nhay vao long phé quan va 1am giam cac phan tng di
tmg. Glucocorticoid phuc hdi ddp Gmg cta cac receptor P2 véi cac thude cuong P 2
adrenergic (xin xem thém bai “Hormon vo thugng than”).

- Dung dudi dang hit c6 tac dung tdt, dé diéu trj du phong hen khi nguoi bénh phai dung
thudc cuong P2 nhidu hon 3 1an/ tudn, it gdy tic dung khong mong mudn toan than. Bit
budc phai ding thudc déu da n dé dat loi ich téi da va lam giam nguy co ting ning cia
hen.

Tac dung khong mong mudn tai chd thuong gip khi dung GC hit 14 nhiém ndm Candida
miéng hong, khan tiéng va ho. Dung liéu cao kéo dai c6 thé gay trc ché thuong than, giam
mat d¢ khoang & xuong, tang nhan ap.

Céc GC dung duong hit: beclometason dipropionat, budesonid va fluticason propionat.
(ba thudce nay co tac dung tuong duong nhau), ciclesonid, mometason furoat.

* Beclometason dipropionat (Becotide): khi dung dinh liéu mdi 1an 100 - 400 pg, 2 lan/
ngay, sau d6 diéu chinh theo dép (mg ctia nguoi bénh.

*  Budesonid  (Pulmicort): hit mdi lan 200 pg, 2 lan/ ngay.
Ché pham phdi hop: Symbicort chira formoterol va budesonid véi cac ham luong
formoterol/ budesonid mdi lan xit 1a 4,5 pg/ 80 pg; 4,5ug/ 160 pg; 9ug/ 320ug.
Nguoi 1én va tré em trén 12 tudi: mdi lan 1 - 2 xit, ngay 2 lan.
Piéu tri duy tri: 1 lan xit/ ngay.

* Fluticason propionat: hit dinh lidu mdi lan 100 - 250 pg, 2 lan/ ngay.
tré em 4- 16 tudi: mdi 1an 50 - 100 pg, 2 1an/ ngay

Ché pham phdi hop: Seretide chira salmeterol va fluticason propionat voi cac ham luong
salmeterol / fluticason propionat mdi lan xit 1a 25 pg/ 50 pg; 25 pg/ 125 pg; 25 pg/ 250
g Nguoi 16n va tré em trén 12 tudi: mdi 1an 2 xit, ngay 2 lan.

Dung ché pham c¢6 ham lugng thude pht hop voi mirc dd ning cta bénh hen.

* Ciclesonid: ngudi 16n xit mdi ngay mot lan 160 pg.



* Mometason furoat: ngudi 16n hit 200 - 400 pg vao budi tdi hodc chia 1am 2 1an trong
ngay.

- Dung toan than: diéu tri con hen cép nan g hoac dé kiém soat hen man tinh nang.
. Hen ning cép tinh: nguoi 16n udng prednisolon 40 - 50 mg/ ngay, it nhat trong 5 ngay
(tré em 1- 2 mg/ kg/ ngay, trong 3 ngay), sau d6 diéu chinh lidu theo dap tmg cua nguoi
bénh, hodc tiém tinh mach hydrocortison 400 mg/ ngdy, chia lam 4 lan.
. Hen man tinh ning khong dap tmg day du véi cac thude chéng hen khéc, hit GC liéu
cao phdi hop voi udng GC mdi ngay mot lan vao budi sang. Tim liéu thap nhét da kiém
soat dugc triéu ching

3.3.2. Cromolyn natri

- Tac dung: tc ch é dudng bao cia phoi giai phong cac chét trung gian héa hoc do dap
tmg v6i cac kich thich hoic do twong tac khang nguyén - khang thé IgE.
Uc ché tac dung hoat hoa cua cac peptid hoa hudng dong trén bach cau trung tinh, ua
acid hodc don nhan.

Cromolyn natri chi c¢6 tdc dung phong con, ngan ngtra dap tng hen voi cac kich thich do
di ing hodc khong do di ing, duoc dung diéu tri dai han sém trong hen, khong co tac
dung diéu trj con hen cip. Tré em dap ung v6i thudc tot hon ngudi 16n.
Nhin chung tac dung du phong hen cua cromolyn natri kém hiéu qua hon so véi GC
duong hit.

- Cromolyn natri ding theo dudng hit, it dugc hip thu nén it gay doc tinh toan than.
- Tac dung khong mong mudn: ho, co thit nhe phé quan, nhtc dau, budn ngu, roi loan
tiéu hoa, phan tmg qua man.

- Lidu dung: hit mdi 1an 10 mg (2 xit, ngay 4 1an cach déu nhau).

Phong con hen do ging stc, khi lanh, tac nhan mdi trudng: hit 10 mg (2 xit) ngay trudc
khi tiép xuc véi cac yéu td gay con.

3.3.3. Thubc khang leucotrien

Thubc khang leucotrien ngin can tic dung cia cac cysteinyl leucotrien & dudng ho hap.
Chung c6 tac dung khi dung riéng hodc khi phdi hop v6i GC hit (tac dung hiép dong
cong)

- Chi dinh: diéu tri dy phong hen

Phéi hop voi thude cuong P2 va GC duong hit dé diéu tri hen man tinh ning

- Tac dung khong mong mudn: réi loan tiéu héa, khé miéng, khat, dau dau, chong mat,
1di loan gidc ngu, dau khop, dau co, phu, phan ing nhay cam. C6 thé gip hoi chimg
Churg- Strauss (c6 tién sir hen, thuong viém mili, viém xoang, viém mach va ting bach

cau ua eosin).

- Céc thudc:



. Montelukast: Nguoi 16n: nhai hodc uéng 10 mg trude khi di ngii. Tré em 6 thang — 5
tudi: 4 mg/ ngdy, 6 - 14 tudi: 5 mg/ ngay

Than trong khi dung ¢ nguoi mang thai va cho con b

. Zafirlukast: udng mdi 1an 20 mg, ngay 2 lan.

Khong dung cho tré em dudi 12 tudi, suy gan, cho con bi.

Than trong khi ding & ngudi cao tudi, ngudi mang thai, suy then.
3.4. Sir dung thuéc trong diéu tri hen

3.4.1. Puong dung thudce

Céc thudc diéu tri hen c6 thé dung bang cac dudng khac nhau:

+ Duong hit: thube duoc dua truc tiép vao duong ho hép nén dat néng do cao tai do, liéu
hit thuong thap hon liéu uong, gidm dugc tac dung khong mong mudn toan than .

. Hit dinh liéu 12 phuong phap thuan tién va c6 hiéu qua khi str dung thudc diéu tri hen
mirc 46 nhe va trung b inh. Piéu rat quan trong 14 phai huéng dan ngudi bénh that can
than vé cach st dung dung dung cu hit dinh liéu dé dat két qua toi wu.

. Budng hit (spacing devices) tao ra mot khoang giita dung cu hit va miéng, dung tot hon
0 nguoi gia, tré em, nhiing nguoi k hd st dung dung cuy hit dinh liéu ding céch, hoac
dung khi hit corticoid lidu cao dé giam lang dong thudc ¢ miéng va hong, dé giy nhiém
nam Candida. Dan ngudi bénh phai siic miéng sau khi hit thudc.

. Dung dich khi dung thuong ding trong con hen ning cép tin h, dung cung véi oxygen &
trong bénh vién.

- Puong udng: khi khong thé dung bang duong hit hodc duong hit kém hiéu qua. Ding
dudng udng gy nhiéu tac dung khéng mong mudn toan than hon dudng hit.

- Puong tiém: cac thudc cuong B2, corticoid hodc aminophylin chi dung dudng tiém
trong cap ctru con hen ning, cap tinh, khi duong khi dung khong du hoic khong phu hop.

3.4.2. Xu tri hen

- Cit con hen: hit thuéc cuong P2 tac dung ngin (SABA) c6 hiéu qua nhat.

- Piéu tri duy tri, kiém soa t dai han hen: phdi hop corticoid hit va thubc cuong B2 tac
dung dai (LABA) hit c¢6 hiéu qua nhat.

Néu hen van chua kiém soat duoc, can nhic phéi hop thém voi udng mot trong cac thude
sau: theophylin giai phéng cham, thudc cuong B2 giai phong cham, thudéc kh ang
leucotrien hodc corticoid.

Xem xét lai diéu tri sau mdi 3 thang dé diéu chinh ché do diéu tri cho phu hop.

- Con hen ning cap tinh: thd oxy, khi dung dung dich SABA, corticoid (udng, tiém tinh
mach).



- Du phong con co thit phé quan khi géng stic, do khi lanh hodc do tac nhan méi trudng:
hit cromolyn natri hodc SABA (hit, udng).

4.THUOC PIEU TRI BENH PHOI TAC NGHEN MAN TiNH

Bénh phéi tic ngh&n man tinh 1a tinh trang bénh dac trung boi roi loan thong khi tac
nghén khong ¢ kha ning phuc hdi hoan toan. Sy h an ché thong khi thuong tién trién tir
tir va lién quan dén phan mg viém bat thudng ctia phdi do cac phan tir hodc khi doc hai.

Céc yéu t6 nguy co ciia bénh phdi tic nghén man tinh: hat thude 14, khoi bui do 6 nhidm
moéi truong, nhiém khuan duong hé hip va yéu t6 di truyén (thiéu ol antitrypsin).
Pic diém cua bénh phdi tic nghén man tinh 1a tinh trang viém nhiém thuong xuyén &
toan bo duong dan khi va nhu mé phéi, dan dén xo hoa duong thd va pha huy phé nang.
Vi véy, dé diéu tri bénh phdi tic ngh&n man tinh, tru Gc hét phai loai bo cac yéu té nguy
co.

Céc thube diéu tri bénh bao gém:
4.1. Thudc gian phé quan: dé diéu tri triéu chimg ciia bénh

- Hit thubc cuong B2 tac dung ngin (salbutamol, terbutalin, fenoterol) hoic thuc khang
cholinergic tic dung ngin (ipratrop ium) khi can thiét.

- Néu bénh tién trién nang: phdi hop thudc cudng B2, thude khang cholinergic va/ hodc
theophylin.

- Tiotropium 1a thudc khang cholinergic tic dung kéo dai dung dé diéu tri duy tri trong
bénh phdi tic nghén man tinh, khong dung trong co thit phé quan cip.

- Hit mdi ngay mét 1an 18 pg. Khong ding cho ngudi dudi 18 tudi.
4.2. Glucocorticoid :

Phdi hgp LABA va GC dang hit dé diéu tri bénh phoi tic nghén man tinh mic d6 trung
binh va ning. Nging phdi hop néu khong thiay ich lgi sau 4 tuan.
Néu bénh tién trién ning hon: dung thudc gidn phé quan (dung dich khi dung) va thé oxy,
ubéng GC trong thoi gian ngan.

4.3. Cac thuoc khac
- Tiém vaccin cim moi nam mot lan, vaccin phong phé cau.
- Dung khéng sinh khi c6 nhiém khuan.

- Thudc 1am lodng dom (a cetyl cystein, carbocistein. .. ) trong dot cap c6 ho khac dom
dinh quénh.

- Diéu trj ting cudng al antitrypsin.
5. THUOC KiCH THICH HO HAP

Ngoai cafein 1a thudc tdc dung uu tién trén vo nao, cac thudc khac déu co tac dung chu
yeu trén hanh ndo. Véi liéu diéu tri, trén nguoi binh thuong khong cé tac dung rff rang.



Véi liu cao, cac thudc déu gay co giat, luc dau 1a co giat cing, roi ngay sau dé chuyén
sang co gidt rung. Co ché cua tac dung co gidt chua duoc hoan toan biét rp, nhung néi
chung 13 1am giam ngudng k ich thich cua than kinh trung wong. Trén trung tam ho hap,
cac thude déu co tac dung kich thich, d6i lap véi tac dung cua barbiturat.

5.1. Cafein va cic alcaloid dan xuit ciia xanthin

Lay & 1a ché, hat ca phé, hat cola, cacao, hodc c6 thé tong hop tir acid u ric. Co 3 chét
dugc dung trong diéu tri 1a cafein, theophylin va theobromin, trong coéng thirc déu co
nhan purin.

5.1.1. Tac dung

- Trén v nao, cafein co6 tac dung rff rét lam mat cam giac mét nhoc, budn ngu, lam tang
qua trinh hung phan, ting cudng nhin cam cua cac giac quan, 1am ¥ kién dén nhanh, tri
tué¢ minh min. Néu ding thude lién tyc va kéo dai thi sau giai doan hung phan thudng
tiép theo giai doan trc ché, mét moi.

- Trén hé théng tim mach: theophylin tic dung manh hon cafein. Kich thich truc tiép trén
co tim lam tim dap nhanh, manh, tang luu lugng tim va luu lugng mach vanh. Trén co
thé nguyén ven, do con c6 tac dung kich thich trung tdm day than kinh X nén c6 tac dung
nguoc lai. Vi véy, tac dung cua cafein trén tim 13 phirc tap, tuy theo lidu: liéu nhe 1 am
tim dap cham, lidu cao 1am tim dap nhanh. Liéu diéu trj it lam thay doi huyét ap.

- Trén ho hap: kich thich trung tim hoé hap ¢ hanh ndo, 1am gidn phé quan va gidn mach
phéi do tac dung truc tiép trén co tron. Tac dung cang rf khi trung tim ho hap di bj wc
ché boi thude mé, thude nga hay morphin.

- Trén co quan: 1am gian mach than va lgi ni¢u. Lam tang tiét dich vi co s, tang tinh acid
cta dich vi do truc tiép kich thich niém mac da day va kich thich qua trung tdm pho giao
cam.

5.1.2. Co ché tac dung

- Giai phong catecholamin

- Huy dong calci va tre ché sy thu hdi calci vao tai ludi ndi bao.

- Uc ché phosphodiesterase, 1am vitng bén va ting AMPc. Catecholamin ciing 1am ting
AMPc nhung 14 do kich thich adenylcyclase, ting tong hop AMPv tir ATP. Vi vay, da gia
i thich duoc nhiéu tac dung giéng nhau giira catecholamin va cafein trén tim mach, phé
quan, mot s6 chuyén hoa nhu ting duong huyét, ting huy lipid (xin xem trong bai “Thudc
tac dung trén hé than kinh thuc vat”).
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5.1.3. Ap dung diéu tri

Qua trinh hung phén cua than kinh trung wong bi giam, hen, suy tim (khong dung trong
truong hop viém co tim), phéi hop véi thude ha sdt (dé d6i khéng véi tac dung uc ché tim
ctia cac thude nay).

Liéu luong:

- Ong tiém cafein natri benzoat 0,07g/ mL, tiém dudi da hodc tiém bap 1 - 2 dng/ ngay.

- Theophylin mdi 1an udng 200 mg, ngay 2 lan.

5.2. Nikethamid

La thudc tong hop, 1am nhip thé nhanh va siu do kich thich qua phan xa xoang canh,
nhung tac dung chinh 1a kich thich truc tiép cac trung tim ¢ hanh ndo. Khong c6 tac dung
truc tiép trén tim va mach mau.

Chi dinh trong cic truong hop suy ti m mach va hdé hip.
Tiém dudi da, bép thit hodc tinh mach cham, mdi lan 1 6ng ImL (dung dich 25%), mdi
ngay 3 ong. Udng dung dich 25% mdi 1an X - XX giot, ngay 2 - 3 lan.

5.3. Bemegrid

Cong thirc hoa hoc gan gidng barbiturat, nhung c6 tac dung ddi khang véi ba rbiturat.
Bemegrid kich thich truc tiép cac trung tim ho hip va tuan hoan ¢ hanh ndo, lam ting
nhip tim, ting huyét ap, ting bién d6 ho hap.

Liéu cao ciing giy cac con co giat, nhung pham vi an toan rong hon, dé sir dung hon, nén
c6 xu hudng dugc str dung tro ng diéu tri mot sé bénh tam than béng cac con co giat.
Ngoai tac dung trén than kinh trung uong, bemegrid con kich thich cac s¢i than kinh van
dong, 1am dé dang su van chuyén xung tac than kinh qua cac noron, nén con dugc ding
diéu tri mot sd ching viém da y than kinh, dau thit lung hong...
Liéu luong: nhiém doc barbiturat c6 thé tiém hang gam vao tinh mach 1am nhiéu lan tuy
theo tinh trang nhiém doc.

Tiém bép 25- 50 mg dé diéu trj viém day than kinh.

5.4. Doxapran hydroclorid



- Chi dinh: dung trong truong h op suy ho hip cap, suy giam ho hép sau md
- Chéng chi dinh: tang huyét ap nang, tinh trang hen, bénh mach vanh, nhiém doc do
tuyén giap, dong kinh, tic nghén co hoc ¢ duong ho hap.

- Tac dung khong mong mudn: chong mat, toat mo hoi, ting huyét &p va nhip t im. Tac
dung khong mong mubn trong giai doan sau md bao gém: co cimg co cuc bo, ting hoat
dong, 1an 16n, 4o giac, ho, khé thd, co that thanh quan, co thit phé quan, nhip nhanh
xoang, nhip tim cham, ngoai tam thu, budn nodn, ndn, tiét nude bot.

- Liéu dung:

. Suy giam ho hép sau mo: tiém tinh mach (it nhat trong 30 gidy) 1 - 1,5 mg/ kg, nhéc lai
néu can thiét sau 1 gio hodc truyén tinh mach 2 - 3 mg/ phat. Diéu chinh lidu theo dap
ung cua nguoi bénh.

. Suy hé hép cap: truyén tinh mach 1,5 - 4 mg/ phit, diéu chi nh theo dap (mg ctia ngudi
bénh. Dung cung voi oxygen va phai theo dpi thuong xuyén ap suét khi trong mau va pH
mau.

Khong dung cho tré em.
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Bai 29: THUOC PIEU TRI THIEU MAU

MUC TIEU HQC TAP: Sau khi hoc xong bai ndy, sinh vién c6 kha nang:
1. Trinh bay duoc vai tro sinh ly, duoc dong hoc va chi dinh ciia sdt.

2. Phdn tich duoc nguon géc, vai tro sinh ly, chi dinh cua vitamin B ,,, acid folic,
erythropoitin, va nguyén tac diéu tri thiéu mdu.

1. DAI CUONG
1.1. Dinh nghia thi€éu mau

Thi€u mdu 12 tinh trang giam s6 lugng héng cdu hodc huyét sac t6 hodc hematocrit duéi
mtic binh thudng so vdi ngudi cling tudi, cing gidi khoé manh.

- D6i v6i nam gidi dugc coi la thi€u mau khi: s6 lugng hong cau dudi 4 triéu hoac
hemoglobin dué6i 12 g/ 100 mL hoac hematocrit dudi 36%.

- D6i v6i nit gidi duge coi la thi€u mau khi: s6 luong hong ciu dudi 3,5 triéu hoac
hemoglobin dué6i 10 g/ 100 mL hodc hematocrit duGi 30%.

1.2. Nguyén nhan thiéu mau

Thi€u mdu do rit nhiéu nguyén nhan c6 thé : do chan thuong, sau phau thuat, do giun
moc, téc, rong Kinh, tri, loét da day- td trang, do tan mdu & nguoi cd bat thudong vé
hemoglobin, thi€u G¢PD, bénh tu mién, do thudc hoac héa chat, sot rét hoac do tuy
xuong kém hoat dong hoiac khong hoat dong hoidc do thi€u hut cdc thanh phan téng hop
hemoglobin, san xuat hong cau.

Dua vao chi s6 nhiém sac va kich thudc hong cau thi€u mau duoc xé&p thanh 3 loai:

. Thi€u mdu nhugc sac: hong cau nho va chi s6 nhiém siac < 1

. Thi€u mdu dang sic: hong cdu binh thuong va chi s6 nhiém sic = 1

. Thi€u mdu uu sac: hong cau to va chi s6 nhiém sic > 1

2. NGUYEN TAC DIEU TR| THIEU MAU

Trong qua trinh di€u tri thi€u mau phai két hop diéu tri nguyén nhan véi dung thudc hoic
v6i diéu tri triéu chitng va bdi dudng co thé.

- Truong hop mat mau cap véi khoi luong 16n: can phai truyén mau ngay. Trong khi chd

doi mdu phai truyén nuéc mudi sinh 1y hoac Ringer lactat va tim nguyén nhan, vi tri chay
mdu dé diéu tri.

- Mat mdu man tinh do giun téc, méc, rong kinh, tri, sot rét dung cédc thudc di€u tri
nguyén nhan két hop vé6i bo sung sét va boi dudng co thé.
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- Thi€u mdu do gidm san xuat hong ciu: ¢ thé dua vao thé tich trung binh hong cau dé
dung c4c thudc. Hong cdu nho khi thé tich trung binh duéi 70 fl. Nguoc lai hong cau goi
1a to khi thé tich trung binh > 110 fl.

. Trudng hop thi€u mau héng ciu nho: dung sat két hop vé6i vitamin B ¢ va tang luong
protid, lipid trong kh4u phan an va diéu tri nguyén nhan.

. Thi€u méau hong cdu to phai tim nguyén nhan diéu tri két hop dung B, hoac acid folic.

. Thi€u mau do tan mau: dung cac phuong phap han ch€ nguyén nhan gay tan mau két
hop vé6i dung acid folic.

3. CAC THUOC CHUA THIEU MAU
3.1. Sat

3.1.1. Vai tro va nhu cdu sdt cta co thé

Co thé ngudi 16n chita khoang 3 - 5 gam sit, trong d6 1,5- 3 gam ton tai trong hong céu,
phan con lai 0,5 gam chia trong sic t6 co (myoglobulin), mot s6 enzym xanthinoxidase,
a- glycerophosphatoxidase.

0 ngudi binh thudng, nhu ciu sat hang ngay khoang 0,5 - 1 mg . Phu nit giai doan c6 kinh
nguyét hodc ¢6 thai, cho con bd nhu céu sat cao hon khoang 1 - 2 mg va 5- 6 mg trong 24
gio.

Khi thi€u hut sat, co thé khong chi ¢6 thay doi su tao mdu, ma con thay déi chic niang cla
nhiéu enzym quan trong. Do vay, bo sung sét 1a bién phép rat quan trong dé diéu tri thi€u
mau nhugc sic.

3.1.2. Péng hoc ciia sdt trong co thé

Nguén cung cap st hang ngay cho co thé chi yéu tir cac thic an c6 ngudn goc dong vat
va thuc vat. Thitc an chita luong sat trén 5 mg trong 100 gam: gan, tim, triing, thit nac, gid
dau, hoa qua.

* O da day: sat tir nguon thic an c6 thé & dang ion Fe 2* hoac Fe**. Fe?* dugc hap thu dé
dang qua niém mac da day, ruot; con Fe** s& két hop véi albumin niém mac dudng tiéu
héa, nén khong hap thu duge, gay kich thich niém mac 6ng tiéu héa. Muon hap thu duoc,
Fe** phai dugc chuyén thanh Fe?* nho tac dung clia acid hydrocloric & da day.

* Tai ruot: Fe** duoc gan véi mot albumin & t€ bao niém mac ruot 1a apoferritin dé tao
thanh ferritin di vao mdu. Apoferritin 1a chat mang sit, ¢6 nhiém vu dua sat vao mau xong
quay tr& lai niém mac rudt dé van chuyén ti€p siat. Khi co thé thi€u sat thi s6 lugng
apoferritin ting lén dé€ 1am tiang hap thu sit va nguoc lai. Mot s6 chat nhu vitamin C,
protein c6 chita nhém- SH 1am Fe** chuyén thanh Fe®* dé hip thu. Nhung c6 mot s6 chat
can tr6 hap thu nhu: phosphat, acid nucleic, acid phytic, tanin, tetracyclin.

* Trong mdu: sat tach ra tir ferritin va dugc gan vé6i B- globulin, chat van chuyén sat dic
hiéu tao thanh transferritin. Dang phic hop sit dugc chuyén dén cdc mo nhu tuy xuong,
¢6 mot phan ¢ dang du trit con mot phan dé tao ra hong cdu va cic enzym  (Hinh 28.1).
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* O mo: st di vao trong t&€ bao duoc phai thong qua transferritin receptor & mang t€ bao.
Nho qua trinh nhap bao, phic hop transferritin receptor di vao trong té€ bao giai phong ra
ion sat. Sau khi giai phéng sat trong noi bao, transferritin quay lai mang t€ bao dé lam
nhiém vu van chuyén sit tiép. Khi thi€u hut sét thi s6 luong transferritin receptor ting va
giam ferritin (giam du trit sat) va nguoc lai, khi luong sit trong co thé ting cao thi s6
luong transferritin receptor giam xuong va tang dang du trir sit 1én (ferritin) va tang thai
trlr st qua phan, moé hoi va nudc tiéu.

Thifc an: Fe** hoic Fe**
< HCl->
Da day —»Fe(Cl, <
Niém mac rudt
(ta trang): / Fe’* + Apoferritin ~ ———  Ferritin(Fe*")
Thai theo phan

Mau: Transferritin (Fe*) <" B-globulin + Fe™

S?it/tl;’ héng cdu
Bi huy (Fe?")
Tuy xuong Du trit: Thai trir
(tao hong cau) (tao enzym (gan, lach ( mo hoi, nude
globin co) tuy xuong) tiéu, kinh nguyét)

Hinh 28.1. So d6 van chuyén sit trong co thé

3.1.3. Su thiéu hut sat

Su thi€u hut sét c6 thé do:

- Cung cap khong day du, gap & nhiing ngudi c¢6 miic song thap.

- Mat can bang gilta cung va ciu: phu nit ¢6 thai, cho con bu, tré em dang 16n.

- Giam su hap thu sat & dudng tiéu hda: gap ¢ nhitng ngudi cat mot phan da day, viem
rudt, thi€u apoferritin, ding mot s6 thudc hoac thitc an chita mot s6 chit ngan can su hap
thu sat.

- Chay mau: duong tiéu hoéa (giun téc, giun mdc, tri), t cung cdp hoac man tinh (rong
kinh)...

3.1.4. Chi dinh

- Thi€u mau thi€u sat do cdc nguyén nhan khdc nhau.
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- Phu nit ¢6 thai, cho con bu, ching xanh luét cua phu nit.
3.1.5. Ché phdam va liéu luong
Trong diéu tri sit ¢6 thé dung riéng 1& hodc phoi hop v6i mot s6 ion hodc va cdc vitamin.

Trén 1am sang sit c6 thé dung dudng udng hodc tiém tinh mach cham. Tiém tinh mach
khi bénh nhan khong dung nap hoac r6i loan hdp thu sat theo dudng uéng hoac ngudi suy
than man tinh kém theo phai loc m4u. Hién c6 2 ché phdm sit dextran va sit sucrose ding
tiém cham finh mach hodc truyén finh mach. Khi diing can phai thir vé6i liéu thap trudc dé
dé phong phan tng phan vé. Cic ché pham sat thudng dung dudng udng trén lam sang
déu 6 dang muoi sulfat, clorid, fumarat, gluconat, aminoat va ascorbat.

- Nguoi 16n liéu trung binh 2 -3 mg/ kg can nang tuong duong 200 mg/ ngay.
- Tré nho liéu trung binh 5 mg/ kg can niang/ ngay.
- Phu nit ¢6 thai hoic cho con b li€u trung binh 4 - 6 mg/ kg can nang/ ngay.

Trong qué trinh di€u tri can theo ddi lugng hemoglobin. Khi hemoglobulin mau tr& vé
gid tri binh thudng cén ti€p tuc uong thudc trong 3 -4 thang dé€ tao su bao hoa du trif sat.

3.1.6. Tdc dung khong mong muon

- Khi ding dudng uéng: lom giong, budn non, non, tdo bén, ia chay, kich tng dudng tiéu
héa.

- Khi diing dudng tiém: dau tai chd tiém, dau dau, buén non, non, s6t, shock kiéu phan vé
khi tiém tinh mach do vay khi dung can phai tiém tinh mach cham.

3.1.7. Su qud liéu luong

Ngo doc sit do qud lidu it gap & ngudi 16n, nhung hay gap & tré em. O tré em lidu 1- 2 g
c6 thé gay tir vong. Triéu ching ngd doc co thé xuat hién sau khi uéng nham 30 phiit dén
vai gio.

- Khi gap ngo doc, ngoai bién phdp di€u tri tich cuc va diéu tri triéu ching, cdc bién phép
loai trir chiat doc nhu gay non, rira rudt bang dung dich natribicarbonat hoac phosphat
ciing dugc st dung. Khi sét trong mau cao trén 3,5 mg/ L phai dung deferoxamin tiém
tinh mach hodc tiém bap hoac c6 thé dung deferipron dudng uong. Hai thudc nay c6 tac
dung tao chelat véi ion sat.

3.2. Vitamin B,
3.2.1. Nguon goc

Vitamin B, 1a tén chung chi 5 cobalamid: cyanocobalamin, hydroxycobalamin, methyl
cobalamin va 5- deoxyadenosylcobalamin.Vitamin B ,va cyanocobalamin dugc diung dé
chi tat ca cac cobalamid c6 hoat tinh & nguoi. Nhung trén thuc t€ chi c¢6 2 cobalamid:
cyanocobalamin va hydroxycobalamin dugc dung trong di€u tri vi cdc cobalamid nay
dong vai trd coenzym cta nhiéu phan tng chuyén hoa, dac biét 1a su tong hop ADN. Hon
thé nita, cic cobalamid nay 6n dinh hon cdc cobalamid khic.
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Té& bao co thé khong tu téng hop dugc vitamin B ;,. Ngudn cung cap vitamin B, nhiéu
nhat la gan, thit, c4, tring. Trong thuc vat khong c6 vitamin B |,.

3.2.2. Duoc dong hoc cua vitamin B ;,

Trong thiic an vitamin B, (yéu to ngoai lai) duoc dich vi va protease giai phong ra khoi
cac lién két véi proteln va dugc gan ngay véi glycopro tein & da day (y€u t6 noi). Phic hop
vitamin B,- yéu t6 ndi xudéng ruot tic dong 1én receptor diac hiéu trén niém mac hong
trang va duoc chuyén vao mau. Trong m4u vitamin B |, gin vao B- globulin c6 nguén goc
& gan goi la transcobalamin II. Phitc hgp vitamin B,,- transcobalamin nhanh chéng dugc
phan ph6i vao cac mo dac biét la nhu mo gan. Ngoai transcobalamin II, vitamin B, con
dugc gan vao transcobalamin I va III. Phitc hgp transcobalamin I - By, 1a dang du trit cia
vitamin B,. Gan 12 co quan du trit 90% luogng vitamin B,, cia co thé (1- 10 mg). Vitamin
B,, duoc thai trir qua phan, nuéc ti€u. Vi ¢6 chu ky gan ruot, cho nén c6 trudng hop sau
cat da day 3- 4 nam mdi c6 bi€u hién thi€u vitamin B ,,.

3.2.3. Vai tro cua vitamin B |,

Vitamin B,, 12 chét cho methyl nén rdt can cho su chuyén héa acid folic d€ téng hop acid
nhan gitip cho t€ bao nhan Ién phét trién.

- Chuyén homocystein thanh methionin va 5 -methyltetrahydrofolic thanh acid
tetrahydrofolic.

- Chuyén L- methylmalonyl- CoA thanh succinyl - CoA trong chudi c4c phan ting chuyén
héa glucid, lipid thong qua chu trinh Krebs.

- Duy tri ndong d6 myelin binh thudng trong cdc neuron ctia hé thong than kinh.

3.2.4. Thiéu hut vitamin B ,,

Nhu cdu hang ngay cua vitamin B, phu thudc vao tudi, gi6i, tinh trang bénh 1y va nim
trong khoang tir 0,3- 2,6 ug.

Thiéu vitamin B, cé thé do: Cung cap khong ddy du, giam hap thu do gidm yéu t6 noi,

viém ruot, cat hdng trang, bénh tuy tang gay thiéu protease, tu sinh khang thé chong yéu

t0 noi, roi loan chu ky gan rudt hoac do giam s6 luong, chat lugng transcobalamin II do di
truyén. Khi thi€u vitamin B, gy nén thi€u méau wu sic hong ciu to (thi€u mdu 4c tinh
Biermer), t6n thuong neuron hé than kinh: phi né, mit myelin. C6 thé gay chét neuron

than kinh & tuy song, vo ndo, gay roi loan cam gid ¢, van dong & chi, r6i loan tri nhg, réi
loan tam than. O ngudi cao tudi c6 thé gap tén thuong than kinh do thiu vitamin B |,
nhung khong c6 diu hiéu thiéu mau.

3.2.5. Chi dinh- chéng chi dinh

- Thi€u mau vu sic hong cdu to Biermer.

- Viém dau day than kinh, r6i loan tam than.

- Suy nhugc co thé, cham phat trién, gia yéu.

- Nhiém doc, nhiém khuan.
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- Khong dung thudc cho ngudi di tng vé6i thudc va ung thu cdc thé khic nhau.

3.2.6. Ché phdm va cdch ding

Vitamin B, ¢6 thé ding dudi dang don chat hodc két hop v i cdc vitamin va cac mudi
kim loai d€ uong hoic tiém bap hay tiém dudi da. Hién nay ¢6 2 ch€ pham dugc dung véi
ham Iugng khac nhau la cyanocobalamin va hydroxycobalamin nhung hydroxycobalamin
duoc st dung nhiéu hon vi ton tai trong co thé lau hon cyanoco balamin.

Chi dinh dung dang thudc va liéu luong dua vao nguyén nhan va tén thuong do thi€u
vitamin B, gy ra.

- Thiéu hut vitamin B, do yéu t6 noi phai dung dang tiém.

- Trong diéu tri thi€u mdu, suy nhugc co thé... chi can dung liéu trung binh 100
ug/ ngay, nhung trong truong hop viém day than kinh, r6i loan tri nhg, réi loan tam than
phai dung dang tiém liéu 500, 1000, 5000 pg/ ngay.

3.3. Acid folic (vitamin L, vitamin B,)

La su két hop cua pteridin, acid paraaminobenzoic va acid glutamic.

Acid folic khong chi ¢6 nhiéu trong thit, c4, tring, gan, men bia ma cdn cd trong rau
xanh, hoa qua. Khi niu chin thic an, dac biét 1a rau xanh 90% acid folic bi phan huy.
3.3.1. Duoc dong hoc va vai tro cuia acid folic

Acid folic trong thiic an ton tai dudi d ang folatpolyglutamat. Dang nay ciing 1a kho du trit
folat & trong cac t€ bao nguoi.

Ne) duong tiéu hoéa, folatpolyglutamat bi thuy phéan tao thanh folat monoglutamat va bi
khir dé tao thanh methyltetrahydrofolat (MTHF). Nho hoat tinh ctia enzym pteroyl - y-
glutamyl- carboxypeptidase ¢ niém mac rudt, MTHF dugc hap thu va di vao mau.

* Trong mau, methyltetrahydrofolat duoc van chuyén dén mo va thong qua nhap bao,
MTHEF vao trong té bao.

* Trong t€ bao cua mo, methyltetrahydrofolat déng vai trd chat cho methyl dé ch uyén
vitamin B,, thanh methylcobalamin. Methylcobalamin gitp chuyén homocystein thanh
methionin. Sau khi mat methyl, methyltetrahydrofolat s€ thanh tetrahydrofolat, tham gia
vao mot s6 qud trinh chuyén héa quan trong nhu:

- Chuyén serin thanh glycin véi su tham gia clia vitamin By,
- Chuyén deoxyuridylat thanh thymidylat dé tao ADN - thymin.

Ngoai ra, tetrahydrofolat con tham gia vao qu4 trinh chuyén héa histidin va tdng hop base
purin.

0 gan, methyltetrahydrofolat mot phan tham gia chuyén hoa, phan khic du gc dua vao
mat thii xuéng t4 trang. O t4 trang, MTHF duoc téi hap thu trd lai. Ruou 1am giai phong
MTHEF tir t€ bao gan vao mat lam giam nong do folat trong mau (hinh 29.2)
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THFA Dihydrofolat
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Pyridoxal THFA
phosphat 4
Serin Methionin

A
-CH,4 I Vitamin B,

~— Homocystein

5- methyl THFA

T 4— Vitamin C
Acid folic

Hinh 29.2. Vai trd clia acid folic va vitamin B |, trong chuyén héa

3.3.2. Su thiéu hut acid folic

- Hang ngay, nguai 16n can 25- 50 pg, phu nit ¢6 thai, cho con bu va tré em can 100 - 200
ng. Khi cung cap khong ddy di hodac do mit can bang giita cung va cau hodac do mot s6
bénh 1am giam hap thu hodc do mot s6 thudc khang chuyén héa trong d iéu tri ung thu,
primaquin, trimethoprim, sulfonamid hoac do tan mau gay nén thi€u hut acid folic.

Khi thi€u hut acid folic s& gay nén thi€u méau héng cau to khong kém ton thuong thin
kinh

3.3.3. Chi dinh

- Thi€u m4u héng ciu to khong c6 dau hiéu ton thuong than kinh.
- Thiéu mau tan mau.

- Giam bach cau hat, mat bach cau hat.

- Du phong thiéu hut acid folic khi dung mot s6 thudc, phu nit c6 thai, cho con bu.
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3.3.4. Ché phdam va liéu luong

Acid folic dugc bao ché€ duéi dang uéng hoac tiém bap hodc tinh mach ¢c6 dang don chat
hoac phoi hop véi cac vitamin khac va cac muoi kim loai.

Liéu trung binh tr 2- 5 - 15 mg/ 24 gio.
3.4. Cac thuoc chong thiéu mau khac

Ngoai sat, acid folic va vitamin B ,, vitamin B, , vitamin By d6ng va Cobalt ciing c6 tdc
dung chong thi€u mau.

3.5. Erythropoietin

La yé&u to diéu hoa su nhan Ién cuta t€ bao goc trong tuy xuong, kich thich su trudéng thanh

ctia hong cdu non va giai phong hong cau khoi tuy xuong di vao tuan hoan. Yéu t6 nay cé

cdu truc protein gom 165 acid amin, phan tir luong 3040 0, dugc san xuat chl yéu & té€ bao
canh cdu than, thi yéu & t€ bao gan.

Trong mau ngudi khong thi€u mdu c6 néng do erythropoietin dudi 20 UI/L va duogc gan

vao glucose khong ¢6 tic dung duoc ly. Khi co thé thi€u mau, thi€u oxy su tdng hop va

bai tiét cia yéu t6 nay tang lén gdp 100 lan so v6i binh thuong. Khi cau than bi viém cap

hodc man tinh hay ton thuong tuy xuong hodc thi€u sat, su bai tiét erythropoietin gidm

xuong ro rét, gay nén thi€u mau. Chinh vi 1y do d6, erythropoietin duoc chi dinh chu yéu

trong cac truong hgp thi€u mau do viém than. Ngoai ra, erythropoietin con dugc dung

trong thi€u mau do bénh AIDS, diéu tri thuéc chéng ung thu, thi€u mau do méit méau sau

phéu thuat va phong thi€u mau & tré dé non trong luong thap.

- Ché pham va liéu dung:

+ Epoetin alpha (Epogen; Eprex) ong tiém chata 2000, 3000, 4000, 5000,6000,8000,

10000 va lo chita 40000 don vi, 1a erythropoietin ngudi tdi t6 hop nho ky thuat tdi t6 hop

ADN. Tiém finh mach hoac duéi da 50- 100 don vi/ kg thé trong,3 lan trong mot tudn. O
nguoi ¢6 suy than man tinh thudc c6 t/2 tr 4 -12 gio.

+ Epoetin beta ( NeoRecormon ) dng tiém chira 500,1000, 2000, 4000 5000, 6000, 10000
va lo chita 50000,100000 don vi. Thudc ¢6 thé tiem dudi da hodc tiém tinh mach liéu khéi
dau 40-60 don vi /tudn trong 4 tuan lién, sau d6 tuy theo ddp ting cua co thé ma diéu
chinh liéu ph hop.

Khi duing thudc diéu tri, nén cung cap thém sat nham gitp tuy xwong sinh san nhanh hong
cau. Do thudc c6 thé gay tang thé tich mdu va hematocrit va ting stic can ngoai vi, nén
phai chinh liéu cho phit hgp véi bénh nhan bi bénh than cé cao huyét ap.

CAU HOI TU LUONG GIA
1. Trinh bay vai tro sinh ly, ddc diém duoc dong hoc va chi dinh ciia sdt.
2. Trinh bay nguon goc, vai tro sinh ly, va chi dinh cua vitamin B12.

3. Trinh bay nguon goc, vai tro sinh 1y va chi dinh cua acid folic.
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4. Trinh bay ngudn goc vai tro , chi dinh ciia erythropoietin va nguyén tdc diéu tri
thiéu mau.
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Bai 30: THUOC TAC DUNG TREN QUA TRINH DPONG MAU
VA TIEU FIBRIN

MUC TIEU HQC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:
1. Trinh bay duogc co ché'tdc dung va dp dung diéu tri cia vitamin K.

2. So sanh dugc co ché tac dung, dong hoc va dp dung diéu tri cua dan xudt
coumarin va heparin.

3. Phdn tich duoc co ché'tdc dung va dp dung diéu tri ciia thudc lam tiéu fibrin va
chong tiéu fibrin.

1. THUOC TAC DUNG LEN QUA TRINH DPONG MAU
1.1. Co ché dong mau

Dong m4u 1a mot qud trinh mau chuyén tir thé 1ong thanh th é dac do chuyén fibrinogen
thanh fibrin khong hoa tan va cédc sgi fibrin nay bi truing hgp tao thanh mang luGi giam
giit cac thanh phan ctia mau lam mau dong lai.

Binh thuong, trong mau va trong cac mo cé cac chat gay dong va chit chong dong, nhung
céac chat gay dong O dang tién chat, khong c6 hoat tinh. Khi mach méu bi t6n thuong s&
hoat hoa céc yéu t6 dong mdu theo kiéu day truyén 1am cho mau dong lai.

Qua trinh dong mau xay ra qua 3 giai doan :
- Giai doan tao thanh phttc hop prothrombinase (1)
- Giai doan tao thanh thrombin (2)
- Giai doan tao thanh fibrin (3)
PromthrImbinase (1)

Prothrombin > Thrombin (2)

Fibrinogen —» Fibrin (3)
va cuc mdu dong
1.1.1.Giai doan tao thanh phiic hop prothrombinase

La qua trinh phtc tap va kéo dai nhat th 6ng qua hai co ché€ noi sinh va ngoai sinh tao ra
phtic hop prothrombinase.

* Co ché ngoai sinh:
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Khi mach m4du t6n thuong, mau ti€p xtc v6i vi tri ton thuong. Mo & vi tri ton thuong gidi
phong ra yéu t6 III (thromboplastin mo) va phospholipid. Yéu to III, IV (calci) cing yéu
t0 VII, va phosphlipid mo6 hoat héa yéu t6 X. Yéu t6 X hoat héa cung véi yéu V,
phospholipid mo6 va ion calci tao thanh phic hop prothrombinase.

* Co ché€ noi sinh :

Déng thoi khi mau tiép xtic véi vi tri ton thuong s& lam hoat héa yéu t6 XII va ti€u ciu
lam giai phong phospho lipid. Yéu t6 XII hoat héa yéu t6 XI va yéu t6 XI hoat héa yéu to
IX. Yéu t6 IX cling v6i yéu t6 VIII hoat héa, phospho lipid tiéu ciu va Ca ** hoat héa yéu
t0 X. Yéu t0 X, yéu t6 V, cung véi phospho lipid ti€u cdu va Ca ** tao nén phic hop
prothrombinase.

1.1.2. Giai doan tao thanh thrombin

Prothrombinase tao ra theo co ché ngoai sinh va noi sinh cung véi ion calci xtc tac cho
phan ting chuyén prothrombin thanh thrombin

1.1.3. Giai doan tao thanh fibrin va cuc mdau dong

Du6i tdc dung ctia thrombin, fibrinogen dang hoa tan chuyén thanh fibrin khong hoa tan.
Céc soi fibrin no6i lai v6i nhau va dudi tac dung ctia yéu t6 XIII hoat héa tao ra mang luGi
fibrin bén viing giam giit cdc thanh phan cia mau lam méau dong lai.

1.2. Thuoc lam déong mau

1.2.1. Thuéc lam déong mdu toan thdn

1.2.1.1.VitaminK (K: Koagulation - dong mdu)

+ C6 3 nguodn cung cap vitamin K :

- Vitamin K, (phytonadion, phulloquinon) c6 nguén goc thuc vat.

- Vitamin K, (menaquinon) do vi khudn gram am dudng ruot téng hop.
- Vitamin K; (menadion) c6 ngudn goc tong hop.

+ Vitamin K tan trong lipid, nhung riéng vitamin K ; & dang mudi natribisulfit hoac mudi
tetra natri tan trong nudc vao co thé bi chuyén héa thanh vitamin K ;.

* Vai tro sinh ly :

+ Vitamin K gitip cho gan tong hop cdc yéu t6 dong mau nhu prothrombin (II), VII, IX va
X.

- Co ché : Binh thudng, cédc yéu t6 II, VII, IX va X & dang tién chét. Khi ¢ mat vitamin K
v6i vai trd cofactor can thi€t cho enzym & microsom gan xic tac chuyén céc tién chat
thanh cdc chét c6 hoat tinh bdi su chuyén acid glutamic gan acid amin cudi cuing ctia cdc
tién chat thanh y - carboxyglutamyl. Chat nay ciing ¢6 mat trong protein duoc bai tiét tir
cOt bao va c6 vai tro trong su tao xuong.

* Ddu hiéu cta su thiéu hut :
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Nhu cau hang ngay khoang 1 pug/kg. Khi thi€u hut s€ xuét hién bAm mau dudi da, chay
mau duong tiéu hoa, rang miéng, dai ra mau, chay mau trong so.

* Dugc dong hoc :

Vitamin K tan trong dau, khi hip thu can c6 mat cta acid mat. Loai tan trong dau thong
qua hé bach huyét vao mau, con dang tan trong nudc hip thu di truc ti€p vao mau.Vitamin
K, duoc hip thu nhd van chuyén tich cuc con K ,, K; duoc hap thu nho khuyéch tdn thu
dong.

Sau hép thu vitamin K, tap trung nhiéu & gan va bi chuyén héa nhanh thanh chét cé cuc
thai ra ngoai theo phan va nudc tiéu.

* Poc tinh :

Mic dit ¢6 pham vi diéu tri tong, nhung c6 thé gip thi€u mdu tan mau va chét do vang da
tan mdu & tré duéi 30 thang tudi dung vitamin K .

Vitamin K; con gay kich ting da, dudng ho hap, gay dai albumin, gy non va c6 thé gay
tan mau & nguoi thi€u G4PD.

* Chi dinh va liéu dung :

Vitamin K c¢6 thé uong hoic tiém bép, dudi da hoac tiém finh mach (dang tan trong nudc)
v6i lieu 100 - 200mg/ngay cho nhitng bénh nhan :

- Thiéu vitamin K do nguyén nhan khac nhau.

- Chuén bi phiu thuat (dé phong chay mdu trong va sau phiu thuat ). Nhiing trudng hop
nay phai dung thudc trudc 2 -3 ngay.

- Giam prothrombin mau

- Ngo doc dan xuat coumarin.

1.2.1.2. Calci clorid:

Ca*™ cin dé hoat héa cdc yéu t6 VIII, IX va X dé chuyén prothrombin sang thrombin .

Li€u trung binh: uéng 2- 4¢ mdi ngay, dung cich quéng timg thoi ky 3 - 4 ngay, rdi nghi.
Tiém tinh mach cho nhiing truong hop chay mau: 20ml dung dich 5%. Thuoc tiém ra
ngoai tinh mach s& gay loét. Tuyét d6i cAm tiém bap thit.

1.2.1.3. Coagulen

La tinh chat mdu toan phan, dic biét c¢o tinh chat cla tiéu cdu. Dung trong ngoai khoa &
ngudi bénh wa chay mau va trong nhitng trang thai chay mau (ban chay mau, di ngoai ra
mau v.v...).

Uong 1-5 6ng mdi ngay (6ng 20ml).
Hemocoagulen: ong tiém 5Sml. Trudng hop ning, c6 thé tiém t6i 4 6ng moi ngay.
1.2.14. Carbazochrom (Adrenoxyl):
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Lam tang stc khang mao mach, giam tinh thAm thanh mach, nén lam giam thoi gian chay

mdu. T4dc dung sau khi tiém 6-24 gi¢ (tiém bap 1,5 - 4,5 mg mdi ngay hoac uong 10-30
mg moi ngay).

Chira chay mau do gion mao mach hoac phong chay mau sau phau thuat tao hinh, tai mii

hong, cat bo tuyén tién liét.

1.2.1.5. Ethamsylat va dobesilat calci:

Lam tang stc khang mao mach, giam tinh thdm thanh mach. Dung phong chay mau cép

trong phéu thuat tao hinh, tai miii hong, cat bo tuyén tién liét, rong kinh.

Mbi ngay tiém bap 250-500mg hodc uéng 750-1500mg.

1.2.1.6. Vitamin P (flavonoid, rutosid rutin va dan xudt):

Rutosid va dan xuét nguén goc thuc vat cé hoat tinh vitamin P déu giam tinh thdm thanh

mach va lam tang sic khang mao mach do tc ché su tu oxy héa cua adrenalin, va tc ché
COMT ¢ gan, do d6 kéo dai tdc dung ctia hormon nay.. Hoat tinh vitamin P bi€u hién 16

trén su tong hop mucopolysacharid va glycoprotein cua mo lién két. Uong 20 -40mg mdi
ngay, chita gion mao mach va tang tinh dan h6i mach mdu, c6 tic dung sau khi uéng 6

gio.

1.2.2. Thuéc lam dong madu tai cho

1.2.2.1. Enzym lam dong mdu

* Thrombokinase (prothrombinase): 1a tinh chat ctia phu tang nguoi va dong vat, thuong
14y & ndo va phai. Tinh chét nay chita th rombokinase va ca nhiing yéu t6 dong mdu khac.
Tac dung khong chic chan bang thrombin. Dung khi chdy madu it, tai chd, thuong xuyén
(chdy mau cam, rang miéng) va ca trong trudng hop chay mdu nhiéu (phdi hop vé6i bang
chat).

* Thrombin: Chuyén fibrinogen thanh fibrin don phan, roi thanh fibrin polymer khong tan
trong huyét tuong.

Chi dung tai chd, tuyét doi khong tiém finh mach (vi mau dang chay s€ gay dong mau
nguy hiém).

Uong dé chita chdy mdu da day.
1.2.2.2. Nhiing loai khdc
- Cac keo cao phan tir gitp tang nhanh dong mau : Pectin, albumin v.v...

- Gelatin, fibrin dang x6p ting dién ti€p xic, qua d6 hay tiéu cdu nhiéu hon, mdu dong
nhanh hon.

- Muéi kim loai nang: Lam bi€n chit albumin, lam két tha fibrinogen va cac protein khac
cua mau. Hay dung dung dich FeCl; 10% boi tai chd hodc tim bong FeCl; dap lén vét
thuong.
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- Thudc lam san: Lam co mao mach nho, nén chéng dong. Thuong dung tanin, mudi Al,
Pb, Zn hoac KMnO, pha loang.

1.3. Thuoc chéng dong mau

1.3.1. Thuéc diung ¢ phong thi nghiém va ngodi co thé

- Dé giém v0 ti€u cdu, 6ng nghiém phai trang parafin, colodion, phim silicon. 6ng
nghiém bang pyrex lam miu dong cham hon 1a khi dung loai binh thudng.

- Dling natri oxalat, natri fluorid dé ngan tidc dong cuia Ca *2.

- Natri citrat tao phiic hop vé6i Ca**; két hop véi fibrinogen va céc yéu to II, VI, IX, X nén
lam cham dong mau. Mau du trit d€ truyén cho ngudi bénh thudng c6 natri citrat (3 -4,0
gam/0,51 m4u), vao co thé, néng do dé bi pha lodng, khong c6 tai bién chdy mdu in vivo.
Néu truyén nhiéu, can chd y dén doc tinh cua natri citrat.

- Chit cang cua (chelating agents) nhu dinatri tetracemat (mudi natri ctia acid etylen
diamin tetracetic, EDTA, Complexon III, Sequestren) cé tic dung gap Ca **.

1.3.2. Thuéc dung o lam sang

Trong thuc té hay dung ba loai :

- Uc ché su téng hop clia céc yéu t6 dong mau & gan (yéu t6 II, VII, IX, X): Loai nay chi
tac dung in vivo: dan xuat coumarin va indandion.

- Uc ché tac dung cta cdc yéu t6 dong méu : Loai nay tic dung ci in vivo v in vitro:
heparin.

- Chong két dinh tiéu cau: aspirin, dipyridamol, ticlopidin, clopidogel.

1.3.2.1. Thuéc chong dong duong uéng : Dan xuat ciia coumarin va indandion:

La thudc téng hop, doc bang B.

- Dan xudt 4-hydroxycoumarin c6: warfarin, phenprocoumon, acenocoumarol,
dicoumarol, coumetarol, tromexan.

- Dan xuat indadion ¢6 : phenylindadion, clophenindion.

* Co ché tac dung :

Do dan xudt coumarin va indandion c6 céu tric gan giong vitamin K, nén tGc ché canh
tranh enzym epoxid-reductase lam can tré su khir vitamin K -epoxid thanh vitamin K can
thiét cho su carboxyl héa cac tién yéu t6 dong mdu dudi su xic cua carboxylase thanh
cac yéu to dong mau II, VII, IX va X.Vi thé cic thuéc nhém nay con duge goi la thude
khéang vitamin K.

* Dugc dong hoc :

Hap thu nhanh qua duong tiéu héa, nhung xuit hién tdc dung sau khi uéng 24-36 gio. Cac
thudc gan vao protein ty 1€ rat cao, tromexan 90%, warfarin 97%, phenprocoumon 99%.
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Nhiéu dan xuat cia coumarin chuyén héa qua hé enzym oxy héa & microsom gan nhu :
dicoumarol, warfarin, tromexan...

Chat chuyén héa thai trlir qua nu6c ti€u va mat - nhiéu thudc ¢6 chu ky gan ruot. Thude ¢6
thé di qua rau thai, qua sita. Nong do thudc trong rau thai va tré em bt me cao c6 thé gay
xuat huyét cho thai nhi va tré bi me. Néu u6ng thudc vao 3 thang dau thai ky c6 thé gay
cho tré so sinh mot s6 di thudong & miii, mat, xuong.

* Poc tinh :

- Dung liéu cao, kéo dai gay r6i loan thim phan mao mach, xuat huyét, rat nguy hiém &
bénh nhan loét da day ta trang, chin thuong, cao huyét ap.

- Di tng, rung t6c, viém gan, than, tang bach ciu wua acid, nhung lai giam hoac mat bach
cau hat.

- Nudc tiéu d6 mau da cam.

* Khi phoi hop din xuét coumarin va indandion véi mot s thudc cé thé x4y ra tuong tac
dan dén thay doi duge dong hoc hoic tac dung .

- Thudc 1am thay déi duoc dong hoc clia coumarin va indandion :
+ Giam hap thu coumarin qua ong tiéu hoda:

Thudc lam tang pH da day, thudc nhuan trang, thudc khang cholinergic, dau parafin, than
hoat, cholestyramin (tao phtic v6i couramin).

+ Thu6c ddy coumarin ra khoi protein - huyét tuong :
Clofibrat, phenylbutazon, sulfamid, tolbutamid, salicylat, acid ethacrynic
+ Thudc tic ché chuyén héa coumarin & microsom gan:

Allopurinol, chloramphenicol, cimetidin, diazepam, metronidazol, phenylbutazon,
sulfinpyrazon, thuéc chong tram cam loai ba vong.

+ Thudc cam {ing enzym & microsom gan lam ting chuyén héa coumarin: barbiturat,
rifampicin...

* Ap dong ®i0u trp :
- Ch{ ®nh :

+ PhBng hokc ch+a bOnh t¥c nghTn mich nh-: vidm tinh mich, thc mich phzi, nhai m_u
c- tim,

+ Di0t chuét : warfarin.

- Chéng chf @nh: Pho n+ ca thai, cho con b6; cao huy0t ,p, vidm tdy cEp; lobt d* dpy - t,
trung tiOn triOn; tai biOn mich m_u n-o vy t*ng chy m,u.

- LiOu I-Tng - ¢_ch ding :
+ T_c dong chéng ®«ng phd thuéc vo tdng c, tho.
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+ Trong qu, tranh ®iu trp br»ng dEn xuEt coumarin hofkc indandion ph{i gifm I i0u dCn vy
cCn theo dai théi gian Quick, théi gian Howell ®0 chgnh 1i0u nh»m duy trx td 10
prothrombin khofing 20% so vii bxnh th-éng. Sau khi ding 36 -48 gié lum xBt nghidm @0
®,nh gi, t.c déng, chan li0u duy trx phv hTp. Giai ®01n ®iOu trb duy trx ¢ sau 2 tugn cho
xbt nghiOm 1 1Cn.

+ T, c dong chéng @«ng cfia thuéc Iy gi, n ti0p, li#n quan @0n st tang hip ¢, ¢ yOu té @«ng
m,u € gan n®n xukt hiOn t,c dong chEm v chi t,c dong trong c- thQ, kh«ng ca t,c dong
trong eng nghiOm. Muen ®t hiOu quf chéng ®«ng cCn ph fi ca théi gian.

+ CCn theo dai nh+ng triu cheng chfy m,u nha cheng ta qu, liOu : Chfly m_u cam, chfy
m_u ITi, chfy m_u trl, n-1c tiOu cd vOt m_u, t6 m_u é da v.v...

+ Khi qu, li0u hofc ngé ®éc dEn xuEt coumarin hokc indandion ding vitamin K @0 ®i0u
trb.

+ Dua vyo théi gian qut hiOn t_c dbng, c-éng ®é t,c dong c,c thuéc ®0 chan théi gian
drng thuec phT hTp. HiOn nay ca 3 nham ch¥nh :

LiOu duy trx ¢, ¢ thuéc ®&i kh_ng vitamin K ®-Tc tEp hTp trong bfng 30.1.

Bang 30.1: Liéu duy tri ciia cac d An xuat coumarin va indandion

Tén thuoc Biét duoc Thoi gian bdn Liéu duy tri
thdi (gio) (mg/ngay)
Acenocumarol Sintrom, 24 1-8
Dicumarol 24-96 50-100
Phenindion Pindione 5-10 50-150
Ethylbiscoumacetat | Tromexan 1-2 450 - 600
Warfarin Coumadin 36 3-9

1.3.2.2. Heparin

Thuéc ®éc bing B, vda ci t,c dong trong ¢~ th0 vy ngoyi ¢ tho.

* Nguan géc:

Heparin 16c ®Cu txm thEy n"m 1916 béi McLean vy ca nhiOu & gan n2n ®Et tn heparin.

Ngoui gan ra, heparin cf3n ®-Tc txm thky & thEn, phai, hich bich huyOt, ni®m mic ruét.

rI;IiOn nay heparin ®-Tc chilt xuEt t6 ni2m m<c ruét ITn hokc phzi tréu, bR hokc b_n teng
1p.

* CEu troc :

Heparin kh«ng phfi ®-n chEt. Ly mét anion mucopolysacharid hofc glycosaminoglycan.

Trong cEu troc c& nhdm sulfat vu carboxylic. Nham sulfat cGn thi0t cho su g¥n
antithrombin vii thrombin. TQ 10 I-u hutnh trong ph@n t6 heparin chiOm 13,6%.

* TYnh chEt :
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+ Ly acid néi sinh mnh nhEt, c& ®é ion hda mtnh, rEt tan trong n-ic vy tich ®i0n Om &
pH sinh ly.

+ V+ng bOn & pH tran 6,5. un s«i trong 20 phét & nhilt ® 120°C vEn cBn t,c dong.
Nh-ng ueng bb phOn hfily & ®-éng ti®u hda mEt hot tinh.

+ Tréng I-Tng phOn t6 kh,c nhau dao ®éng t6 2 -20 kDa nh-ng t,c déng sinh hac giéng
nhau. Khi heparin ca trang I-Tng phtn t6 t0 2 -7 kDa gai Iy heparin trang I-Tng phon t0
thEp.

*T,cdong :
- Chéng ®«ng m_u.

- Chéng ®«ng van tidu cCu do kich thich teng hTp vu byi ti0t yOu té holt ho, plasmin te
chac (t-PA).

- H2 lipoprotein m_u ®Fc biOt Iy triglycerid do gifi phang lipase giop thul phon
triglycerid thunh acid bbo Vi glycerol. T,c dong nyy xuEt hiOn & nh+ng li0u thEp h-n 1i0u
cd t,c déng chéng ®«ng m_u. C& hiOn t—|ngt ng lipoprotein héi gng (rebound) khi ngbng
heparin.

- T"ng t,c dong cfia ¢, ¢ yOu té ph, t tribn nguy@n byo sTi ca tinh acid hofc base (aFGF vy
bFGF) lum t"ng su phOn buo t0 bpo néi m« mao mich, t0 byo c- tr-n, t0 byo trung m« goy
ra su tén t*o mich.

* C- ch0 chéng ®«ng m_u :

- Bxnh th-éng antithrombin 111 trong huy0t t--ng phfn @ng chEm chp vii thrombin vy
c,c yOu t& ®ng m_u IX, X, XI, XIl ® hot hda lym mEt t_c dong cfia ¢, c yOu t& nuy. Khi
cad m#t heparin, heparin t*o phgc vii antithrombin I11. Phgc hTp heparin - antithrombin 111
thoc ®Ey nhanh phfin gng gi<a antithrombin vy thrombin; antithrombin vii ¢ c yOu té IX,
X, XI v XII. HEu quf c,c yOu té chéng ®«n g ®- ®t hot hda mEt hilu Iic nhanh, mEt
kh{ n""ng chuy0n fibrinogen thunh fibrin.

- Nhé tich ®i0n ©m do ca chga c,c gec sulfat n®n heparin ®- Iym biOn ding thrombin v
prothrombin Ium chong dO dung t*o phgc vii antithrombin.

* D-Tc ®éng hac

Ueng kh«ng hEp thu vy b> phén hull &€ ®-éng tidu haa. Do vEy, phfi tim d-Tii da, tidm
tinh mich, kh«ng ti®m b¥p. Heparin bp heparinase ph, hul v thfli trd nhanh. Sau khi ti*m

1 gié, 30-50% ®-Tc thyi qua n-ic ti0u. Kh«ng ®i qua rau thai.

Théi gian b_n thYi pho thuéc vyuo 1i0u I-Tng. Li0u cao vy & ng-€éi suy gan, thEn thx théi

gian b_n thYi cfia thuec di.

*T,c déng kh«ng mong muén.

- Chiy m_u, gifm ti0u cCu, trilu cheng npy th-&ng xukt hidn sau khi ti2m heparin 7 -14
nguy v hai phoc sau khi ngdng thuéc.
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- DP gng, nhgc @Cu, n«n, gOy net ®au, hoti td gon nOu ti#m d-fi da dyi ngpy. DTng kDo
dui vii liOu tr2n 15000 ®-n vb/nguy gy lo-ng x--ng.

- T'ng AST, ALT.

* Ap dong ®i0u trp :

- Chf @nh: phiing, cheng huyOt kheéi. T_c déng t'ng khi ding k0t hp vii c_c thuéc chéng
®«ng van tiOu cCu nh-: aspirin, ¢, c thuec cheng vi#m phi steroid kh,c, dipyridamol,

ticlopidin v.v...vu sl mEt t,c dong khi trén IEn vii gentamicin, colistin, cefaloridin do bp
kOt tia.

- Cheng chf @pnh:

+ Tng -a chfy m_u; lobt d* dpy - t, trung tiOn tridn; vOt th--ng.

+ Gifm chgc n"ng gan, thEn; c- th0 suy nh-Tc, vizm néi tom m<c, nhidm tring, lao tin
trion.

- Ch0 phEm vy li0u dng :

+ L& 5000 - 25000 ®-n vb/ml

Met ®-n vb heparin Iu 1-Tng heparin ng”n cfn ®-Tc st ®«ng ®kc 1ml huyOt t--ng ®- ®-Tc
Ium meEt calci béi citrat.

+ LiOu drng tul thuéc vyo tdng bOnh nhén. Th«ng th-&ng truyOn tinh mich 6000 ®-n
vp/trong 6 gié vii tec ®é 1000 ®-n vh/gié.

Hofc truyOn tinh mich khéi ®u 5000 - 10000 @-n vb, sau ®a c,ch 4-6 gié truyOn 5000 -
10000 ®=n vb. LiOu tiOp theo phd thuéc vyo théi gian ®«ng m_u vy théi gian Howell.

- Khi qu, li0u phfi ngdng haparin ngay vy ti2m tinh mich chEm protamin sulfat ®0 trung
hRa vii téc ®é 50 ®-n vp/phdt.

Protamin sulfat Iy protein kiOm trang 1-Tng phén to thEp, thfi trd nhanh h-n heparin
nh-ng ca kh{ n"ng phOn ly phgc hTp antithrombin 111 -heaprin vy kOt hTp vii heparin lym
mEt t,c dong chéng ®«ng.

Mét mg protamin sulfat trung hf3a ®-Tc 100 ®-n vb heparin.

* Hi0n ca heparin trang |-Tng phon to thEp, nh-ng ca t,c dong sinh hac chi @nh, chéng
chi ®nh vy tai biOn gCn giéng heparin nguan gec tu nhi®n. Tuy nhi®n, c& t,c dong @ei
kh,ng yOu te X hot hda m*nh vy théi gian t,c dong dui h-n heparin th«ng th-éng. Do
vky, chl cCn ti®m d-Ti da mét ICn/nguy. Mét sé heparin trang I-Tng phOn t6 thEp ®ang
®-Tc s6 dong tam t¥%t trong bfng 30.2.

Bang 30.2: Ché pham va liéu luong mot s6 heparin trong lhrong phan tir thap

Tén goc Biét duoc Ham luong Liéu dung/ngay
Certoparin Alphaparin 3000 ®-n vb/0,3ml 3000 ®-n vp
Dalteparin Fragmin 12500, 25000@-n vp /ml 2500 ®-n vp
Enoxaparin Clexan 100mg/ml 20 mg(2000 ®-n vb)
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Reviparin Clivarin 1432 ®-n vp/ 0,25ml 1432 ®-n vp

Tinzaparin Innohep 10000 ®-n vb /ml 3500 ®-n vp

1.3.2.3. Heparinoid toéng hop:

Ly polysacharld bb ester h&a béi acid sulfuric, cd c«ng thg ¢ hda hac gCn giéng heparin, ¢~
ch0 t,c déng giéng heparin nh-ng t,c déng chéng ®«ng yOu h-n.

- Partiol t,c déng kbm heparin 7 ICn.
- Trebuton t_c dong yOu h-n heparin 3-4 ICn.
1.3.2.4. Hirudin

Ly ®a peptid c& 65 acid amin, trang 1-Tng phén t6 7000 - 9000 ®-Tc chga trong tuyOn ®-n
bpo é trong thuc qufin cfia ®fa, vit, cé t,c déng cheng ®«ng m_u do ng™'n cfn t,c dong cfia
thrombin th«ng qua st tXo phgc vii thrombin lum cho fibrinogen kh«ng chuyOn thunh
fibrin.
Thrombin
()
<« Hirudin

Fibrinogen ——— Fibrin

Dng Hirudin trong chEn @0, n x, ¢ @nh hot tinh cfia c,c yOu té ®@ng m,u nh- thrombin
(Hirudin-toleranz-test; Hirudin test). HiOn ch-a ®-Tc ding ®iOu trp vx se I-Tng t,ch chiOt
cn htn chO.

Trong tuong lai nho k§ thuat gen c6 thé san xuét dugc hiru din ®0 s6 déng trong ®i0u trp,
chéng huyOt khéi.

1.4. Thuéc chong két dinh tiéu cau

Ti0u cQu Iyt nh+ng t0 bo kh«ng nhén, hxnh @lla, tich ®i0n ém mnh. Tran b0 mEt mung tilu

cCu ca chga c,c yOu te ®@ng m_u I, V, VII. Ca c,c fibrinogen receptor (Gp llb/llla) v
®#c tinh kOt dYnh vy kOt t0 n2n khi thunh m*ch bp ten th--ng c, ¢ ti0u cCu dYnh vjo n-i b

teen th--ng vi dinh vio nhau thyunh téng 1Tp t*o ra ndt tréing tiOu cCu cBn gai Iy ®inh cCm

m,u Hayem. Trong qu, trxnh kOt dinh, tiOu cCu cBn gifi phang ra phospholip id giop théc
®Ey qu, trxnh to ra phec hTp prothrombinase.

St kOt dinh ti0u cCu Ip yOu té t1o ra mfng x- v+a ®ng m*nh vy g0y n2n t¥c mch.

HiOn c& mét sé thuéc chéng kOt dinh tidu cCu ®-Tc s6 dong trong 16m spng @0 phRng v

®i0u trb huyOt khei nh-: thuec cheng vi®m phi steroid (aspirin), dipyridamol, ticlopidin,
clopidogrel v thuéc gc chO glycoprotein 11b/I11a.

1.4.1. Aspirin (acid acetylsalicylic)

Ngoyi t,c dong h? set, gifm ®au, cheng vi®m, aspirin cfn ca t,c dong cheng ®«ng van
tiOu cCu.
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- C-ch0 : xin xem bai “Thudc ha sot, giam dau, chong viém”.

- D¥ng li0u thEp duy nhEt 10mg/kg con nkng, c,ch qu-ng 48 gié, aspirin @c ch0 90%
cyclooxygenase ciia tiOu cCu, rEt it fnh h-éng ®0n cyclooxygenase cfia néi m« mao mich
n?n Ynh h-éng kh«ng ®, ng k0 st teng hTp cfia prostacyclin 1,. Do VEy, t.c dbéng chéng
kOt dinh ti0u cCu v kbo dyi théi gian chfy m,u é li0u npy Ip tei ®a. DTng lidu cao aspirin
kh«ng ch gc ch0 COX é tilu cCu my cBn gc chO COX & néi m« mao mich n@n hifu quy
chong két dinh tiéu cdu khong cao.

- Ngoai tic ché€ COX ¢ ti€u cau, aspirin con lam 6n dinh mang tiéu ciu, han ché€ su giai
phéng ADP va phospholipid nén gidm su két dinh tiéu cdu va ting thoi gian chdy mdu.

- Chi dinh: dung aspirin trong phong va di€u tri huyét khoi dong - tinh mach véi li€u duy
tri 75 mg/ngay..

- Chong chi dinh va tic dung khong mong mudn (xin xem bai thudc ha so6t, giam dau va
chong viém).

- Hét stic than trong khi phoi hgp aspirin véi thue chong két dinh tiéu cdu khac va thudc
chong dong mau nhu heparin, dan xuat coumarin.

1.4.2. Dipyridamol (Persantone, Peridamol)
Vira ¢6 tac dung gidn mach vanh, vira ¢6 tac dung chong dong vén tiéu cau do :

+ Uc ché su nhap adenosin vao tiéu cdu va tc ché adenosin desaminase lam ting adenosin
trong mau. Adenosin tac dong lén A ,-receptor lam giam su dong von ti€u cau.
+ Uc ché phosphodiesterase 1am tang AMP , trong tiéu cAu.

- Chi dinh: thuéc dugc phoi hgp véi warfarin trong phong huyét khéi & bénh nhan thay
van tim nhan tao.

1.4.3. Ticlopidin (Ticlid)

- Do ticlopidin tuong tac véGi glycoprtein IIb/III a receptor cta fibrinogen lam tc ché su
gan fibrinogen vao tiéu cau hoat héa, ngan can su két dinh tiéu cau.

Ngoai ra, thudc con lam tiang prostaglandin D, va E, gép phan chéng dong von tiéu ciu va
tang thoi gian chay mau.

- Thudc dugc dung dé phong huyét k héi & bénh nhan bi bénh t6én thuong mach ndo hoic
mach vanh véi liéu 500mg/ngay. Khong dung thudc cho tré em. Khi ding c6 thé gip mot
s0 tdc dung khong mong mudn: chay mau, buon non, ia chay, giam bach cau trung tinh.

1.4.4. Clopidogrel (Plavix)
- Thudc c6 tic dung chong dong vén tiéu cau do:
+ Uc ché chon loc thu thé ADP cia tiéu cau.

+ Ngin can su hoat héa glycoprotein IIb/Illa cua fibrinogen trén ti€u cdu, 1am giam su
gan fibrinogen vao ti€u cau.
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- Udng liéu duy nhat 75mg/ngay dé phong dong von tiéu cau.
1.4.5. Cdc chdt tic ché glycoprotein IIb/Illa receptor:

Glycoprotein IIb/Ila ¢6 vai tro lam ting su gin cla fibrinogen vao receptor trén tiéu cau.
Mot s6 thudc gan vao glycoprotein IIb/IIla receptor ngan can su gan cua fibrinogen vao
tiéu cau c6 tic dung chong dong vén ti€u cau.

+ Abcimab (Reopro): 1a mot khang thé don dong, khéi ddu tiém cham finh mach 250
mcg/kg, sau d6 truyén finh mach 125 nanogam/kg/phiit (t6i da 10mcg/phiit).

+ Eptifibatid (Integrilin): 12 peptid tong hop, khoi dau tiém tinh mac h 180 mcg/kg, sau d6
truyén tinh mach 2 mcg/kg/phit lién tuc trong 72 -96 gio.

+ Tirofiban (Aggrastat): khdi dau tiém cham tinh mach 400 nanogam/kg/phit trong 30
phit, sau d6 truyén tinh mach 100 mcg/kg/phiit trong it nhat 48 gio.

2. THUOC TIEU FIBRIN

Cuc mau dong ¢6 thé tan trd lai nho qua trinh tiéu fibrin. D6 1a qua trinh nguoc véi dong
m4u. Binh thuong, enzym plasmin xiic tdc cho su tiéu fibrin trong m4u & thé khong hoat
tinh goi 1a plasminogen. Trong di€u kién nhat dinh, cdac chét hoat héa (kinase, act ivator)
duoc gidi phéng ra khoi t6 chic, hoat héa plasminogen tao thanh plasmin. Plasmin vira
tao thanh giup fibrin trd thanh chét phan huy tan dugc.

2.1. Urokinase ( Abbokinase)

La endopeptidase, gom 2 chudi da peptid chia 411 acid amin, trong lugng phan tu
53000, duoc phan lap tir nudc tiéu ngudi (URO = urine = nuéc tiéu) hodc tir nuodi cdy t&
bao phoi than nguoi.

Urokinase xuc tdc cho phan tng cat lién két peptid cua plasminogen (plasminogen c¢6 791

acid amin) tao thanh lys-plasminogen va chuyén thanh plasmin. Lysin cu6i clng cua
plasmin 1a vi trf gan ¢6 di luc cao véi fibrin gitip cho su thuy phan fibrin.

UK bi chuyén héa & gan va c6 thdi gian ban thai 15 -20 phit. Thudc chi dugc tiém tinh
mach, khdi dau 1.000 - 4.500 don vi/kg thé trong, sau d6 duy tri 4.400 don vi/gid. Thudc
hau nhu khong c¢6 tinh khang nguyén, khong bi trung hoa bdi khang thé, nhung c6 thé gay

sot.

2.2. Streptokinase ( SK, Streptase)

GOom mot chudi dapeptid, phan tir luong 48000, duoc phan 1ap tir lién ciu tan mau nhém
A.

Streptokinase két hop v6i plasminogen theo ty 1& dong phan tir (equimolar) tao thanh phic
hop SK-plasminogen. Phitc hop nay cit lién két arginin -valin & vi tri 560 ctia plasminogen
chuyén thanh SK -plasmin c¢6 hoat tinh tiéu fibrin.

Ngoai tiéu fibrin, streptokinase con xuc tdc cho ph an tng thuy phan nucleoprotein thanh
cac base purin tu do va pyrimidin nucleotid, do vay 1am loang cac dich dong dac nhu mu.
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Sau khi tiém tinh mach véi li€u thap thoi gian ban thai khoang 18 phit, nhung khi tiém
liéu cao hoac li€u thap kéo dai thi thoi gian ban thai dat 83 phit vi hét hién tuong két hop
khang thé khang streptokinase do da bao hoa. Thudc bi chuyén hda va thai trir qua than.

- Trong qud trinh dung thudc ¢6 thé gap mot s6 tac dung khong mong mudén: chay mau, di

ting hay gip vao ngay thit 8, nén sau khi dung thudc 8 ngay, cin phai chuyén sang ding
thuoc khac.

- Liéu dung :

+ Khoi ddu tiém tinh mach 500.000 don vi trong 30 phiit, sau d6 mbi gid tiem  100.000 -

150.000 don vi va dung trong 24 - 48 gid lién. Trong nhdi méu co tim ¢6 thé truyén tinh
mach1500000 don vi trong 60 phut.

+ C6 thé hoa tan 20.000 - 100.000 don vi viao 5-20ml nuéc mudi sinh ly dé tiem thang vao
tdi ma sau 6 - 24 gio hiit ra.

2.3. Anitreplase (Aminase)

La phitc hop cua plasminogen ngudi tinh khiét va streptokinase cta vi khuin da dugc
acetyl hod dé bdo vé vi tri hoat dong cuia enzym. Khi sit dung, nhém acetyl duoc thuy
phan, giai phéng phitc hop streptokinase - chat tién hoat hod thanh phic hop, hoat hoa
plasminogen thanh plasmin. Thudc ¢6 tac dung trén plasminogen cua cuc mau dong man h
hon plasminogen tu do nén lam tan cuc huyét khoi nhanh. Ngoai co ch€ trén thudc con
lam giam yéu t6 V,VIII va chat tc ché tiéu fibrin a-2-antiplasmin.

2.4. Chat hoat hoa plasminogen mo(t -PA, Alteplase)

La mot protease san pham cla cua k§ thuat tdi tao ge n chita 527 acid amin c6 tdc dung
trén plasminogen gan véi fibrin manh gap vai tram lan plasminogen tu do. Khi lugng
fibrin thap tac dung chuyén plasminogen thanh plasmin thap. Thudc c6 thoi gian ban thai
ngan 5-10 phit. Trong nhdi mau co tim cép tiém tinh mach 15 mg sau d6 truyén tinh
mach 50 mg trong 30 phiit va trong 60 phit ti€p theo truyén 35 mg (t6ng liéu truyén trong
90 phiit khong vuot qua 100 mg).

2.5.Reteplase (r-PA, Retavase, Rapilysin)

La chat hoat hod plasminogen ti t6 hop thuoc thé hé thit 3, t 4c dung giong Alteplase
nhung cuong do va thoi gian xuat hién tdc dung nhanh hon. Thu6c dugc dung trong nhoi
mau co tim cap khdi dau tiém cham tinh mach 10 don vi trong 2 phdt sau d6 ca 30 phat
tiém thém 10 don vi.

2.6. Tenecteplase (Metalyse)

Thudc méi ¢6 tdc dung tiéu fibrin va chi dinh nhu reteplase, tiém finh mach toan bo liu
500-600 mcg/kg nhung khong vugt qua SOmg.

2.7. Chi dinh va chéng chi dinh cua cac thudc tiéu fibrin
* Chi dinh:

- Tac nghén dong, tinh mach
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- Nhoi mdu co tim

- Viém mi, dong mdu mang phdi hoic & cac khép xuwong hay cdc hach dung streptokinase
tai cho.

- Bom vao 6ng din luu mu d€ tranh tac (streptokinase).
* Chong chi dinh:

Sau khi phau thuat chua qua 8 ngay; méi dé hoac say thai chua qua 4 ngay; cao huyét ap
nghiém trong, qua trinh cam mau bat thuong; co dia di ing; mdi dung streptokinase chua
qua 6 thang; méi bi bénh do lién cau; c6 thai (thudc khong qua rau thai, nhung dé phong
bong rau sém); chay mau dudng tiéu hdéa nang trong vong 3 thang; tién st tai bién mach
mau ndo; viém mang ngoai tim cap; phau thuat dong mach chu; viém tuy cép; bénh gan
nang.

2.8. Chat hoat héa plasminogen

La nhitng chat gitip gidi phéng chat hoat héa (kinase, activator) d€ hoat héa plasminogen
hoic tang tong hop plasminogen va cudi cung 1am cho fibrin tr& th anh chat phan hiy tan
duoc. Thuong dung ethylestrenol, phenformin, nicotinamid. Dung khi co thé khong tu
giai phong dugc chat hoat héa, vi du khi @ mau tinh mach do tai bién huyét khoi tinh
mach, hodc phong tdi phét viém tinh mach (dung ethylestrenol cung phenformin).

3. THUOC CHONG TIEU FIBRIN

C6 trang thai bénh lam tiéu nhanh fibrin, gdy chay mau trim trong, vi du khi nguoi bi
bénh tang plasmin trong mau.

Plasmin khong nhiing lam tiéu fibrin, ma con két hop véi mot s6 yéu t6 dong mau va hiy
hoai chiing, 1am co ché dong mau cang réi loan.

Nhitng phan tir mdéi sinh do fibrin bi hay ciing két hop lai véi fibrin dé cho phic hop
khong dong duoc nita. Nhitng chit phan huy nay con lam cho tiéu cdu khong ngung két
thanh cuc duoc. Két qua lam chay mau tram trong.

Thudc lam giam su tiéu fibrin s& ¢6 tdc dung cdm mdau. Hién c6 mot s6 thudc chong tiéu
fibrin dang duoc st dung trén lam sang dé cam mau.

3.1. Aprotinin (Trasylol)

La thudc tc ché protease gom 58 acid amin, c6 3 cau ndi disulfur, phan ti lugng 6500,
14y tlr tuyén mang tai, phoi, gan. Diéu ché dit tién, thoi gian ban thai ngan:150 phit; chi
tiém tinh mach hoac truyén tinh mach véi li€u lugng tuy thuoc vao chi dinh. Phong chay
madu khi phau thuat tim md liéu 2000000 don vi, chdy mdu do tang plasmin mau khéi dau
500000-1000000 don vi.

Thudc tao phiic v6i plasmin dé cho phiic hgp méi “aprotinin -plasmin” khong c6 hoat tinh
plasmin. Aprotinin con tc ch€ dugc cic enzym huy protein khac nita, nhu trypsin,
chymotrypsin, kalikrein.
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Aprotinin thai qua nuéc tiéu duéi dang mat hoat tin h, nén khong dung dé chéng tiéu
fibrin duong tiét niéu. Ding nhiéu 14n c6 thé gay nhitng phan ting qua min & ngudi c6 co
dia di tung.

3.2. Thuéc tong hop
3.2.1. Acid ®- aminocaproic

C6 cau truc giong lysine c6 tac dung chong tiéu fibrin nho hai nhdm amin va carboxyl
cach nhau 0,7nm, tc ché su hoat hda clia plasminogen, kim ham khong cho plasmin tac
dong 1én fibrin, lam cho fibrin khong bi gidng héa bdi plasmin nita.

Thudc khong tc ché dugc céc chat hoat hda plasminogen (kinase, activator). Thudc c6 thé
uong 24 gam chia 1am 4 lan trong ngay hodc tiém cham tinh mach 5 -7,5g dé du phong
hoic diéu tri chay mau.

3.2.2. Acid tranexamic (Cyclokapron )

LA déng dang va c6 tinh chat, tic dung giéng acid o- aminocaproic, cé thé tiém finh
mach hodc uong dé phong chay médu sau mé tuyén tién liét, nhd rang & ngudi bi
hemophilia hodc qué liéu thudc tiéu cuc mau dong hodc phu nit bi da kinh véi liéu 2 -
4g/24 gi0, chia lam 3 lan .

3.3. Ap dung diéu tri ciia thudc chong tiéu fibrin

- Chi dinh: Dung trong trang thdi tiéu fibri n nguyén phat, tiéu fibrin cap, du phong chay
madu sau phau thuat tao hinh, tai miii hong, cat bo tuyén tién liét v.v...

- Chong chi dinh: Doc tinh cia Acid ®- aminocaproic va acid tranexamic rat it, tuy nhién
can dung than trong khi suy than nang (c6 thé g ay tich lu§ thudc), khi c6 tién st hodc da
c6 biéu hién huyét khai tic finh mach hoiac dong mach.

Vi tri tic dung cua thudc tiéu fibrin va chong tiéu fibrin xin xem trong cuén “Dugc 1y hoc
lam sang.

CAU HOI TU LUONG GIA
Trinh bay co ché'tdc dung va dp dung diéu tri ciia vitamin K.
Trinh bay co ché'tdc dung va dp dung diéu tri cia heparin.

Trinh bay co ché’tdac dung va dp dung diéu tri ciia dan xudt coumarin.

R b~

Trinh bay co ché tdc dung chong déng vén tiéu cdu va dp dung diéu tri cia

aspirin.

5. Trinh bay co ché tdc dung tiéu fibrin va dp dung diéu tri cua urokinase va
streptokinase.

6. Trinh bay co ché tdc dung tiéu fibrin va dp dung diéu tri cua anistreplase va chdt

hoat hoa plasminogen mo.
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7. Trinh bay co ché tdc dung chong tiéu fibrin va dp dung diéu tri ciia aprotinin va
acid w- aminocaproic.
Hay so sdnh duoc dong hoc va co ché'tac dung cua heparin va dan xudt coumarin .
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Bai 31: THUOC DIEU TR] ROI LOAN LIPOPROTEIN MAU

MUC TIEU HOC TAP: Sau khi hoc xong bai ny, sinh vién c6 kha nang:

1. Trinh bay duoc co ché tdc dung, tdc dung, tdc dung khong mong muon va dp dung
diéu tri cua cdc thudc anh huong dén hdp thu va thdi trix lipid mdu: cholestyramin,
colestipol .

2. Néu duoc co ché'tdc dung, tdc dung khong mong muon, dp dung diéu tri ciia
cdc thuoc dnh hudng dén sinh tong hop lipid: acid nicotinic, ddn xudt clia
acid fibric, dan xudt statin, probucol.

1. DAl CUONG

Tang lipoprotein mau 12 mot yéu t6 gdy nén vita xo dong mach va bénh mach vanh. Dé
diéu tri roi loan lipoprotein m4u, ngoai thay déi ché do an, dic biét 1a an it lipid, ting
cuong hoat dong thé luc 1a nhitng bién phdp rat quan trong, thi khong thé thi€u dugc céc
thudc ha lipoprotein mau.

1.1. Cau tric va phan loai lipoprotein

O trong mdu, céc lipid khong tan dugc, vi vay phéi két hop véi protein nho lién két Van -
der-Walls dé tao thanh lipoprotein. Nho tao thanh lipoprotein, tan dugc trong nuéc dé van
chuyén dén ciac mo. Lipoprotein ¢6 dang hinh cdu véi dudng kinh 100-500 A° gém 2
thanh phan chinh:

- Phan uva nudc (phan vo ) chia apoprotein, cholesterol tu do va phospholipid .
- Phan ky nudc (trung tam) chita cholesterol este hoa, triglycerid.

Protein gan vao céc lipid ¢6 ngudn goc tai niém mac rudt hodc tai gan goi la
apolipoprotein. Dua vao céu tric cac acid amin, phan t& luong va cdc chic nang,
apolipoprotein dugc xép thanh cac nhom khac nhau theo thit tu chit cai A, B, C, D, E.
Trong moi nhém, lai duoc x€p thanh du6i nhém, vi du nhém A gém Al, A2, A4; nhém B
gom B48, B100; C gom C1, C2, C4 va nhém E gom E1, E2, E4.

Do ti 1¢ protein va lipid khac nhau nén ti trong dao dong tir 0,9 dén trén 1,2. Dya vao ty
trong, lipoprotein dugc x&p thanh 5 loai c6 chiic nang khac nhau.

- Hat vi thé dudng chap (chylomicron)

- Lipoprotein ty trong rat thap (VLDL: very low density lipoprotein)

- Lipoprotein ty trong thap (LDL: low density lipoprotein)

- Lipoprotein ty trong trung binh (IDL: intermediate density lipoprotein)
- Lipoprotein ty trong cao (HDL: high density lipoprotein)
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Trong moi t€ bao, dic biét 1a t€ bao gan, t€ bao ndi moé mao mach cé chita boé phan nhan
cam dac hiéu LDL goi la LDL -receptor. Receptor nay c6 chic nang nhap LDL vao trong
t€ bao va giai phong lipid thong qua enzym trong lysosom . Khi lugng cholesterol trong t&
bao tang cao so v6i nhu cdu, su téng hop LDL -receptor & mang t€ bao giam xudng. Nguoc
lai, khi luong cholesterol trong noi bao giam, thi su tong hop LDL -receptor & mang t€ bao
tang lén.

Cho dén nay, co ché van chuyén choles terol cia HDL vén con chua dugc biét rd. Theo
mot sO tac gia, thi dudi taic dung cta lecithin cholesterol acyltransferase (LCAT), cuing

vGi su hoat héa apolipoprotein Al, cholesterol tu do cia VLDL va LDL bi ester héa di vao

phan trung tam khong phan cuc cia HDL; HDL s& van chuyén cholesterol nay dén gan va
bi chuyén héa. HDL c6 vai tro rit quan trong trong bénh vita xo dong mach, khi HDL

trong mau < 0,3g/1, thi ty 1é vita xo dong mach cao va nguoc lai khi nong do6 HDL > 0,76

g/l thi ty 1é vita xo dong mach rat thap. Mot thudc ha lipoprotein tot 1a thuoc lam giam
manh LDL va gay tang HDL r0 rét.

Mai t€ bao ciing tu tong hop cholesterol tir acetyl CoA nhd hydroxymethyl glutaryl - CoA
- reductase (HMG - CoA - reductase). Hoat tinh clia enzym nay bi giam khi lugng
cholesterol trong t€ bao tang cao va ngugc lai, hoat tinh tang khi lugng cholesterol trong

nodi bao giam xuodng.

1.2. Tang lipoprotein mau va phan loai su tang lipoprotein mau

O co thé binh thuong, nong do céc lipoprotein trong mdu ton tai trong trang thai can b ang
dong. Khi c6 16i loan trang thdi can bing dong nay s& gay nén roi loan chuyén hoéa

lipoprotein méu. Su r6i loan c6 thé do:

- Tang cuong cholesterol, triglycerid ngoai sinh.

- R6i loan chiic nang xc tac chuyén héa lipoprotein ctia lipoproteinase.

- Yéu t6 toan than lam tang chuyén hoa glucid, protid dé téng hgp lipid va tang hoat dong

ctia s6 hormon lam giam thuy phan lipid & trong co, gan va m& nhu bénh dai thao duong,

hoi chiing than hu, tang ure mau, suy giap, nghién rugu, dung thudc tranh thai, corticoid ,
tic ché - giao cam...

- Yéu t6 di truyén: O mot s6 ngudi c6 roi loan chuyén héa lipoprotein, mang tinh chat di

truyén. O nhimg ngudi nay, thdy c6 su giam s6 luong LDL -receptor hodc giam chét luong
receptor nay.

Dua vao tang cédc loai lipoprotein su tang lipoprotein mau duogc chia thanh 6 typ khéc
nhau: I, IIa, IIb, III, IV va V.

bén nay, 99% hoi ching tang lipoprotein mau thudc typ Ila, IIb va IV. Nhi€u thuoc ha
lipoprotein da duoc nghién ctu va duoc dung trén 1am sang véi nhi€u co ché€ khac nhau,
nhung chua c6 thudc nao c6 tic dung tot trén tat ca cac typ cla réi loan lipoprotein mau.

2.THUOC PIEU TRI ROI LOAN LIPOPROTEIN MAU

Dua vao co ch€ tac dung trén lipoprotein, thuoc dugc chia thanh 2 nhém chinh:
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- Lam gidm hdp thu va tang thdi tru lipid
- Lam giam tong hop lipid.
2.1. Thuoc lam giam hap thu va tang thai trir lipid

La nhitng thudc cé tinh hap thu manh, tao phic v6i acid mat, lam giam qua trinh nhii héa

cac lipid & ruot, dan dén giam hép thu va tang thai lipid qua phan. Ngoai ra, cac thuoc

nhém nay gidn ti€p lam ting chuyén héa cholesterol tao thanh acid mat thong qua su

thodt c ché hydroxylase & microsom gan (hydroxylase 1a enzym diéu hoa tong hop acid

mat tir cholesterol bi tic ché€ bdi acid mat), va lam tang s6 luong va hoat tinh LDL -
receptor & mang t€ bao.

2.1.1. Cholestyramin

La chat nhua trao déi ion, c6 tinh base manh, khong tan trong nudc, uéng hau nhu khong
hép thu qua duong tiéu hda, nhung khong anh hudng dén cac enzym & cac duong tiéu hoa.

Do c6 su trao déi ion clo vé6i acid mat mang dién 4 m tao nén phiic hop nhua gan acid mat
khong hap thu lam tang thai acid mat qua phan; tGc ché chu ky gan rudt cua acid mat lam
tang su téng hop acid mat tir cholesterol bdi su thodt tc ché hydroxylase. Do giam acid
mat nén thudc cling 1am giam su hap thu sterol nguén téng hop cholesterol..

Thuoc bat dau ¢6 tac dung ha LDL trong mdu sau khi diing 4 -7 ngay va tiac dung t6i da
trong vong 2 tuan. Trén hau hét bénh nhan, thudc lam tang triglycerid tit 5 - 20% so véi
truéc khi di€u tri, nhung dan dan s€ tr6 vé gid tri ban dau trong vong 4 tuln.
Cholestyramin lam tang HDL -cholesterol khoang 5% va giam LDL - cholesterol khoang
10 - 35% tuy theo liéu lugng, va duoc chi dinh t6t & bénh nhan ting lipoprotein mau typ
Ia.

Do tao dugc phifc véi acid mat, nén thudc cé thé gay r6i loan dudng tiéu héa nhu: budn
non, day bung, tdo bon, ha prothrombin. Ngoai ra do tinh hap thu manh, nén thudc con
lam giam hap thu mot s6 thudc khi dung cung duong udng nhu: digitoxin, pheylbutazon,
phenobarbital, clorothiazid, thuoc chong dong din xuét ¢ oumarin, thyroxin. D€ tranh
tuong tac thudc, nhitng thudc trén nén uéng mot giv trudc hoac 4 giv sau khi dung
cholestyramin.

+ Ché pham va liéu dung:

- Cholestyramin (Questran) g6i bot 4g, uéng 16 -32 gam trong 24 gio chia lam 2 - 4 lan.
2.1.2. Colestipol

La polyme cua diethylpentamin va epiclohydrin, tan trong nu6c, hit 4m rat manh. Téc
dung, co ché tic dung va tac dung khong mong muén gidong nhu cholestyramin.

Ché pham:

Colestipol (Colestid) géi 5 gam hoac vién 1 gam, uoéng 10 -30 gam/24 gi®, chia 2-4 lan.
Thudc dugc chi dinh trong tang lipoprotein mau typ IL.

2.1.3. Neomycin
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La khang sinh nhém aminoglycosid, uéng lam ha lipoprotein mau, dac biét 1a ha LDL -
cholesterol (khong phu thudc vao tdc dung khdng khuin) va duoc chi dinh trong ting
lipoprotein méu typ Ila.

- Ubng liéu 0,5 - 2g/24 gio.
- Tac dung khong mong muon (xin doc bai “Khang sinh”).
2.1.4 .Ezetimib

La thudc tc ché€ su hdp thu cholesterol & rudt duoc dung riéng ré hoac phoi hop véi dan
Xudt statin trong trudng hop ting cholesterol mau do ché€ do an hoac do di truyén véi li€u
10 mg /ngay. Khi dung thuéc c6 thé gap mot so tic dung khong mong mudn nhu: ia chay,
dau bung, dau dau, phit mach va phat ban. Khong dung thuéc cho tré em duéi 10 tudi va
nguoi giam chic nang gan .

2.2. Thuéc lam giam tong hop lipid

Gom nhiing dan xuat cua acid fibric ( bezafibrat, ciprofibrat, fenofibrat va gemfibrozil);
dan xuat statin (pravastatin, simvastatin, lovastatin, rosuvastatin); acid nicotinic; probucol.

Cac dan xudt acid fibric tang hoat tinh lipoproteinlipase, cdc dan xud t statin c6 cdu tric
gan giong v6i HMG-CoA nén tc ché canh tranh HMG -CoA-reductase
(hydroxymethylglutaryl- CoA- reductase) lam giam tong hop cholesterol, dong thoi ciing
lam tang sinh LDL-receptor & mang t€ bao.

Acid nicotinic 12 mot vitamin dung dé diéu tri bénh Pellagra, nhung ciing 1am ha
lipoprotein mau. Tac dung nay dugc thong qua bdi su tang sinh LDL -receptor va tic ché
su tich tu AMP trong m&, tang hoat tinh triglyceridlipase lam giam LDL -cholesterol.

Probucol ¢6 cau tric héa hoc hoan toan khac v6i nh 6m thudc trén, co ché tic dung clia
thu6c van con chua dugc giai thich ddy du. Nhiéu nghién ctu di ching minh thuéc lam
tang chuyén héa LDL-cholesterol khong thong qua LDL-receptor vi ¢ ngudi tang
lipoprotein mau c6 thi€u hut LDL -receptor do di truyén, thuéc van con tac dung. C6 tac
gia cho ring probucol ngin can oxy héa clia acid béo va lam giam kha nang ti€p nhap
LDL cua t€ bao ndi mo.

2.2.1. Acid nicotinic (Vitamin PP, Vitamin B3, Niacin)

La vitamin tan trong nuéc, c6 nhiéu trong gan, thit, c4, rau, qua va ngii céc. Vi khuédn ruot
c6 thé téng hop mot luong nho vitamin PP.

Ngoai vai trd NAD, NADP tham gia vao chuyén hoa protid, glucid va oxy héa trong
chudi ho hap t€ bao & cdc mo, acid nicotinic con lam ha lipoprotein méu ro rét. Sau 1 - 4
ngay diéu tri, vitamin PP lam giam triglycerid 20 - 80%. D6i v6i LDL-cholesterol, thudc
c6 tdc dung rd sau 5 - 7 ngdy. Sau 3 - 5 tuan diéu tri thuoc c6 tic dung t6i da. Co ché tac
dung cua thudc c6 thé do giam sin xuat va tang thai VLDL, tic ch€ phan huy lipid, giam
cung cap acid béo cho gan, gidm téng hop triglycerid, gidm van chuyén triglycerid,
VLDL va giam san xudt LDL. Thudc giy tang HDL-cholesterol nhung co ché chua rd
rang.
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Khi thi€u hut vitamin PP ning s& gay bénh pellagra c6 biéu hién viém da, ia chdy va roi
loan tri nhé.

- D€ giam tdc dung khong mong muon dic biét 12 néng bong ,ngita nira ngudi trén cula
thudc, nén uéng thudc vao bita an vdéi licu tang dan, khéi dau 300 -600 mg chia 1am 3 lan
trong ngay sau 3- 4 tudn d6 sé dung liéu duy tri 2-6 g/ngay. Mot s6 tiac gia khuyén nén
uong aspirin 160 - 325 mg/24 gid cling ¢6 thé 1am giam tdc dung khong mong mudn cia
acid nicotinic.

Thudc duogc chi dinh trong tang lipoprotein mau typ II, III, IV va V. Nén phoi hgp véi
cholestyramin va colestipol trong di€u tri s€ giam duoc liéu 1 ugng va giam tdc dung
khong mong muon cta thudc. Ngoai ra, vitamin PP con dugc chi dinh trong trudong hop
thi€u mau va phu nit dung thudc tranh thai.

2.2.2. Dan xudt ctia acid fibric

Céac thuoc nhém nay héap thu t6t qua duong tiéu hda, gan manh vao protein huy€ t va c6 tac
dung rat khac nhau trén lipoprotein mau, nhung c¢6 cing mdt co ch€ chung la tang hoat
tinh lipoprotein lipase & trong t€ bao dac biét 1a t€ bao co, dan dén lam tang thuy phan
triglycerid va tang thodi héa VLDL. Su tang HDL -cholesterol véi co ché€ chua 1o rang.
Cic ché pham fenofibrat (Lypanthyl), bezafibrat (Bezalip), gemfibrozil (Lopid) va
ciprofibrat ( Lipanor) dang duoc wu tién lua chon st dung trong tang triglyceride nhung
do con c6 tac dung trén LDL nén con dugc dung trong tang lipoprotein t yp II, III, IV va V
v6i liéu lugng tr 200 mg-1200 mg tuy ting ché pham.Thudc c6 rat it tic dung khong
mong muon, tuy nhién c6 thé gap réi loan tiéu héa, dau ddu, chéng mat, mét moi va dau
co, tiéu co van( dac biét & nguoi giam chiic nang than), thi€u mau, t ang nhe transaminase,
giam phosphatase kiém.

- Chong chi dinh giong nhau véi tat ca cac thudc cing nhom:
+ Giam chiic nang gan, than va s6i mat.

+ Ngudi c6 thai, cho con b, tré em dudi 10 tudi.

2.2.3. Dan xudt statin

Céac thuéc nhém nay tc ché HMG-CoA nén lam giam LDL-cholesterol tir 25-45% tuy
theo tiing thudc va li€u luong. Tac dung ha triglycerid kém hon dan xuat acid fibric nén
duogc lya chon uu tién trong nhitng truong hop tang cholesterol mau dac biét typ II, 111, IV
vaV.

Do di qua dugc rau thai va sita nén thudc khong dung cho ngudi ¢6 chiic nang gan, than
gidm nang, phu nit ¢6 thai va cho con b, tré em dudi 18 tudi vi thudc c6 thé gay bat
thuong & xuong cua sdc vat thi nghiém . Dung lau dai thudc gay tang transaminase gip
3- 4 1an binh thuong, ngimg thud ¢ enzym lai tré vé binh thuong. Khi di€u tri can theo doi
chiic nang gan va creatinin phosphokinase.

+ Thuoc ¢6 tac dung khong mong muon giong nhau:
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- Pau co, tiéu co van, sin ngita, dau dau, chéng mat, r6i loan tiéu héa va tang cao
transaminase trong mau.

- C4c thudc trong nhém dugc tém tat trong bang 30.1.

Bang 30.1: Ché pham va liéu luong mot so6 thudc trong nhom statin

Tén goc Biét duoc Liéu luong
(mg/ngay)
Atorvastatin Lipitor 10-40

Fluvastatin Lescol 200-400
Lovastatin Mevacor 20- 80
Pravastatin Vasten 10-40
Rosuvastatin Crestor 10-20
Simvastatin Lodales 10- 40

2.2.4. Probucol (Lorelco, Lurselle)

C6 cau tric hoan toan khac v6i cac thuoc da néu trén. Rat tan trong lipid nhung hap thu
kém. Thic an 1am tang su hap thu thudc. Do tan trong lipid, nén thuoc dong lai lau trong
co thé. Sau khi ngiing thudc 6 thang, ndng do thudc chi gidm 80% so véi néng do t6i da
trong mau. Thuoc lam ha LDL-C that thuong, khong lam ha triglycerid. Thuoc gay ha
HDL-cholesterol manh va kéo dai nén né chi duoc Iua chon trong diéu tri sau cac thudc
khac.

Probucol 1a chat chdng oxy héa manh nén ¢6 tic dung chong xo vita manh & stc vat thi
nghiém.

Khi ding thudc ¢ thé gap mot s6 tdc dung khong mong muon: ia chdy, ddy bung, dau
bung, budn non.

Khong dung thudc & nhitng bénh nhan méi bi nh6i mau co tim, cé khoang QT . kéo dai,
phu nit ¢6 thai, cho con b, tré em du6i 18 tudi, dang diung cic thudc chéng loan nhip tim
nhém I, III, chong trdm cam loai 3 vong, dan xuét phenothiazin.

- Vién 250 mg, ngay uoéng 500mg chia 2 lan.

2.2.5. D-Thyroxin

D-Thyroxin 1a dong phan quay phai cua L -Thyroxin mat mot s6 tac dung clia hormon
tuyén gidp, nhung lai c6 tdc dung ha lipoprotein mdu manh do ting chuy én cholesterol
thanh acid mat va tang thai sterol qua phan.

Puoc chi dinh cho tré em c¢6 lipoprotein mau cao. Khong ding cho ngudi cé bénh tim vi
dé c¢6 con nhéi mdu co tim va con dau vang trude tim. Liéu khoi ddu Img, sau d6 tang
dan, t6i da 4-8 mg/24 gid. Véi liéu nay, khong thay cé phan tng cé hai.
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2.2.6. Cac acid béo khong no da tri ho omega 3

Trong dau mot so6 loai ca dac biét 1a ca hoi, ca ngir, ca trich, ca thu ¢6 chita mot s6 acid
béo khong no da tri ho Omega 3 ¢6 tac dung lam giam triglycerid va VLDL nh ung it anh
huong dén LDL va HDL -cholesterol trong mau. C6 2 acid béo khong no ho Omega 3 hay
dung la:

-Omega-3-acid ethylesters: 1 gam biét dugc Omacor 90% omega -3-acid ethylesters

chita 46% acid eicosapentaenolic(EPA) , 38 % acid docosahexaenoic (DHA) va 4 mg a-
tocopherol.

-Omega-3-marin triglyceride: 1 gam biét dugc Maxepa chital70 mg acid
eicosapentaenolic(EPA), 115 mg acid docosahexaenoic (DHA) va du6i 100 don vi
vitamin A va 10 don vi vitamin D.

Liéu luong cac ché phadm xin xem t& huéng dan st dung thudc.

Dé han ché su tiang va gitp ha triglycerid va cdc lipoprotein méu, nén tang cudng in c4,
dac biét 1a ca hoi, cd thu, cd ngir, cd trich trung binh 30g/ngay hoac 3 lan/tuan.

2.2.7.Mét 50 thuoc diéu tri réi loan lipoprotein mai

- Hai thuéc méi dang dugc thlr nghiém trén 1am sang pha II va III & nguoi c6 r6i loan
lipoprotein mau:

+ BMS-201038 la chat tc ché microsomal triglycerid transfer protein lam giam su
van chuyén triglycerid va céc lipid khong phan cuc dén apolipoprotein va giam su bai tiét
triglycerid tir rudt dan dén giam triglycerid va VLDL -cholesterol.

+ Avasimibe : thudc tic ché ACATI1 va ACAT2(cholesterol acyltransferase) lam giam
su ester hod cholesterol & gan, ruot, dai thuc bao va giam téng hop acid mat thong qua su
cam ung hydroxylase gy nén giam chylomicron, VLDL, LDL -cholesterol va triglycerid.
3. NGUYEN TAC DPIEU TRI ROI LOAN LIPOPROTEIN MAU
Dé han ché nguy co gay bénh tim mach can phai ha LDL va taing HDL trong mau. Theo
mot s6 nghién ctiu cho thay mudn ngan chan dugc bénh mach v anh nguyén phat hoac thi
phat can phai giam cholesterol toan phan trong mau 20 -25 % hoac LDL khoang 30 %.
Nhiam dat hiéu qua diéu tri c4n phai 4p dung mot s6 nguyén tic sau:

- Trudc tién phai c¢6 ché do an thich hop dé duy tri trong lugng binh thudng va gi am
lipoprotein mau. 0 nhitng ngudi cé chi s6 khéi co thé (BMI —body mass index ) cao hon
binh thuong, cin c6 ch€ do an chira < 300 mg cholesterol, acid béo bao hoa chi€m 10%,

acid béo khong bao hoa 10 -15%, glucid 50 - 60% va protein chi€ém 10 - 20% tong so
calo/ngay.

- Diéu tri nguyén nhan gay tang lipoprotein mau nhu: ddi thdo duong, suy giap, hoi ching

than hu, tang ure mau.

- Giam hoac chdm dut cac nguy co gy tang lipoprotein mau nhu: hiit thudc 14, uong

rugu, dung cac thudc corticoid, thudc tranh thai, t hudc tc ché - adrenergic.
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- Tang cudng hoat dong thé luc.

- Sau 3 - 6 thang thay déi ché do an, ting cudng hoat dong thé luc va diéu tri cic nguyén
nhan va loai bd cac nguy co ma lipoprotein mau van cao thi phai dung thudc ha
lipoprotein méau.

- Tuy theo co ché tac dung, cic thudc ¢ thé dugc dung riéng ré hodc phoi hop 2 hoic 3
thudc c6 co ché khac nhau dé dat duoc tdc dung hiép dong trong diéu tri nhu :

+ Cholestyramin vGi dan xuat statin;

+ Cholestyramin ph6i hgp véi acid nicotinic hoac cho lestyramin ph6i hop véi dan
Xudt statin va acid nicotinic.

+ Cac thudc thudc dan xuat statin duoc lua chon trude tién cho tang cholesterol con
dan xuat acid fibric uvu tién cho trudng hop tang triglycerid. Hai d4n xuét nay c6 thé ding
riéng ré hoic két hop trong nhitng trudng hop tang lipoprotein hdn hop. Nhung phai than
trong va theo dai tic dung khong mong muon, dac biét 1a dau hiéu tiéu co van. Do c6 tang
nguy co tiéu co van nén gemfibrozil va dan xuét statin khong dung phdi hop trong diéu
tri.

- Trong qud trinh diéu tri, ngoai viéc thudng xuyén theo ddi luong lipoprotein mau dé
danh gid hiéu qua diéu tri, bénh nhan con dugc theo doi tdc dung khong mong mudn do
thudc gay ra nhu viém co, tiéu co van, tang transaminase, roi loan dién tim v.v...

CAU HOI TU LUONG GIA
1. Trinh bay tdic dung, co ché tic dung va dp dung diéu tri ciia cholestyramin va
colestipol.
2. Trinh bay tdc dung, co ché tdc dung dp dung diéu tri cua acid nicotinic va
probucol.

3. Trinh bay tdc dung, co ché'tac dung va dp dung diéu tri ciia dan xudt acid fibric.
Trinh bay tdc dung, co ché'tac dung va dp dung diéu tri cua dan xudt statin.
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Bai 32: THUOC HA GLUCOSE MAU

MUC TIEU HOC TAP: Sau khi hoc xong bai ny, sinh vién c6 kha nang:
1. Trinh bay duoc tdc dung, co ché'tdc dung va dp dung diéu tri cua insulin
2. Trinh bay duogc phdn loai, co ché tac dung, va dp dung diéu tri ciia dan xudt

sulfonylure va co ché tac dung va dp dung diéu tri cua dan xudt biguanid va
acarbose va cdc thudc khdc.

1. DAl CUONG

O co thé binh thuong, glucose méau duoc duy tri & néng do hing dinh nho su can bang
gitta insulin va glucagon, hormon tang trudng, cortisol, thyroxin va catecholamin. Khi c6
r6i loan su can bang clia hé thong nay, dac biét 1a giam s6 lugng, chat luong ciling nhu su
nhay cam cua céc t€ bao d6i véi insulin s€ giy ra bénh tang glucose mau.

Dua vao s luong insulin va mic d6 nhay cam cua t€ bao véi insulin, bé nh dai thio duong
duoc chia thanh hai nhém:

- Nhém phu thudc insulin con goi la tang glucose mau typ I, thuong gap & nguoi gay, tré,
dudi 40 tudi ¢6 giam s6 luong t€ bao B O tuyén tuy va ndng do insulin mau rat thap. Diéu
tri dung insulin.

- Nhém khong phu thudc insulin con goi 1a tang glucose mau typ II, thuong gap & nguoi
16n tudi, khong giam s6 lugng nhung c¢6 giam chic niang gay nén su rdi loan bai tiét
insulin cua t€ bao B , nong do insulin trong mau binh thudng hoac cao va cé hién tuong
khang insulin & cdc mo ngoai vi. Ngoai ra, con c6 tang glucagon va giam dap tng cua t&
bao B v6i GLPI(glucagon like peptid 1)va v6i GIP(glucose dependent insulin tropic
peptid ). Theo cac thong ké, 80 -90% bénh nhan c6 tang glucose mau thudc typ II. Thuoc
diéu tri chu yéu 1a cac thudc chong ddi thdo dudng téng hop ding dudng udng.

2. CAC THUOC HA GLUCOSE MAU

Hién nay c6 2 cach phan loai thu6c ha glucose mau:

* Theo co ché€ tac dung, thuoc ha glucose mau dugc chia thanh 5 nhém chinh:

- Insulin

- Thudc kich thich bai tiét insulin: sulfonylure, nateglinid.

- Cac thudc lam tang nhay cam cta t€ bao véi insulin: dan xuat biguanid, nhém
thiazolindindion.

- Thuoc tc ch€ o - glucosidase.

- Céc thuoc bat chudce incretin (GLP1, GIP) va thuée tic ché DPP4(dipeptidyl peptidase 4).
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* Theo duong dung va nguoén goc, cac thuoc ha glucose mau dugc chia thanh 2 nhém
chinh:

- Insulin

- Thuéc ha glucose mau dung duong uong.

2.1. Insulin

Insulin 1a mot hormon gay ha duong huyét do tuyén tuy ti€t ra. Ngay nay, dua vao cau
triic, insulin c6 thé dugc ban téng hgp tir insulin lgn hoac nho k¥ thuat tdi t6 hop gen
thong qua vi khudn hodc nam. Dé danh gid tdc dung va do tinh khiét, insulin dugc quy
thanh don vi chuidn quéc t€. Mot don vi insulin (1 IU) 1a lugng insulin can dé 1am giam
glucose mau & tho nang 2,5kg nhin déi xuong con 45mg/100ml va gay co giat sau khi
tiém 5 gio va bang 40 pg insulin.

2.1.1. Tdc dung va co ché tic dung

Tt ca t€ bao cta nguoi va dong vat déu chia receptor dac hiéu cho insulin. Receptor clia

insulin 12 mot glycoprotein gom 2 don vi dudi oo ndm mit ngoai t€ bao va hai don vi duéi
B ndm mat trong t€ bao. Bon don vi ndy gan doi xiing nhau bang cau disulfid. Thong qua

receptor nay, insulin gén vao dudi don vi o gay kich thich tyrosinkinase cua don vi dudi
lam hoat héa hé théng van chuyén glucose & mang t€ bao ( glucose transporters = GLUT),

lam cho glucose di vao trong t€ bao mot cach dé dang, dac biét 1a t€ bao co, gan va t€ bao

md. Hién nay nguoi ta da phat hiénra 5 chat van chuyén glucose phan bd & nhiing t€ bao

khac nhau. Tac dung 1am ha glucose mau cta insulin xuat hién nhanh chi trong vong vai

phut sau khi tiém tinh mach va bi mét tic dung bdi insulinase.

Co ché tac dung xin doc thém bai “Hormon”.

2.1.2. Tdc dung khong mong muon

Nhin chung, insulin rat it doc, nhung ciing c6 thé gip :

- Di ting: C6 thé xudt hién sau khi tiém lan d4u hodc sau nhiéu lan tiém insulin, ty 1& di
ung noéi chung thap.

- Ha glucose mdu: Thudng gap khi tiém insulin qud li€u, gdy chay mo hoi, ha than nhiét,
co giat, tham chi ¢6 thé hon mé.

- Phan tng tai ché tiém: Ngta, dau, ciing (teo m& duéi da) hodc u md vang tiém. D€ tranh
tdc dung phu ndy, nén thay déi vi trf tiém thudng xuyén.

- Tang dudng huyét héi ting (rebound): Gap & nhitng bénh nhan dung insulin liéu cao sau
khi ngiing thudc.

2.1.3. Ché pham

Dua vao dugc dong hoc va nhu cau diéu tri insulin duoc xép thanh 3 nhém ché phdm
khic nhau:

2.1.3.1. Insulin tac dung nhanh:
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+ Insulin hydroclorid: Thoi gian xuat hién tac dung sau khi tiém 1 gio va dat t6i da sau 3
gi0 va kéo dai taic dung khoang 6 gio. Thuoc duoc st dung trong hon mé do ddi thao
dudng, 1ml chita 20-40 don vi, ¢6 thé tiém bép, duéi da, tinh mach.

+ Nhii dich Insulin- k€m: Chi tiém dudi da; sau khi tiém 1 gio bat diu xuat hién tic dung
va kéo dai khoang 14 gio.
2.1.3.2. Insulin tac dung trung binh:

- Insophan insulin: (NPH - Neutral Protamin Hagedorninsulin) dang nhii dich, 1a su phoi
hop insulin, protamin va kém trong moi truong dém phosphat. Ctt 100 don vi insulin, c6
thém 0,4mg protamin. Tiém dudi da, tic dung xuat hién sau 2 gio va kéo dai khoang 24
gio.

- Lente insulin: Dang nhii dich, tiém dudi da xuat hién tic dung sau 2 gi¢ va kéo dai
khoang 24 gio.

2.1.3.3. Insulin tac dung chdam:

Insulin protamin k&m: Ché& phdm dang nhii dich, ctt 100 don vi insulin c¢6 kém theo 0,2mg
protamin. Thoi gian xuat hién tac dun g sau khi tiém dudi da 4-6 gio va kéo dai t6i 37 gio.
Insulin k&m tac dung cham (Ultralente insulin) tiém dudi da, thoi gian xuat hién tic dung
va kéo dai tic dung gin giong insulin protamin - kém.

2.1.4. Ap dung diéu tri

- Tat ca cdc bénh nhan tang glucose mdau thuoc typ I déu dugc chi dinh dung insulin.
Ngoai ra, insulin con dugc chi dinh cho bénh nhan tang glucose mau typ II, sau khi da
thay d6i ch€ do an va dung céc thudc chong tang glucose mdu tong hop khong cé tac
dung.
- Tang glucose mdu sau cat bo tuy tang, & phu nif ¢6 thai.
- Tang glucose mdu c6 ceton mdu va niéu cao.
Trén co s& dinh luong insulin trong mau ctia nguoi binh thuong, ta thiy lugng insulin bai
ti€t trung binh vao khoang 18 - 40 don vi/24 gio, mot nlra s6 d6 duoc goi la insulin co s6,
luong insulin con lai dugc bai tiét theo bita an. Vi vay, dé duy tri lugng glucose mau 6n
dinh, insulin nén ding khoang 0,2 - 0,5 don vi cho 1 kilogam thé trong/24 gio.

Cho dén nay, duy nhit c6 insulin la dung duong tiém, con cic thuoc ha glucose mau
khac ¢6 co ch€ tdc dung khdc nhau nhung dudng dung duy nhét 1a uong dé diéu tri ting
glucose méu typ II sau it nhat 3 thdng da thay d6i ché do an, tang cudng tap luyén thé luc
khong c6 két qua. Cac thuoc nay khong thay thé€ ch€ do an giam glucid, giam nang lugng
va tang cudng hoat dong thé luc trong qud trinh diéu tri. Dua vao co ché, cic thudc chong
tang glucose mauduong udng dugc chia thanh:

- Thudc kich thich bai tiét insulin
- Thu6c lam tang nhay cam cua t€ bao dich véi insulin

- Thu6c lam giam hép thu glucose & rudt.
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- Céc thudc bit chude incretin(incretin mimetic) va thudc tc ché DPP4(dipeptidyl
peptidase 4 inhibitor).
2.2. Thuoc kich thich bai tiét insulin
2.2.1. Dan xudt Sulfonylure
Tu nhitng nam 1942, Janbon va cong su da phat hién duogc tac dung ha glucose m au cua
mot s6 sulfonamid & stc vat thi nghiém va bénh nhan diéu tri thuong han. Nho phét hién
ndy, carbutamid, mot sulfonamid duoc téng hop ¢6 tac dung ha glucose mdu, str dung trén
lam sang. Nhung do c6 tac dung tc ché tuy xuong, thuéc da bi lang quén. Son g nhu cau
diéu tri bénh ddi thdo dudng ngay cang cao, khodng 20 thudc da dugc téng hop va dua
vao cuong do tic dung va duoc dong hoc cac thudc xép thanh hai th€ hé I va II.
- Thé hé T gébm: tolbutamid, acetohexamid, tolazamid, clopropamid.
- Thé hé II: tic dung manh gap khoang 100 lan va c6 thoi gian tic dung dai hon thé hé 1
nén chi can dung 1 lan trong mot ngay, gom: glibenclamid, glipizid, gliclazid.

Bang 32.1: Tom tat mot so thong s6 duoc dong hoc va liéu diung mét so thudc

nhom sulfonylure

Cuong do Nong doé cao | Thoi gian | Thoi gian Liéu trung binh
o . , nhdt trong bdn thdi | kéo dai tic N
Thé hé Thuéc tac dung méu sau khi (gio) dung (gio) (gam)/24 gio)
uong (gio)

Tolbutamid 1 3-5 5-6 6-12 0,5-2,0

(Orabet®)
Théhe 1 Acetohexamid 2-4 4-5 12-24 0,25-1,25

(Dymelor)

Tolazamid 4-8 7 12-24 0,1-0,75

(Tolinase)

Clopropamid 5-10 2-4 18-35 40-60 0,1-0,5

(Meldian,)

Glibenclamid 100-200 4-5 4-5 24 0,0025-0,02
The he 2 (Maninil,)

Glipizid (Glucotrol) 100-200 1-3 4 10-16 0,005-0,02

2.2.1.1. Co ché'tic dung:

Dua vao nhitng nghién ctu thuc nghiém trén tuyén tuy co lap, dao tuy co6 1ap va nuoi cay

t€ bao B, Pfeifer va cong su (1981) da chiing minh rang, tic dung ha glucose mau cua céc

dan xuat sulfonylure 1a do tdc dung trén receptor bé mit K*ATPase cua t€ bao & dao
Langerhans lam chen kénh K* nhay cam véi ATP, gy giam K™ di vao trong t€ bao tao ra
su khir cuc mang dan dén mé kénh calci 1am tang luong calci tir ngoai bao di vao trong té€

bao, kich thich giai phong insulin.
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Mot s6 nghién cttu gan day chitng minh cac thudc nay con lam tang s6 lugng va tang tinh
nhdy cam receptor cta insulin & bach cdu don nhan to, t€ bao md, hong cau, do d6 lam
tang tadc dung cuta insulin. Theo Krall (1985), cac dan xuét sulfonylure c6 tac dung kich
thich giai phong ra somatostatin, chinh somatostatin tic ch€ giai phéng glucagon, cho nén
cling gay ha glucose mau.

Ngoai ra, nguoi ta con thay thuoc c6 tic dung tc ch€ insulinase, tc ch€ su két hgp insulin
v6i khang thé khdng insulin va su két gan véi prot ein huyét tuong.

2.2.1.2. Dugc dong hoc

Thudc dugc hap thu nhanh qua duong tiéu héa. Nong do toi da trong mau dat dugc sau
khi uéng khoang 2-4 giod, gan vao protein huyét tuong 92-99% chu yéu la albumin. Gan
manh nhat 1a glibenclamid, gan kém nhat la clopro pamid.

Thudc duge chuyén héa chli yéu & gan. Tolbutamid chuyén héa nhd phan ting oxy hoéa
thong qua hé enzym chuyén héa & microsom gan thanh mot s6 chat chuyén héa van con
tic dung nhu hydroxymethyl-tolbutamid, 4-hydroxymethyl-tolazamid. Clopropamid
khong bi chuyén héa sé thai trir qua than.

Than 1a duong thai trir cht yéu cta cac thuoc ha glucose mau dung duong udng. Riéng
glibenclamid thai chu yéu qua gan, vi vay dugc chi dinh cho nhiing bénh nhan tang
glucose mau c6 chiic nang than suy yéu.

2.2.1.3. Chi dinh:

- T4t ca bénh nhan tang glucose mau typ II, khong phu thudc insulin.

- Nguoi béo béu trén 40 tudi c6 insulin mau dudi 40 don vi mot ngay.
2.2.14. Chong chi dinh:

- Tang glucose mau typ I, phu thudc insulin

- Nguoi ¢6 thai, cho con bu, suy chic nang gan, th an

- Tang glucose mdu niang trong tinh trang tién hon mé hoac hon mé.
2.2.1.5.Tdc dung khong mong muon:

- Ha glucose mdu, di ¢ng, roi loan tiéu hda, buén non, non, vang da tac mat.
- Tan mdu, thodi hda bach cau hat.

- Phan tng giong disulfuram khi dung clo propamid cung rugu (gap khoang 1-15% bénh
nhan).

- Ha natri mau hay gap véi clopropamid, do ¢6 tac dung giong ADH (6 50% bénh nhan).
2.2.1.6. Tuong tdc thuoc:

Thuoc th€ hé T gan manh vao protein huyét gay nén canh tranh & vi tri gan v6i mot s6
thuoc: dicoumarol, diphenylhydantoin, salicylat, phenylbutazon, sulfonamid. Thé hé II
khong c6 tuong tdc ki€u ndy.
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Cloramphenicol, IMAOQO, probenecid lam tang tac dung ha glucose mau cua ca hai thé€ hé 1
va II, nhung corticoid, thudc tranh thai, diphenylhydantoin, rifamp icin, INH, cac
phenothiazin lai gay giam tic dung ha glucose mau cta thudc.

Thudc tc ché B-adrenergic dung cung véi cac dan xuat sulfonylure gay nhip tim nhanh,
thay déi huyét dong hoc va tang tic dung ha glucose mau vi vay tranh ding phoi hop.

2.2.2 Loai khong phdi sulfonylure
2.2.2.1. Nateglinid:

La din xuat cua D-phenylalanin ¢6 tic dung kiém sodt su ting dudng huyét sau bita an,
do vay sé cai thién tinh trang tang duong huyét sau khi an & bénh nhan tang glucose mau
typ IL.

Trong co thé, nateglinid gan vao receptor diac hiéu (SUR 1) & t€ bao B cha tuy lam chen
kénh K* nhay cam véi ATP, gay khir cuc mang t€ bao lam ma kénh calci. Calci kich thich
giai phong insulin. Do thudc ¢6 dac diém gan nhanh va téch ra nhanh khoi receptor dac
hiéu nén kich thich bai ti€t insulin nhanh, nén nhanh chéng ki€ém sodt dudng huyét sau
khi an. Nhung ciing do thudc tach ra khoi receptor dac hiéu nhanh lam rit ngén giai doan
kich thich bai tiét insulin, lam giam nguy co tang cao insulin trong mau nén tranh dugc
tinh trang ha glucose mau va su suy kiét t€ bao 3 cta tuy.

Thudc duoc hip thu tét qua dudng tiéu hda, thic an tang hap thu thuoc. Sau udng licu duy
nhat 60mg, néng do t6i da trong mdu dat dugc sau 55 phit. Thudc gin vao protein huyét
Vi ty 1€ 99% va c6 thoi gian bdn thai 1,4 - 2 gid. Trong co thé thudc bi chuyén héa qua
Cyt-P,s, (CyP;A,, CYP,C,) & gan va théi trlir qua mat va qua nudc tiéu.

Thudc ¢6 pham vi an toan rong, it doc tinh. Nghién ctu trén lam sang véi liéu 60, 120,
180mg udng truc bita an 20 phiit, c6 tic dung kiém sod t dudng huyét sau an ro rét.
Thudc c6 thé dung riéng 1& hodc két hop v6i metformin dé kiém soat su ting dudng huyét
sau an & nguoi tang glucose mau typ II.

2.2.2.2.Repaglinid

Giong nhu nateglinid, repaglinid ciing c¢6 tdc dung kiém soat dudng huyét nhanh sau khi
an do vay céach dung giong nhau vdi li€u khaoi dau 500 mcg sau d6 dieu chinh li€u phu
thuoc vao dap tng cua bénh nhan nhung khong vuot qua 16 mg/ngay.

2.3.Thuéc lam tang nhay cam cua té bao dich véi insulin
2.3.1. Dan xudt cua biguanid

Céc dan xudt clia biguanid c6 cau tric hoan toan khac vé6i dan xudt sulfonylure gom:
phenformin (phenethylbiguanid) do gay acid lactic mau, nén da bi dinh chi luu hanh trén
thi truong, hién chi con metformin (dimethylbiguanid) .

Mac du céac thuoc nay c6 tic dung ha glucose mau r6 rét & nhitng nguoi tang glucose
madu, nhung co ché tic dung con chua duge ro. Mot so tac gia cho rang, thude tic dung
thong qua su tang dung nap glucose, tic ché su tan tao glucose va tang téng hop glycogen
& gan do tang hoat tinh glycogensynthetase va lam tang tic dung cta insulin & t€ bao
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ngoai vi. Ngoai ra, thudc con han ché hap thu glucose & rudt. Thuoc khong tac dung truc
ti€p trén t€ bao P cua dao Langerhans, va chi c6 tic dung khi ¢6 mat insulin noi sinh, nén
thudc duoc chi dinh & bénh nhan tuy ¢ on kha nang bai tiét insulin.

- Metformin (Glucophage): Hap thu kém qua dudng tiéu hda, khong gian vao protein
huyét twong, khong bi chuyén héa, thai trir ch yéu qua than. Thoi gian ban thai khoang
1,3 - 4,5 gio, thoi gian tic dung khoang 6-8 gio, liéu trung binh 0,5-2,5g/24 gio, t6i da
3g/24 gio va duoc chia lam 3 1an sau cac bita an hang ngay.

+ Giong nhu dan xuat sulfonylure, metfomin dugc chi dinh dung riéng ré hoac két hop véi
céc thudc khdc cho bénh nhan tang glucose mdu typ II sau khi di€u chinh ché€ d ¢ an va
tap luyén thé luc khong c6 hiéu qua. Metformin c6 thé két hop véi mot so thudc khic dé
kich thich budng tring trong di€u tri vo sinh. Khong ding thudc & ngudi ting glucose
mau c6 ceton mau cao va co ceton niéu, phu nit ¢6 thai, cho con bu.

+ Thudc ¢6 thé gay roi loan tiéu hoa, acid héa mdu do ting acid lactic dac biét & bénh
nhan cé keém theo giam chidc nang gan, than.

2.3.2.Cdc thudc thuéc nhom thiazolidindion

La nhitng thudc c6 cdu tric va co ché tac dung hoan toan khac véi dan xuat sulfonylure

va biguanid. Cac thu6c nhom nay 1a nhiing chat chu van va c6 ai luc cao véi PPAR vy
(peroxisome proliferator activated receptor y). Receptor nay & trong nhan té€ bao chiu
trach nhiém diéu hdoa mot s6 gen lién quan dén su chuyén héa lipid va glucose. Khi thudc

gan vao receptor gy nén su tuong tdc vGi ADN dac hiéu lam hoat héa giai ma gen, 1am

tang nhay cdm cla t&€ bao v6i insulin gitp ting chuyén hod glucid va lipid. Trén thuc

nghiém, ngudi ta thiy cac thudc 1am ting chuyén hoéa glucose va tang s6 luong insulin

receptor & mang t€ bao, ting téng hop glycogen thong qua ting hoat tinh

glycogensynthetase va tang st dung glucose ¢ ngoai Vi.

Céc thu6c thuoc din xudt thiazolidindion c6 thé dung riéng ré hodc phdi hop véi

metformin hodc cdc thudc trong nhém sulfonylure nhung khong phdi hop véi insulin dé
diéu tri tang glucose mdu typ II. Thuoc khong dugc dung cho nguoi bi suy gan, suy tim,

phu nit ¢6 thai, cho con bd.Trong qud trinh diéu tri cdn thudong xuyén theo ddi chic nang

gan. Hai thudc trong nhém st dung nhiéu hién nay 1 a :

- Pioglitazon (Actos) vién 15,30,45 mg, uong 15 -45 mg/ngay.
- Rosiglitazon (Avandia) vién 4;8 mg, uong 4 -8 mg/ngay.
2.4. Thuoc lam giam hap thu glucose 6 rudt: acarbose (Glucobay®):

Thuoc duogc chi dinh & bénh nhan tang glucose mau typ II kém theo béo béu. Co ché tac
dung cua thu6c khong lién quan dén su bai tiét insulin & t€ bao [ cua tuy ma thong qua su
tic ché a- glucosidase & bo ban chai niém mac rudt non. Ngoai ra, thuéc con tc ché,
glucoamylase, maltase & rudt. Cudi cung, lam giam hép thu glucose gay ha glucose mau.

Thudc c6 thé gay roi loan tiéu héa nhu trudéng bung, tiéu chay va dau bung.
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Khi diéu tri, can diéu chinh li€u cho phu hop véi ting bénh nhan, nhung nhin chung li€u
trung binh cho nguoi 16n 300mg trong 24 gio. Cac thudc khang acid, cholestyrami n, mot
s6 chat hdp phu manh va ché pham chita enzym tiéu héa lam giam téc dung clia acarbose.

Khong dung thudc & nhitng ngudi c6 roi loan chic nang hap thu, phu nit ¢6 thai, cho con
b va tré em dudi 18 tudi.

2.5. Cac thuoc bat chude incretin (incretin mimeti ¢) va thudc e ché
DPP4(dipeptidyl peptidase 4 inhibitor) .

Gan day nguoi ta tim ra 2 peptid hormon GLP1, GIP goi chung 1a incretin c¢é nguén goc
tai niém mac rudt, c6 tic dung di€u hoa glucose mau sau khi an thong qua su kich thich
bai tiét insulin va lam cham sy thdo réng da day. Trén co s& phat hién nay liraglutid va
exenatid hai chat giong incretin (incretin mimetic) dang dugc thir nghiém lam sang pha II
va III trén bénh nhan tang glucose méu typ II.

GLPI kich thich bai tiét insulin sau khi an rat man h, ngoai ra con tc ché bai tiét
glucagon, lam cham su thdo rong da day, kich thich su sao chép gen glucokinase va
GLUT2 nhung lai mét tac dung nhanh do bi enzym dipeptidylpeptidase pha huy nén c6
thoi gian ban thai dudi 2 phat. Vildagliptin, sitagliptin, s axagliptin 1a cac chat tc ché
DPP4 lam kéo dai tac dung cia GLP1 dang dugc thir nghiém lam sang pha II trén bénh
nhan tang glucose mau typ II.

CAU HOI TU LUONG GIA

1. Trinh bay tdc dung, co ché'tdc dung va dp dung diéu tri ciia insulin.

2. Trinh bay cdch phdn loai, co ché'tdc dung va dp dung diéu tri cia nhém
sulfonylure.

3. Trinh bay tdc dung, co ché'tdc dung va dp dung diéu tri cua nhém biguanid va
acarbose.

4. Trinh bay tdc dung, co ché'tdc dung va dp dung diéu tri cua nateglinid va nhém
thiazolidindion.
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Bai 33: HISTAMIN VA THUOC KHANG HISTAMIN

MUC TIEU HQC TAP: Sau khi hoc xong bai ndy, sinh vién c6 kha nang:
1. Néu duoc vai tro sinh Iy va bénh ly cua histamin

2. Trinh bay duoc co ché'tdc dung, cdch phdn loai, chi dinh va déc tinh ciia thudc
khang histamin H .

1. HISTAMIN
1.1. Sinh tong hop va phan bé histamin

Histamin la chat trung gian héa hoc quan trong cé vai tro trong phan ting viém va di tng,
trong su bai ti€t dich vi va cling ¢6 chiic nang nhu chat dan truyén than kinh va di€u bién
than kinh, dugc tao ra do su khir carboxyl cua histidin duéi su xtc tdc cta decarboxylase.
Do histamin tich dién duong nén dé dang lién két v6i chit tich dién am nhu protease,
chondroitin sulfat, proteoglycan hodc heparin tao thanh phttc hop khong cé tac dung sinh
hoc. Phiic hgp nay duoc du trit trong cac hat trong dudng bao, bach ciu ua base, t€ bao
niém mac da day, rudt, t€ bao than kinh v.v... Da, niém mac, cay khi ph€ quan la nhiing
mo c6 nhiéu dudng bao nén du trit nhiéu histamin.

1.2. Su giai phong histamin

Nhiéu yéu t6 kich thich su giai phéng histamin, nhung chu yéu la do phan tng khang
nguyén - khdng thé xdy ra trén bé mat dudng bao . Khi c6 phan tng khiang nguyén -
khang thé 1am thay do6i tinh thaim clia mang t€ bao véi ion calci 1am tang calci di vao
trong noi bao, déng thoi tang gidi phéng calci tir kho du trit noi bao. Ca ** noi bao tang lam
vO cac hat du trit giai phong histamin.

Anh sdng mit trdi, bdng, noc doc clia con tring, morphin, D -tubocurarin 1am tang giai
phong histamin. Ngoai ra, mot s6 yéu t6 khac ciing dugc giai phong trong phan tng di
ting nhu: yéu t6 hoat héa tiéu ciu (PAF); cic prostaglandin, bradykinin, leucotrien.

1.3. Chuyén héa histamin

Histamin c6 thé chuyén héa qua 2 con dudng khdc nhau nhd histaminase va N -
methyltransferase tao thanh acid imidazol acetic va met hylhistamin khong c6 tic dung
sinh hoc.

1.4. Receptor cua histamin

Hién nay da tim thdy 4 receptor khac nhau cua histamin 1a H |, H,, H; va H,. Su phan bg
sO lugng receptor va chiic nang cua ting loai receptor rat khac nhau.

Khi histamin gan vao receptor H, s& lam tiang IP; (inositol 1,4,5-triphosphat) va
diacylglycerol tr phospholipid. IP; lam tang giai phdong calci tr luéi ndi bao.
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Diacylglycerol (DAG) va calci lam hoat héa protein lipase C, protein kinase phu thuoc
Ca*?*/calmodulin va phospholipasse A , & c4c t€ bao dich khdc nhau gay céc phan ting sinh
hoc khac nhau.

Histamin gan vao receptor H, kich thich adenylcyclase lam hoat héa protein kinase phu
thuoc AMP, & céc t€ bao dich gay nén phan tng sinh hoc. Receptor H , ¢6 nhiéu & niém
mac da day, khi kich thich gay tang tiét dich vi acid (xin xem bai “Thudc chita viém loét
da day”. Cimetidin, ranitidin, famotidin 1 nhiing thu6c khang trén receptor H .

Receptor H; 1a receptor trudc synap, c6 mat & nut tdn cing neuron hé histaminergic & than
kinh trung wong, cé vai tro diéu hoa sinh téng hop va giai phéng histamin. Ciing giong
receptor H,, H,, receptor H; 1a receptor cap véi protein G va duoc phan bd trong nhiéu
mo. Hién nay da tim dugc mot s6 chat chl van va doi khang trén receptor H 5:thioperamid,
iodophenpropit, clobenpropit, Imipromidin, Burimamid.

Receptor H, c6 mat & t€ bao wa acid, dudng bao, t€ bao T va t€ bao hinh cay(dendritic
cell).Thong qua receptor nay histamin lam thay d6i hod huéng dong mot s6 t€ bao va su
san xudt cytokin. Cac chat doi khang trén receptor H, dang nghién cttu c6 tac dung chong
viém invivo va c6 tic dung chong hen va viém dai trang trén mo hinh dong vat thuc
nghiém.

1.5. Tac dung sinh hoc cua histamin
1.5.1. Trén hé tim-mach

- Histamin 1am gian cdc mach m4u nho, tiéu dong mach, mao mach va tiéu finh mach lam
giam stic can ngoai vi, giam huyét 4p va tang cuong dong mau dén mo: thong qua
receptor H, su xudt hién tdc dung nhanh, cuong d6 manh nhung khong kéo dai, con doéi
vGi receptor H, su xuat hién tac dung gian mach cham, nhung kéo dai.

- Thong qua receptor H, histamin lam co t€ bao n6i m6 mao mach, tich su két gan cdc t€
bao ndi mo lam boc 10 mang co ban tao thuan 1gi cho su thoat dich va protein ra ngoai
bao gay phu né, néng, do, dau.

- Trén tim: Histamin c6 tadc dung truc ti€p trén co tim va than kinh ndi tai lam tang co bop
ca tam nhi, tam thét, cham khtr cuc niit xoang va cham dan truyén nhi that.

1.5.2. Trén khi-phé qudn - phéi:

Thong qua receptor H, histamin lam co co tron khi phé quan, gay con hen. Ngoai ra,
histamin con gay xudt tiét niém mac khi ph€ quan, gay viém phil né niém mac va tang
tinh thAm mao mach phéi.

1.5.3. Trén hé tiéu hoa

Histamin lam tang ti€t dich acid thong qua receptor H ,, lam tang nhu dong va bai tiét dich
ruot.

1.54. Cotron
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O mot s6 loai vat, histamin lam tang co bop co tron tir cung, nhung tlr cung ngudi, co tron
bang quang, niéu dao, tdi mat rat it bi anh hudng.

1.5.5. H¢ bai tiét
Histamin 1am tang bai ti€t nudc mat, nudc miii, nude bot, dich tuy.
1.5.6. Trén hé than kinh

Kich thich ddu mut sgi than kinh ngoai vi gy ngta, dau. Trén than kinh trung uong
histamin gay giam than nhiét, gdy mat ngu, c6 thé chdn an, tang ti€t ADH. Tdc dung nay
thong qua ca 2 loai receptor H, va H,.

2. CAC THUOC KHANG HISTAMIN
2.1. Cau tric - phan loai

C6 nhiéu chat doi khang chon loc trén 3 receptor khiac nhau cta histamin. Thu6c doi
khang H, receptor (xin doc bai thudc chita viém loét loét da day). Cac chat doi khang H
dang trong giai doan nghién ctu. Trong pham vi bai nay, chi gidi thiéu thudc d6i khang
chon loc trén receptor H .

Dua vao duoc dong hoc, tac dung, cac thuoc khang H , dugc xép thanh 2 thé hé:

* The hé I: gobm cdc thudc c6 thé di qua hang rao mdu nio dé dang, c6 tic dung trén
receptor H, ca trung wong va ngoai vi, ¢6 tdc dung an than manh, chéng non va cé tac
dung khang cholinergic giong atropin.

* Thé hé II: gom cac thudc rét it di qua hang rao mau ndo, c6 thoi gian ban thai dai, it tac
dung trén H, trung wong, chi ¢6 tic dung trén H, ngoai vi, khong c6 tic dung khang
cholinergic, khong an than va khong ¢6 tac dung chong non, ¢ hong say tau xe.

Bang 33.1: Liéu luong mot so6 thuoc khang histamin H ,

Tén goc Tén biét duoc Liéu luong cho nguoi lon

(mg)

Thé hé I

- Alimemazin Allerlene 5-20

- Brompheniramin Dimetan 4-12

- Carbinoxamin Cardec 4-8

- Clemastin Tavist 1,3-2,7

- Clopheniramin Chlor- Trimeton 4-12

- Cyclizin Marexin 50

- Dimenhydrinat Dramamin 50 - 100

- Dimethinden Fenistil 4
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- Diphenhydramin Benadryl 2,5 - 50

- Hydroxyzin Atarax 25 - 100

- Meclizin Antivert 12,5 -50

- Promethazin Phenergan 10 - 25

-Pyrilamin Nisaval 25-50

Thé hé 11

- Acrivastin Semprex 24; khong dung cho tré dudi

12 tudi

- Astemizol Hismanal Co tac dung khong mong

mudn trén tim hién khong
duoc su dung

- Cetirizin Zyrtec 5-10

- Desloratadin (chéat Aerius* 5

chuyén héa cta

Loratadin)

- Fexofenadin(chat Telfast 60

chuyén héa cta

terfenadin)

- Loratadin Claritin 10

-Mizolastin Mizollen 10

Terfenadin Seldan Co tac dung khong mong
mudn trén tim hién khong

duoc sut dung
2.2. Tac dung duoc ly

2.2.1. Tac dung khdang histamin thuc thu

Thudc khang histamin H, tc ch€ c¢6 canh tranh véi histamin tai receptor H ; lam mat cac
tdc dung cuia histamin trén recetor. Khi du thira histamin, thi histamin ddy chat doi khang
ra khoi receptor, tir d6 thudc giam hoac hét tic dung khang histamin.

Dé ¢6 tic dung dugc ly kéo dai, can tim chit vira doi khiang canh tranh va khong canh
tranh, khi d6 thudc cham bi ddy khoi receptor boi histamin. Terfenadin, astemizol... c6
hai kiéu tic ch€ (c6 canh tranh va khong canh tranh) v6i histamin tai receptor, nén ta ¢
dung dai hon nhung do c¢6 nhiéu tic dung khong mong muén trén tim nén hai thuéc nay
hién nay khong duoc sur dung.

Thuoc khang H, ¢6 tac dung du phong t6t hon 1a chita, vi khi histamin dugc giai phong
tao hang loat phan tng va s€ giai phong dong thoi cac chat trung gian khac ma thudc
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khang H, khong doi khang duoc. Tac dung cua thudc manh nhat & co tron phé€ quan, co
tron rudt. Thudc cho két qua khong ro rét trong chita hen hoac chita nhitng bénh tic nghén
ph€ quan. Can phdi hop hai loai khdng H, va khang H, dé tic ché toan ven su ha huyét dp
do histamin gay nén.

2.2.2. Tac dung khdc

- Trén than kinh trung wong: Cac thu6c khang histamin thé hé I ¢6 tic dung tc ché than
kinh trung uong, lam diu, giam kha nang tap trung tu tudng, ngu ga, chéng mat. Tac dung
tic ché receptor H, trung uong ndy c6 thé kéo theo tac dung khing cholinergic, lam ting
tac dung lam diu, giam kha nang nhg.

Mot s6 thuoc khang H, thé hé 11, do tinh wa nuGe va c6 ai luc véi receptor H | ngoai bién,
nén it qua hang rao mau - ndo, va rat it cé tic dung trung uwong, vi du fexofenadin,
loratidin...

- Trén than kinh thuc vat:
+ Khéng cholinergic (tic ché hé M).

Nhiéu thuéc khang H, thé hé I nhu promethazin, dimenhydrinat, diphenhydramin...) cé
tdc dung khang cholinergic ngay véi li€u di€u tri va trong mo t sd truong hop phai chéng
chi dinh.

+ Thay d6i hé giao cam: Promethazin tc ché receptor o-adrenergic, 1am ha huyét 4p.
Diphenhydramin, dexclopheniramin... tic ché thu hoi catecholamin, lam tang tiém luc tic
dung cua catecholamin.

- Chong say tau xe —chdng non: Do khang cholinergic, an than, chéng non; tot nhat 1a
promethazin (c6 hiéu luc ngang scopolamin). Hién nay diphenhydramin (Nautamin) va
dimenhydrin hay dugc dung chong non trén lam sang.

- Chong ho: Nhiéu thuéc khiang H, chong duoc ho theo co ché ngoai bién do tc ché€ su co
ph€ quan gay phan xa ho (promethazin, oxomemazin, doxylamin, dexclopheniramin...)
nhung hiéu Iuc kém thuéc chong ho trung wong. Thudc khang H | lam ting tiém luc cua
thuoc gian phé€ quan khac (nhu cac amin cuong giao cam loai ephedrin).

- Tac dung khéc:

+ Khang serotonin receptor tai ving dudi doi gay kich thich an ngon (cyproheptadin,
doxylamin).

+ Chong ngtra, gay té (khong c6 lién hé véi tic dung khang histamin), nhu mepyramin,
diphenhydramin.

2.3. Tuong tac thuoc

Thudc dung cung khdng H, Biéu hién tic dung
Ruou ethylic, thuéc ngt, thudc lam diu, an than kinh, Lam tang tic dung
thudc giam dau nguon goc trung uwong trung uong cua thudc
khéng H,
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Thudc khang cholinergic: Lam tang tic dung
- : : khang cholinergic cua
- Loai atropin, scopolamin S
o P . P thuoc khang H,
- Thuoc an than kinh (trtr butyroph enon)
- Thud6c chong tram cam loai ba vong, tGc ché
MAO, thudc chong Parkinson, dispyramid, thuéc chong
co that
Thuoc cuong phod giao cam va tc ché cholinesterase: boi khang véi tic dung
Ambenoniclorid, neostigminbromid, k}{la?gk}cll}ollrgrglc cua
pyridostigminbromid, fluostigmin, paraoxon thuoe khang H,

2.4. Tac dung khong mong muén

2.4.1. Do tac dung trung vong

Thay déi tuy theo timg ca thé, thuong biéu hién tc ché than kinh (ngl ga, khé chiu, gidm
phan xa, mét), mat két hop van dong, chéng mat. Nhitng biéu hién trén ting manh néu
dung thudc khang H, cung ruou ethylic hoac thudc tGc ché than kinh trung wong. Cam
duing khi 14i xe, dang van hanh mdy méc hodc lam viéc noi nguy hiém (trén cao).

O mot s6 ngudi, tic dung biéu hién & dang kich thich (nhat 12 & tré con bid): M4t ngu, dé
kich dong, nhic dau, c6 khi co giat néu liéu cao.

D€ han ché tac dung khong mong mu6n trén than kinh trung uong c¢6 thé giam liéu hang
ngay hoac dung lic chiéu t6i, hodc dung loai khang H, thé hé II.

2.4.2. Do tac dung khang cholinergic

Kho miéng, hdu hong; khac dom kho; khé tiéu tién, bi déi, liet duong; r6i loan diéu tiét
thi gidc, tang 4p luc trong mat dac biét & ngudi c6 glocom géc dong, danh trong nguc;
giam ti€t sita.

2.4.3. Phan ting qud man va ddc ting

C6 thé gip qua min nghiém trong sau khi dung thudc khiang H , boi ngoai, nhat 1a khi ¢6
xuéc da. Cé qua man chéo giita cdc loai khdng H,. Biéu hién ngoai da (ban do, cham)
ngay ca khi uéng hoac tiém, mot phan dugc cat nghia boi vai tro 12 m gidi phéng histamin
cta thuoc khang H,.

2.4.4. Tdc dung khong mong muon khdc

- Trén tim mach: terfenadin, astemizol kéo dai khoang QT c6 thé dua dén hién tuong xoin
dinh, hién nay khong dung .

- Khong dung nap, thay doi huyét dp, roi loan mdu (thi€u mdu tan mau, gidm bach céu,
thodi hda bach cau hat) tang nhay cam véi anh sang.

2.5. Chi dinh va chong chi dinh
2.5.1.Chi dinh
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- Thu6c khang H, chi thuan tuy chita triéu chiing ma khong chita dugc nguyén nhan gay
ra di ing.

Thuoc khong lam thay doi phan tGng khdn g nguyén - khang thé; khong d6i khang véi
nhitng chat trung gian khac c6 vai tro rat quan trong trong di tng, shock phan vé, hen phé&
quan (nhu leucotrien). Nhu vay, thuéc khang H, han ché trong chita hen, mot s6 thuéc
phong dugc con hen (promethazin, clopheniramin, thiazinamin, diphenhydramin,
clemasin...) c6 1€ do khang cholinergic. Khang H | thé h¢ II khong khang cholinergic nhu
mepyramin diing du phong co that phé quéan khi tap luyén.

- Thuoc khang H, it hiéu qua khi can tac dung nhanh va manh (phut thanh mo6 n, phan vé
c6 hé thong).

* Chi dinh tot nhat la:

- Di ting: s6 mili mua, bénh da di ting (may day cép tinh, phii né ban do; ngta do di ting
(nhu trong cham); phut Quincke; ngita do con trung dot; di ung thudc.

- Bénh huyét thanh.

- Chi dinh khac: Chita say tau xe (promethazin, diphenhydramin, diphenhydrinat...); gy ngu
(promethazin); phoi hop vé6i thude ho dé 1am tang tac dung chong ho; kich thich an ngon
(doxylamin, cyproheptadin) hién nay khong dung; ding cung thudc khang cholinergic dé
phong tai bién do phan xa khi tham do bang ndi soi hodc khi phiu thuat (nhu khi choc
mang phoi).

2.5.2. Chong chi dinh

+ Lién quan t6i tic dung khang cholinergic: Phi dai tuyén tién liét, glocom géc hep,
nghé&n ong tiéu héa va duong niéu, nhugc co, khi dung IMAO.

+ Do tac dung gay di ung cta thudc khang histamin: Qud man véi thuoc; khong ding
thudc khang H, ngoai da khi t6n thuong da.

+0 ngudi ¢6 thai, khong ding cyclizin va din xuét (c6 thé gay quai thai).

+ Khong dung cac thudc th€ hé II nhu terfenadin, astemizol véi erythromyci n,
ketoconazol, itraconazol.

+ Khi l4i tau xe, van hanh may mac.
CAU HOI TU LUONG GIA
Trinh bay vai tro sinh ly va bénh ly cua histamin.
Trinh bay ddc diém duogc dong hoc, tdc dung cia thuéc khdng histamin thé hé 1.

Trinh bay ddc diém duoc déng hoc, tdc du ng ciia thuoéc khdng histamin thé hé II.

A b~

Trinh bay cdc tdc dung khong mong muén va dp dung diéu tri cia thuoc khdng
histamin thé hé I va thé hé II.
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Bai 34: VITAMIN

MUC TIEU HOC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:

1. Trinh bay dugc vai tro sinh Iy va dp dung diéu tri cua 3 vitamin tan trong dau:A,
D, E.

2. Trinh bay dvoc vai tro sinh 1y va dp dung diéu tri ciia 4 vitamin tan trong nudc :
B,, B,, B; va vitamin C.
1. DPAI CUONG

- Vitamin 1a nhitng hgp chat hitu co ma t€ bao ngudi va dong vat khong thé tu tong hop
(trr vitamin D), c6 mat trong thic an véi s6 lugng nho, cau tric hoan toan khac véi
glucid, protid va lipid nhung rat can thi€t cho mot s6 phan tng chuyén héa gitip duy tri su
phat trién va su song binh thudng, khi thi€u hut s& gay nén bénh 1y dic hiéu.

- Tuy theo gi6i va giai doan phét trién cta co thé, nhu cu vitamin rat khac nhau.

C6 thé gap thira hodc thi€u vitamin. Su thi€u hut vitamin d o nhiéu nguyén nhan va dong
thoi c6 thé thi€u nhiéu loai vitamin. Do vay, trong diéu tri cin phai tim nguyén nhan va
phoi hop nhiéu loai vitamin khdc nhau. Thuc t€ ¢6 thé gip thira vitamin , dic biét 1a céc
vitamin tan trong dau.

Dua vao tinh chat hoa tan trong nuéc hay dau cac vitamin dugc x€p thanh 2 nhém:

- Céc vitamin tan trong dau: vitamin A, D, E, K thai trir chdm, thlra s& gay nén bénh ly
thira vitamin.

- C4c vitamin tan trong nudc: vitamin nhém B ( B ;, B,, B;, Bs, B¢, Bg, By, B, )va vitamin C
thai trlir nhanh ra khoi co thé, nhung néu ding liéu cao ciing gay nén ngo doc.

2. CAC VITAMIN TAN TRONG DAU

2.1. Vitamin A

2.1.1. Nguon goc- cdu tric va tinh chdt

Vitamin A ¢6 3 dang: retinol, retinal va acid retionic. Retinol 12 mot ruou duéi dang ester

c6 nhiéu trong gan, bo, phomat, sita, long do6 tring. Retinal dang aldehyd cta vitamin A.
C6 3 tién vitamin A: «, B, y- caroten. - caroten ¢ nhiéu trong cl, qua ¢6 mau nhu gac,
ca rot hodc rau xanh, vao co thé, chi ¢6 1/6 luong B- caroten chuyén thanh retinol.

1E.R =6 g B- caroten = 3,3 IU vitamin A; (E.R la equivalent Retinal).

2.1.2. Vai tro sinh ly

*Trén thi gidc:

Vitamin A chu yéu la retinol va retinal déng vai trd quan trong trong hoat dong cua thi

gidc. Thi€u vitamin A s& gy ra bénh quang ga, kho mat, loét gidc mac. Acid r etinoic
khong c6 tac dung trén thi giéc.
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Co ché: trong mdu vitamin A dugc chuyén thanh trans - retinol va sau d6 thanh 11 - cis-
retinol va 11- cis- retinal. Trong béng t6i 11- cis- retinal két hop véi opsin tao thanh
Rhodopsin. Rhodopsin 1a mot sdc t6 nhady cam véi dnh sdng & t€ bao hinh nén clia vong
mac giip cho vong mac nhan dugc cac hinh anh khi thi€u dnh sang.

Khi ra 4nh sdng Rhodopsin bi phan huy thanh opsin va trans - retinal. Trans- retinal c6 thé
duoc chuyén thanh cis- retinol hoic trans- retinol di vao m4u ti€p tuc chu ky ctia su nhin.

* Trén biéu moé va té chiic da:

Dic biét acid retinoic kich thich biét héa t€ bao biéu mo, sinh tié€t nhay, c ché su simg

héa t€ bao biéu mo.

Ngudi thi€u vitamin A dé bi man cam véi cdc chat gay ung thu va cic t€ bao nén ¢ tia biéu
mo & nhitng ving khac nhau tang san r6 rét va giam kha nang biét héa. Co ché tac dung

chong ung thu ctia vitamin A van chua dugc giai thich ddy da. C6 thé vitamin A diéu hoa

su sinh tong hop protein dic biét cin thiét cho su biét hoa t&€ bao cua t6 ch tc biéu mo va
tic ch€ su nhan 1én cua t€ bao ung thu.

* Trén chiic ndang mién dich:

- Vitamin A tang stc dé khdng cta co thé. Thi€u vitamin A kich thudc cta t6 chiic
lympho thay d6i. B-caroten lam tang hoat dong cua t€ bao diét (Killer cell), tang su nhan
lén ctia t€ bao lympho B va T.

* 3-caroten c6 tac dung chdng oxy héa manh dugc st dung trong phong va chong 1do hoa.
Tham gia cu tao hat vi thé dudng chap (Chylomicron).

2.1.3. Ddu hiéu thiéu hut vitamin A

Nhu ciu hang ngay & ngudi 16n can 4000 - 5000 don vi/ ngay, tré em tir 400- 1000  don
vi/ ngay.

Khi thi€u vitamin A ¢6 cdc triéu ching: tang simg héa bi€éu mo, da kho, thodi hoa tuyén
mo hoi, nhiém tring da, quing ga, kho mang ti€p hop, kho gidc mac c6 thé gap viem loét
gidc mac dé din dén mu loa va co thé d & bi nhiém trung ho hap, tiét niéu, sinh duc va
cham I6n, chan an.

2.1.4. Ddu hiéu thira vitamin A

Uong liéu cao kéo dai dé gay thira vitamin A, biéu hién: da kho, tréc vdy, ngita, viem da,
rung téc, dau xuong, tang ap luc noi so, dau dau, chan an, mét moi, d € bi kich thich va cé
thé gap xuat huyét.

2.1.5. Duoc déong hoc

Trén 90% retinol trong khdu phan an dudi dang retinolpalmitat. Nhd enzym lipase cia tuy
ester nay bi thuy phan giai phéng retinol dé hap thu. Retinol duoc hap thu hoan toan &
rudt nho protein mang retinol CRBP (cellular retinol binding protein). Trong mau retinol
gan vao protein di vao cdc t6 chic va duge du trit & gan, gidi phong ra protein mang
retinol. Vitamin A thai qua mat duéi dang lién hgp véi acid glucuronic va c¢6 chu ky gan -
rudt. Khong thay dang chua chuyén héa trong nudc tiéu.
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2.1.6. Chi dinh va liéu dung
* Chi dinh:

- Bénh kho mat, qudng ga, tré cham 16n dé mac cdc bénh nhiém tring, suy dinh dudng,
bénh Kwashiorkor.

- Bénh triing c4, da, toc, méng kho, bénh 4 sing, bénh vy nén, cic vét thuong, vét bang.
- H6 tro trong diéu tri ung thu da, c¢6 tir cung, dai trang, phéi va phong -chéng 130 hod .

* Ché phdm va liéu ding:

- Vién nang, vién nén 5000 ; 50000 don vi.

- Vién nang dau ca chita luong vitamin A khdc nhau tuy ting ché pham va thudng dao
dong tir 200-800 don vi.

- U6ng 5000 don vi mdi ngay hoic cdch 10 - 15 ngay uéng 50.000 don vi.

- Phu nit ¢6 thai uéng dudi 2500 don vi/ ngay.

2.2, Vitamin D

2.2.1. Nguén goc- cdu triic- tinh chdt

- Vitamin D, 1a hén hop chong cdi xuong, tén mang tinh chat lich sur.

- Ergocalciferol (D,) c6 ngudn goc téng hop thudong duoc dung trong diéu tri.

- Cholecalciferol (D;) ¢6 ngudn goc tu nhién c6 thé chiét xudt tir dau gan c4 va mot s6 cay
ho ca (Solanaceae) hoic co thé tu tong hgp dudi tic dung cla tia cuc tim.

- Vitamin D dugc coi nhu mdt hormon vi:

. Pugc téng hop & dudi da di vao mdu dén co quan dich tao nén tic dung thong qua
receptor dac hiéu.

. Hoat tinh enzym hydroxylase xtc tdc cho qua trinh chuyén héa vitamin D tao thanh chat
c6 hoat tinh dugc diéu hoa theo co ché diéu khién nguoc thong qua néng do ion calci
trong mau.

- Vitamin D, va D; dé bi phan huy bdi anh sang, oxy, acid.
2.2.2. Vai tro sinh ly

- Tang hap thu calci ¢ rudt va tdi hdp thu calci & 6ng than do kich thich tang si nh cac
carrier van chuyén calci. Phoi hop véi hormon can giap diéu hoa ndng do calci trong mau.

- Tang tich tu calci trong xwong, gidm bai tiét phosphat va gitip chuyén phosphat hitu co
thanh phosphat vo co.

- Oxy hoa citrat gitp cho su hoa tan phiic hop calc i va diéu hoa nong do calci.
2.2.3. Ddu hiéu thiéu vitamin D

Thi€u Vitamin D c6 thé do gidm hap thu & ruot, suy can gidp, dung thudc tc ché enzym
gan, ngudi it ti€p xdc vdi nang. Thi€u vitamin D c6 d4u hiéu giam calci va phosphat trong
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méu, c6 thé gap con ha calci mdu. Thi€u lau dai din dén coi cuong & tré em va nhuyén
xuong & nguoi 16n.
2.2.4. Ddu hiéu thira vitamin
Tré duéi 1 tudi dung lién tuc 400 don vi/ ngay. Tré trén 1 tudi dung lién tuc trén 1000 don
vi / ngay c6 thé gay ngd doc. Liéu trén 50.000don vi / ngay c¢6 t hé gay ngd doc ca tré em
va nguoi 16n. Khi ngd doc ¢ biéu hién tang calci mau, chdn dn, mét moi, dai nhiéu, khat
nudc, non, ia chay, roi loan tam than. Tang calci mau kéo dai gy calci hoda céac tang va
c6 thé gap suy than. Gap ngd doc phai ngling uéng vita min D, c¢6 ché do an it calci, dung
glucocorticoid va truyén dich.
2.2.5. Duoc dong hoc

Vitamin D duoc hap thu & rudt non; D5 hap thu t6t hon D,. Trong mau vitamin D dugc
gan vao a - globulin va duoc tich lu§ & gan va t6 chiic md. D€ tao thanh chat ¢6 tac dung,
vitamin D dugc hydroxyl héa qua 2 giai doan. 0 gan duoc chuyén thanh 25 -
hydroxycalciferol hay calcifediol sau d6 di vao mau dén than bi hydroxyl héa lan thi 2
tao thanh 1, 25 dihydroxylcalciferol hay calcitrol c6 hoat tinh. Enzym tham gia phan ting
hydroxyl héa vitamin D & gan va than c6 thé gay cam tng hodc tang hoat tinh boi su thi€u
vitamin D, calci, phosphat, hormon can gidp, prolactin va estrogen.

Thai trir cht yéu qua mat, phan nho thai qua nuée tiéu. Thudc héa c6 chu ky gan ruot.
2.2.6. Chi dinh- ché phdm va liéu diing

* Chi dinh:

- Phong va chong coi xuong & tré em, phong va chong loang xuong, nhuyén xuong &
ngudi 16n, nguoi gay xuong lau lanh.

- Phong va chdng co giat trong suy can giap.

- Hoi ching Fanconi.

* Ché phdm va liéu ding

Mot don vi quéc t€ vitamin D bang 25 nanogam ergocalciferol hoac colecalciferol. Hién
nay c6 nhiéu ch€ pham dang vién nang, vién nén, dung dich u6éng hoic tiém béip chita

ergocalciferol, colecalciferol, alfacalcidol, calcitriol, hoac dihydrotachysterol ham luong
khic nhau.

- Phong bénh (tré em): uéng 500- 1000 don vi/ ngay hoac cdch 6 thang udéng li€u duy nhat
200.000 don vi.

- Diéu tri coi xwong: uéng 10.000 - 20.000 don vi (chia 3 14n/ ngay). Nguoi 16n uéng 400 -
800 don vi/ ngay.

- Chong co giat do suy can gidp: uéng hoac tiém bap 50. 000- 200.000 don vi/ ngay. Tudn
dung 2 lan.

2.3. Vitamin E

2.3.1. Nguoén goc- cdu triic- tinh chdt
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Vitamin E gom 3 dang: a, B va y- tocopherol cé céu tric va tic dung dugc 1y tuong tu
nhau. Riéng a- tocopherol chi€ém 90% lugng tocopherol trong t6 chitc va ¢6 tac dung sinh
hoc cao nhat nén duoc st dung nhi€u trén 1am sang.

D - a- tocopherol c6 hoat tinh manh hon L - a tocopherol, 1 mg d- a- tocopherol = 1,5
don vi vitamin E.

Vitamin E ¢6 nhiéu trong cdc hat ngii coc, lda mi, ngo, dau, gid d6, dau lac, dau olive, rau
xanh, gan, m&, bo, long do tring, bi tir tir mat tic dung trong khong khi, tia cuc tim, nhiét
do cao, FeCl; va peroxid.

2.3.2. Vai tro sinh ly
- Tang san xuét tinh trang va kha nang thu thai, 1am t6 cta tring da thu thai.

- Ngan can su tao thanh goc tu do, lam viing bén mang t€ bao dac biét khi ¢c6 mat vitamin
C va céc chat ¢6 chita nhém SH.

- Tang hap thu va du trit vitamin A, nhung lai lam giam mdt so triéu ching cua su thira
vitamin A.

2.3.3. Ddu hiéu thiéu hut

Nhu ciu hang ngay ctia nguoi 16n 1a 10- 30 mg. Thi€u hut kéo dai s€ gap m ot so triéu
chiing sau: giam phan xa, that diéu, giam nhay cam xuc gidc, yéu co, teo co phi dai, giam
san xudt tinh trung, giam kha nang thu thai, doa x4y thai, dé non, ton thuong co tim ,
thi€u mau, tan mau va rung giat nhan cau.

2.3.4. Ddu hiéu thira vitamin

Dung liéu cao trén 300 don vi/ ngay c6 thé gay buén non, non, ddy hoi, di 10ng, viém rudt
hoai tit. Tiém tinh mach c6 thé gay rdi loan chiic ning gan - than, do d6 hién nay khong
dung.

2.3.5. Duoc dong hoc

Sau khi thuy phan & rudt non, thong qua cac hat vi dudng chap di vao dong bach huyét
vao m4u. Trong m4u gian vao B-lipoprotein va duoc phan phéi vao hiu hét cdc t6 chiic. Du
trit nhiéu trong gan va té chitc m&. Di qua hang rao rau thai kém.

2.3.6. Chi dinh va liéu dung

% Chi dinh:

- Doa x4y thai, phu nit bi x4y thai lién ti€p,vo s inh

- Teo co ; thi€u mau, tan mau, bénh xo ciing bi & tré em va lipid mau cao.

- Chong 3o héa: vitamin E dugc ph6i hop v6i coenzym Q, acid amin chita luu huynh
hoac - caroten, vitamin C va selen.

- Can thi tién trién do giam su oxy hod clia - caroten.
- Ching dai dam sau dé hoac r6i loan kinh nguyét.

* Ché pham va liéu dung:
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- Ché pham :
Vién nang: 200, 400, va 600 mg;vién nén hodc vién bao duong: 10, 50, 100 va 200 mg;
Ong tiem : 30, 50, 100 hodc 300 mg/mL

- Liéu luong: Thudc ¢6 thé uéng hodc tiem bap. Liéu thudng ding cho ngudi c6 biéu hién
thi€u hut cao gap 4- 5 1an nhu cau hoac 40-50 mg/ngay.

2.4. Vitamin K (xem bai "thuéc tac dung trén qua trinh dong mau")

3. CAC VITAMIN TAN TRONG NUGC

3.1. Vitamin B, (thiamin, Aneurin)

3.1.1. Nguon goc, cdu tric va tinh chdt

C6 nhiéu trong men bia (6- 10 mg/ 100g), cdm gao, dau tuong. Ngoai ra c¢6 luong nho
vitamin B, trong sita, triing, thit nac, gan, than.

Khong 6n dinh véi 4nh sang va do 4m. MAt hoat tinh trong moi trudng trung tinh va base.

On dinh tinh chét & pH = 4.

Enzym diphosphatkinase xiic tdc cho su chuyén héa thiamin thanh thiamin pyrophosphat
bi tic ché bdi cac chat khang thiamin: neopyrithiamin va oxythiamin.

3.1.2 . Vai tro sinh ly

- Dang hoat tinh cua thiamin 1a thiaminpyrophosphat c¢6 vai trd mot coenzym cua

decarboxylase, transketolase gitip cho qua trinh chuyén héa pyrurat, o- ketoglutarat thanh
cic aldehyd va acid carboxylic va chuyén héa pentose trong chu trinh

hexosemonophosphat. Khi thi€u thiamin néng d¢ pyrurat trong mdu tang cao va
transketolase trong hong cau giam ro rét.

- Tham gia tong hgp acetylcholin va khir carboxyl ctia valin, leucin va isoleucin.

3.1.3.Ddu hiéu thiéu hut

Khi thi€u vitamin Bl ¢6 thé 1am cho co thé mét moi, chdn an, giam tri nhé, dau, viém
day than kinh, giam truong luc co.

Néu thi€u niang va kéo dai c6 thé din dén bénh té phu Beri-Beri va suy tim, ngly nay it
gap.

3.1.4.Duoc déong hoc

Hap thu & rudt nhd qué trinh van chuyén tich cuc, liéu cao c6 thé khuéch tdn thu dong qua
niém mac rudt. Bdo hoa ngudng hap thu vdi liéu 8 - 15 mg nhung chia nho liéu va uong rai
rac cung véi thic an s€ tang su hap thu.

Thiamin dugc tap trung cao nhat & gan, ndo, than, tim. Khi cic mé qua nhu cau thiamin
s& bi thai trlir qua nuéc tiéu dudi dang chua chuyén héa, hoidc dang pyrimidin.

3.1.5.Chi dinh va liéu diung

* Chi dinh:
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- Bénh té phu Beri- Beri
- Viém dau day than kinh, dac biét & nguoi nghién ruou, phu ni c6 thai.
- Rdi loan tiéu héa: chén an, kho tiéu, ia chay kéo dai, viém loét dai trang.
- Bénh tim mach, nguoi c6 ché do nuoi dudng nhan tao va nhuge co.
* Liéu dung:
- Trung binh nguoi 16n udng 0,04 - 0,1g/ ngay hodc tiém bap 0,05 g/ ngay.
- Liéu cao 0,1- 1,0g/ ngay (chia 2- 3 14n) dung dé diéu ti viem day than kinh, dau khép,
dau minh may.
- Khi nhu céu st dung glucid tang thi can tang li€u lugng thiamin. C& 1000 calo c6 nguén
tr glucid can 0,5 mg thiamin.
* Khong tiém truc ti€p vitamin B, vao tinh mach gay shock c6 thé din dén tir vong. C6 thé
pha 100 mg thiamin trong 1 lit dung dich glucose dé nho giot tinh mach.
3.2. Vitamin B, (Riboflavin) va vitamin B ; (Pyridoxin)

- Vitamin B,: c6 mau vang va c6 mat trong hau hét cdc thuc pham, vi khudn & ruot c6
kha ning téng hop vitamin B,. It tan trong nuéc hon céc vitamin nhém B khdc va dé& bi
phan huy trong moi trudng nudc va base, 1a thanh phan cau tao nén Flavomononucleotid
(FMN) va Flavoadenindinucleotid (FAD). FMN va FAD la cofactor cua cyt - c- reductase,
oxydase va dehydrogenase gitip ting cudng chuyén héa glucid, lipid, protid va vén
chuyén dién tir trong chudi ho hép t€ bao.

It gap thiéu hut riéng ré& vitamin B,. 0 nhitng nguoi nuoi dudng nhan tao, viém da, niém
mac, thi€u m4u va r6i loan thi gidc c6 thé uéng vitamin B, (5- 10 mg/ ngay).

- Vitamin B : c6 mit trong nhiéu loai thuc phdm giong vitamin B, va rat dé phan huy &
nhiét do cao hoac ti€p xuc véi chit oxy hoda hay tia cuc tim. Dudi su xidc tic cua
pyridoxalkinase, vitamin B, chuyén thanh pyridoxalphosphat mot coenzym cua
transaminase, decarboxylase va desaminase. Ngoai ra, vitamin B 4 con tham gia tong hop
GABA va chuyén héa acid oxalic, vitamin B ,,, acid folic.

C6 thé gap thi€u vitamin By & ngudi suy dinh dudng hoic dung INH, hydralazin,
pencilamin...

Thuéc ®-Tc drng ®-éng ueng, tim b¥p hokc d-ii da 0,05 - 0,1g/ nguy cho nh+ng ng-éi
ca vi#m doy thCn kinh ngo®i vi, thCn kinh thP gi, c, x- v+a ®ng mich, ®ng Kinh, chang
moba vén & trl em, ng-&i say tuu xe, vi2m ni2m mic midng, thidu m_u, gifm bch cCu hit
hofkc khi ding kim 1 sé thuéc.

3.3. Vitamin B; (acid nicotinic, Niacin, vitamin PP): Xin xem byi thuec h* lipoprotein
m, u.

3.4. Vitamin B; va B,

It gp thiOu hot 2vitamin npy rieng ri
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Vitamin B5 (acid panthothenic) :

Ca& mét trong hCu hOt c,c lo%i thic phEm, Iy thunh phn rEt quan trang cEu t'o n@n
coenzym A, giop cho st chuyOn haa glucid, lipid, teng hTp c,c sterol trong ®a ca hormon
steroid v porphyrin. Thuec ®-Tc ch ®nh trong rei lo*n chuyOn haa do c, ¢ nguy2n nhén
kh,c nhau, bOnh ngopi da, chang mét do kh,ng sinh aminoglycosid gly ra, phng vy
cheng sec sau ma vy vi#m nhiOm ®-éng h« hEp.

Vitamin B (vitamin H, Biotin):

Ca nhiOu trong c_c phfi ting, IBng ®4 treng, c_, c.C loti ht vy Iy cofactor cha enzym
carboxylase tham gia ph{n gng kho carboxyl cfa 4 c- chEt: Pyrurat - CoA, acetyl- CoA,
Propionyl- CoA vu - methylcrotonyl- CoA gidp cho su chuy0n~ héa glucid v lipid. Tuy
nhian, vitamin B8 th—éng ®u-c chf ®@nh trong bOnh da t'ngt i0t b- ‘nhén, bOnh nh@n ca
chO ®é “'n nhén t*o vy thiOu hét enzym pho thuéc biotin ca tinh di truyOn.

3.5. Vitamin C (acid ascorbic)

3.5.1. Nguon goc- tinh chdt

- Ca trong hCu hot rau, quy ®/EcAbi0t trong rau cfli xoong, cam, quyt, chanh, b-€i, cu chua.
Tan m1nh trong n-ic nh-ng dO bd phOn hul béi nhilt ®é, c,c chEt oxy haa vy trong m«i
tr-éng base.

3.5.2. Vai tro sinh ly

Trong c- tho, acid ascorbic bp oxy haa t*o thunh acid dehydroascorbic VvEn cRn @Cy ®f
ho*t tinh vy 2 ®iOn t6. 80y Ip phin gng thuEn nghbch.

Nhé ca nham endiol trong phn t6 n®n vitamin C I cofactor cfia nhiOu ph{n gng oxy haa
kho quan trang trong su teng hp collagen, carnitin, chuyOn acid folic thunh acid folinic,
gc chO hyaluronidase Ipm v+ng bOn thunh mch.

- ChuyOn dopamin thunh noradrenalin, teng hTp serotonin t0 tryptrophan, teng hip
hormon th-Tng thEn vy su teng hTp collagen, proteoglycan v ¢, ¢ thunh phCn h+u c- kh_c
é r’'ng, X--ng, néi m« mao mich.

- Gi6p chuylOn Fe*® thunh Fe*? lum t"ng st hEp thu s¥t & ruét.

- Ngoi ra, vitamin C cBn ca t,c dong hiOp ®ang vii vitamin E, B- caroten, selen lum ng™n
cfn su t*o gec tu do gOy ®éc t0, bpo t'ng teng hTp interferon, gifm nhy cfm ciia t0 buo
vii histamin.

3.5.3. Ddu hiéu thiéu hut

- Thilu trCm trang vitamin C g©y bOnh Scorbut - nguy nay Yt gfp, ®i0n hxnh c& dEu hilu:
chfy m_u d-T1i da, r'ng m|Ong rong r''ng, t'ng sdng haa nang l«ng, vim ITi . - Thilu voa
phfi bilu hin: mot mai, viem ITi, ming, thibu m_u, gifm sgc ®0 kh_ng d0 bp nhidm
tring.

3.5.4. Ddu hiéu thira vitamin C

Tuy it tich luti, nh-ng khi dng liu cao tr3n 1g/ ngpy vy dui ngpy ca th0 gfp thda vitamin
C, biOu hiOn: mEt ngfi, kich ®éng, ®i lang, vidm lobt d duy - ruét, gifm sec bOn hang cCu
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ca thO gOy tan m_u ®%kc bilt & ng-&i thilu G (PD. Ph6 n+ mang thai ding liOu cao dyi nguy
c& th0 gOy bOnh Scorbut cho con. C& thd gfp sai thEn oxalat do dehydroascorbic chuyOn
thunh acid oxalic viu  t"ng huy0t _p.

3.5.5. Chi dinh va liéu dung

* Ch{ @nh:

- Ph3ng vt ®i0u trb bOnh Scorbut, chfy m, u do thiu vitamin C.

- T"ng s@c @0 kh_ng trong nhidm tring, nhid m ®éc, thai nghdn.

- Thiu m_u, db sng v ng-€i nghiOn r-Tu, nghidn thuéc I .

* LiOu ding:

- Ueéng trung bxnh 0,2- 0,59/ ngyy, n2n chia liOu nha uéng nhiou ICn trong ngpy.

- Ti#m d-Ti da hokc tUnh mxch kh«ng v-Tt qu, 1g/ ngpy. Cho y ca thO gkp schock khi
ti#m, ®&c bilt khi ti#gm tinh mich.

- TrT em dng mét nda lidu ng-&i lin.

CAU HOI TU LUONG GIA
Trinh bay vai tro sinh ly va dp dung diéu tri ciia vitamin A.
Trinh bay vai tro sinh ly va dp dung diéu tri cia vitamin D.
Trinh bay vai tro sinh ly va dp dung diéu tri cia vitamin E.
Trinh bay vai tro sinh ly va dp dung diéu tri ciia vitamin B ,.

Trinh bay vai tro sinh ly va dp dung diéu tri cia vitamin B , va vitamin By.

SR~

Trinh bay vai tro sinh 1y va dp dung diéu tri cia vitamin C.
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Bai 35: HORMON VA THUOC KHANG HORMON

MUC TIEU HOC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:

1. Trinh bay duogc co ché tic dung va dp dung diéu tri ciia hormon gidp trang va
khang gidp trang tong hop.

2. Trinh bay duoc tdc dung va co ché’tdc dung cuia i nsulin
3. Trinh bay duoc co ché'tac dung, dp dung ldm sang ciia glucocorticoid.

4. Phdn tich duoc tdc dung khéng mong mudn cua corticoid, cdch theo doi va du
phong.

5. Néu duoc tac dung va dp dung diéu tri ctia androgen va thudc khdng androgen.
Néu duoc tdc dung va dp dung diéu tri cia estrogen va thuoc khdng estrogen.

7. Trinh bay duoc tdc dung va dp dung diéu tri cia progesteron va thudc khdng
progesteron.

8. Trinh bay duoc tdc dung va dp dung diéu tri ciia cdc thudc chong thu thai.

1. HORMON TUYEN GIAP
Tuyén gidp san xudat 2 loai hormon khac nhau:

- Thyroxin va triiodothyronin ¢6 vai trd quan trong trong su phat trién binh thudng cua co
thé va chuyén héa nang lugng.

- Calcitonin (thyrocalcitonin) 12 hormon diéu hoa chuyén héa calci va phospho.
1.1.Thyroxin va triiodothy ronin (T4 va T3)

1.1.1. Tac dung sinh ly

- Diéu hoa phit trién co thé: kiém tra hau hét cic qud trinh téng hop protein va su phat
trién ctia hé than kinh. Rat nhiéu enzym chuyén héa lipid, protid va glucid chiu 4nh
hudng cta thyroxin. Thi€u thyroxin thi enzym gia m hoat dong.

- Lam tang qu4 trinh chuyén héa clia co thé, dic biét 1a chuyén héa ciia céc t6 chic tim,
gan, than. C6 vai trd quan trong trong tao nhiét va di€éu hoa than nhiét cua dong vat dang
nhiét.

Khi chitc phdn tuyén gidp kém thi gay phit niém dich, chuyén héa co s& gidm, than nhiét
ha, rung téc, mach cham, ruot giam nhu dong, kém an, stc khoé va tri khon giam (& tré
em, goi la ching dan don). Ngoai cac triéu chung trén, tré cham 16n, tuyén gidp to ra vi
tuyén yén van bai ti€t thém cdc chat kich thich tuyén gidp. Trong tuyén diy chat dang
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keo, nhung rét kém vé s6 luong hormon. O vai viing nii, nuéc udng it iod cling gay budu
c6 dia phuong. Binh thudng méi ngdy ta can 0,075 g iod.

Khi cuong tuyén thi gay Basedow: budu c6, mét 16i, tay run, mach nhanh, cholester ol-
mdu giam, chuyén héa co s& tang (vuot trén 20%). Thyroxin mau ting, nhung vi c6 roi
loan tién yén- gidp, nén tuyén gidp van to ra (cing c6 truong hop khong to).

Té bao tuyén cé thyreoglobulin, khi bi thuy phan sé€ cho thyroxin (3,5 diiodothyrozin - T,)
va 3, 5, 3' triiodotyronin (T;). Ty 1é T,/ T; trong thyreoglobulin 1a 5/1, nghia la phan 16n
hormon duogc giai phéng la thyroxin, con phan 16n T tuan hoan trong mau lai la tir
chuyén héa ngoai bién ctia T,. Tdc dung clia T; manh hon T, 3- 4 lan. trong huyét tuong,
T, va T, gan vao thyroxin- binding globulin (TBG), dang tu do cua T, chi bing khoang
0,04% tong lugng va T 1a khoang 0,4%.

HO o CH,CHCOOH

I | NH>

Thyroxin (Ty)

Su khtr iod ctia T, c6 thé xdy ra & vong trong, tao ra 3, 3°, 5° triodotyronin, dugc goi 1a T 4
nguoc (reverse T; hoac r T;), khong c6 hoat tinh. Thuoc chen f, corticoid, déi lau ngay,
tic ché€ enzym chuyén T, thanh T, 1am giam lugng T, va lam tang r T, trong huyét tuong.

Hormon TSH diéu hoa su thuy phan thyreoglobulin va su nhap iod vao tuyén gidp. Nguoc
lai dam do thyroxyn va 3, 5, 3' triod tironin trong huyé t tuong di€u hoa su tié€t TSH.
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Trong huyét tuong, c6 mot gama globulin tong hop trong lympho tic dong ciing tuong tu
nhu TSH, nhung thoi gian 1au hon, d6 1a yéu t6 L.A.T.S. (long - acting thyroid stimulator).
1.1.2. Chi dinh va ché phdam
Hai chi dinh chinh la suy tuyén gidp (hay myxoedéme) va bu6u cé dia phuong.
- Thyreoidin; bot tuyén gidp kho cua dong vat (¢6 0,17 - 0,23% iod), uéng 0,1- 0,2g moi
1an, modi ngay uéng 2- 3 1an. Liéu t6i da mot 1an 0,3g, mot ngay 1,0g.
- Thyroxin: vién 0,1 mg; dung dich uéng 1 giot =5 pg. Ubng liéu dau 0,1 mg. Sau ting
dan ting 0,025 mg.
- Kali iodid: tron 1 mg vao 100 g mudi an thudng goi 1a mudi iod dé du phong buéu cé
dia phuong.
- Levothyroxin (Levothyrox, Thyrax, Berithyrox) vién nén 25 - 50- 100- 150 pg.
La ché phdm téng hop c¢6 nhiéu vu diém nén la thudc dugc chon lua trong diéu tri: thudc
c6 tinh 6n dinh cao, thuan nhat, khong c6 protein ngoai lai nén khong gay di tng, dé xac
dinh nong do trong huyét tuong, thoi gian ban thai dai (7 ngay), gid thanh ha.

Liéu luong: di tir liéu thap, ting din timg 25 pg tuy theo tinh trang bénh va tudi bénh
nhan.

1.2. Calcitonin

1.2.1. Tac dung sinh ly

La hormon lam ha calci mau, c6 tadc dung ngugc véi hormon can gidp trang, do "t€ bao C"

cta tuyén gidp bai ti€t. La mot chudi da peptid hoac gébm 32 acid amin cé trong luong
phan tir 1a 3600. Tac dung chinh & ba noi:

- Xuong: tic ché tiéu xuong bang tic ché€ hoat tinh clia cdc huy c6t bao (ostéoclaste), dong

thoi 1am tang tao xuong do kich thich tao c6t bao (ostéoblaste).

- Than: gay tang thai trir calci va phosphat qua nudc ti€u do tdc dung truc tiép. Tuy nhién,
do tc ché tiéu xuong nén calcitonin 1dm gidm bai tiét Ca **, Mg** va hydroxyprolin qua
nudc tiéu.

- Ong tiéu héa: 1am tang hap thu calci

Tom lai, calcitonin nhu mot hormon du trit, hormon tiét kiém calci vi né lam ngling su
huy xuong va lam tang hap thu calci qua tiéu hoéa.

1.2.2. Chidinh

- Calcitonin c6 tac dung lam ha calci- mau va phosphat- mau trong cac truong hop cuong
can giap trang, tang calci mau khong rd nguyén nhan & tré em, nhiém doc vitamin D, di

can ung thu gay tiéu xuong, bénh Paget (ca dong hda va di hda clia xuong déu tang rat

manh).

- C4c bénh loang xuong: sau man kinh, tudi cao, ding corticoid kéo dai.
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- Ngoai ra, calcitonin con c¢6 tic dung giam dau xuong, dugc dung trong cac di can ung
thu.
1.2.3. Tdc dung khong mong muon
- Triéu chdng tiéu héa: budn non, non, tiéu chay, dau bung
- Triéu ching vé mach mau: néng mat, d6 mat, néng chi va cé cam giac kién bo.
- Than: di tiéu nhiéu lan, da niéu
1.2.4. Ché phdm
- Calcitonin: 100 UI/ ngay d4u, sau giam xuéng 50 Ul méi tuan 3 lan.
- Calcitonin ctia cd hoi (salmon): Miacalcic
6ng 1 mL chita 50 UI- chai xit dinh liéu 50 va 200 UI.
Tiém dudi da hoac xit vao mii 50- 100 UI moéi ngay hoic cach ngay.

Calcitonin ctia cd h6i manh hon calcitonin ctia nguoi va lon tir 10 - 40 1an va tac dung lau
hon 10 lan.

1.3. Thuéc khang giap trang tong hop

Qua trinh téng hop thyroxin ¢6 4 giai doan:

- Gan iodid vo co vao tuyén (iodid 1a iod dang ion I°)

- Oxy hoa iodid thanh iod tu do

- Tao mono- va diiodotyrosin (MIT- DIT)

- Ghép 2 iodotyrozin thanh L - thyroxin- tetraiodotyrosin T, (TIT) (xem hinh )

Thuéc khang gidp trang dugc dung dé chita cudng gidp (bénh Basedow). C6 thé chia
thanh 4 nhom:
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huyél tuong peroxydase iodinase ‘X cap doi (FenT3)
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Thyroglobulin

Tuyé&n gidp
Hinh 35.1.Vi tri tic dung cua thudc khang giap trang
MIT : monoiodotyrosin, DIT : diiodo - tyrosin
(1): Thiocyanat, perclorat
(2): Nhom thiamid carbimazol, benzylthiouracil, propylthiouracil, methimazol
(3).: Lithium

1.3.1. Thuéc vrc ché gan iodid vao tuyén

Uc ché qud trinh van chuyén iod nhu thiocyanat (SCN ), perclorat (ClO,’), nitrat. Doc vi
thuong gay mat bach cau hat, khong duoc dung trong 1am sang.
1.3.2. Thuéc irc ché truc tiép tong hop thyroxin: Thioamid
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1.32.1. Coché

Loai nay khong tc ché gin iod vao tuyén gidp, nhung tic ché€ tao thanh céc phiic hop hitu
co cua iod do tc ch€ mot s6 enzym nhu iod per oxydase, cic enzym oxy hoéa iod. Vi vay
tuyén khong téng hop duoc mono - va diiodotyrosin.

1.3.2.2. Doc tinh
Dung thudc tc ché tong hop thyroxin kéo dai, lugng thyroxin giam, 1am tuyén yén tang

ti€t TSH. TSH tang, kich thich tuyén gidp nhap iod, lam tang sinh, dan d€ n ching phu
niém (tuyén gidp chita nhi€u chat dang keo, nhung it hormon)
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Nhom thudc nay it giy tai bién. Tai bién nang nhit la giam bach cau hat (0,3 - 0,6%)
thudng x4y ra sau vai thang diéu tri. Vi vay cin kiém tra s6 luong bach cau c6 dinh ky va
nén ding thu6c ngat quang.

Cac tai bién khdc: phat ban, sot, dau khép, nhitc dau, buon noén, viém gan, viém than.
Thudng ngimg thudc hoidc déi thudc khic sé hét.

1.32.3. Ché'phim
Céc loai thudc nay thudng dugc ding & 1am sang dé chita cudng tuyén gidp, gom:

- Aminothiazol: méi ngay 0,6- 0,8g. Giam dan, roi dung liéu duy tri 0,2g. Hién nay it
dung vi doc.

- Thio- uracil: méi 1an 0,5g. M6i ngay 2- 3 14n, tai bién 5,8%.

R = CH; metyl thiouracil (MTU)
R =CH;, propyl thiouracil (PTU)
R = CH, - CH; benzyl thiouracil (Basden)

- Thiamazol (Basolan): méi ngay uong 15 - 60 mg. Tai bién 3,4%.

- Carbimazol (Neomecazol): méi ngay uéng 15- 60 mg. Vao co thé chuyén thanh
methiazol, chat nay manh gdp 10 1an PTU nén ua dung hon.

1.324. Cachdung

Uong thudc lam 3 giai doan:

- Tan cong: 3- 6 tudn véi liéu 150- 200 mg

- Duy tri: 3- 6 thang vdéi liéu 100 mg

- Clng c6: hang thang. Liéu hang ngay bang 1/4 li€u tan cong.
1.3.3. Iod

Nhu cdu hang ngay 1a 150 pg. Khi thic dn khong cung cap du iod, s& gay budu c6 don
thuan. Trai lai, khi luong iod trong mau qua cao s€ lam giam tic dung cta TSH trén
AMPv. Lam giam giai phong thyroxin.

- Chi dinh: chuén bi bénh nhan truéc khi mé cét tuyén gidp.

- Dung cung véi thuoe khang gidp trang va thudc phong toa B adrenergic trong dié€u tri
tang nang tuyén giap.

- Ché pham: dung dich Lugol (iod 1g, kali iodid 2g, nuéc vira di 20mL), uéng XXX giot
moi ngay (XX giot chita 10mg iod).

- Doc tinh: thuong it va hoi phuc khi ngiing dung: tring cd, sung tuyén nudc bot, loét
niém mac, chay mii... (tuong tu nhu nhiém doc brom)
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1.3.4. Phd huy to chiic tuyén: iod phong xa
1.3.5. Thuéc phong tod hé adrenergic

Nhiéu triéu chiing ctia cudng gidp 1a cuong giao cam. Vi vay dung guanethidin, reserpin.
Nhung t6t hon cé la thudc chen B propranolol. Nhém thudc nay chi ¢6 tic dung chita triéu
ching, khong tac dung vao tuyén.

2. HORMON TUYEN TUY
bao Langerhans cua tuyén tuy c6 4 loai t€ bao bai tiét:
- T€ bao A (o) chi€ém 20%, tiét glucagon va proglucagon
- T€ bao B (B) chi€ém 75%, tiét insulin, proinsulin va C peptid
- Té bao C ( 8) chiém 3%, ti€t somatostatin
- T€ bao F (PP) chiém < 2%, tiét pancreatic polypeptid (PP)
Bai nay chi trinh bay 2 hormon quan trong 12 insulin la glucagon.
2.1. Insulin

Insulin 12 mot protein c¢6 trong luong phan tir 1a 5800 Da, gébm 2 chudi peptid A (21
acid amin) va B (30 acid amin) n6i v6i nhau bang 2 cdu disulfid. Toan bo tuyén tuy cia
ngudi ¢6 8 mg insulin, tuong duong 200 don vi sinh hoc. Khi déi, tuyén tuy ti€t khoang
40 pg (1 don vi) insulin vao tinh mach ctra. Glucose 1a tic nhan chu yéu gay tiét insulin,
thoi gian ban thai trong huyét tuong 1a 5- 6 phit véi insulin va khoang 17 phit véi
proinsulin. Insulin bi gidng héa chi yéu & gan va than do bi cat dudng noi disulfid gitta
chudi A va B bdi insulinase.

2.1.1. Tdc dung va co ché

Insulin diéu hoa duong huyét tai cic mo dich chu yéu la gan, co va md. Insulin 12 hormon
chi yéu kiém tra su thu hoéi, st dung va du trit cac chét dinh dudng cho t€ bao. Insulin
kich thich cdc qua trinh dong hoéa ctlia t€ bao (st dung v a du trit glucose, acid amin, acid
béo), dong thoi tc ché cdc qua trinh di hda (phan huy glycogen, m& va protein). Tac dung
chung 1a kich thich van chuyén cdc co chat va ion vao trong t€ bao, hoat héa va bat hoat
cac enzym dac hiéu.

Glucose nhap vao t&€ bao bang su khuéch tan thuan lgi nhd vao cdc chit van chuyén
glucose (glucose transporters - GLUT):

GLUT 1 ¢6 6 moi mo, dic biét 1a hong ciu va nio
GLUT 2 ¢6 6 t€ bao P cua tuy, & gan, than, ruot
GLUT 3 ¢6 6 nao, than, rau thai

GLUT 4 ¢6 6 co va m6 m&

GLUT 5 ¢6 6 ruot va than
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Glucose dugc sit dung 12 nhd vao hé thong enzym hexokinase dé chuyén thanh glucose -
6- phosphat (GGP). Sau d6 G6P s& chuyén thanh glycogen dé du trit hodc bi oxy hoa dé
cung cép nang luong cho mo. Hexokinase IV 1a mot glucokinase duoc thdy k ét hop véi
GLUT 2 trong gan va t€ bao 3 cua tuy; hexokinase II lai duogc thay két hop v6i GLUT 4
trong t€ bao co van, co tim va mé md. Ca 2 hexokinase nay déu duoc diéu hoa boi insulin
ngay & muc phién ma di truyén.

2.1.1.1. Tdc dung cua insulin tai gan
- Uc ché hily glycogen (tic ché phosphorylase)
- Uc ché chuyén acid béo va acid amin thanh keto acid

- Uc ché chuyén acid amin thanh glucose

- Thiic ddy du trit glucose dudi dang glycogen (gay cam ting glucokinase va glycogen
synthetase)

- Lam tang t6ng hop trigly cerid va VLDL.

2.1.1.2. Tdc dung cua insulin tai co vdn

- Lam tang tong hop protein, ting nhap acid amin vao t€ bao

- Lam tang tong hop glycogen, tang nhap glucose vao t€ bao

2.1.1.3. Tdc dung cua insulin tai mé mdo

- Lam tang du trit triglycerid va lam gia m acid béo tu do trong tuan hoan theo 3 co ché:

. Gay cam ung lipoproteinlipase tudn hoan nén lam tang thuy phan triglycerid tir
lipoprotein tuin hoan.

. Este hoa cédc acid béo tir thuy phan lipoprotein
. Uc ché tryc tiép lipase trong t&€ bao nén 1am giam lipo lyse cta triglycerid du tri.
2.1.2. Receptor ctia insulin

HAau nhu moi t€ bao cta dong vat c¢é vi déu co receptor vé6i insulin, nhung s6 lugng rat
khac nhau: mang t€ bao hong cau chi c¢6 40 receptor trong khi mang t€ bao md, t€ bao gan
¢6 tGi 300.000. Khi insulin gin vao receptor, n6 s& hoat héa céc tyrosin kinase trong té€
bao (ngudi truyén tin thit 2) va thiic ddy c4c qud trinh phosphoryl héa gay ra su chuyén vi
clia céc chat van chuyén glucose (GLUT) vé phia mang t€ bao dé nhap glucose vao trong
t€ bao. Khi thi€u insulin, t€ bao s€ khong st dung duoc glucose, glucose huyét s€ tang goi
la bénh dai thao duong. C6 2 loai (typ) dai thao duong. (Xin xem thém bai “Thudc ha
glucose mau”).

- Dii thdo duong typ I, do tén thuong t€ bao B cua tuy, tuy khong bai tiét du insulin nén
phai diéu tri bu bang insulin ngoai lai, goi 1a bénh dai thdo dudong phu thuoc vao insulin.
Bénh thudng giap 6 nguoi tré, thé gay.



DUGQC LY HOC 2007 - PAI HOC Y HA NOI

(SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA)

- Ddi thdo dudng typ II, do ton thuong tai receptor (giam s6 luong hodc giam tinh cam thu

cla receptor vGi insulin), insulin mau van binh thuong hoac c6 khi con tang nén goi la
bénh dai thao dudong khong phu thudc vao insulin. Bénh thudng gap ¢ nguoi trén 40 tuoi,

béo béu.

2.1.3. Ap dung diéu tri

- Bénh ddi thao duong va cdc bién chiing ctia né (xin xem thém bai "Thudc ha glu cose
mau"

- Non, tré gay yéu, kém an: dung insulin véi glucose

2.1.4. Cdc ché phdm chinh

Cac ché€ pham thudng c6 ngudn goc tir bo, lon hodc bing ky thuat tii t6 hop DNA cla
insulin nguoi. Insulin bd mang tinh khdang nguyén nhiéu hon lgn.

Céc loai ché pham: xin xem bai “Thudc ha glucose mdu”.
2.2. Glucagon

Do t€ bao alpha ctuia dao Langerhans tiét ra, glucagon c6 tac dung tang glucose mau, tang
acid lactic mau, tang acid pyruvic mau, tang acid béo tu do huyét tuong.

Vi liéu cao, glucagon kich thich thugng than bai tiét catecholamin.

Glucagon lam tang stic co bop ctia co tim, nhip tim va cung lugng tim, ha huyét ap, tuong
tu nhu isoprenalin (thudc c6 tac dung cuong 3 adrenergic).

Liéu cao lam gidn co tron ctua rudt khong thong qua AMPyv.
2.2.1. Co ché tic dung

Glucagon hoat héa adenylcyclase, lam tiang dam do 3', 5' AMP vong, 3', 5' AMP vong
hoat héa phosphorylase gan, chuyén glycogen thanh glucose. Co van khong c6 receptor
v6i glucagon.

Co ché nay ciing giong nhu co ché vé tac dung clia catecholamin hoat héa cac recepto r 3
adrenergic.

2.2.2. Chi dinh

- Ha glucose- mau do ding qua liéu insulin (két hop véi glucose tiém tinh mach), hoac
con soc insulin kéo dai.

- Soc (glucagon duge dung thay isoprenalin).
- Danh gia du trit glycogen trong gan, dé phan loai c4c thé bénh vé g lycogen.
2.2.3. Ché phdm

Glucagon: 1 mL = 1mg. Tiém duéi da, tiém bap hoac tinh mach. Tac dung xudt hién
nhanh. Cuong do tic dung phu thudc vao du trit glycogen cua gan.

3. HORMON VO THUGNG THAN: GLUCOCORTICOID
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Vo6 thuong than ¢6 3 viing san xuat hormon:

- Vung cuon & phia ngoai, san xudt hormon diéu hoa thing bang dién giai
(mineralocorticoid), dai dién la aldosteron, chiu su kiém tra chinh ctia hé renin -
angiotensin.

- Ving b6 va vung ludi & phia trong, san xudt hormon di€u hoa glucose (glucocorticoid -
hydrocortison hay cortisol) va androgen, chiu su kiém tra chinh ctia ACTH tuyén yén.
Trong lam sang thuong dung glucocorticoid nén & day chi trinh bay nhém thudc nay.
Corticoid diéu hoa glucose: CORTISOL (hydrocortison )

3.1. Tac dung sinh ly va tai bién

Moi tiac dung sinh 1y ctia corticoid déu 1a ngudn goc cla céc tai bién khi dung kéo dai.
3.1.1. Trén chuyén héa

- Chuyén héa glucid: corticoid thiic ddy tao glucose tir protid, tip trung thém glycogen &
gan, lam giam st dung glucose cta cic mo, nén lam tang glucose mau . Vi th€ c6 khuynh
huéng gay ra hodac lam nang thém bénh ddi thao dudng.

- Chuyén héa protid: corticoid 1am gidm nhép acid amin vao trong t€ bao, ting acid amin
tudn hoan, dan dén teo co, thing bang nito (-). Do ting di héa protid, nhiéu mo bi anh
hudng: mo lién két kém bén vitng (gay nhiing vach ran dudi da), mé lympho bi teo (tuyén
hung, lach, hach lympho), xuong bi thua do 1am teo cdc tham mo lién két, noi ling dong
céc chat vo co dé tao nén khung xuong (do d6 xuong dai dé bi giy, d6t song bi lin, hoai
tr vo khudn c6 xuong dui).

- Chuyén hoa lipid: corticoid vira c6 tdc dung huy lipid trong c4c t€ bao md, lam tang acid
béo tu do; vira ¢6 tdc dung phan bé lai lipid trong co thé, lam md& dong nhiéu & mit
(khuon mat mat trang), ¢, nura than trén (nhu dang Cushing) , trong khi cac chi va nira
than dudi thi teo lai. C6 gia thiét giai thich rdng t€ bao md clia nira than trén dap ting chu
yéu véi tang insulin do glucocorticoid gay tang duong huyét, trong khi cac t€ bao md
khac lai kém nhay cam véi insulin va dap ung véi ta ¢ dung huy lipid.

- Chuyén héa nudc va dién giai:

. Na*: lam tang tai hap thu Na™* va nudc tai ong than, dé gay phu va ting huyét ap.

. K*: 1am tang thai K* (va ca H*), dé gay base mdu giam K* (va ca base mau giam Cl°).

. Ca?*; 1am tang thai Ca®* qua than, gidm hap thu Ca** & ruot do d6i khang véi vitamin D.
Khuynh huéng lam gidm Ca- mdu nay dan t6i cudng can gidp trang phan ting dé kéo Ca **
tlr xuong ra, cang lam xuong bi thua, lam tré em cham 16n.

. Nudc: nude thuong di theo cdc ion. Khi phu do aldosteron ta ng thi corticoid gay dai
nhiéu (nhu trong xo gan) vi n6 d6i khdng véi aldosteron tai than.

3.1.2. Trén cdc co quan, mo
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- Kich thich than kinh trung uong, gay lac quan, c6 thé 1a do cai thién nhanh dugc tinh
trang bénh 1y. V& sau lam biit rit, bon chén, lo 4 u, khé ngu (¢6 thé 1a do réi loan trao doi
ion Na*, K* trong dich ndo tuy). Gay thém an, do tac dung trén ving doi.

- Lam tang dong mau, tang s6 luong héng cdu, bach cdu, tiéu cdu, nhung 1am giam s6
lugng t&€ bao lympho do huy cac co quan lympho.

- Trén Ong tiéu hoéa: corticoid vira ¢ tac dung gian tiép, vira cé tic dung truc ti€p lam tang
tiét dich vi acid va pepsin, lam gidm san xuat chat nhay, gidm téng hop prostaglandin E |,
E, c6 vai tro trong viéc bao vé niém mac da day. Vi vay, corticoid c6 thé gay viem loét da
day. Tai bién nay thuong gap khi dung thuéc kéo dai hoac dung li€u cao.

- Do tic ché cdu tao nguyén bao sgi, tc ché cac mo hat, corticoid lam cham 1én seo cac vét
thuong.

3.2. Cac tac dung duoc diung trong diéu tri

Ba tic dung chinh dugc diung trong diéu tri 1a chdng viém, chéng di ting va tc ch€ mién
dich. Tuy nhién, cac tic dung nay chi dat dugc khi ndong do cortisol trong mau cao hon
nong do sinh 1y, d6 1a nguyén nhan dé dan dén cdc tai bién trong di€u tri. Vi vay, trong
truong hop c¢6 thé, nén dung thudc tai chd dé tranh tic dung toan than va nang cao hiéu
qua diéu tri dén toi da. Co ché tidc dung cua corticoid rét phic tap vi c6 nhiéu tic dung
trén mot t€ bao dich, va lai cé nhiéu t€ bao dich.

3.2.1. Tdc dung chong viém

Glucocorticoid tdc dung trén nhiéu giai doan khac nhau ctia qué trinh viém, khong phu
thudc vao nguyén nhan gay viém:

- Uc ché€ manh su di chuyén bach cau vé 6 viém.

- Lam giam san xuat va giam hoat tinh ctia nhi€u chat trung gian héa hoc ctia viém nhu
histamin, serotonin, bradykinin, cdc dan xudt cua acid arachidonic (so do6 1).
Glucocorticoid tic ché phospholipase A ,, 1am gidm tong hop va gidi phéng leucotrien,
prostaglandin. Tac dung nay la gian ti€p vi glucocorticoid lam tang san xuét lipocortin, 1a
protein cé mat trong t€ bao, c¢6 tic dung tc ché phospholipase A,. Khi phospholipase A,
bi tic ch€, phospholipid khong chuyén dugc thanh acid arachidonic.

- Uc ché giai phéng cdc men tiéu thé, cdc ion superoxyd (cdc goc tu do), lam gidm hoat
tinh ctia cac yéu t6 héa huéng dong, cac chat hoat héa cu a plasminogen, collagenase,
elastase...

- Lam giam hoat dong thuc bao ctia dai thuc bao, bach cau da nhan, giam san xuat cac
cytokin.

Phospholipid mang GLUCOCORTICOID
® (-)
<«— Phospholipase A, « Lipocortin

Acid arachidapic THUOC CHONG VIEM
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KHONG STEROID
Lipo- @& ® Cyclo- -)
— — —
oxygenase oxygenase
Leucotrien Prostaglandin

Hinh 35.2. vi tri tdc dung cta
glucocorticoid va thudc chong viém phi steroid
trong téng hop céc prostaglandin

3.2.2. Tdc dung chong di ting

Ciac phan ting di ting xay ra do su gan cua céac IgE hoat héa trén cic receptor dic hiéu &
dudng bao (mastocyte) va bach cdu base tinh duéi tic dung ctia di nguyén. Su gan do hoat
héa phospholipase C, chat nay tach phosphatidyl- inositol diphosphat & mang t€ bao thanh
diacyl- glycerol va inositoltriphosphat. Hai chat nay dong vai trd "nguoi truyén tin tha
hai", lam cédc hat & bao tuong cua t€ bao giai phong cac chat trung gian héa hoc cua phan
ung di tng: histamin, serotonin... (hinh 7.2).

Phosphatidyl- inositol KN + KT
diphosphat l ®  GLUCOCORTICOID
® ) |
«— Phospholipase C
Diacylglyc< /ositol triphosphat
Hoat hoa

"ngudi truyén tin thi hai"

HISTAMIN
SEROTONIN

Hinh 35.3. Tac dung chong di ting ctia glucocorticoid

Biang cach tic ché phospholipase C, glucocorticoid da phong toa giai phong trung gian héa
hoc clia phan tng di ung. Nhu vay, IgE gin trén dudng bao nhung khong hoat héa duoc
nhiing t&€ bao d6. Glucocorticoid 1a nhitng chat chong di tng manbh.
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3.2.3. Tdac dung tic ché mién dich

Glucocorticoid tdc dung chil yéu trén mién dich t€ bao, it 4nh hudéng dén mién dich thé
dich.

T4c dung tc ché mién dich biéu hién & nhiéu khau:

- Uc ché tang sinh cdc t€ bao lympho T do 1am gidm san xuét interleukin 1 (tir dai thuc
bao) va interleukin 2 (tir T ).

- Giam hoat tinh gay doc t&€ bao cta cac lympho T (Tg) va cac t€ bao NK (natural killer: t&
bao diét tu nhién) do tc ché san xudt interleukin 2 va interferon gamma.

- Do tic ché€ san xuat TNF (y€u t6 hoai tir u) va ca interferon, glucocorticoid lam suy giam
hoat tinh diét khuén, gay doc t€ bao va nhan dang khang nguyén cta dai thuc bao.

Mot s6 tac dung nay ciing dong thoi 1a tac dung chong viém.

Do tic ché€ tang sinh, glucocorticoid ¢6 tic dung tot trong diéu tri bénh bach cau lympho
cap, bénh Hodgkin.

3.3. Chi dinh
3.3.1. Chi dinh bdt buéc: thay th€ su thi€u hut hormon
3.3.1.1. Suy thuong thdn cdp

- Bu thé tich tudn hoan va mudi: NaCl 0,9% > 1lit (5% trong luong co thé trong 24
gio).

- Glucocorticoid li€u cao: Hydrocortison 100 mg t/m. Sau d6 50 - 100 mg x 8h/ lan trong
ngay dau. Sau 24 dén 72 gid thay bang tiém bap hodc uéng 25 mg x 8h/lan.

3.3.1.2. Suy thuong thdn man tinh (bénh Addison)

Hydrocortison 20 mg udng vao budi sang va 10 mg vao budi trua.

3.3.2. Chi dinh thong thuong trong chong viém va tic ché mién dich

3.3.2.1.Viém khop, viém khop dang thdp

- Mot khi da dung corticoid thi phai ding hang nam ! Vi thé rdt dé c6 tai bién.

- Liéu dau tién thudng 1a prednison 10 mg (hoac twong duong)

- Khi dau qua: triamcinolon acetonid 5 - 20 mg tiém 6 khdp (chi lam tai bénh vién, that vo
khudn)

3.3.2.2. Bénh thdp tim

- Chi dung corticoid khi salicylat khong c6 tac dung

- Bénh nang, corticoid ¢6 hiéu qua nhanh. Liéu predn ison 40mg/ngay
- Khi ngiing corticoid, bénh c¢6 thé trd lai. Nén phoi hop vdi salicylat
3.3.2.3. Cdc bénh thdn
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Hoi chiing than hu va lupus ban do: prednison 60 mg/ ngay (tré em 2mg/ kg) x 3- 4 tuan.
Liéu duy tri 3 ngay/ tuan, kéo dai t6i hang nam .

3.3.2.4. Cdc bénh ddy ho (collagenose)
- Nam da ctng (sclerodermia): khong chiu thuoc

- Viém nhi€u co, viém nit quanh mach, viém dau nhiéu co do thap: prednison 1mg/ kg/
ngay. Giam dan

- Lupus ban dé toan than bot phat: prednison 1 mg/ kg/ ngay. Sau 48 gio néu khon g giam
bénh, tang mdi ngay 20 mg cho dén khi ¢6 ddp tng. Sau dung liéu duy tri 5 mg/
tuan. C6 thé dung thém salicylat, azathioprin, cyclophosphamid.

3.3.2.5. Bénh di ung

- Diing thudc chong di tng: khdng histamin, adrenalin trong céc biéu hién ca p tinh.
- Corticoid ¢6 tdc dung cham

3.3.2.6. Hen

- Dung corticoid dang khi dung, cing véi cac thuoc gian ph€ quan (thuéc cuong B,
adrenergic, theophylin...).

Dé phong tai bién nim candida dudong miii hong
3.3.2.7. Bénh ngoadi da

- Ngoai tac dung chung, khi boi ngoai, corticoid tic ché tai chd su phan bao, vi vay c6 tac
dung tot trong diéu tri bénh vdy nén va cdc bénh da c6 tang sinh t&€ bao.

- Trén da binh thuong, khodng 1% liéu hydrocortison duoc hip thu. Néu biang ép, cé thé
lam tang hdp thu dén 10 lan. Su hap thu tuy thuoc ting ving da boi thudc, taing cao &
viing da viém, nhat 1a viing tréc vay.

* Tac dung khong mong mudn

- Boi thudc trén dién rong, kéo dai, nhat 1a cho tré em, thudc c6 thé duoc hap thu, gay tai
bién toan than, tré¢ cham 16n.

- Tac dung tai chd: teo da, xuat hién cdc diém gidn mao mach, chim xuét huyét, ban do,
sdn, mun mu, trdng ca, mat sac to da, tang ap luc nhan cau...

* Mot s6 ché phdm
Flucinolon acetonid (Synalar) 0,01% - 0,025%- 0,2%
Triamcinolon acetonid (Aristocor, Kenalog) 0,025% - 0,1%
Betametason dipropionat (Diproson) 0,05% - 0,1% (tdc dung manh)

Cac ché phdm trén thudng duoc bao ché duéi ciac dang khdc nhau nhu thudc md (thich
hop véi da kho), kem (da mém, t6n thuong c6 dich ri, cic hoc clia co thé nhu am dao...),
dang gel (dung cho ving da dau, nach, ben).
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Khi boi thudc, can xoa déu thanh 16p mong, 1- 2 1an/ ngay, theo ding chi dan, nhat 1a
thudc c6 tdc dung manh.
3.4. Chong chi dinh
- Moi nhiém khuén hoic ndm chua c6 diéu tri dic hiéu.
- Loét da day- hanh t4 trang, lodng xuong.
- Viém gan siéu vi A va B, va khong A khong B.
- Chi dinh than trong trong déi thao duong, tang huyét ap.
3.5. Nhitng diém can chi y khi ding thuéc

- Khi dung corticoid thién nhién (cortisol, hydrocortison) phai 4n nhat. Déi v6i thudc tong
hop, an tuong doi nhat.

- Luon cho mot liéu duy nhat vao 8 gid sang. Néu dung liéu cao thi 2/3 liéu uéng vao budi
sang, 1/3 con lai uéng vao budi chiéu.

- Tim liéu t6i thiéu c6 tac dung.

- Kiém tra dinh ky nuéc tiéu, huyét ap, dién quang da day cot song, dudng mau, kali mdu,
tham do chiic phan truc ha khau nio - tuyén yén- thuong than.

- Dung thuéc phoi hop: ting liéu insulin d6i v6i bénh nhan déi thdo dudng, phdi hop
khang sinh néu ¢6 nhiém khuan.

- Ch€ do an: nhiéu protein, calci va kali; it mudi, dudong va lipid. C6 thé dung th ém
vitamin D nhu Dedrogyl 5 giot/ ngay (mdi giot chita 0,005mg 25 - OH vitamin D)

- Tuyét doi vo khudn khi ding corticoid tiém vao 6 khdp.

- Sau mot dot dung kéo dai (trén hai tudn) vdéi li€u cao khi nging thuéc dot ngot bénh
nhan c6 thé chét do suy thuong than cip: cic triéu ching tiéu héa, mat nudc, giam Na,
giam K mau, suy nhuoc, ngu lim, tut huyét ap. Vi thé khong nging thudc dot ngot.

Hién c6 xu huéng dung li€u cach nhat, giam dan, cé vé "an toan" cho tuyén thuong than
hon. Mot so thi du:

. Dang uong prednison 40 mg/ ngay: c6 thé dung 80 mg/ ngay, céch nhat; giam dan 5 mg
moi tudn (hodc giam 10% ting 10 ngay)

. Dang dung 5- 10 mg/ ngay: giam 1 mg/ tuan
. Dang dung 5 mg/ ngay: giam 1 mg/ thing

. Mot phéac d6 dién hinh cho bénh nhan dung liéu prednison duy tri 50 mg/ ngay c6 thé
thay nhu sau:

Ngay 1: 50 mg Ngay 7: 75 mg
Ngay 2: 40 mg Ngay 8: 5 mg
Ngay 3: 60 mg Ngay 9: 70 mg
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Ngay 4: 30 mg Ngay 10: 5 mg

Ngay 5: 70 mg Ngay 11: 65 mg

Ngay 6: 10 mg Ngay 12: 5 mg
V.V...

3.6. Lién quan giita cau tric va tac dung

Moi corticoid dung trong diéu tri déu la dan xudt cla cortisol hay hydrocortison (hormon
thién nhién ¢c6 OH ¢ vi tri 11). Béng cach thay d6i céu triic clia cortisol, ta ¢6 thé lam tang
rat nhiéu tac dung chong viém va thoi gian ban thai trir ctia thudc, d 6ng thoi lam giam kha
nang gilt mudi va nudc.

C4u truc steroid c6 4 vong:

21 CH,OH
|

CHs

- Vong A: khi cé thém dudng noi kép giita vi tri 1 - 2, tic dung chong viém tang va gitt
mudi giam (prednison, prednisolon).

- Vong B: thém -CHj; & vi tri 6 o (methylprednisolon), hoac F &9 a, hoac & ca 2 vi tri 9-
6 o (fludrocortison, flucinonid), tdic dung chong viém cang manh va kéo dai t ;,,. Nhung F
& vitri 9 o lai lam tang tac dung gitt Na*

- Vong D: thém -CH, hay -OH & vi tri 16 o, lam giam manh kha nang git mudi ctia hop
chat 9 o F (triamcinolon, dexametason betametason).

Vi thé hién nay c6 rit nhiéu ché pham corticoid manh va tidc dung dai. Liéu lugng va thoi
gian dung rat khac nhau. Thay thudc can luu y d€ tranh tai bién cho bénh nhan.

3.7. Dugc dong hoc

Glucocorticoid hap thu dé dang qua duodng tiéu hoéa, t,, huyét tuong khoang tir 90- 300
phiit. Trong huyét tuong, cortisol gan véi transcortin (90%) va véi albumin (6%). Cortisol

bi chuyén héa chi yéu & gan bang khir dudng noi 4 - 5 va khir ceton & vi tri 3. Thai trlir qua
than duéi dang sulfo- va glycuro- hgp. Tac dung sinh hoc (t,,, sinh hoc) 16n hon rat nhiéu
s0 V4i t,, huyét tuong.
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Bang 35.1: Liét ké mot so corticoid thuong dung

Tén thuoc Tdc dung | Tdc dung | Chuyén | t,,sinh Liéu
chong viém | giit Na héa hoc tuong
duong duong
Tdc dung ngdn (12h)
Cortison 0,8 0,8 0,8 8-12h 25 mg
Hydrocortison 1 1 1 8-12h 20 mg
Tac dung trung binh
(12- 36h)
Prednison 4 0,8 4 12- 36 5
Prednisolon 4 0,8 4 12- 36 5
Metylprednisolon 5 0,5 5 12- 36 4
Triamcinolon 5 0 5 12- 36 4
Tac dung dai (36-54 h)
Betametason 25-30 0 25 36- 54 0,75
Dexametason 25-30 0 25 36- 54 0,75

Mot s6 ché pham dang tiém c6 ta dugc 1a polyetylen glycol, glysorbat... lam thudc thai trir
rat cham, tuy theo bénh va liéu luogng, c6 thé chi tiém 1 tudn, 2 tuan ho ic 1 thang 1 lan,
nhu Depomedrol (chira metylprednisolon acetat 40 mg trong 1 mL ), Rotexmedica,
Kenacort (chtta triamcinolon acetonid 40 - 80 mg/ mL). Tuy nhién, loai nay thuong c6
nhiéu tdc dung phu nhu teo da, teo co, x0p xuong va roi loan noi tiét.

4. HORMON TUYEN SINH DUC
4.1. Androgen (testosteron)
Giong nhu buodng tring, tinh hoan vira ¢6 chiic nang san xuét tinh tring (tit tinh nguyén

bao va t& bao Sertoli, dugi anh hudng cua FSH tuyén yén), vira ¢6 chiic nang ndi tiét (t&
bao Leydig bai ti€t androgen duGi anh hudng ctia LH tuyén yén).

0 nguoi, androgen quan trong nhat do tinh hoan ti€t ra la testosteron. Cac androgen khac

12 androstenedion, dehydroepiandrosteron déu c6 tac dung y&u. Mdi ngay co thé san xuat
khoang 8 mg testosteron. Trong d6, 95% la do t€ ba o Leydig, con 5% la do thuong than.
Noéng do testosteron trong mdu cua nam khoang 0,6 pg/ dL vao sau tudi day thi; sau tudi
55, nong do giam dan. Huyét twong phu nit ¢6 nong do testosteron khoang 0,03 ug/ dL do
nguoén goc tir budng tring va thugng than. Khoang 65% testosteron trong mdu gan vao
sex hormone- binding globulin (TeBG), phan 16n s6 con lai gan vao albumin, chi khoang

2% & dang tu do c6 kha niang nhap vao t€ bao dé gin vao receptor ndi bao.

4.1.1. Tac dung

- Lam phét trién tuyén tién liét, tdi tinh, co quan sinh duc nam va dic tinh sinh duc thit
yéu.

- boi khang véi oestrogen
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- Lam tang téng hop protein, phét trién xuong, 1am cho co thé phat trién nhanh khi day thi
(co bap nd nang, xuong dai ra). Sau d6 sun noi bi c6t hoa.

- Kich thich tao héng céu, lam tang téng hop heme va globin.

Testosteron khong phai 1a dang c6 hoat tinh manh. Tai t€ bao dich, duéi tac dung cia 5 a-
reductase, né chuyén thanh dihydrotestosteron ¢6 hoat tinh. Ca 2 cing gin vao receptor
trong bao twong dé€ phat huy tdc dung. Trong bénh Iudng tinh gia, tuy co thé van tiét
testosteron binh thuong, nhung t€ bao dich thi€u 5 o- reductase hoac thi€u protein
receptor vOi testosteron va dihydrotestosteron (Griffin, 1982), nén testosteron khong phat
huy dugc tac dung.

Du6i tdc dung clia aromatase & mot s6 mo (md, gan, ha khau nfo), testosteron c6 thé
chuyén thanh estradiol, ¢6 vai tro diéu hoa chiic phan sinh duc.

4.1.2. Chi dinh
Testosteron va cdc mudi dugc sip xé&p vao bang B
- Cham phat trién co quan sinh duc nam, day thi muon.

- R6i loan kinh nguyét (kinh nhiéu, kéo dai, hanh kinh dau, ung thu vi, tic dung doi
khéng v6i oestrogen.

- Suy nhuoc co nang, gay yéu,.

- Loang xuong. Dung riéng hodac cung véi estrogen.
- Ngudi cao tudi, nhu mot liéu phap thay thé.

4.1.3. Ché phdm va liéu luong

Testosteron tiém la dung dich tan trong du, duoc hap thu, chuyén héa va thai trir nhanh
nén kém tac dung. Loai udng cling dugc hap thu nhanh, nhung cling kém tac dung vi bi
chuyén héa nhiéu khi qua gan 1an ddu. Cac este cla testosteron (testosteron propionat,
cypionat va enantat) déu it phan cuc hon, dugc hap thu tir tir nén duy tri dugc tac dung dai.
Nhiéu androgen tong hop bi chuyén héa cham nén c6 thdi gian ban thai dai.

* Loai ¢6 tdc dung hormon:

- Testosteron propionat (hodc acetat): mbi ngay tiém bap 10 - 25 mg, hodc cach 2- 3 ngay
tiém 1 1an 50 mg. Li€u t6i da mo6i ngay: 50 mg.

- Metyl- 17 testosteron: 2- 3 1an yé&u hon testosteron. C6 thé uong. Tot hon 1a dat dudi 1udi
dé thAim qua niém mac. Liéu 5- 25 mg. Liéu t6i da 50 mg mot 1an, 100 mg mot ngay.

- Testosteron cham:
Dung dich ddu testosteron onantat: 1 mL = 0,25g. Mdi lan tiém bap 1 mL.

Hoén dich tinh thé testosteron isobutyrat: tiém bap, duéi da 50 mg, 15 ngay 1 lan. Vién
testosteron acetat: 0,1g testosteron acetat cdy trong co, 1 - 2 thang 1 lan.

* Loai c6 tac dung dong hoa:
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Loai nay déu la dan chét cla testosteron va methyl - 17- testosteron khong cé tic dung
hormon (khong lam nam tinh héa), nhung con tic dung dong héa manh: tang dong héa
protid, gift nito va cac muo6i K*, Na*, phospho... nén 1am phét trién co xuong, tang can (tét
nhién 1a ch€ do an phai gilt dugc can d6i vé cac thanh phan, nhat 1a vé acid amin)

CH, |
| A

Vé cdu tric héa hoc, cdc androgen dong héa khdc v6i methyl testosteron 1a hodc mat
methyl & C,;, hodc mat ceton & C;, hodc thay déi vi tri dudng n6i kép C,- Cs. Thi du (xem
cong thic):

Androgen dong hoa Liéu (gam) Cong thiic
Androtanolon 0,01- 0,05 Mat duong kép
Nortestosteron 0,01- 0,025 Thay CH, bang C,H;
Metandienon 0,005- 0,02 Thém ndi kép 1- 2
Stanozolol 0,004- 0,08 Mat ceton 6 C,

Chi dinh: gdy sut, thua xuong, kém an, mdi 6m day, sau mo vi cdc thude trén van con rat
it tic dung hormon, cho nén khong dung cho tré em duéi 15 tudi.

Thudc con bi lam dung dung cho cdc van dong vién thé thao véi liéu rit cao, thuoc loai
“doping”, da bi cam.

4.14. Tai bién cua androgen
Liéu cao va kéo dai : gdy nam tinh, qud san tuyén tién liét
U'mat gan: ngimg thudc thi hét.
4.1.5. Chong chi dinh
- Tré du6i 15 tudi
- Phu nit c6 thai
- Ung thu tuyén tién liét (phai ding estrogen)
4.1.6. Tthuéc khdng androgen
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Thuoc khdng androgen do tc ch€ téng hop hodc doi khang tic dung cta androgen tai
receptor. Thudc thudng dugc ding dé diéu tri qua san hodc carcinom tuyén tién liét, triing
cd, hoi dau cua nam, chiing nhiéu long cla nit, day thi sém.

4.1.6.1. Thuoc iic ché'5 o reductase: Finasterid

O mot s6 mo (tuyén tién liét, nang 16ng), dudi tic dung cia 5 o reductase, testosteron
mdi dugc chuyén thanh dang hoat tinh 1a dihydrotestosteron. Vi vay, thudc tc ché 5 o
reductase s€ tc ché chon loc tic dung androgen trén nhitng mo nay, nhung khong lam
giam nong do testosteron va LH huyét tuong.

Finasterid dugc ding di€u tri qud san va u tién liét tuyén véi lieu 5 mg/ ngay. Tac dung
sau udng 8 tiéng va kéo dai 24 tiéng. Con dugc chi dinh cho héi dau.

4.1.6.2. Thuoc doi khdng tai receptor
- Cyproteron va cyproteron acetat

Tranh chdp véi dihydrotestosteron dé gan vao receptor ciia mo dich. Dang acetat con c6
tdc dung progesteron, tc ché tang ti€t LH va FSH theo co ché diéu hoa nguoc nén tic
dung khing androgen cang manh.

Chi dinh trong ching ram long & nit, tring ca. Vi nam, dung di€u tri héi, u tuyén tién
liet, day thi sém.

Thudc con dang dugc theo doi, danh gia.

- Flutamid:

Flutamid 1a thuéc khang androgen khong mang nhan steroid nén tranh dugc hoat tinh
hormon khéc. Vao co thé, dugc chuyén thanh 2 hyd roxyflutamid, gin tranh chap véi
dihydrotestosteron tai receptor.

Chi dinh trong u tién liét tuyén. Vién nang, 750 mg/ ngay.

4.2, Estrogen

¢ phu nit, cac estrogen dugc san xuat la estradiol (E ,- 17 B estradiol), estron (E,) va
estriol (E;). Estradiol 1a sdan phdm noi ti€t chinh cta budng tring. Phan 16n estron va
estriol déu 1a chat chuyén héa clia estradiol & gan hodc & mo6 ngoai bién tir androstenediol

va cic androgen khéc.

0 phu nit binh thudng, néng do E, trong huyét tuong thay déi theo chu ky kinh nguyét: &
giai doan dau 1a 50 pg/ mL va & thoi ky tién phéng noan 1a 350 - 850 pg/ mL. Trong mau,
E, gin chu yéu vao a, globulin (SHBG- sex hormone- binding globulin) va mot phan vao
albumin. T6i mo dich, né dugc gidi phong ra dang tu do, vugt qua mang t€ bao dé gan vao
receptor noi bao.

4.2.1. Tac dung

- La nguyén nhan chinh clia cic thay déi xay ra trong tudi day thi & con géi va céc dic
tinh sinh duc cta phu nit (vai tro thit yéu I1a androgen; phét trién xwong, 16ng, triing ca...).
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- C6 tdc dung truc ti€p 1am phét trién va trudng thanh am dao, tir cung, voi triing. Ngoai
tdc dung lam phat trién co tr cung E, cOn ¢6 vai trd quan trong lam phat tri€én noi mac tir
cung.

- Trén chuyén héa:
. E, ¢6 vai tro dic biét dé duy tri ciu tric binh thudng ctia da va thanh mach & phu ni.

. Lam giam t6c¢ do tiéu xuong do cé tic dung doi khang véi PTH tai xuong, nhung khong
kich thich tao xuong.

. Trén chuyén héa lipid: lam tang HDL, 1am giam nhe LDL, gidm cholesterol, nhung lam
tang nhe triglycerid.

- Trén dong mau: estrogen lam tang dong mau, do lam tang yéu t6 II, VII, IX va X, lam
giam antithrombin III. Ngoai ra con lam tang ham lugng plasminogen va lam giam su két
dinh tiéu cAu.

- Céc tdc dung khdc: estrogen lam dé thodt dich tir Iong mach ra khoang gian bao, gay
phi. Khi thé tich mau giam, than s€ giit Na* v nudc, thic ddy téng hop receptor clia
progesteron.

- Trén nam gidi, estrogen li€u cao 1am teo tinh hoan, lam ngimg tao tinh trung va lam
nglmg phét trién, 1am teo co quan sinh duc ngoai.

4.2.2. Chi dinh

4.2.2.1. La thanh phan cia thudc trdnh thai theo duong uéng (xem bai "Thu6c tranh
thai").

4.2.2.2. Thay thé hormon sau thoi ky mdn kinh

Buong triing giam bai tiét estrogen dan dan, kéo dai vai nam sau khi da man kinh. Nhung
khi cit bo budng triing thi s& c6 r6i loan dot ngot, can dung hormon thay thé ngay. Trong
diéu tri r6i loan sau man kinh, estrogen dugc chi dinh trong du phong céc biéu hién sau:

- Chiing loang xuong: loang xuong la do mat hydroxyapatit (phtic hgp calci - phosphat) va
chat co ban protein hoac chit keo (tao khung xuong), lam x wong mdng, yéu, dé giy tu
nhién (cot song, c6 xuong dui, c6 tay). Estrogen 1am giam tiéu xwong, c6 tic dung du
phong nhiéu hon diéu tri ching lodng xuong. Thudng dung phdi hop véi calci, vitamin D,
biphosphonat.

- Triéu chdng réi loan van mach: con néng birng, boc hoa véi cam gidc én lanh, va mo
hoi, di cam. Estrogen rat cé hiéu qua.

- Du phong bénh tim mach: khi thi€u estrogen, dé dan dén tiang cholesterol mau, tang
LDL, s6 luong receptor LDL ctia t€ bao giam. Tuy nhién, néng d6 HDL, VLDL va
triglycerid it chiu anh hudng. Nhiéu thong ké cho thdy sau tudi man kinh, bénh tim mach
va nhoi mau co tim thudng tang nhanh va la nguyén nhan gy tir vong. Tuy nhién, dung
estrogen dé diéu tri thay th€ chi nén & muc liéu thdp, thoi gian ngan, trdnh nguy co ung
thu vi.
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4.2.2.3. Cdc chi dinh khac

- Cham phat trién, suy gidm budng tritng & tudi day thi

- Tac dung doi khang vé6i androgen: tring ca, ram 16ng & nit, viém tinh hoan do quai bi, u
tién liét tuyén. Hién c6 xu hudng dung cic chét tuong tv GnRH (Leuprolid) c¢6 tic dung
tic ché tong hop andrrogen.

4.2.3. Tdc dung khong mong muon

Estrogen c6 hiéu qua rat tot cho phan 16n céac chi dinh di€u tri. Tuy nhién, moéi khi quyét
dinh can can nhac gitta loi ich va nguy co cho tiing bénh nhan. Nhitng nguy co thudng
duoc coi 1a do estrogen gém; ung thu (vd, noi mac tir cung), viém tdc mach, thay doi
chuyén héa dudng va lipid, tang huyét 4p, bénh tdi mat (do tang cholesterol trong mat),
budn non, thay déi tinh tinh.

4.2.4. Chong chi dinh

- Tuyét doi khong dung cho trudc tudi day thi, khi cé thai

- Kh6i u phu thudc vao estrogen nhu carcinom ndi mac tir cung, vi.

- Chay méu dudng sinh duc, bénh gan dang trong giai doan chin dodn, c6 tién sir viém tic
mach.

4.2.5. Ché phdm va liéu luong

Céc estrogen chi khdc nhau vé cuong do tdc dung va dudng dung do b i chuyén héa nhiéu
& gan. Estradiol 1a estrogen thién nhién manh nhat sau do 1a estron va estriol. Khi uéng, bi
chuyén hod qua gan lan thit nhat nén mat tac dung nhanh. Mait khdc, mot chat chuyén héa
quan trong ctia né 1a 2- hydroxyestron (catechol estrogen) c6 tac dung nhu mot chat dan
truyén than kinh & ndo. Vi vay cdc ché€ phdm cua estradiol va estron c6 thé gay tdc dung
phu trén than kinh trung wong nhiéu hon céc ché pham téng hop.

C6 2 nhém ché€ pham téng hgp: nhém ¢6 nhan steroid giong estrogen tu nhién nh u ethinyl
estradiol, mestranol, quinestrol; nhém khong c¢6 nhan steroid nhu diethylstilbestrol (DES),

manh ngang estradiol nhung t/2 dai), clorotrianisen, methallenestril. Trong mot s cay va

nam, trong mot sd thudc trir sau téng hop (p p'- DDT) ciing ¢6 nhiéu estrogen khong
mang nhan steroid cé hoat tinh gidng estrogen hoac nguoc lai, khang estrogen vi cé chita

vong phenol gidng véi vong A clia estrogen 12 vi tri gan vao receptor clia estrogen.

Cac ché pham tong hop c6 thé dung dudi dang udng, tiém, hip thu qua da, boi tai chd. C6
dang tac dung ngay, c6 dang tac dung kéo dai vai ngay hoac dang giai phong lién tuc.

- Estradiol (Estrace)
Uong: vién nén 0,5- 1- 2 mg
Kem boi am dao: 0,1 mg/ g
- Estradiol valerat
Dung dich ddu 10- 20- 40 mg/ ml dé tiém bap
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- Estradiol qua da (Estraderm)

Cao dan giai phong hoat chat cham thdm qua da véi cac toc do khac nhau 0,05 -
0,075- 0,1 mg/ ngay.

- Ethinyl estradiol (Estinyl)
Uong: vién nén 0,02- 0,05- 0,5 mg
4.2.6. Cdc thuoc khdng estrogen

Cac thudc khang oestrogen la cac thudc cé tic dung doi khang véi tic dung sinh hoc clia
estrogen. C6 2 thuoc dugc dung ¢ 1am sang:

4.2.6.1. Clomifen (Clomid)
Clomifen citrat 1a mot chat khong mang nhan steroid.
Co ché

Clomifen tranh chap véi oestrogen noi sinh tai cac receptor 6 ving dudi doi va tuyén yén,
doi 1ap véi co ché tc ché nguoc chiéu, vi vay lam tang bai ti€t LHRH cua ving dudi doi
va tang bai ti€t FSH, LH cua tuyén yén. két qua la lam tdng gidi phong oestrogen cua
budng tring. Néu diéu tri vao trude giai doan phéng noan, sé gay dugc p héng noan.

Chi dinh

- Diing dé€ chan dodn du trit gonadotrophin cuia tuyén yén
- Dung trong dié€u tri vo sinh do khong phéng noan.
Cich dung

Clomid vién 50 mg. Liéu ddu tién uéng 1 vién/ ngdy, uéng 5 ngay lién ké tir ngay thit 5
ctia chu ky kinh.

Néu khong thanh cong, phai doi 30 ngay, trudc khi bat dau dot diéu tri thit hai bang uong
1 hoac 2 vién/ ngay.

4.2.6.2. Tamoxifen (Nolvadex)
Tamoxifen la dan xuét cla triphenyl ethylen khong mang nhan steroid.
Coché

Ciac thu6c nay ngan can phic hop oestrogen - receptor gan vao vi tri tic dung trén ADN
clia t&€ bao dich. Vi vay, ngan can su phét trién ctia cac khoi u phu thudc vao estrogen.

Chi dinh

Ung thu vi phu thudc vao hormon trén phu nit da man kinh
Céach dung

- Nolvadex, vién nén 10 va 20 mg

- Liéu trung binh tir 20- 40 mg, uéng lam 2 14n.
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4.3. Progestin

Céc progestin bao gébm hormon thién nhién progesteron it duoc dung trong di€u tri,va cac
ché pham téng hop c6 hoat tinh giong progesteron.

Progesteron la progestin quan trong nhit ¢ nguoi. Ngoai tic dung hormon, né con la chat
tién than dé tong hop estrogen, androgen va steroid vo thugng than. Progesteron dugc
tong hop tir cholesterol chul yéu 1a & vat thé vang ctia budng triing, sau d6 1a tinh hoan va
v6 thuong than. Khi c6 thai, rau thai t8ng hop mot s6 lugng 16n. O nira ddu cla chu ky
kinh, méi ngay chi vai mg progesteron dugc bai tiét, sang nira sau cuia chu ky s6 lugng bai
tiét tang tGi 10- 20 mg/ ngdy va vao cudi thdi ky mang thai 13 vai traim mg. O nam 1a
khoang 1- 5 mg/ ngay.

4.3.1. Tac dung

- Trén tir cung: progesteron duoc bai tiét nhiéu ¢ nura sau cua chu ky kinh (giai doan
hoang thé) s& 1am cham giai doan ting sinh clia ndi mac tlr cung cuia estrogen & nira du
ctia chu ky va lam phét trién noi mac xuit tiét, tao diéu kién cho tritng 1am t6. Cudi chu
ky kinh, hoang thé dot ngot giam giai phong progesteron 1a yé&u t6 chinh khoi phét kinh
nguyét. Khi c6 thai, progesteron tic ch€ tao vong kinh va tc ch€ co bdp tir cung, cé tic
dung giit thai.

- Trén tuyén vi: ¢ nua sau cua chu ky kinh va nhét 1a khi cé thai, cung véi estrogen,

progesteron 1am tang sinh chim nang tuyén vi dé chuén bi cho viéc tiét sita. Trdi v6i &
tuyén vu, su tang sinh & ndi mac tr cung lai xay ra manh nhat la dudi anh hudng cua

estrogen. Can ghi nhé su khac biét ndy dé sir dung trong diéu tri va nhan dinh vé tic dung

khong mong mudn.

- Trén than nhiét: & giita chu ky kinh, khi phéng noan, than nhiét thudong tiang 0,56 °C va
duy tri cho dén ngay thdy kinh. Co ché€ chinh xdc con chua r3, nhung cé vai tro cia

progesteron va ha khau nao.

- Trén chuyén héa: progesteron kich thich hoat tinh cta lipoproteinlipase va 1am ting
dong m&, lam giam LDH va 1am giam tdc dung c6 loi cua estrogen trén chuyén héa md.

Tuy nhién, tic dung con phu thudc vao ché pham, liéu lugng va dudng dung. Progesteron

ciing c6 thé 1am giam tic dung cla aldosteron trén ong than, 1am giam t4i hap thu natri,
do d6 dé lam tang bai ti€t bu aldosteron.

4.3.2. Chi dinh

Hai chi dinh rat thuong dung la:

- Phéi hop vé6i estrogen hoac dung riéng trong "vién tranh thai" (xem bai "thudc tranh

thai")

- Liéu phép thay thé hormon sau th i k¥ man kinh. Thudng phoi hop véi estrogen dé 1am
giam nguy co gay ung thu vu, t cung.

Ngoai ra, con dung trong mot s6 truong hop sau:
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- Uc ché budng tring trong cdc triéu ching dau kinh, chdy mdu ti cung, ram 16ng, bénh
lac mang trong tir cung: diing li€ u cao theo dudng tiém (thi du medroxyprogesteron acetat
150 mg tiém bap cdch 90 ngay/ 14n)

Tru6c day, con dung chéng doa x4y thai do tac dung tic ché co bop tir cung. Hién khong
dung vi ¢6 nhieu thude gidn tir cung khic t6t hon (thude cudng B, thude e ché téng hop
prostaglandin..) vy prgesteron dO ca nguy c- cho thai ( g0y nam haa vy dP d*ng sinh déc)
4.3.3. Thdn trong va chong chi dinh

- Ca thai

- T"ng lipid m,u. Progestin trong thuec tr_nh thai hokc ding mét mxnh ca th0 gy t"ng
huyOt _p tr®n mét sé bOnh nhen.

4.3.4. Cdc ché phdm

Progesteron thi2n nhi2n {t dng trong ®i0u trb vx b> chuyOn haa nhanh. C_c progestin tang
hTp ®-Tc chia lum 2 nham:

- Nh@m ca 21 carbon ca t,c dong chan lac cao viu phe holt tinh gieng vii hormon néi
sinh. Th-éng ®-Tc ding phéi hTp vii estrogen trong ®iOu trp thay thO hormon & phd n+
sau m-n kinh.

- Nham dEn xuEt td 19- nortestosteron (th0 hO 3), kh«ng ¢ C 19, C20 vy C 21 do c& hot
tinh progestin m*nh nh-ng cB8n c,c t,c dong estrogen, androgen vy chuyOn haa, tuy y0 u
(li*n quan ®0n t_c déng kh«ng mong muen) vy uéng ®-Tc.

21 CH,4

I
zuCzO OH

Progesteron 19 nortestosteron

Bang 35.2: Mot so6 ché pham thuong diung

Duong | Thoi gian Hoat tinh

dung tac dung | Estrogen | Androgen Chuyén
hoa

Progesteron va dx
- Progesteron tb 1 nguy - - -
-Hydroxyprogesteron

caproat th 8- 14 nguy

I+
I+
1
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- Medroxyprogesteron 4-12tuCn

acetat th 1- 3 nguy - + -
dx 19- Nortestosteron
- Desogestrel ueng 1- 3 nguy - - -
- Norethynadrel ueng 1- 3 nguy + - -
- Lynestrenol uéng 1- 3 nguy + + +
- L- Norgestrel ueng 1- 3 nguy - + +

Ghi chu: th: tiém bdp (-): khong cé hoat tinh
(+): ¢6 hoat tinh (+): hoat tinh yéu

4.4. Thuoc khang progestin

Mifepriston

8-Tc ding ®Cu ti®n & Ph_p vuo n"m 1988

Mifepriston Iy dEn xuft cfia 19- norprogestin, g%n m<nh VHO receptor cfia progesteron.
NOu ca mékt progestin, mifepriston t,c dong nh- meét chtt ®ei kh,ng tranh chip tti
receptor, nOu t,c dong mét mxnh thx mifepriston Ii ca t,c dong nh- progestin, nh-ng yOu
(®ang vEn mét phCn- partial agonist)

Dng vyo giai ®o*n sim ciia thai kd, mifepriston lum bong mung rong do phong taa c,c
receptor progesteron cfia to cung, dEn ®n bong t6i mCm (blastocyst), Ium gifm sfn xUEt
choriogonadotropin (CG). Chinh nh+ng t.c déng npy sl lum hopng th® gifm tilt
progesteron, cung lpm bong th®m mung rong. Progesteron gifm Ium t'ng sfn XuEt
prostaglandin ti t6 cung, gOy co bap to cung vy sty thai.

Mifepriston cTng ®-Tc ding ®0 tr_nh tho thai sau giao hTp do ng"'n cfn trgng lum tz. T.c
ddng c thO cRn h-n cf thuéc phel hTp estrogen proge stin li0u cao.

Ngoyi ra mifepriston cn ®-Tc drng ®0 @Ey thai chlt I-u trong t6 cung, bOnh I*c mung
trong t6 cung. Ung th- vo, u c- tr-n (leiomyomas)

C.c thuéc loti ngy ®- ®-Tc drng td khofng 1998 - 2000 vy cBn cCn theo dai 10m sung.
GOy sty thai trong quy ®&Cu b»ng cho uéng uéng 400- 600 mg/ nguy x 4 ngpy; hokc 800
mg/ ngpy x 2 ngpy. KOt quy tfi 85%. NOu uéng 1 li0u 600 mg mifepriston, sau 48h cho
ueng hokc ®&t ©m ®*o misoprostol (t--ng tu PGE ,), kOt qu{ sty thai ca thO tii 95%.

5. THUOC TRANH THAI

5.1.Co so sinh ly

Trong noa ®Qu chu ki kinh nguy0t, d-Ti t_c déng cfia hormon gifi phang FSH (FSH - RH)
cfia ving d-Ti ®ai, tuyOn y2n b|.1l ti0t FSH lum cho nang trang tr-éng thunh, ti0t foliculin
(oestrogen). Sau @3, ving d-ii @ai tilt hormon gifi phdng LH (LH - RH), lym tuyOn y2n
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byi ti0t LH, ®n ngpy the 14, khi FSH/LH ®t @-Tc td 10 thich hp thx budng treng sI
phang no-n. NOu gkp tinh tring, treng sl tho tinh vy lum tz.

5.2. Cac loai thuoc chinh
5.2.1. Thuéc tranh thai phoi hop

Phéi hTp oestrogen vy progesteron teng hTp. C.c loti thuéc npy ®u ding estrogen Iy
ethinylestradiol. Nh+ng thuéc c& chga 50 ug ethinyl estradiol ®0u ®-Tc géai Iy “chuEn”
(“standard”) @0 phen bilt vi loti “liu thEp” (“minidosage™) chi chga 30 - 40 pg ethinyl
estradiol. Hum 1-Tng vy bfn chkt cfia progesteron phei hTp thx thay @i theo tdng lo%i,
phCn 1in Iy 19 nortestosteron.

Ngopi ra cBn phen bilt loti 1 pha (monophasic pills) I loti c& hum 1-Tng hormon kh«ng
®zi trong suet chu ka kinh, loti 2 vy 3 pha (diphasic, triphasic pills) c& hym I-Tng
progesteron t'ng dCn trong khi hum 1-Tng estrogen kh«ng thay ®zi hokc h-i t'ng vjo gi+a
chu ka kinh. Lo%i 2 hokc 3 pha cé tang I-Tng progesteron thEp h-n lo%i 1 pha.

5.2.1.1.Co ché'tic dung

- T,c dong trung --ng: theo ¢~ ch0 @i0u hBa ng-Tc chiOu, estroge n gc chO byi ti0t FSH-
RH vyt LH- RH, tuyOn y2n sI gifim tiOt FSH viu LH, do ®a kh«ng ®t ®-Tc nang ®¢é vy td 10
thYch hTp cho st phéng no-n, ¢, c nang buo kbm ph. t triOn.

- T,c dong ngoi bi#n: lum thay ®zi drch nhpy ciia c t0 cung, tinh tring kha ho't ®eng,
®ang théi lum ni2m mc néi mc té cung kbm ph_t tri0n, treng kh«ng lum te ®-Tc.

+T,c dong cfia estrogen vii nh+ng liOu t& 50 - 100 g cho to ngy thg 5 ciia chu IG kinh
Iu ®f @0 gc chd phang no-n. Trén buéng treng, lum ngdng ph, t tridn nang treng: tran néi
mc t6 cung, lpm qu, sfn ni#m mc cho n®n Iy nguy?n nhén ciia rong kinh: trén to cung,

lum t"ng ti0t ¢, c tuyOn: tr2n Om @20, lym dCy thunh vy tréc vEy. Nh+ng thay ®i npy lpm
d0 nhidm candida Vi trichomonas.

+ T,c dong cfia progesteron: tran buang treng lum n gdng ph, t trion, gifm th0 tich: tran
néi mic to cung, lum teo: t6 cung mOm, c& t& cung Yt byi ti0t, lum dpch ti0t nhCy h-n, tinh
tring kha chuyOn ®éng. GOy méc l«ng, t"ng cén.

Do nh+ng bEt ITi cfia tong hormon, n®n th-éng dTng phei hTp hai thg cTng met I6c, hokc
nei tiOp nhau, cf hai ®u ®-Tc gifm liOu. Su phei hTp ®m bfo cho t6 cung, ©m @10 't thay
®i so vii bxnh th-éng.

Sau ngdng thuéc, chu ki bxnh th-éng tré 1% tii 98% tr-éng hTp.
5.2.1.2. Cac tac dung duoc ly

Trén buong trimg: gc chQ chgc phEn cfia budng treng, nang treng kh«ng ph. t tridn vy khi
ding I6u, budng treng nha d¢n.

Sau khi ngdng thuec, khofing 75% sI 11i phang no-n trong chu ki ®@Cu v 97% trong chu
ka thg 3, khofing 2% VEN gi+ v« kinh sau vi n"m.

Trén tit cung: sau théi gian dui ding thuéc c& th0 ¢ qu, sfin t6 cung vy hxnh thunh polyp.
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C,c thuéc ca chga “19 nor” progestin vy it estrogen sT Ium teo tuyOn nhiOu h-n vy th-éng
Yt chfly m_u.
Trén vii: thuéc chga estrogen th-éng goy kich thich, né vo.

Trén mdu: ®- Xy ra huy0t khéi thc mch. Cath0 lp do t'ng c,c yOu té ®«ng m_u 11, VII,
IX, X v lum gifm antithrombin I11.

NhiOu ng-&i bb thilu acid folic.

Trén chuyén héa lipid: estrogen lum t'ng triglycerid, t'ng cholesterol este hda vy
cholesterol tu do, t"'ng phospholipid, t'ng HDL. CRn LDL I%i th-éng gifm.

Chuyén héa duong: giéng nh- ng-&i mang thai, gifm hEp thu ®-&ng qua tidu haa.
Progesteron lym t"'ng mgc insulin c- sé.

Da: lpm t'ng s¥c té da @«i khi t'ng b- nhén, treng c, (do progestin). Tuy nhi®n, v
androgen cfia buang treng gifm n2n nhiOu ng-éi cd gifm b- nhén, treng c, vy ph,t tri0n
tac.

5.2.1.3.Tdc dung khong mong muon
Loai nhe:

- Buén n«n, ®au vo, kinh nhiOu, phT do estrogen trong thuéc. Thay thuéc ci Vt estrogen
h-n hokc nhiOu progesteron.

- Nhgc ®Cu nhil, tho, ng qua. 8«i khi c& migren. Thay thuéc.

- V« kinh ®«i khi xfy ra, lum nhCm vii ca thai. Thay thuec.

Loai trung binh:

CCn ngbng thuec.

- Kinh nhiOu: thay b»ng lo%i 2- 3 pha, I-Tng hormon it h-n.

- T"ng cOn

- Da sEm mpu: khofng 5% sau mét n"'m v 40% sau 8 n""'m drng thuéc.
- Thi0u vitamin B cung lpm t'ng mpu da. Phdc héi chEm khi ngdng thuéc.
- Trgng c,: vii ch0 phEm chga nhiOu androgen.

- REm l«ng: ch0 phEm ca 19 nortestosteron.

- NhiOm khuEn 6m ®20: th-éng gkp v kha ®ilu trb.

- Ve« kinh: it gfp, 95% phoc héi sau ngdng thuéc.

Loai ndng:

- HuyOt khéi t%c mch, viem t¥c tinh mch: khofng 1/1000
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- Nhé&i m,u c- tim: d0 gkp & ng-&i bbo ca tiOn s6 tion sfn gitt t'ng huy0t ,p, t'ng lipid
m.u, ®,i th,o ®-&éng, hot thuéc. Tai biOn th-éng gifm @®i & nh+ng ng-&i ding thuéc
kh«ng li®n téc.

- BOnh mch n-o: d0 gkp & ng-&i tran 35 tuzi vii td 10 37 ca/ 100.000 ng-&i/ n""'m.
- TrCm cfim, ®Ri hai ph{li ngbng thuec khofng 6%.

- Ung th-: ch-a c& mei li®n quan vii drng thuec.

5.2.1.4. Chong chi dinh

Cao huy0t _p, c.c bC")n“h v0 mich m_u (nh- vidm t%c mch) vi®m gan, ung th- vo- t0 cung,
®.1th, o ®-€éng, bbo bOu, phd n+ tr2n 40 tuzi (vx dO cé tai biOn vO mich ,u).

5.2.1.5. Tuong tdc thuéc
Lam giam tdc dung chong thu thai

- C,c thuéc goy cfm gng enzym chuyOn h&a thuéc & gan, lym t'ng gi_ng hda oestrogen
vl progesteron: Rifampicin, phenytoin, phenobarbital.

- C.c thuéc Ium thay @i vi khuEn ®-&ng ruét, t'ng thfi trd oestrogen -progesteron qua
phn: ampicilin, neomycin, tetracyclin, penicilin, cloramphenicol, nitrofuratoin.

Lam tdng doc tinh doi voi gan cuia thudc chong thu thai

C.c thuec cheng trCm cfm loti 3 viing, IMAO, troleandromycin

5.2.1.6. Ché phdm

Ca rkt nhiOu loi. ThY dé:

- Marvelon 21: vi®n ca Desogestrel 150 mcg + Ethinylestradiol 30 mcg.
MBoi vi ¢6 21 vién thude + 7 vién khong thuéc

- Nordette: moi vién cé Levonorgestrel 150 mcg + Ethinylestradiol 30 mcg.

- Rigevidon 21 + 7 va Rigevidon 21 + 7 “Fe” (sat: Fe fumarat 25 mg): mdi vién c6
Levonnorgestrel 150 mcg + Ethinylestradiol 30 mcg.

- Tri- regol:

Hoat chdt 6 vién vang 5 vién mo chin 10 vién trang
Levonorgestrel 0,05 mg 0,075 mg 0,125 mg
Ethinylestradiol 0,03 mg 0,04 mg 0,03 mg

T0 nguy thg 5 sau kinh, vi®n ving ueng tr-ic, sau ®0n vi2n mpu m- chin réi vi2n tring.
NOu khofng c, ch gi+a hai vi®n tr2n 36 gié thx kh«ng an topn.

Thuéc th-éng ®&ng thunh vi 21 vi2n c& holt chEt + 7 vien kh«ng ci hot chEt @) uéng
theo thit tu, mdi ngdy udng 1 vién vao budi chiéu sau bita an. Ngay bét ddu thay kinh, tinh

I ngpy thg nhEt, nOu vRng kinh Iy 28 ngpy.
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NOu h«m tr-ic quan, thx h«m sau uéng b¥. NOu gi_n ®o*n qu, 36 gié, t.c dong kh«ng
®Tm bfo.
5.2.2. Thudc tranh thai cé progesteron don thuan
52.2.1Coché

Do chi c& progesteron, n@n t,c dong chii yOu I & ngoti bi2n: thay ®zi dbch nhpy c& to
cung vi lpm kBm ph_t triOn nim m<c néi mc t6 cung. HiOu quf tr_nh thai kh«ng b»ng
thuéc phéi hTp.
HiOu luc chf c& sau 15 nguy ding thuéc, vu chd @m bfo nlu uéng ®0u, kh«ng qu@n.
Th-éng ®0 dng cho phé n+ c& bOnh gan, t'ng huyOt _p, ®- ¢ vidm t%c mch. ChEm kinh,
bOnh tOm thCn.

5.2.2.2.Tai bién
- Do kh«ng c& oestrogen n2n kh«ng ca tai biOn tim mch

- Rei lo*n kinh ng_uyOt. Th-éng xfy ra trong n"m @Cu, I nguy?n nhén gy ba thuec. DCn
dCn kinh nguyOt sl tré vO bxnh th-éng sau 1 n"'m.

- Nhgc ®Cu, chadng mét, phT, t'ng cOn.
5.2.2.3. Chong chi dinh

Do thuec cé t,c dong lum kh« ni2m mtc drch ©m @0, cho n®n kh«ng ding cho phé n+
d-1i 40 tuzi.

5.2.24. Ché' phdm va cdch ding
TEt ¢f ®0u Iy loti norsteroid
Loai liéu cao:

Ding kh«ng li®n toc, ueng to nguy the 5 ®0n ngpy thg 25 ciia chu ku, ®-Tc ding cho
nh+ng pho6 n+ céa tai biOn mich, hokc pho6 n+ tran 50 tuei, tai b iOn vO mch th-éng cao.

- Kh«ng dng cho ng-&i c& cao huy0t _p, ®.i th_o ®-&ng hokc ca lipid m_u cao.

- C,c ch0 phEm: Lynesterol, Orgametrin vi2n 5 mg, uéng 2 vi@n/ ngy.

Loai liéu thdp

Dng lidn téc hung ngpy, ngay cf khi thEy kinh. Chg ®nh cho nh+ng ng- &i kh«ng ding
®-Tc oestrogen, hokc ca chéng chi ®nh vii thuéc tr_nh thai loti phei hTp.

C.c ch0 phEm

. Norgesstrel (Microval) vi#n 0,03 mg. Ueng 1 vi@n/ nguy

. Lynestrenol (Exluton) vi@n 0,5 mg. Nguy @Cu thEy kinh b¥%t @Cu uéng, uéng li2n toc 28
nguy.

Cdc thuoc khdc
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- C,c polyme teng hTp, ¢, c vi nang silastic cd@ mang thuec cheng tho thai ®-Tc cky, ghbp
vjo ¢- thO, cé thO gifii phdng mét I-Tng thuéc &n @nh vyo m_ u suet trong 6 th, ng.

- Céc loai kem va thudc sti bot c6 tic dung tai cho, ding boi vao cic mang ng'n hokc
b-m vyo ©m ®o tr-ic khi giao hTp ®0 dilt tinh tring.

- Ortho- crem; cé acid ricinoleic, acid boric vy lauryl natri sulfat.

- Nonoxynol- 9: chga nonylphenoxy- polytoxyetanol.

Thudc trdnh thai ding cho nam gidi

Thuéc gc ch0 sn xukt tinh tring: tuy ca nhiOu h-ing nghin cgu, nh-ng cho tii nay ch-a
cd meét thuec npo ca hilu quy vy an topn.

5.2.3. Thuéc trdanh thai sau giao hop. Con goi la vién tranh thai khdn cdp

DTng thuéc phei hTp hofc mét mxnh estrogen trong vRng 72 gié ca hiOu quf tii 99%.

Ethinyl estradiol 2,5 mg x 2 ICn/ nguy x 5 nguy; Diethylstilbestrol 50 mg/ nguy x 5 nguy:
Norgestrel 0,5 mg ethinyl estradiol 0,05 mg 2 vi®n x 2 ICn/ 2 gié.

Thuéc cathOt,c dong theo nhiOu ¢c- ch0: gc ch() hokc Ium chEm phang no-n; Iym néi mc

t0 cung kh«ng tiOp nhEn ®-Tc treng; sfn xutt dich nhCy cz t6 cung, Ium gifm st x6m

nhkp cfia tinh tring; cfn tré su di chuyOn cfia tinh tring, treng trong vRi td cung.

Tac dung phu 40% buén non va non (ding kém thude chong non) nhic dau, chéngmat,

c'ng vo, ®au bong, chuét rét. Vx phfi ding liOu cao n®n ca nhiOu t, ¢ dong phd, tr_nh s6
dung rong rai (FDA cua My khong cho dung).

. Postinor (thuéc ®-Tc drng & Vi0t nam). Mbi vién chia Levononorgestrel (progesteron)
0,75 mg. DTng cho pho n+ giao h1p kh«ng ca kO ho'ch. NOu cé giao hT p th-éng xuy@n,
n2n drng loti thuec phéi hTp.

Liéu ding: uéng 1 vi@n trong vng 1 gié sau giao hTp. NOu ca giao hp I, uéng thdm 1

vi2n sau vien ®Cu 8 gié. Nai chung, hung th_ng uéng kh«ng qu, 4 vién.

Chong chi dinh: ®ang cé thai hokc nghi ngé ca thai, chfy m u 6m ®*0 ch-a ra nguy®n
nhen, bOnh gan- thEn, ca ti0n sé carxinom vé, budng trang hokc t6 cung.

Loi ich khéng lién quan dén tdc dung trdnh thai

Sau hung chdc n"m ding thuec tr, nh thai phei hp, ngoyi hiOu quf tr_nh thai cao (tfi 98 -
99%), ng-€i ta cAn nhkn thEy 1 sé ITi Ych sau ciia thuéc:

- Lum gifm nguy ¢~ u nang buang treng, ung th- buang trgng v néi mic td cung sau 6

th,ng drng thuec. Sau 2 n""'m d¥ng thuéc td 10 mii m¥c gifm tii 50%.

- Lum gifm u lpnh tinh tuyOn vo.

- Lum gifm ¢, ¢ bOnh vigm nhidm ving hé chEu.

- §i0u hBa @-Tc kinh nguy0t, lym gifm mEt m,u khi thEy kinh, do ®& gifm @-Tc td 10

thiOu m_ u thiOu s¥t.
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- Gifm ®-Tc t0 10 lobt tidu haa, vidgm khip ding thEp, cfi thiln ®-Tc treng c,, rEm l«ng.

CAU HOI TU LUONG GIA

1. Trinh bay tdc dung sinh ly cuaT;- T, va dp dung diéu tri.

. Trinh bay co ché tac dung va dp dung diéu tri ciia thuéc khdng gidp trang tong

hop.

3. Trinh bay tdc dung va co ché'tdc dung cua insulin

4. Phdn tich cdc tdc dung sinh ly, tai bién, cdch theo déi va dé phong tai bién cua

0° NS

glucocorticoid.

Phdn tich va so sdnh tdc dung chong viém cua steroid (glucocorticoid) va thuéc
chong viém khong phdi steroid.

Trinh bay co ché’tdac dung chong di ving va iic ché mién dich cua glucocorticoid.
Gidi thich vé cdc chi dinh va chéng chi dinh cua glucocortico id.
Trinh bay vé nhiing diém cdn chit y khi dung glucocorticoid.

Trinh bay chi dinh va chéng chi dinh cua testosteron.

10.Dua vao tdac dung sinh 1y ciia estrogen, phdn tich chi dinh va chong chi dinh cua

estrogen.

11.Phdn tich co ché tic dung va dp dung lam sang cuia thudc khdng estrogen clomifen

va tamoxifen.

12.Dua vao tdc dung sinh ly, phdn tich chi dinh va chong chi dinh ciia progesteron.

13.Trinh bay co ché tdc dung va dp dung ldm sang ciia thudc khdng progesteron:

mifepriston.

14.Trinh bay co ché'tdc dung cuia thudc trdnh t hai phdi hop. Cdc loai thudc phoihop?

15.Phan tich co ché'tac dung, uu nhuoc diém ciia thuoc tranh thai cé progesteron don

thudn.
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Bai 36: DIEU TRI NGO DOC THUOC CAP TiNH

MUC TIEU HQC TAP: Sau khi hoc xong bai ndy, sinh vién c6 kha nang:
1. Trinh bay duoc nguyén tdc loai trix chdt doc ra khdi co thé
2. Gidi thich duoc nguyén tdc trung hoa chdt doc trong co thé

3. Trinh bay duogc nguyén tdc diéu tri triéu chitng va hoi siic trong ngo déc thuoc

Ngo6 doc thudc thuong 1a do nham lan (cta thay thudc, ciia ngudi bénh) hoac do ¢6 y (tu
tlr, dau doc). Nhitng truong hop nhadm 1an thudong khong niang 1am, vi duoc chdn dodn
ding va sém nén xu 1y kip thoi. Con nhitn g truong hop ¢6 y thi thuong rit nang vi nan
nhan che gidu tén thudc da dung, liéu thudc nhi€ém doc lai qué 16n va lic dua dén diéu tri
thudong di muon, cho nén chin dodn khé khan, xir tri nhiéu khi phai mo mam.

Chi c6 rat it thu6c c6 triéu ching ngd doc dac hiéu va cach diéu tri diac hiéu. Vi vay, cic
xtr tri ngd doc thudc néi chung 1a loai trir nhanh chéng chat doc ra khoi co thé, trung hoa
phan thudc da dugc hdp thu va diéu tri cdc triéu chiing nham hoi stc cho nan nhan.

1. LOAI TRU CHAT BOC RA KHOI CO THE

1.1. Qua duong tiéu hoa

- Gay non: Apomorphin hién khong ding vi nhiéu tdc dung phu

- Ipeca: Dung duéi dang siro tir 15 - 20 ml, pha loang trong 250 ml nuéc. Néu sau 15 phut
khong non, c6 thé dimg lai. Thudng dung cho tré em trén 1 tudi.

Trong trudng hop khong c6 thudce, nan nhan con tinh, ¢6 thé ngody hong hoidc dung mun
thét cho uong.

- Rira da day bang nuéc am hoic thuoc tim (KMnO ,) dung dich mot phan nghin (1: 1000
)cho dén khi nudc rira trd thanh trong.

V6i cac thude hdp thu nhanh nhu aspirin, cloroquin, meprobamat, bar bituric, colchicin,
thudc chéng rung tim, rira da day va giy non chi cé tac dung trong 6 gio dau, khi chat
tring doc con & da day. Doi véi loai benzodiazepin, thuéc chong rung tim, hoac nhiém
doc hén hop, hodc nhitng chét khong rd, ¢6 thé rira trong vong 24 g i0.

Dung than trong khi nan nhan da hon mé vi dé dua nham 6ng cao su vao khi quan, hoic
chat non quay ngugc dudong vé phd. Tuyét doi trdnh rira da day cho nhitng ngudi bi tring
doc céc chat an mon nhu acid manh, base, vi 6ng cao su c¢6 thé 1am rach thuc quan.

Sau rira da day, cho than hoat, vi c¢6 nhiéu wu diém: Hoan toan khong doc, ngan can duoc
chu ky gan- rudt d6i véi cac thudc thai theo duong mat, do dé tang thai theo phan.

Liéu 50- 100g. Mot tram gam than hoat c6 thé hap phu duoc 4 g thudc chéng trim cam
loai tricyclic. Thuong cho 30- 40 g, cach 4 gio 1 lan.
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1.2. Qua duong ho hap

Ngo6 doc cac thuoc thai qua duong ho hap nhu cac thudc mé bay hoi, rugu, khi dot, xang,
aceton..., can lam tang ho hap bang cdc thudc kich thich nhu cardiazol (tiém tinh mach
ong 5 ml, dung dich 10%), lobelin (tiém tinh mach 6ng 1 ml, dung dich 1%), hoac ho hap
nhan tao.

1.3. Qua dudng tiét niéu
1.3.1. Thuong diung cdc thudc loi niéu tham thdu

Nhu manitol (10%; 25%), glucose uu truong (10%; 30%), dung dich Ringer. Phai chéic
chén rang chic phan than con t6t. Khong duoc dung khi ¢é suy than, suy tim, phu phéi
cap, huyét ap cao, truy tim mach nang.

Khi dung cac thudc 1oi niéu nay thi cac khang sinh ciing bi tang thai, cho nén can phai
nang liéu cao hon.

1.3.2. Kiém hod nudc tiéu

Trong truong hop ngd doc cac acid nhe (barbituric, salicylat, dan xuét pyrazolol).
Thuongdung hai thu:

- Natri bicarbonat (NaHCO ;): Dung dich 14%0, truyén nho giot tinh mach 2 - 3 lit mot
ngay. Nhung c6 nhuoc diém 12 dua thém Na* vao co thé, vi vay khi chiic phan than khong
duoc t6t, dé gay tai bién phi nio.

- T.H.AM. (trihydroxymetylaminmetan), truyén tinh mach 300 - 500 ml.

HO‘ Hzc \ HO‘ Hzc

HO-H,C—> C—NH, + H— HO- H,C C + NH,

HO- H,C HO- H,C

THAM c6 uu diém la khong mang Na* va dé thim vao dugc trong t€ bao.
1.3.3. Acid héa nudc tiéu

Dé lam tang thai cac base hitu co nhu cloroquin, din xuét quinolein, imipramin,
mecamylamin, dan xudt acridin, nicotin, procain, quinin, phenothiazin.

Céac thuoc 1am acid hda nuéc ti€u thudng dung 1a amoni alorid uéng 3,0 - 6,0g hoic acid
phosphoric 15- 100 giot mot ngay.

Acid héa khé thuc hién hon kiém héa va co thé chiu dung tinh trang toan kém hon trang
th4i nhiém kiém, cho nén ciing dé gay nguy hiém.

2. TRUNG HOA CHAT POC

Thudng dung cdc chat tuong ky dé ngan can hip thu chat doc, 1am mat hoat tinh hoac doi
khang véi tac dung ctia chat doc.

2.1. Cac chat tuong ki hoa hoc tai da day
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Dé ngan can hap thu chat doc, thudng dung rira da day bang céc dung dich:

- Tanin 1- 2%: 100- 200 ml (c6 thé thay thé biang nuéc che dic), c6 tac dung lam két tha
mot s6 alcaloid va kim loai nhu strychnin, calcaloid clia cay quinquina, apomorphin,
cocain, mu6i k&€m, coban, dong, thuy ngan, chi...

- Sita, 1dong trang tring (6 qua cho 1 lit nuéc) ngan can hap thu cdc mudi thily ngan,
phenol.

- Than hoat (nhii dich 2%), hoac bdt gao rang chdy, kaolin c6 tac dung hap phu céac chat
doc nhu HgCl, (sublimé), strycnin, morphin... Than hoat con hdp phu manh ca cac chat
mang dién tich duong ciing nhu am, cho nén c6 thé ding dugc trong hau hét céc trudng
hgp nhiém doc dudng tiéu hoa.

2.2. Cac chat tuong ky hoa hoc dung duong toan than

- Tao methemoglobin (bang natri nitrit 3% - 10ml) khi bi ngo doc acid cyanhydric (thudng
gap trong ngd doc san). Acid cyanhydric rét ¢6 di luc véi cytocrom oxydase (c6 Fe ) 1a
cac enzym ho hap cua mo. Khi bi ngd doc, cac enzym nay bi tGc ché. Nhung acid
cyanhydric lai ¢6 ai luc manh hon véi Fe ™™ ciia methemoglobin, nén khi gay dugc
methemoglobin, acid cyanhydric s€ hop v6i methemoglobin tao thanh
cyanomethemoglobin va giai phong cytochrom - oxydase.

- Dung B.A.L. khi bi ng6 doc c4c kim loai ndng nhu Hg, As, Pb.

- Dung EDTA hoac mudi Na va calci cta acid nay khi bi ngd doc cac ion hoa tri 2: Chi,
sat, mangan, crom, dong va digitalis (dé thai trir calci).

2.3. Sir dung cac thuéc doi khang duoc ly dac hiéu

Dung naloxon tiém tinh mach khi bi ngé doc morphin va cic opiat khac; dung vitamin K
liéu cao khi ngd doc dicumarol; truyén finh mach dung dich glucose khi bi ngd doc
insulin... Phuong phdp nay dung di€u tri ¢6 hiéu qua nhanh va t6t, nhung chi c6 rat it
thudc c6 tic dung d6i khang dugc 1y dac hiéu, cho nén phan 16n phai diéu tri theo triéu
ching.

3. PIEU TRI TRIEU CHUNG VA HOI SUC CHO NGUGI BENH
3.1. Ap dung déi khang sinh Iy

Dung thu6c kich thich than kinh khi ngd doc cac thudc tc ché (diung bemegrid,
amphetamin khi ngd doc barbiturat), ding thudc 1am mém co khi ngo doc céc thudc co
giat (dung cura khi ngd doc strrynin)..., hodc nguogc lai, dung barbiturat khi ngd doc
amphetamin, long ndo, cardiazol.

Phuong phép nay khong t6t 1am vi thudc déi khang ciing phai ding véi liéu cao, thudong l1a
liéu doc, cho nén c6 hai d6i véi nan nhan.

3.2. Hoi siic cho nguoi bénh
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- Tro tim, gilt huyét ap, chong truy tim mach: Dung cdc thudc trg tim thong thuong,

noradrenalin 1- 4 mg hoa trong 500- 1000ml dung dich glucose ding truong, truyén nho
giot tinh mach. C6 thé dung D.O.C dung dich dau 1- 5 mg tiém bap.

- Trg ho hép: Cac thudc kich thich ho hdp (cardiazol, cafein), ho hap nhan tao, thd oxy.

- Tham phan phiic mac hoic than nhan tao: Chi dung trong trudng hop nhiém doc nang,
than da suy, cdc phuong phdp di€u tri thong th uong khong mang lai két qua, hoac céc
trudng hop chong chi dinh ding cdc thudc loi niéu tham thau. Thuong gap ngd doc kim
loai nang, sulfonamid liéu cao, barbiturat li€u cao.

- Thay mau duogc chi dinh trong cac truong hop:
. Nhiém doc phospho trang: Phéi lam trudc 8 gid mdi ¢6 kha nang cttu duge nan nhan.

. Nhiém doc véi li€u chét: Cac thudc chong sot rét, chat doc té€ bao, isoniazid, dan xuat
salicylat (nhat 1a véi tré em).

. Cac chat lam tan mau: Saponin, sulfon...

. Céc chat gay methemoglobin: Phenacetin, anilin, nitrit, cloroquin... C6 thé diéu tri bang
xanh methylen 6ng 1%- 10 ml hoa trong 500 ml dung dich glucose déng truong truyén
nho giot tinh mach; hoac tiém tinh mach vitamin C 4,0 - 6,0g trong 24 gio. Khi khong c6
két qua thi thay mau.

Can phai s6m va khdi lugng mdu thay thé phai c6 du nhi€u (it nhat 1a 7 lit). Néu hom sau

m4u con chita nhiéu hemoglobin hoa tan thi c6 thé phai truyén lai.

3.3. Cong tac cham soc nguoi bénh

- Ché do dinh dudng: Cho an cac thudc an nhe, dé tiéu, du calo, hodc truyén hau mon né€ u
c6 ton thuong thuc quan (nhiém doc acid). Cin cho thém nhiéu vitamin, dic biét 1a
vitamin B, C; cho thém insulin khi phai truyén nhiéu duong (ose):

- C4c khang sinh dé phong nhiém khuan thi phat.

- Lam tot cong tac ho ly: Hut dom, rdi, vé sinh chong loét ...

3.4. Bang ké mot s6 thudc tring doc thuong gap va cach diéu tri

Trong bang nay chi ké mot s6 thudc thuong gay doc va cac thudc c6 tac dung diéu tri dic

hiéu. Ngoai nhiing thuoc di€u tri nay can phoi hgp thém cac thuéc va phuong phap hoi

sinh tong hop tuy theo tinh trang tring doc.

Nhitng thudc khong ké trong bang nay, khi tring doc phan nhiéu 1a chi dicu tri triéu

ching két hop véi hoi stc.

Thuoc ngé doc | Thudc giai doc chinh Trinh bay Liéu luong va cach dung
Aspirin  (Nhém | - Na bicarbonat Dung dich 12,5%0 - Truyén nho giot t/m 1,5- 3,0g mot ngay,
salicylat) néu c6 toan huyét.
- Vitamin K 6ng Iml = 0,05g - Tiém t/m hodc tiém bép 4 ong/ ngay
- Cac dung dich bu - Bl nudc, Na*, K, glucose tuy theo tinh
nudc Na, K*, glucose trang bénh.
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Barbiturat - Natri bicarbonat - Dung dich 12,5%o0 | Truyén nhé giot tinh mach 1,5- 3,0 lit /
- Cac thudc va phuong ngay
phép hoéi sinh tdng hgp.

Benzodiazepin Flumazenil (Anexate) 6ng 5ml=055mg | Tiém t/m liéu dau O,? mg néu chua tinh,
sau mdi phit tiém nhéc lai liéu toi da 1a 2
mg.

Cloroquin - Adrenalin 6ng Iml= 1 mg - Tiém t/m 0,25 mcg/ kg/ phut.

Nivaquin - Diazepam 6ng 2ml= 10 mg - Truyén t/m 2mg/ kg trong 30 phiit, sau

(Amino 4 do1- 2 mg/ kg/ ngay trong 48 gio...

quinolein)

Curare loai | - Prostigmin va cic loai 6ng 0,5 mg Tiém t/m timg li€u 0,5 mg, khong vuot qué

tranh chdp véi | phong tod 3,0 mg (c6 thé tiém trudc 1mg atropin dé

acetylcholin cholinesterase ngan can tic dung cua prostigmin trén hé
M)

Ca doc dugc | - Pilocarpin 6ng bot 0,1g - Tiém duéi da 10 mg mot 14n cho tGi khi

(belladon)  va ¢6 nudc bot

cdc ché phdm | - Tanin 1- 2% - U6ng 100 ml

c0 atropin

Chi EDTA calci 6ng 10 ml = 0,5g - 91 ,0g hoa trong 500 ml dung dich glucose
dang truong truyén nhd giot finh mach.

Chat sinh Xanh methylen 6ng 1% = 10 ml - Pha 1 ong trong 500 ml dung dich

methemoglobin glucose ding truong truyén nhd giot tinh
mach

Vitamin C - Tiém t/m 4,0- 6,0g/ 24 gi®

6ng 0,1g

Thuoc ngo doc

Thudc giai doc chinh

Trinh bay

Liéu luong va cach dung

Chit phong tda | Contrathion (P.A.M) Lo 200 mg - Truyén t/m dung dich cé6 400 mg

cholinesterase contrathion hoa trong 25 ml NaCL 9%o
moi phit 1 ml

Atropin 6ng 1 mg - Tiém t/m timg mg.

Digitalin EDTA natri 6ng 10ml =0,2g - §,0g hoa trong 250 ml dung dich glucose
dang truong truyén finh mach trong 30
phut.

KCl1 - Truyén nhd giot tinh mach 20- 40 mEq/
gio
Téng liéu 120 mEq.

Isoniazid va | - Vitamin B, 6ng 2ml = 0,05g - Tiém bap hoac t/m mdi ngay 50- 500 mg.

IMAO C6 thé t6i vai gam.

- Diazepam 6ng 2ml= 10 mg - Tiém cham t/m 1- 2 6ng néu c6 co giat

Khéng filic Acid folic 6ng 1 ml=2,5g - Tiém bép 3- 6 mg mot ngdy

Khéng Vitamin K, 6ng 1 ml=0,5g - Tiém tinh mach hodc tiém bép 4- 6 6ng

protrombin mot ngay.

Kim loai nang | B.A.L 6ng 2ml=200mg | - 2- 3 mg/ kg cho mot lan tiém bap. Ngay

(As, Au, Hg) tht nhat va 2, cach 4 gig tiém mot lan;
ngay thit 3, cich 6 gio; nhiing ngay sau, 2
lan trong 1 ngay.

Morphin va cic | - Naloxon 0,4 mg - Tiém béap 0,4- 0,6 mg

opiat khac - Naltrexon

- Tanin Dung dich 1- 2% - Udng 100ml
- Thudc tim Dung dich 1%o0 - Rlra da day
Muscarin (ndm | Atropin 6ng1/4 mg hoic 1 | - Tiém dudi da hoac tinh mach timg liéu

doc)

mg

0,5- 1,0 mg
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Phong téa B | - Atropin 6ng 1 mg - Tiem ﬁr}h mach 1- 2 6ng )
adrenergic - Glucagon 6ng 1 mg - Tiém bap hodc tinh mach 1- 2 6ng dé duy
tri co bop tim
Phospho - Thudc tim Dung dich 1%o0 - Rura da day
- béng sulfat Dung dich 0,5% - Rira da day 500 ml
- Nuéc oxy gia Dung dich 1% - U6ng nhiéu lan trong ngay
Quinidin - Natri lactat Lo 250- 500 ml Truyén t/m 250 ml trong 30 phiit
Nhic lai néu can
Strychnin - Barbiturat - Barbital - Duing cho t6i khi xuat hién ngt
phenobarbital
- Nesdonal
- Curare - Remyolan 6ng 5 | - Tiém t/m timg liéu 50- 100 mg tGi khi
ml=0,1g khong con co giat
Cyanur  (acid | - Natri nitrit - Dung dich 2% - Tiém cham t/m 10- 20 ml
cyanhydric) - Natri hyposulfit - 6ng 10 ml = 1,0g | - Tiém cham t/m 30- 50 ml

4. MOT SO THUOC PAC HIEU DUNG TRONG NHIEM BOC
4.1. Dimercaprol

Trong chién tranh th€ gidi thi hai, & Anh da nghién cttu cac chat chong lai chat doc héa
hoc chita hoi asen, da tim ra dimercaprol. Do d6 dimercaprol con goi la British- anti-
Lewisite (viét tat 12 B.A.L).

4.1.1. Cdu triic héa hoc va ly hoa tinh
Dimercaprol 1a 2, 3- dimercaptopropanol:

La chat 16ng sanh, khong mau, mui khé chiu, tan trong dau thuc vat, trong rugu va cac
chat hoa tan hitu co khac.

4.1.2. Tdc dung va co ché

Dimercaprol ngan ngita doc tinh ctia nhitng phiic hop thiol - kim loai, bang céch phan ting
v6i kim loai dé hinh thanh phic hgp dimercaprol - kim loai, dong thoi giai phéng hé
enzym co thiol; nhu trong ngo doc asen, dimercaprol tdc dung véi asen theo cach sau:

S-Pr HS- CH,
R-As” | S- CH,
SS-pr HS-CH 5 R-As |
| S-CH + 2Pr-SH
HO -CH, |
HO - CH, Enym chita SH

BA.L

Dang két hop chdt asen Phiitc hop dimercaprol va hop chdt

voi enzym chita - SH asen tan trong nudc, thdi

theo nudc tiéu
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Kha ning tao chelat ctia dimercaprol thay doi tuy ting kim loai, manh nhat véi thuy ngan,
mudi vang va ntra kim loai nhu asen.

Ngoai tac dung lén hé enzym chita nhém - SH, dimercaprol con tac dung truc ti€p 1én cac
enzym dugc hoat hda boi cac ion kim loai nhu: Catalase, anhydrase carbonic, peroxydase.

4.1.3. Tdc dung phu cua dimercaprol
- Nhitc dau, bu6n non, non, dau bung
- Tang huyét ap, tim dap nhanh.
- Bong tam thoi cdc niém mac, viém két mac, chay nudc miii, tang ti€t nudc bot.
- Dau co va ving sau xuong tic
- Kho chiu ¢ diém tiém, doi khi 4p xe.
- O tré em, s6t, giam bach cdu, doi khi co giat
- Uc ché chiic nang cua tuyén gidp trong trudng ho p diing kéo dai.
- Thi€u mau tan mau trong truong hop thiéu G (PD.
4.1.4. Chi dinh, liéu luong
Diuing trong diéu tri ngd doc asen, thuy ngan, mu6i vang. N6 ciing ¢6 gid tri nhu mot chat

b6 trg cho CaNa, EDTA trong ngd doc chi va cho penicilamin trong bénh Wilson. It hiéu
luc trong nhiém doc bismuth, tali, dong, crom va nicken.

- Tim tinh cam thu cua nguoi bénh: Lan tiém dau tién 50 mg.

- Ngo doc cép: cach 4 gio tiem 4 mg/ kg cho 48 gid dau, roi 3 mg/ kg 2 1an mot ngay
trong 8 ngay (licu t6i da 5 mg/ kg/ ngay).

- Ngo doc man: cach 4 gio tiém 2,5 mg/ kg cho 48 gio dau, roi 2,5 mg/ kg 1 1an mot ngay
trong 10- 15 ngay.

- Tiém bép sau, méi lan tiém, chuyén chd tiém; ding bom tiém béng thuy tinh.

- Kiém hoa nuéc tiéu trong thoi gian diéu tri (d€ bao vé than doi véi tic dung doc cua
nhiing kim loai duoc giai phong).

4.2. EDTA calci dinatri va EDTA dinatri
4.2.1. EDTA dinatri (Na, EDTA)
42.1.1. Tac dung

T4c nhan chelat khong c6 calci, khi vdo co thé tao phic dé dang véi calci. Thai qua than
du6i dang chelat cua calci: 72% thai qua nudc ti€u trong 2 4 gio.

42.1.2. Chi dinh: Dung diéu tri nhiing truong hop qua tai calci:
- Da: Bénh cting bi, hoi ching Thibierge - Weissenbach.

- Méau: Tang calci- mdu.
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42.1.3. Chong chi dinh: Suy than nang
4.2.14. Cdchdung va liéu luong:
Ong tiém 10 ml, dung dich dé tiem 5%.

Chi dung trong nhiing trudng hop cap, 1- 2 ong tiém dugc hoa loang trong dung dich
huyét thanh man hay ngot ding truong, truyén nhé giot tinh mach rat cham trong ngay
(d€ tranh hiém hoa bénh tetani). Mot dot diéu tri trong 5 ngay va gilta nhitng ngay dé phai
duoc theo doi, ¢6 thoi gian nghi 7 ngay.

Vién boc duong: 0,25g

Diing cho dié€u tri ngoai trd va liéu duy tri tir 6 - 8 vién boc duong/ ngay.
Liéu dung: 5 ngay/ tuan 1€,

4.2.2. EDTA calci dinatri

422.1. Tdac dung

EDTA Ia ethylendiamin tetra acetic acid. Thuong dung mudi dinatra (Na ,EDTA, dinatri
edetat) dé 1am tan nudc, c6 kha nang “gap” (chelate) calci. Nhung Na ,EDTA gay tetani
do ha calci mau, nén khi ngo doc kim loai héa tri 2 hoac 3 (chi, dong, sat, coban, cadimi,
chat phong xa) thi dung dinatri calci edetat (CaNa ,EDTA) s€ tao thanh nhiing phtic bén,
mat toan bd hoat tinh ion va doc tinh ctia n6 va khong bi tai bién ha calci mau: duoc thai
qua than: trong 24 gid, 72% thudc duoc tim thay dudi dang chelat trong nuéc tiéu, thoi
gian ntra thai trir & huyét tuong 1a 40 phiat. Khong khuéch tin qua dich na o- tiy.

4.2.2.2. Chi dinh
- Ngd6 doc chi

- Ngo doc kim loai nang: Crom (eczéma cua ximang), st (ching nhiém hemosiderin),
coban, dong, cht phéng xa...

4.2.2.3. Chong chi dinh
Suy than nang
4.2.24.Tac dung phu

- Poc tinh v6i than: Thuong tén 6ng than, al bumin- niéu, gidm niéu, suy than (thong
thudng ¢6 hoi phuc).

- Buon non, di 16ng, chudt rit co, sot, dau co.

- Kéo dai thoi gian prothrombin.

- Diéu tri kéo dai c6 thé gay mat magnesi (ngiing diéu tri va ding mot mudi magnesi).
- Viém tinh mach huyét khoi trong truong hop dung nhitng dung dich qua c6 dac.
4.2.2.5. Cdch dung va liéu luong

Ong tiem 10 ml, ¢6 0,50¢.
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- Pudng tinh mach: 15- 25 mg/ kg co thé, truyén nho giot tinh mach trong 250 - 500 ml
dung dich huyét thanh ngot dang truong trong 1 - 2 gid, 2 1an/ ngay; liéu t6i da 50 mg/ kg/
ngdy; chu ky diéu tri trong 5 ngay lién, vdi khoang céch t6i thiéu 2 ngdy gitta nhitng chu
ky diéu tri. Kiém tra nudc ti€u hang ngay va ngiing diéu tri trong trudong hop bat thuong.

- Puodng tiém bap (dung dich 20%): Pugc chi dinh tr ong bénh nio do ngd doc chi, véi
tang ap luc cta dich ndo tuy; 4- 6 gio tiem 12,5 mg/ kg (t6i da 50 mg/ kg/ ngay). Dung
dich duoc hoa thém véi procain 1% dé tiem.

4.3. Penicilamin

Penicilamin (D- béta, béta- dimethylcystein) 12 chat thuy phan clia penicilin, c6 thé tong
hop.

Tao chelat v6i kim loai nang, hop véi nhitng chat nay thanh nhitng phic hoa tan va dugc
thai qua nudc tiéu. Trong cystein niéu, penicilamin hop thanh véi cystein mot phitc hop
hoa tan.

Hap thu t6t qua dudng tiéu hoa; thoi gian nita thai trir 12 2 - 3 gio, thai qua nudc tiéu dudi
dang disulfid.

4.3.1. Chi dinh va liéu luong
- Bénh Wilson: 500 mg/ ngay vé6i 25 mg/ pyridoxin; diéu tri can dugc theo dudi sudt doi.

- Ngo doc chi va thuy ngan: 500 mg - 1,5g/ ngay trong 1- 2 thang. Tré em 30- 40 mg/ kg
can nang.

- Cystein- niéu man (d€ phong bénh s6i): 250 mg/ ngay, liéu duoc ting dan t6i 500 mg, 4
lan/ ngay tuy theo su chiu thudc.

- Viém nhiéu khép man tién trién: Thang dau 300 mg/ ngdy; thang thit hai, thit ba: 600
mg/ ngay, néu sau 3 thang diéu tri khong thay cé két qua thi ngiing thuoc.

- Uong thudc luc déi, 2 gio trude hoac 3 gio sau khi an.
4.3.2. Chong chi dinh
- C6 thai, bénh mdu, bénh than, chiing nhugc co
- D1 ting véi penicilin.
4.3.3. Tac dung phu
- Di ting, protein niéu, mat vi giac, khiu giac.
- Viém nhiéu day than kinh
- Vang da ¢ mat
- Uc ché tuy xuong: Thiu méu, gidm bach cdu, tiéu cau.
4.4. Pralidoxim (2- PAM)
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Xin xem bai “Thudc tdc dung trén hé cholinergic”, phan di€u tri ngd doc hop chat
phospho hitu co.

CAU HOI TU LUONG GIA
Néu 3 nguyén tdc trong diéu tri ngo doc thuoc cdp tinh
Trinh bay nguyén tdc loai triv chdt doc qua duong tiéu héa.
Trinh bay nguyén tdc loai trix chdt doc qua duong tiét niéu
Trinh bay va phdn tich co ché ciia nguyén tdc trung hoa chdt doc trong co thé.

Trinh bay co ché'tic dung va cdach ding EDTA, penic ilamin.

SR~

Trinh bay cdc phuong phdp diéu tri triéu chiing va hoi chitng trong nhiém doc
thudc cdp tinh.



	BÌA
	Bài 1. Đại cương về dược động học
	Bài 2. Đại cương về dược lực học
	Bài 3. Tương tác thuốc
	Bài 4. Đại cương và phân loại hệ thần kinh thực vật
	Bài 5. Thuốc tác dụng trên hệ Cholinergic
	Bài 6. Thuốc tác dụng trên hệ Adrenergic
	Bài 7. Thuốc tê
	Bài 8. Thuốc ngủ và rượu
	Bài 9. Thuốc giảm đau loại morphin
	Bài 10. Thuốc hạ sốt - giảm đau- chống viêm
	Bài 11. Thuốc chữa Gout
	Bài 12. Thuốc an thần kinh và thuốc bình thần
	Bài 13. Thuốc chữa động kinh
	Bài 14. Thuốc kháng sinh kháng khuẩn
	Bài 15. Thuốc kháng Virus
	Bài 16. Thuốc kháng nấm
	Bài 17. Thuốc chống Lao - Thuốc điều trị phong
	Bài 18. Thuốc điều trị sốt rét
	Bài 19. Thuốc chống giun sán
	Bài 20. Thuốc chống Amip -  Trichomonas
	Bài 21. Thuốc sát khuẩn - Thuốc tẩy uế
	Bài 22. Thuốc trợ tim
	Bài 23. Thuốc điều trị cơn đau thắt ngực
	Bài 24. Thuốc điều trị tăng huyết áp
	Bài 25. Thuốc lợi niệu
	Bài 26. Các chất điện giải chính và các dịch truyền
	Bài 27. Thuốc điều chỉnh rối loạn tiêu hóa
	Bài 28. Thuốc điều trị rối loạn hô hấp
	Bài 29. Thuốc điều trị thiếu máu
	Bài 30. Thuốc tác dụng trên quá trình đông máu và tiêu Fibrin
	Bài 31. Thuốc điều trị rối loạn Lipoprotein máu
	Bài 32. Thuốc hạ Glucose máu
	Bài 33. Histamin và thuốc kháng histamin
	Bài 34. Vitamin
	Bài 35. Hormon và thuốc kháng hormon
	Bài 36. Điều trị ngộ độc thuốc cấp tính

