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Nguyén Pang Phudc Hién, Nguyén Vii Ha Phuc, Lé Hong Cam

Muc tiéu bai giang

Sau khi hoc xong, sinh vién c6 kha nang:

1. Trinh bay dugc cac dac diém vi sinh hoc cia Human Papilloma Virus

Trinh bay duge phan loai cac Human Papilloma Virus

2
3. Trinh bay dugc dic diém nhiém Human Papilloma Virus sinh duc
4. Trinh bay dugc cac yéu td nguy co ciia nhiém Human Papilloma Virus

HUMAN PAPILLOMA VIRUS (HPV)

HPV 1a mot trong nhitng tc nhan phd bién cta bénh lay
truyén qua tinh duc 6 nam va nir.

Khoéng biét chinh xac duoc ty 1¢ nhiém HPV sinh duc va
s6 hién méc that sy. Tai Hoa Ky, udc tinh ty 1€ méi mic
khoang 1-5.5 x 10° mdi nam, v6i wdc tinh tdng sé hién méc
khoang hon 20 x 10° ngudi.

C6 hon 40 type HPV c6 thé lay truyén dé dang qua hoat
dong tinh duc truc tiép, tir da va niém mac nguoi bi nhiém
sang da va ni€ém mac cua ban tinh.

Ngoai ra, do dic diém cau trac chi c6 capsid, nén HPV kha
bén, do d6 ¢6 thé ¢ co ché 1ay truyén ngoai hoat dong tinh
duc nhu tiép xtc véi dd vat co6 nhiém HPV (quin 4o
chung), hay qua sex toys...

Céc gene E6 va E7 ciia HPV ma héa cho nhiing protein da
chuc nang, c6 vai tro trong kha nang sinh ung cia HPV.

Céc papillomavirus thudc ho Papovaviridae.

HPV c¢6 duong kinh 55 nm va khong c¢6 vo (mang boc
lipid).

Capsid gom 72 capsome hinh sao 5 canh, dugc tao boi
protein L1. Protein L2 hién dién trong virus véi s6 lugng it
hon va nang d& cho b khung protein L1.
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Hinh 1: M6 hinh 3D Human Palilloma Virus dwdi kinh hién vi dién ti
Capsid duoc tao bdi 72 capsome hinh sao, béi protein L1. Protein L2 tao
ra khung nang d&. Bén trong |a DNA cla HPV.

Ngudn: genesium.ro

Bén trong capsid 1a cdu trac DNA cua HPV, la mét chudi
DNA kép, 7904 bp, khép vong, gom:

e El va E2: phu trach nhan ban

o E4vaES5: tai to hop

e L1 va L2: phu trach capsid protein

e E6 va E7: ma hoa cho nhitng protein da chirc nang
Céc protein ma hoa boi E6 va E7 1a cac protein s& gin véi
cac thanh t6 p53 va pRb, cé vai tro quyét dinh trong kha
nang sinh ung cia HPV.
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Hinh 2: So d6 DNA 7904 bp cla HPV type 16

Lwu y chirc ndng cla cac vung DNA. Céc vung E6 va E7 |3 cdc vung m3
héa cdc protein tham gia vao co ché sinh ung clia HPV.

Ngudn: wikipedia.org

Virus HPV da dang va phan b rong.

Virus HPV phan bd rong rdi va dugc phat hién trén ca
dong vat va con nguoi. Co6 hon 200 type virus HPV duoc
xé4c nhan dya trén chudi DNA quy dinh hé gene khac biét,
trong d6 85 cau tric gene di duoc mo ta dic tinh ddy du
va phan 1ap hon 120 cau tric gene mdi tiém ning, duogc
mo ta mot phﬁn cac dac tinh.

Tuy theo co quan dich, ¢6 2 nhém HPV:

1. Nhém HPV trén da c6 co quan dich 1a da ban tay va
ban chéan

2. Nhom HPV niém mac x4m nhidm 16p té bao trong
cling cua niém mac moi, miéng, dudng hd hip va biéu
mo sinh duc.

Trong cac HPV tn céng niém mac sinh duc, cac HPV c¢6
lién quan dén ung thu c6 tr cung va nhirng ton thuong tién
ung thu nén co thé chia thanh nhom:
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1. Nhom HPV nguy co thap
2. Nhom HPV nguy co cao

Nhom nguy co thip gdm céc type 6,11, 42, 43 va 44.

Nhom nguy co cao gém cac HPV type: 16, 18, 31, 33, 34,
35, 39, 45, 51, 52, 56, 58, 59, 66, 68 va 70.
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Hinh 3: Cac Alpha-papilloma virus
Cac nhém virus gay mun céc (tim) va cac nhdm virus sinh ung (xam).
Ngubn: jkma.org

HPV LIEN QUAN PEN NHIEU BIEU HIEN LAM

SANG TU LANH TiNH PEN UNG THU

Phan 16n nhiém HPV 14 lanh tinh.

Nhiém HPV c6 thé ty khoi néu co thé co dap ung mién

dich tét.

Goi 14 nhiém HIV kéo dai (hay ton tai) (persistent) khi

HPV ton tai trén 2 nam.

e HPV gay nhiing viung da phi dai chira keratin goi 1a
mun c6c ¢ ban tay va ban chan. Cac mun coc co thé tu
thodi trién sau tir 1 d&én 5 nam.

o Bénh Heck’s 1a cAc ting sinh biéu md cuc bd trong
khoang miéng, phan 16n do HPV 13 c6 thé tu thoai
trién.

e U nhu thanh quan c6 thé thiy ¢ tré khoang 3 tudi,
nhung ciing c6 thé xay ra & ngudi 16n. Bénh dugc xem
la méic phai khi sinh nga am dao ¢6 nhiém HPV do
type HPV twong ddng giita mun coc sinh duc va u nha
duong ho hap.

séc t& nau do, thi can sinh thiét loai trir sin dang Bowenoid
do HPV-16 va HPV-18.

Hinh 4: Condyloma accuminatum & c8 ti cung

La t6n thuong do HPV type nguy co thap. Ngay bén trén dé lai la mot
viing ¢6 tan sinh. Bénh nhan nay nhiém cung luc nhiéu type HPV.

Ngudn: mortakis.hpvinfocenter.gr

Mot s6 bénh nhan nhiém HPV tiém an, khong hoat dong
véi té bao hoc biéu md co tir cung binh thuong, thuong do
HPV 6,11 va cac nhém khac.

Nhiém cac nhém virus HPV nguy co cao din dén cac thay
d6i chu trinh té€ bao va gay tan sinh trong biéu md co ti
cung, duong vat, ni¢u dao, bang quang, am hg, 4m dao.

HPV 14 nguyén nhan gy ung thu c6 tir cung

Theo Hiép hoi Nghién ciru Chau Au vé Bénh ly viém
nhiém va Tan sinh dudng sinh duc va Trung tdm Nghién
ctru Qudc gia vé Ung thu o tir cung, HPV la nguyén nhan
quan trong gy ung thu ¢ tir cung.

Hién da xac dinh c6 khoang 30 ching virus HPV lay
truyén qua tiép xtc tinh duc gy nhidm HPV & ¢ tir cung,
am hg, am dao, duong vat, hdu mon.

TQy thugc chung HPV bi nhiém qua duong sinh duc, c6

the xay ra 3 tinh huong:

1. Condyloma accuminatum / condylomata accuminata

2. Nhiém HPV khong hoat dong. Té bao hoc ¢b tir cung
binh thuong

3. Nhiém HPV din dén thay dbi té bao gy tan sinh

Mun co6c sinh duc (Condyloma accuminatum hay
condylomata accuminata) do virus HPV-6 va HPV-11.
Khong triéu ching, tw thoai trién sau 3-4 thang, khong hoa
ac. C6 thé diéu tri bang cét bo hodc thudce tai chd nhur 0.5%
podophyllin hay 5% imiquimod. Néu muyn coc 4m ho c6

Virus HPV type 16, 18, 31 va 45 thuong gip trong céc té
bao 4c tinh cia ung thu ¢b tr cung *.

HPV ciing lién quan dén ung thu té bao tuyén ¢ tir cung
nhung mirc d6 lién quan phu thudc tudi.
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Hinh 5: Co ché hinh thanh t& bao bat tlr khi nhiém HPV.

p53 1a mot protein cé tinh ndng ngén chan ung thu cla té bao. p53 hoat
dong bang co ché e ché hién tugng kich hoat DNA, gitt cho té bao &
G1-G2, va dadm nhan nhiém vu diéu hoa chét chuong trinh cla té bao
(apoptosis). E6 ctia HPV s& két hop vdi p53 va gay ra thodi giang clia p53.
T& bao mat khad nang (rc ché& phat trién, khdng con tuan theo cdi chét
chuong trinh va tré thanh té bao bat tir.

Protein Rb 13 mét protein (¢ ché sinh ung. & t& bao lanh manh, pRb gin
véi yéu t8 gidi m3 E2F1 va ngdn khéng cho yéu td nay tuong tac véi hé
théng sao ma t& bao. Khi vang mat pRb, E2F1 kich hoat E2F1 gene va
chuyén déi t& bao tir G1 thanh S. E77 cla HPV s& gan v&i pRb va lam bat
hoat pRb, giai phéng E2F1 va bién t& bao thanh té bao bij kich hoat.

Ngudn: spandidos-publications.com

! Cho mdi 1,000,000 phu nit nhiém bat ctt HPV nao, ghi nhan: (a)
100,000 s& c6 té& bao ¢b tir cung bat thuong, (b) 8,000 didn tién dén CIN 3
(carcinoma in situ), va (c) 1600 dién tién dén ung thu c6 tir cung xam l4n.
(Mclntosh N. JHPIEGO strategy paper. 2000).
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Céac gene E6 va E7 trong cac type HPV nguy co cao 1a
diéu kién can nhung chwa phai 1a diéu kién di dé phat trién
ung thu ¢o tr cung. Pap tng mién dich dau tién dbi véi
nhiém HPV 1 qua trung gian t& bao, vi thé nhiing tinh
trang suy giam mién dich qua trung gian té bao s& gia tang
su tién trién cua virus HPV.
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Hinh 6: Cac thanh phan clia mién dich bam sinh va mién dich thich nghi
qua trung gian té bao (CMI) trong bao vé chéng su xam nhap cla HPV
Sy tham gia cla dai thyrc bao, bach cau da nhan, DC, NKc cia mién dich
bam sinh.

Sy tham gia clla CD4+, CD8+ va cac t& bao khéc clia mién dich thich nghi.
Vai trd cha CMI 13 tdng cudng TLR, TNF-a, tang dap &ng Th1l, xam nhap
cla cd CD4+ va CD8+.

Ngudn: benthamopen.com

Ngoai ra con ¢c6 mot sO yeu to nguy co ung thu co tir cung
khac nhu hat thuoc 1a, s6 1an sinh con.

YEU TO NGUY CO NHIEM HPV

1. Co nhiéu ban tinh, quan hé tinh duc som, tién cin
bénh 1y lay truyén qua tinh duc lam ting nguy co
nhiém HPV.

2. Mot diéu luu y 13 bao cao su khong di ngin ngira
nhiém HPV.

3. Nguy co nhiém HPV thay dbi theo tudi. Sy lay nhidm
HPV tuong xay ra & tudi hoat dong tinh duc tir 18-30
tudi, sau d6 giam nhanh. Piéu nay lién quan vdi co
ché hinh thanh hién twong chuyén san ctia c6 tir cung
16 tuyén, chi xay ra manh nhét trong thoi ky truée 30
tudi, tirc vao tudi day thi va lan mang thai dau tién.
HPV tin cong vao cic té bao chuyén san non, tir d6
gy nhiém HPV trén cac té bao nay.

TAI LIEU PQC THEM

CHAN POAN NHIEM HPV

C6 thé thdy nhiém HPV trén phét t& bao cb tir cung.

Nhuge diém 16n nhat ctia PAP test 1a @ nhay rét thay doi,
nhung khong quéa 60% voi PAP quy wéce. Ti 1€ am tinh gia
c6 thé 1én dén 20-30%. Liquid-based Thin Prep cai thién
mdt phan nhuoc diém nay ciia PAP test.

Té bao biéu md cd tir cung nhiém HPV 14 nhimng té bao
dac biét, goi 1a Koilocytes. Nhiing phét c6 Koilocytes
(LSIL) c6 lién quan manh dén HPV. Nhiing phét khong c6
koilocytes khong cho phép loai trir da c6 nhiém HPV.

HPV-DNA thuc hi¢n PCR chuyén biét cho type HPV.

Giai trinh ty cia gene E6 va E7 cho phép phan biét type
cua cac HPV. D6 nhay phén tich cua xét nghiém khoang
10-200 HPV copies moi mau thi.

HPV-D[\IA thuong dugc thyc hién ‘chung v6i té bao hoc
trong boi canh cua co-testing cho tam soat ung thu co tir
cung.

Hinh 7: Koilocytes

Céc t& bao déc trng clia nhidm HPV vé&i “halo” quanh nhan.
Ngudn: brooksidepress.org

Ngoai ra c6 thé thyc hién general primer PCR ding nhing
doan mdi (primer) khuéch dai cac doan gene cia HPV nhu
L1 capsid.

Liquid hybridization phat hién HPV-DNA trong mau thir
cb tir cung. Xét nghiém cho két luan theo 2 nhom. Nhoém
A gdm HPV nguy co thap (6,11, 42, 43, 44) va nhém B
gém HPV nguy co cao (16, 18, 31, 33, 35, 39, 45, 51, 52,
56, 58, 59, 68).

1.  Obstetrics and gynecology 7" edition. Tac gia Beckmann. Hop tic xudt ban véi ACOG. Nha xuét ban Wolters Kluwer Health 2014.
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