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Statin 1a lwa chon dau tay trong diéu tri roi loan lipid mau




Statin Ia lwa chon dau tay trong diéu trj roi loan lipid mau
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Treatment goals for low-density lipoprotein

cholesterol (LDL-C) across categories of total cardiovascular
disease risk

Treatment goal
! *SCORE 21% and <5%
for LDL-C 3.0 mmoI/L *Young patients (TIDM <35 years; T2DM <50 years) with DM
duration <10years without other risk factors

(116 mg/dL)
o — *SCORE 25% and <10%
*Markedly elevated single risk factors, in particular TC>8 mmol/L (310

mg/dL) or LDL-C >4.9 mmol/L (190 mg/dL) or BP 2180/110mmHg

“~ *FH without other major riskfactors
“\_ *Moderate CKD (eGFR 30-59 mL/min)
"‘\. *DMw/otarget organ damage, with DM

duration 210 years or otheradditional risk factor

1.8 mmol/L
SRS CI (70 mg/dL)

“~ *ASCVD (clinical/imaging)
. / *SCORE 210%
reduction = *FH with ASCVD orwith another major risk factor
from 1.4 mmol/L Very-High *Severe CKD (eGFR <30ml/min)
baseline (55 rng/dL) ‘\_‘ *DM & target organ damage: 23 major risk factors;

-

or early onset of TIDMof long duration (>20years)
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Low Moderate

High very-High

Y
CV Risk
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ACC/AHA khuyén céo lwa chon statin theo hiéu qua giam LDL-C

Statin cwong do cao Statin cwong do TB Statin cwong do thap

= Daily dose lowers LDL-C on » Daily dose lowers LDL-C on = Daily dose lowers LDL-C
average by approximately average by approximately on average by < 30%
>50% 30% to <50% - Simvastatin 10 mg

» Atorvastatin (407)-80 mg » Atorvastatin 10 (20) mg - Pravastatin 10-20 mg

= Rosuvasatin 20 (40) mg = Rosuvastatin (5) 10 mg - Lovastatin 20 mg

= Simvastatin 20-40 mg?* * Fluvastatin 20-40 mg
= Pravstatin 40 (80) mg = Pitavastatin 1 mg

* Lovastatin 40 mg

*  Fluvastatin XL 80 mg

=  Fluvastatin 40 mg twice daily
= Pitavastatin 2-4 mg

“Individual responses to statin therapy varied in RCTs and should be expected to vary in clinical practice. There
might be a biologic basis for a less-than-average response.

*Evidence from 1 RCT only: downtitration if unable to tolerate atorvastatin 80 mg in IDEAL (Pedersen et al).
*Although simvastatin 80 mg was evaluated in RCTs, initiation of simvastatin 80 mg or titration to 80 mg is not
recommended by the FDA due to the increased risk of myopathy, including rhabdomyolysis.

* Dya vao sy hién mét s6 bénh ly tim mach xo viva, dai thao dwdng, LDL-C > 190 mg/dl hodc mirc dd nguy co tim mach xo vira 10 ndm

Stone NJ et al. 2014 . J AM Coll Cardiol. 2014; 63:2889-2934



Lwa chon statin hoat lwc cao va hoat lwc trung binh

tuy theo muc tiéu phong ngtra bién cd tim mach

« Phong ngtra thw phéat va
phong ngtra tién phat : nguy
co cao-rat cao: STATIN hoat
lrc cao + ezetimibe

| Statin hoat lwc cao
+ ezetimibe

* Phong ngtra tién phat: nguy
co trung binh (c6 thé xem
xét cho ngudi nguy co thap):
STATIN hoat lwc trung binh.

Nguy co
trung binh

Statin hoat luc
~ trung binh

Nguy co thap




Duy tri ndong d0 LDL-c thap kéo dai

sé co loi trén t&r suat tim mach

Total Annval event rate RR (CI) per 1 mmol/L
number in controlarm reduction in
of MVEs (% per year) LDL cholesterol
0-1 year 4680 3.8 C —— 0-91 (0-85-0-97)
1-2 years 3580 34 R e 0-78 (0-73-0-85)
2-3 years 3124 36 —— 0-76 (0-70-0-82)
3-4 years 2483 36 —.— 0-72 (0-66-0-79)
4-5 years 1819 37 — - 0-78 (0-71-0-87)
>5 years 1018 3.9 ——t— 0-76 (0-65-0-87)
All years 16 704 36 0 0-80 (0-78-0-82)
Years1-25 12024 36 O 076 (074-079)
- 99% a1 <[>95%c 05 075 ] 125
4+—— —p
LDL cholesterol LDL cholesterol P< 0,0001
lowering better lowering worse

VTM2121236 www.thelancet.com Vol 388 November 19, 2016




Thach thirc trong diéu tri statin d& dam bao tuan tha diéu tri giap duy tri

nong dd LDL-C va phong ngtra bién ¢ Tim mach




Théch thirc trong diéu tri statin d& dam bao tuan tha diéu tri giup duy tri

nong dd LDL-C va phong ngtra bién c6 Tim mach
HbA1c Test

Pre-diabetes

Diabetes

» Tac dung ngoaiy, dac biét la bénh co

= Bénh nhan I&n tudi, bénh st phire tap, s dung
nhiéu thuéc

- Twong tac thudc, dung nap va tuan tha kém

Nguy co kh&i phat bénh
PTD m&i mac

Ca thé héa — khuynh hwéng
lwva chon statin phu hop tirng
bénh nhan




Yéu t6 1am sang lam tang nguy co gap tac dung khéng mong mudn

Pharmacodynamics

Pharmacokinetics

1

" " systemic exposure

>

o
=
—
A
[
QO
(=]
= R
Ti'l“e [Mitochondrial i P ]
1 dysfunction N
& e Advanced age [ Ca?* signalling ] " Atrogin-1 ]
emographniCs « Female sex disruption . atrophy
* Low BMI
- o
Co-morbidities = Chronic liver disease [Apoptos‘ls ] lmm_une— ]
e Chronic renal disease /necrosus __mediated
= Higher statin dose l
Drugs = CYP3A4 inhibitors
e OATP1B1 inhibition Statin R omyolysis

Genetics *  SLCO1B1 rs4149056 myotoxicity 2
| Myopathy
| Myalgia

Journal of clinical medicine: Richard Myles Turner * and Munir Pirmohamed
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» St dung nhiéu thuéec:
Thwong > 5 thudce

Ché do diéu tri thuéce phire tap
lién quan dén viéc lién quan téi
khong tuan thu

Tac dung Nguw®i Ién tudi nhap vién lién quan dén tac
ngoaiy dung ngoai y cta thuéc CAO gép 4 1an
nguwoi tré

https://www.uptodate.com/contents/drug-prescribing-for-older-adults accessed on Sept 29, 2020




> Khuyén céo s dung liéu phap statin cé cwérng dd trung binh & nhirng BN ¢6 khuynh hwéng co
dac diém sau:

= BN c6 nhiéu bé&nh di kém hoédc cé bénh ly nghiém trong nhw suy gidm chirc ndng gan, than

= BN c6 tién sir khédng dung nap statin

= BN c6 tdng ALT khéng giai thich dwoc > 3 1an ULN

= BN si» dung déng thdi cac thudc anh hudng téi statin

= BN > 75 tudi

= BN c6 tién sir dét quy, xuat huyét

= BN gbc Chau A

= Khéng nén do CK thudng xuyén, mac du viéc do CK ban dau 1a hop ly & nhirtng nguwdi cé nguy
co tang c6 bién cb bat loi

CK = creatinine kinase
Stone NJ, et al. Circulation. 2014;129(25 Suppl 2):S1-45. Rosenson RS, et al. J Clin Lipidol. 2014;8(3 Suppl):S58-S71.



Pitavastatin
- Hiéu qua giam LDL- C, giam viém
- Tac dung phu

- Twong tac v&i cac thude diéu tri tim mach phd bién
- Giam dai thao dwdng méi mac cho cac doi twong nguy co cao



Hiéu qua giam LDL-C cua Pitavastatin so v&i cac ham lwgng statin

cwong do trung binh khac

Table 3 LDL lowering efficacy of statins

 DL-C Statin Dose Average LDL reduction
LOWE-RI Fluvastatin 40 mg -25%
80 mg -35%
Lovastatin 20 mg -27%
40 mg -38%
Simvastatin 20 mg -38%
40 mg -41%
80 mg -47%
Pravastatin 40 mg -34%
80 mg -37%
Atorvastatin 10 mg -39%
20mg -43%
40 mg -50%
LOWERI 80 mg -60%
NG Rosuvastatin 5mg -45%
ZEC = 4mg 10 mg -52%
[ f 20mg -56%
- 40 mg -63%
Pitavastatin 1mg -34%
0 2mg -42%
| /o 1 4 mg -47%
8 mg -55%

Note: Comparative LDL-C lowering efficacy of statins obtained from
multiple trials. 1821,4849,51,66



Tang ty 1& song ma khéng xay ra bién cd tim mach trén bénh nhan sau
can thiép PCI

(mg/dL) 135.7 +29.6 (%)
140 -
- 34 1 2 % i Pitavastatin® 0 ‘
Atorvastatin
120 |- 80 - . =161
xxx 105.7 i =

CV eventrisk n=251
v - +41<,

100 |- 100.9 40 -
20 -

80 L 90.1 +29.6 ] Log-rank p<0.001
0 0 L] 1 T T T | T T T T T T T 1
0 10 20 30 40 50 60 70
Pitavastatin No statin Thang sau PCI (can thiép mach vanh

qua da)

Nghién ciru CIRCLE: Nghién clru hdi ctru, mét trung tam, danh gia hiéu qua giam bién cb tim
mach trén 743 bénh nhan vlra can thiép mach vanh qua da ( PCI) - str dung pitavastatin va
khéong str dung pitavastatin trong thoi gian 70 tuan



Nghién Ctru Kishimen: Pitavastatin cai thién dap ng viém

trén bé&nh nhan rdi loan lipid mau

he-SHE Nhiéu nghién ctu tién ctru cho thdy rang hs- CRP téng cao la mét yéu té

o) 6 3%6? %7 6 22'6(1)1@ & 22-4382) nguy co cua bénh ly tim mach xo vira va viéc tang nhe hs-CRP cé thé dan
m R =il & il 1S H —U. A X « R n , . ~ n A A ’ ~
dén s tién trién bénh ly tim mach xo vira. Mot s6 nghién ctru cing cho

o = rang statin lam giam hs-CRP.
(31) . -34,7% . .
i Thiet ke nghién _ctru: nghién clru da trung tam, tién cru m& nhan danh
2] gia hiéu qua pitavastatin 1 & 2 mg trén thdng sb lipid mau va chi sb hs -
(31)
—*I*— CRP
" DPéi twong nghién ctru: 178 bénh nhan Nhat Ban bi rdi loan lipid mau,
pitavastatin 1mg (n=44) va pitavastatin 2mg (n=134); trong d6 31 BN duwoc
0 T T 1 7
0 6 12 danh gia chi s0 hs-CRP

months

The&i gian nghién ctru: 12 thang

* S6 bénh nhan trong NC cé danh gia chi s6 hs CRP: 31
**:p<0,01

Két qua: Pitavastatin gidam 34,7% chi s6 hs-CRP (tlr 0,69 mg/l -> 0,45

mg/dl) sau 12 thang diéu tri.



Pitavastatin c6 dac tinh dwoc déng hoc khac voi cac statin

PITAVASTATIN

O Chéch hwéng sw chuyén
héa khoi CYP 3A4 noi ma
cac thudc khac dwoc
chuyén héa

Q Phéan I&n dwoc thai trir dang

khong dbi thanh mat

D6 sinh kha dung tét

Kéo dai thoi gian tac dung

(NN

1. Wiggins BS et al. Circulation, 2016; e 468-e495

Type Statin Swhoatan  CYPchuyénhda 2 s ik SKD  Baitiétvao T 1
(log P) (in human) Trao doichat  Bai tiét (%) nuwoctidu (hr)
Pravastatin Watfgi‘;';]ble Negligible - Unchanged 17 20 1-2
- :
Q
§ = \‘ "~
80 Fat-soluble CYP2C9
v > ; i ) - Unchanged 60* <2 11
E = Pitavastatin (1.49) < Minor | g ‘
Minor
. Water-solubl Mainl
Rosuvastatin @ (egs;;; € CYP2C9 - o) 20 10 19
' CYP2C1 g
Atorvastatin Fat('l‘c’%lg)b'e CYP3A4 Yes No Data 12 2 14
- Simvastatin sl CYP3A4 Yes Metabolic <5 13 1-2
8. (4.40)
RS
s > CYP2C9
+— O L
§ Fluvastatin Fa'ilsc;lg)ble Minor No Metabolic 10-35 <6 1.2

2. Ward, et al, statin Toxicity Mechanistic Insights and Clinical Implications, Circulation Research




NC LIVES: TI LE TAC DUNG PHU THAP GHI NHAN
SAU 3 THANG & 2 NAM BIEU TRI VO' PITAVASTATIN

S6 lwong BN: 20.279 Nghién ctru LIVES la nghién ciru hdu mai
(Real world evidence) duwoc thyc hién trén
20.279 bénh nhan Nhat Ban nhdm danh gia
hiéu qua va tinh an toan cua pitavastatin.
« Thei gian NC LIVES: 2 nam; LIVES dai han: theo déi tiép 3 ndm Da sb 84% la céac tac dung bét loi nhe.

« Tiéu chuan chon bénh:Tidng m& mau nguyén phat hay RL mé&
méau dang hén hop st dung pitavastatin

Ty 18 tac dung phu sau 3 théng Ty lé tac dung pht:J sau 2 nam diéu

tri
Tan suat tat ca ’ 6,1% 10,4%
cac tac dung bat
loi
Dau co 0,36% 1,08%
Tang ALT 0,9% 1,5%
Tang AST 0,7% 1,8%
Tang GGT 0,5% 1%

LIVE study. pn Pharmacol Ther 35: 9, 2007



Pitavastatin va Pravastatin: it twong tac véi cac thudc diéu tri tim mach
pho bién

Fold I Statin AUC Fold * Statin AUC

by CYP Inhibitors by Other Agents

Erythromycin Verapamil
Statin Clarithromycin Diltiazem Gemfibrozil
Atorvastatin 1.5t5 ? <1.5
Fluvastatin (~) (~) (~)
Lovastatin 4to12 3to8 2103
Pitavastatin (~) (~) =15
Pravastatin <2 (~) 2
Rosuvastatin (~) (~) 2
Simvastatin 4to 12 3to8 2103

Pharmacist's Letter/Prescriber's Letter. 2012;6:280606.



Statin tang nguy co BTD m&i mac

[ d [ V.3

9. tang nguy co’ kh@i phat DPTP mé&i mac lién quan dén Statin (1

Rosuvastatin 1.18 (1.04-1.33)

N=24,714

Atorvastatin 1.14 (0.89-1.46)
N=7,773

Simvastatin 1.11 (0.97-1.26)

N =18,815

Pravastatin 1.03 (0.90-1.19)

N = 33,627

Lovastatin 0.98 (0.70 — 1.38) <
N=6,211

OVERALL 1.09 (1.02-1.17)

N =91,140

— 1.09(1.02-1.17)

Rosuvastatin 20 mg
Simvastatin 40 mg
Atorvastatin 10 mg
Pravastatin 40 mg

26%
21%
15%

7%

12, ting nguy co méc BTD khi thay déi cwong dd sir dung @

Incident Diabetes Statin

Atorvastatin 80mg
Pravastatin 40mg

PROVE IT-TIMI 22, 18 2004

AtoZ, 72004 Simvastatin 40-80 mg 20 mg

TNT, 152005 Atorvastatin 80 mg atorvastatin 10mg
IDEAL, 16 2005 Atorvastatin 80mg, Simvastatin 20- 40mg
SEARCH, 52010 Simvastatin 80 mg - Simvastatin 20 mg

Pooled odds ratio All statin

Intensive Dose

101/1707 (5.9)

65/1768 (3.7)
418/3798 (11.0)
240/3737 (6.4)

625/5396 (11.6)

1449/16408 (8.8
)

Moderate Dose

99/1688 (5.9)

47/1736 (2.7)
358/3797 (9.4)
209/3724 (5.6)

587/5399 (10.9)

1300/16344 (8.0)

OR (95% Cl)

1.01(0.76-1.34)

1.37(0.94-2.01)
1.19 (1.02-1.38)
1.15 (0.95-1.40)

1.07 (0.95-1.21)

1.12 (1.04-1.22)

05

B I
.
i
e
<
'10 2'.0

Ref.14 . Sattar N et al. Lancet 2010 .
R15. JAMA. 2011;305(24):2556-2564.
Ref. 20. NC JUPITER.

Ref 21. NC ASCOTT IIA



Cases Total No (%)

INntensive

Incident CVD

PROVE-IT TIMI 22 315/1707(18.4)

212/1768 (12)
647/3798 (17)
776/3737 (20.8)
1184/5398 (21.9)
3134/16408 (19.1)

SEARCH
Pooled odd ratio

101/1707(5.9)
65/1768 (3.7)
418/3798 (11)
240/3737 (6.4)
625/5398 (11.6)
1449/16408 (8.9)

SEARCH
Pooled odd ratio

Intensive vs Moderate= f1 2%

2 extra cases of diabetes 1000 pts/vear, but 6.5 major CVD events saved

Moderate !
Dose

355/1688 (21) 0.85
234/1736 (13.5) 0.87
830/3797 (24.6) 0.73
917/3724 (24.6) 0.80
1214/5399 (22.5) 0.97
3550/16344 (21.7) 0.84

Intensive vs Moderate=4 16% CV Events "™

Incident Diabetes
PROVE-IT TIMI 22

99/1688 (5.9) 1.01
47/1736 (2.7) 1.37
358/3797 (9.4) 1.19
209/3724 (5.6) 1.15
587/5399 (10.9) 1.07

1300/16344 (8.0) 1.12

Loi ich trén tim mach cua statin van cao hon nguy co gay dai thao dwong
mé&i mac

y

1.0 2.0
Odds Ratio (95% CI)

B

E
_'—
I
__._
>
Y 2.0

Odds Ratio (95% CI)

New onset diabetes

Preiss D. et al. JAMA. 2011;305(24):2556-2564




nh nhan c6 yéu to gia tdng nguy co Dai Thao Pwdng mé&i mac

Hoi chirng chuyén héa Thira can

bai thao duwong
md&i mac

Tién dai thao dwdng

Am J Cardiovasc Drugs, Consensus on the Statin of Choice in Patients with Impaired Glucose Metabolism: Results of the DIANA Study



PHAN TiCH GOP TREN 15 NGHIEN ClPU NGAU NHIEN:
PITAVASTATIN khéng gay anh huwéng dén dwérng huyét déi va HbA1C so voi

gia duwoc

TKNC: Phan tich gop trén — 15 nghién ctru ngau nhién RCT trén trén bénh nhan réi loan
lipid mau khong co BTD dé ghi nhan sw tac dong cua pitavastatin trén cac chi s6 dwdng
huyét bao gdbm HbA1c va dwdong huyét doi

Két qua:

Téng sb bénh nhan  Tdng sb bénh nhan

Puwong huyét doi

X 3236 1579 -0,01 (-0,77; 0,74)
Thay doi TB
HbA1c
481 473 -0,03 (-0,01; 0,05)
Mean difference

A.J. Vallejo-410 Vaz et al. Atherosclerosis 241 (2015) 409-418




NC J- PREDICT: PITAVASTATIN lam gidm nguy co BTD méi mac trén

bénh nhan Tién DTD

1

> HR 0.82 (95% Cl: 0.68-0.99) *p=0.041

[}

< ; 2 7

f__j 0.75 Thay do6i 16i sOng 8

S I 0/
(&) -

= Pitavastatin <( O
o]0]

c 0.5

ﬂ).
= s . S

. Nguy co DTD moi mac

0O 6 12 18 24 30 36 42 48 54 60 66 72

0 Thang tir lic phan ngiu nhién

S6 lvgng bénh nhan

«  Thayddilgiséng 556 500 405 350 277 190 123 77 42 15 5
. . 534 475 385 320 263 178 124 101 62 30 23

. Pitavastatin

Nghién ctru J-PREDICT: nghién ctru tién clru, da trung tam, ngau nhién, c6 doi chirng, duoc tién hanh &
1.269 bénh nhan tién dai thao dwdng tai Nhat dé danh gia anh hwéng cua pitavastatin doi v&i ty I€ mac
bénh dai thao dwd'ng sau 5 nam theo doi

Odawara et al. J-PREDICT Study. Oral Presentation at EADS 2013



- Statin 1a lwa chon dau tay trong diéu trj rdi loan lipid mau

- Lwa chon statin hoat Iwc cao va hoat lwc trung binh

tuy theo muc tiéu phong ngtra bién cb tim mach

- Khuyén cao lwa chon statin

trén nhém bénh nhan cé nguy co’ khé dung nap statin

- Pitavastatin:

+ Tac dung phu thap va khéng lién quan véi tang liéu

+ cai thién dap ng viém trén bénh nhan rbi loan lipid mau

+ Tang ty 1& sbng ma khdng xay ra bién cd tim mach trén bénh nhan sau can thiép PCI

+ khéng gay anh hudng dén dworng huyét déi va HbA1c



