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PHAN TICH CHI PHI - HIEU QUA CUA CLOPIDOGREL BRANDNAME SO
VO GENERIC TRONG PHONG NGU'A BIEN CO TIM MACH SAU CAN
THIEP QUA DA O’ NGUO'l BENH HOI CHU’NG VANH CAP TAI VIET NAM

Nguyén Thi Thu Thuy’, Vo Ngoc Yén Nhi?,

Bui Hoang Lan AnhZ2, Bui Minh Trang®, Nguyén Chi Thanh?

TOM TAT

Bat van deé: Clopidogrel la thudc chong két tap
tleu cau déng vai tro then chét trong phong nglra b|en
¢ tim mach & ngudi bénh (NB) hoi chirng vanh cap
(HCVC) sau can thiép mach vanh qua da (PCI). Muc
tiéu: Phan tich chi phi — hiéu (CP-HQ) qua gilra
clopidogrel brandname vGi generic trong du phong
bién cd tim mach sau PCI & NB HCVC. Phu’dng phap
Phéan tich CP- HQ trén quan diém x3 hdi véi md hinh
Markov dugc sir dung de udc lugng gia tri ICER trén
toan thdi gian song clia NB va dif lidu dau vao dua
trén tong quan y van, tham van y kién chuyen gia va
dir liéu mo ta cat ngang chi phi diéu tri cac trang thai
tai Vién tim Thanh phd H& Chi Minh nlra dau ndm
2024. Két qua: Nghién ciu ghi nhan so Véi
clopidogrel generic, clopidogrel brandname gitup gia
tang 0,012 QALY, dong thdi lam tang 3,04 triéu VND.
ICER dugc ghi nhan co gia tri 254,10 triéu VND/QALY
va dat CP-HQ khi so vdi nguGng chi trd 3GDP ndam
2023 tai Viét Nam (305,7 triéu VND). Phan tich do
nhay mot chiéu ghi nhan hiéu qua lam sang anh
hudng nhiéu nhat dén ICER va xac suat clopidogrel
brandname dat CP-HQ trén 50%. K&t luan: Phac do
clopidogrel brandname dat CP-HQ so vdi clopidogrel
generic trén nén aspirin trong phong nglra bién co tim
mach trén NB HCVC sau PCI.

Tu’ khoa: chi phi- hleu qua, thubc chdng két tap
ti€u cau, hdi chiig vanh cap, can thiép qua da
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ANTIPLATELET DRUGS IN PREVENTING
CARDIOVASCULAR EVENTS AFTER
PERCUTANEOUS CORONARY
INTERVENTION IN PATIENTS WITH ACUTE

CORONARY SYNDROME IN VIETNAM

Introduction: Clopidogrel, is an tntiplatelet
drug, plays a crucial role in preventing cardiovascular
events in patients (pts) with acute coronary syndrome
(ACS) after percutaneous coronary intervention (PCI).
Objective: To analyze the cost-effectiveness (CEA) of
clopidogrel brandname and generic in preventing
cardiovascular events after PCI in ACS pts. Methods:
A CEA from a social perspective was conducted using
a Markov model to estimate the lifetime ICER of pts
and input data based on literature review, expert
consultation, and cross-sectional cost data for
treatment of states at the Ho Chi Minh City Heart
Institute in the first half of 2024. Results: The study
found that compared to generic clopidogrel, brand-
name clopidogrel increased QALYs by 0.012 and
increased costs by VND 3.04 million. The ICER was
found to be VND 254.10 million/QALY and was cost-
effective when compared to the 2023 3GDP payment
threshold in Vietnam (VND 305.7 million). One-way
sensitivity analysis found that clinical efficacy had the
greatest impact on the ICER, and the probability of
brand-name clopidogrel being cost-effective was over
50%. Conclusion: Brand-name clopidogrel is cost-
effective compared to generic clopidogrel on aspirin
regimen in the prevention of cardiovascular events in
ACS pts after PCI. Keywords: cost-effectiveness,
antiplatelet drugs, acute coronary syndrome,
percutaneous coronary intervention

I. DAT VAN DE
HOi ching vanh cdp (HCVC) bao gom mot
loat cac tinh trang nhu nhGi mau cg tim ST

chénh Ién (STEMI), nh6i mau cd tim khéng ST
chénh 1&n (NSTEMI) va dau that nguc khdng 6n
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dinh. Pay la bién c6 nang cua bénh ly dong
mach vanh, la nguyén nhan hang dau gay to
vong tim mach va cac bién chirng nang vé sau,
vGi ti 1&é mac bénh bi anh hudng bdi sy chénh
léch vé& tudi tac va gidi tinh [5]. Tai Phap, ti 1&
HCVC hang nam hon 280 trén 100.000 nam va
60 trén 100.000 nir vGi ti 1€ tr vong trong 1
thang khoang 50% va tdng manh theo dd tudi
[2]. Tai Viét Nam, xu hudng t& vong do bénh tim
mach dang ngay cang tang va ngay cang cd xu
hudng tré hda & nhitng ngudi trong dd tudi lao
dong, gay ra ganh nang bénh tat to I6n cho
nganh y té. Can thiép mach vanh qua da (PCI) la
mot trong nhitng phuong phap diéu tri hiéu qua
cho ngl,rdl bénh (NB) HCVC nhung phuaong phap
nay c6 thé dan dén cac bién chitng bao gom:
tach thanh dong mach vanh, huyét khéi thuyén
tac doan xa va cac bién chlfrng nghiém trong
khac lién quan tim mach [7]. Thubc chGng két
tp tiéu ciu (CKTTC) déng vai trd quan trong
trong viéc ngan nglra bién cd tim mach sau PCI.
Clopidogrel la chat (rc ché P2Y12, ngén chan tiéu
cau két tap va giam nguy cg hinh thanh cuc mau
dong co6 thé gdy ra dau tim hodc ddt quy.
Clopidogrel da dugc s dung tir ldu trong thuc
hanh 1dm sang va ho sd an toan da dugc chiing
minh qua nhiéu nghién cltu. Tuy nhién, véi gia
thanh va hiéu qua khac nhau gitra brandname va
generic, dan dén nhiéu ban khoan cho cac nha
hoach dinh chinh sach va bac si trong viéc lua
chon. Phéan tich chi phi — hiéu qua (CP-HQ) la
cdng cu dugc st dung dé danh gia chi phi va
hiéu qua tucong dGi cua cac chién lugc hoac bién
phap can thiép khac nhau, dugc ap dung trong
viéc xac dinh can thiép hiéu qua va cd Igi nhat
[6]. Trén thé gidi, da cé nhiéu nghién clu thuc
hién nham danh gid CP —-HQ cla cac thudbc
CKTTC trong phong ngtra bién c6 tim mach sau
PCI 8 NB HCVC [3, 8]. Tuy nhién, viéc danh gia
gifa clopidogrel brandname va generlc van chua
dugc thuc hién. Vi vdy, nghién clru dugc thuc
hién nham cung cdp dir liéu vé tinh CP —HQ tai
Viét Nam theo quan diém ngudi chi tra vdi cac
muc tiéu cu thé sau:

1. Xdy dung mé hinh phén tich CP-HQ gilda
cdc thuéc CKTTC trong du phong bién cé tim
mach sau PCI & NB HCVC.

2. Phén tich CP-HQ gila c/op/dogre/
brandname vdJi generic trong du’ phong bién c6
tim mach sau PCI & NB HCVC tai Viét Nam.

3. Phén tich do nhay cua mé hinh danh gid
CP-HQ gila clopidogrel brandname vdi generic
trong du’ phong bién c6 tim mach sau PCI & NB
HCVC tai Viét Nam.

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

Poi tugng nghién ciru: CP-HQ clopidogrel
brandname véi generic sau PCI & NB HCVC.

Poi tugng khao sat:

- DUt liéu thanh toan dién tr va phiéu phong
van NB sau PCI trén NB hoi chifng vanh cép tai
Vién tim Thanh phé HO Chi Minh (TP HCM) tir
thang 01/2024-05/2024.

- DU liéu vé chi phi va hiéu qua tir cac y van
lién quan.

Phuong phap nghién ciru

a) Xay dung mé hinh phadn tich CP-HQ
gitrta cac thuéc CKTTC trong du phong bién
co tim mach sau PCI & NB HCVC

- MO hinh phan tich CP-HQ dudc xady dung
véi cac dic diém sau:

+ Dan s6 muc tiéu: NB HCVC trudng thanh
sau PCI.

+ Khung thdgi gian va chu ki: toan thgi gian
song cua NB vdi chu ki 1 nam.

+ Ti |é chiét khau: 3%

- P& md hinh trd nén hoan thién hon va
phan anh ddng thuc trang tai Viét Nam, mo hinh
s€ dugc hiéu chinh bgi nhdm chuyén gia lam
sang hodc kinh t€ y t€ cé kinh nghiém trong diéu
tri va du phong cac bénh ly tim mach tai Viét
Nam gia véi 5 chuyén gia thda man cac tiéu chi
lua chon (c6 kinh nghiém trong danh gia kinh té
y t€, dong y tham gia nghién clru) va tiéu chi loai
trir (khdng cung cap day du cac thong tin cho
buGi phong van).

- Thong s6 dau vao cla mo6 hinh bao gém
hiéu qua 1am sang, chi phi (CP) cac trang thai va
hé s6 chat lugng séng dudc dua vao mo hinh.
Trong dé, dir liéu hiéu qua lam sang va xac suat
dich chuyén dua trén thir nghiém PLATO invasive
va tdng quan y vén. CP cac trang thai tUr tdng
guan y van, hoi ctru dit liéu va phong van NB tai
Vién tim. Hé s thod dung nén clia NB HCVC sau
PCI dugc tinh toan thong qua phong van NB tra
I56i bang ciu hdi EQ-5D-5L va diém sd quy doi
dua trén hé s6 nghién clru & Viét Nam [4]. DO
gidam hé s6 & cac trang thai dugc trich xuat tur
tdng quan y van.

- DI liéu thanh toan dién tur va phi€u phéng
vén ctia NB tai Vién tim TP HCM thoa tiéu chuén
chon mau (ICD Code: HCVC (Ma ICD-10: I20,
121); NB dudc chi dinh can thiép mach vanh; NB
sir dung bao hiém y té& trong diéu tri) va tiéu
chuan loai trlr (H6 sd bénh an khdng day du
thong tin hodc khéng hoan thanh phiéu phong
van; NB td vong hoac chuyén vién trong qua
trinh diéu tri) vdi ¢ mau la toan bd NB.

- CP dugc danh gia va quy déi vé dan vi tién
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té VND 2024 dua trén chi s6 gia tiéu dung (CPI)
thong qua cong cu CCEMG - EPPI-Centre Cost
Converter [9].

CP2024= CPnam nghién ™ (CP12024/CPI ndm nghién ctru)

b) Phin tich CP-HQ giiia clopidogrel
brandname voi generic trong du phong
bién cé tim mach sau PCI d NB HCVC tai
Viét Nam

- Phan tich CP-HQ danh gia thong qua cac
chi sd kinh t& dugc bang chi sd gia tang chi phi —
hiéu qua (ICER) bi€u thi CP phai chi tra thém
cho mét don vi hiéu qua tang thém va dugc
danh gia theo cong thurc:

DC1—DC2
QALY1 — QALY2

Trong do: ICER: chi s6 gia tdng CP-HQ; DC1:
CP truc ti€p cua can thiép danh gia; DC2: CP
truc ti€p cua can thiép so sanh; QALY1: chi sO
hiéu qua cua can thiép danh gia; QALY2: chi s6
hiéu qua cla can thiép so sanh

- D& danh gid mdc d6 kha thi clia thudc trong
thuc t€ 1am sang, chi s6 gia tang CP-HQ dugc so
sanh véi ngudng chi tra (WTP). Theo WHO, mét
can thiép cd thé dugc xem la cd CP-HQ néu chi s6
ICER nam trong khoang tir 1 — 3 [an GDP binh
quan dau ngudi (GDP per capita) [1]. Theo Téng
cuc Thong ké (2023), 1 GDP binh quan dau ngudi
G Viét Nam co gia tri 101.9 triéu VND.

c) Phan tich dé nhay cua mé hinh danh
gia CP-HQ (giifa giiia clopidogrel
brandname vdi generic trong du phong
bién cé tim mach sau PCI d NB HCVC tai
Viét Nam

- Phan tich dd nhay mot chiéu nham danh
gid su thay d6i clia chi s6 ICER dua trén su’ thay
ddi cua cac yéu t6 anh hudng. Trong do gia tri
cla cac yéu t6 nay thay déi trong khoang tur -
20% dén + 20% hodc tir gid tri nhd nhat (min)
dén gia tri cao nhat.

- Phan tich d6 nhay xac sudt dugc thuc hién
cho phép xem xét su bat dinh cla tat ca cac yéu
t6 cla mé hinh cing mot ldc. Do dé tat ca cac
gia tri thdng s md hinh sé thay déi ciing mét luc
dua vao phan phdi cta thong s6 do. Cac bién so
vé chi phi cé déc diém la lubn 16n han hodc bang
0 va khoang gia tri la [0, +00], do d6 s dung
phan ph6i gamma cho chi phi. Con cac bién s6
vé hé s6 chat lugng s6ng thudng nam trong
khoadng [0,1] nén cd thé dung phan phdi beta.
Qua trinh nay sé dugc tai 1ap 5,000 lan, két qua
cho ra tuong U’ng véi 5,000 gid tri ICER khac
nhau. Tap hgp cua cac gia tri ICER nay dugc
biéu dién bang biéu dd tan xa. Dua trén bi€u do
nay va ngudng chi tra, bi€u d6 bi€u hién mdi
tuong quan gilta mdc chi trd va phan trdm dat

ICER =
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CP-HQ dugc xdy dung bdng dudng cong chap
nhan CP-HQ.

Thong ké va xir li s6 liéu. Dé tai dung
phan mém Microsoft Excel 365, cung cac phuang
phdp trong nghién citu kinh t€ dugc dé xur ly va
phéan tich s6 liéu trong qua trinh thuc hién. Két
qua dudc trinh bay & dang hinh va bang.

Pao dirc trong nghién ciru. Nghién ciru
dudc tién hanh bao dam tuén thu cac nghién tac
vé dao ddc trong nghién clu y hoc. Cac théng
tin riéng cta d6i tugng nghién cu dugc dam
bao bi mat. Lgi ich két qua nghién clru dugc s
dung cho céng dong.

Nghién cru dugc théng qua bdgi HGi doéng
dao ddc trong nghién cu y sinh hoc clia Trudng
Pai hoc Qudc té Hong Bang.

INl. KET QUA NGHIEN CU'U

3.1. Xay dung mo hinh phan tich chi phi
— hiéu qua

Céu tridc mé hinh. Sau khi thuc hién tdng
quan y van va tham van y kién chuyén gia, mé
hinh Markov dugc xdy dung dé danh gia CP-HQ
cac thuéc CKTTC trong phong nglra tim mach
sau PCI & NB HCVC vdi cau trdc dugc trinh bay
trong Hinh 2 véi khodng thgi gian nghién ctu la
vong doi NB trong do chu ki la mot nam. Quan
thé budc vao mé hinh véi trang thai “khdng c6
bién c6” dugc sir dung phac do phdi clopidogrel
(CLO) (liéu nap: 300 mg; sau do6 duy tri 75 mg x
1 1an/ngay) phéi hap véi ASA dé du phong bién
cO th( phat, NB cd nguy cd gap cac bién c6 khac
bao gébm: nh6i mau cg tim, dot quy, tai thong
mach mau l3p lai, xuat huyét nang va tir vong.
“Sau tai thong”, “Sau dot quy” va "Sau NMCT",
“sau xudt huyét” va “t& vong” dugc mé6 hinh hda
thanh céc trang thai sic khde ma NB c6 thé
chuyén sang, tly theo su’ xudt hién cia mét su
kién 1am sang. Khi g&p bién c8 NB khong thé trg
lai trang thai "Khdng_c6 bién cd”. NB chi trai qua
1 trang thai trong moi chu ki.

Hinh 2. Ciu tric mé hinh
Gia dinh cua mé hinh:
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- Liéu phap phdi hop khang két tap tiéu cau
kép dudc duy tri trong 1 ndm sau khi chuyén
sang trang thai “Tai théng mau lap lap” vdi chi
phi thudc la nhu nhau & cac can thiép; sau do
NB s& chuyén sang trang thai "Hau PCI" véi nguy
cd xay ra cac bién c6 lam sang, chi phi theo doi
va hé s6 thoa dung ciing giéng nhu & nhitng NB
G trang thai “khong cd bién cd”.

- Khong ¢ su khac biét vé ti 1é xuat huyét
nang va tai thong mach mau lap lai gitra chu ki
dau tién khi dung thudc va cac chu ki sau khi

khong st dung thudc.

- Hé s6 chat lugng song & ting trang thai la
nhu nhau & cac can thiép.

Théng s6 cua mé hinh. Cac thong s6 cla
mo hinh Markov dugc trinh bay trong Bang 5 va
Bang 6

TU nam 2 trd di, vi ngudi bénh khong con
dung thudc, ti 1€ cac bién c6 s€ gidng nhau giita
cac thuéc va dua trén ti & clia clopidogrel
brandname.

Bang 5. Théng sé dau vao hiéu qua cua mé hinh

Gia tri | Nguodn

Ti Ié bién c0 cua clopidogrel brandname (%)

Ti Ié dot quy nam 1 0,0081
Ti |é dot quy nam 2+ 0,0026
Ti |6 NMCT nam 1 0,0559 L.Wallentin et .al. (2009)
Ti |6 NMCT ndm 2+ 0,0170
Ti 1€ t&r vong do moi nguyén nhan nam 1 0,0498
n ey Antithrombotic Trialists'
Xuat huyet nang 0,0014 Collaboration (2002)
Tai thong mach mau Idp lai 0,0390 Wislgff T et.al. (2012)
Ti |é sir dung CABG trong tai thong mach mau 0,0164 T.M.Rhee et.al. (2023)
Ti & xuat huyét nang tr vong 0,0019 Wislgff T et.al. (2011)
Ti |é t&f vong trong qua trinh PCI 0,0050
Ti |é tr vong trong qua trinh CABG 0,0080 P.Mglstad et.al. (2007)

Ti s6 nguy cd so v@i clopidogrel brandname (RR)

T vong do moi nguyén nhan

1,01(0,9 - 1,13)

Bot quy

1,04(0,75 - 1,24)

Nhoi mau co tim

1,04(0,77 - 1,19)

J.Yang et.al. (2024)

Xuat huyét nang

1,01(0,81 - 1,21)

Tai thong mach mau Idp lai

1,00(0,87 - 1,14)

Hé so nhan ti I€ tif vong*

Do moi nguyén nhan cua “khong bién c6” 1,28 C.Prugger et.al. (2023)
Pot quy 7,43 E.Nikolic et.al (2012)
Sau dot quy 2,03 C.Prugger et.al. (2023)
NMCT 6,00 L.Wallentin et .al. (2009)
Sau NMCT 2,19 C.Prugger et.al. (2023)
Hé s6 thoa dung Thgai gian Nguon
Hé s6 nén (60-69 tudi) | 0,93 *$
Do giam hé s
DO tudi 70 — 79 tudi 0,045 Xy
D6 tudi = 80 tGi 0,028 M6i nam | A.Szende et.al (2014)
Dot quy 0,151 .
NMCT 0,054 L.Wallentin et .al. (2009)
Xuat huyét nang 0,16 30 ngay | H.Abdel et.al (2015)
PCI 0,095 7 ngay
CABG 0.175 30 ngay D.Hwang et.al. (2023)

Ghi chd: NMCT: nhGi mau cgd tim; *so vdi ti
|é t&r vong chung cla quan thé tir life table cla
WHO; PCI: can thiép mach vanh qua da; CABG:
phau thudt bdc cdu ddong mach vanh; *$ phong
van NB y

Nghién ciru ghi nhan chi phi thuéc moi ngay

cla clopidogrel brandname cao gap 20 [an so vdi
generic. Chi phi diéu tri bi€én c6 cap dao dong tu
24,08 triéu dén 190,71 triéu VND va chi phi diéu
tri bi€n cO duy tri dao dong tir 20,30 dén 24,38
triéu VND. Thong s6 chi ti€t dugc trinh bay trong
bang 6.
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Bang 6. Théong s6 dau vao chi phi cua mé hinh

CP thudc Gia thuoc/ | Liéust Thai gian sur CP thuoc
vién (VND)#*#|dung (mg)| dung (ngay)? (VND)
Clopidogrel B (75mg) 16.819 75 245 4.120.655
Clopidogrel G (75mg) 1.048 75 245 256.760
CP theo d6i quan li bénh S0 an tai kham*# CP (VND)
Mot dot 2.066.356
Nam 1 7 14.464.489
Nam 2+ 2 4.132.711
CP TTYT diéu tri bién co CP (VND) Nguon
Dot quy
Nam 1 33.622.975 Bui Thi My Hanh et.al. (2017)
Nam 2+ 20.303.051 Nguyén Thi Thu Thuy et.al. (2017)
NhoGi mau cd tim
N3m 1 92.046.744 Nguy@n Thuy Anh et.al. (2017)
Nm 2+ 27.883.710 Nguyén Thi Thu Thuy et.al. (2017)
Xuat huyét 24.038.823 Nguyén Cao DUc Huy et.al. (2024)
PCI 63.172.587 ~ AL LA o
CABG 190.707.894 Durlicu benh vien
CP TTNYT
Chi phi mot dgt can thiép 1.294.954 -
Chi phi mot dat tai kham 502.340
Chi phi dot guy/ NMCT nam dau tién 10.060.563 Bui Thi My Hanh et.al. (2017)
Chi phi “khong bién c6” nam dau tién 3.516.378 CP=CP mot dgt tai kham * s6 lan
Chi phi “khong bi€n c6” nam 2+ 1.004.679 tdi khdm/nam
CP GT
Chi phi sau can thiép nam dau tién 4.941.972 *g
Chi phi sau can thiép nam 2+ 502.340
Chi phi dot quy/ NMCT nam dau tién 6.179.113 Bui Thi My Hanh et.al. (2017)

Ghi cha: ##: DBon gid thudc dugc sir dung
tai Vién tim Thanh ph6é HO Chi Minh; *#-Tham
van y kién chuyén gia, *$: phéng van NB, NMCT:
nhdi mau cad tim; PCI: can thiép mach vanh qua
da; CABG: phau thuat bac cau dong mach vanh,
TTYT: truc ti€p y t€

3.2. Két qua phan tich chi phi — hiéu
qua. Dua vao két qua chi phi va hiéu qua trén
toan thgi gian sdng cla bénh nhan & moi phac
do6, cac chi s6 phan tich CP-HQ dugc tinh toan va
trinh bay trong Bang 3.

Bang 7. Két qua phan tich chi phi-hiéu qua

Gia tri
AT6ng CP (VND) 3.043.708
AQALY 0,0120
ICER/QALY (VND/QALY) 254.099.902
Két luan Dat CP-HQ

Ghi chd: CP: chi phi; ICER: Ti s6 chi phi hiéu
qua tang thém; QALY (quality adjusted life
years): s6 nam song diéu chinh theo chat lugng;
LYG: s6 ndm s6ng tich Iy dugdc

Két qua ghi nhan véi moi nam séng c6 chat
lugng dat dudc, clopidogrel brandname lam gia
tang 254,10 triéu VND so vGi clopidogrel generic.
So vGi GDP cla Viét Nam nam 2023 tudng (ng
vGi 101,9 triéu VND, chi s6 ICER nay thap hon 3
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lan GDP (305,7 triéu VND). Vi vay, clopidogrel B
dat CP-HQ so vdi clopidogrel G.

3.3. Két qua phan tich do nhay

Phéan tich dé nhay xac dinh. Phan tich do
nhay mot chiéu ghi nhan khi thay d6i phan I6n
cac gia tri cac théng s6 dau vao, tinh CP-HQ cua
cac can thiép khéng thay dai.

19236

RR revasculartion CLO G vs clopidogrel B

Milliom:
Higher value  m Lower value

Hinh 3. Phéan tich dé nhay xac dinh

Phan tich dé nhay xdc sudt. Kiém tra tinh
bat dinh cla két qua bang phuong phap phan
tich d0 nhay xac suat. Két qua cua qua trinh tai
lap 5.000 [an dugc trinh bay trong Hinh 4. Theo
dé, gitra clopidogrel B vdi clopidogrel G, cac
diém phan tan ndm & mét phang chi phi va hiéu
qua cao han.
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Hinh 4. Biéu dé phén tin chi phi — hiéu qua

budng cong chdp nhan chi tra dugc thuc
hién ghi nhan tai nguGng chi tra 3GDP, xac suat
dat CP-HQ & nguGng chi tra 3GDP (305,7 triéu
VND) cuia clopidogrel brandname so véi generic
dat 55%.

IV. BAN LUAN

Nghién clru danh gia CP-HQ cla céac thudc
chdng két tap tiéu cau trong du phong bién cd
tim mach trén NB HCVC sau PCI tur géc nhin xa
hoi. Dua trén thir nghiém lIam sang PLATO va mo6
hinh dugc xay dung phu hgp véi thuc té€ lam
sang & Viét Nam véi dir liéu chi phi da dugc dia
phuong héa dua trén ngudn dir liéu san cd va
thu thap dir liéu cia NB tai Vién tim TP HCM,
nghién cltu danh gid CP-HQ gilra clopidogrel
brandname so vdi generic, clopidogrel
brandname gia tdng chi phi diéu tri so vdi
clopidogrel generic tuy nhién gilp gia tdng
QALY. Két qua ICER dugdc ghi nhan cé gia tri
254,10 triéu VND/QALY va dat CP-HQ khi so vGi
nguGng chi tra tai Viét Nam. Day la nghién clu
dau tién tién hanh danh gia gilta hai can thiép
brandname va generic cla clopidogrel.

Phan tich d6 nhay dugc ti€n hanh nham xac
minh tinh 8n dinh cia mé hinh va dd tin ciy cua
két qua tinh toan. Phan tich d6 nhay mot chiéu va
phan tich d6 nhay xac sudt dugc ap dung dé
danh gia tinh bat dinh cla két qua va xac dinh
cac yéu t6 anh hudng dén hiéu qua kinh té cla
cac phac do két tap ti€u cau trong du phong bién
¢6 tim mach & NB HCVC sau can thiép qua da tai
Viét Nam. Phan tich d6 nhay mét chiéu ghi nhan
dit liéu hiéu qua Iam sang anh hudng nhiéu nhat
dén két qua nghién cliu, va lam thay déi tinh CP-
HQ. B& sung cho phén tich d nhay mét chiéu,
phan tich d6 nhay xac suat dugc thuc hién nham
cung cap thong tin toan dién vé mirc do tin cay
clia két qua nghién clru. Viéc thay ddi dong thdi
cac tham s6 dau vao va tai udc tinh chi s6 ICER
trong 5.000 [an mo phdng da cing c6 cho két qua
nghién c(fu ban dau. Phan tich do nhay xac suat
cho thay clopidogrel brandname cé xac suat dat
CP-HQ so vdi generic cao han 50%, cho thay tiém
nang, Igi ich cho hé thdng y té va NB.

Nghién clru da tién hanh diéu chinh va
chudn hda, cdp nhat md hinh theo tinh hinh tai
Viét Nam, bd sung thém birc tranh vé tdng quan
phong nglra bién cd tim mach trén NB HCVC sau
can thiép qua da trén thé gidi. Chi phi can thiép
dugc tinh toan dua trén cac ngudn di liéu dang
tin cdy, hiéu qua can thiép dugc do ludng bang
chi s6 QALY va tinh dén tinh khdng chac chan cla
dir liéu. Mac du mot s6 gia dinh cia mo hinh vé
hiéu luc va an toan cuta thudc cé thé anh hudng
dén két qua phan tich nén, tuy nhién phan tich do
nhay véi cac thay ddi tiém tang cla tham s8 dau
vao cho théy tinh 6n dinh cta két qua.

V. KET LUAN

Trong phong nglra bién cd tim mach trén
toan thai gian song cia NB HCVC sau can thiép
qua da, gilta clopidogrel brandname va generic,
nghién cdu ghi nhan phac d6 clopidogrel
brandname dat CP-HQ so vé&i phac do6 generic.
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KHAO SAT MOI LIEN QUAN GIT'A DA HINH GEN ITGB3 VOTPAP UNG
NGUNG TAP TIEU CAU CUA CLOPIDOGREL VA PAC PIEM LAM SANG
O’ BENH NHAN PU’Q'C CAN THIEP PAT STENT PONG MACH VANH

TOM TAT

Muc tiéu: Khao sat dic diém da hinh gen ITGB3
va moi I|en quan vdi dap rng ngu‘ng tap tleu cau
(NTTC) cla cIopldogreI cling nhu mot s6 dac diém 1am
sang G bénh nhan dugdc can thle_p dat stent dong
mach vanh (PMV). P6i tugng va phucng phap:
Nghién cru md ta cat ngang dugc thuc hién trén 171
bénh nhdn dugc diéu tri can thiép dat stent DMV
thanh cdng 6 diéu tri VGi clopidogrel tai Bénh vién
Quén Y 175 va Benh vién Quan Y 103 tu’ 09/2021 dén
12/2022. Ket qua Chlem ti 1é cha yeu la gidi nam
(74,86%) va trén 60 tudi (59, 07%), c6 su khac biét co
y nghia théng ké so vdi gidi nlt véi p<0, 05. Ht thudc
la cling chiém ti Ié cao (36,26%) va cao hon & nhom
bé&nh nhan dudi 60 tu0| (p<0,05). Kiéu gen chu yéu la
TT véi 91 123%, kiu gen TC chiém 8,77% va khong
ghi nhan trudng hgp dong hgp ti CC. Tan s alen T
va C tuong Ung la 95,61% va 4,39%. Chua ghi nhan
¢ su khac biét co y ngh|a thong ké khi so sanh do
NTTC ciing nhu khang clopidogrel theo kiéu gen TT va
TC véi p>0,05. C4 su’ khac biét v& s& nhanh BMV t6n
thudng khi so sanh glLra cac kiéu gen TT (1,71+0,77)
va TC (2,27+0,88) vGi p<0,05. Két luan: Tan s6 alen
T va C clla SNP ITGB3 T1565C tuang Lrng la 95,61%
va 4,39%. Chua ghi nhan mai lién quan giira k|eu gen
va do NTTC cung nhu khang clopidogrel. S6 nhanh
PMV t6n thuang & benh nhén c6 kiéu gen TC cao hon
so véi kiu gen TT cd y nghia théng ké véi p<0,05.

T4 khoda: 1TGB3, da hinh gen, ngung tap tiéu
cau, clopidogrel, bénh dong mach vanh.

SUMMARY

INVESTIGATING THE ITGB3 GENETIC

POLYMORPHISM CHARACTERISTICS IN
PATIENTS UNDERGOING CORONARY
STENTING INTERVENTION

Objects: Survey of ITGB3 gene polymorphism
characteristics and relationship with clopidogrel
platelet aggregation response as well as some clinical
and paraclinical features in patients undergone
coronary artery stenting intervention. Subjects and
methods: Cross-sectional descriptive study with 171
patients over 18 years old who were successfully
intervented coronary artery stenting and treated with

1Bénh vién Quén Y 103, Hoc vién Quén Y

2Vién nghién cul Y Duoc quan su, Hoc vién Quén Y
3Bénh vién Quén Y 175

Chiu trach nhiém chinh: Truong Binh Cam

Email: truongcam1967@gmail.com

Ngay nhan bai: 26.6.2024

Ngay phan bién khoa hoc: 22.8.2024
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Hoang Vin Tong?, Truong Pinh Cam?®
clopidogrel at 175 Military Hospital and 103 Military
Hospital from 09/2021 to 12/2022. Results: The
majority were men (74.86%) and over 60 years old
(59.07%), significant difference compared to women
with p<0.05. Smoking also accounts for a high rate
(36.26%) and is higher in patients under 60 years old
(p<0.05). The main genotype of ITGB3 T1565C was
TT with 91.23%, TC genotype accounts for 8.77% and
no cases of homozygous recessive CC were recorded.
The T and C allele frequencies are 95.61% and
4.39%, respectively. No statistically significant
difference was noted when comparing platelet
aggregation and clopidogrel resistance by genotype
with p>0.05. There is a difference in the amount of
damaged coronary artery vessels when comparing TT
(1.71£0.77) and TC (2.27+0.88) genotypes with
p<0.05. Conclusion: The allele frequencies of ITGB3
T1565C were 95.61% for T and 4.39% for C. No
association had been observed between the genotype
and the platelet aggregation or clopidogrel resistance.
The amount of coronary artery vessel lesions in
patients with the TC genotype is higher compared to
those with the TT genotype, with p<0.05. Keywords:
ITGB3, genetic polymorphisms, platelet aggregation,
clopidogrel, coronary artery disease.

I. DAT VAN DE

Diéu tri chéng ngung tap ti€u cdu (NTTC)
sau can thiép dat stent dong mach vanh (bMV)
la liéu phap nén tang trong diéu tri nhdm lam
giam cac bién ¢b tim mach ndng. Viéc ca thé hda
st dung cac thuéc chong NTTC dang dat ra
nhiing thach thic I6n nham can bang gilra Igi ich
va nguy cd cla viéc st dung thudc. Hién nay, da
c6 nhirng nhom thudc chéng NTTC thong qua Uc
ché thu thé P2Y12 méi dugc ra dSi nhu
ticagrelor hodc prasugrel, tuy nhién s dung cac
thudc nay c6 thé lién quan dén céc bién c6 xuét
huyét ndng hay gia tang chi phi diéu tri [1] . Do
do, thudc clopidogrel van 1a sy lua chon phé
bién trong thuc hanh lIam sang tai Viét Nam.

Viéc st dung cIopldogreI trén thuc t& van
con lién quan dén mét s6 bién cd nang nhu tr
vong, nhoi mau cd tim, tai hep trong stent hoac
huyét khéi stent. Da cé mét sé bang ching cho
thdy tinh trang nay cd lién quan dén kiéu gen
ma déc biét 13 da hinh gen lién quan dén chuyén
hoa clopidogrel la CYP2C19. Tuy vay, da hinh
gen nay ciling chi giai thich dugc khoang 30%
cac trudng hgp cd tinh trang khang clopodgrel
[2]. Diéu nay cho thay tinh trang dap (ng cla



