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SUMMARY

Background: In the treatment of Acute Coronary Syndrome (ACS), Prasugrel is recommended,
alongside aspirin, for adult patients undergoing percutaneous coronary intervention (PCI) to
prevent thrombotic events.

Objective: This study aims to conduct a systematic review of the efficacy and safety of Prasugrelin ACS.

Method: A systematic review method was used to search for studies meeting the inclusion criteria
for analysis.

Results: A total of 17 studies on safety and 10 studies on efficacy were included in the review. The
compiled research findings also indicate that Prasugrel is relatively safe, with follow-up durations
in studies typically ranging from 12 months, with the shortest being 30 days and the longest 10
years. Prasugrel has good safety, with life-threatening bleeding ranging from 0.1% to 2.2% and
intracranial hemorrhage from 0.16% to 0.3%. There is no statistically significant difference in
bleeding risk being found when compared Prasugrel with Ticagrelor. In terms of efficacy, Prasugrel
helps reduce major adverse cardiovascular events (MACE) from 1% to 11.1%, and cardiovascular
mortality from 0.6% to 3%.

Conclusion: The evidence suggests that Prasugrel reduces the risks of cardiovascular events and
shows its clinical benefits when compared with other P2Y12 receptor inhibitors.
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TOM TAT
Pat van dé: Trong diéu tri H6i chirng mach vanh cédp (ACS), Prasugrel phdi hgp vai Aspirin dugc
khuyé&n cdo vu tién cho bénh nhan trudng thanh can can thiép mach vanh qua da dé du phong bién
¢8 huyét khaéi.
Muc tiéu: tdng quan hé théng cac bang chiing vé tinh an toan va hiéu qua cua Prasugrel trén bénh
nhan ACS.
Phuong phéap: tdng quan hé théng dugc st dung dé tim ki€m céc tai liéu dap &ng tiéu chuén lya
chonvao phéan tich.
Két qua: Téng cdng 17 nghién cltu vé an toan va 10 nghién ctu vé hiéu qua dugc dua vao tdng quan
hé thong. Cac két qua cho thay Prasugrel co tinh an toan hiéu qua tuong déi tot vdi thdi gian theo doi
thudng la trong vong 12 thang, ngan nhat (4 30 ngay va nhiéu nhat la 10 nam. Prasugrel c6 do an toan
tot, vdi ty 1& bién ching xuat huyét cé de doa tinh mang dao dong tir 0.1% dén 2,2% va xuat huyét
nao tlr 0.16% dén 0,3% va khong co sy khac biét cé y nghia théng ké trong nghién cltu so sanh véi
Ticagrelor. V& hiéu qua, thuéc giup giam bién c6 tim mach nghiém trong (MACE) tir 1% dén 11,1%,
trong d6 giam tlr vong do tim mach tir 0.6% dén 3%.
K&t luan: Bang ching cho thay Prasugrel cé kha nang lam giam céc nguy co gap bién cd tim mach va
¢6 loi ich vé méat [Am sang khi so sédnh vdi céc thudc khéc trong nhém thuéce e ché thu thé P2Y12.

Tir khéa: Prasugrel, tinh an toan, tinh hiéu qua, hdi chirng vanh cép

1. DAT VAN DE

Theo théng diép cua td chirc Y t& Thé gidi (WHO) nam
2021, bénh tim mach da tr@ thanh bénh ly gay tr vong
hang dau trén thé gidi. Hang nam udc tinh c6 khoang 17,9
triéu ngudi trén thé gidi tir vong do bénh tim mach, chiém
32% t6ng s8 ca tlr vong trén toan cau. Trong sd nay, c6 tdi
85% do bénh déng mach vanh (nhoi mau co tim) va dot
quy '. Bénh dong mach vanh (BPMV) con la nguyén nhan
chinh lam giam s6 nam s6ng mat di do tlrvong sém (YLLs)
va s6 nam séng dugc hiéu chinh theo mdc dd bénh tat
(DALYs). Trén toan cau, hoi chirng mach vanh cap (ACS) la
mot ganh nang lén doi vdi siic khde cong déng, véi ty L& tlr
vong khac nhau gilra céc loai bénh. Nghién ctru da quéc
gia cho thay ty & t&r vong do STEMI la 7%, NSTEMI la 6%
va dau thit nguc khong 6n dinh a 3% 2. Tai Phdp va y, ty &
nhap vién do ACS va tif vong trong ndm dau van cao, du
c6 nhiéu bién phap phong ngtra, dac biét & phu nirva cac
nhom ngudi bénh cé nguy co cao *cardiovascular disease
(CVD,*. PCI la phuong phap phd bién trong diéu tri ACS,
vdi ty l& can thiép cao trén toan thé gidi. Trong nghién clu
da quéc gia, 40% ngudi bénh STEMI da trai qua PCI trong
dot nhap vién dau tién2. Tai Israel, 75,1% ngudi bénh ACS

*Téc gia lien hé

da dugc can thiép PCI 3, trong khi tai Y, 48,2% nguoi bénh
NSTE-ACS thuc hién PCI“. Tuy nhién, ty l& t(* vong sau PCI
van cao, dac biét & phu nit tai Thuy ST, véi ty L& t& vong cao
hon nam gidi sau PCl cho STEMI (11,6% so vGi 6,5%) ©.

Tai Viét Nam, bénh tim mach da gay ra 31% téng s6 ca
tlr vong trong nam 2016, tuwong duong véi hon 170.000
trudng hop 7. Ho6i chitng mach vanh cép (ACS) van la mot
van dé ldn vé stc khoe cong dong vdi ty L& tlr vong va bién
chirng cao tai Viét Nam. Dac biét & ngudi bénh cao tudi
mac ACS khéng ST chénh, ty & can thiép mach vanh qua
da (PCI) con kha thap, chi 35%. Tuy nhién, PCI da ching
minh dugc hiéu qua trong viéc giam ty & t& vong, nhoi
mau co tim tai phat va dot quy trong vong 3 thang sau
diéu tri, cho thay tiém nang cai thién tién lugng cho ngudi
bénh, du ty l& 4p dung van chua cao, dic biét & cdc nhém
ngudi bénh cao tudi®.

Theo huéng dan clia Bo Y té vé thuc hanh chan doan va
diéu tri bénh mach vanh (ban hanh kém Qb s6 5332/Qb-
BYT ngay 23 thang 12 ndm 2020), diéu tri hdi chirng dong
mach vanh cdp khéng cé ST chénh én (nhdi méau co tim
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khéng co ST chénh lén (NSTEMI) va DNKOD) bao gobm cac
thudc khang két tap tiéu cau: can phdi hgp Aspirin (dung
liu nap 150-300mg sau dé duy tri 75-100 mng/24h ) va mot
trong céc thudc e ché thu thé P2Y12 gbm Ticagrelor hoac
Prasugrel (Prasugrel nén dugc xem xét wu tién han déi voi
ngudi bénh co k& hoach can thiép dong mach vanh); hoéc
Clopidogrel khi khong cé Prasugrel hoac Ticagrelor °.

Prasugrel & mét loai thudc dung dé ngan nglra bién cd
huyét khGi dong mach & ngudi trudng thanh. Prasugrel
c6 tac dung e ché sy két tap tiéu cau, Uc ché& khéng
phuc hdi déi véi thu thé ADP P2Y12 trén tiéu cau va thudc
nhédm thudc thienopyridine. Thudc dugc phéat trién bdi
Céng ty Daiichi Sankyo, do Ube san xuét va tiép thi trén
toan thé gidi, bao gom ca Lién minh Chau Au va Hoa Ky °.
Prasugrel da dugc phé duyét sir dung & Lién minh Chéau
Au (EU) vao thang 2 nam 2009 va tai Hoa Ky (M) vao thang
7 nadm 2009, dé gidm céc bién c6 tim mach do huyét khdi
(bao gbm ca huyét khéi trong stent) & nhirtng ngudi méc
Ho6i chitng mach vanh cép tinh (ACS) dudc diéu tri bang
can thiép mach vanh qua da (PCI)'"'2,

Tai Viét Nam, Prasugrel dugc st dung két hop véi Aspirin ligu
thap dé ngan ngira huyét khdi & ngudi bénh méac ACS, bao
gom DNKOD, NSTEMI va STEMI, va dugc digu tri bang PCI ™.

Trong danh muc thuéc dugc chi tra bdi Bio hiém Y té theo
théng tu20/2022/TT-BYT ngay 31/12/2022 cho thay trong céc
thudc khang thu thé P2Y12 c6 tac dung chdng két tiéu cau
thi Clopidogrel va Ticagrelor da dugc dua vao danh muc bao
hiém. Trong dé Clopidogel dugc chi trd 100% va Ticagrelor
dugc quy bao hiémy té thanh todn 70% ™. V&i Prasugrel, hién
nay thudc van chua cé trong danh muc duoc Bao hiém vy t&
chitra, méc du hiéu qua Prasugrel da dugc thé hién trong van
ban hudng dan diéu tri clia BO Y t& trong diéu tri Hoi chirng
mach vanh cap khong ST chénh va nhbi mau co tim cé ST
chénh va uu tién vdi nhitng ngudi bénh dugc chi dinh can
thiép mach vanh qua da. Nghién ctu thuc hién véi muc tiéu
“Téng quan hé théng vé tinh hiéu qua va tinh an toan cua
Prasugrel trén bénh nhdn Héi chirng mach vanh cap”

2. DOI TUQONG VA PHUONG PHAP

1. Thiét ké nghién ctru: Nghién cltu dugc thuc hién theo
thiét k& t8ng quan hé théng, tuan thd khuy&n nghi cla
PRISMA 2020 va tham chi€éu Cochrance Handbook for
Systematic Reviews of Interventions version 6.4.

2. Co's& dir liéu va chién lugc tim kiém:

Nghién ctru thuc hién tim kiém trén 03 co s& dir lieu Thu
vién Cochrane, MEDLINE (PubMed) va EMBASE. Ngoai ra,
nhém nghién cu ti€n hanh tim ki€m th( cong tir danh
muc tai liéu tham khao clia céc bai bao lién quan va cac
ngudn tai liéu bd sung néu phu hop.

- Thoi gian

Thai gian nghién clru: Tat ca cac bai bao dap irng cac tiéu
chi tim kiém tir ndm 2005 (khi thuéc lvu hanh) dén 2024
(th&i diém tim kigm)

Thai gian thyc hién téng quan tirthang 10/2023 dén thang
03/2024

- PICO va chién lugc tim kiém:

Chién lugc tim kiém dugc xay dung riéng cho tirng co s&
dir liu trén ca s& két hgp céc tir khéa ty do va thuat nglr
kiém soat.

158

~ N < TRUY
NOI DUNG TU KHOA VAN
ACS [all fields] OR Acute Coronary
Syndrome [all fields] OR PCI [all
fields] OR Percutaneous coronary
Ngudi bénh | intervention [all fields] OR STEMI [all
P| =18tudi fields] OR ST-Elevation Myocardial
mac ACS Infarction [all fields] OR NSTEMI
[all fields] OR Non-ST-elevation
myocardial infarction [all fields]
AND Adult [all fields]
I (Fj,f:suuggrfél) Prasugrel [all fields]
PAND I
c Clopidogrel/| Clopidogrel [all fields] OR Ticagrelor | AND C
Ticagrelor [all fields] AND O
non-fatal myocardial infarction [all
fields] OR non-fatal stroke [all fields] OR
unstable angina [all fields] OR
heart failure [all fields] OR transient
K&t cuc tim ischemic attack [all fields] OR
O | mach Dugc revascularization [all fields] OR
dong hoc cardiovascular death [all fields] OR
AUC [all fields] OR Area under curve [all
fields] OR Cmax [all fields] OR
Maximum plasma concentration [all
fields] OR Adverse events [all fields] OR

3. Lva chon nghién ctru

Tiéu chuan lwa chon

Thoi gian: 2005 - thoi gian tim ki€m (2023)

Ngon ngir: Tiéng Anh

Péi tugng: Ngudi bénh méc ACS tir 18 tudi trd lén

Can thiép: C6 si* dung Prasugrel trong diéu tri hoac du
phong bién c6 huyét khaoi

Nhom so sanh la Clopidogrel, Ticagrelor hodc thuéc trc
ché& P2Y12 khac, c6 bao céo vé két cuc an toan/hiéu qua
clia Prasugrel.

Thiét k& nghién ctru: thtr nghiém lAm sang ngau nhién cé
doi chirng (RCT), nghién cltu thuan tap, nghién clru bénh-
ching, nghién clru an toan va hiéu qua lam sang.

K&t qua: nghién cru phai co it nhat mot trong céc két qua
vé an toan hoac hiéu qua v.v.

- Tiéu chuan loai trir

Céac bénh tim mach khac

Khéng lién quan tryc ti€p dén Prasugrel hodc khong béao
céo vé tinh an toan/hiéu qua da xac dinh

K&t qua: Cac nghién ctru khéng cung cap day du dir liéu vé
céac két qua dudgc liét ké trong tiéu chi lia chon

Khéng c6 van ban toan van day du

Khéng phai bing tiéng Anh

Khoéng phai nghién ctru trén con nguoi

Khong phai bai bao géc (vi du: y ki€n chuyén gia, binh luan,
bién tap, tai liéu hdi nghi, huéng dan, bao céo trudng hop, viv.)
4. Quy trinh ti€n hanh nghién ciru

Dua trén “S6 tay Téng quan Hé théng vé Can thiép cua
Cochrane phién ban 6.4” ', nghién clu clia chung toi
thuc hién tim ki€ém cé hé théng tir nhiéu nguon di liéu
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khac nhau, bao gobm ba cg s& di liéu chinh: Thu vién
Cochrane, MEDLINE (PubMed) va EMBASE; két hop tim
ki€m th céng trén website cac td chic lién quan, &n
phdm hoi thao... theo tir khéa/nhém tir khéa dugc xac
dinh dua trén cau hoéi nghién clu.

Toan bd qua trinh sang loc tai liéu tuan thd nghiém ngat so do
PRISMA va céc tiéu chi luwa chon/loai trir da duoc dat ra. Tat ca
cac két qua tim kiEm dugc nhap vao phan mém quan ly tai liéu
Zotero dé loai bo trung lap. Sau do, hai nha nghién ctu doc
lap ti€n hanh sang loc tiéu dé va tom tat theo tiéu chuan lua
chonva loai trir da xac dinh trudce. Cac bai bdo tiém nang dugc
doc toan van dé danh gia tinh du diéu kién dua vao téng quan.
Nhirng bat dong gitta hai nha nghién ciru dugc giai quyét thong
qua thao luan; néu chua théng nhat, quyét dinh cudi cung
dugc dua ra véi su tham gia clia nha nghién clru th ba. Quy
trinh lywa chon nghién cltu dugc trinh bay bang so d6 PRISMA.

D@ liéu tir cac nghién cliu dugc trich xuat bing biéu mau
chuén héa do nhém nghién cttu xay dung trudc. Cac thong
tin dugc thu thap bao gom: tén tac gia, ndm céng bé, qudc
gia, thiét k& nghién cttu, c& mau, dac diém quan thé nghién
cltu, lidu Prasugrel, thudc so sanh, thoi gian theo déi, cac
két cuc an toan va hiéu qua, ciing nhu cac thudc do hiéu
qua nhuty L& bién ¢d, hazard ratio (HR), risk ratio (RR) hoac
odds ratio (OR), néu c6. Qué trinh trich xuat dit liéu dugc

3. KET QUA

3.1. Két qua tim kiém

| T
1 L
| Losenreemrasc s |

So d6 1 So dé PRISMA sang loc cac nghién ctru vé
tinh an toan cua Prasugrel

Trong 17 nghién c(tu vé tinh an toan clia Prasugrel dua vao
phan tich cho thdy c6 3 nghién clru tai Nhat Ban, 3 nghién
clu tai My, 2 nghién clu tai Anh, 1 nghién cutu tai An Do,
1 nghién cru tai Bai Loan, 1 nghién cltu tai Buc, 1 nghién
cltutaiHaLan, 1 nghién ctru tai Han Qudc, 1 nghién clru tai
Hong Kéng, 1 nghién clu tai Phap, 1 nghién ctru tai Phan
Lanva 1 nghién clru tai TAy Ban Nha. D6i tugng nghién clu
hau hét la cac ngudi bénh hoi chirng mach vanh cép dugc
can thiép DMV qua da, ngudi bénh nhoi mau co tim. D6
tudi ngudi bénh trong cac nghién ctu tir 18 dén 95 tudi.
Trong d6 co 13 nghién ctu quan sat va 4 nghién cltu can
thiép thir nghiém (Am sang. Hau hét cac nghién cliu cé
nhém so sanh (14/17 nghién ctu). Thdi gian theo ddi cac
bién c6 thudng 14 12 thang, trong d6 thai gian ngédn nhat 14
30 ngay va dai nhat la trong 10 nam.

thuc hién doc lap bdi hai nha nghién cltu. Cac sai khac
dugc doi chi€u va théng nhat thong qua thao luan.

Chat lugng bao céo cua tdng quan hé théng dugc trinh bay
theo PRISMA 2020; tuy nhién, PRISMA khéng dugc st dung
dé danh gia chat lugng hay nguy ca sai léch cla céc nghién
cltu gdc. Nguy co sai léch cla tirng nghién cltu dugc danh
gia theo loai thiét k& nghién clru sir dung cong cu RoB 2. Viéc
danh giad dugc thuc hién déc lap bdi hai nha nghién clu.
Nhitng khac biét trong chdm diém dugc giai quyét bang thao
luan va théng nhat.

Téng hgp va phan tich dir liéu: Do su khéc biét vé thiét ké
nghién cttu, quan thé, lieu dung, thoi gian theo déi va cach
dinh nghia két cuc gilta cac nghién cttu, dit liéu dugc téng
hgp theo phuong phap mo ta. Céac két qua vé an toan va hiéu
qua dugc trinh bay theo nhdm két cuc chinh, bao gom: bién
c6 chay mau va xuat huyét nang; MACE; t vong tim mach
va tlf vong do moi nguyén nhan; nhdi mau co tim, dot quy va
huyét khdi trong stent.

5. Pao dirc nghién ciru

Nghién cttu da dugc théng qua hdi dong dao dic s6
41/2024/Qb-HDDD ngay 20 thang 02 nam 2024 do Trung
tdm nghién clru va danh gia kinh té€ y té cép.

So d6 2 So d6 PRISMA sang loc cac nghién clu vé
tinh hiéu qua clia Prasugrel

Trong 10 nghién cltu vé tinh hiéu qua cla Prasugrel cho thay c6
2 nghién cltu tai Nhat Ban, 2 nghién ctiu tai My, 2 nghién cliu tai
Tay Ban Nha, 1 nghién ctu tai Dai Loan, 1 nghién cuiiu tai B,
1 nghién ctiu tai Hong Kong, va 1 nghién cliu tai Pakistan. 6
tuBi ngudi bénh tir 18 tudi dén 95 tudi. Trong d6 ¢ 6 nghién ciiu
quan satva 4 nghién cttu can thiép. Thai gian theo déi ngan nhat
(a4 30 ngay va lAu nhat la sau 10 nam, mot nghién ctiu theo d6i 6
g0 sau can thiép danh gia hiéu luc clia thudce.

Trong dé, mot s6 nghién ciru dudc st dung dé danh gia
dong thai ca hai nhom két cuc, do do sé lugng nghién ciru
khéng hoan toan tach biét. Cac nghién clru bao gom ca
th&r nghiém lAm sang ngau nhién va nghién cttu quan sat,
vdi thdi gian theo d6i dao dong tir 30 ngay dén 10 nam.

-‘- Cmssre’fd 1 59
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3.2. Tém tat két qua vé tinh an toan cua Prasugrel

Bang 1 Tinh an toan cla Prasugrel

Bi€n chirng c6 lién quan dén phiu thuat
STT Tac gia, ndm xudt ban BCliénquancan | BCliénquandén
thiép machvanh |bac cau déng mach
quada vanh (CABG)
Nhém nghién ctru véi liéu Prasugrel 10mg
Clopidogrel: 3,2%
Prasugrel: 13,4%
1 Stephen D. Wiviott, 2007 ' P<0,001
2 Juho Viikila, 2016 '®
3 Lorenz Raber, 2015 "
4 Raoul Bacquelina, 2016 '8
5 Upendra Kaul, 2014 '°
6 Kristina Gill, 2021 %°
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Bi€n chirng KHONG lién quan dén phau thuat Bién cé bat Loi
Biénchiing | Chaymau | o o may |BC chay mau :gh?g;yt?;i; Xuét Chay mau | Chay mau
chay mau tat de doa a . a A ‘ S huyét can phau can truyén
cacacmircdd| tinh mang tiéu chi GUSTO| tiéu chi TIMI | va r!he (tiéu hio thuat mau
chi BARC)
Nhém nghién ciru véi liéu Prasugrel 10mg
Clopidogrel: Clopidogrel: Clopidogrel: Clopidogrel:
0,9% 1,8% 0,3% 3,0%
Prasugrel: Prasugrel: Prasugrel: Prasugrel:
1,4% 2,4% 0,3% 4,0%
P=0,01 P=0,03 P=0,74 P <0,001
Nang:0% Nang: 0%
0/99 Vira va nhe:
VUra va nhe: 2% (2/99)
3% (3/99)
Clopidogrel +| Clopidogrel + | Clopidogrel +
Prasugrel: Prasugrel: |Prasugrel: Do
Nang: 0,23% | Nang:0,7% | 3-5:1,41%
(1/427) (3/427) (6/427)
Vira: 0,23% Nhe: 0,7% |Prasugrel: Do
(1/427) (3/427) 3-5:3,36%
Prasugrel: Prasugrel: (15/447)
Nang: 1,34% | Nang: 1,79%
(6/447) (8/447)
Vura: 0,45% | Nhe: 1,57%
(2/447) (7/447)
Clopidogrel: Clopidogrel:
4,6% (23/505) BARC 3-5:
Prasugrel: 1,6% (8/505)
8,9% (43/483) BARC 2: 3%
P=0,011 (15/505)
Prasugrel:
BARC 3-5:
0,2% (1/483)
BARC 2: 8,7%
(42/483)
P<0,005
- Chay mau 0,1% Nang: 0,1% 0,1% (1/1000)
chd choc (1/1000) (1/1000)
déng mach: Nhe: 1,9%
7/1000 (19/1000)
(0,7%),
- Chay mau
ngoai chd
choc déng
mach (chay
mau cam,
chay mau lgi,
Xuét huyét):
12/1000
(1,2%),
- Clopidogrel: - Clopidogrel:
23% 23%
-Nhém -Nhéom
P2Y12i manh: P2Y12i manh:
35% 35%
P=0,37 P=0,37

- Cmssrﬂfﬂ_ '

161




N. T. T. Huong et al. / Vietnam Journal of Community Medicine, Vol. 67, No.4, 156-170

Bién chirng c6 lién quan dén phiu thuat
STT Tac gia, ndm xudt ban BCliénquancan | BCliénquandén
thiép machvanh |bac cau déng mach
quada vanh (CABG)
7 T. Yetgin, 2018
8 Juan Miguel Ruiz-Nodar, 2020 %
9 Min-Ku Chon, 2020 %
10 Larry R. Jackson, 2016
11 Matthew T. Roe, 2013 "°
12 Stefanie Schipke, 2019 %
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Bi€n chirng KHONG lién quan dén phau thuat

Bién cé bat Loi

Biénchiing | Chaymau | o o may |BC chay mau fghfé';"t?;i‘é Xuét Chay méu | Chay mau
chay mau tat de doa a . T A ‘ S huyét can phau can truyén
cacacmircdd| tinh mang tiéu chiGUSTO| tiéu chi TIMI | va rlhe (tieu hio thuat mau
chi BARC)
Nang: 1,4%
(37/2677)
-Nhém st |Potent P2Y12i
dung thuéc group:
trc chéthu | -BARC 1-5:
thé P2Y12 |8,5% (51/600)
manh: 0,8% | -BARC 2-5:
(5/600) 6,2% (37/600)
- Clopidogrel:| -BARC 3- 5:
1,2% (8/670) | 1,3% (8/600)
P=0,587 Clopidogrel:
- BARC 1-5:
9.7% (65/670)
- BARC 2-5:
8,2% (55/670)
-BARC 3-5:
3% (20/670)
P was 0,587;
0,495 va
0,193
Nghiém 0,16% 0,19% 0,06%
trong 0,93% (5/3110) (6/3110) (2/3110)
(29/3110)
St dung PPI:
Prasugrel:
1,9%,
Clopidogrel:
4,6%
HR=0,73
(0,36-1,48)
Khong st
dung PPI:
Prasugrel:
1,7%,
Clopidogrel:
2,5%,
HR=1,34
(0,79-2,27)
Clopidogre: | Clopidogrel: | Clopidogrel:
2,6% 7,3% 7%
Prasugrel: Prasugrel: Prasugrel:
2,2% 8,2% 6,4%
P=0,45 P=0,69 P=0,65
BARC 3-5:
Ticagrelor:
5,4%
(95/1989)
Prasugrel:
4,8%
(80/1773)
P=0,46
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Bién chirng c6 lién quan dén phiu thuat

STT Tac gia, ndm xudt ban BCliénquancan | BCliénquandén
thiép machvanh |bac cau déng mach
quada vanh (CABG)
13 Amy S. M. Lam BPharm, 2021

Nhém nghién ciru véi lieu Prasugrel 3,5mg

Prasugrel:
22,4%
(56/250)
Clopidogrel:
13,2%
14 Yota K 20197 ’
ota Koyabu, 2019 (33/250)
P=0,007
15 Ping-Yen Liu, 2022 28
16 Shigeru Saito, 2014 »
17 Hiromi Hagiwara, 2021 %
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Bi€n chirng KHONG lién quan dén phau thuat

Bién cé bat Loi

Biénchiing | Chaymau | o o may |BC chay mau .fgh?é';"t?;i‘; Xuét Chay méu | Chay mau
chay mau tat de doa a . T A ‘ S huyét can phau can truyén
cacacmircdd| tinh mang tiéu chiGUSTO| tiéu chi TIMI | va rlhe (tieu hio thuat mau
chi BARC)
Prasugrel/
Ticagrelor
1 nam: 2,5%;
5nam: 4,5%
Clopidogrel:
1 nam: 3%
5nam: 10,3%
HR an lugt la
1,07 (0,60-
1,90); 0,46
(0,21-1,00)
va khoéng ap
dung cho giai
doan >5 nam
Prasugrel: Prasugrel:
Nang: 0,4% 2,0% (5/250)
(1/250) Clopidogrel:
Nhe 0% 1,2% (3/250)
(0/250)
Clopidogrel:
Nang: 0,4%
(1/250)
Nhe 0%
(0/250)
11,3% Tuan 48 - BARC 2:
(23/203) - Nghiém 5,9%
trong: 2,5% | - BARC 3,5:
-Nhe: 7% 2,5%
-BARC 2,3,5:
7,9%
- Prasugrel: | - Prasugrel: - Prasugrel:
49,8% 0,6% (4/685) 5,7% (39/685)
(341/685) |- Clopidogrel: - Clopidogrel:
- Clopidogrel:| 1,0% (7/678) 4,3% (29/678)
36,4% HR=0,54 HR=1,30
(247/678) | (0,16 -1,85) (0,81-2,11)
HR=1,48
(1,25-1,74)
PCI kh&n cép: PCI thuong:
HR=1,14 HR=0,56
(0,67-1,93) (0,1-3,16)
p=0,641 khac p=0,508; khac
biét khong cé biét khéng cé
y nghia théng y nghia thong
ké gitra nhom ké gitra nhém
Prasugrelva Prasugrelva
Clopidogrel Clopidogrel
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Céc két qua t8ng hop cho thay Prasugrel c6 hd s an toan
tuong déi chdp nhan dugc & bénh nhan ACS. Bién chirng
vé chay mau géom cac muc do tir nhe dén nang, két qua
téng quan bao gdom chi yéu dir liéu nghién cltu vdi lidu
Prasugrel duy tri 10 mg (13/17 nghién cttu Ty & chay mau
de doa tinh mang dao dong tir 0,1-2,2%; chay mau theo
tiéu chi GUSTO tur 0-8,2%; chay mau theo TIMI tir 0-7%;
chay mau theo BARC tir 0,2-8,7%. Ty & xudt huyét ndo
14 0,16-0,3%); chay m&u can phau thuat khoang 0,19% va
chay mau can truyén mau tir 0,06-4%

Khi so sadnh véi Clopidogrel, ty & chdy mau de doa tinh
mang dao dong tur 0,9-2,6%; chdy mau theo tiéu chi

GUSTO tir 2,5-7,3%; chay mau theo TIMI tir 0-7%; xuat
huy&t ndo khoang 0,3%; va chdy mau can phau thuat
hodc truygn mau tir 1,2-3%. Tuy nhién sy khéc biét vé
céc bién c6 chay mau nghiém trong khdng nhat quéan
gita cac nghién ctru. Nghién clu ddi dau gitra Prasugrel
va Ticagrelor clia Stefanie Schiipke (2019) cho thay ty &
chay mau theo tiéu chi BARC murc do 3-51a 5,4% & nhém
Ticagrelor so vGi 4,8% & nhém Prasugrel, khong ghi nhan
sy khac biét cé y nghia théng ké (p = 0,46). Nhin chung,
k&t qua vé an toan can dugc dién giai than trong do sy
khac biét vé dinh nghia bién c& va thiét ké nghién clru gitra
cac nghién cuu.

3.4. Tém tat két qua vé tinh hiéu qua ctia thuéc Prasugrel

Bang 2 Tinh hiéu qua ctia Prasugrel

Céac bién cé Kha
o - . Potqu ac
'I:ac gia, tim n.‘?‘:h Tu’Avong' do Tir vong do moi Prauy S . Huyét khdi
STT | nam xuat nghiém bénh tim o A Nhoi mau co'tim
X nguyén nhan trong stent
ban trong mach
(MACE) Xuat huyét | Nhdimaunao
Nhém nghién ciru véi liéu Prasugrel 10mg
Prasugrel: Prasugrel .
643/6813 | 133/6813 Pégfgg;e;'
(9,9%) (2,1%) Prasugrel:188/6813 Prasugrel:475/
clondonret: | Cloodonrel (3%) Prasugrel: 1% (61/6813) 6813 (7,3%) (1,1%)
opidogrel: | Clopidogrel: ; . )
Stephen 78q /67g95 15%/67%5 Clopidogrel:197/6795 Clopidogrel: 1% Clopidogrel: Clopidogrel:
1 D. Wiviott, (3,2%) 142/6795
0 0 (60/6795) 620/6795 (9,5%)
2007° (12.1%) 24%) 1 r-0,68 (0,78-1,16) (2,4%)
HR=0,81 HR=0,89 S P=0.93 HR=0,76 (0,67~ | HR=0,48
(0,73-0,90) | (0,70-1,12) P=0,64 0.85)p<0.001 | (0,36-0,64)
P<0,001 P=0,31 p<0,001
. . i . 0,
Clopidogrel: 1/26 Clopidogrel: 0/26 (0%) Clopldqgrel. 0/2.6 (0%)
Kristina Gill, (3.9%) P2Y12i manh: 1/20 (5%) P2Y12i manh: 1/20
2 2021 20 P2Y12i manh: 0/20 (0%) A ° (5%)
P=0,99 Pe0.43 P=0,43
Clopidogrel: Clopidogrel:
Clopidogrel: 9% 0,5% Clopidogrel: 0,7% 0,5%
. Prasugrel va Prasugrel va Prasugrel va Prasugrel va
31 N .
3 |[Delia, 2017 Ticagrelor: 2% Ticagrelor: Ticagrelor: 0,3% Ticagrelor:
0,1%
P<0,0001 ? P=0,138 0,07%
P=0,025 P=0,025
P2Y12i P2Y12i POY12i
manh: 6% | manh:1.3% | P2Y12imanh:2,3% manh: 1.6% P2Y12imanh: 3,7%
Juan Miguet |  (36/600) (8/600) (14/600) (11/600) (22/600)
4 | Ruiz-Nodar, | Clopidogrel: | Clopidogrel: Clopidogrel: 9,6% Clopidogrel: Clopidogrel: 6,3%
20202 13,6% 5,7% (64/670) 1% (6/670) (42/670)
(91/670) (38/670) P<0,001 P=0.464 P=0,038
P<0,001 | P<0,001 )
Hiéu luc
cuia thude
(&c ché
ngung tap
5 Shahzeb, tiéu cau):
2015 Prasugrel
la 97,3%;
Clopidogrel
la 85,1%;
p=0,009
Prasugrel 3% o . Prasugrel: | Prasugrel: Prasugrel: 3% Prasugrel
, rasugrel: 3,7% 0,1% 0,8% 60/2006 0,6%
Stefanie (6972.008) | (73/5 006) Ticagrelor: (2/2.006) | (17/2.006) | _ ( ) (12/2.006)
6 Schupke, Ticagrelor 4,5% (90/2.012) Ticagrelor: | Ticagrelor: Ticagrelor: 4,8% Ti )
20197 390 v | 07% (96/2012) icagrelor
’ HR=1,23 (0,91-1,68) 0,3% : 1,1%
(63/2.012) (6/2.012) | (16/2.012) |HR=1,63(1,18-2,25)| (22/2.012)
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Cac bién c8 Khéc
PR . ; botqu
1:ac gia, tim ".LaCh Tu’Avong. do T&r vong do moi JLauy S . Huyét khéi
STT | nam xuat nghiém bénh tim &n nha Nho6i mau co'tim
ban trong mach nguyén nhan trong stent
(MACE) Xuat huyét | Nhoimaundo
Prasugrel/
Ticagrgelor Prasugrel/ Prasugrel/ Prasugrel/
Ticagrelor Prasugrel/Ticagrelor Ticagrelor Ticagrelor
1nam: « «
AmyS 4.6%: 10n;;n: 1 nam: 2,0%; 1 nam: 0,4%; 1 N&m:3,5%:
. ,070; B
7 | M.lam 5 n&m: } 5ném: 5,8% 5n&m:4,8%|  5nam7,5%
BPharm, 10.7% 5nadm:1,9% Clopidogrel:
20212 T lopidogrel: pidogret: Clopidogrel: | Clopidogrel:
Clopidogrel: pidogret: 1nam: 4,4% 1nam: 1,2% 1 nam: 4.6%
; 1 nam: 1,2% . i
Tnam:eoe | "SR 5nam:13,6% 5nam:2,9%| 5 nam: 10,7%%
< o0 210,
5nam: 14,5% 5nam:4,2%
Nhém nghién ciru véi liéu Prasugrel 3,5mg
Prasugrel
3,75 mg: Prasugrel 3,75 mg:
Yota 1,6% (4/250) 1,2% (3/250)
8 Koyabu, Clopidogrel Clopidogrel 75mg: 0%
20197 | 75mg: 3,2% (0/250)
(8/250) P=0,082
P=0.243
Ping—Yen
Liu, Prasugrel
9 2022% | 3.75mg 1% Praf;‘/ggbgéé?mg
Japanese and (2/203) °
Taiwanese
24 tuan: 24 tuBn: 24 tuan:
Prags:g/;el: Prasugrel: Pr%szog/:"el: 24 tuan:
3 0, ) WL
(64/685) (91/5382) (3/685), 24 tuan: Prasugrel:
’ . 0,
Clopidogrel: ; . 24 tuan: Clopidogrel: Prasugrel: 7,6% 0,4% (3/685)
Clopidogrel: (52/685), .
11,8% 0.9% Prasugrel: 1,3% 1% (7/678), Clopidogrel:
’ . 3 1 . 0,
(80/678) (6/678), (9/685), HR = 0,43 Clopl(gg%c;lé; 0,1% |0,7% (5/678)
HR=0,77 | ,\2_44s5 Clopidogrel: 1,2% (0,11-1,68) ) HR=0,60
(0,56-1,07) | (0,51-4.07) (8/678), 48 tudn: HR= ?.Z;é)(o,sz- (0,14-2,51)
48 tuan: 48 tuan: HR = 1,09 (0,42-2,83) Prasugrel: 48 tudn: 48 tuan:
: . . 1% (6/685), .
Prasugrel: Prasugrel: 48 tuan: . Prasugel:
5 o lobi || Prasugrel:8,7% o
11,1% 1,5% Prasugrel: 1,8% Clopidogrel: (58/685), 0,6%
Shigeru (74/685) (10/685), (11/685), ( 1/,4 A:) (4/685);
10 | Saito, 2014 | clopidogrel: | Clopidogrel: 9/678), Clopidogrel:
: : ) RPN : . o :
2 12,7% 1,4% Cl°p('f1°/gg§;)2’1 % HR=0.66 Cl°p"(’é’g§;g 0.1% 1 5. 7% (9/678)
(84/678) (8/678), ’ (0.24-1.86) HR=0.80
HR=0,85 | HR=121 | " ;g.::c(]?éﬁztﬁ.zz) Trong dieu | HR= ?'?3;)(0'58' (0,21-2,96)
(0.62-1,16) (0’48'.%’06). . . ' Trong diéu tri: Trong diéu
Trong digu tri: Trong diéu tri: Prasugrel: 1.1% Prasugrel: ti:
’ (5/685), 0.9% Prasugrel: 9.3% :
X Prasugrel: .
Prasugrets |~ 0,6% Clopidogrel: 0.8% (5/685), (58/685), 0*:33(“4%2'5)
7 ;ng) (4/685), (5/678), Clopidogrel: | Clopidogrel:10.2% |~*°"°
; .19 67/678), Clopidgrel:
Clopidogrel: Clopidogrel: | HR=0.95 (0.27-3.28) 1.1% (6/678) HR( 0.84 (()) 9 0 8?5/(%78)
’ 0,8% HR=0.82 =0. .59- ’
o )
12% (5/678), (0.25-2.70) 1.19) HR=0,79
(78/678) 0,21-2,95
HR=0,76 (0.21-2,95)
HR=0.83 | 1 20-2.84
(061,15 | (0:20-2,84)

Tinh hiéu qué clia Prasugrel chl y&u bao gobm céc nghién
cltu st dung ligu 10mg (7/10 nghién c(), trong khi dé lidu
3,75mg chi dugc danh gia trong 3 nghién cttu. Nhin chung,
bién cé tim mach nghiém trong (MACE) dao dong tr 1%
- 11,1%. Bén canh dé, céc ca tr vong do tim mach dao
dong tlr 0.6%- 3%. Cac ti lé tlr vong do tat ca cac nguyén
nhéan dao déng tir 1,1%- 3,7%. Mot bién c6 nira lién quan
dén dot quy xuat huyét dao dong khoang 0,1%, dot quy
nh6i mau nao tlr 0.4%- 1%. Bién chirng lién quan dén nhoi

ma&u ca tim tir 3% - 9,3%. Cac huyét khdi lién quan dén
dat stent mach vanh tr 0.4% - 1,1%.

So vdi Clopidogrel, phan l&n cac nghién cltu ghi nhan xu
huéng ty 1& bién ¢ tim mach thap hon & nhém Prasugrel,
dac biét doi vai nhdi mau ca tim va huyét khdi trong stent.
Cu thé, ty & MACE dao déng tir 3,2% - 14,5%, tr vong do
tim mach tir 0.8% - 5,7%, t&f vong do moi nguyén nhan tur
0% - 13,6%, dét quy nhdi mau ndo tlr 0,5% - 2,9%, nhoi
mau catimtr0% - 10,7%, va huyét khditrong stent tir0,5%

-’- Crussrefﬂ : 1 67
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- 2%. Tuy nhién, khi so sanh vdi Ticagrelor, s6 lugng nghién
cltu con han ché va két qua chua nhat quan, do dé chua
dl co s dé dua ra két luan rd rang. Trong mot nghién ciu
(Stefanie Schupke, 2019), cho thay ty & t* vong do bénh
tim mach la 3,2%, t&r vong do moi nguyén nhan la 4,5%,
dot quy xuat huyét & 0,3%, dot quy nhoi mau la 0,7%, nhoi
mau co'tim & 4,8%, va huyét khéi trong stent la 1,1%. Cac
k&t qua nay phan anh xu hudng chung ctia bang chitng hon
la su khéac biét dinh lwgng chinh xac gitra cac thudc.

4. BAN LUAN

Nghién ctu tdng quan hé théng tim ki€m va sang loc tailiéu
trén 3 co s& dir lieu PubMed, EMBASSE va COCHRANCE,
lwra chon dugc 17 nghién clu vé tinh an toan va 10 nghién
ctru vé tinh hiéu qua cua Prasugrel dua vao phantich. Nhin
chung so v&i cac thubc e ché thu thé P2Y12, Prasugrel
tuong déi an toan. Cac su kién dugc danh gia gobm céc
bién c6 lién quan dén phau thuat nhu phau thuat mach
vanh qua da, phau thuat bac cau déng mach vanh.

K&t qua téng quan cac nghién ciu cho thay Prasugrel
mang lai hiéu qua ldm sang 8n dinh trong viéc phong
nglra cac bién co tim mach nghiém trong, véi ty 1& MACE,
tlr vong do tim mach, nhdi mau ca tim va huyét khaéi trong
stent dao déng & murc thap trong nhiéu nghién clru. Trong
phan l&n nghién cu so sanh, Prasugrel cho thay hiéu qua
cao haon so vdi nhém déi chitng vé cac tiéu chi danh gia
bién cé tim mach, dac biét khi so sanh véi Clopidogrel va
& muic do thap han khi so sanh vdi Ticagrelor. Nhirng két
qua nay gai y tim nang cai thién k&t cuc lam sang & mot
$6 nhdm bénh nhan nhat dinh. V& mat an toan, ty l& bién
c6 xudt huyét cia Prasugrel dao dong tir tuong duong dén
cao haon so vdi Clopidogrel, tuy nhién su khac biét vé xuat
huyé&t nghiém trong hoac de doa tinh mang nhin chung
khéng c6 y nghia thdng ké trong phan l&n céac nghién
ctru. Trong nghién ctru doi dau truc ti€p gitra Prasugrel va
Ticagrelor (Schipke et al., 2019)%, ty (& xuat huyét theo
tiéu chi BARC murc d6 3-5 khong co6 su khac biét cé y
nghia gilta hai nhom diéu tri.

Hudéng dan hién nay ctia Bd Y té ciing tuong déng véi cac
théng tin t&r Nha san xuét * clng nhu huéng dan diéu tri
clia Hiép hoi tim mach Chau Au 2023, trong diéu tri Hoi
chirng mach vanh cép tinh c6 uu tién st dung Prasugrel
va Ticagrelor hon Clopidogrel, Prasugrel dugc vu tién hon
so Vvéi Ticagrelor trong ngudi bénh vanh cép cé chi dinh
can thiép déng mach vanh qua da 4. Cac két qua nghién
cltu téng hgp tir tdng quan tai liéu cling cho thay tinh an
toan, hiéu qua clia Prasugrel do giam ti l& cac bién cd vé
tim mach va c6 gi ich vé lam sang haon so va@i Clopidogrel.
Bén canh do, tinh co lgi vé kinh té cua Prasugrel so vdi
Clopidogrel (chi phi thdp hon) qua so sanh trong cac
nghién clru vé chi phi nhap vién, tai nhap vién, can thiép
déng mach vanh.

5. KET LUAN

Cac nghién cliu dudc tdng hop goi y ring Prasugrel c6 ho
sd antoanva hiéu trong diéu tri hdi chirng mach vanh cap.
Prasugrel lam gidam nguy co céac bién co vé tim mach &
ngudi bénh Hoi chirng mach vanh cép, so vdi Clopidogrel
trong cac nghién citu dugc téng hop. Riéng bién c8 xuat
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huyét, su khac biét trong ty L& gitra Prasugrel va Ticagrelor
khong cd y nghia thong ké. Tuy nhién, do su khac biét gilra
cac nghién cltu vé quan thé, lidu dung, thudc so sanh va
thdi gian theo déi, k&t qua can xem xét sy danh ddi gitra
lgi ich lAm sang va nguy co xuat huyét can dugc can nhac
khi st* dung Prasugrel.

6.LOI CAMON

Pé& hoan thanh b&o cdo nay, nhém téc gia xin chan thanh
cam on cdng ty Daiichi Sanyko Viét Nam da hé trg cung
cap céc tai liéu thubc va tai trg thuc hién bdo céo nay.
Nhom tac gia tham gia nghién clru cam két khong co xung
dot lgi ich tir két qua nghién clru.
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