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Xo vira mach vanh va mach chi cé mai lién hé v&i cac bién cd huyét
knoi ddng mach de doa tinh mang

¢ Két cuc 1 nam clia bénh nhan co & Ky vong sbng clia ngudi tr 60 tudi?
bénh xo vira dong mach’
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1. Steg P et al. JAMA 2007;297:1197-1206; 2. Peeters A et al. Eur Heart J 2002;23:458—-466



Rivaroxaban 1a NOAC duy nhat c6 chi dinh chuyén biét trén bénh
déng mach vanh, dong mach ngoai bién

+ Rivaroxaban 1&a NOAC c6 nhiéu chi dinh nhat: hiéu qua va do an toan dugc chung minh trén nhiéu nhom
doéi tweng bénh nhan khac nhau qua chwong trinh nghién ctru dé s6

% Thang 11/2020 B6 Y té phé duyét st dung rivaroxaban 2.5 mg BID trén bénh nhan CAD/PAD: NOAC
dau tién va duy nhat tinh dén thoi diém hién tai cé chi dinh CAD/PAD
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Rivaroxaban tac déng trén cac con dwdng hinh thanh huyét khdi quan
trong

% Rivaroxaban tac dong ca trén con dwéng hinh thanh fibrin va hoat héa tiéu cau: e ché hinh thanh ca
huyét khdi dé va huyét khdi lién quan dén xo vira
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Adapted from Angiolillo DJ et al, Eur Heart J 2010;31:17-28



Rivaroxaban 2.5 mg: bwdc tién trong cac bénh ly huyét khoi

ﬁommss%

% Rivaroxaban 2.5 mg BID phdi
hop véi ASA giup giam cac
bién cb tim mach (dét quy, nhoi
mau co' tim, t&r vong tim mach)
va bién cb chi & bénh nhan cé
CAD hoac PAD man tinh.

Bién co

Bién co
chi

tim mach

-46%

\ RRR

—28%
RRR /

~

Anand SS et al. Lancet 2018;391:219-229.
Bonaca MP et al. N Engl J Med 2020;382:1994—-2004.
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» Rivaroxaban 2.5 mg BID phdi
hop véi ASA giup giam cac
bién cb tim mach (d6t quy, nhoi
mau co’ tim, t& vong tim mach)
va bién co chi & bénh nhan
PAD sau tai théng mach mau
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COMPASS: Thiét ké nghién ctru

Rivaroxaban 2.5 mg bid + Aspirin 100 mg od .
N =27 395 o >
. -day
Population: ] : ) washout period
Chronic R Rivaroxaban 5.0 mg bid S .
CAD (91%) m
PAD (27%) J g
30-day run-in, Aspirin 100 mg od R -
aspirin 100 mg i -
Factorial design ( Theo dbi: 23 thang (két thic sém) ) Final Final washout
* pantoprazole* follow-up visit period visit
/TCDG chinh: D6t qui + NMCT + chét do nguyén nhan tim mach \
TCDG phu: CHD death, ischemic stroke, MI, or acute limb ischemia

CV death, ischemic stroke, MI, or acute limb ischemia,
Tt vong do moi nguyén nhén
TCDG tinh an toan: Xuat huyet nang (ISTH cai bién)
Loi ich LS rong: TCDG chinh + XH gay chet hoac XH co quan quan trong

N /
(Do hiéu qua vwot trdi cia nhanh Rivaroxaban + ASA, nghién ctru két thic sém 1 nam (Feb 2017))

*Patients who were not receiving a proton pump inhibitor (PPI) were randomized to pantoprazole or placebo (partial factorial design);
the PPI pantoprazole component of the study is continuing; data will be communicated once complete
1. Eikelboom JW et al. N Engl J Med 2017;377(14):1319-30;

COMPASS
2. Bosch J et al. Can J Cardiol 2017;33(8):1027-1035




Rivaroxaban 2.5 mg BID giup giam thém 24% nguy co cac bién cd tim

mach nghiém trong

& Rivaroxaban 2.5 mg BID phdi hop vé&i ASA 100 mg gitp gidm 24% nguy co MACE (d6t quy,

MI, t&r vong tim mach)
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Aspirin 100mg od _._f"'__'-
3 8 _ Rivaroxaban 5mg bid L
= . s » -
o Rivaroxaban 2.5mg bid + Aspirin 100mg od s
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£ MACE* % HR (95% CI) p-value
S 2 Aspirin 100mg OD 5.4
N Rivaroxaban 5mg BID 49 0.90 (0.79-1.03) 012
ARR: 1.3% Rivaroxaban 2.5mg BID +
0 RRR: 24%  Aspirin 100 mg OD 41 0.76 (0.66-0.86) <0.001
I |
Number at risk 0 1 Year 2 3
Aspirin 100mg od 9126 7808 3860 669
Riva 5mg bid 9117 7824 3862 670
Riva 2.5mg bid + 9152 7904 3912 658

Aspirin 100mg od

*Rates as at mean follow up of 23 months
Eikelboom JW et al. N Engl J Med 2017; DOI: 10.1056/NEJMoa1709118

COMPASS ¢



Lol ich lam sang nhan dwqc khi phdi hop rivaroxaban 2.5 mg BID +
ASA tang theo thoi gian diéu tri

%+ Loi ich dy phong céc bien co huyét khoi tang dan theo thoi gian diéu tri trong khi khéng 1am
tang cac bién c6 nghiém trong lién quan dén xuat huyét
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COMPASS analysis, including patients with CAD and/or PAD (n=18,278).
Eikelboom JW et al. J Am Coll Cardiol 2019;74:1519—-1528.



Rivaroxaban 2.5 mg bid + Aspirin giam nguy co t& vong trén bénh nhan
CAD/PAD

Control Intervention

Study / Treatment arm W H HR (95% CI)
1) 1)

COMPASS'

Rivaroxaban 2.5 mg bid 211 1.81 0.82 '—0—' 0.01
CHARISMA? i

Clopidogrel 75 mg od 2.3% 2.1% 0.91 '—<>—'—' 0.32
PEGASUS?

Ticagrelor 90 mg bid 1.71 1.71 1.00 —— 0.99
Ticagrelor 60 mg bid 1.71 1.61 0.89 '—<>—r' 0.14
TRA2P-TIMI 504

Vorapaxar 2.5 mg od 1.81 1.71 0.95 '—<>'-' 0.41

05 Favours 1  Favours »
intervention control

TEstimate calculated from reported overall % across 23 months of mean follow up; p-value nominally significant because the study was stopped approximately 1 year ahead of schedule
due to overwhelming efficacy; threshold for formal significance p=0.0025 *Estimate calculated from reported overall % across 28 months of median follow up; TEstimate calculated from
reported 3-year Kaplan-Meier event rates

1. Eikelboom JW et al. N Engl J Med 2017;377(14):1319-30; 2. Bhatt DL et al. J Am Coll Cardiol 2007;49:1982-1988;

3. Bonaca MP et al. N Engl J Med 2015;372:1791-1800; 4. Morrow DA et al. N Engl J Med 2012;366:1404—1413



Rivaroxaban 2.5 mg BID: Liéu phap chong huyét khoi dau tién chirng
minh giam t&r vong cho bénh nhan CAD

HR=0.77
(95% Cl 0.65-0.90), p=0.0012

6 -
= RRR: ARR:
T 5 23% 0.9% Tir vong do moi nguyén nhan*
3
T
3 9%t 14%+ 9%
% o
6 3
o
g . ASA23 ACEi24 Ha lipid mau
2 (1 mmol/L)25

1

0 .

Aspirin Rivaroxaban vascular dose + .
aspirin Rivaroxaban 2.5 mg BID + ASA'

Phan tich dw&i nhém trén bénh nhan CAD

*Relative risk reductions calculated from annualised rates; fVascular mortality reduction in secondary prevention trials. Non-significant; *Evaluated at 4-5 years follow-up. 13% mortality reduction for
10 mmHg lowering of systolic blood pressure; $Subgroup analysis of patients with CAD.

1. Connolly SJ et al. Lancet 2018;391:205-218; 2. Fox KAA et al. Eur Heart J 2018; doi:10.1093/eurheartj/ehy347; 3. ATT Collaboration. Lancet 2009; 373:1849-1860; 4. Dagenais GR et al. Lancet
2006;368:581-588; 5. CTT Collaboration. Lancet 2015;385:1397-1405.



Piéu tri chong huyét khoi sau tai thong mach mau &
bénh nhan PAD




Proportion of patients
event free (%)

Trwéc VOYAGER: chwa cé chién lwoc khang huyét khoi nao chirng
minh gidm dong thdri MACE va MALE

DAPT véi clopidogrel sau phau thuéat tai théng Chién lwoc khang déng véi warfarin sau phau
(CASPAR)' thuat tai théng(Dutch BOA)?
100+ Graft occlusion/revascularization/replacement, 1007 = == Oral anticoagulants
904 amputation above ankle, death n o
£ ~ 90+ — Aspirin
80 o X
HR=0.98 (95% Cl 0.78-1.23) g =L
707 23 go-
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Qe e 5@ 70-
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GUSTO moderate or severe bleeding: HR =2.84 (1.32—6.08) Haemorrhagic stroke: HR=3.48 (1.14-10.60)
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1. Belch JF et al. J Vasc Surg 2010;52:825-833. 2. Dutch Bypass Oral anticoagulants or Aspirin (BOA) Study Group. Lancet 2000;355:346-351. VOYGGER PAD F'



COMPASS: Rivaroxaban 2.5 mg + ASA gidm dong thdi MACE va
MALE trén bénh nhan PAD man tinh

MACE: D6t quy/MI/Twr vong tim mach

1577 —— Aspirin 100 mg od
—— Rivaroxaban 2.5 mg bid plus aspirin 100 mg od

Rivaroxaban 2.5 mg bid plus aspirin vs aspirin:
HR=0.72 (95% CI1 0.57-0.90); p=0.005

RN
o
|

Cumulative incidence risk (%)
T

*Defined in COMPASS as ALl or CLI.
Anand SS et al. Lancet 2018;391:219-229.

Cac bién c6 chi nghiém trong bao gom ca doan chi

Cumulative incidence risk (%)

10+

— Aspirin 100 mg od
— Rivaroxaban 2.5 mg bid plus aspirin 100 mg od

oo
]

Rivaroxaban 2.5 mg bid plus aspirin vs aspirin:
HR=0.54 (95% Cl 0.35-0.82); p=0.004

Year



VOYAGER PAD nghién ctru RCT toan cau trén 6564 chuyén biét cho
bénh nhan PAD

Tién hanh trén 542 trung tam nghién ctlru tai 34 quoc gia

\

Bonaca MP et al. N Engl J Med 2020;382:1994-2004. VOYGGER PAD B



VOYAGER PAD: Thiét ké nghién ctru

Muc ti,éu: banh gia hiéu qua va an toan cua rivaroxaban 2.5 mg bid + aspirin so v&i aspirin trong viéc giam nguy co
bién cb huyét khoi ddng mach & bénh nhan PAD phai tién hanh can thiép/phau thuat tai théng déng mach chi dwoi.

Rivaroxaban 2.5 mg + ASA 100 mg od
(na A o bian ) ‘
Dan s6 nghién ctru: m ] - > >
PAD co triéu chirng co tai Phan nhém ngau nhién cé phan tang 1-month
théng mach mau chi duoi > theo loai tha thuat tai thong va viéc safety
gan day ( trong vong10 m str dung clopidogrel follow-up
_ngay) ) . R
ASA 100 mg od
Day 1
Efficacy Study
cut-off date end
{Thiét ké NC: Phan nhém ngau nhién c6 dbi chirng, mu déi, pha Il J

Mean treatment duration per patient: ~30 months.

Capell WH et al. Am Heart J 2018;199:83-91. Bayer 2019. www.clinicaltrials.gov/ct2/show/NCT02504216 [accessed Dec 2019]. VOYGGER PAD V



Rivaroxaban 2.5 mg BID gitip gidm nguy co' bién ¢ tim mach va bién
cO chi nghiém trong

Bién c6 tich liiy: thiéu mau chi cap, doan chi do nguyén nhan mach mau, Ml, dét quy tac mach va ti
vong do nguyén nhan tim mach

20 - 19.9%
~ 17.3%
< 16
0
S Aspirin 100 mg od
= 127 Rivaroxaban 2.5 mg bid
= plus aspirin 100 mg od
2
5 HR=0.85 (95% CI 0.76—0.96)
= p=0.009
© NNT over 3 years: 39
0 T T T T T |
0 182 366 547 81 912 1096
) Days from randomization
Number at risk
Rivaroxaban plus aspirin 3286 3082 2938 2834 2219 1415 684

Aspirin 3278 3030 2881 2773 2151 1351 642

Bonaca MP et al. N Engl J Med 2020;382:1994—2004. VOYGGER PAD V



VOYAGER PAD: rivaroxaban 2.5 mg BID lgi ich thu dwoc tang theo
th&i gian diéu tri

Xuét huyét nang
(Tiéu chuan TIMI)

Bién cb gop: thiéu mau
chi cap, doan chi do
nguyén nhan mach
mau, MI, dét quy tac
mach, tr vong do
nguyén nhan mach mau

Events prevented or caused (n)

% % % % % % %, 2,

Days from randomization

o 9, Z < 7% ¥,
(] % - ey o

Graph shows ARR and ARI in terms of primary efficacy or safety events prevented or caused per 1000 patients.

Bonaca MP et al. ACC. Chicago, USA, 28-30 March 2020, Abstract 402-10. Available at https://cpcclinicalresearch.org/wp-content/uploads/2020/03/CPC-VOYAGER-PAD- VOYqGER P AD V
Primary-Results-Slide-Presentation-by-Marc-P.-Bonaca.pdf [accessed 11 Apr 2023].
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Hwdng dan chan doan va diéu tri PAD — B Y Té Viét Nam

< Ky bot BO Y o
Coquan B Y
Npay ky 09092022
SN 0900 17 +07 00

BOY TE CONG HOA XA HOI CHU NGHIA VIET NAM
Djc lip - Ty do - Hanh phic
S$6:2475 /QD-BYT Ha Noi, ngay 09thdng 9 ndm 2022

¢ Rivaroxaban la khang dong I
duy nhét d wo'C kh Uyén nghl “Huwimg din chi\:d‘::l'::nd:?un:'rih:él:i"dc;:::;:: agogi bita™
trén nhom bénh nhan PAD BO TRUONG BO Y TE
sau tai théng mach chi hoac : Loyl ke L
PAD man tinh co triéu chirng
trong “Hwdng dan chan doan
va diéu tri b&nh ddng mach 3

-100 mg/ngay) véi thude chong déng
sau can thi¢p tai thong mach chi, c6
trén chi dac biét la giam ti 1¢ cit cut
cho ngu'm benh néu nguy co chay mau khong cao (khéng cé: tién st chay méau

N g Oal b | é N 7 Bé Y té VI ét noi so/ dot quy thiéu mau nio, xuat huyét tiéu hoa gﬁm day hodc thiéu méu’do suy
) ) ) gan, suy than; bénh 1y ting nguy co chay mau, tudi cao) hodc khong 6 chong chi
Nam 2022 dinh khac.

- Nén st dung phac d6 két hop aspirin (85 -100 mg/ngay) véi thude chong dong
rivaroxaban liéu thap (2,5 mg x 2 lan/ngay) kho cac bénh nhan BDMCD man tinh
CO ricu COUmg; co cac nguy co i mach cao nhw suy tim, bénh ly da mach xo
vita, dai thao dwong, suy than va/hodc bénh nhan BDMCD sau can thiép, bénh
nhén nguyco cao phai cit cut chi (xem thang diém WIFT), dau khi nghi, loét va
nguy cd chay mau khong cao.




Hwéng dan chan doan va d

A Y

€U

tri CAD — B6 Y Té Viét Nam

%yfﬁ'y OF Hv}’

HUGNG DAN CHAN POAN VA PIEU TRI

HOI CHUNG PONG MACH VANH MAN
(Ban hanh kém theo Quyét dinh sé 2248 /OP-BYT
ngayl9thang s nam 2023)

¢ Rivaroxaban la khang déng duy nhat
dwoc khuyén nghi trén nhom bénh nhan
hoi chirng mach vanh man (nhip xoang)
trong “Hwéng dan chan doan va diéu tri
hoi chirng ddng mach vanh man” — BO
Y Té 2023

Bdng 5. Lira chon thuée trong diéu tri chong huyét khéi kép khi két hop véi
aspirin 75-100 mg/ngay ¢ ngedi bénh c6 nguv co tac mach cao® hodc trung

Thubc

binh®, va khéng c6 nguy co chav mau cao®

o
- )

e
o
o~
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Liéu dung

Chi dinh

Thén trong

Clopidogrel

75 mg x 1 lan/ngay

Sau NMCT dung
nap tot véi lién
phap khang két tap
tiéu cau kép trén
12 thang

Prasugrel

10 mg x 1 lan/ngay
hodc 5mgx 1
lan/ngay néu < 60
kg hodc > 75 tudi

Sau can thiép do
NMCT dung nap
tot v6i lidu phap
khang két tap tiéu
cau kép trén 12
thang

NB trén 75 tuéi

Rivaroxaban

25mgx2
lan/ngay?

Sau NMCT =1
nam hodc bénh
vanh

MLCT 15 -29
mL/ph/1,73m?

Ticagrelor

60 mg x 2 lan/ngay

BN sau NMCT
dung nap t6t véi
liéu phap khang

két tap tiéu cau
kép trén 12 thang




Két luan

¢ Bénh ly CAD/PAD la nhém bénh Iy xo vi¥a mach mau pho bién, cé mdi twong
quan chat ché v&i bien ¢6 tim mach va bién co chi.

¢ Trwoc khi cac nghien ciru COMPASS/VOYAGER cong b,c‘), chwa co chién, lvoc
chdng huyét khdi nao chirng minh gidm déng thoi bién cd tim mach va bién cb
chi nghiém trong trén nhém bénh nhan CAD/PAD

& Rivaroxaban 2.5 mg BID la chirng minh giam ddng th&i bién c6 tim mach va
bién cd chi nghiém trong trén bénh nhan CAD/PAD

& Rivaroxaban la NOAC duy nhat dwoc bd Y‘Té phé duyét cho chi dinh trén
nhom bénh nhan CAD/PAD (nhip xoang) dong thoi dwoc khuyéen cao trong cac
hwéng dan chan doan va diéu tri twong (rng cia BO Y té.
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