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Dich te hoc Sé BN trén thé gioi: 164 triéu (2000) = 202 triéu (2010) (1 23.5%)
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Biéu hién: cac giai doan bénh

Giai doan Biéu hién D6 |Loai Biéu hién
| Khéng triéu chirng 0 0 | Khong triéu chirng
DPau cach hdi | | Pau cach hdi nhe
la | (khidibd>200m)
I I 2 Pau cach hdi trung bink
b | Bau cach hdi (khi di bd <200m) I 3 Dau cach hdi ndng
Il Pau khi nghi (do thiéu mau) l 4 Dau khi nghi (do thiéu mau)
Loét hodc hoai tr Il 5 | Matmo it
! Il 6 | Mat mé nhiéu

ESC PAD guidelines 2017;



Piéu tri dw phong trén PAD

Bao vé mach mau’-3

" Du phong sw hinh thanh

Kiém soat cac yéu td nguy co TM dé han ché tién trién xo PRIt e -
huyét khéi tai mang xo vira

vira va 6n dinh cac mang xo vira da hinh thanh

net/loét
4 Thay déi 16i séng 4 Diéu tri noi khoa / Diéu tri chong huyét
« Cai thube 14 « Kiém soat lipid — statins khoi o
e Van dong thuong xuyén || « Kiém soat huyét ap — Lieu phap khang tieu cau
. Ché d &n lanh manh ACEI/ARB don v6i ASA hoac
. ' 2 e g ap clopidogrel
o Kiém soat can nang « Kiém soat dai thao ’
dwdng — insulin/thudc

Ho tror tam ly

ha dwdng huyét

1. Tendera M et al, Eur Heart J 2011;32:2851-2906; 2. Gerhard-Herman MD et al , J Am Coll Card 2016;d0i:10.1016/j.jacc.2016.11.007;
3. Cortés-Beringola A et al, Eur J Prevent Cardiol 2017;24:22-28



ESC 2017 — Diéu tri dw phong trén PAD c6 triéu chirng

Khuyén cao ESC 2017 vé liéu phap chéng huyét khéi déi véi PAD'2
& SAPT duwoc khuyén cao cho moi bénh nhan PAD cé triéu chirng
& DAPT chi dwoc khuyén cao cho mét giai doan ngan sau mét vai tht thuat tai théng

Bénh nhan... Khuyén cao
PAD cé triéu chitng Khuyén cao liéu phap khang tiéu cau
PAD chi dwoi O bénh nhan can liéu phap khang tiéu cu, clopidogrel cé thé wu tién hon aspirin

Khang dong v&i thudc khang vitamin K co thé dwoc can nhéc sau phau thuat bat cau
duwéi cung dui bang tinh mach ty than

DAPT (aspirin + clopidogrel) trong =1 thang nén dwoc can nhac sau khi dét sten dwdi
cung dui

DAPT (aspirin + clopidogrel) ¢ thé dwoc can nhac trong truong hop bat cau dwoi
khép goi bang vat liéu nhan tao

Khuyén cao SAPT dai han & moi bénh nhan sau tai thong

SAPT duoc khuyén céo sau phau thuat bat ciu dwéi cung dui
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1. Aboyans V et al. Eur Heart J 2018;39(9):763—-816; 2. Aboyans V et al. Eur J Vasc Endovasc Surg 2018;55(3)305-368.



Bang chirng phong ngtra bién co tim mach trén PAD cua
ASA va Clopidogrel con han ché

ASA'
¢ Meta-analysis: ASA vs. nhdm ching
¢ 18 nghién ctru voi 5269 BN

Clopidogrel?
¢ N/c CAPRIE: clopidogrel vs ASA

Két cuc HR (95% CI) p-value Phan nhém RRR (95% CI) p-value
T vong T™M 0.94 (0.74-1.19) 0.59 Tidn can NMCT -3.7% (-22.1-12.0) 0.66
NMCT khong tir 1.04 (0.78-1.39) 0.81 Tin can dot quy 7.3 (-5.7-18.7) 0.26
vong

Pot quy khong 0.66 (0.47-0.94) 0.02 PAD 23.8% (8.9-36.2) 0.0028
t“; vong Moi bénh nhan 8.7% (0.3-16.5) 0.043
Té hop 0.88 (0.76-1.04) 0.13

& Meta-analysis: gidm khong y nghia théng ké t& vong TM, NMCT, hodc dot quy véi ASA!
¢ Chi 1 phan tich nhém tng h6 st dung clopidogrel so v&i ASA?
& REACH: khéng gidm cac bién cd TM 4 nam véi thudc khang két tap tiéu cau (60% ASA)3

1. Berger JS et al, JAMA 2009;301:1909-1919; 2. CAPRIE Steering Committee, Lancet 1996;348:1329-1339;
3. Abtan J et al, Clin Card 2017; DOI: 10.1002/clc.22721



V@i cac liéu phap hién nay, BN PAD van cé nguy co cao
bién c6 Tim mach & bién c6 Chi

& Mac du da can thiép ndi va ngoai ¢ Ty |é bién c0 con cao, it cai thién
khoa trong vong 20 nam qua?
e 3trong 4 bénh nhan PAD tiép tuc co bénh, 0.0
tan tat hoac t&r vong sém trong vong 15 8,3% :
ném1 7,.3%
A A . 6,3%
o 15-25% bénh nhan PAD sé t vong do
cac bién ¢6 TM trong 5 nam’
Diéu tri chinh cho bénh nhan thiéu mau chi man (CLI)2
IChi diéu tri ndi khoa
Bboan chi
WiTai thong
1988-1997 1998-2007
;Cizlpiig(;ig(iilquyét ® T vong ndi vién Poan chi ndi vién
BICon séng sau doan chi Dir liéu cha 1.76 triéu ca nhap vién vi thuyén tac huyét
T vong khdi ddng mach chi dwai tir nam 1988 dén 2007 trong
Sau 1 nam khao séat xuat vién quéc gia Hoa Ky

1. Norgren L et al. J Vasc Surg 2007;45:5S5-S67; 2. Korabathina R et al. Circulation. 2013;128:115-121.
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5& Chirng " Aspirin Aspirin" Clopidogrel Placebol| Clopidogrel Clopidogrel " Ticagrelor Placebo" VKA
+ aspirin|| + aspirin + khang tidu cau
% str dung cac liéu ATTC! CAPRIE? CHARISMA3 EUCLID* WAVE?
phap chinh trong Meta-analysis: Phan nhom: Phan nhém: Tién can NMCT, dét quy hodc PAD PAD
nhanh can thiép dw phong thir phat PAD c6 triéu chirng PAD c6 triéu chirng
ACEIi/ARB Dén 85.3 DPén 65.5 50.4
i Meta-analysis 16 n/ Khoéng bao ca
statin/ eta-analysis 16 n/c ong bao cao 77.1-89.3 73.7 55.1

thudc ha lipid

*S6 woc lugng duoc tinh tir: ty 16 hang nam (ATTC & CAPRIE), % trong thoi gian theo ddi trung vi 28 thang (CHARISMA), Ty 1& bién c6 Kaplan-
Meier 3 nam (EUCLID), va % trong thoi gian theo déi trung binh 35 thang (WAVE); TTinh theo d6 giam nguy co twong doi

1. ATT Collaboration. Lancet 2009;373:1849-1860; 2. CAPRIE Steering Committee. Lancet 1996;348:1329-1339; 3. Bhatt DL et al. J Am Coll Cardiol 2007;49:1982—-1988; 4.
Hiatt WR et al. N Engl J Med 2017;376:32—40; 5. The Warfarin Antiplatelet Vascular Evaluation Trial Investigators. N Engl J Med 2007;357:217-227.



Khéng c6 liéu phap khang két tap tiéu cau tang cwdng nao giam
dong thoi MACE va MALE

CHARISMA TRA2°P-TIMI 50 (Phan EUCLID? PEGASUS
(Phan tich nhém)? tich nhém)? (Phan tich nhém)?
Clopidogrel + ASA vs ASA & Vorapaxar + ASA vs ASA Ticagrelor vs Ticagrelor + ASA vs ASA & bénh
bénh nhan c6 tien can NMCT, & bénh nhan PAD cé triéu clopidogrel nhan c6 tién cian NMCT+ PAD
dot quy, hoac PAD co trigu chirng n dinh & bénh nhan PAD 60 mg 90 mg

chirng

MACE Khoéng giam

Khéng giam nguy Khéng giam nguy g
co MACE co MACE 131% g nguy co MACE
Nhap vien vi Khoéng giam Khéng giam
ALI |42% MALE? MALE*
Khéng giam tw T'f4‘gz/?§g Khong giam
vong tlr vong

Xuét huyét nang* Il Khong tang xuat Khéng tang xuat huyét

huyet nang nang
\ J L J
*Phau thuat bt cdu DMNB hozc doan chi do CLI hoic can thiép PAD khac (két cuc riéng 18); *Nhap vién do ALI hoac tai thong chi dudi (két cuc riéng 18); $T6 hop gdm ALI tai thong
DPMNB; $Khong ¢ Igi ich trén t&r vong & dan sO nghién clru®

1. Bhatt DL et al, J Am Coll Cardiol 2007;49:1982—-1988 ; 2. Bonaca MP et al, Circulation 2013;127:1522—1529; 3. Hiatt WR et al, N Engl J Med 2017;376:32—40; 4. Bonaca MP et al,

J Am Coll Cardiol 2016;67:2719-2728; Bonaca MP et al, N Engl J Med 2015;372:1791-1800

Khéng giam tor vong

Khoéng tang xuat
huyét nang

1.5 %
L J \\ J




NGi dung

1. Tdng quan: nhirng nguy co’ ctia bé&nh nhan PAD

2. Bénh nhan bénh ddéng mach ngoai bién 4n dinh
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Nghién ceu COMPASS

Muc tiéu: Danh gia hiéu qua va an toan cla rivaroxaban, liéu mach mau cua rivaroxaban + aspirin hodc aspirin don tri
trong viéc giam nguy co NMCT, dét quy va t&r vong tim mach & BN CAD hoac PAD

33 quéc gia, 602 trung tam, 27 395 BN CAD hodc PAD (7470 BN cé PAD)

- . e Acniri ‘
Dan sd n/c: W N = 27,395 30 ngay

v

washout
o Rivaroxaban 5.0 ma bid > .
CAD man (910/0) EEED
(o) ..
PAD man (27%) 30 ngay khai dong, Aspirin 100 mg od > >
ASA 100mg
Thidt ké 8 hor Thoi gian theo dai trung binh : 23 thang | 'Namkham - Tham
. P (thoi diém dirng sém nghién civu) theo dbi kham
t pantoprazole cudi cung washout
cudi cung

Nghién ctru chdng huyét khdi ngwng sém 1 nam do hiéu qua thay rdé cta nhanh

rivaroxaban 2.5mq BID + aspiri

*Bénh nhan khong dung thubc (rc ché bom proton (PPI) dwoc chia nhém ngdu nhién dung pantoprazole hodc placebo (thiét ké té hop 1
phan); thanh phan PPI pantoprazole clia nghién ctru dworc tiép tuc

1. Eikelboom JW et al, N Engl J Med 2017; DOI: 10.1056/NEJMo0a1709118;

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



Phan nhom PAD

COMPASS lwa chon bénh nhan PAD man tinh

Tiéu chuan chon bénh!'

& Tién s tai thong DMNB

& Tién s cat chan, ban chan do
bénh BMNB

¢ bDau cach hdi kem:
e ABI <0.90, hoac

e Hep d6ng mach ngoai bién
(250%)
& Tién st tai théng DM canh hoac
hep canh > 50%
& Bénh mach vanh + ABI <0.90

Tiéu chuan loai triy!?2

Nguy co’ chay mau cao

D6t qui trong vong 1 thang

Tién s dot quj do chay mau
Suy tim nang( EF<30%)

eGFR <15 mL/min

Bang s dung chong két tap tiéu
cau doi, chong ket tap tieu cau
khong phai Aspirin, hoac thudc
khang déng

*® ¢ 6 06 0 o

1. Anand SS et al. Lancet 2018;391:219-229; 2. Bosch J et al. Can J Cardiol 2017;33:1027—-1035.



Phan nhém PAD

7470 bn v&i PAD co trieu chirng hoac PAD kem CAD

Number of patients

TAt cd bénh nhan PAD 7470
Sé6 chi bj PAD c6 triéu chirng 4129
Bénh dong mach canh 1919

CAD + ABI thap (<0.90) 1422

& PAD duwoc xac dinh theo biéu hién ctia bénh nhan Iuc tuyén bénh

& Ngoai ra, bénh nhan con dwoc xem la BN PAD can ct vao bénh s hodc do ABI & 1an tham
kham ban dau

e Bénh nhan CAD kém PAD khéng triéu chirng dwgrc thém vao Phan nhém PAD

¢ Thoi gian theo d6i trung binh: 23 thang

Anand SS et al. ESC 2017, Abs 1157; Available at:
http://spo.escardio.org/SessionDetails.aspx?eevtid=1220&sess|d=22247 &subSess|d=0;
Anand SS et al. Lancet 2017;In Press




Dan s6 PAD trong COMPASS giong bénh nhan PAD man tinh
thwong gap va duwoc diéu tri chuan

Rivaroxaban Rivaroxaban

Dic diém 2.5 mg bid + aspirin 5 mg bid ﬁigg&:
N=2492 N=2474

Tudi, nam (trung binh) 68 68 68
Pang hat thuébe la 27 % 28 % 27 %
P4 cai thuéc 14 46 % 47 % 46 %
Pai thao dwong 44 % 44 % 44 %
Tang huyét ap 79 % 78 % 81 %
Tang huyét ap 69 % 69 % 68 %
Dung thuéc ha lipid 84 % 84 % 83 %
Uc ché thu thé (ARB)/men chuyén (ACEi) 69 % 71 % 70 %

Anand SS et al. Lancet 2018;391:219-229.



Phan nhém PAD
Panh gia vé bién c6 tim mach va bién co6 chi

& Két cuc tim mach chinh 1a MACE, dwoc dinh nghia la:
e T6 hop gébm tlr vong TM, dot quy, hay NMCT

& Két cuc chi chinh la MALE, dwoc dinh nghia la:

e Thiéu mau chi nghiém trong dan dén can thiép (tao hinh mach mau, phu thuat bat
cau, doan chi, tiéu huyét khoéi)

e Cat cut cao do nguyé&n nhan thiéu mau chi.

Anand SS et al. ESC 2017, Abs 1157; Available at:
http://spo.escardio.org/SessionDetails.aspx?eevtid=1220&sess|d=22247 &subSess|d=0;
Anand SS et al. Lancet 2017;In Press




Phan nhém PAD
Tiéu chi an toan va lgi ich lam sang rong

& Két cuc an toan chinh: tiéu chi ISTH cai bién
e Xuét huyét nang, dinh nghia:
—  Xuét huyét t&r vong, hodc
—  Xuét huyét vao médt co quan trong yéu, hodc
—  Xuét huyét vi tri phAu thuat khién phai phau thuat lai, hodc
—  Xuét huyét khién phai nhap vién

¢ Loiich lam sang rong dwgc dinh nghia:
e MACE
e MALE ké c3 cat cut chi cao
e Xuéat huyét t&r vong

e Xuat huyét vao mét co quan trong yéu

Anand SS et al. ESC 2017, Abs 1157; Available at:
http://spo.escardio.org/SessionDetails.aspx?eevtid=1220&sess|d=22247&subSess|d=0;
Anand SS et al. Lancet 2017;In Press




Phé&n nhém PAD - Hiéu qua

Liéu phap dbi giam 28% MACE so v&i Aspirin

28%
1.8% AR
p=0.0047 HR=0.69
NNT = 56 p=0.0003
9,0
HR=0.72

p=0.0047
6,9

HR=0.54
p=0.0054

2,2

Ty 1é bénh nhan (%)

MACE MALE: ALI Cat cut chimé& Doan chido MACE hoac
hoac CLI rong mach mau MALE bao géom
cat cut chi m&
Tiéu chi hiéu qua cia Phan nhém PAD trong n/c COMPASS®g
® Aspirin 100 mg OD

Anand SS et al. Lancet 2018;391;219-229.



Phé&n nhém PAD - Hiéu qua

Liéu phap déi giam 46% MALE (ALl hoac CLI) so v&i Aspirin

46%
1.0% AR
p=0.0054 HR=0.69
NNT = 100 p=0.0003
9,0

HR=0.72

HR=0.54 HR=0.30 HR=0.40
p=0.0054

2,2

Ty 1é bénh nhan (%)

MACE MALE: ALI Cat cut chimé& Doan chido MACE hoac
hoac CLI rong mach mau MALE bao gom

. N - R , cat cut chi m&
Tiéu chi hiéu qua cua Phan nhém PAD trong n/c COMPA,%ﬁg

® Aspirin 100 mg OD

Anand SS et al. Lancet 2018;391;219-229.



Phan nhom PAD - Hiéu qua
Liéu phap dbi giam 70% cat cut chi so v&i Aspirin

70%
0.5% AR
1 p=0.011 HR=0.69
NNT = 200 p=0.0003
9,0

HR=0.72

HR=0.54 HR=0.30 HR=0.40
p=0.0054

2,2

Ty 1é bénh nhan (%)

MACE MALE: ALI Cat cut chimé& Doan chido MACE hoac
hoac CLI rong mach mau MALE bao gom

cat cut chi m&
Tiéu chi hiéu qua cua Phan nhém PAD trong n/c COMPA®%g

® Aspirin 100 mg OD

Anand SS et al. Lancet 2018;391;219-229.



Phan nhém PAD - Tinh an toan
Ti 1€ xuat huyét nang tang nhwng...

Ty 1é bénh nhan (%)

HR=1.61
p=0.0089

HR=0.72
p=0.0008

01 0,2 03 0.2
IS s 0
., . . , T
Xuat huyet nang T vong Xuat huyet ndi |Loi ich lam sang

Két cuc an toan & Phan nhém PAD trong n/¢

COMPASS

m Aspirin 100 mg OD

*Non-fatal symptomatic; TLoi ich Iam sang rong: MACE, MALE, cét cut chi mé réng hoéc fatal hoac critical organ bleeding.

Anand SS et al. Lancet 2018;391;219-229.



Phé&n nhém PAD - Tinh an toan
Ti 1€& xuat huyét ndi so, xuat huyét tir vong khdng tang

HR=0.72
p=0.0008

HR=1.61
p=0.0089

Khéng khac biét

Ty 1é bénh nhan (%)

01 0,2 03 0.2
IS s 0
. . , . T
Xuat huyéet nang Tw vong Xuat huyét néi |Loi ich lam sang

Két cuc an toan & Phan nhém PAD trong n/c COMPASS
m Aspirin 100 mg OD

*Non-fatal symptomatic; TLoi ich Iam sang rong: MACE, MALE, cét cut chi mé réng hoéc fatal hoac critical organ bleeding.
Anand SS et al. Lancet 2018;391;219-229.




Phén nhdm PAD - Lgi ich ldm sang rong

Cai thién 28% (MACE, MALE, doan chi, Xuat huyét t&r vong & nghiém trong)

28%
2.5% AR
p=0.008

J,9

HR=1.61
p=0.0089

Ty 1é bénh nhan (%)

01 02 03 0,2

Xuat huyét nang T vong Xuat huyét néi |Loi ich 1am séTng
Két cuc an toan & Phan nhém PADc‘&Bng nic COMPAEY
® Aspirin 100 mg OD

*Non-fatal symptomatic; TLoi ich Iam sang rong: MACE, MALE, cét cut chi mé réng hoéc fatal hoac critical organ bleeding.
Anand SS et al. Lancet 2018;391;219-229.




Phan nhém PAD

Chi Riva+ Aspirin gidm dong théi MACE, MALE

Clopidogrel

vs
aspirin

PAD c6 triéu chirng
(CAPRIE Phan nhém?)

MACE
124%

Khong bao cao
két cuc chi

Khong bao cao hiéu qua
trén doan chi & nhém PAD

Khéng bao cao két cuc

xuat huyét @ nhém PAD

\

Ticagrelor
vs
clopidogrel

PAD c6 triéu chirng
(EUCLID?)

Khoéng giam MACE

Khéng giam ALI hoac tai
thong DMNB

Khoéng bao cao hiéu qua
trén doan chi

Khong tang xuat huyét
nang TIMI

J

Clopidogrel + aspirin
Vs
aspirin

Tién cin NMCT, dét quy
hoac PAD cé triéu chirng
(Phan nhém CHARISMA3)

Khong bao cao
két cuc chi

Khéng bao cao hiéu qua
trén doan chi

Xuét huyét trung
binh GUSTO 1.6 x

Rivaroxaban + aspirin

PAD = CAD
(Phan nhom COMPASS?)

ALl hoac CLI
146%

Cat cut chi m&
rong|70%

Xuét huyét ning
ISTH cai bién 1.6 x

1. CAPRIE Steering Committee. Lancet 1996;348:1329-1339; 2. Hiatt WR et al. N Engl J Med 2017;376:32—40;

3. Bhatt DL et al. J Am Coll Cardiol 2007;49:1982-1988; 4. Anand SS et al. Lancet 2018;391:219-229.
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ESC GUIDELINES
@ E S C European Heart Journal (2019) 00, 1—69 .95 Gy,

European Society doi:10.1093/eurheartj/ehz486 Y )
of Cardiology i /OH

2019 ESC Guidelines on diabetes, pre-diabetes,
and cardiovascular diseases developed in

collaboration with the EASD 1E

Diagnosis and management of PAD

Low-dose rivaroxaban 2.5 mg b.i.d. plus aspirin 100 mg o.d. may be considered in patients with DM and symptomatic LEAD

Chan doan va dieu tri PAD

Rivaroxaban liéu thap 2.5 mg b.i.d. + aspirin 100 mg o.d. cé thé
dwoc can nhac & bénh nhan dai thao dwdng va bénh déng mach
chi dudi co triéu chirng




NGi dung

1. Tdng quan: nhirng nguy co’ ctia bé&nh nhan PAD

2. Bénh nhan bénh dong mach ngoai bién khéng c6 CLTI
3. Bénh nhan bénh dong mach ngoai bién co triéu chirng
4. Tom tat



Vé&i cac diéu tri hién tai, BN PAD van c6 nguy co’ cao vé bién
cO tim mach va bién cob chi

REACH registry: két cuc sau 2 n‘ém cua cac Bénh nhan PAD, phan chia theo
tinh trang bénh théi diém ban dau

180 1 m Khéng triéu chirng (n=134)

160 - Pau cach héi (n=539)

140 - m Tién can tai théng (n=692)

120 A Tién can doan chi (n=312) 10

100 -
80 -
0 60 59
| 30 34
40 Y 24
20 { 10 9 11 8 11
o | IEeeEN

T& vong 'II'MWN@J‘IWNM(D_,Z’/dot quﬂaha;a\zt@hadcd'ﬁm tlen K& cut chi deal tao DMNB/dat steB!at cau DMNB

Mahoney EM et al. Circ Cardiovasc Qual Outcomes 2010;3:642—651.



Nguy co bién cb chi MALE tang dang ké sau khi tai thong
déng mach ngoai bién

Premier Healthcare Database: phan tich trén nhém bénh nhan tirng trai qua tai thong
déng mach ngoai bién (N=393,017)

1.0 =

0.9 4 | NMCT/dét quy,

0.8 4 —‘ Cat cut chi mé réng/tai thong mach mau chi ‘
0.7 4

0.6

0.5 + / \

Bién c6 chi tang nhanh trong ndm

Ty lé bién cé tich liy

0.4

03 dau tién sau can thiép, va cham lai &

0.2 4 cac nam tiép theo

0.1+ Trong khi bién ¢é nhéi mau co tim/
0 dét quy tdng 6n dinh qua cac nam

0 1 2 3 4 5 6
Thoi gian ké tir khi xuat vién (nam)

Theo dbi trung binh 2.7 nam
Hess CN et al. J Am Coll Cardiol 2020;75:498-508.



Thiéu mau chi cap thwdng xay ra sau tai thdng

Nghién ciru EUCLID: Nguy co’ ALI sau Nghién ciru TRA°2P-TIMI 50 (n=150
can thiép LER! events): phan tich ket cuc trén BN xay ra
5 - bién co ALI?
4,41
£ HR hiéu chinh=13.9
& 41 (95% ClI10.3-18.7)
£ p<0.0001
<
o 37
<
~<8
e 21
«@
2
@ 1 4
2 0,42
0 15% t&r vong hodc khong thé vé
Trwdc tai thong Sau tai thong nha

Thiéu mau chi cp, thiéu mau chi cap; tai thdng mach mau chi dudi
1. Baumgartner | et al. J Am Coll Cardiol 2018;72:1563-1572. 2. Bonaca MP et al. Circulation 2016;133:997—1005.



Nguy co’ tdc mach cao nhat NGAY sau khi tai thédng

Nghién ctru EUCLID: Thoi gian bién c6 MACE va MALE sau khi dwoc tai thong trén
cac BN diéu tri véi clopidogrel hoac ticargelor

15 =—
MACE

) MALE
S 10 —
ngo
(&)
[
i)
o]
Q-
n> 5 -
l—

0 — I I I |

0.0 0.5 1.0 1.5 2.0
S6 nam tir khi tai théng chi dwéi

Baumgartner | et al. J Am Coll Cardiol 2018;72:1563-1572.



CHU'A CO chién lugc diéu tri chong huyét khoi cho thay hiéu qua giam
dong thoi ca bién ¢c6 MACE va MALE sau tai théng déng mach ngoai bién

DAPT v&i clopidogrel sau phau thuattai  Khang déng bang warfarin sau phau

thong (CASPAR)! thuat tai thong (Dutch BOA)?

1007 Téc mach ghépl/tai théng/dat lai, 1007 r—— ‘Khéng déng dwong ubng ‘

90 doan chi trén cb chan, tir vong - .

< 90 — Aspirin

S 3 80+ HR=0.98 (95% CI 0.78—1.23) E<
£ Q | e <
c © 70 € 9 80
o €
c @ 601 < E
«@©- «@-
I 0 [ ———————n 22 70,
> G 40- = £
X 30- |—<_-§ 60

20+ — Clopidogrel )

10d — Pacebo 50+ Tic mach ghép: HR=0.95 (0.82-1.11)
4 & j 3 ‘HR = - Dot quy xuat huyét: HR=3.48 (1.14-10.60)
U- I 1 1 1 1 1 1 1 1 1 1 1 40 I I I I I I 1
0 50 100 150 200 250 300 350 400 450 500 550 0 200 400 600 800 1000 1200 1400
Thi gian (ngay) Thoi gian (ngay)

1. Belch JF et al. J Vasc Surg 2010;52:825-833. 2. Dutch Bypass Oral anticoagulants hoac Aspirin (BOA) Study Group. Lancet 2000;355:346—351.



COMPASS: Rivaroxaban 2.5 mg bid két hop aspirin giam cé y nghia thong ké
MACE va MALE so v&i aspirin don tri trén bénh nhan PAD man tinh

Dot quy/NMCTtor vong TM

157 —— Aspirin 100 mg od

. —_— ]Rivaroxaban 2.5 mg bid + aspirin 100 mg od \
< Rivaroxaban 2.5 mg bid + aspirin vs aspirin:
3 HR=0.72 (95% CI 0.57-0.90); p=0.005
f, 10+
«o
o
=
<@
2
S 5
>
=2
=)
4

0 T T T

0 1 2 3

*Trong n/c COMPASS, dinh nghia gdm ALI hodc CLI.
Anand SS et al. Lancet 2018;391:219-229.

MALE* bao gom cat cut chi mé réng

107 —— Aspirin 100 mg od
_ ]Rivaroxaban 2.5 mg bid + aspirin 100 mg od \

g 8- Rivaroxaban 2.5 mg bid + aspirin vs aspirin:
> HR=0.54 (95% CI 0.35-0.82); p=0.004
<
S 6
«Q
o
[=
<@
8 4-
o]
o
>
S .
=z

0 T

0 1




VOYAGER PAD
Pat van dé va Muc tiéu

Pat van de

R )

BN PAD trai qua tai théng ddong mach ngoai pién co nguy co cao gap

cac bién chirng vé mach mau, dac biét 1a thiéu mau chi cap’-2

& Hién chwa c6 cac bang chirng nhat quan trong viéc nén lwa chon
thudc khang huyét khdi nao sau khi tai théng ddng mach ngoai bién3

¢ Trén cac BN PAD man tinh, nghién ctru COMPASS cho thay phoi hop

rivaroxaban va aspirin cho thay gidm c6 y nghia thdng ké bién cb tim

\ mach va bién cb chi, so véi aspirin don tri Y,

/" D& danh gia phédi hop rivaroxaban lidu thap va aspirin liéu c6 giam )
nguy co’ thiéu mau chi cap, doan chi, nhdéi mau co tim, dot quy thiéu
mau hay t&r vong do tim mach so va&i aspirin trén bénh nhan PAD c¢6
triéu chirng va dwoc vira méi dwoc tai thong dong mach chi duwgid

& D& danh gia an toan cua rivaroxaban liéu thap phdi hop véi aspirin so

\__VvOi aspirin don tri3 J

1. Hess CN et al. J Am Coll Cardiol 2020;75:498-508. 2. Baumgartner | et al. J Am Coll Cardiol 2018;72:1563—-1572.
3. Capell WH et al. Am Heart J 2018;199:83-91. 4. Anand SS et al. Lancet 2018;391:219-229.



VOYAGER PAD: Thiét k& nghién ctru

Muc tiéu: Pé danh gia hiéu qua va an toan cua rivaroxaban 2.5mg bid va aspirin so v&i aspirin don
tri trong viéc giam cac bién chirng tac mach trén bénh nhan PAD dworc trai qua tai thong ddng mach
chi duédi

34 quéc gia, 542 diém nghién ctru, 6564 bénh nhan
Rivaroxaban 2.5 mg bid
+ aspirin 100 mg od

v
\ 4

Dan s6 nghién ciru:

Bénh nhan PAD co triéu m . x ‘n AL g2 . Theo doi

chirng va mai tai thong Chia ngau nhién, phan tang theo loai tinh an toan
tha thuat va st dung clopidogrel

déng mach ngoai bién .
(trong vong <10 ngay) m 1 thang

A 4

>

Aspirin 100 mg od

Ngay 1
Ngay chét sb liéu Két thac
hiéu qua NC

Thiét ké: Thir nghiém 1am sang ngdu nhién, mu déi, pha I, c6 dbi Chi dinh: PAD cé Két thuc: thang 12
chirng triéu ching 2019

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].



VOYAGER PAD tuyén chon cac bénh nhan PAD co triéu
chirng da trai qua tai théng déng mach chi dudi

Tiéu chi tuyén bénh chinh Tiéu chi loai trtr chinh

& Tubi=50 ¢ Da tlrng tai thong trén chi nghién ciru trong
& Chan doan xac dinh PAD chi dwéi tic nghén vong 10 ngay tinh tir 1an tai thong diéu kien
trung binh dén nang* tuyén bénh
& Tai thong dwai cung dui thanh cong vé k§ ¢ ALl trong vong 2 tuan truéc lan tai
thuat diéu tri PAD c6 triéu chirng trong vong thdngdiéu kién tuyén bénh
10 ngay trwdc khi phan nhém ngau nhién & Co k& hoach sir dung déng thoi

thienopyridines cung aspirin sau tai thong#
& Hoi chivng vanh cép khang dinh trong vong
30 ngay

¢ Tién sk ghi nhan xuat huyeét ndi so, dot quy,
hoac thiéu mau nao thoang qua

*Based on clinical, anatomical and haemodynamic evidence; *except clopidogrel for up to 6 months after the qualifying revascularization.
Capell WH et al. Am Heart J 2018;199:83-91.



VOYAGER PAD st dung tiéu chi hi@éu qua bao gém ca bién
cd tim mach va bién cb chi

Két cuc hiéu qua chinh

& T6 hop thiéu mau chi cap, cét cut chi mé& rdng do nguyén nhan mach mau, nhdi mau co tim, dot quy thiéu mau
hodc tlr vong tim mach

Két cuc an toan chinh

& Bién cb xuat huyét nang (phan loai TIMI)

Két cuc hiéu qua phu

& Thiéu mau chi cap, cét cut chi mé réng do nguyén nhan mach mau, nhdi mau co tim, dot quy thiéu mau hodc tr
vong do bénh mach vanh

& Tai thdng mach mau cip clru & chi nghién ctru do thiéu mau chi tai phat
Nhap vién do bién cé tdc mach vanh hodc mach ngoai bién

& Thiéu mau chi cép, cat cut chi m& rong do nguyén nhan mach mau, nhdi mau co tim, dét quy thiéu mau hoac tir
vong do moi nguyén nhan

L 2

& Thiéu mau chi cap, cét cut chi mé réng do nguyén nhan mach mau, nhéi mau co tim, doét quy do moi nguyén nhan
hoac tlr vong tim mach

¢ T vong do moi nguyén nhan
& Bién cb thuyén tac huyét khéi tinh mach

Capell WH et al. Am Heart J 2018;199:83-91.



Dan sb nghién ctru

R Sang loc that bai (n=208)
Sang loc 6772 BN ( Bién cb ngoai y (n=2)
l .+ Tiéu chi tuyén bénh/loai trr (n=167)
v "l Quyét dinh ctia BN (n=29)
. x o * Quyét dinh ctia NCV (n=1)
Chia ngau nhién 6564 BN « Khac (n=9)
I
v v
Nhanh rivaroxaban + aspirin Nhanh placebo + aspirin
(n=3286) (n=3278)
't’ """"""""""""""" ‘\‘ l'— """""""""""""""
1+ Ngung thuéc sém (n=1080, 33.2%) | 1+ Ngwng thudc sém (n=1011, 31.1%)
1+ Rt ddng thuan va khéng cho thu ! 1+ Rt ddng thuan va khéng cho thu
| thap tiép thong tin (=32, 0.97%) ! i thap tiép thong tin (n=37, 1.13%)
i- Mét d4u (n=3, 0.09%) ! i Méat dau (n=3, 0.09%)
7

N

Included in primary Hiéu qua analysis: n=3286 Included in primary Hiéu qua analysis: n=3278

Included in primary Tinh an toan analysis: n=3256 Included in primary Tinh an toan analysis: n=3248

v
Tiéu chi chinh dwoc danh gia hoan tat véi 98.8% sb bénh nhan-nadm theo dai

Bonaca MP et al. N Engl J Med 2020; doi:10.1056/NEJM0a2000052.

N ——————



Céac dac diém dich té cia bénh nhan twong déng trong ca
hai nhdm nghién cutu

Rivaroxaban 2.5 mg bid Aspirin
+ aspirin (n=3278)
(n=3286)
Tudi 67.0 (61.0-73.0) 67.0 (61.0-73.0)
Gigi nlv, n (%) 847 (25.8) 857 (26.1)
BMI, kg/m? 26.0 (23.3-29.1) 26.0 (23.2-29.1)
Chung téc, n (%)
Da tréng 2647 (80.6) 2656 (81.0)
Chau A 484 (14.7) 482 (14.7)
Da den 84 (2.6) 71 (2.2)

Khac 71 (2.2) 69 (2.1)

Bonaca MP et al. N Engl J Med 2020; doi:10.1056/NEJM0a2000052.



Céc yéu to nguy co va bénh kém theo twong dong gitra hai

nhom nghién cuwu

Tang huyét ap

Tang lipid mau

Pang hut thubc la

Dai thao dwong

eGFR <60 ml/phat/1.73 m?
CAD co triéu chirng

Nhéi mau co tim

Bénh dong mach canh

Rivaroxaban 2.5 mg bid

+ aspirin
(n=3286)

2684 (81.7)
1971 (60.0)
1147 (34.9)
1313 (40.0)
661 (20.1)
1052 (32.0)
365 (11.1)
282 (8.6)

Aspirin
(n=3278)

2658 (81.1)
1968 (60.0)
1132 (34.5)
1316 (40.1)
666 (20.3)
1015 (31.0)
349 (10.6)
293 (8.9)

Bonaca MP et al. N Engl J Med 2020; doi:10.1056/NEJM0a2000052.



Céc dac diém lam sang khac twong dong gitra hai nhom

nghién ctru

Rivaroxaban 2.5 mg bid + aspirin (n=3286)

Tién can PAD
ABI
Tién can doan chi, n (%)
Thu thuat tai thong, n (%)
N6i mach
Ngoai khoa

Thuyc hién vi CLIT (thiéu méau chi
nghiém trong)

Thube, n (%)
Statin
c ché men chuyén/trc ché thu thé

Clopidogrel

0.56 (0.42-0.67)

194 (5.9)

2153 (65.5)
1133 (34.5)

762 (23.2)

2608 (79.4)
2096 (63.8)
1658 (50.5)

Aspirin
(n=3278)

0.56 (0.42-0.67)

196 (6.0)

2140 (65.3)
1138 (34.7)

771 (23.5)

2641 (80.6)
2063 (62.9)
1655 (50.5)

Bonaca MP et al. N Engl J Med 2020; doi:10.1056/NEJM0a2000052.



Rivaroxaban 2.5 mg BID két hop aspirin gidm coé y nghia thong ké
15% tiéu chi gop so vo&i aspirin don tri

Ty lé tich lily thiéu mau chi cap, cat cut chi cao do nguyén nhan mach mau, nhéi mau

co tim, dét quy, thiéu mau hoac tir vong tim mach 00

207
17.3%
16
9
= Aspirin 100 mg od
3 124 Rivaroxaban 2.5 mg bid
S + aspirin 100 mg od
@ 8-
> HR=0.85 (95% CI 0.76-0.96)
l—
4 p=0.009
NNT 3 nam: 39
01 T T | T T 1
0 182 366 547 731 912 1096

. . S6 ngay ttr khi chia nhém ngau nhién
S0 BN cé nguy co’
Rivaroxaban + 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; doi:10.1056/NEJM0a2000052.
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Phdi hop rivaroxaban va aspirin gidam 33% thiéu mau ch
SO vOi aspirin don tri

Rivaroxaban
2.5 mg bid + aspirin
(N=3286)

Aspirin

o -

Uéc lwong K-M
3 nam
3 years

Uéc lwong K-M
3 nam
3 years

Béph qhén co
bién co n (%)

Bénh nhan cé
bién co n (%)

Thiéu mau chi cp, cat cut chi
mé& rong do nguyén nhan mach

mau, nhoi mau co tim, dot quy, 508 (15.5) 17.3 584 (17.8) 19.9 0.85(0.76-0.96) 0.009
thiéu mau hoac tlr vong tim
mach

Bién cb chi cap 155 (4.7) 5.2 227 (6.9) 7.8 0.67 (0.55-0.82)

Céat cut chi mé rong do

nguyén nhan mach mau 103 (3.1) 3.4 115 (3.5) 3.9 0.89 (0.68-1.16)

Nhoéi mau co tim 131 (4.0) 4.6 148 (4.5) 5.2 0.88 (0.70-1.12)

Dot quy thiéu mau 71 (2.2) 2.7 82 (2.5) 3.0 0.87 (0.63-1.19)

T vong TM 199 (6.1) 71 174 (5.3) 6.4 1.14 (0.93-1.40)

Nghién ciru khéng thiét ké dé danh gia thong ké cac thanh phan cua tiéu chi chinh.
Bonaca MP et al. N Engl J Med 2020; doi:10.1056/NEJM0a2000052.



Xuat huyét nang (TIMI): Khédng khac biét co y nghia thong ké

vé bién co xuat huyét gitva hai nhdm diéu tri

HR (95% Cl)  p-value

Rivaroxaban Aspirin
2.5 mg bid + aspirin n/N (%)
(N=3256) (N=3248)
Bénh nhan cé S Iu’g’vng KM Bénh nhan cé S Iwg:ng KM
Z & o 3 nam & o 3 nam
bien co, n (%) bien co, n (%)
3 years 3 years
Xuét huyét nang (TIMI) 62 (1.90) 2.65 44 (1.35) 1.87
Xuét huyét ndi so 13 (0.40) 0.60 17 (0.52) 0.90
Xuét huyét t&r vong 6 (0.18) 0.21 6 (0.18) 0.21
AU I el €69 sl 17 (0.52) 0.74 19 (0.58) 0.97

Xuét huyét t&r vong

1.43(0.97-2.10)  0.07
0.78 (0.38-1.61)

1.02 (0.33-3.15)

0.91 (0.47-1.76)

Bonaca MP et al. N Engl J Med 2020; doi:10.1056/NEJM0a2000052.
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Phdi hop rivaroxaban va aspirin gidam cé y nghia thong ké &

5/7 tiéu chi phu

Thiéu mau chi cép, cat cut chi mé réng do nguyén

Rivaroxaban 2.5
mg bid + aspirin
(n=3286)

Bénh

nhan cé

bién c6 n
(%)

Uéc lwong K-
M 3 nam

Aspirin
(n=3278)

HR (95% ClI)

Bénh nhan c6 Uéc lwong K-
M 3 nam

bién cé n (%)

HR (95% Cl)

p-value

1
nhan mach mau, nhdi méu co tim, dot quy thibu mau, o9 14.7 528 (16.1) 18.2 M L0 <0.001
! R X (13.2) i (0.71-0.91)
t& vong do bénh mach vanh .
Tai théng mach mau cp ctru & chi nghién ctru do 584 19! 0.88
thiéu mau chi tai phat (17.8) 20.0 655 (20.0) 22.5 i (0.79-0.99) 0.03
1
Nhap vién do bién c6 mach vanh hodc mach ngoai vi L ol 0.72
4o huyd kndi 262 (8.0) 8.7 356 (10.9) 12.1 : (0.62-0.85) <0.001
Thiéu mau chi cép, cat cut chi mé rong do nguyén 614 ""I 0.89
nhan mach mau, nhoi mau co tim, dét quy, thieu mau, 20.6 679 (20.7) 23.2 1 ' 0.03
! U, ol mau (18.7) ! (0.79-0.99)
t& vong do moi nguyén nhan P
Thiéu mau chi cép, cat cut chi m& rong do nguyén 514 ! 0.86
nhan mach mau, nhéi mau co tim, dt quy do moi 17.5 588 (17.9) 201 ! y 0.01
oasn Mk lichuighty (15.6) HOH (0.76-0.96)
nguyén nhan, t& vong do moi nguyén nhan 1
1
T& vong do moi nguyén nhéan 321 (9.8) 1.1 297 (9.1) 10.9 I—‘—l © 912918 27) 0.34
! . .
R 2 s ! ! ! 0.61
Thuyén tac huyét khoi tinh mach 25 (0.8) 0.8 41 (1.3) 1.7 -
0,25, 1 - 4 (0.37-1.00)
Ung ho rivaroxaban Ung hd
2.5 mg bid + aspirin aspirin

*Exploratory only.

Bonaca MP et al. N Engl J Med 2020; doi:10.1056/NEJM0a2000052



Ty 1& xuat huyét la twong tu theo tiéu chuan xuat huyét nang
(TIMI) va xuat huyét nang (BARC)

Két cuc Rivaroxaban 2.5 mg Aspirin HR (95% ClI) HR (95% ClI) p-value
bid + aspirin (n=3248)
(n=3256)
Bénh Uéc Bénh Uoc
nhan cé Ilwong K-M nhan cé lwong K-M
bién cé 3ndm  biéncén 3 nam
n (%) (%)
Xuét huyét . 1.43
naing (TIMI) 62 (1.90) 2.65 44 (1.35) 1.87 ! (0.97-2.10) 0.07
Xuét huyét - 1.29
ning (BARC)* 93 (2.86) 3.86 73 (2.25) 2.92 : (0.95-1.76) 0.10
. . -9
Xuat huyét [ 1.42
nang (ISTH) 140 (4.30) 5.94 100 (3.08) 4.06 n,4 ; 4'n (1.10-1.84) 0.007
Ung ho rivaroxaban Ung ho
2.5 mg bid + aspirin aspirin

*Grade 3b hoac higher.
Bonaca MP et al. N Engl J Med 2020; doi:10.1056/NEJM0a2000052.



VOYAGER PAD cho thay hiéu qua Vot trdi va an toan cda phoi
hop rivaroxaban va aspirin so voi dieu tri chuan hién tai
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$6 ngay tir khi phan nhém ngau nhién

Xuét huyét nangTIMI

Tiéu chi chinh; t hop
thiéu mau chi cap, cat
cut chi cao do nguyén
nhan mach mau, nhoi
mau co tim, dét quy,
thiéu mau hodac t
vong tim mach

Db thi biéu dién d6 gidm va dd tang nguy co tuyét déi vé cac bién cb chinh hiéu qua hoac tinh an toan phong ngira dwoc hodc bi gay ra trén

m&i 1000 bénh nhan
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-Primary-Két qua-Slide-Presentation-by-Marc-P.-Bonaca.pdf [accessed 31 March 2020]




NGi dung

1. Tdng quan: nhirng nguy co’ ctia bé&nh nhan PAD

2. Bénh nhan bénh ddéng mach ngoai bién 4n dinh

3. Bénh nhan bénh dong mach ngoai bién co triéu chirng
4. Tom tat



Tom tat

& it nhéat 1 trong 5 bénh nhan PAD sau tai théng ddng mach chi sé& gap bién cb
thiéu mau chi cap, doan chi do nguyén nhan mach mau, nhdi mau co tim, dot
quy thiéu mau hay tlr vong tim mach trong vong 3 ndm

& Phdi hop rivaroxaban 2.5mg bid va aspirin & b&nh nhan PAD man tinh

| 28% bién c6 MACE & bénh nhan

| 46% bién cd MALE

| 70% nguy co cat cut chi

Khong tang ti 1& xuét huyét ndi so, xut huyét t&r vong

& Phdi hop rivaroxaban 2.5mg bid va aspirin & bé&nh nhan PAD sau tai thong:
e | 15% bién cb tim mach va bién cb chi, ma | 33% nguy co thiéu mau chi cap
e Khéng tang bién cb xuat huyét nang theo tiéu chuan TIMI

Bonaca MP et al. N Engl J Med 2020; doi:10.1056/NEJM0a2000052.



