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HIEU QUA VA TINH AN TOAN CUA NOACs TREN PO'1 THU'C:
CO GI KHAC SO VO'I NGHIEN CU’U RCT?

PGS.TS.BS Mai Duy Tén
Gidm déc Trung tam Dot quy - Bénh vién Bach Mai

Trwong B6 mén Dét guy va Bénh Iy mach mdu-
Trwong DHY dwoc-DHQGHN

Nghién ctru ngiu nhién cé sw kiém soat chit ché va nghiém ngat tuyén bénh
nén can thiét cé nhirng sw kiém chirng trén thwe té sir dung thudc

[ Ngl:ién c_l:'" ] [ Nghién cilru quan sat ]
ngau nhién
- ——
e i © @
é
= Doi tirong So sanh voi Két cuc khac v&i Diéu kién
[ Dan so6 nghién ciru dwoc ] bénh nhin cac thudc nghién ciru Iim sang
kiém soat chat ché rong hon Khac ngau nhién khéc biét

diéu kién thwe hanh Iam sang khac nhau da tao diéu kién cho cac nghién clru quan sat ra doi
RCT, randomized controlled trial
Sherman et al. NEJM 2016;375:2293; Nallamothu et al. Circulation 2008;118:1294

[Sau khi thuée dwoc Iwru hanh rong rai, viéc dugc sir dung trén nhiéu nhém bénh nhan va trén nhirng ]
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Nghién ctru quan sat cé thé

a Kiém tra xem két qua ciia mét nghién ciru ngau nhién cé dwoc xac nhan trong
thwe hanh l1am sang hang ngay hay khéng?

O  Cung cép théng tin vé tinh an toan, hiéu qua va viéc str dung cac ngudn lwc y té
trong cham soc hang ngay (thwéng khong thé 1am ré b&i nghién ctru ngau nhién)

O  H6 tro trong viéc ra quyét dinh lam sang, quan ly va chi tra bao hiém

RCT, randomized controlled trial
Sherman et al. NEJM 2016;375:2293; Nallamothu et al. Circulation 2008;118:1294

Tiéu chi danh gia mot nghién clru trén thwe hanh 1am sang RWEs

Thiét ké nghién ctru dworc thiét 1ap bang phuwong phap
théng ké phu hop vi du phwong phap diém xu hwéng

C& mau lén
Tién hanh tr quy doc Iap

Co tinh nhat quan gilra cac nghién ciru trén
thuc hanh Iam sang véi nhau va nhat quan véi két qua clia
nghién ctru ngau nhién trueéc doé

CMS, Centers for Medicare and Medicaid Services
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Cac ngudn dir liéu chinh ctia RWE dén tir cac kho Iwu trir va dwoce tién hanh
Tién clru hoic Hbi clru

THIET KE
__________ Nguondiplieutr _______________ . e
/ viéc chi tra bao hiém orcuu
__________ Hé théng Iwu trir . AR\
@ théng tin sirc khée tw déng Hojciru

S sndindid _
@ ___________ Nghiéncéute Y

/
\_' \ cong ty dwoec pham
\ @ ----------- Noghidmelutin 4 W | o7 H&i ctru hoic tién ciru - -

céac hdi chuyén khoa
’Q ___________ Nghién ctru pha IV, hau Héi ctru hodc tién cru --
marketing c¢6 giam sat ’

Prospective: primaryfnew data collection; retrozspective; existing/secondary data

Cac nghién ctru hoi ctru trén thé gi&i thue

CAP NHAT CHAN DOAN VA BIEU TRI BENH LY NGUOI CAO TUOI




HOI NGHI KHOA HOC THUONG NIEN 2023
LIEN CHI HOI LAO KHOA TP.HO CHI MINH

> __H_"'\“ P T / - |
,//'-S-;eger \ ﬁrsen / Villines . 2016a
f 2

2015 , 016 | 2015 j S

-

n=38 378 \_ n=48 137 \  n=25586 _—

Bing chirng tl’él‘l.thl_.l";} hanh lam ééng ctia Dabigatran / —
—— ; Chan

. -

—.
-HH'\

,;; _-""---.‘_\ . "--\._ — ﬁ %
. ~ alvorsen
ﬂarsen ‘

2017
[ 2014 1"\
\ n=21189 p R

-

P__ % DABIGATRAN h

[/ Graham | 2017

_ 2015 . . n=47 768
\ n=134 414 Ak ‘-\ {reduced doses)

e

/ Graham ™ —
| 2016

e

: 4y ' n=118 891 Lip ——
1 f e Y \ 2017 40[’51:- )
Y . e : -\\\ n=10 946 / asmussen
B | e /-':P\ _— . 2016
e _ 2016

2016 -
\_ n=28 614 . L . n=11313
b N\, n=9%030 . (all doses)

Bing chirng trén thue hanh 1am sang cua Dabigatran

Harvard
Medical
. School - USA

DABIGATRAN

Hau hét cac nghién
ctru den tir cac vién D K
nghién ctru doc lap phmar
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Nghién ctru gitra ngigatran va Warfarin
trén thuc té lam sang ?

Phan tich doc lap tw FDA vao nam 2015 v&i hon 134 000 bénh nhan
tuan theo nhirng két qua tw nghién ctru RE-LY®
RE-LY®14 , ' ' '
" Diso 6D Qg
‘Sﬁ ' .
@‘ RCT 1=§
>18000 patierts - -— ‘ -
Tﬁruwu cmw "'“' I|l.|\'ET ey TIFVONG
FDA ANALYS|SS HR: 0.80 HR: 0.34 HR: 0.97 HR- 128 HR:-0.92 HR:-0.386
y Warfarin _ P02 RL001 P-0.50 P<0.001 P09 P=0.006
g D150 D75BID combined® ¢ '
g
Real-world data on (=3
@ Medicare patients E 3
=" I ' 1
: i
In the USA, the licensed doses for Dabigatran® are: 150 myg BID and 75 mg BAD for the prevention of stroke and systemic embolism in adult patients.
with NVAF. *84% of patienis were on dabigatran 150 mg BID
1. Connally et al. N Engl J Med 2008; 2. Connally et al. M Engl J Med 2010; 3. Connally et al. M Engl J Med 2014: 4. Dabigatran® EU SPC 2018:
5. Graham et al. Girculation 2015
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- A A - A " - A - A - - - A
Nhiéu phan tich trong thé gi¢i thwc lien tuc xac nhan rang dabigatran co hd so an
o Fi -
toan t6t hon so voi VKA
Nguy co Larsen 2014, n=18 1447 b :
z = Seeger 2015, n=38 378" —— 1
chay mau Villines 2015, n=25 586* e Academic cent
I khi dung Chan 20163, n=14 315 : cademic centres
dabigatran Larsen 2018, n=48 137 — : ® Health benefits company
Yao 2016, n=28 614% —_— . )
vs VKAs Chan 2016b, n=11 172 Vs 4 : ® Boehringer Ingelheim
Lip 2016, n=3030* i Other NOAC companies
) Halversen 2017, n=13 352 —_ - ! O FDAICMS
Mielsen 2017 (lower dose), n=47 768 _
Hohnloser 2017, n=6250 i
= - Adeboyeje 2017, n=31 870* —— 4 —
» 27 phan tich Amin 2017, n=33 462¢ —ey ‘Various
.- - - Kohsaka 2017, n=10 180 2 1 SpONSOrs/sources
» 11 t”eu benh nhan Hohnloser 2018, n=10 010 e i —
» Dabigatran vs VKA vincgradova 2018, n=75 122 S =¥ Global sites and
z - Ujeyl 2018, n=47 308 ol gy & . populations
Ve nguy co chay Lip 2018, n=73 980" —_—— : — -

2 = Blin 2019, n=16 778 —— ] Comprehensive
mau nang chneeweiss 2019, n=58 896+ — : timeframe
Koretsune 2019, n=9212 & J

Song 2019, n=37 960* _ :
Graham 2019, n=269 296 e O]
Amin 2019, n=52 548* —_— — ]
Lee 2019, n=43 165 —g— :
Elin 2020, n=40 878 — :
Rutherford 2020, n=23 500 —— :
Favours dabigatran | Favours VA
00 02 04 08 08 1.0 12 1.4 HR [35% CI)
Methodology criteria for analyses included are: new-user design; adjusted comparisons available, e.g. propensity score matching; hazard ratio for
major bleeding ilable; adequate le size of 23000 patients; and analyses published from 2014 to October 2020. Other limitations may
apply. "US licensed doses dabigatran 150 mg/75 mg BID (D150/75); WKA-naive stratum, D150; Major extracranial bleeding. References are
provided in shide notes n

Nghién cwru gilra cac NOACs
trén thwc té |1am sang ?
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NOACs chirng minh dworc Ioi ich vé mat an toan va hiéu
qua khi so sanh vé&i Warfarin trén bénh nhan rung nhi

Dabigatran®2 Apixaban?®# Rivaroxaban®

150 mg BID 110 mg BID | | 5/2.5 mg BID 20/15 mg OD

Chﬁ;:;ﬁu Twong duong 1 20% l 31% i ehrony

thﬁ)fétr:] ;la}!c 124% Twong dwond |Twong deeng | | Twong duong
bot

withoit| $78%  Jeav Jaou | 2%

No direct head-to-head comparisons.

Relative risk reductions vs warfarin. TTHT: Thuyén tic hé thong.

1. Connolly et al. N Engl J Med 2014; 2. Dabigatran EU SPC 2017; 3. Granger et al. N Engl J Med 2011; 4. Lopes et al. 2012; 5. Patel et al. N EnglJ Med 2011;
6. Giugliano et al. N Engl J Med 2013

Phan tich déc 1ap tw FDA vao ndm 2016

Tiéu chi vé an toan ‘
T = ICH, chay mau ngoai so bao gém chay mau tiéu hoa nang va tr vong

Phwong phap
¥ . Phan tich héi ciru trén di liéu dan sé bao hiém Medicare tai M§
# (11/2011-06/ 2014)
« Theo dbi dén khi xuat hién bién cé vé loi ich, tlr vong, két thic nghién
clru, ngwng nghién ctru, chuyén sang ding OAC khac.
« Phuong phap hoi quy Cox ¢é diéu chinh xu huéng

Patients

« Nguwdi dung NVAF, méi dabigatran 150 mg BID, hoac rivaroxaban 20
*t mg OD, tudi =65
* « N=118 891 (52 240 dabigatran, 66 651 rivaroxaban)

- Thoi gian theo ddi : <4 thang

Eb Funding
= * Interagency agreement between the CMS and FDA

CMS, Centers for Medicare and Medicaid Services; IPTW, inverse probability of treatment weighting
Graham et al. JAMA Intern Med 2016;176:1662—71
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Phan tich doc lap tw FDA vao nim 2016

s [l Dabigatran 150 mg BID, n=52240 Rivaroxaban 20 mg OD, n=66651
Adjusted HR:
1.48 (1.32-1.67)
g 4 Adjusted HR:
. ; 1.40 (1.23-1.59)
§ z 2 Adjusted HR:
3 E 3 \ 1.15 (1.00-1.32)
E3 [
8 2 !
- Al

g P Adjusted HR:
’g a ; { 1.65 (1.20-2.26)
= | |

0 \ 4 | , ,

Major extracranial bleeding Major Gl bleeding ICH Death

Trong nghién clbu cua FDA 2016, Dabigatran glam ¢6 y nghia nguy co’ xuat huyét ngoal
so nang, xuat huyét tiéu hoa nang va xuat huyét ndi so so véi Rivaroxaban trén thuc té

hon 118.000 bénh nhan

Adjusted HR (95% CI) comparing inverse probability of treatment-weighted new-user cohorts; bold values indicate statistical significance; average follow-up
duration =4 months

Graham et al. JAMA Intern Med 2016 5

Két qua tdng hop cac nghién ciru Hbi clru cia NOAC

1 4 phéan tich tir> 450 000 bénh nhan cho thay nguy co i 1 phén tich tr hon 450 000 bénh nhan diéu tra dabigatran
chay mau nang dodi véi dabigatran it hon rivaroxaban va rivaroxaban vé& nguy co xuét huyét ndi so

| Dabigatran

Giam dang ké so voi vs rivaroxaban
Twong tw so v rivaroxaban trong 54%
rivaroxaban trong 56 lan phan tich
21% phan tich

| Dabigatran

Giam dang ké so voi
rwaroxaban trona 79%
s6 lin phan tich

Twerng twr so v
rivaroxaban trang
46% phan tich

Methodology criteria for analyses included are: new-user design; adjusted comparisons available, e.g. propensity score matching; hazard ratio for ICH avai
lable; adequate sample size of 23000 patients; and analyses published from 2014 to October 2020. Other limitations may apply. *Estimate of HR and 95%
Cl based on inverse of published data; TUS licensed doses dabigatran 150 mg/ 75 mg BID (D150/75). A5, apixaban 5 mg BID. References are provided in
slide notes
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Phan tich di liéu trén thé gii thwe cho vé tinh an toan
cua Dabigatran va apixaban trén xuat huyét néi so

E Phan tich tir >300.000 bénh nhéin danh gia dabigatran
v&i apixaban trén nguy co xuat huyét néi so

Twong dwong apixaban
trong 78% cac phan tich

Giam c6 y nghia so v&i apixaban
trong 22% cac phan tich

gy critera for analy are: new-user gesign; adjusied comparisons. eqp iy
hazard ratio for ICH avalable; adequate sample size of 23000 patients; anﬂmaljsasptmﬂmmuhduuzmg Other
Imitations may apply. Referances are provided In slide noles

Phan tich dir liéu trén thé gi&i thic cho vé tinh an toan
cua Dabigatran va apixaban trén xuat huyét ndi so

Rigk of ICH with dabigatran vs apixaban

@ hcademic centros

Adeboyeje 2017, n=12 228" ._._. @  Health benafits company
Hemnandez 2017, n=3773* —— ® EBoshringer Ingelhaim
Vinogradova 2048, n=13 733 ° Oftier NOAC Gompaniss
Amin 2018, n=30 836" L) FOANKRS
Andersson 2018 (D150 vs AS). n=8470¢ .—' >
Lip 2018, n=54 192+ ——
Villines 2018 (D450 vs AS5), n=9604 X »
Graham 2019 (D150 vs AS5). n=159 214 '-O—'
Deitelzweig 2019, n=13 396" ——"
dabigatran | apixabamn
Do 05 10 15 20 25

HR (95% CI}

Methodalogy Critena Tor analyses INCIUded are: new-User design; adjusied compansons avaliabie, &.g. prapensity-score matcning:
hazard ratio for ICH avaliable; adequate sample size of 23000 patients; and analyses published from 2044 to June 2048, Ofher
Bmitations may apply. “Estmate of HR and 95% CI based on Inverse of published data points; 1US licensed doses

150 my7S mg BID. A5, aplxaban 5 mg BID; CMS, Canters for and : D150, dablgatran 150 mg BID.
References are provided In side nabes
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- o=

Nghién ctru tién ctpu trén thé gi¢i thuc

19

Wu thé cta nghién ciru Tién clru

RETROSPECTIVE
VERSUS
PROSPECTIVE dworc lay tir cac bao cao y té tir cac chan doan

= Di¥ liéu thu thap cho nghién ctru héi ctru co thé

. trwérc d6, cac bai bao cil, tap chi, bao, v.v. Mét

: . nghién ciru tién ctru, khéng str dung cac tap chiva
béo cii lam cong cu thu thap di¥ liéu. D liéu chil

: : yéu duoc thu thap bang cach quan sat va phéng
van doi twrong do nghién ciru tién ciru lién quan
den cac sv kién chua xay ra nén thuwéng khéng co
""" s bao céo cii hodc hién co6 vé sy kién.

= Cac nghién ctru héi ciru khéng cén nhiéu théi gian

under study

dé hoan thanh, khéng giéng nhw cac cudc diéu tra

ww FEDLAA com

tién ciru.

Statistics Definitions > Cohort Study
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GLORIA-AF: Nghién ciru tién clru dwoc hoan tat va cong bé tai ESC 2021

i
L

chan doan, déng y tham gia
nghién ciru
kham chéng déng

Huizman et al. Am Heart J 2014;167:329

can 56 000 benh nhan tren 2200 co s& nghien cru & 90 nuec

Tuyén ngéu nhién, lién tiép vi du: phong kham da khoa, phong Chau A, Chau Au, Bac My,
nhiing bénh nhan rung nhi méi kham chuyén khoa, bénh vién céng Chau My Latinh, Chau Phi,
doéng va tredng dai hoc, trung tam Trung Béng

cham so6c bénh nhén ngoai tra, phong

Viéc tuyén bénh lién tiép tranh yéu t6 nhiéu do Iwa chon,

tao sw da dang vé boi canh lam sang va nang cao tinh dai dién

~ o
y .

Giai doan | Giai doan |

Bénh nhan ding dabigatran

Thu thip dir liéu vé M 2 nim theo ddi bénh nhin dang sir

dich te rung nhr triroc dung Dabigatran

khi NOAC dwoc chi @ Qua minh yén bénh bt diu ngay

dinh khi Dabigatran dwgr chap thuan lwu
hanh & cac nwoc tham gia nghién
ctiu. )
Dif liéu nén diwrgc thu thap tF 14t ca

cac bénh nhan tham gia nghién ciru

DiF liéu thu nhan tir Qud trinh tuyén bénh hoan tat vao
05/2011 - 01/ 2013 thang 12/2014
2- nam theo doi nhifmg diF liéu thu

thip duroc.
N=15.092

Thiét ké nghién ctru GLORIA-AF doc dao, bao gém 3 giai doan khac nhau

S0-VN-DO00Z Dabigatran, dabigatran etexilate; Huisman et al. Am Heart J 2014; Huisman et al. Europace 2016;
Huisman et al. Am J Coll Cardiol 2017; Huisman et al. Venice Arrhythmias 2017; Lip et al. EHRA 2018

Phase Il

Tat ca NOAC

3 nam theo ddi danh cho tar ca bénh nhan
vé tinh an toan va hiéu qud clia NOACs vi
Warfarin trong tri liéu thirding quy

Qua trinh tuyén bénh bit dau khi di liéu
cia giai doan Nl cho thay dic diém nen
cia bénh nhan sir dung dabigatran va
bénh nhan swr dung Warfarin mang tinh
canh tranh

2019-2021
Homn 22.000 bénh nhan da dwoc dang ky
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Thiét ké cia GLORIA-AF c6 mét sé diém dic biét

v Maét trong nhitng nghién ctru s6 bd Ié&n nhat

v Thiét ké ‘theo tirng giai doan’ dé giam thiéu thién vi ké toa (channelling bias)
Giai doan Il chi bat ddu & cac quéc gia khi NOAC c6 sén

v Liwa chon cor s& nghién ctpu khap cac ving dia ly, dan s6 bénh nhan da dang
va theo do6i chat ché

v Kiém dinh chét lwgng dir liéu réng va bao quat

Wz Hién la nghién clru duy nhat véi dir liéu tién ciru dai han, so sanh anh hwéng trén cac bién co
lam sang khi ding thu6c khang déng uéng cho ngwei bénh rung nhi trong thé giéi thwe.

Huizman et al. Am Heart J 2014;167:329

GLORIA-AF - Giai doan I: 1.063 bénh nhan
Quan sat vé thwe trang bénh tat va diéu tri rung nhi treéc khi NOAC Iwu hanh

Phan I&n bénh nhan rung nhtla rung nhi Pa sé bénh nhan chau A dwoc cho diing mét thuéc khang két tap

co trigu ching va rung nht kich phat tiéu cAu hodc khong duoc ding bét cir thude chéng huyét khéi gi

3.7%

RN vinh vién . :
RN khéng c6 100
T81%  rieuchs 8o = None
. triéu chirng E 17 m
RN dai dang RN cé 3 80 5.
triéu chirng nhe E 25.5
AP
E ,Eﬂ other
58 than
: 20 ASA
RN kich phat RNco E = ASA
triéu chirng o
£ 20
c
¥ mVKA

Asia. .. Europe__. Middle East. ..

Patient symptom burden categories reflect the EHRA classification. Huisman et al. Europace 2016
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GLORIA-AF Giai doan II: tuyén >15.000 bénh nhan

- fs."f'
B A
15 092 bénh nhan .
(11/2011-12/2014) {”
l *

Region 3 Region 5
North Africal
America Middle East
(n=3403, (n=597,
22.5%) 4.0%)

Region 1 Region 2
Asia Europe

(n=30T71, (n=7108,
20.3%) 47.1%)

Huisman et al. J Am Coll Cardiol 2017

GLORIA-AF pha lI: ty 1é dot quy, va xuat huyét thap khi so sanh vé&i nghién ciru RE-LY

@ 40 -

GLORIA-AF  § 3. 30

Phase Il Final' £ g 20
N=4859 2E 10 0.65

g oo | NN 'l == N

u 40

RELYEU .8, 3.02
label analysis? E 2.16
N=6004 (ITT), ? 20 1.28
N=5981 (safely) & g— \, | 1.10 i

. R ]

Stroke* Major bleeding Life-threatening Vascular death
bleeding

*Ischaemic stroke only in RE-LY analysis, ischaemic + haemorrhagic stroke in GLORIA-AF analysis
1. Lip et al. EHRA 2018; 2. Lip et al. Thromb Haemost 2014
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GLORIA-AF giai doan lll: gém 21.300 bénh nhan
(tuyén bénh 2014-2016)

Europe
(n=10 304, 48.4%)
Ausiria, Belgium, Bulgania, Croatia, Czech Republic,
North America Denmark, Estonia, France, Germany, Greece, Ireland, [taly,
(n=5120 e Latvia, Netherlands, Norway, Poland, Portugal, Romania,
Canada, Slovenia, Spain, Switzerland, UK

Latin America
{(n=1628, 7.6%)
Argentina, Brazil, Chile,

Huisman et al. Clin Res Cardiol 2022; doi.org/10.1007/500392-021-01957-1

27

Cac liéu phap chdng huyét khéi dwoc ké toa & cac vung dia ly khac nhau

mNOAC VKA = Antiplatelet None m Other
01
100 33 50 42
198 141
80 -
£ 60
£
a
20
-Fhasell‘-P'haseIII. _-PhEEII-PhaseIII- _-F'haseII.F'haselll_ -PllaseII-PIlaselll- .PhaseII-Phaselll.
Total Asia Europe Morth America Latin America

NOAC duoc ké toa thwéng xuyén nhat trong giai doan Il va cho thay co s gia tang so voi giai doan Il & tat ca
cac khu vwec ngoai trir Chau My Latinh

*Phase |l includes patients from other geographic regions (Africa and the Middle East), so overall comparizon to Phase 1l should be made with caution
Huisman et al. ESC 2018; poster P3862 E
\

28
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Két qua GLORIA-AF giai doan lll: Dabigatran vs VKA
(theo doi 3 nam)

= Huisman et al. Clin Res Cardiol 2022; doi.org/10.1007/s00392-021-01957-1

Propensity score (PS) matching: Ttr 2 dan sé bénh nhan dwoc ké toa dabigatran
va VKA, loc ra 2 nhém dweoc ghép cip theo cac dic diém quan trong

MM MMM

PS-trimmed set PS-matched set

A subset of eligible patients obtained Generated from the PS-trimmed

after excluding those in the non- patient set by 1:1 greedy nearest-

overlapping tails of the PS distribution neighbour matching of dabigatran

(PS-trimming) within each patients to VKA or NOAC, within
geographical region region

PS, propensity score
Huisman et al. Clin Res Cardiol 2022; doiorg/10.1007/s00392-021-01357-1 E
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GLORIA-AF giai doan lll: So sanh 3.327 bénh nhan dung dabigatran dwoc ghép cap
v&i 3.327 bénh nhan dung VKA

Eligible treated set
Dabigatran VKA Other
n=3807 n=4788 n=12 265
PS-trimmed set
Dabigatran VKA
n=3609 n=4421
PS-matched set

Dabigatran VKA
n=3327 n=3327

PS-matched set was adjusted for unbalanced variables in the Cox model. PS, propensity score

Huisman et al. Clin Res Cardiol 2022; doi.org/10.1007/s00392-021-01957-1 31
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GLORIA-AF pha lll: Benh nhan dung dabigatran co nguy co’ chay mau nang
va twr vong do moi nguyen nhan thap ho'n so voii benh nhan dung VKA
Patients with Patients HR (95% CI)
event,n censored,n
Stroke (all)
Dabigatran 52 3275 —@——  0.80 (0.50-1.34)
VKA 58 3269
Major bleeding
Dabigatran 49 3278 —— 061042085 P 39%
VKA 79 3247
All-cause death
Dabigatran 157 3170 . 0.78 (0.63-0.97) ‘ 299,
VKA 209 3118
Myocardial infarction
Dabigatran 29 3208 . 1 0.89 (0.53-1.48)
VKA a3 3294
Composite putcome™
Dabigatran 155 3172 —— 0.85 (0.67-1.07)
VKA 184 3143
Favours dabigatran Favours warfarin
(] 05 1 15
HR (95% CI)
Nguy co dot quy, nh &i mau co tim va két cuc gop * trong tw gilka dabigatran va VKA
PS-matched set was adjusted for unbalanced variables in the Cox model. PS-trimmed set available in Appendix |l. *The composite of stroke, systemic embolism,
myocardial infaretion, vascular death, and life-threatening bleeding. PS, propensity score
Huisman et al. Clin Res Cardiol 2022; doi.org/10.1007/s00392-021-01957-1 32
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Két qua GLORIA-AF giai doan lll: So sanh NOAC
(theo doi 3 nam)

Lip et al. Clin Res Cardiol 2022; doi.org/10.1007/s00392-022-01996-2

GLORIA-AF pha lll: ty 1é tuan tha diéu tri cia NOACs

Khong cé sw khac biét vé tuan tha diéu tri gidra liéu 2 1an/ngay va liéu 1 l1an/ngay

Liéu diing 1 lan/ngay Liéu diing 2 lan/ngay Liéu diing 1 lan/ngay
Trong nghién ciFu Trong nghién ciru Trong nghién ciFu
XANTUS sau 1 nam theo GLORIA-AF pha 3 (2014- GLORIA-AF pha 3 (2014-

ddi (2012-2013) 2016) sau 1 ndm theo ddi 2016) sau 1 nam theo ddi

1. European Heart Journal 37(2016):1145-1153.
2. Koziel et al. J Chin Med. 2020,8:E1969.
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Bénh nhan dung dabigatran dwoc bat cap v&i bénh nhan dung rivaroxaban

hoac apixaban

Eligible treated set
Dabigatran Rivaroxaban Apixaban Edoxaban™
n=3839 n=4015 n=4505 n=332
PS-trimmed set
Dabigatran Rivaroxaban Dabigatran Apixaban
n=3628 n=3782 n=3585 n=4145
PS-matched set

Dabigatran Rivaroxaban Dabigatran Apixaban
n=2896 n=2896 n=2683 n=2683

PS-matched set was adjusted for unbalanced variables in the Cox model. *Patient numbers on edoxaban were insufficient for assessment. PS, propensity score

Huisman et al. Clin Res Cardiol 2022; doi.org/10.1007/s00382-021-01957-1 35
\ F
Két qua nghien cwru GLORIA-AF
Dabigatran vs rivaroxaban
n=2896 w n=2896

Stroke

Major bleeding

All-cause death

Myocardial infarction

Composite outcome™

0 05 1 15 2 25
HR {95% CI)

Muitivariable Cox regression analysis in the PS-matched set. *The composite of siroke, systemic embolism, myocardial infarction, vascular death, and life-
threatening bleeding. PS, propensity score 36

Lip et al. Clin Res Cardiol 2022; doi.org/10.1007/s00392-022-01996-2 E
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Bénh nhan dung dabigatran va apixaban cé tin suat cac két cuc lam sang
twong dwong

Dabigatran vs apixaban

n=2683 E B n=2683

Stroke L
Major bleeding

All-cause death T
Myocardial infarction oo &l B .
Composite outcome* g 4

Favours dabigatran || Favours apixaban

0 05 1 15 2 25
HR (95% CI)

Nguy co dot quy, chdy mau nang, nhoi mau co tim, tir vong do moi nguyén nhan va két

cuc gdp * trong tw nhau gitka dabigatran va apixaban

NMultivariable Cox regression analysis in the PS-matched set. *The composite of siroke, systemic embolism, myocardial infarction, vascular death, and life-

threatening bleeding. PS, propensity score
Lip et al. Clin Res Cardiol 2022; doi.org/10.1007/s00392-022-01996-2 E &y

Két luan

) Bang chirng thé gidi thuc tir nhiéu ngudn khac nhau bd sung cho di liéu ctia RCT vé tinh
an toan va hiéu qua ctua NOAC.

’ Nhirng nghlen clru doi thue tl cac vién nghlen clru doc lap lién tuc xac nhan rang
dabigatran cé hé so an toan tét hon so véi VKA, t6t hon hodc twong dwong cac OAC khac.

} GLORIA-AF [!hd 11I: Nghién cuu tién clru va toan cau dau tién trén bénh nhan |unq nln so sanh Tlnh an toan
va hiéu qua cua viéc diéu tri cac OAC khac nhau trong 3 nadm, cung cé ?
thuyét phuc vé tinh an toan va hiéu qua cta dabigatran trong thuc hanh 1am sang hann] ncm\.r.
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