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Rotterdam study: 5 Bl B R FERE 4 I (Eur Heart J,2006)
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Stroke
rate(%/year)

CHADS,

2.8
4.0
5.9
8.5
12.5
6 18.2

CHADS, : cardiac failure, hypertension,
age, diabetes, stroke (doubled).

CHA,DS,-VASC : congestive heart

failure, hypertension, age (doubled),
diabetes, stroke (doubled), vascular
disease, female. Low risk = 0;
Intermediate risk = 1; High risk > 2

CHA,DS,-
VASC
0

1
2
3
4
5
6
7
8
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Stroke
rate(%/year)

HAS-BLED Points
awarded
1

lor?2
1

1

il

1
1or2

Maximum 9
points

HAS-BLED: hypertension, abnormal
renal and liver function, stroke, bleeding,
labile INRs, elderly, drugs or alcohol. Low
risk = 0-1; Intermediate risk = 2; High risk
23
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N \1/\ Ijﬁﬁ 'ﬁiEjR&L ' BUKTL\X%
1615 e Lk TR S, HY) O

JINEE K 55 BiCohort 55 Bilt H ARG At 7«

FERE KT T65% B EEUER A
39,398 B4 (47.2%)
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Patients 1034
: | Follow-up 1.9 years
I Median age 75 years
Female 27.1%
‘ ‘ CHADS2 2(1-3)
| i S ‘\ CHA2DS2- 3(2-5)
< \ VAS
' - , HAS-BLED  2(1-3)
: L
CAD: Coronary artery disease
HF: Heart failure,
TIA: Transient ischaemic attack
PVD: Peripheral vascular disease
Co-morbidities in Chinese patients with AF
d L RHIAE, FEY%, 2012
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Cox regression analysis for TE event in AF Chinese patients without warfarin

Umivanate Analysis pValue  Multvanate Analysis p Value
HE. (95% CT) HE{95% CT)
Age= T3 vears 0.34 (0.13-0.79); 0.011 0.52 (0.22-1.23); 0138

et i B, e

Female 271 (095772 0.061 1.92 (0.66-5.58); 0234

Stroke TIATE 206 (4.49-5.87); 0.002 1.94(0.95-3.97; 0.070
Hypertension 0.52(0.20-1.34); 0.173 0.82 (0.30-

“ 5

" RN ot
0702

;'L.ai_'!'__l: o 0
Heart failure 0.44 (0.22-0.39); 0.022 0.72 (0.34-1.55); 0404
Diabetes 0.35(0.17-0.71); 0,004 0.55 (0.25-1.19; 0130
4.36 (1.53-12.41); 3.07 (1.64-9.11);
A

* TE event: Ischemic stroke, pulmonary embolism, or peripheral embolism

* Vascular disease: Coronary artery disease, peripheral vascular disease, or a previous
thromboembolism other than stroke/TIA.

h [E ZEFEEiEE, FEEE, 2012
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C Statistic
igh oscp | e
CHADS, 2.6
% in risk category 66.7% 0.58
TE events, No. (%a) (] 27(4.6%) (0.50-0.67)

CHA,DS,-VASe 2.9

% in risk category 81.2% 0.72

TE events, No. (%) 32{4.3%) (0.64-0.81)

Net Reclassification Improvement (NRI) : 16.6% (95%Cl 4%-29%, p=0.009)
Integrated Discrimination Improvement (IDI) : 1.1% (95% Cl 0.3%-1.7%, p=0.002).

b E 2 E TR, FEREEA, 2012
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CHADS, Chinese AF A.F natonal regur CHADS, VASe (lunszs AF Japaneze AF Euro heart study Swedish nationwide
in North Amencan ] AF cohort
— Rikboore —m@8@8@8M8M8M8M8M ;
No. TEmte No. TEmte No. TErate No. TEmte No.  TErate No. TE rate
£3 0 120 12 I 3l 0 1 0 103 0 3343 0.3
W 19 463 18 114 06 162 0.6 6770 0.9
1.0 184 1.6 11240 19
203 39 17639 48
19 19081 6.7
32 14433 10
3 15 869 154
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146 34 337 6.4
03 48 200 78

188
169
114

1

141 45 i3 36 . 114
3
4

[ et b= et K
[="=] (=] _—) ——

=h

o

Any beore 85 ¥ 344 883 37 2 11 1084 23 90 430 6.2
P Value 0.001 <0.001 =0.001 0.003

[ 2 o BN R R LA A 23R v R o
A& M HARNEE

b E 2 E TR, FEREEA, 2012
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Patients without warfarin Patients on warfarm
HAS-BLED , Bleeds per 100 pafient - year , Bleeds per 100 pafient - year
. No. of Bleeds ' : No. of Bleeds '
Risk Seor O 059 Confdence Inerval) O o590 Confience ntervl
0 5 18(0147) 3 001158
21(0446.1) Z 0 (078

1 :

! B3 18(0641) 36(01-184)
j 14(0436) - 25(0.1132)
2 A 40(139.1) 0.1(02413)
Auy Seore 2001230 9 2700767

HAS-BLED score : c-statistic 0.61, 95% Cl: 0.51-0.71, p=0.042

b EZE AT, RS, 2012
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Time to Stroke or Death

b EZE AT, RS, 2012
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Time to Stroke ar Death

e A, F RS, 2012
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Singer, Ann Intern Med,2009
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“Aspirin should not be used for stroke

prevention in AF”

RCPE UK Consensus Conference, February 2012

“Stop aspirin, think OAC in AF patients at

moderate to high risk for stroke”
SPAF conference, London, March 2012
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esults: For patients wath nonrheumatic AY, including those wath paroxysmal A, who are (1) at
low risk of stroke (eg, CHADS, [congestive hL.ul Luluw  hypertension, age =75 years, diabetes
mellitus, prior stroke or transient ischemic att ick| score of 0), we suggest uullnmln rather than
antithrombotic therapy, and for patients choosing antithrombotic lht: rapy, we nuguml aspirin
rather than oral anticoagulation or combination the rapy with aspirin and clopidogrel; (2) at inter-

mediate risk of stroke (eg, CHADS, score of 1), we recommend oral anticoagulation rather than
nulhu.lln and we suggest oral anticoagulation rather than aspirin or combination therapy with
aspirin and clopidogrel; and (3) at I]I'—‘]llh]\ﬂ[ stroke (eg, CHADS, score of =2), we recommend
oral anticoagulation rather than no lhu.lln aspirin, or combination they rapy with aspirin and
clopidogrel. Where we recommend or suggest in favor of oral anticoagulation, we suggest dabiga-

Jt3£2012: 1&f& (CHADS2=0) AHiteEkk =] ILARPTR

ACCP9, CHEST,2012
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BT =] VL AR FERARG H XURURSE: 22%(95%C1,6%-35%)
MetaZ3#1 (Hart, Ann Intern Med. 2007 )

{HHart Bt — 207X [ =] UL AR BB 58 3 3R 4T
metaZ; 4T, [ =) DLAR HH BRIE B 2 i FEAR 1 XU
%r19% (95% Cl,-1% to 35%) , NAET-REHE
I (14%, 95%Cl, -7 to 31).
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Aspirin 7E O ML 2975 XU 10%-20% 1) £
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“Primary-prevention patients is associated with
an increased risk of major gastrointestinal

bleeding and cerebral bleeding episodes”

N

d@ﬁn%

De Berardis, JAMA 2012,6
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Italian National Health Service

low-dose aspirin(S300mg); 186 425 pts

»The overall IR of hemorrhagic events was higher in
aspirin users vs nonusers (5.58 vs 3.60 per 1000
person-years; IRR, 1.55).

» Aspirin use was linked with a higher risk of
gastrointestinal tract bleeding (IRR, 1.55) and
intracranial bleeding (IRR, 1.54).

De Berardis, JAMA 2012
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CHADS, score

ANFEFUREIG ST by B A RS PR 7>
UK stroke incidence, mortality and cardiovascular risk management 1999-2008 BMJ,2011
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Subgroup Warfarin (n=488)  Aspirin (n=485) Warfarin vs aspirin
hge. 7578 — . n Riskperyear n  Riskperyear RR(95%CI) P
! Stroke 21 16% 44  3-4% 0-46 (0-26-075) 0003
Age: B0-84 ' B}' 5everit:.r
Age: 85+ i Fatal 13 1-07% 21 1-6% 055 (0-27-1.24) 0-14
! Disabling non-fatal g8 06% 73 18% 033 (0-13-077) 0005
Make— 1 Type of stroke®
_ . Ischaemic 10 0-8% 2 25% 030 (013-0-63) 00004
emake — I
! Haemarrhagic 6 05% 5 04% 1-15(0-29-477) 0483
""Ethc'dﬁfc‘i?cﬂ":;:‘i:’t:;— —o-— e 5 04% 7 05% 0.69(0-7-251) 053
Method of identification:_| i Other intracranial haemorrhaget 2 0-2% 1 01% 1.92 (0-10-113-3) 065
SCreening i Systemic embolismi 1 01% 3 0% 037 (0-01-3-899) 036
Cn warhriel:i E;F-;{:s B E Total number of events 24 18% 48  38% 0-48 (0-28-0-80) 00027
1

On warfarin before _|
entry: no

History of

e o = BAFTAE)??E:
I 973 il Wi, Fid>75%, THIERSLS
CHADS2 score: 1-2 - fl 5
cuoszionze] b = M IRVETT 2 X LT R G AR B P
o] 11 45 A ZRAR i 551 UG bk v 7 40

_ | i ) DG AR T o 5 32 4 o B AR o v A L A
S R NN k3, EAS e 4

Favourswarfarin Favours aspirin

—REHLERE (PR, BEERGME SRS M) (BAFTA,Lancent,2007)



Aspirin

Clopidogrel

Double antiplatelet

Warfarin
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HR (93% CI)
1[Reference]

127 (0.65-2.50)

140 (0.35-3.57)

1.52(0.72-3.23)

1.65 (0.76-3.57)

Hazard ration ( 95% CI)

\\[o)
antithrombotic

Aspirin
Clopidogrel

Aspirin +
Clopidogrel

warfarin

o B 2 4E B BB A MU T AR R AR KU

Hh [ 2 B B A

Patients

1034
186

376

108

215

149

VLA

TE
78

10

26

10
15

17

, FEREZ, 2012
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HR (95% CI) Patients MB
1[Reference]
1034 36
i 0.35 (0.14-0.85) No 186 3
antithrombotic
Clopidogrel 0.74(024:220) Aspirin 376 12
Double antiplatelet 035 (011:-110) Clopidogrel 108
Warfarin 0.88 (0.36-2.17) AERITIDE 215 9
Clopidogrel
warfarin 149 9

Hazard ratio (95% CI)

H B ZE BB E A FPURIEIT N H I & A RS
hEZEFEEE, £REEY, 2012
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A Japanese AF trial also showed no difference between
aspirin and control for the primary endpoint of
thromboembolism-related complications (cardiovascular
death, symptomatic brain infarction, or transient
ischemic attack), with a trend toward more major
bleeding in aspirin-treated patients

Sato H, Stroke. 2006
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Thromboembolism

Intensity of anticoagulation (INR)

Gersh,

Cr-
Ll

Hmnrrhaﬁe

5

® Increasod rates
In the elderty

T Sanstivity INR
variablity T

Rev Esp Cardiol, 2011
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Age <60 (ref.)
Age 60-65
Age 6570
Age 7075
Age 75-80
Age B0-85

Age =85

Age <60 (ref.)
Age 60-65
Age 6570
Age 7075
Age 75-80
Age B0-85

Age =85
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o Non-OAC cohort
® DAC cohort

2.0 3.0
Hazard ratio of major bleeding

Olesen, ] Throm Haem, 2011
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Singer, Ann Intern Med,2009



Int P=0.28 mt & = 0.91
| |
RR 037 AR .42
(0.21—0.64) (0.25—0_70)

RR 022 AR 043
(0. 11-0.45) (D 250 T4}
041

110 mg 150 mg

Dabigatran

Dabigatran AN =S 22 4 5 B 5 Al Y HE O XU
Sinnaeve, J Intern Med, 2012
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RELY: Intmcranial bleeding rate

B5FE
Cr11d
D50
Warfarin
0110 v=. Warfarin P =063

D150 vs. Warfard n P =i 42

=
£
E
g
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Age
Dabigatran N3 1=y =2 4F b5 BIUE & AL HE I XURS:

RELY, Circulation, 2011
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RELY: Extracranial major bleeding rate
LT TERY E53E

—— Dna
— D1sd
Witarfarin
0110 v Warfarin, Plj=0_006
D150 w=_ War farin,P{=0.002
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Dabigatran T /Il =y i =& 4F b5 BIUS B i/ Hh I XS

RELY, Circulation, 2011
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B AQE <65
B Age 6574
m Age =75
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Dablgatran 110 Dabigatran 150 wartarn Dabigatran 110 Dabigatran 150 Wartarin

Stroke & non-CNS embolism

Major bleeding

Sinnaeve, J Intern Med, 2012
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Dabigatran

<80% dabigatran 150mg bid
>80% dabigatran 110mg bid
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