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Meta analysis of anticoagulant effect and safety of warfarin in patients with atrial fibrillation Wang Xiaoli,
Tang Haiqin ,Lang Cuifeng , Jiang Pin,Zhang Yawen( Department of Cardiovascular Medicine for Geriatrics ,the First Af-
filiated Hospital of Anhui Medical University , Hefei 230022 , China )
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[ Abstract] Objective To evaluate anticoagulant effect and safety of warfarin in patients with atrial fibrillation.
Methods The literature of randomized and controlled trials (RCT) about anticoagulant effect and safety of warfarin in
patients with atrial fibrillation were retrieved from Cochrane Library, Pubmed, EMBASE, WANFANG, CNKI, CBM and
VIP(by April,2017) ,and documents were selected by inclusion criteria and exclusion criteria, extracted materials was
given methodological quality evaluaion. Meta analysis was conducted by Statal2. 0 software. Results  There were 20
RCT and 2194 patients were included. Meta analysis showed that the anticoagulant effect of warfarin was better than that
of aspirin; incidence rate of cerebral infarction of warfarin was lower than that of aspirin (OR =0.15,95% CI ;0. 08 -0.
29,P <0.05) ,incidence rate of stroke of warfarin was lower than that of aspirin( OR =0.35,95% CI.0.22 -0.57 ,P <
0.05) ,incidence rate of peripheral arterial embolism of warfarin was lower than that of aspirin ( OR =0.42,95% CI .
0.25-0.71,P =0.001). incidence of mortality of warfarin was lower than that of aspirin (OR =0.28,95% CI:0. 14 -
0.59,P =0.001) ,and there was no significant difference of safety between warfarin and aspirin( OR =0.90,95% CI ;
0.66 —1.22,P =0.488). Conclusion The safety of warfarin and aspirin is equal,but the therapy effect of warfarin is
better than that of aspirin.

[ Keywords] Atrial fibrillation ; Warfarin ; Aspirin ; Meta-analysis

ESTE : E5 B 2558 8 [ 5 B G RIVFFE Ll 55 @ I BHIF & 8 (IDZX2015133)
YEB B Eemg , W LTS 4 , Email : 704647857 @ qq. com
BISESE HEID , FATEI, #3%, 14 S0, Email : tanghq898 @ sina. com



- 438 - o E I R AR 2018 4E 8 A5 21 #4554 ] Chin J Clin Healthe, August 2018, Vol. 21,NO. 4

O P ER S (AF) J2 i PR B LAY PR O R
o, RS 0 0 A v A XURRS , 3G Bk AR
BOEA, 2006 4.0 b B 8127 45 B 2 3 CHADS,
PRGN I RG WML O ) R
PRI L g B Bl R 3 e AR 2 P R b ST S e PR
TIHC 1 234 B E G IA M4 (TIA 5 52 5 i
o SR, B 2RO A fE B R R A 2 5 20 P B
FEE ) CHADS, $F53)2 43I kA v il 2 A 24
R XS T S LYl I BE 24 4 o AL A i R
(O D BRENIZTT 1 B A A A G I R 3R 2 AT 300, 4 fik
A AT AR B XU DA, B i 60 B B Sl R
HATPUERRYT o A UETEHRIE , KT EER YT AT LU
AR O B B Bl 8 1) A v KU [ I 2 68%
AR AR Sy e XU 2 M i e T A A s 7.0 i B 5y
BRE TR TP I 5 Ab L B AR I s v P Ak
APROXSF e L P A A e R 65 s 1400 o B B A 3 W AR
FORBHES o A AR T b B 1 P
TBIT ST R AR ST FEANAT 7 AR SORE R e ) i
THRVT o
1 #ZRERHZE
L1 gy AbRHE (1) BFFE R AL B AL X MU 50
(RCT) , it 2 i EE, MR T 53 (2) 4F
FEXS G B P ) 2 45 & AR A AR 00 o BR Bl 4 12
Wibr iz, I HLoC P B gl 4 22 I [ B4, 75 ZHTBEA
¥75 (3) T WU I « >R AR L ARG BEIR 7 AL o B 5%
4, BT w] DEARBTEER YT 2 Ry X HRAL 5 (4) 25 Rda br ok
FIRAESE e SR Sk € SET i R
R G JRAE R
1.2 HEBRARdE (1) HEBR A B A IR ST O
P B sh 4G R B 16 bR S b A MBS (2) 4
RN O 5 BRSO WF ST 5 (3) HEERBE TS LT ST | i
IRASGEHIE (L7 ik  Meta 7 A1 55 28 B SRR (4) HE
FRAS LAASTE RO A 2 20 T B it i
1.3 CHKEZER  #:& Cochranelibrary , Pubmed , EM-
BASE, J7 J7 %08 PE, v A AR T A SR
(CNKI) , v A=y 1= 2 SCHR B P22 (CBM) |, 4385 %8
PP (VIP) o G B AH O SCHR & 2 2% S0k, K R H
B9 2017 4F 4 J Z o ORI ZR I AR 0
PrBREh” “ HLBER S BEALRT R i) =] PLAR”
CLAVET AR SRR TR Warfarin” * atrial-
fibrillation” “ anticoagulant” “ RCT” “ Aspirin” “ safety”
“effectiveness”

1.4 JRETEHM 1P SCE R Cochrane Handbook

5.0 #E4£M RCT FitiFA bR e, DL 6 A4 1Y) 7 5
Bt X i ey IRURSE 2647 PE A« (1) B BILIT 51 1) 7 A
IR G HE 5 (2) J2 5 St 43 Fe B (3) 2 5 Xof
REMZIREME ; (4) & BRI E
(5) G RBAG B EHE 5 (6) BB AFTEE PN S
FEHEER (7) HAb R R I . 55 7 bRt a8
TR oE, 5 AT RE B Ay . TR TR 2
AAEZ ST TE I, WA THE A AN RE IR B — 20, i
B HE,

1.5 Siil2pab ¥ SR Stata 12. 0 34T Meta
G3HTe FEAR EBORTHECRORL, SR A LB L (OR) J
95% RI {5 X 8] ( CT) VE R W58 RN T8 45 , B 565 Bt
BB B RS b, #5 P=0.05 H PP <50%
A ZA [R5 (8] B [ BT, 2 P [ 20000y A
RUPEAT AT 524 P <0.05 8 I =50% I\ 24~ [F) 26
WFSEAAEAE S B, SR P i AL 2080 1 A5 A0 4R 47 43 B o
I, R Begg FRAH I 34T 2 54716 & R 77 o
P <0.05 NERH IR L,

2 #R

2.1 SCHERKS SR W1k ARG SOk 421 5
A A ] 152 S T A R S R 89 R SCHR IR HE
SRIGHEA T4 SC I s, I e P 2 — 2 e g AR HE
BRAmife, 24 A 20 ANBIFSE 0P 2194 4] 0 2, Ho A
24 1100 5], X} HEZH 1094 i,

2.2 4iRiER

2,21 BWAEAEEER AR 10 FF X
[N {81 1 B - s =2 S [ =)
[ RE (P =1.000, =0% ) , HCR 8 e 5 AR 7
HETARLL 9 i 15 8 & A A T Bi) =] D AR (OR =
0.15,95%CI.0.08 ~0.29,P <0.05), W& 1,
2.2.2 fAHRAEE O HAM 0 X
FREOT ISR T AR P LR R RS ] B
AT (P =0.797,F =0% ) , TR R 22 5500 5
R, AR R R I G A kA SR A T BT ] DG bR 2
(OR=0.35,95%CI:0.22 ~0.57,P <0.05) . W&
2,

2.2.3 SMEBIKEE R AR A 12 5
JRCOT 110202224 T B Bl koA S 1 R
R, BT EAT W E (P =0.495,F =0% ) ,#CR
FHE RO A bR 2 (0 1 & S ko 98 A R
MBI EIPCARLL (OR =0.42,95% C1:0.25 ~0. 71,
P=0.001), W3,

2.2.4 T RHEEXR AW 12 B



A e R AR B2 7S

2018 8 A5 21 &5 4 ] Chin J Clin Healthc, August 2018, Vol. 21,NO. 4

- 439 -

T (SN Ay &k 2 PG
[ Bt (P =0.999, 1" =0% ) , HOR FH & BB AR R
A PR I BE T R A AT B m] IE AR 2 (OR =
0.28,95% CI:0.14 ~0.59,P =0.001) ,

2.2.5 HmMFMERAR GIAR 18 ke
B T AR A A R A OETE A AT TR (P =
0.656,1" =0% ) , HOCR I 52 BN AL, AR pkivy 42

Sl 5 T 7 DG A 2 5 648 H 2 B X (OR = 0.90,
95% CI:0.66 ~1.22,P =0.488) , WK 4,

2.2.6 RFMH TELL LR R A 5 RS
FRAG 18 TUHFSE T Begg BEAIGHE AMHT , Begs 1%
RS Pr> 121 =0. 211, (A5 A7 76 W]
A HE A SO AT LT Meta 407

WLIE'S o

Study Events, Events, %
D OR (95% Cly treat control  Weight
‘
FUH —-—%— 0.11(0.02, 0.53) 2/42 13142 19.12
B +— 017 (0.02,1.58) 1/32  5/32 748
T8 & : 0.07 (0.00, 1.21) 0/40 6/40 9.92
ik BHE +— 0.18(0.02, 1.63) 1/50 5/50 7.57
£ R —;-—— 0.19(0.02, 1.70) 1/44 5/46 7.38
2 # +— 019 (0.02, 1.65) 1/60 5160 7.59
HRX 022(002 213) 1/28 4/28 596
FEE _._ 015(0.03,070) 2118 121118 1822
*iEE —————+————— 0.15(0.02, 1.31) 1/63 6/63 912
2 8 —v:-*—— 0.19(0.02, 1.67) 1/90 5/90 764
Overall (--squared = 0.0%, p = 1.000) <:> 0.15(0.08,0.29) 11/567 66/563  100.00
;
|
|
|
T : T
00356 1 281
Bl 1 A ASTHRIGREZE S X 1
Study Events, Ewvents, %
ID OR (95% CI) treat control  Weight
:
HRIE -{—-—— 074(031.179) 11/62  14/62  13.68
I=iF £ i 0.07(0.00, 1.41) 0/33 5132 8.92
B P —-—— 0.32 (0.06, 1.67)  2/44 6/46 9.08
=t —-E—— 0.25(0.05,1.31)  2/60 6/50 10.26
i
B B ' 0.13(0.01,2.63) 0/36 3136 5.60
=heail] —-I— 0.31(0.10,0.99) 4128  12/128 18.85
WHRINE : 0.31(0.09, 1.02) 460 12/64  17.58
Bl i 0.31(0.03.317) 1/30 3130 470
FEIF . 0.23(0.02, 2.16)  1/40 4/40 6.33
$hEE i (Excluded) 0/43 0142 0.00
Overall (--squared = 0.0%, p = 0.797) <> 0.35(0.22, 0.67) 25/536 65/530  100.00
v
i
|
i

T
00395 1

& 2

T
253

I SCHRIR A HE AR X L



. 440 - G RS 2018 4E 8 HEE 21 #4554 3 Chin J Clin Healthe , August 2018, Vol. 21 ,NO. 4
Study Events, Events, %
ID OR (95% Cl) treat control ~ Weight
SRIE —L.—— 0.63 (021, 1.89) 6/62 9/62 18.30
1
$hEGE . 098(0.06, 16.13)  1/43 142 222
5iBHEE : 0.33(0.01,8.21)  0/50 150 334
Iz : 018(0.01,395)  0/33 232 563
BRI —+—1— 012(0.02,060)  2/28 128 2299
HHE : 020(0.01,414) 0118 21118 560
=3 —hﬂj—— 025(0.05,131)  2/60  6/50 1424
i3 0.31(0.03, 3.17) 136 3136 6.57
=4 ! 11.45(0.63, 209.17) 5/128  0/128  1.08
KiIEFE 0.49 (0.04, 5.57) 1/63 2063 443
| & T 033(0.01,820)  0/90 1/90 3.36
FEIz & 0.08(0.00,149)  0/40 5/40 12.23
Overall (-squared = 0.0%, p = 0.495) <::> 042(025.071)  18/751 437739  100.00
i
T * T
00426 1 235
B3 A ASCHRAM A S kAR FE AR X L

Study Events, Events, %
ID OR (95% Cl) treat control  Weight
B IR ————+————E 017 (0.05, 064) 3/62  14/62 1502
HoReE —_— 0.97 (0.31,3.06) 7143 742 6.68
AR —_— 1.90 (0.51,7.05) 7142 4/42 3.76
Sk < - : 031(003,317) 132 332 328
TEH - 0.32(0.03,3.18) 1/40  3/40 3.30
b EE _— 0.78 (0.20, 3.10) 4/50  &/50 518

]
F=F —_— 125(0.30,5.15) 5/33  4/32 3.88
SiERE — 116 (0.40,3.38) 9141 841 7.04
BiF £ P : 161(0.26,10.13) 3/44  2/46 205
= . 3.11(0.31,30.73) 3/60  1/60 1.07
BRI - 1.00(0.13,7.64) 2/28  2/28 2.09
TEE . 202(0.18, 22.55) 2118 1/118 1.1
B B . 0.73(0.15,351) 3/36  4/36 413
BExhl —_—— 075(041,138) 24128 301128 2747
WIRE . 221(0.39, 12.56) 4/60  2/64 204
kiEE 1.00(0.37,2.71) 9/63  9/63 8.69
| B r 2.05(0.37,11.47) 4/90  2/90 215
. i
Ei] : 2.07 (0.18, 24.15) 2/30 1/30 1.05
Overall (--squared = 0.0%, p = 0.656) <> 0.90 (0.66, 1.22) 93/1000 102/1004 100.00

!

T . T
0307 1 326

B4 Y ASCHRH I 38R Xt L

4r Begg's funnel plot with pseudo
95% confidence limits .

2F . : o
~ . .
3 - e <

of : -

-2 C1 Il 1 J
0 0.5 1 1.5
s.e. of:OR

B S5 2 ASCHR R R o



A e R AR B2 7S

2018 8 A5 21 &5 4 ] Chin J Clin Healthc, August 2018, Vol. 21,NO. 4

. 441 -

3 itig

LIS H AT IR R B8 IS BE Y 2 —,
HAE FBLA A AR WU SR 28 M IR BL B i 24
AT R K B, G464 R K a4 4h
G S EA G ATl , (o 2 AR 2R KO B 1 1
I VI IX L X AE PIRG4S 2R y-iR kAL
SEAN T T3 F80 A 25 9 /b, DT 4900 ) o 9 B T o 10 Al
VSR I i 1] [ PR AL LU AE (INR) 245
TE2.0 ~3.0, BEZE AT AT RCHB; i 2 b & A o T By
] DA B S A I T 77, 36 2 40 1) B S A il , (2R
SAALBE P AL 5K R 1 . HITSIER G2 MRS IR R
H2 (65 12 BEL , DT [ 2 i 00 1 ot /DA 7= A6 I A 25
A2 el it Al SR AR AR OB T BEL 1 i A FE ko

ABFTELE R BN IEMRBERR RN AL AL il 2
FUAN e By Bk 2 19 KUBS: , A2 bk B ST BERCRAR T Bl
A DU, T HL O A A RO (5] 4 B 4% AR
Hh M) BT R VEAR 22 SR e G i 8 o WO I 2 5]
G A R 42 ] INR ) 2R e
LA T 32 VR AT A FLAT R 32 190 o SRR
I VF 20 P B s B CRe i 2 4F 83 A REMT
o, BB RMPEA &, A T AR R AR IR T
SRR A AR, B0 A 28 S R R IR 4
PR A BA ™A 4 IR S A B 2SR A I INR
B, TN T AN RSO 1 ¢ AR 38 il A RRUR el 3
TR B BR SN 8 HEAT AR AR P A (R 2
A W), A BE R AE MR B R IR, (T2
BEZ A

ARGV BIRI AR TSI LR IEROIRY T
4 BTGP0 7R S R R A F R R A —
LR AR AR R BCR Y  NBORE s AR IR 2 IR AN A
s S5 AR WAEIE BE 27 Uk 1Y ) B2 A2 3 — e AR
ARTBIR R o Rt , 3 1 o AR A v B A A e i —
A IF TR BT BEAIL A BRI, 4 )] B R A 2
ORI s R B AL B0 B TE A ik AR L BE R
70 Dy Bl T RS A, DR U A IR B
U A 5 3 4 R 52 B
[1] GO A S,HYLEK E M,CHANG Y C,et al. Anticoagula-

tion therapy for stroke prevention in atrial fibrillation ; how

well do randomized trials translate into clinical practice?

[J].JAMA,2003,290(20) :2685-2692.
[2] SINGER D E,CHANG Y C,FANG M C,et al. The net

clinical benefit of Warfarin anticoagulation in atrial fibril-

(3]

[4]

(5]

(6]

(7]

(8]

(9]

(10]

[11]

(12]

[13]

[14]

[15]

[16]

[17]

(18]

(19]

lation[ J]. Ann Intern Med,2009,151(5) :297-305.
PETERSON G M, BOOM K, JACKSON S L, et al. Doc-
tors’beliefs on the use of antithrombotic therapy in atrial
fibrillation ; identifying barriers to stroke prevention[ J ].
Inter Med J,2002,32(1) :15-23

OKCUN B, YIGIT Z,YILDIZ A, et al. What should be the
primary treatment in atrial fibrillation: ventricular rate
control or sinus rhythm control with long-term anticoagula-
tion? [J].J Inter Med Res,2009,37(7) :464-471.
MANT J,HOBBS F D R, FLETCHER K, et al. Warfarin
versus aspirin for stroke prevention in an elderly commu-
nity population with atrial fibrillation( the Birmingham At-
rial Fibrillation Treatment of the Aged Study,BAFTA) :a
randomised controlled trial [ J ]. Lancet, 2007, 370 (8) :
493-503.

SRR L MRBUER IR YT 40 D B Sl 62 Bl PR 2%
I3 LT ] SRR I 25 JE S ,2015,15(66 ) -88.
PHORGE. SRIEMR S i w] DCAR TR O D B 8 8 3 25 Y
BT ] R A 2T 25,2016 ,9(6A) +12-13.
AL AR5 BT ) DE PR TE R B A AR 0
B2l (8 I b A S R e [T ] SR
FHAC Rl 45 7% 75, 2016,24(5 ) :135-136.

KNP ATEARAE O 7 Bl e R R EE [T .
PAMREEFE,2015,29(2) ;123-124.

TER . AEIEMIRTT 0 B Sl B4 T OR 5 T 252 42
PEBFSE L) ]. BRESHITHT,2016,25(6) :90-91.

GBS AIEMIATT O B B ORI E S i [0]. BR
Z4RiNY,2016,20(6) ;188-189.

EZA RBR TR VY. i 08 1 AR . O B R 8l 1
MBI T T RO L R R [T]. RGBS,
2016,7(1) .47-49.

SCERE. I MR TE 1 SR 5 B ) A8 5 P A i
AR AP A 22 A vE LS [T ). op [ AR 25 W 0
2016,10(9) :179-180.

WREENI. AR MO rb 2 4 A I O P B 8l 7 L B
YERRXT LEIRER [T ], BE2%(5 .,2014,27(2) . 74.
SHEARTEMIRT AR IR O s B 2l £ A BTRES T8 %
GAPERS EEIHTLT ] IR PRI ,2014,12(5) :100-101.
B 3C. AR Y RS L i B S T B Y 5 T OS¢
[J]. wRAFSE,2014,12(11) :190-191.

e te. Aekmany 7 AR I L b B 3 8 E LB T
BT AEPERIS AT LT ] I RIS ,2016,14 (10)
72-73.

Jett. AR AR B B8 AR AR PLBEIR T (Y T AT 1R
B e R [T ]. thAMEYF ,2016,35(5) :131-132.
WRRE. 450 i B 8l 58 2 107 FH A TR AR B A A 0
MBI T]. BE2RLEAR ,2015,21(13) :2496-2497.



