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[ Abstract] Objective To systematically evaluate the efficacy and safety of early initiation of oral
anticoagulation in patients with acute ischemic stroke (IS) and non-valvular atrial fibrillation (NVAF). Methods
PubMed, Embase, Cochrane Library, Web of Science, CNKI, Wanfang Data, and VIP databases were searched to
collect clinical studies on early versus delayed oral anticoagulation for IS complicated by NVAF from inception
to December 31, 2025. Two reviewers independently screened the literature, extracted data, and assessed the
quality of included studies. Meta-analysis was performed using R software. Results A total of 11 studies
involving 9,293 patients (4,264 in the early anticoagulation group and 5,029 in the delayed anticoagulation
group) were included. Meta-analysis showed that there were no statistically significant differences between the
early and delayed anticoagulation groups in the risk of recurrent IS or transient ischemic attack [RR=0.86,
95%CI (0.68, 1.08)], composite outcome [RR=0.87, 95%CI (0.72, 1.05)], symptomatic intracranial hemorrhage
[RR=0.97, 95%CI (0.54, 1.73)], major bleeding [RR=1.28, 95%CI (0.68, 2.42)], and all-cause mortality [RR=0.87,
95%CI (0.74, 1.03)]. Subgroup analysis showed that very early initiation (<3 days) was associated with an
increased risk of major bleeding [RR=2.60, 95%CI (1.20, 5.63)]; however, this finding was based on only 3 small-
sample studies. Conclusion In patients with acute IS and NVAF, early initiation of oral anticoagulation showed
a trend toward reducing the risk of recurrent IS or transient ischemic attack, though the difference was not
statistically significant, and did not significantly increase the risks of symptomatic intracranial hemorrhage, all-
cause mortality, and major bleeding. Future high-quality studies are needed to further refine the optimal timing

and individualized dosing strategies for NOACs.
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thrombin inhibitors"[tiab] OR "factor xa inhibitors"[tiab] OR warfarin[tiab] OR dabigatran[tiab] OR rivaroxaban[tiab] OR apixaban|

#4 ("1900/01/01"[Date — Publication] : "2025/12/31"[Date — Publication])

fE1 PubMed# R 5B
Box 1. Search strategy of PubMed

https://ywlxbx.whuznhmedj.com/



WRAITIRF 2R 2026 £ 10 HE 35 5% 10 8

O, Qe B T11; G% Rk
&Ky @H R, QRS T Ias R
B2 o B 39 A= v A S e (A ()
RS T RIS, 25645 S 0 A 45 SR A
E AR AT AU B 2 (IR e AU
“H—@E KB ). XFIERCT, >KH MINORS ¥
M HHATIEM Y, WA 120 %H, BETEY
F053 CRRIE) . 140 (REFFEATES) 3%
25y (B HAG B 5ESr), 18 4%id T Joxt Bt
5% (B 1643), A9 12 4538 1 T4 X IR L4
PEOFSE (B 2443) e 2 BRERTE Meta 20477
¥=114r Giisr164r) 821745 (53 2441) &
SRS, 6~104r T, <5 IR .
1.5 SitFESH

K RA53 A AT 53T, (HH] Meta £
(v 82-1) SEM Meta 73 #r. KT Zr287A8H, R
FHAEXT GBS B (relative risk, RR) 1E R %W 35
brs X Pt Aa, RHYEZE (mean
difference, MD) VYENZANFEHR, FrA ROV 411
H95% EAZIX[A] (confidence interval, CI), 43¢
MR ELEER S B bR vfE 22 0, EL PR UM 1 2540
AU S Th A 8 (DU e ) B, SR
Wan 5§ 1 $E I T A B B e bRt 25 . AW AHIE
18] B9 5 R H Cochran’s Q K56 1 P4E 1T 17F
FiPAs . 24 P<50% H. P>0.10 1, A g #F5E ) 5
FPEE /N, R [ RO AR R AT 800 1 5 O
i P250% H.P<0.10 i, MDA R F7 45 1 3 5 bk
K BERLRN B AT 50 0 & IFR0N & S
95%Cl GRS R Z K g o >Rk H T B 45
H Egger L% A1 1546 560 0P Al & R hifar . LA P<0.05
REFAGIEEE L,

SRR F TS (] 5 Jo P B v ek TR EAN A 3
SRR fERYE, BUSETHRI R T I 2 A3 B AR
AT MRS SR TE bR A B 5T B e SN PR AR
ik, X AFEAE =2 WA 5T AT L3 0 45 Jmy 47 0 41 53
Bro WML NIRRT 2 Ot
oAl RCT HAERCT; QW MHiEEE L. Rt
EERTR <4 d 5<3 do WA R 2= R EEH
B AL BURE S TR B — SRR, %7
PR TG IS G IF AN 1L T ] A A AR B o Pk
W N, WS A R e B
Heli

https://ywlxbx.whuznhmedj.com/

1189

2 R

21 NHEHRRERER

LK B 8 763 F AHOCSCHR, 25 J5 A SC
BkS 7625 . MRYRAN . HEARE, B H S
WITHHERR 5 459 5% . Bl CE 0 303 F . FeXal
A VLS, SCERITZE i fe S a5 A LA 1,
2.2 NSRRI E ARSI

9N 1R SCRkH, 6 A RCT, SH R AE
RCT 58 . HL K 9 293 il i, Hovh 4 264 4%
ZRHPIEE, 5 029 4 Z AEIRBLEEIRYT . WAL
HRIEAERAE L5 1.
2.3 NHREITFMER

K H RoB 2.0 T HXF 6/ RCTHATIEMY . 44
PR A A Q- 1 IFSE 7 78 fi A S
PER AR RUBS: , o AR g LS Sk AR XU 5 4 T3 A
Rl P51 (15| K S A SRR S W N5 1 R €283 i G
BT AR R B IETNY, AT U N A
SR, H AR Ay KU A A — i KU 5 1 T3
%7 R G R S AR B P A e KU, R AR
b ST A A RS, B AR A3 XU ATS S AT — s IR
B o VAT A B P A A e, DLBRRE 1

K FH MINORS % H %FHE RCT #E47 T & PF i o
RN, A RYAEREHLIE ST MINORS P43 [
K 17~2241, BERBIRAELL E R, R RRIA TS
B, DM 1

’ A EC R R A AR KSR ‘
(n=8763)
[

ﬂﬂﬁlf;m*ﬁi})}i%(Hu‘%??;“i?ﬁ?%é-ﬁ Il%?i‘

n=0

[ mEmsmam w=576 |

HEBR SR (n=5 459)

I F¢ (n=1083)
s AR BAFTE (n=1598)
s MFRFUATTS (n=2778)

I Mﬁ@B\MEW@EﬁXM ‘

(n=303

HEBR Sk (n=289)

» BIEFABAL (n=4)

1 s THUEEATT & (n=108)

s HABRAER (n=131D)

« TR REbE (n=46)

I IS5 35 S
4

(n=1

HEBR STk (n=3)

||« A AT L (n=2)

. g}%%ﬁ(??*ﬁlﬂiﬁﬁ%&%
L (n=1

[ #Metas i scik (=10 |
B 1 EkimEmRiEE
Figure 1. Flow diagram of study selection
W R AR R 69 BB Bt R AR AR e T, PubMed (n=1 664) .
Embase (1n=1522), Cochrane Library (#=661). Web of Science (n=2
460). CNKI (#n=815). WanFang Data (n=643). VIP (1n=998).




1190 Chin J Pharmacoepidemiol, Oct. 2026, Vol. 35, No.10
T 1 MANARERESE
Table 1. Baseline characteristics of included studies
ELYNG e Tl he i i A i A fRbesERAngs  FUBEERTHL SRR AL %E;’ pﬁl‘ﬁ
(T/C) (%, 1C) (%, TIC) Fabn W
Werring RCT 1814/ 78.5+9.9/  44.7/45.9 fEAif DOAC <4d 7~14d D23 90d
2024 12 1807 78.5+9.9 @®
Fischer RCT 1006/ 77 (70-84) / 45.6/45.3 NOAC . <48h RJE. 3~4d DB 30d
2023 1» 1007 78 (71-84) . 6~7d g 6~7d @B 90d
B 12~14d
Oldgren RCT 450/438  78.4+10.1/  46.0/46.3 NOAC <4d 5~10d OB 90d
2022 17 78.349.7 ®
Labovitz RCT 41/47 72.6£14.9/  63.4/48.9 RIRAl. PIURVPEE  TIA: #50-~3d TIA: 557d O3 180d
2021 24 74.3+10.5 XTHRZH . Aeppk BEREAE<DS5 em:  AEFEAE<DS em:
#i3~5d Hi14d
FEFEA>1.5 cm:  AHAEAE>1.5 cm:
#57~9d #14d
g RCT 51/102  62.18+10.27/  31.4/43.1 FIRTSPE <3d 3~14d DB 64H
2022 1» 66.05£6.21 @
Mtk RCT 56/112 745+102/  46.4/53.6 FIRIDHE <3d 3~14d OR@ 90d
2019 2 76.8+9.7
Mizoguchi  RUBETEBN  223/276 74 (68-81) / 34.9/36.6 NOAC! <3d >4 d DB 24
2020 27 GEEgE 75 (69-82) @®
Wilson BIHEVEBN  358/997 7511/ 4143 FEEME DOACS <4d >5d OB 90d
2017 %0 mEgy 76=10
Seiffge BOIEPEBN 100755 79 (72-84) /  43/45 Y4 : DOACs <7d >8d @ 90 d
2016 ¥ IS 81 (73-85) XHREAL . 1EEAK
Cappellari ~ FHEPEBR - 97/50 78.8+9.1/ 38/38 NOAC <3d 4~74d O3  7d
2016 1 BT 79.3+6.5
BARAL [IEEPEBR 68/138 70.02+5.02/  47.1/45.7 FIERT>BE <3d 4~14d o@D 61 A
2022 BV GEgY 71.32+7.41

E: T84 CoaER4, DOACs AT B FMRIN 6 2 R A48 25 4 QLAE TRk IV E | sk BE | RJEIV I, ARV IS NOACs & & H A
# 0 IR FLER 2 4 R PR R AR AP AT O R AR 255 NOAC R 7 3F 9 WL ES LA 50 Kk PR 2 8 % P48 7 69 DOAC/NOAC B4R & A (4o Mizoguchi 2020 #F
P BAAER T AR IE | KBS TR IE P egiEE ) AR OLALR (LARMIS, TIA, sRBMN Hh, &FBAE, Mt
K S TR AR QISEARTIA; GsICH; DX ibih; ®aRRT,
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0%), PN RIXFIG/NZE SRS M B Tl e
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RIoy )2 AT WA 43, 6 T RCT A I RR 4 0.94
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J¥RR 5 0.81 [95%CI (0.46, 1.42), P=0.461],
BTGt S, R BT L2, 5T
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P=0.045], R FHIBEE (<4 d) TTRRINE A4S
Jey RURS: 5 1 4 Wi <3 d BB 5T B9 & 9F RR by 1.28
[95%C1 (0.81, 2.00), P=0.290], %R T 5t
B (F23). B—HIBR W A T HUSME T,
43 RRYGHEH 0.85~0.94, 95%CI 4L 1, PG
4 2.8%~36.0%, YA MR TCHE i 25 S5 1 45
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w, BRE ARG I Rradd (FfHFE3).
243 ISHEARTIA

9 Iy 7 BFGYHRE IS & & B TIA 4
I8 860 il i3, Hoh RUBHTEEL 4 061 1], FEIR
PriELl 4 799 . AR T T (P=0%), X%
FH T RS AR S35 3 o B EE ok
FH AR IS & & 5 TIA KUK [RR=0.86, 95%CI
(0.68, 1.08), P=0.200] (BM{FKEI3) . $EHFTRE
Ry EEAT 43 Hr, RCT (6301) A3 RR A
0.87 [95%CI (0.63, 1.19), P=0.371], dERCT
(31) 4IFRR 7085 [95%CI (0.54, 1.33), P
=0.469], ¥LGIFFE L. R APTEEE Lo

F2 11 IR BEIER A SERTE AR L HIERT L
Table 2. Comparison of baseline data between early anticoagulation group and late anticoagulation group in 11 studies

i H oA H P (QF5) r WA N (RREEMD) 95% CI P

Lotk 11 72 0.86 0% [ 7 0.98 (0.96, 1.01) 0.180
R 7 [22. 2426, 28, 30-51] 0.44 0% 5z -0.54 (-1.06, -0.01) 0.045
AR/ TIA 10 17, 2231 0.93 0% [ 2 1.00 (0.92, 1.08) 0.960
] 11 17 2530 0.16 32% 5 0.94 (0.87, 1.01) 0.090
IS 11 (17 2 0.09 39% [Eipe 0.98 (0.95, 1.01) 0.150
NIHSS 53 5 (225, 301" <0.001 97% Fifi AL -1.64 (-3.82, 0.54) 0.140
CHA2DS2-VASe P43 4 L7 223, 270 0.09 53% B -0.11 (-0.35, 0.13) 0.370
HAS-BLED 343 1 2] - - - -0.10 (-0.37, 0.17) 0.470

E: AR RAEFR L EAZE, BRI LAIRE PR (W EHNIE), REAT A RIRAET 3 HaAr ok 28, AN Meta 5 H7,
" NIHSS #F %5 AR &34 97%, 225 R TR X R P69 2B A6, AN S AR, © CHA2DS2-VASc #5104 BT AR T A

#3 BEERBIERTHEMERCR
Table 3. Summary of subgroup analyses for each outcome

G e 7 RIZZNSES W2 57 W5 H AIRR (95% CI) P (%) P
BEER e M RCT 6 17 22720 0.94 (0.73, 1.20) 0.3 0.605
JERCT 4 [27728, 30-31] 0.81 (0.46, 1.42) 0.4 0.461

TS EEE L <4d 5 L7, 22724, 28] 0.78 (0.61, 0.99) 0.2 0.045

<3d 4 12527, 301 1.28 (0.81, 2.00) 0.1 0.290

IS %k TIA e RCT 6 17 22200 0.87 (0.63, 1.19) 0.1 0.371
JERCT 3 [27-29] 0.85 (0.54, 1.33) 0 0.469

TR RE L <4d 5 L7, 22724, 28] 0.80 (0.60, 1.08) 0 0.148

<3d 3 [25-27] 1.09 (0.63, 1.88) 0 0.765

sICH WrFEm RCT 4 [2223] 0.98 (0.51, 1.89) 0 0.956
JERCT 0.31 (0.03, 2.75) - 0.293"

TR E L <4d 3 (2224 0.88 (0.42, 1.84) 0 0.738

<3d 2 (25, 27] 0.85 (0.19, 3.75) 0.3 0.827
PN TP L <4d 2 [22. 23] 0.65 (0.40, 1.05) - 0.080"
<3d 3 (2527 2.60 (1.20, 5.63) 0 0.020

ESYam e 2em RCT 4 17 2224 0.96 (0.80, 1.14) 0 0.614
4ERCT 2 127, 28] 0.37 (0.14, 0.96) 0.4 0.042

i: "ERCTIR1IAMA, PEAZMAABBTAGRTFHRBER,; PAETE, MAME, AHHEP, RELZHELTHANFTHIMY,
Akl R ER BT RS E; ARRTERABAIMTAE “FHRBETL LR EHIH R, K2 SGEATRASA, VAR EBMAE

AT B R Gt AR R R A 25 R AR
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