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766 Potentially eligible citations

‘ _____________________ 743 ctations were excluded

23 Potentially eligible studies
identified and abstracts
screened for retrieval

16 RCTs excluded
(data on cardicembolic strokes not
reported, n=7; no control group,
n=1; non-randomized, n=2;
randomization after 48h from
onset, n=2; cardioembaolic strokes
exduded, N=3; no CT scan before
randomizaktion, N=1)
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7 BCTs ncluded in the
a-analysis

Ficqure 1. FProcess of study selection.
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Trial HAEST (2000 CE&G (1943 gt al [2005) I5T (1997) TOAST (1998)  FIAS-bis (1998)  TAIAT (2001)
Elinding s o i i s g e
Treatment Dalteparin (LAMAH) He parin Heparin Heparin —12 500 I Danaparaid Wadmparin 85 Tinzaparin 175
100 g intrawenoshy intrane nosly &1 b tanenlsMwice intrawennsly anti-sa [Uhg anti-wa g
slbcutanea s’ (n=24: no 24000 1) in=94)  aday (n=744); 5000 (n=143): subcutaneons  (n=1); 100
twice a daw heparin Flaczto (n=85) I subcutaneousftwice  placebo (n=123) onceortwice a  anti-¥a (g
(n=224); aspirin (n=21) aday (n=773); m day (n=56); (n=1319;
160 mod (n=22%) feparin (n=1612) placebo (n=Az) aspifn (n=112)
Intenial o =300 hours =48 hours =3 hours =44 hours =24 hiours =24 houre = 48 hours,
treatment
Curation of 14 days 14 days b days 14 days 7 days 10 dans 10 daye
treatment
Loading dose [y hlR i i s i i
Monitoring of fif hlR fes i s i i
anticoagulation

WA indicates not reported.
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a Ouicome: 01 Mortalty and disabilty (anticoagulants vs aspirin or placebo)
Study anticoasuants aspirin or placebo OR (random) OR (random)
or sub.category niN i 85% Cl 85% Ci
Cameringo §5/5%4 63/85 —_—— 0.49 [(0.26, 0.53)
IST heparin any dose 122171587 126671612 0.99 (0.84, 1.18)
HAEST 148/224 1467228 1.08 (0.71, 1.5858)
TOAST 46/143 38/123 —— 1.06 [0.€3, 1.78)
FISS bis 67/86 46/62 e 1.23 (0.57, 2.63)
TAIST 1527247 78/110 - 1.43 (0.86, 2.38)
Total (35% Cf) 2381 2217 & 1.01 (0.82, 1.24)
Total events: 1728 (anticosgulants), 1637 (aspirin or placebo)
Test for heterogenety: Chif =708, di =S (P=021) F=294%
Test for overal effect Z=010(P =0.92)

01 02 05 1 2 § 10
Favowrs trestment  Favours control

b Outcome: 02 Mortaity or dissbiity (articosguants vs aspirin
Study anticoaguiants asprin OR (random) Weight OR (random)
or sub-category nN niN 95% C1 % - Nel
IST heparin any dose 611/772 646/837 62.97 1.1z [0.85, 1.42)
HAEST 1487224 146/228 23.37 1.08 [0.71, 1.85)
TAIST 192/247 78/110 13.66 1.43 [0.86, 2.38]
Totsl (95% C1) 1243 1172 100.00 1.14 (0.95, 1.38)
Total everts: 951 (anticoagulants), 870 (aspirin)
Test for heterogenedy. Chw’ = 095, df =2 (P = 052), F = 0%
Test for overall effect: Z = 1.38(P = 0.16)

02 05 1 2 5 10
Favours treatment  Favours control

IC Outcome: 01 Mortalty and dissbilty (anticoagulants vs placebo)
Study anticoagulants placebo OR (random) OR (random)
or sub-category nnN ni 25% C| 5% C1
Cameringo 55/94 63/85 — 0.49 (0.26, 0.93)
IST heperin any dose 611,772 620/778 0.95 [0.74, 1.21)
TOAST 46/143 38/123 1.06 [(0.63, 1.78]
FISS bis 67/86 46/62 1.23 (0.57, 2.63)
Total (95% C1) 1098 1045 0.90 (0.67, 1.22)

Total events: 779 (anticoagulants), 767 (placeho)
Test for heterogenelty: Chit w4 81, df = 3 (P = 0.20), F = 34 9%
Test for overall effect: Z = 069 (P = 0.49)

04 02 05 1 2 5 10
Favrews treatment  Favnurs conteol

[E5D>EHY
P=0.21 EEZELL
Z}R5E =29.4% higEfE

[E5D>E4HL
P=0.62 FEELL
PRE=0% (&L

[E5>Z=HY
P=0.20 EFEEZE%L
IPHE =34.9% g
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a Oubcome: 0% Al sirokes (anticoaguants ve aspirn or placebo)
Study antieoaguisnts aspirin or placabo CIR (rarciom) Wielght OR (random)
o Sub-catenory fultl i 95% CI % 95% Ol o 'f%j%&l’)
CESG 0Fzd 4/21 4—_|.—_ z.38 0.08 (0.00, 1.57)
ISThEpu‘hﬂ\Y doss S0FLEET 45718612 53.58 1.16 [0.77, 1.74] :
HAEST ZSFEE4 Z1FZZS —r— 35.51 1.E2 [0.66, Z.E5] Y P_o 25 E"NL
TAET LLFE5E6 27112 o m s - ] Z_%7 [0.54, 11_33] bl ¥ 1% ;E\ d~
Total (35% CI) Z0s1 1970 i 100.00 1.18 [0.74, 1.88]
Ttal events: 56 (anticoagulents), 72 (asairin or placebo) ° |21§E =26 5% q:l E,E
Test for heterogenelty: Chit = 4,08, df = 3 (P = 0.25), 7 = 26 5% °
Test for overall etfect Z = 063 (P =0.45)
01 02 05 1 2 5 10
Favours treatmert  Favours control
b Outcome: 05 AN strokes (anticoaguisnts va aspinn)
Study anticoagulans aspirin OR (randaom) OR (random)
] L] % ~
e : i e - [EBOEHL
HBEST E5/EZ4 Z1/ZE8 —t 1.22 (D.66, 2.25)
IST heparin any dose 287772 24/837 —1 1.27 10.73, 2.22)
TAIST 117256 2/112 —) 2.47 (0.54, 11.33) ° P:O 69 EEEHL
[ ]
Toltal (5% CI) 1252 1174 i 1.31 (0.88, 1.95]
Tetal events: B4 (anticoacuiarts), 47 (aspirin) ° |2 —09/ ﬁl'\
Test for heterogenety: ChF = 0.73, df = 2 (P = 0.69), I* = 0% - 0
Test for averall effect: Z=133(P=018)

01 02 ns 1 2 5 10
Favours frestment  Fawvours conrol

I Outcome: 07 Al strokes (arbcosguans vs placebo)
Study anticoagulants placebo OR (random) Wielght OR (random) -~
or sub-category il i 55% Cl % 85% <1 o ' i b O % E U
CESG 0724 4/21 —_— 36.53 0.08 [0.00, 1.57)
IST hepsrin sny dose ZBF772 217778 — €2.47 1.25 [0.76, Z.40] =§ l&
. = :ﬁ /)
Total (95% CI) 796 796 e ——-— | 0. 00 D.48 [0.03, 7.27] P 0'06 IE E
Total events: 26 (anbicoagulants), 25 (acebo)
Test for heteroganeity: Chi? = 345, df =1 (P = DI0B), [ = 71.0% — — N
Test for overall effect I = 053 (P = 0.60) d |sz —71.0% ML\

(IR 02 05 1 2 5 10
Foavours tresdment  Favours control
Fiaure 3. All atrokies (schemic and hemorrhagic) in trials comparing anticoagulants with other treatments @, anticoagulants versus pla

cebo oF aspiring b, anticosgulants versus aspiring ¢, anticoagulants veraus placebo) for the initial treatment of acute cardicembolic
stroke.
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g Oulcome: 01 Mortalily and dsabilty (anticosgulants vs aspirin or placeba)

Stuady anticoaculants aspirin or placebo OR (random) OR (random)

o sub-category nitd iy 25% < 8% 0
Cameringo 55/94 63785 —— 0.49 [0.26, 0.93)
IST haparin any dose 1221/1587 1266r1612 0.99 [(0.84, Ll.18]
HAEST 148/224 1467225 1.08 [0.71, l.55]
TOAST i5/142 81123 1.06 [0.€3F, l.78]
FISS biz 67/86 4662 1.23 [D.57,. Z2.63)
TAIST 152,247 TESALLO 1.43 [0.86, 2.38)
Total (95% CI) 2351 2217 1,01 [(0.82, L1.24]

Totsl events: 1728 (anticosgulants]), 1837 (aszpirin or placebo)
Test for heterogenety: Chi* =708 df =S(P=0.21),F = 29.4%
Test for overal effect £ =010(P =0.82)

01 02 0.5

1 2 g

Favowrs treatmentl  Fesvours conbrol

- BEM:.P=021 FEETL

o 2}R7E=29.4% HZFE

I
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d Outcome: 09 All sirokes (anticoagulants ve aspiin or placebo)
Study anticoaguiants &&pirin or placabo IR (rardom ) Wigight OR (random]
or sub-cabegory il il 95% C1 ﬁ- 95% 1
CESG ored 4/8d + £.39 o.08 [0.00, 1.57)
[&T hieparin ey dose SO/LEET 45/1612 - £2. 58 1.1 [0.77, 1.7M4]
HAEST ZSfEEd Z£1/225 —r— 35.51 1.2€ [0D.66, £.Z5]
TAET 1172586 /112 L] b B.E3 .47 [0.54, 11.33)
Tioksl (95% C1) 208l 1570 *- 100, 0D 1,18 [0.74, 1.88]
Total evenis: B6 (anbicoaguianis), 72 (aspirn or placebo)
Test for haterogenaily: Chi® = 408, df = 3 (P = 0.25), F = 26 5%
Te=t for overall effect £ =063 (P =0.80)

o1 02 s 1 2 g 10
Favours tréatment  Favours control

- BB P=025 EEELL
c 2fR7E=26.5% HEHEE
« $EFER 0R1.10(P=0.49) EEELL

« (EREXME:95%CI 0.74-1.88 #EFETILAELY
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TABLE 2. Pooled Estimated of Effects of Anticoagukants verses Placebo or Aspirin on Hemormrbaoic Strioke,
Fecurment Ischemic Stroke, and Pulmonary Embolism

Anticoagulants we placebo

ar =Epirin Anticoagulants ws sspinn Anticoaguiants v placebo

Outcomes OR (2% CI) 2 OF (%% O] 2 0OR B5% O i
He mormagic stmoke

Cameringo 4.04 [105-23.29) ... 404 (1.06-22.29

5T 4.81 (2124099 2.28 (1.10-9.06) TE6 (1752260

HAEST 152 [0.42-5.46)

TOAST

FISS bis - ...

TalST £ .76 [0.38-110.45) &.76 [0.38-110.45 ...

CESE 016 [001-2.54) 046 (0.01-251)

Chwarall 289 (1.19-7.04) 7 62 (1.22-5 64) 004 204 0 52-16.60) 0,22

Hetemgeneity = e=0ir F=051 £=008
Recument ischemic stroke

Caredingd

5T 056 [0.29-0.8 0.74 0.26-1 50 068 (0231 20)

HAEST 113 D57-2.24) 143 [D.57-2.24) ...

TOAST 047 [001-3.56 047 (0.01-356)

FISS bis . ...

TAIST 0.87 (1164 84 0.87 (0164 84 ...

CESG 046 [101-2.54) 046 (0.01-251)

Chwarall 0,68 (1441 08 009 0.92 057148 073 059 {0901 17) 0.13

Hetemgeneity £=0.31 F=074 E=047
Pulmonany ennbolsm

5T 0.84 [0.21-2.77)

TAIST 140 [0.24-5.73)

HAEST 140 [0.24-5.73)

Cwaral| - 0.94 (0442 00 0487

Hetemgeneity F=094
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(73.5% vs 74.1%, OR1.01, 95%Cl:0.82-1.24, P=0.9,
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U EIRE vs 7AE Y

b Outcome: 02 wortalty or disabiity (anticoasulants vs aspin)

Shudy anticoaguiEnts asprn O (random) Vieight O (random)

or sub-Cabegory Al AN 95% CI % S5% 0

5T hepanin any dose 611/772 §46/837 i BL.97 1.12 [0.89, 1.42]
HAEST 1487224 1467228 23.37 1.05 [0.71, 1.E6)
TAIST 192/247 78/110 T 13.66 1.43 [0.96, Z.38]
Total (35% Cf) 1243 1172 *» 100. D0 1.14 [0.95, 1.38)

Total events: 951 (anticoagulants), 870 (aspirn)
Test for heterogeneity. Chi' =095, di =2 (P=052),F = 0%
Tieeed for owerall effect. 2 =1.38(F=0.16)
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« SR -OR1.14 (P=0.16) HEE7L
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U REREE vs T3t

IC Oudcome: 01 Maortalty and disabiity (anticosgulants va placeba)
Sl anticosguiants placeba OR: (randiom) OR (random)
o sub.category i ruhd 95% CI 95% C1
Cameringo 55/94 63/85 s 0.49 (0.26, 0.93)
IST hepsrin any dose 6L17772 BZ07775 :.h— 0.98 [D.74, 1.21]
TOAST 467143 IBF123 1.06 [D.83, 1.78]
FISS bis ET/BE 4EFEE e 1.23 [0.57, 2.63]
Total (95% CI) 1058 1045 e 0.90 [D.67, 1.22)
Total events: 778 (anticoagulants), TET (placeba)
Test for heterogenaiy: Chi® = 4 61, df = 3 (P = 0.20), F = 34 9%
Test for overall effect: £ = 069 (P =10.49)

o1 032 s 1 2 =] 10
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« BEM P=020 ==L
e 2FETE=349% H=EHE
« HEHRE . 0R0.90(P=0.49) BEE7TL

e {E8E[XE:95%Cl0.67-1.22 $5FE




Figure3. b
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b Outcome 05 &) strokes (anticoaguiants va azpiring
Study articoagulants aspirin OR (random) OR (randam)
or sub-category rutd nfd 285% 0 85% O
HBEST 25/224 Z1rEEE 1 1.Z2¢8 (0.66, 2.25)
IET heparin any dose 28,772 24,837 —1— 1.27 (9.%3, 2.22)
TAIST 117256 25102 = ¥ 2.47 |0.54, 11.33)
Total (35% CI) 1252 1174 -l 1.31 (0.88, 1.95]
Tolal events: B4 (anticoaguiants), 47 (aspinn)
Tesi for heterogensity. ChiP =073, di =2 (P = 083), P = 0%
Test for averall effect L=133(F=018)

01 02 05 1 2 2 10

« EB M P=0.69 7

Favouwrs ireatmend  Favours condral

AREFL

* PERTE=0% {EL>

- 558

smAEHEE -OR1.31(P=0.18) ==L
X [8:95%C| 0.88-1.95 FEFETILAELY




Figure3. c

ixXZzerb (FEmmfE-H i)
aEREE vs 7ot

iC Oulcome 07 Al sirokes (anticoaguans ve placeba)
Etudhy anticoagulants placebo CFR (random) Wielghi OR (random)
o Sub-category nid i 95% Cl -] B5% Ol
CESD 0fE4 4,21 + 36.53 9.08 [0.00, 1.57]
IET heparin any dose ZEBF772 ZL/TIE — £3.47 1.38 [D.76, Z.40]
Total (95% Iy 796 795 o |00 00 0.48 [0.03, 7.Z7]
Total events: 26 (anbicoaguiants), 25 (pEoED0])
Test for heterogenaity: Chi? = 345, df = 1 (P = 0.06), P = 71.0%
Tiest for overall effect T =053 (P = 0.60)
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Fiqure 3. All strokes (achemic and hemorrhagic) in trials comparing anticoagulants with other treatments (&, anticoagulants versus pla
celo of aspiring b, anticoagulants versus aspiring ¢, anticoagulants versus placebao) for the initial treatrment of acute cardicermbolic
atroke.
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TABLE 2. Pooled Estimated of Effects of Anticoagukants verses Placebo or Aspirin on Hemormrbaoic Strioke,
Fecurment Ischemic Stroke, and Pulmonary Embolism

Anticoagulants we placebo

ar =Epirin Anticoagulants ws sspinn Anticoaguiants v placebo

Outcomes OR (2% CI) 2 OF (%% O] 2 0OR B5% O i
He mormagic stmoke

Cameringo 4.04 [105-23.29) ... 404 (1.06-22.29

5T 4.81 (2124099 2.28 (1.10-9.06) TE6 (1752260

HAEST 152 [0.42-5.46)

TOAST

FISS bis - ...

TalST £ .76 [0.38-110.45) &.76 [0.38-110.45 ...

CESE 016 [001-2.54) 046 (0.01-251)

Chwarall 289 (1.19-7.04) 002 282 (120584 204 0 52-16.60) 0,22

Hetemgeneity F=0.17 = =0s1 £=008
Recument ischemic stroke

Caredingd

5T 056 [0.29-0.8 0.74 0.26-1 50 068 (0231 20)

HAEST 113 D57-2.24) 143 [D.57-2.24) ...

TOAST 047 [001-3.56 047 (0.01-356)

FISS bis . ...

TAIST 0.87 (1164 84 0.87 (0164 84 ...

CESG 046 [101-2.54) 046 (0.01-251)

Chwarall 0,68 (1441 08 009 0.92 057148 073 059 {0901 17) 0.13

Hetemgeneity £=0.31 F=074 E=047
Pulmonany ennbolsm

5T 0.84 [0.21-2.77)

TAIST 140 [0.24-5.73)

HAEST 140 [0.24-5.73)

Cwaral| - 0.94 (0442 00 0487

Hetemgeneity F=094




