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Web Appendix 1, Search Strategy

Search included: Cochrane Stroke Trials Registry to November 2011
Internet Stroke Trials Centre: in March 2011
References in Review Articles, Conference abstracts
Full details of historical searches are in The Cochrane Library

MEDLINE 1966 to March 2012 (similar search run in EMBASE)

1 Cerebrovascular disorders/

2 exp Brain ischemia/

3 Carotid artery diseases/ or Carotid artery thrombosis/

4 stroke/ or exp brain infarction/

5 exp Hypoxia-ischemia, brain/

6 Cerebral arterial diseases/ or Intracranial arterial diseases/

7 exp "Intracranial embolism and thrombosis"/

8 (stroke$ or apoplex$ or cerebral vasc$ or cerebrovasc$ or cva or transient isch?emic
attack$ or tia$).tw.

9 (brain or cerebr$ or cerebell$ or vertebrobasil$ or hemispher$ or intracran$ or
intracerebral or infratentorial or supratentorial or middle cerebr$ or mca$ or anterior
circulation).tw.

10 (isch?emi$ or infarct$ or thrombo$ or emboli$ or occlus$ or hypoxi$).tw.
119 and 10

121or2or3ord4orSor6or7or8orll

13 Thrombolytic therapy/

14 Fibrinolysis/

15 exp plasminogen activators/

16 Fibrinolytic agents/ or Plasmin/ or Plasminogen/

17 (thromboly$ or fibrinoly$ or clot lysis).tw.

18 (plasminogen or plasmin or tPA or t-PA or rtPA or rt-PA).tw.

19 (anistreplase or streptodornase or streptokinase or urokinase or pro?urokinase or
rpro?uk or lumbrokinase or duteplase or lanoteplase or pamiteplase or reteplase or
saruplase or staphylokinase or streptase or alteplase).tw.

20 exp "intracranial embolism and thrombosis"/dt or Thromboembolism/dt

21 Thrombosis/dt [Drug Therapy]

22 or/13-21

2312 and 22

24 randomized controlled trial.pt.

25 randomized controlled trials/

26 controlled clinical trial.pt.

27 controlled clinical trials/

28 random allocation/

29 double-blind method/

30 single-blind method/

31 clinical trial.pt.

32 exp clinical trials/

33 (clin$ adj25 trial$).tw.

34 ((singl$ or doubl$ or tripl$ or trebl$) adj25 (blind$ or mask$)).tw.

35 placebos/

36 placebo$.tw.

37 random$.tw.

38 research design/



39 clinical trial phase ii.pt.
40 clinical trial phase iii.pt.
41 clinical trial phase iv.pt.
42 multicenter study.pt.

43 intervention studies/

44 control$.tw.

45 latin square.tw.

46 "comparative study"/
47 exp evaluation studies/
48 Follow-up studies/

49 Prospective studies/

50 prospective.tw.

51 (versus or allocat$).tw.
52 experimental group$.tw.
53 or/24-52

54 23 and 53

55 limit 54 to human



Web figure 1: PRISMA diagram

Note the search for randomised trials of thrombolysis versus control has been ongoing

since 1989, repeated every few years and by continuous monitoring of the relevant

literature, conferences, contact with investigators, etc. The following is a distillate of

the most recent searches and does not represent the full search volume back to 1989.

Further details are available in the Cochrane Library.

Records identified through database Additional records identified
searching through other sources
(n=349) (n=151)

Duplicates removed
(n=30)

A 4

(n=370)

A 4

Records screened L »

Records excluded
(n=250)
(reviews, not a trial,
irrelevant, etc)

Full-text articles assessed
for eligibility
(n=120)

\ 4

Studies included in
analysis
n=12)

Full-text articles excluded,
Not RCT of rt-PA 40
RCT, confounded 40

Dose comparison only 8
No clinical outcomes 10
Follow-up too short 10




Web figure 2
Effects on SICH WITHIN 7 DAY'S, by trial. Treatment up to 6 hours

Events (Mo. patients)

Study Thrembelysis Control Odds Ratio (35% CI) Heterogeneity
Intravenous rt-PA versus control trials
Maori 1282 2718 1112 * 1-27 (D12 - 1412)
Haley 1003 o/f14 17113 — 013 {0-00 - §-33)
JTSG 1893 4751 5147 — 0-72 (0-1B - 2-81)
MHINDS 1985 207312 2132 —_— 544 (2-32 - 12-73)
ECASS 1805 627313 204307 —_— 318 (2-00 - 5-06)
ECASS Il 1298 3674008 13 7301 _ 2-59 (145 - 481)
ATLANTIS B 1989 217307 4 /306 _ 4-10 (1-84 - 213 ¥, =15:24
ATLANTIS A 2000 BIT1 o/ - 820 (1-88 - 33-99) -'1|::=I:|-2'|
Wang 2002 1767 0/33 4-45 (D-07 - 287-37) ' !
ECASS 3 2008 107418 117403 _ 505 (1-54 - 18-60)
EPITHET 2008 4752 0748 741 (101 - 54-23)
I15T3 104 1 1515 1671518 —.— 4-81 (3-20 - 6-85)
All trials 27213548 B3 [ 3463 I 372 (298 - 4-684)
p<0-0004
I 1
0.25 5 10
Thrombolysis Thrombolysis
decreases increases
Web figure 3
Effects on ALL DEATHS BY THE END OF FOLLOW-UP, by trial. Treatment up to 6 hours
Study Thrf:‘ﬂ‘;;g':' Pa‘g::ﬂel Odds Ratio (95% CI) Heterogeneity
Intravenous rt-PA versus control trials
Mari 1282 2718 2112 < 0-58 (0-07 - 4-81)
Haley 1003 1714 3/13 B — 0-30 (0-D4 - 2-39)
JT5G 1993 3rs 4747 — 0-88 (0-15 - 312)
MNIMDS 1985 541312 641312 — 0-81 (0-54 - 1-21)
ECASS 1885 607313 48 1307 —=— 1-52 (1-02 - 2-27)
ECASS Il 1228 437408 42 130 0-98 (062 - 1-53)
ATLAMTIS B 1922 337307 211306 —— 1-82 (0-83 - 2-83) 221770
ATLANTIS A 2000 16571 5iT _— 3-39 (1-35 - B-53) .'1 1—D-EIEI'|
Wang 2002 5167 3733 — 0-80 (017 - 3-71) L
ECASS 3 2008 321418 34 1403 — 0-90 (0-54 - 1-48)
EPITHET 2008 13752 7149 — 1-85 (0-74 - 517)
I15T3 408 ! 1515 407 1520 1-01 {0-B6 - 1-18)
All trials 679 | 3548 640 | 3464 1-06 (0-94 - 1-20)
p=0-33
025 5
Thrombolysis Thrombolysis
decreases increases



Web figure 4 mRS (-2

Web=figure 4: Effects on ALIVE AND INDEPENDENT (mRS 0-2) at end of follow=up, by trial. Treatment up
to 6 hours

Events (No. patients)

Study Thrombolysis Control Odds Ratio (95% CI) Heterogeneity
Intravenous rt-PA versus control trials
Mori 1992 8/19 2112 — 309 (0-67 - 14-12)
NINDS 1995 1571312 120/ 312 — 1-62 (1-18 - 2:21)
ECASS 1995 1421313 1221307 1 1-26 (0-92 - 1-73)
ECASS I 1998 2227409 180/ 391 —-— 1-39 (1-05 - 1-83)
ATLANTIS B 1999 166 /307 1711306 — 0-93 (0-68 - 1:28)
ATLANTIS A 2000 7171 15171 7 0-43(0-17 - 1-05) 15=16-85
Wang 2003 53167 22133 S 1-93 (0-74 - 5:03) (p=0-05)
ECASS 3 2008 2781418 248/ 403 1u 1-24 (0-93 - 1-65)
EPITHET 2008 24152 20/49 _ 124 (0-57 - 2-71)
IST3 554/ 1515 534 /1520 3 1-06 (0-92 - 1-23)
All trials 161173483 1434/3404 ) 117 (1-06 - 1-29)
p=0-001
[ T 1
0.25 1 2 5
Thrombolysis Thrombolysis
decreases increases
Web figure 5 mRS 0-1
Web~figure 5: Effects on FAVOURABLE OUTCOME, by trial. Treatment up to 6 hours
Stud Events (No. patients) Odds Ratio (95% C)  Heterogeneit
y Thrombolysis  Control ’ genety
Intravenous rt-PA versus control trials
Mori 1992 6719 2012 —_— 212 (042 - 10-79)
NINDS 1995 1337312 837312 —— 2 03( 46 - 282)
ECASS 1995 1121313 901307 - 34 (0-96 - 1-88)
ECASS Il 1998 1657409 1431391 T 17(0-88 - 1-56)
ATLANTIS B 1999 1461307 1441306 —— 02 (0-74 - 1-40)
ATLANTIS A 2000 171 15/71 — 059 (0-29-161)  yZ=2116
Wang 2003 38167 7133 — 4 14( -80 - 9-52) (p=0-01)
ECASS 32008 219/ 418 1821403 - 34 (1-02 - 1-76)
EPITHET 2008 18152 12/49 e 62 (0-69 - 3-78)
IST3 363/ 1515 320/1520 - 18 (1-00 - 1-40)
All trials 121113483 998 / 3404 ¢ 1-29 (1116 - 1-43)
p<0-0001
[ | ]
025 1 2 5
Thrombolysis Thrombolysis
decreases increases



