On-line Table 1: Search syntax

PubMed Search Accessed on January 26, 2019 (15 Studies)

EMBASE Search Accessed on
January 26, 2019 (49 Studies)

Scopus Search Accessed on
January 26, 2019 (388 Studies)

((((@spirin[Title/Abstract]) AND delayed cerebral

ischemia[ Title/Abstract])) OR ((aspirin[ Title/Abstract])
AND cerebral vasospasm[Title/Abstract])) OR
((antiplatelet treatment[Title/Abstract] OR antiplatelet
therapy[Title/Abstract])) AND delayed cerebral

ischemia[ Title/Abstract])) OR (((antiplatelet therapy[Title/
Abstract] OR antiplatelet treatment[Title/Abstract])) AND
cerebral vasospasm[Title/Abstract])) AND ((((antiplatelet
therapy[Title/Abstract] OR aspirin[ Title/Abstract])) AND
subarachnoid hemorrhage[Title/Abstract]) AND
(vasospasm[Title/Abstract] OR delayed cerebral

ischemia[ Title/Abstract]))

‘acetylsalicylic acid":ab,ti AND
‘delayed cerebral ischemia”ab,ti
OR

(‘antiplatelet therapy:ab,ti AND
‘delayed cerebral ischemia’:ab,ti)

OR (‘antiplatelet therapy’ab,ti AND
‘vasospasm’:ab,ti) OR

(‘antiplatelet’ab,ti AND ‘delayed
cerebral ischemia’ab,ti)

(aspirin AND delayed AND cerebral
AND ischemia AND
subarachnoid AND hemorrhage)

OR ( antiplatelet AND therapy
AND delayed AND cerebral AND
ischemia AND subarachnoid
AND hemorrhage)

AND( LIMIT-TO (DOCTYPE, "ar"))
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On-line Table 3: Quality measure of included studies by the Newcastle-Ottawa Quality Assessment Scale®

Selection Comparability Exposure
Study Name 1) 2) 3) 4) a) b) 1) 2) 3) Total
Prospective design (score 0-9; high-quality =
studies with =6 asterisks)
van den Bergh et al, 2009" * * * * * * * * 8
van den Bergh et al (from ISAT study) 2009 * * * * * * * * 8
Hop et al, 2000° * * * * * * * * 8
Juvela 1995* * * * * * * * * 8
van den Bergh et al (MASH study) 2006° * * * * * * * * 8
Retrospective design/cohort (score 0-9;
high-quality = studies with =6 asterisks)
Darkwah Oppong et al, 2018% * * * * * * * 7
Nagahama et al, 2018° * * * * * * * 7

? Each asterisk indicates 1 point of the scale. Comparability (point a) was tested comparing the rate of delayed cerebral ischemia between the AT group vs the control group.
Comparability (point b) was tested comparing the secondary outcomes (vasospasm, overall rate of complications, hemorrhagic complications) between the AT group vs the
control group.

On-line Table 4: Characteristics of patients with aneurysmal SAH: comparison between patients with and without antiplatelet therapy

Variables Patients with AT (95% Cl) Patients without AT (Controls) (95% Cl) P Value

Total of studies 7 7
No. of patients 1060 1762
Mean age (yr) 52; range, 21-73 51; range, 19—70 9
Male/overall population 478/1092 = 43.7% (41-47) 980/2004 = 49.9% (47-51) .006°
SAH grade

Proportion of low-grade SAH 408/1035 = 39.4% (36.4-42.4) 605/1877 = 32% (30-34) 00T

Proportion of high-grade SAH 627/1035 = 60.6% (57-63.5) 1272/1877 = 67.7% (65.6-70) 001
Type of treatment

Coiling/BAC 691/1092 = 63.3% (60-66) 1488/2004 = 74% (72-76) 001

SAC/FD 128/1092 = 1.7% (10-13.7) 0/2004 .0012

Clipping 273/1092 = 25% (22.5-27) 516/2004 = 26% (24-27) 5
Mean clinical follow-up (mo) Median, 3.5

IQR = 2-6
Mean, 5

Note:—BAC indicates balloon-assisted coiling; SAC, stent-assisted coiling; FD, flow diverter.
Numbers in parenthesis indicate 95% Cl.
@ Significant.
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Records identified through
datahase searching
(n=452)
PubMed = 15
Embase =49
Medline = 388

16 Articles Excluded:
-Duplicates removed

Records screened for Relevance by Title and Abstract

(n=436)

Full Text Articles
(n=156)

280 Articles excluded:

-19 Studies published n
languages other than English
with no available English
translation

-15 Case reports

-18 Rewview articles

-30 Commentary
only/Conference abstract
-180 No pertinence to our
study

-18 In witro/animal  studies

v

Articles selected for the meta-
analysis

(n=7)

v

149 articles excluded:

- Insufficient data
- Overlapping

- Studies not including aspirin
or clopidogrel

- Studies ncluding patients
under antiplatelet treatment
only before the SAH

ON-LINE FIG 1. PRISMA diagram detailing the specifics of the systematic literature review.
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ON-LINE FIG 2. Funnel plot followed by the Egger linear regression test excludes publication bias (A). Meta-regression shows an insignificant

variation of the effect size (B) during the investigated years.

Odds Ratio 95% CI

Hop JW 2000

Juvela S 1995

Nagahama Y 2018

Darkwah Oppong M 2018

van den Bergh (surgery) 2009

van den Bergh W 2009 (from ISAT study)
van den Bergh W (MASH study) 2006
van den Bergh W (endovascular) 2009

0.73
0.84
0.87
0.82
0.66
0.71
0.66
0.72

Sig. N
2717
2560
2606
2187
2606
1372
2606
2715

0.43-1.23
0.49-1.43

0.239
0.511
0.56-1.35 0.541
0.46-1.48 0.514
0.39-1.12 0.123
0.36-1.40 0.324
0.39-1.12

0.43-1.21

0.123
0.212

02 1 2

ON-LINE FIG 3. Sensitivity analysis (leave-one-out meta-analysis) with random-effects models showing that no individual study significantly

influenced the studied outcome. Sig., the significance: p value.

AINR Am J Neuroradiol @@ @ 2019  www.ajnr.org E5



Sensitivity analysis based on the type of study

Studies Odds Ratio (95% C.I.) Ev/Trt Ev/Ctrl
Darkwah Oppong M 0.492 (0.332, 0.729) 57/329 75/251 _._
Nagahama Y 0.084 (0.019, 0.376) 2/85 17/76 H
Subgroup Retrospective (1*2=79.99 % , P=0.025) 0.237 (0.043, 1.308) 59/414 92/327 —_——
p=0.06 :
van den Bergh W (endovascular) 1.518 (0.265, 8.709) 5/33 2/19 -
van den Bergh W (from ISAT study) 0.913 (0.694, 1.199) 93/331 319/1064
van den Berg (surgical) 2.059 (1.056, 4.013) 30/108 17/108 |
Subgroup post hoc analysis from RCT (1*2=60.62 % , P=0.079) 1.292 (0.681, 2.453) 128/472 338/1191 :
p=0.4
Hop JW 1.100 (0.242, 4.991) 4/24 4/26 t
van den Bergh (MASH study) 1.710 (0.759, 3.851) 20/87 11/74 ——I—
Subgroup Randomized controlled trial (1*2=0 % , P=0.615) 1.549 (0.757, 3.168) 24/111 15/100 ——
p=0.2
Juvela S 0.378 (0.165, 0.864) 8/63 40/144 ——
Subgroup Prospective study (1*2=NA, P=NA) 0.378 (0.165, 0.864) 8/63 40/144 —_—
NA H
Overall (1*2=76.94 % , P=0.000) 0.781 (0.465, 1.312) 219/1060 485/1762 C|>
P=03 :

I T T T T T T T ]
0.02 0.04 0.09 019 037 078 186 372 87mM
Odds Ratio (log scale)

ON-LINEFIG 4. A sensitivity analysis was done by performing a subgroup analysis based on the type of study. Studies were divided as follows:

retrospective, prospective, randomized controlled studies, and post hoc analysis of randomized controlled studies. Ev indicates Events; Trt,
Treated patients; Ctrl, Control.
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