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eMethods

Variable Definitions

Number of enrolled women: The number of women enrolled and randomized in the trial. Participants with missing
information on sex were excluded.

Number of enrolled men: The number of men enrolled and randomized in the trial. Participants with missing
information on sex were excluded.

Number of enrolling clinical sites: The number of sites at which enrollment occurred. Centers that did not enroll any
subjects were excluded from the total if sufficient information was provided to ascertain this.

Time period of enrollment: The year when enrollment began and the year when enrollment stopped.

Geographic location of patient enrollment/clinical sites: For each country in which enrollment took place we
abstracted the number of patients enrolled from that country. If patient-level data was not available, we abstracted
the number of enrolling clinical sites in that country. In order for a study to be classified into one specific region
(e.g., Americas), >80% of the patients had to be enrolled in that region (or >80% of clinical sites had to be located in
that region if patient-level data was not available). If a study could not be categorized into one specific region it was
listed as multi-region.

Intervention type: Trials were classified into one of 5 types based on the primary intervention tested.

1. Endovascular therapy: trials testing endovascular interventions (e.g., mechanical thrombectomy or intra-
arterial administration of alteplase) to achieve recanalization.

2. 1V thrombolysis: trials testing a systemic drug (e.g., alteplase and tenecteplase) meant to achieve
recanalization. Therapies intended to assist with recanalization after alteplase administration (e.g.,
sonothrombolysis) were also included in this category.

3. Secondary Prevention: trials testing an intervention (usually a pharmacological agent) to prevent recurrent
stroke or other cardiovascular events after an index stroke or transient ischemic attack.

4. Surgery: Trials testing an intervention that involves the invasive and manual manipulation of the body by a
surgeon. Examples include hemicraniectomy and surgical hematoma evacuation. Note that endovascular
therapy (and other any endovascular procedure) was considered separately.

5. Other: Trials testing any other therapeutic intervention implemented in the acute stage. Examples include
neuroprotection, blood pressure management, and early rehabilitation.

Pre-planned sample size: The number of participants the investigators planned to enroll before the study began (a
priori sample size).

Final sample size: The number of participants actually randomized into the trial. Note that the recorded sample size
reflects the total number of patients for whom sex was reported which may be slightly different than the total study
sample size.

Representation of women in trial leadership: We considered a woman to be represented in trial leadership if a
woman was listed as the first author or corresponding author.! If there were multiple first authors (e.g., multiple
authors made contributions equal to the first author) or multiple corresponding authors, we considered a trial to have
a woman in leadership as long as one of them was a woman. Determination of the sex of the first and corresponding
author was first done through an internet search. If definitive information about the sex of the authors could not be
obtained, sex was inferred from the given name.

Involvement of industry: Trials were considered to have industry involvement if a for-profit entity (i.e., company)
provided either financial support for the trial (i.e., funding) and/or provided a drug or device for study purposes.

Eligibility criterion for age: Any limits on the age of participants that defined eligibility. This included limits on the
youngest age of a participant (e.g., >18 years) or the oldest age of a participant (e.g., <80 years). Because many trials
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did not specify an upper age limit, we analyzed eligibility criteria for age using a categorical variable with the
following categories in the meta-regression analysis: upper age limit < 80 years, age limit >80 years but <90 years,
no upper age limit or age limit >90 years.

Eligibility criterion for stroke severity: Any limits on the severity of stroke that defined eligibility. Eligibility criteria
for stroke severity were analyzed as a three-level categorical variable. Trials were considered to enroll 1) both mild
and severe strokes, 2) only mild strokes, or 3) only severe strokes. An NIHSS score > 7% and/or a GCS score < 133
were considered to represent a severe stroke, while an NIHSS score < 7 or GCS scores > 13 were considered to
represent a mild stroke. As an example, if a trial limited eligible participants to those with NIHSS scores of 6 to 19,
then the trial would be considered to have enrolled both mild and severe strokes because an NIHSS score of 6 is
considered mild according to our definition. If the trial enrolled patients with an NIHSS score of 10 or higher or a
GCS score of 12 or lower, it would be considered to have only enrolled severe strokes.

Eligibility criterion for pre-stroke disability: Any limits on the physical function of eligible patients prior to the
stroke occurring that defined eligibility. The preferred measure for pre-stroke function was the modified Rankin
Scale (mRS). Some trials placed limits on pre-stroke disability through a verbal description of the highest level of
permitted disability. These descriptions were converted to the mRS by matching it to the mRS level that most
closely aligned with the description. For trials that limited the eligibility of patients based on their pre-stroke Barthel
Index score, we converted it to the mRS scale using the equivalencies defined by Kwon et al.*

Eligibility criterion for time from stroke onset: Any limits on the time from stroke onset that determined eligibility.
These limits were usually defined by the time between when the patient was last known to be well and a clinically
important trial event such as enrollment/randomization or start of treatment.

Eligibility criterion related to qualification for endovascular therapy: Any requirement that patients had to be eligible
to receive endovascular therapy. In practice, this could take two forms. Either the experimental intervention was
endovascular therapy itself (and all patients had to qualify for it) or receipt of endovascular therapy was a pre-
requisite for entering the trial in the first place.

Eligibility criterion related to qualification for intravenous thrombolysis: Any requirement that patients had to be
eligible to receive intravenous thrombolysis. In practice, this could take two forms. Either the experimental
intervention was intravenous thrombolysis itself (and all patients had to qualify for it) or receipt of intravenous
thrombolysis was a pre-requisite for entering the trial in the first place.

Eligibility criterion related to the presence of comorbidities: Any requirement that eligible patients had to have a
specific comorbidity. Examples include atrial fibrillation, hypertension, or diabetes mellitus.

Sensitivity Analyses

Sensitivity Analysis Using Published Incidence Data

The methods for this sensitivity analysis are described in the manuscript. An enrollment disparity difference (EDD)
< 0 indicates that women were under-enrolled.

Sensitivity Analysis Using the Participation to Prevalence Ratio

The participation to prevalence ratio (PPR)*>® was calculated as the proportion of trial participants who were women
(PPW) divided by the proportion of strokes occurring in women in the underlying stroke populations (PSW),
estimated with data from the Global Burden of Disease 2017 study.” In order to quantify the imprecision of the PPR
estimates, we first used the number of men and women with stroke and the associated 95% uncertainty intervals
reported in the GBD database to fit gamma distributions for each region-, stroke-, and time-specific estimate of the
PSW. We then fit beta distributions to the PPW for each trial with shapel (equal to the number of women in the
trial) and shape2 (equal to the number of men in the trial) parameters. Each fitted distribution was independently
sampled 100,000 times and PPWs, PSWs, and logarithm transformed PPRs were generated. The standard error was
estimated by calculating the standard deviation of the samples of the log[PPR]. Summary measures from the meta-
analysis of the log[PPR] were exponentiated for reporting purposes.

© 2021 American Medical Association. All rights reserved.



eFigure 1. Forest plot with the random effects, pooled enrolled enrollment disparity
difference (EDD) for all trials (n=106) and for trial subgroups when subarachnoid
hemorrhage trials were excluded. An EDD < 0 indicates that women were under-
enrolled.

Subgroup EDD 95% Cl
Overall - i -0.067 -0.078 -0.057
Region :
Americas o : -0.060 -0.080 -0.040
Asia Pacific . 1 -0.09%9 -0.129 -0.065
Europe - : -0.065 -0.082 -0.047
Multi-region = | 0.057  -0.075  -0.038
Stroke Type :
AlS or TIA - : -0.066 -0.079 -0.053
ICH —— : -0.067 -0.092 -0.042
Mixed a | -0.073 -0.098 -0.047
Sample Size :
<250 patients —— -0.057  -0.080  -0.034
250-750 patients - ; -0.070 -0.087 -0.052
>750 patients a : -0.072 -0.089 -0.056
Industry Involvement :
Yes - 1 -0.060 -0.074 -0.046
No - ! 0077  -0.093  -0.061
Intervention Type :
EVT N = : -0.039 -0.065 -0.014
VT —— : -0.048 -0.074 -0.021
Secondary Prevention —%— 1 -0.117 -0.148 -0.085
Surgery - .0.040 -0088  0.007
Other - - -0.073  -0.087  -0.060
Woman in Leadership :
Yes — : -0.069 -0.088 -0.051
Mo - : -0.067 -0.079 -0.055
-0.150 -0.050 0.050 0.150

i -

Favors Men  Favors Women

Abbreviations: EDD, enroliment disparity difference; Cl, confidence interval; AlS, acute
ischemic stroke; TIA, transient ischemic attack; ICH, intracerebral hemorrhage; IVT,
intravenous thrombolysis; EVT, endovascular therapy.
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eFigure 2. Temporal trend by publication date in the representation of women in
randomized controlled trials of acute stroke with subarachnoid hemorrhage trials
included (n=115). A random effects model was used to pool enroliment disparity
differences (EDD) for each 2-year period. The number of trials in each period as well as
95% confidence intervals for the pooled EDDs are depicted in the chart. Note that the
interval for the 2010-2012 period is truncated at O for readability purposes.
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Abbreviations: EDD, enroliment disparity difference. P-value for trend = 0.05.
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eFigure 3. Temporal trend by publication date in the representation of women in
randomized controlled trials of acute stroke with subarachnoid hemorrhage trials
dropped (n=106). A random effects model was used to pool enrollment disparity
differences (EDD) for each 2-year period. The number of trials in each period as well as
95% confidence intervals for the pooled EDDs are depicted in the chart.
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Abbreviations: EDD, enrollment disparity difference. P-value for trend = 0.77.
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eAppendix. Sensitivity Analyses

Sensitivity Analysis Using Published Incidence Data

In the sensitivity analysis comparing the use of Global Burden of Disease (GBD) data to published incidence studies
to account for the representation of women in the underlying stroke populations, the findings were broadly similar
with the exception of the summary estimate of the enrollment disparity difference (EDD) for trials enrolling
subarachnoid hemorrhages (SAH) (eFigures 1 and 2). For the three trials with which an incidence study could be
matched, the summary EDD was 0.127 (95% CI = 0.024, 0.229) using GBD data but was -0.026 (95% CI =-0.097,
0.046) when published incidence studies were used. We believe that this discrepancy is a consequence of the relative
rarity of SAH compared to the other stroke types. Two of the three SAH trials in the analysis were conducted in the
UK®® and were matched to a stroke incidence study conducted in Oxfordshire, UK.!? This incidence study registered
20 incident SAHs over 3 years of follow-up, of which only 4 occurred in men. The uncertainty of this estimate due
to the rarity of SAH during the follow-up period is likely the cause of the discrepancy between the summary EDD
using GBD data and the summary EDD using incidence data. Thus, data on the enrollment of women in SAH trials
should be approached with caution. Note that when the three SAH trials were dropped, the summary EDD was very
similar when using GBD data (-0.068 [95% CI = -0.086, -0.051]) and published incidence studies (-0.073 [95% CI =
-0.090, -0.056])).

Sensitivity Analysis Using the Participation to Prevalence Ratio

The results of this sensitivity analysis are depicted in eFigure 3. The overall, pooled participation to prevalence ratio
(PPR) was 0.89 (95% CI = 0.87, 0.92), indicating that the representation of women in recent randomized controlled
trials of acute stroke was 11% lower on a relative basis than their representation in underlying disease populations.
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eFigure 4. Sensitivity analysis using Global Burden of Disease data to account for the
representation of women in the underlying stroke populations. Random effects meta-
analysis stratified by stroke type of the trials with which an incidence study could be
matched (n=49). An enrollment disparity difference (EDD) < 0 indicates that women
were under-represented.

Study %
D EDD (95% Cl) Weight
AlS and/or TIA 1
BEST (2020) —_— ' -0.22(-0.30,-0.14) 1.86
DIRECT-MT (2020) B s -0.02 (-0.07, 0.04) 223
EXTEND-IA TNK Part 2 (2020) —_— -0.04 (-0.11,0.04)  1.99
RESCUE BRAIN (2020) —_—— -0.02 (-0.10, 0.06)  1.88
THAWS (2020} —_— -0.06 (-0.15,0.03)  1.76
COMPASS (2019) e 0.01(-0.07,0.08) 1.98
PRINCE (2019) —_— ! -0.19(-0.24, -0.14) 2.27
SHINE (2019) —_— -0.08 (-0.13,-0.03) 229
DAWN (2018) —:—-— 0.02 (-0.09, 0.12)  1.56
DEFUSE 3 (2018) ——— -0.02(-0.11,0.06) 1.83
POINT (2018) — -0.08 (-0.12, -0.04) 2.38
PRISMS (2018) —_— -0.07 (-0.14, -0.00) 2.04
Penumbra Separator 3D (2018) —T— 0.03 (-0.05, 0.11) 1.90
TARDIS (2018) —_— -0.13(-0.18, -0.09) 2.37
ASSORT (2017) —— -0.13 (-0.19, -0.06) 2.08
ASTER (2017) —_— -0.04 (-0.10,0.02)  2.15
YAMATO (2017) —— -0.06 (-0.14,0.02) 1.88
GAMES-RP (2016) < ' -0.20 (-0.31,-0.08) 1.48
ICTuS 2 (2016) ——— -0.11(-0.21,-0.02) 1.69
THERAPY (2016) —_— -0.06 (-0.16, 0.04)  1.62
THRACE (2016) JR . - -0.03(-0.08,0.03) 2.21
CsAStroke (2015) —_— -0.01(-0.10,0.08)  1.75
EXTEND-IA (2015) : 0.00(-0.12,0.12)  1.37
CATIS (2014) —_— -0.10 (-0.13, -0.06) 2.41
ALIAS part 2 (2013) — -0.08 (-0.13, -0.03) 2.30
CHANCE (2013) —_— -0.12 (-0.16, -0.08) 2.41
CLEAR-ER (2013) B — - -0.06 (-0.16,0.03)  1.71
MR RESCUE (2013) L — E— -0.03(-0.12,0.07) 1.68
SYNTHESIS Expansion (2013) —_— -0.11(-0.17, -0.06) 2.22
INSULINFARCT (2012) —_— -0.04 (-0.12,0.04) 1.92
SWIFT (2012) _— -0.03(-0.13,0.06) 1.65
TREVO 2 (2012) —_— 0.03 (-0.05,0.12) 1.88
FLAME (2011) —_— -0.11(-0.20, -0.02) 1.74
Subtotal (I-squared = 65.9%, p = 0.000) <;'ﬁ -0.07 (-0.08, -0.05) 64.45
ICH !
i-DEF (2019) —-—!— 0.11(-0.17,-0.04) 2.1
TICH-2 (2018) —=rL 0.08 (-0.11,-0.04) 244
PATICH (2017) —_— 0.13 (-0.20, -0.06) 2.06
Liu et al. (2014) B e — 0.02 (-0.05,0.08) 2.07
Subtotal (l-squared = 73.0%, p = 0.011)  — -0.07 (-0.13,-0.02) 868
Mixed ]
FOCUS (2019) —_— 0.13 (-0.16,-0.10) 247
RIGHT-2 (2019) —a 0.03 (-0.07, 0.01) 2.38
AMOBES (2017) —_— -0.13(-0.22,-0.03) 1.68
5028 (2017) —. 0.07 (-0.09, -0.04) 252
FAST-MAG (2015) —_— 0.11(-0.15,-0.08) 2.44
STROKE-INF (2015) ! —_— 0.05(0.01,0.09) 243
CLOTS 3 (2013) . -0.00 (-0.03, 0.03) 2.49
Pandian et al. (2013) —-—} -0.13 (-0.20, -0.05) 1.92
COSSACS (2010) —_— -0.09 (-0.13, -0.05) 2.37
Subtotal (I-squared = 90.8%, p = 0.000) <:‘."> -0.07 (-0.11,-0.02) 20.70
SAH :
Mutoh et al. (2014) ——— 0.02 (-0.05,0.10)  1.93
STASH (2014) 1 —_— 0.13(0.07,0.18) 222
LUMAS (2012) 1 —— (.22 (0.15,0.29) 2.02
Subtotal (I-squared = 86.1%, p = 0.001) 1 — 0.13 (0.02, 0.23) 6.17
. I
Overall (I-squared = 84.9%, p = 0.000) <> 0.06 (-0.08, -0.04) 100.00
NOTE: Weights are from random effects analysis :

I I | |

-2 -1 0 1 2

Abbreviations: EDD, enroliment disparity difference; AlS, acute ischemic stroke; TIA,
transient ischemic attack; ICH, intracerebral hemorrhage; SAH, subarachnoid
hemorrhage.
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eFigure 5. Sensitivity analysis using published incidence data to account for the
representation of women in the underlying stroke populations. Random effects meta-
analysis stratified by stroke type of the trials with which an incidence study could be
matched (n=49). An enroliment disparity difference (EDD) < 0 indicates that women
were under-represented.

Study %
1D EDD (95% Cl) Weight
AlS andfor TIA [
BEST (2020) —_—— -0.19 (-0.28, -0.10) 1.73
DIRECT-MT (2020) ' - 0.01(-0.05,0.08) 2.27
EXTEND-IA TNK Part 2 (2020) I = 0.03 (-0.06, 0.12) 1.73
RESCUE BRAIN (2020) = -0.05 (-0.13, 0.02) 1.97
THAWS (2020) _— -0.05(-0.14,0.04) 1.77
COMPASS (2019) : —— 0.01(-0.05,0.08) 2.28
PRINCE (2019) —_—l— -0.16(-0.22, -0.09) 234
SHINE (2019) + -0.07 -0.11,-0.03) 2.93
DAWN (2018) ' L 0.02 (-0.05,0.10)  2.09
DEFUSE 3 (2018) L -0.02 (-0.10, 0.08) 1.99
POINT (2018) + -0.08 (-0.10, -0.05) 3.14
PRISMS (2018) — -0.07 -0.13,-0.01) 2.37
Penumbra Separator 3D (2018) i = 0.04 (-0.04, 0.11) 207
TARDIS (2018) —— -0.13(-0.18,-0.08) 2.55
ASSORT (2017) —— -0.12 (-0.18, -0.06) 2.32
ASTER (2017) —_— -0.08 (-0.13, -0.02) 2.41
YAMATO (2017) = -0.05(-0.13,0.03) 1.95
GAMES-RP (2016) % & ! -0.19(-0.30, -0.08) 1.40
ICTuS 2 (2016) e el -0.14 (-0.23, -0.05) 1.68
THRACE (2016) —— 007 (013, 007 245
1 -0. -0.12, 0. .
EXTEND.IA (2015) = 008 (0.06,021) 104
- 1 R -0.08, 0. 1.
CATIS (2014) —:I— -0.06 (-0.12, -0.01) 2.53
ALIAS part 2 (2013) —— -0.11 (-0.15, -0.07) 2.83
CHANCE (2013) — -0.08 (-0.14, -0.03) 254
CLEAR-ER (2013) T -0.09 (-0.18, -0.00) 1.70
MR RESCUE (2013) —i -0.05 (-0.14,0.04) 1.65
SYNTHESIS Expansion (2013) —r— -0.09 (-0.15, -0.03) 2.39
INSULINFARCT (2012) & -0.08 (-0.16, 0.00) 1.92
SWIFT (2012) i -0.06 (-0.16, 0.03) 1.62
TREVO 2 (2012) 0.01 (-0.07, 0.08) 1.99
FLAME (2011) ——— -0.14 (-0.24, -0.05) 1.66
Subtotal (I-squared = 59.5%, p = 0.000) $> -0.07 (-0.08, -0.05) 68.55
ICH :
i-DEF (2019) —_— -0.17 (-0.24,-0.09) 1.97
TICH-2 (2018) T -0.03 (-0.20,0.14) 0.76
PATICH (2017) T 0.12 (-0.23,-0.01) 1.36
Liu et al. (2014) - 0.03 (-0.08, 0.14) 1.35
Subtotal (I-squared = 66.9%, p = 0.029) —iﬂ:‘:—‘:-— -0.08 (-0.18,0.02) 5.44
I
Mixed 1
FOCUS (2019) —— I 0.17 (-0.21, -0.13) 2.80
RIGHT-2 (2019) —— -0.07 (-0.12,-0.02) 2.65
AMOBES (2017) —_—.— -0.15 (-0.25, -0.05) 1.57
S02S (2017) —— -0.10 (-0.14, -0.06) 2.85
FAST-MAG (2015) —_ ! -0.14 (-0.17,-0.11)  3.04
STROKE-INF (2015) —— 0.01 (-0.03, 0.06) 2.67
CLOTS 3 (2013) -!—I—- -0.04 (-0.08,0.01) 2.79
Pandian et al. (2013) i -0.04 (-0.11,0.04) 1.97
COSSACS (2010) e e -0.11 (-0.17, -0.06) 2.55
Subtotal (I-squared = 84.5%, p = 0.000) -C#- -0.09 (-0.13, -0.05) 2288
SAH -
Mutoh et al. (2014) e s ] -0.01 (-0.10,0.08) 1.78
STASH (2014) - -0.11(-0.29,0.06) 070
LUMAS (2012) T -0.01 (-0.19,0.17) 0.66
Subtotal (I-squared = 0.0%, p = 0.572) [ ——— ] -0.03 (-0.10,0.05) 3.14
. |
Overall (l-squared = 68.0%, p = 0.000) < -0.07 (-0.09, -0.05) 100.00
MOTE: Weights are from random effects analysis :

Abbreviations: EDD, enroliment disparity difference; AlS, acute ischemic stroke; TIA,
transient ischemic attack; ICH, intracerebral hemorrhage; SAH, subarachnoid
hemorrhage
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eFigure 6. Forest plot with the random effects, pooled participation to prevalence ratio
(PPR) for all trials and for trial subgroups, estimated as part of a sensitivity analysis
(n=115 trials). A PPR < 1 indicates that women were under-enrolled.

Subgroup PPR 95% Cl
Owverall L | 0.89 0.87 0.92
Region :
Americas - 0.89 0.85 0.93
Asia Pacific = \ 0.83 0.76 0.91
Europe —— : 0.90 0.86 0.95
Multi-region L : 0.92 0.87 0.98
Stroke Type |
AIS or TIA - | 0.87 0.85 0.90
ICH " 1 0.86 0.81 0.91
Mixed —— : 0.86 0.81 0.91
SAH : —— 1.20 1.14 1.27
Sample Size I
<250 patients - 0.92 0.87 0.97
250-750 patients - 0.88 0.84 0.92
>750 patients - : 0.88 0.84 0.92
Industry Involvement :
Yes LR 0.89 0.86 0.93
No - 0.89 0.85 0.94
Intervention Type :
EVT =1 0.93 0.89 0.98
VT —— : 091 0.86 0.97
Secondary Prevention - I 0.77 0.71 0.83
Surgery * 1.00 0.82 1.22
Other - 0.89 0.86 0.93
Woman in Leadership :
Yes —— : 0.91 0.86 0.97
MNo - : 0.89 0.86 0.92
0.70 1.00 1.30
T:a'mrs Men Favors w:::mren

Abbreviations: PPR, participation to prevalence ratio; Cl, confidence interval; AlS, acute
ischemic stroke; TIA, transient ischemic attack; ICH, intracerebral hemorrhage; SAH,
subarachnoid hemorrhage; IVT, intravenous thrombolysis; EVT, endovascular therapy.
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