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Title: Meta-analysis of individual patient data from randomised

trials: comparison of approaches and practice suggestions

The PRISMA chart, which is depicted above, explains the procedures that must be done to
conduct a meta-analysis. First, relevant publications were gathered from various databases,
including PubMed and Embase, etc.; next, the two independent reviewers reviewed the collected
articles to check them for quality. After completing the screening procedure, the articles list was
then updated without any duplicate or irrelevant publications; again, some articles were used to
remove from the list of articles because they were not fully texted or they might be irrelevant.
Then, 50 articles were chosen for the final Analysis, and the data from those studies were collected.
Only the meta-analysis was performed using the programme "Review Manager (REVMAN) 5.3

Copenhagen,"ba sed on those data.
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Records identified through database searching and cross-referencing from prior
review arficles

PubMed 436 EMBASE 467 Cochrane Reviews (  Cross-referencing from

prior reviews 11

Records screened by 2 independent reviewers: consensus

914 records screened 390 records excluded

Duplicate publications/cases removed

§ duplicate publications excluded 57 records remaining

57 full-text articles assessed

articles - review atticles o

. lette:r to editor (no cases) 1 article - not re]ated ta
O ST AT TR T stroke; 1 article - IA {PA only: 1 article - individuzl

patient datanot available

50 articles included

Systematfic review and individual patient-data meta-analysis

PRISMA Chart
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The relative frequencies from the chosen studies were used to estimate the Risk Ratios

Statistical Analysis

(RRs) for dichotomous variables. Forest plots were created to quantitatively measure the relevant
95% confidential interval (95% CI) and qualitatively evaluate the RRs across trials. The mean
differences were used as an effective measure for continuous data. The Cochrane Q statistic and
the I? statistic were used to assess the degree of heterogeneity; values of < 50% and > 50% indicated
low and high levels of heterogeneity, respectively. The DerSimonian and Laird random-effects
model was used to pool the RRs. "Review Manager (REVMAN) 5.3 Copenhagen" was used to
conduct all statistical analyses (The Nordic Cochrane Centre, The Cochrane Collaboration, 2014).
A two-sided p-value of 0.05 was regarded as statistically significant for all analyses. Binomial
logistic regression is another name for logistic regression analysis. Based on one or more
independent variables, this Analysis forecasts the likelihood that an observation will fall into one
of two categories of a dichotomous dependent variable. We can only utilise one independent
variable and one dependent variable in the linear regression. Linear regression analyses are used

to forecast a dependent variable's value based on the independent variable's value.

Table 1.1: Frequency table for final mTICI

Final mTICI Frequency Percentage
0 6 4.62

2a 13 10.00

2b 10 30.77

3 48 36.92

INot reported 12 9.23

Other scale used 11 8.46

Total 130 100.00

Table 1.1 represents the frequency and percentage of final mTICI. The majority of 36.92%
of the final mTICI denotes the category of 3, followed by 30.77% of the samples belonging to type
2b. 10.0% and 9.23% belonged to the category of 2a and were not reported, respectively. Other

scales were used, and the 0 categories scored only 8.46% and 4.62%, respectively.
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Table 1.2 Descriptive statistics for final mRS, Change in NIHSS Score and Age by the

distribution of gender

Change in NIHSS
Final mRS Age
Score
Male Female Male Female Male Female
Mean 3.50 3.83 13.86 11.83 12.14 |15.50
95% Lower
3.11 3.29 11.03 7.60 10.39 [12.25
Confidence Bound
Interval fo
\Upper
Mean 3.89 4.38 16.69 16.07 13.89 |18.75
Bound
Median 3.50 3.50 12.00 11.50 12.50 |15.50
SD 2.37 2.02 7.88 5.53 5.45 4.60

Table 1.2 represents the descriptive statistics values for final mRS, Change in
NIHSS Score and Age by the distribution of gender. In the Final mRS, Females scored the highest
mean. The mean and standard deviation values were 3.83 + 2.02 and the male score 3.50 + 2.37
while considering the change in NIHSS score, the males scored the highest mean, the values were
13.86 + 7.88, and the female scores 11.83 & 5.53 and in the case of female age scores the highest

mean value of 15.50 + 4.60 and the male scores the value of 12.14 + 5.45.

Table 1.3 Descriptive statistics for final mRS, Change in NIHSS Score and Age in terms of

the occlusion site

95% Confidence Interval

for Mean
Mean Median |SD
Lower Upper
Bound Bound
Final mRS 3.36 2.23 4.48 2.50 0.72
\Vertebrobasilar IChange in NIHSS Score 17.50 10.34 24.66 17.50 9.25
Age 11.93 8.43 15.42 12.50 5.28
Final mRS 3.67 3.30 4.03 3.50 2.08
M IChange in NIHSS Score 12.58 9.51 15.65 11.50 6.33
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Age 12.75 10.36 15.15 13.50 5.27
IFinal mRS 3 - - - -
M2 Change in NIHSS Score 15.50 +48.03 79.03 15.50 8.57
Age 11.00 -58.88 80.88 11.00 9.28
[Final mRS 3.93 3.43 4.42 3.50 2.04
ICA terminus Change in NIHSS Score 10.21 6.77 13.66 9.50 5.23
Age 14.50 10.84 18.16 14.50 5.46

Table 1.3 represents the descriptive statistics for the final mRS, Change in NIHSS
Score and Age in terms of occlusion site. The occlusion sites are Vertebrobasilar, M1, M2 and
ICA terminus. In the Vertebrobasilar site, the mean was high at Change in NIHSS score, and the
values are 17.50 + 9.25, followed by age, the mean and standard deviation values are 11.93 £ 5.28,
and Final mRS has only the value of 3.36 £2.72. In the M1 site, the mean score was high at age
12.75 £ 5.27, followed by a Change in NIHSS score of 12.58 & 6.33 and Final mRS scores of only
3.67 £ 2.08. In the case of the M2 area, the highest mean value was scored by Change in NIHSS
score of 15.50 = 8.57 followed by age, and the values are 11.00 + 9.28. While considering the ICA
terminus site, the highest mean values were scored by age as 14.50 + 5.46, followed by a Change
in NIHSS score. The mean and standard deviation values are 10.21 + 5.23, and the final mRS

scores are only 3.93 + 2.04.
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Comparison of IVT between presence and absence in patients

Yes No Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Bhatia etal 2019 0 3 3 3 34% 0.14[0.01,1.98]
Bhogal etal 2018 1 a 4 a T1% 0.25[0.04,1.52] -1
Bigietal 2018 1 B a 4] 0% 0.20[0.03,1.24] e —
Buompadre etal 2017 0 1 1 1 3 6% 0.33[0.03,4.19]
Cappellari et al 2018 0 1 1 1 36% 0.33[0.03, 4.19]
Chung et al 2016 1 1 0 1 3.6% 3.00[0.24, 37.67]
Fuchs etal 2014 0 1 1 1 36% 0.33[0.03,4.19]
Gande et al 2018 0 1 1 1 3 6% 0.33[0.03,4.19]
Garnes-Sanchez etal 2016 0 1 1 1 3 6% 0.33[0.03,4.19]
Gerstl etal 2016 1 1 a 1 3 6% 3.00[0.24, 37.67]
Huetal 2014 1 2 1 2 6.1% 1.00[0.14,7.10]
Kirn etal 2018 0 1 1 1 3.6% 0.33[0.03,4.19]
Kulhari etal 2017 0 1 1 1 36% 0.33[0.03,4.19]
Ladneretal 2014 0 1 1 1 3 6% 0.33[0.03,4.19]
Lenaetal 2016 0 1 1 1 3 6% 0.33[0.03,4.19]
Madaelil et al 2016 0 2 2 2 358% 0.20[0.02, 264]
Mittal et al 20145 1 1 a 1 I 6% 3.00[0.24, 37.67]
Micosia etal 2016 0 1 1 1 36% 0.33[0.03,4.19]
Rhee etal 2014 0 1 1 1 36% 0.33[0.03,4.19]
Savastano etal 20145 0 1 1 1 3 6% 0.33[0.03,4.19]
Stowe etal 2017 0 1 1 1 3 6% 0.33[0.03,4.19]
Sunetal 2018 0 1 1 1 3 6% 0.33[0.03,4.19]
Wega etal 2015 0 1 1 1 36% 0.33[0.03, 4.19]
Weineretal 2016 0 1 1 1 36% 0.33[0.03,4.19]
Wilkinson etal 2018 0 1 1 1 3.6% 0.33[0.03,419]
Total (95% CI) 38 38 100.0% 0.41 [0.25, 0.66] <
Total events B a2
Heterogeneity: Tau?= 0.00; Chi*=10.18, df= 24 (P = 0.99); F= 0% ID 01 051 150 1DIZI=
Test for overall effect Z= 363 (P =0.0003) ’ ’ Yes Mo

The above figure compares the absence and presence of patients in events for IVT by forest
plot. Twenty-five studies reported the meta-analysis between the presence and absence of events
for patients in IVT. The study reported a significant difference between the presence and absence
of events in patients (p<0.05). The heterogeneity between the two studies is low (1> =0%). Test for
overall effect: Z=3.63 (p=0.0003<0.05) (RR=0.41 CI: 0.25 to 0.66). Examining the risk of IVT
showed that Chi? =10.18, P=0.0003, I =0%, and the difference among studies or Tau? =0.00.
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Figure 1.1 Funnel plot for IVT between presence and absence in patients

SE(log[RR])
0 a
RAE AN
SN
AN
’f ! \\
S |
05T+ /. : \\
4 ! LY
s ! Y
Fl 1 LY
. ! .
s ! *
/ o0 N
14 ; | O '
# I N
¢ 1 A
S ! kY
s oo N o
. ! .
. ! “\
15+ K ! |
Fl 1 £y
¥ 1 ‘\
/ i .
Fl I kY
4 i K
! .
| b
, i , Ly RR
0.01 01 1 10 100

Comparison of IAT between presence and absence in patients

Yes No Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Ehatia et al 2019 i} 3 3 3 27% 0.14[0.01,1.96]
Bigi etal 2018 3 & 3 6 14.3% 1.00[0.32, 3.10] I
Buompadre etal 2017 i} 1 1 1 2.9% 0.33[0.03,4.19]
Cappellari etal 2018 i} 1 1 1 2.9% 0.33[0.03, 4.19]
Chung etal 2016 i} 1 1 1 2.9% 0.33[0.03,4.19]
Dubedout etal 2013 i} 1 1 1 2.9% 0.33[0.03, 4.19]
Fuchs etal 2014 i} 1 1 1 2.9% 0.33[0.03,4.19]
Gande etal 2018 i} 1 1 1 2.9% 0.33[0.03, 4.19]
Garnes-Sanchez et al 2016 a 1 1 1 2.9% 0.33[0.03, 4189]
Gerstl etal 2016 i} 1 1 1 2.9% 0.33[0.03,4.19]
Huetal 2014 i} 2 2 2 18% 0.20[0.02, 2.64]
Huded etal 2015 i} 1 1 1 2.9% 0.33[0.03,4.19]
Irazuzta etal 2010 1 1 a 1 2.9% 3.00[0.24, 37.67]
Kim et al 2018 i} 1 1 1 2.9% 0.33[0.03,4.19]
Kulhari et al 2017 o 1 1 1 2.9% 0.33[0.03,4.19]
Ladneretal 2014 i} 1 1 1 2.9% 0.33[0.03,4.19]
Lenaetal 2016 o 1 1 1 2.9% 0.33[0.03,4.19]
Madaelil etal 2016 i} 2 2 2 28% 0.20[0.02, 2.64]
Mittal et al 2015 o 1 1 1 2.9% 0.33[0.03,4.19]
Micosia etal 2016 i} 1 1 1 2.9% 0.33[0.03,4.19]
Fhee et al 2014 1] 1 1 1 29% 0.33[0.03, 4.19]
Sainz de la Maza etal 2014 i} 1 1 1 2.9% 0.33[0.03,4.19]
Savastano etal 2019 i} 1 1 1 2.9% 0.33[0.03, 4.19]
Stidd etal 2014 i} 1 1 1 2.9% 0.33[0.03,4.19]
Stowe etal 2017 i} 1 1 1 2.9% 0.33[0.03, 4.19]
Sunetal 2018 i} 1 1 1 2.9% 0.33[0.03,4.19]
Tahone etal 2017 1 3 2 3 57T% 0.50[0.08, 2.99] e B
Wega etal 20145 i} 1 1 1 2.9% 0.33[0.03,4.19]
VWeiner et al 2016 i} 1 1 1 2.9% 0.33[0.03, 4.19]
Wilkinson et al 2018 i} 1 1 1 2.9% 0.33[0.03,4.19]
Total (95% CI) 41 41 100.0% 0.40 [0.26, 0.62] L 3
Total events i 36
Heterogeneity: Tau?= 0.00; Chi*= 6.72, df= 29 (P = 1.00); F= 0% ID 0 051 150 1DD=
Testfor overall effect Z=4.14 (P = 0.0001) ' ' Yes Mo
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The above figure compares the absence and presence of patients in events for IAT by forest
plot. Twenty-five studies reported the meta-analysis between the presence and absence of events
for patients in IAT. The study reported a significant difference between the presence and absence
of events in patients (p<0.05). The heterogeneity between the two studies is low (1> =0%). The Test
for overall effect is Z=4.14 (p=0.0001<0.05) (RR=0.40 CI: 0.26 to 0.62). Examining the risk of
IAT showed that Chi> =6.72, P=0.0001, I* =0%, and the difference among studies or Tau> =0.00.

Figure 1.2 Funnel plot for IAT between presence and absence in patients
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Comparison of Vertebrobasilar between presence and absence in patients

Yes No Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Alnaamietal 2013 a 1 1 1 2.4% 0.33[0.03,4.19] e —
Bhatia etal 2019 a 3 3 I 2% 0.14[0.01,1.96] T
Bhogal etal 2018 1 5 4 5 47% 0.25[0.04,1.53] -
Bigietal 2018 1 B ] B 4.6% 0.20[0.03,1.24] B
Bodeyetal 2014 3 4 1 4 48% 3.00[0.50, 17.95] ]
Buompadre etal 2017 a 1 1 1 2.4% 0.33[0.03,4.19] e
Cappellari etal 2018 a 1 1 1 2.4% 0.33[0.03,4.19] I
Chung et al 2016 1] 1 1 1 2.4% 0.33[0.03, 4.19] I
Dubedout et al 2013 1 1 a 1 2.4% 3.00[0.24, 37.67] —
Finketal 2013 1 1 a 1 2.4% 3.00[0.24, 37.67] —
Fuchs etal 2014 o 1 1 1 2.4% 0.33[0.03,4.19] e E—
Gande et al 2018 1] 1 1 1 2.4% 0.33[0.03, 4.19] I
Gerstl et al 2016 a 1 1 1 2.4% 0.33[0.03,4.19] I
Huetal 2014 a 2 2 7 23% 0.20[0.02, 2.64] —
Huded et al 2015 1 1 o 1 2.4% 3.00[0.24, 37.67] I
Kimetal 2018 1] 1 1 1 2.4% 0.33[0.03,4.189] I
Kulhari etal 2017 a 1 1 1 2.4% 0.33[0.03,4.19] e
Ladneretal 2014 1 1 a 1 2.4% 3.00[0.24, 37.67] —
Lena etal 2016 1 1 1] 1 2.4% 3.00[0.24, 37.67] I
Madaelil et al 2016 1 2 1 2 4.0% 1.00[0.14,7.10] . E—
Mittal etal 2015 a 1 1 1 2.4% 0.33[0.03,4.19] e
Micosiaetal 2016 1 1 a 1 2.4% 3.00[0.24, 37.67] —
Rhee etal 2014 1] 1 1 1 2.4% 0.33[0.03,4.19] e E—
Savastano etal 2015 1 1 1] 1 2.4% 3.00[0.24, 37.67] —
Stidd etal 2014 a 1 1 1 2.4% 0.33[0.03,4.19] e
Stowe etal 2017 a 1 1 1 2.4% 0.33[0.03,4.19] I
Sunetal 2018 1 1 1] 1 2.4% 3.00[0.24, 37.67] -]
Tahone etal 2017 1] 3 3 3 2.2% oA4@oo1,1.96 —————————— 1
Tatum etal 2013 2 4 2 4 8.0% 1.00[0.25, 4.00] . E—
Yegaetal 2014 a 1 1 1 2.4% 0.33[0.03,4.19] e
Weiner et al 2016 1] 1 1 1 2.4% 0.33[0.03,4.19]
Wilkinson etal 2018 1 1 o 1 4% 3.00[0.24, 37 67] —
Zhou etal 2014 2 7 ] 7 96% 0.401[0.11,1.41] A
Total (95% CI) 60 60 100.0% 0.63 [0.43, 0.94] <
Tatal events 149 41
Heterogeneity: Tau= 0.00; Chi*= 26.70, df= 32 (P = 0.73); = 0% ID o 051 WID 1DD=
Test for averall effect 2= 2.29 (P = 0.02) ) ) Yes No

The above figure compares the absence and presence of patients in events for
Vertebrobasilar by forest plot. Thirty-three studies reported the meta-analysis between the
presence and absence of events for patients in Vertebrobasilar. The study reported a significant
difference between the presence and absence of events in patients (p<0.05). The heterogeneity
between the two studies is low (I =0%). Test for overall effect: Z=2.29 (p=0.02<0.05) (RR=0.63
CI: 0.43 to 0.94). Examining the risk of Vertebrobasilar showed that Chi?> =26.70, P=0.02, 1> =0%,

and the difference among studies or Tau? =0.00.
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Figure 1.3 Funnel plot for Vertebrobasilar between presence and absence in patients
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Comparison of ICA terminus between presence and absence in patients

Yes No Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bhatia et al 2019 1 3 3 48% 0.50[0.08, 2.99]

2
Bhogal etal 2018 2 a 3 a Q9.4% 067018 2.47] -1
Bigietal 2018 3 B 3 6 12.3% 1.00[0.32 3.10] I
Buampadre etal 2017 I} 1 1 1 2.5% 0.33[003 4149
Cappellarietal 2018 I} 1 1 1 2.8% 0.33[003, 4149]
Chung et al 2016 i} 1 1 1 2.5% 0.33[0.03, 4.19]
Fuchs etal 2014 1} 1 1 1 2.5% 0.32[003, 4149]
Gahde etal 2018 I} 1 1 1 2.5% 0.33[003 4149
Garmes-Sanchez etal 2016 i} 1 1 1 2.8% 033003 4149]
Gerstletal 2016 i} 1 1 1 2.5% 0.33[0.03, 4.19]
Huetal 2014 2 2 0 2 2.4% 5.00[0.38, 66.01]
Huded etal 2014 I} 1 1 1 2.8% 0.33[003, 4149]
Kim etal 2018 1 1 0 1 2.8% 3.00[0.24, 37 67)
Kulhari etal 2017 1} 1 1 1 2.5% 0.32[003, 4149]
Ladner atal 2014 I} 1 1 1 2.5% 0.33[003 4149
Lenaetal 2016 I} 1 1 1 2.8% 033003, 4149]
Madaelil etal 2016 i} 2 2 2 2.4% 0.20([0.02 2.64]
Mittal et al 2015 1} 1 1 1 2.5% 0.32[003, 4149]
Micosia etal 2016 I} 1 1 1 2.8% 0.33[003, 4149]
Rhee etal 2014 1 1 0 1 2.8% 3.00[0.24, 37 67)
Sainz de la Maza et al 2014 1 1 0 1 2.5% 3.00[0.24, 37.67]
Savastano etal 2015 I} 1 1 1 2.5% 0.33[003 4149
Stidd etal 2014 I} 1 1 1 2.8% 0.33[003, 4149]
Stowa atal 2017 i} 1 1 1 2.8% 0.33[003, 4149]
Sunetal 2018 1} 1 1 1 2.5% 0.32[003, 4149]
Van den Wijngaard etal 2014 I} 1 1 1 2.5% 0.33[003 4149
Vega etal 2015 o 1 1 25% 0.33[0.03,4.19]
Weiner et al 2016 1 1 0 1 2.5% 3.00[0.24, 37.67]
Wilkinson et al 2018 I} 1 1 1 2.8% 0.33[003 4149
Zhouetal 2018 2 7 a 7 9.9% 04010011, 1.41] I —
Total (95% CI) 49 48 100.0% 0.55 [0.37, 0.82] "
Total events 14 35
Heterogeneity: Tau®= 0.00; Chi*= 1474, df= 29 (P = 0.99); F= 0% ID A 051 150 'IDDI

Testfor overall effect: Z= 2.94 (P = 0.003) Yes No
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The above figure compares the absence and presence of patients in events for [CA terminus
by forest plot. Thirty studies reported the meta-analysis between the presence and absence of
events for patients in the ICA terminus. The study reported a significant difference between the
presence and absence of events in patients (p<0.05). The heterogeneity between the two studies is
low (I* =0%). Test for overall effect: Z=2.94 (p=0.003<0.05) (RR=0.55 CI: 0.37 to 0.82).
Examining the risk of ICA terminus showed that Chi? =14.74, P=0.003, 1> =0% and the difference

among studies or Tau? =0.00.

Figure 1.4: Funnel plot for ICA terminus between presence and absence in patients
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Comparison of M1 between presence and absence in patients

Yes No Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Bhatia etal 20149 0 3 3 3 2.5% 014 [0.01,1.96]
Bhogal etal 2018 2 5 3 a8 10.5% 067 [0.18,2.42] e E—
Bigietal 2018 2 4 4 6 10.9% 0.450[0.14,1.77] .
Bodeyetal 2014 1 4 3 4 5.4% 0.33 [0.06, 1.99]
Buampadre etal 2017 1 1 ] 1 2.7% 3.00[0.24, 37.67]
Cappellari et al 2018 ] 1 1 1 2.7% 0.33[0.03,4.19]
Chung etal 2016 1 1 ] 1 2.7% 3.00[0.24, 37.67]
Gande etal 2018 1 1 ] 1 2.7% 3.00[0.24, 37.67]
Gerstl etal 2016 1 1 ] 1 2.7% 3.00[0.24, 37.67]
Huetal 2014 ] 2 2 2 2.6% 0.20[0.02, 2.64]
Huded etal 20145 ] 1 1 1 2.7% 0.33[0.03,4.19]
Kimetal 2018 ] 1 1 1 2.7% 0.33[0.03,4.19]
Kulhari et al 2017 1 1 0 1 27% 3.00[0.24, 37.67]
Ladneretal 2014 0 1 1 1 27% 0.33[0.03,4.19]
Lenaetal 2016 0 1 1 1 27% 0.33[0.03,4.19]
Mittal et al 20145 1 1 0 1 27% 3.00[0.24, 37.67]
Micosia et al 2016 0 1 1 1 27% 0.33[0.03,4.19]
Rhee et al 2014 1 1 0 1 27% 3.00[0.24, 37.67]
Savastano et al 2015 0 1 1 1 27% 0.33[0.03,4.19]
Stidd et al 2014 1 1 0 1 27% 3.00[0.24, 37.67]
Stowe et al 2017 1 1 0 1 27% 3.00[0.24, 37.67]
Sunetal 2018 0 1 1 1 2.7% 0.33[0.03,4.19]
Tabone etal 2017 3 3 ] 3 2.9% 7.00[0.51, 86.08]
Vegaetal 2015 1 1 ] 1 2.7% 3.00[0.24, 37.67]
Weiner etal 2016 ] 1 1 1 2.7% 0.33[0.03,4.19]
Wilkinson et al 2018 ] 1 1 1 2.7% 0.33[0.03,4.19]
Zhouetal 2019 2 7 ] 7o11.0% 0.40[0.11,1.41] e —
Total (95% CI) 50 50 100.0% 0.73 [0.48,1.10] <4
Total events 20 30
Heterogeneity, Tau®= 0.00; Chi= 23.01, df= 26 (P = 0.63); 7= 0% f f f {
Testfor overall effect: Z=1480(F=013) 0.01 01 Yes Mo 1o 100

The above figure compares the absence and presence of patients in events for M1 by forest
plot. Twenty-seven studies reported the meta-analysis between the presence and absence of events
for patients in M1. The study reported no significant difference between the presence and absence
of events in patients (p>0.05). The heterogeneity between the two studies is low (I* =0%). The Test
for overall effect is Z=1.50 (p=0.13 <0.05) (RR=0.73 CI: 0.48 to 1.10). Examining the risk of M1
showed that Chi? =23.01, P=0.13, I* =0%, and the difference among studies or Tau?> =0.00.
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Figure 1.5 Funnel plot for M1 between presence and absence in patients
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Comparison of M2 between presence and absence in patients

Yes No Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Bhatia etal 2018 2 3 1 3 B.2% 2000033, 11.97]
Bodeyvetal 2014 a 4 4 4 2.8% 011 [0.01,1.57] *
Buompadre etal 2017 a 1 1 1 3% 0.33[0.03 419
Cappellari etal 2018 1 1 a 1 3% 3000024, 37.67]
Chung etal 2016 a 1 1 1 3% 0.33[0.03 419
Fuchs etal 2014 a 1 1 1 3% 0.33[0.03 419
Gande etal 2018 a 1 1 1 3% 0.33[0.03, 419
Gerstl et al 2016 a 1 1 1 3% 0.33[0.03 419
Gunta et al 2012 a 1 1 1 3% 0.33[0.03 419
Huetal 2014 a 2 2 2 3.0% 0.20[0.02, 2.64]
Huded et al 2015 a 1 1 1 3% 0.33[0.03 419
Kirn atal 2018 a 1 1 1 3% 0.33[0.03 419
Kulhari etal 2017 a 1 1 1 3% 0.33[0.03 419
Ladneretal 2014 a 1 1 1 3% 0.33[0.03, 419
Laietal 2010 a 1 1 1 3% 0.33[0.03 419
Lena etal 2016 a 1 1 1 3% 0.33[0.03 419
Madaelil et al 2016 1 2 1 2 5.2% 1.00[0.14, 7.10]
Mittal et al 2014 a 1 1 1 3% 0.33[0.03 419
Micosiaetal 2016 a 1 1 1 3% 0.33[0.03 419
Rhee etal 2014 a 1 1 1 3% 0.33[0.03 419
Sainz de la Maza et al 2014 a 1 1 1 3% 0.33[0.03, 419
Savastano et al 2014 a 1 1 1 3% 0.33[0.03 419
Stidd et al 2014 a 1 1 1 3% 0.33[0.03 419
Stowee etal 2017 a 1 1 1 3% 0.33[0.03 419
Sun etal 2018 a 1 1 1 3% 0.33[0.03 419
Tahone etal 2017 a 3 3 3 29% 014 [0.01,1.96]
Yan denWingaard etal 2014 a 1 1 1 3% 0.33[0.03 419
YWegaetal 2015 a 1 1 1 3% 0.33[0.03, 419
Weiner etal 2016 a 1 1 1 3% 0.33[0.03 419
Wilkingon etal 2018 a 1 1 1 3% 0.33[0.03 419
Zhou etal 2014 a T T T 2T% 0.07 [0.00,0.98] *
Total {95% CI) 46 46 100.0% 0.38 [0.24, 0.59] <
Total events 4 42
Heterogeneity: Tau®= 0.00; Chi*=10.64, df= 30 (P = 1.00); F= 0% ID m DI1 1ID 1DDI
Test for overall effect: 2= 4.31 (P = 0.0001) ’ ’ Yes Mo
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The above figure represents the comparison of the absence and presence of patients in
events for M2 by forest plot. Thirty-one studies reported the meta-analysis between the presence
and absence of events for patients in M2. The study reported a significant difference between the
presence and absence of events in patients (p<0.05). The heterogeneity between the two studies is
low (I* =0%). The Test for overall effect is Z=4.31 (p=0.0001 <0.05) (RR=0.38 CI: 0.24 to 0.59).
Examining the risk of M2 showed that Chi> =10.64, P=0.0001, I* =0%, and the difference among

studies or Tau? =0.00.

Figure 1.6: Funnel plot for M2 between presence and absence in patients
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Subgroup analysis assessed with outcomes
The meta-analysis was done for the subgroups analysis assessed with their
outcomes for the group of Change in NIHSS. In addition, there are three subgroups in Change in

NIHSs: Solitaire, Trevo and Penumbra Aspiration.
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Change in NIHSS

Comparison of change in NIHSS in Solitaire

Yes No Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Cappellari etal 2018 1 0 1 11.2% 3.00[0.24, 37 .67
Fink etal 2013 1 1 0 1 11.2% 3.00[0.24, 37 .67
Garnes-Sanchez et al 2016 1 1 i} 1T 11.2% 3.00([0.24, 37.67]
Huetal 2014 2 2 0 2 107% 5.00[0.38, B6.01]
Huded et al 2015 1 1 il 1 11.2% 3.00([0.24, 37 .67]
Ladneretal 2014 1 1 ] 1 11.2% 3.00([0.24, 37.67]
Rhee etal 2014 1 1 ] 1 11.2% 3.00([0.24, 37.67]
Sainz de la Maza etal 2014 1 1 0 1 11.2% 3.00[0.24, 37 .67
Yan den'Wiingaard et al 2014 1 1 0 1 11.2% 3.00[0.24, 37 .67
Total (95% Cl) 10 10 100.0% 3.17[1.36,7.38] ~al
Total events 10 a
Heterogeneity; Tau®= 0.00; Chi*= 014, df= 8 (P = 1.00%; F= 0% ID o1 051 150 1EIDI
Test for overall effect: 2= 2.67 (P = 0.007) ' ' Yes Mo

The above figure represents the comparison of the absence and presence of patients in
events for the subgroup of Solitaire of Change in NHISS by forest plot. Nine studies reported the
meta-analysis between the presence and absence of events for patients in a subgroup of Solitaire.
The study reported a significant difference between the presence and absence of events in patients
(p<0.05). The heterogeneity between the two studies is low (1> =0%). The Test for overall effect is
7=2.67 (p=0.007 <0.05) (RR=3.17 CI: 1.36 to 7.38). Examining the risk of Solitaire showed that
Chi? =0.14, P=0.007, I> =0%, and the difference among studies or Tau?> =0.00.

Figure 1.7: Funnel plot for change in NIHSS in solitaire
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Yes No Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Bhatia etal 2018 1 1 0 1 250% 3.00[0.24, 37.67] =
Kulhari etal 2017 1 0 1 250% 3.00[0.24, 37.67] L
Stowee etal 2017 1 1 Il 1 250% 3.00[0.24, 37 .67 =
Yegaetal 2015 1 1 Il 1 250% 3.00[0.24, 37 67) =
Total {95% CI) 4 4 100.0% 3.00 [0.85, 10.63] oo
Total events 4 ]

Heterogeneity: Tau®=0.00; Chi#=0.00, df= 3{P=1.00); F= 0%
Test for overall effect £=1.70{F = 0.09)

Yes MNo

The above figure represents the comparison of the absence and presence of patients in

events for the subgroup of Trevo of Change in NHISS by forest plot. Four studies reported the

meta-analysis between the presence and absence of events for patients in a subgroup of Trevo. The

study reported no significant difference between the presence and absence of events in patients

(p>0.05). The heterogeneity between the two studies is low (12 =0%). The Test for overall effect is
7Z=1.70 (p=0.09>0.05) (RR=3.00 CI: 0.85 to 10.63). Examining the risk of Trevo showed that Chi?
=0.00, P=0.09, I =0%, and the difference among studies or Tau? =0.00.

Figure 1.8 Funnel plot for change in NIHSS in Trevo
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Comparison of change in NIHSS in Penumbra Aspiration

Yes No Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Bhogal et al 2018 1 A 4 5 14.8% 0.25[0.04,1.52] —
Fujimoto etal 2012 1 1 a 1 T.6% 3.00([0.24, 37.67]
Grurwald et al 2010 2 3 1 3 181% 2.001([0.33,11.87] —
Huetal 2014 2 2 i 2 T.3% 5.00[0.38, BE.01]
Madaelil et al 2016 2 2 a 2 T.3% A.00[0.38, 66.01]
Taturm et al 2013 2 4 2 4 2823% 1.00[0.25, 4.00] —
Yega etal 2014 1 1 i 1 T.6% 3.00[0.24, 37 67]
Wiieiner et al 2016 1 1 a 1 T.6% 3.00([0.24, 37.67]
Havieretal 2012 1 1 i 1 T.E% 3.00([0.24, 37.67]
Total (95% CI) 20 20 100.0% 1.59 [0.79, 3.20] R
Total ewents 13 7

o - i . L | | 1
Heterogeneity: Tau’zl IJPIJ, Chi® =_T.IZ|IZ|, df=8 (P =044} F=0% IIZI.D1 Df1 1ID 1IZID'
Testfor overall effect Z=1.31(F=019) Yes Ma

The above figure compares the absence and presence of patients in events for the Penumbra
Aspiration of Change subgroup in NHISS by forest plot. Nine studies reported the meta-analysis
between the presence and absence of events for patients in a subgroup of Penumbra Aspiration.
The study reported no significant difference between the presence and absence of events in patients
(p>0.05). The heterogeneity between the two studies is low (12 =0%). The Test for overall effect is
Z=1.31 (p=0.19>0.05) (RR=1.59 CI: 0.79 to 3.20). Examining the risk of Penumbra Aspiration
showed that Chi? =7.00, P=0.19, I> =0% and the difference among studies or Tau? =0.00.

Figure 1.9 Funnel plot for change in NIHSS in Penumbra Aspiration
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