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Aims/hypothesis of research is described in the introduction/methods
The population of the study is described (age, sex, co-morbidities)
Study has ethical approval AMD informed consent

Sample size calculated before star of experiment
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Study protocol clearly described

Statistical methods presented and appropriate

CBFITFA measurements clearly presented and consistent
CBF(vWTFA calculation is present ar referenced method
Graphitable summarising results

Study tested reliability and validity of used measurements
Strength of evidence for each main outcome was discussed
Limitations of the study are presented and discussed
Suggestions made for future research
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Supplementary Figure I: authors' evaluation about each risk of bias item presented as
percentages across all included studies for each of the Downs and Black criteria.
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Supplementary Figure I1: review authors' evaluation about each risk of bias item for each included study of low risk of bias (green), and
high risk of bias (red).



A Ischaemic stroke Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Guo 2014 Ischaemic stroke (LAA) 081 053 18 071 03 20 208% 0.24 [-0.44, 0.81] 1

Reinhard 2005 Ischaemic stroke 087 0.24 33 06 02 25 208% -0.13[0.65,0.39] -

Salinet 2015 Ischaermic stroke 115 0.04 27 15 008 27 185% -5.45 [6.65, -4.26] —

Truijen 2018 Ischaemic stroke 0.37 0.z 3@ 053 0.3 17 207% -0.66 [1.25,-0.08] —

Tutaj 2014 Ischaemic stroke 206 057 B 202 027 14 194% 0.10[-0.86,1.08] —

Total (95% CI) 120 103 100.0% -1.11 [-2.49, 0.28] -~
Heterogeneity: Tau®= 2.31; Chi*= 74,43 df=4 (P = 0.00001}); F=95% t !

4 2 0 2 4

Testfor overall effiect Z=1.57 (F=0.12) Favours Control Favours Ischaemic stroke

B Ischaemic stroke Control Std. Mean Difference S$td. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Guo 2014 Ischaemic stroke (LAA) 083 032 15 071 03 20 2048% 0.38[-0.30,1.08] T
Reinhard 2005 Ischaemic stroke 0.58 0.z 33 06 02 25 208% -0.10 [0.62,0.42] -
Salinet 2015 Ischaernic stroke 108 005 27 15 008 27 18.3% -B.06 [7.36, -4.76] —
Truijen 2018 Ischaemic stroke 047 049 39053 0.3 17 20.8% -0.13[F0.70,0.44] -
Tutaj 2014 Ischaemic stroke 176 043 202 027 14 195% 07T 17T, 0.22) ]
Total (95% CI) 120 103 100.0% -1.23 [-2.68, 0.22] -
Heterogeneity: Tau®= 2,55, Chi*= 8043, df= 4 (P = 0.000017; F= 95% _Im '5 :'5 10’
Test for overall effect 2= 1.66 (F=0.10) Favours Control  Favours |schaemic stroke

Supplementary Figure I11. A: Forest plot of gain for a sub-group of large vessel disease
(affected side) in five studies of AIS. Heterogeneity is high and significant (1> = 95%, P <
0.00001). B: Gain for a sub-group of five studies in large vessel disease (unaffected side).

Heterogeneity is high and also significant (1> = 95%, P < 0.00001).

A 0-2 days onset 3-7 days onset Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Ma 2018 Ischaemic strake 343 178 64 352 183 46 31.7%  -0.90[-7.98 6.18] — i
FPetersen 2015 Ischaemic stroke 296 1048 24232 194 24 209% G.40 [2.32,15.12] I e —
Reinhard 2005 |schaemic stroke 438 1741 45 382 176 44 306%  5.60[1.61,12.81] T
Reinhard 2012 Ischaemic stroke 44 20 33 349 19 29 16.8% 5.00 [-4.72,14.72] I e —
Total (95% CI) 166 143 100.0% 3.61 [-0.38, 7.59] =
Heterogeneity: Tau®= 0.00; Chi*=2.32, df=3{F=051), F=0%

20 -0 0 10 20

Testfor averall effect Z=1.77 (P = 0.08) Favours 3-7 days Favours 0-2 days

B 0-2 days onset 3-T days onset Mean Difference Mean Difference

Study or Subgroup Mean S0 Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% Cl

Ma 2018 Ischaemic stroke 342 167 B4 322 168 46 38.9% 2.00 [-4.35, 8.35] —r—

Petersen 2015 Ischaemic strake 425 13 24 417 184 24 19.2% 0.80[-8.25, 9.89] S

Reinhard 2005 Ischaemic stroke 49 20 33 45 23 29 1345% 4.00 [-6.80, 14.80] -1
Reinhard 2012 Ischaemic stroke 486 154 45 434 20 44 284% 4T0[273,1213] I

Total (95% CI) 166 143 100.0% 2.81[-1.15,6.77] ’
Heterogeneity: Tau®= 0.00; Chi*= 0548 df=3 {(P=091), F=0% t t T t t

. -20 -10 ] 10 20

Testfor overall effect: Z=1.39{F =0.16) Favours 3-7 days Favours 0-2 days

Supplementary Figure 1V. A: Forest plot of phase for serial measurement in the affected side
of AIS. Heterogeneity is low and non-significant (1> = 0%, P = 0.51). B: Phase for serial
measurement of four studies of AIS in the unaffected side. Heterogeneity is low and also non-
significant (1= 0%, P = 0.91).



