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Forest Plot
[ | Effect size of each study | Confidence interval of effect size
@ Estimated overall effect size — — Overall effect size value
hossffect valus I Estimated overall confidence interval
2.20834
Origin ID Study Hedges' g Std. Error Lower Upper  p-value |
Asia lkeda et al. 2015 0.54 0.21 012 095  0.01 —8 — |
Mori et al. 2012 0.78 0.25 028 128 0.00 [ — |
Ikeda et al. 2015 0.25 0.21 017 0.66 0.25 B |
Mori et al. 2012 1.27 0.28 072 1.81 0.00 —a—
Subgroup Overall 0.68 0.21 027 109 0.0 —_—— I
Europe  Howard et al. 2007 0.41 0.19 0.03 0.78 0.03 I :
Holmes et al. 2004 3.46 0.33 282 4.10 0.00 ; —_—l
Winblad etal. 2006 3.32 0.20 293 372 0.00 | —=—
Dichgans et al. 2008 1.44 0.18 1.09 1.79 0.00 B
Johannsen et al. 2006 2.54 0.20 216 293  0.00 lg
Ridha et al. 2018 0.75 0.50 -0.22 172 013 —_—
Subgroup Overall 2.00 0.53 0.96 3.04 0.00 —e—
IC Gault et al. 2015 1.60 0.20 121 1.99 0.00 —=—
Black et al. 2007 2.47 0.16 216 277 0.00 —=—
Romén et al. 2005 5.49 0.16 5.19 5.80 0.00
Roman et al. 2005 4.00 014 372 427 0.00
Subgroup Overall 3.39 086 171 507  0.00 - —
|
N. America Black et al. 2003 5.10 0.21 4.70 5.50 0.00 |
Roman et al. 2010 3.16 0.10 2.97 3.35 0.00 : —F
Black et al. 2003 2.95 0.15 266 323 0.0 - B
Petersen etal. 2005 0.11 009 006 029 g3 = 1
Subgroup Overall 2.83 1.03 081 484 0.01 —
Overall 221 039 144 298 000 »—?—'

Model: Random-effects model

Test of between-subgroup homogeneity: Q = 16.70, df = 3, p-value = 0.00

Figure S1 Forest plot of MMSE subgroup: Region



Duration

>2 years

< 2 years

Effect size of each study

Estimated overall effect size

No-effect value

ID Study Hedges' g
Petersen et al. 2005 0.11
Subgroup Overall 0.11
lkeda et al. 2015 0.54
Mori et al. 2012 0.78
Gault etal. 2015 1.60
Howard et al. 2007 0.41
Black et al. 2007 247
Roman et al. 2005 5.49
Black et al. 2003 5.10
Holmes et al. 2004 3.46
Winblad et al. 2006 3.32

Dichgans et al. 2008 1.44
Johannsen et al. 2006  2.54
Ikeda et al. 2015 0.25
Mori et al. 2012 1.27
Ridha et al. 2018 0.75
Roman et al. 2010 3.16
Romén et al. 2005 4.00
Black et al. 2003 2.95
Subgroup Overall 233
Overall 221

Model: Random-effects model

Std. Error
0.09
0.09

0.21
0.25
0.20
0.19
0.16
0.16
0.21
0.33
0.20
0.18
0.20
0.21
0.28
0.50
0.10
0.14
0.15

Confidence interval of effect size

Overall effect size value

Estimated overall confidence interval

Lower Upper p-value
-0.06 0.29 0.20
-0.06 0.29 0.20

012 095 0.01
0.28 1.28 0.00
1.21 1.99 0.00
0.03 078 0.03
216 277 0.00
519 580 0.00
470 5.50 0.00
2.82 4.10 0.00
2.93 3.72 0.00
1.09 1.79 0.00
216 293 0.00
-0.17 0.66 0.25
0.72 1.81 0.00
-0.22 1.72 0.13
2.97 3.35 0.00
3.72 4.27 0.00
2.66 3.23 0.00

0.40 1.56 3.1 0.00

0.39

1.44 298 0.00

Test of between-subgroup homogeneity: Q = 30.03, df = 1, p-value = 0.00
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Figure S2 Forest plot of MMSE subgroup: Duration




| Effect size of each study

4 Estimated overall effect size

No-effect value

Clinical Group ID Study ~ Hedges'g

AD Ikeda et al. 2015
Gault et al. 2015

Howard et al. 2007

Black et al. 2007

Holmes et al. 2004

Winblad et al. 2006
Johannsen et al. 2006

lkeda et al. 2015

Ridha et al. 2018

Subgroup Overall

OClI Mori et al. 2012
Dichgans et al. 2008

Mori et al. 2012

Petersen et al. 2005
Subgroup Overall

VAD Roman et al. 2005
Black et al. 2003

Roman et al. 2010

Romén et al. 2005

Black et al. 2003

Subgroup Overall

Overall

0.54
1.60
0.41

247

3.46
3.32
2.54
0.25

0.75

1.71

078
1.44
1.27
0.11

0.88

5.49

5.10

3.16
4.00
2.95
4.13

221

Model: Random-effects model

I Confidence interval of effect size Forest Plot

== Overall effect size value

I Estimated overall confidence interval

Std. Error
0.21
0.20
0.19
0.16
0.33
0.20
0.20
0.21
0.50
0.43

0.25
0.18
0.28
0.09
0.31

0.16
0.21
0.10
0.14
0.15
0.51

0.39

Lower Upper

0.12
121
0.03
2.16
2.82
2.93
2.16

017

022
0.87

0.28
1.09
0.72
-0.06
0.26

5.19
4.70
297
3.72
2.66
3.14

1.44

0.95
1.99
0.78
277
4.10
3.72
293
0.66
1.72
2.54

1.28
1.79
1.81
0.29
1.49

5.80
5.50
3.35
4.27
3.23
5.13

2.98

2.20834

p-value
0.01 | —8—
0.00 ——
0.03 ——
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0.00 ‘
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0.13 I -

0.00
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|
0.00 ‘ -
0.00 5
0.00 =
0.20 _i_
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Test of between-subgroup homogeneity: Q = 29.72, df = 2, p-value = 0.00

Figure S3 Forest plot of MMSE subgroup: Clinical group
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Study Design

DBRCT

RCT

Effect size of each study
Estimated overall effect size

No-effect value

ID Study Hedges'
Howard et al. 2007 0.41
Black et al. 2007 2.47
Romén et al. 2005 ~ 5.49
Holmes et al. 2004 3.46
Winblad et al. 2006 3.32
Dichgans et al. 2008  1.44
Ridha et al. 2018 0.75
Romén et al. 2005 4.00

Petersen et al. 2005  0.11
Subgroup Overall 2.39
Ikeda et al. 2015 0.54
Mori et al. 2012 0.78
Gault et al. 2015 1.60
Black et al. 2003 5.10
Johannsen et al. 2006  2.54
Ikeda et al. 2015 0.25
Mori et al. 2012 1.27
Roman et al. 2010 3.16
Black et al. 2003 2.95
Subgroup Overall 2.03
Overall 221

Model: Random-effects model

[

g  Std. Error

0.19
0.16
0.16
0.33
0.20
0.18
0.50
0.14
0.09
0.61

0.21
0.25

0.20
0.21

0.20
0.21

0.28
0.10
0.15

0.52

0.39

Confidence interval of efect size

Overall effect size value

Estimated overall confidence interval

Lower
0.03
2.16
5.19
2.82
2.93
1.09
-0.22
3.72
-0.06
1.19

0.12
0.28
1.21
4.70
2.16
-0.17

0.72
2.97

2.66
1.00

1.44

Upper
0.78
277
5.80
4.10
3.72
1.79
1.72
7.27

0.29
3.59

0.95
1.28
1.99
5.50
2.93
0.66
1.81
3.35
3.23
3.05

2.98

Test of between-subgroup homogeneity: Q = 0.21, df = 1, p-value = 0.65

p-value
0.03
0.00
0.00
0.00
0.00
0.00
0.13
0.00
0.20
0.00

0.01
0.00
0.00
0.00
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0.00
0.00
0.00
0.00
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Figure S4 Forest plot of MMSE subgroup: Study design




- Effect size of each study
’ Estimated overall effect size
No-effect value

Origin ID Study
Europe Dichgans et al. 2008 0.12
Johannsen et al. 2006  -0.08

Subgroup Overall 0.01

IC Gault et al. 2015 -3.34
Roman et al. 2005 -5.99

Romén et al. 2005 -7.66

Subgroup Overall -5.67

N. America Roman et al. 2010 -2.96
Black et al. 2003 -4.24

Black et al. 2003 -5.59

Salloway et al. 2004 -3.79

Tune et al. 2002 -0.52
Petersen et al. 2005 -0.07

Subgroup Overall -2.87

Oceania Wilkinson et al. 2003 -3.34
Wilkinson et al. 2003 -4.29

Subgroup Overall -3.81

S. America Moraes et al. 2008 -0.12
Subgroup Overall -0.12

Overall -3.00

Model: Random-effects model

Hedges' g

‘ Confidence interval of effect size
— — Overall effect size value

I Estimated overall confidence interval

Forest Plot

-2.99564
Std. Error  Lower Upper p-value |
016  -0.19 043 045 I 1=
014  -0.36 020 058 I &t
0.11 -0.20 022  0.92 | > 2
|
0.28 -3.88 -2.81 0.00 _.T
0.19 6.36 562 0.0 = |
0.23 -8.12 720 0.00 — |
125 -8.12 -3.21 0.00 S |
010  -3.15 277 0.00 F
0.18 -4.60 -3.89 000 =
0.22 -6.02 -5.16 0.00 - '
021 -4.20 338 0.00 = |
039 1.29 025 019 I —
0.09 -0.25 040  0.40 I B
0.88 -4.60 114 0.00 —e—
|
0.15 -3.64 -3.03 0.00 -.-|
0.18 4,65 -394  0.00 . I
048  -4.74 287  0.00 —
|
0.42 0.94 070 078 —
|
0.42 -0.94 070 078 | ——
0.67 -4.32 168  0.00 +
|
-10 -8 6 -4 2 0 2

Test of between-subgroup homogeneity: Q = 89.28, df = 4, p-value = 0.00

Figure S5 Forest plot of ADAS-cog subgroup: Region
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Duration
>2 years

< 2years

Model:

Effect size of each study

Estimated overall effect size

No-effect value

ID Study
Petersen et al. 2005

Subgroup Overall

Gault et al. 2015
Roman et al. 2010
Roman et al. 2005
Black et al. 2003
Roméan et al. 2005
Black et al. 2003
Salloway et al. 2004
Tune et al. 2002
Dichgans et al. 2008
Wilkinson et al. 2003
Wilkinson et al. 2003
Johannsen et al. 2006
Moraes et al. 2008
Subgroup Overall

Overall

Random-effects model

Hedges' g
-0.07
-0.07

-3.34
-2.96
-5.99
-7.66
-4.24
-5.59
-3.79
-0.52
0.12
-3.34
-4.29
-0.08
-0.12
-3.22

-3.00

Confidence interval of effect size
Overall effect size value

Estimated overall confidence interval

Std. Error

0.09
0.09

0.28
0.10
0.19
0.23
0.18
0.22
0.21
0.39
0.16
0.15
0.18
0.14
0.42
0.69

0.67

Lower

-0.25
-0.25

-3.88
-3.15
-6.36
-8.12
-4.60
-6.02
-4.20
-1.29
-0.19
-3.64
-4.65
-0.36
-0.94
-4.57

-4.32

Upper

0.10
0.10

-2.81
-2.77
-5.62
-7.20
-3.89
-5.16
-3.38
0.25
0.43
-3.03
-3.94
0.20
0.70
-1.88

-1.68

Test of between-subgroup homogeneity: Q = 20.75, df = 1, p-value = 0.00

p-value

0.40
0.40

0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.19
0.45
0.00
0.00
0.58
0.78
0.00

0.00
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Figure S6 Forest plot of ADAS-cog subgroup: Duration




. Effect size of each study |
‘ Estimated overall effect size -
No-effect value I

Clinical Group ID Study Hedges'g  Std. Error Lower Upper
AD Gault et al. 2015 -3.34 0.28 -3.88 -2.81
Tune et al. 2002 -0.62 039 -129 025
Johannsen et al. 2006  -0.08 0.14 -0.36 020
Moraes et al. 2008 -0.12 0.42 -0.94 0.70
Subgroup Overall -1.02 0.79 -2.57 0.53
MClI Salloway et al. 2004 -3.79 0.21 -4.20 -3.38
Petersen et al. 2005 -0.07 0.09 -0.25 0.10
Subgroup Overall -1.93 1.86 -6.57 1.71
[ele] Dichgans et al. 2008 0.12 0.16 -0.19 043
Subgroup Overall 0.12 0.16 -0.19 0.43
VAD Roman et al. 2010 -2.96 0.10 -3.15 -2.77
Roman et al. 2005 -5.99 0.19 -6.36  -5.62
Roman et al. 2005 -7.66 0.23 -8.12 -7.20
Black et al. 2003 -4.24 0.18 -460 -3.89
Black et al. 2003 -5.59 0.22 -6.02 -5.16
Wilkinson et al. 2003 -3.34 0.15 -3.64 -3.03
Wilkinson et al. 2003 -4.29 0.18 -4.65 -3.94
Subgroup Overall -4.86 0.62 -6.08 -3.64
Overall -3.00 0.67 -4.32 -1.68

Model: Random-effects model

Test of between-subgroup homogeneity: Q = 62.21, df = 3, p-value = 0.00

p-value
0.00
0.19
0.58
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Figure S7 Forest plot of ADAS-cog subgroup: Clinical group




Forest Plot

. Effect size of each study | Confidence interval of effect size
’ Estimated overall effect size — — Overall effect size value
o No-effaci vaiue I Estimated overall confidence interval
-2.99564
Study Design Study ID Hedges'g  Std. Error Lower Upper p-value :
DBRCT Romén et al. 2005 -5.99 019 -6.36 562 000 = |
Roman et al. 2005 -7.66 023 812 -7.20 0.00 - |
Salloway et al. 2004 -3.79 021 4.20 -3.38  0.00 = :
Tune et al. 2002 -0.52 0.39 -129 0.25 0.19 | —_—
Dichgans etal. 2008  0.12 016 019 043 045 | =
Wilkinson et al. 2003 -3.34 0.15 364 -3.03  0.00 -.—I
Wilkinson et al. 2003 -4.29 0.18 465 -3.94  0.00 = :
Moraes et al. 2008 -0.12 0.42 -0.94 0.70 0.78 | —_—
Petersen et al. 2005  -0.07 0.09 -0.25 0.10 040 | l'

Subgroup Overall -2.86 0.95 -4.73 -0.99 0.00 >—+—<
|
——

RCT Gault et al. 2015 -3.34 0.28 -3.88 -2.81  0.00
Romanetal. 2010 -296 010 -315 277 0.00 *
Black et al. 2003 -4.24 0.18 -4.60 -3.89  0.00 —.— |
Black et al. 2003 -5.59 022  -6.02 -5.16  0.00 = |
Johannsen et al. 2006 -0.08 0.14 -0.36 020 0.58 | £
Subgroup Overall -3.24 0.91 -5.03 -1.45  0.00 +
|
Overall -3.00 0.67 -432 -1.68 0.00 »—’—1
|
1
-10 -8 -6 -4 -2 0

Model: Random-effects model

Test of between-subgroup homogeneity: Q = 0.08, df = 1, p-value = 0.77

Figure S8 Forest plot of ADAS-cog subgroup: Study design



