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1. Supplementary Tables
Supplementary Table 1
Searching strategy

Data sources

Search terms

PubMed

#1 Medicine, Chinese Traditional [Mesh]

#2 Traditional Chinese medicine [Title/ Abstract]
#3 Chinese herbal medicine [Title/ Abstract]

#4 Chinese material medica [Title/ Abstract]

#5 Chinese proprietary medicine [Title/ Abstract]
#6 Chinese patent medicine [Title/ Abstract]

#7 Gingko [Title/ Abstract]

#8 Congrongyizhi [Title/ Abstract]

#9 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8
#10 Mild cognitive impairment [Title/ Abstract]
#11 MCI [Title/ Abstract]

#12 #10 OR #11

#13 RCT [All fields]

#14 random [All fields]

#15 randomized [All fields]

#16 randomised [All fields]

#17 #13 OR #14 OR #15 OR #16

#18 #9 AND #12 AND #17

Cochrane
Library

#1 (Traditional Chinese medicine):ti,ab,kw OR (Chinese herbal medicine):ti,ab,kw
OR (Chinese material medica):ti,ab,kw OR (Chinese proprietary medicine):ti,ab,kw
OR  (Chinese patent medicine):tiab,kw OR  (Gingko):ti,abkw  OR
(Congrongyizhi):ti,ab,kw

#2 (Mild cognitive impairment):ti,ab,kw OR (MCI):ti,ab,kw

#3 (RCT) OR (random) OR (randomized) OR (randomised)

#4 #1 AND #2 AND #3

CNKI
(Chinese)

81 SU=(B RN+ B AR E + B ARG+ B AR+
BENIRE R EAME R B A RS+ B AR AR+
AT RS+ B A SRR+ B AT A RIR " + R AR
B ")

#2 SU=("th 25"+ B 25" B 2™ P 25" 25" + B B A
"+ EE")

#3 FT=(BAL"+" B "+ 2R ")

#4 #1 AND #2 AND #3

Wanfang
Database

# EECREAES TR EARE TR ARG




(Chinese)

BEEABIR+ EE R EASRR" + R B EANER R EAL
THRERETE A R AN AL R+ R RN AR R A
AIHREBRR R RAN I AR + RN R 5

#2 R RS S R A
B G R R A R E AL

#3 SRR R A R H R

#4 #1 AND #2 AND #3

Chongging
VIP (CQVIP)
(Chinese)

#1 2 e R EIAFITREE TS +mild cognitive impairment+slight cognition
disfunction+42 EIA MM B +E2 EIA MBS+ EIAM I e+ BIA X35
E+R NG+ ERBAN SR E+R EIAM R+ B A DS R I+ R 5
INFURIR R EIA N EE IR +i2 AR Z i+ IR EOIA M I EE 240

#2 A KEE. PH+ER+PEA+R A+ AG+E H+H2F+ A Fl+ R E+
FEE

#3 #1 AND #2

Sinomed
(Chinese)

#1 RS Ty ]

#2 RENKET % AT RIEE OR "REANRE [ AFR24] OR
BN [% BFER 4] OR "R IAMIGHR [ 54 296E] OR "2
INAIHIR % AT B8 4] OR "REAME R (% M5 B84 OR "B
TS [% AT EE 4] OR "REAMMARE (% ATE S OR B
NSRS [% BT B4E] OR “REAMIREER [% A5 B84 OR
"BEEAKITIRERIE TR TR OR "BEWNEZ R[4 TR BH)
OR "ZHIAMIIEERE [% B Bk

#3 (#1) OR (#2)

4 R (R EFEEE] OR “EX[HETEEHE] OR "HEX[EETE:
2] OR "AZ'[% AT RS OR "Hizy'[% T REHE] OR S/ [% 5
FEBHEIOR A% BFREHE] OR J) (% BTHR4E] OR “RE"
[ BT BRE] OR “HE[% AT 2]

#5 (#3) AND (#4)

#6 HaH [ BT REH] OR "B [HTREH] OR "ZRHI & HTH:

#7 (#5) AND (#6)




Supplementary Table 2
The composition of Chinese herbal medicine explored in the included trials

Chinese herbal

Composition (Latin binomial name)

medicine

Ginko leaf yin xing yé (Folium Ginkgo)

extracts

Tongxinluo rén shén (Radix et Rhizoma Ginseng); shui zhi (Hirudo); quan xi€ (Scorpio); chi shao (Radix

capsule Paeoniae Rubra); chan tui (Periostracum Cicadae); tii bie chong (Eupolyphaga seu Steleophaga); wu

Liu Wei Di Huang
pill

Yangxue Qingnao
granules

Gui Ling Ji
capsule

gong (Scolopendra); tan xiang (Lignum Santali Albi); jiang xiang (Lignum Dalbergiae Odoriferae);
ri xiang (Olibanum); suan zdo rén (fried) (Semen Ziziphi Spinosae); bing pian (Borneolum
Syntheticum)

shu di huang (Radix Rehmanniae Praeparata); shan zhii yu (prepared) (Fructus Corni); mi dan pi
(Cortex Moutan); shan yao (Rhizoma Dioscoreae); fu ling (Poria); zé xié (Rhizoma Alismatis)

dang gui (Radix Angelicae Sinensis); chuan xiong (Rhizoma Chuanxiong); bai shao (Radix Paeoniae
Alba); shu di huang; gou téng (Ramulus Uncariae Cum Uncis); ji xué téng (Caulis Spatholobi); xia ki
cdo (Spica Prunellae); jué ming zi (Semen Cassiae); zhén zhoi mi (Concha Margaritiferae Usta); yan
hu su6 (Rhizoma Corydalis); xi xin (Radix et Rhizoma Asari)

hong shén (Radix et Rhizoma Ginseng Rubra); It réng (Cornu Cervi Pantotrichum); hai ma
(Hippocampus); gou qi zi (Fructus Lycii); ding xiang (Flos Caryophylli); chuan shan jia (Squama
Manitis);que n3ao (Passer montanus (Linnaeus)); niu x1 (Radix Achyranthis Bidentatae); sud yang
(Herba Cynomorii); shi di huang; bu gti zhi (Fructus Psoraleae); tu st zi (Semen Cuscutae); du zhong
(Cortex Eucommiae); shi yan (Cyrtiospirifer sinensis (Graban.)); rou cong rong (Herba Cistanches);
gan cdo (Radix et Rhizoma Glycyrrhizae); tian dong (Radix Asparagi); yin yang huo (Herba
Epimedii); da qing yan (Halitum); sha rén (Fructus Amomi); et al.




Astragalus
injection
Qizhi Tongluo
capsule

Tianmeng oral
liquid

Compound sea
snake capsule

Compound
Congrong Yizhi
capsule (Bushen
capsule)

Jiannao Bushen

huéang qi (Radix Astragali)

shui zhi; di 16ng (Pheretima); quan xi€; ti bie chong; jiang can (Bombyx Batryticatus); bing pian;
huang qi; dan shén (Radix et Rhizoma Salviae Miltiorrhizae); hong hua (Flos Carthami); zé lan
(Herba Lycopi); yu jin (Radix Curcumae); dang gu; ji xue téng; rén shén; dan nan xing (Arisaema
cum Bile); chi shéo; tian ma (Rhizoma Gastrodiae); jiang huang (Rhizoma Curcumae Longae); chuan
xiong; mao dong qing (Radix llex Pubescens); mai dong (Radix Ophiopogonis); wii wei zi (Fructus
Schisandrae Chinensis); zhii ya zao (Fructus Gleditsiae Abnormalis); giang hué (Rhizoma et Radix
Notopterygii); rou gui (Cortex Cinnamomi); hé shou wii (Radix Polygoni Multiflori)

ci wi jia (Radix et Rhizoma seu Caulis Acanthopanacis Senticosi); huang jing (Rhizoma Polygonati);
can e (Bombyx mori); sang shén (Fructus Mori); dang shén (Radix Codonopsis); huang qi; sha rén;
gou qi zi; shan zha (Fructus Crataegi); sha di huang; yin yang huo (prepared); chén pi (Pericarpium
Citri Reticulatae); fu ling; ma gian zi (Semen Strychni)(prepared); fa ban xia (Rhizoma Pinelliae
Praeparatum); z¢ xi¢; shan yao

Hai Shé (Pelamis platurus), hai shén (Stichopus); yuan zhi (Radix Polygalae); shi chang pt

(Rhizoma Acori Tatarinowii)

hé shou wii; rou cong rong; di 16ng; 1ou 10 (Radix Rhapontici); hé yé (Folium Nelumbinis)

rén shén; It rong; gou shén (Peni et Testes Canitis); rou gui; Jin Niti Co (Polygala arvensis Willd);




pill niu bang zi (Fructus Arctii)(fried); jin ying zi (Fructus Rosae Laevigatae); du zhong (Charcoal);
chuan nit x1 (Radix Cyathulae); jin yin hua (Flos Lonicerae Japonicae); lidn giao (Fructus
Forsythiae); chan tui; shan yao; yuan zhi (prepared with Licorice water); suan zao rén; sha rén; dang
guT; 1ong gu (Fossilia Ossis Mastodi)(Calcined); mii 1i (Concha Ostreae)(Calcined); fu ling; bai zha
(Rhizoma Atractylodis Macrocephalae)(fried with bran); gui zhi (Ramulus Cinnamomi); gan cio; bai
shéo (fried with liqueur); dou kou (Fructus Amomi Rotundus)

Shenzhiling oral diang shén; gui zh; bai shao; zhi gan cdo (Radix et Rhizoma Glycyrrhizae Praeparata cum Melle); fu
liquid ling; gan jiang (Rhizoma Zingiberis); yuan zhi (prepared); shi chang pu; long gii; mu li

Jinsiwei pill rou cong rong; gou qi zi; shi chang pu; yuan zhi; chuan xiong, et al.

Tianzhi granules  tian ma; gou téng; shi jué ming (Concha Haliotidis); du zhong; sang ji shéng (Herba Taxilli); fi shén
(Sclerotium Poriae Pararadicis); shou wa téng (Caulis Polygoni Multiflori); huai hua (Flos
Sophorae); zhi zi (Fructus Gardeniae); huang gin (Radix Scutellariae); chuan nit xT; yi mi cdo
(Herba Leonuri)

Xuanyunning zé xi¢; bai zhu; £ ling; fi ban xia; nii zhén zi (Fructus Ligustri Lucidi); mo han lian (Herba Ecliptae);
tablet ju hua (Flos Chrysanthemi); niu x1; chén pi; gan cdo

Fufang Huonao Zh( N3o (Sus scrofa domestica Brisson); wii wéi zi; mai dong; rén shén; gou qi zi; di huang (Radix
Shu Rehmanniae); dan shén

Yindanxinnaotong yin xing y¢; dan shén; déng zhin xi xin (Herba Erigerontis); san i (Radix et Rhizoma Notoginseng);
soft capsule shan zha; jido gt lan (Rhizoma seu Herba Gynostemmatis Pentaphylli); da suan (Bulbus Allii); tian

ran bing pian (Borneolum)

Shuganjieyu guan y¢ jin s1 tdo (Herba Hyperici Perforati); ci wii jia




capsule
Nao Li Bao pills

Huan Shao
capsules

Sailuotong
Memo
Xinnaoning
capsule

Quan Tian Ma
capsule

yuan zhi; di huang; wi wéi zi; di g pi (Cortex Lycii); tu st zi; fi ling; shi chang pt; chuan xiong

rou cong réong; ba ji tian (Radix Morindae Officinalis); xido hui xiang (Fructus Foeniculi); shu di
huéang; gou qi zi; du zhong; nia xT; fi ling; shan yao; shan zhii yi; wi wei zi; yuan zhi; shi chang pu;
da zao (Fructus Jujubae)

rén shén; yin xing y¢; X1 héng hua (Stigma Croci)

yin xing y¢; rén shén; feng wang jiang (Apis cerana Fabr/ Apis mellifera L.)
yin xing y&; dan shén; da gud mu jiang zi (Litsea lancilimba Merr.); xido y¢ huang yang (Buxus sinica

var. parvifolia M. Cheng); xié bai (Bulbus Allii Macrostemi)
tian ma




Supplementary Table 3
Detailed product information of Chinese herbal medicine explored in the included trials

Study ID Chinese herbal medicine Product name Manufacturer of the
product

Dong 2015 Gingko leaf extracts SiTaiLong Shanghai Xingling
Technology Pharmaceutical

Han 2016 Gingko leaf extracts SiTaiLong Shanghai Xingling
Technology Pharmaceutical

Li 2013a Gingko leaf extracts YiKangNing Yangzi River Pharmaceutical
Group

Wang 2012 Gingko leaf extracts SiTaiLong Shanghai Xingling
Technology Pharmaceutical
Co,, Ltd

Xia 2013 Gingko leaf extracts DaNaiKang Beaufour Ipsen Industrie

Xiao 2011 Gingko leaf extracts SiTaiLong Shanghai Xingling
Technology Pharmaceutical

Zhang 2013 Gingko leaf extracts JinNaDuo Dr. Willmar Schwabe GmbH
& Co.KG

Zhang 2014 Gingko leaf extracts - -

Zhang 2015a Extract of Ginkgo Biloba XingXue ZBD Pharmaceutical

Leaves Injection

He 2014 Gingko leaf extracts - -

Su 2015 Gingko leaf extracts - Yiling Pharmaceutical

Zhang 2016 Gingko leaf extracts - -

Jia 2011 Tongxinluo - Yiling Pharmaceutical

Ye 2013 Tongxinluo - -

Yu 2017 Fufang Haishe capsule XiEnKai Hacon Pharmaceutical

Liu 2008 Yangxue Qingnao granules - -

Zhao 2011 Yangxue Qingnao granules - -

Lan 2015 Qizhi Tongluo capsule - -

Lin 2009 Astragalus injection - Chengdu Diao
Pharmaceutical Co., Ltd

Wu 2017 Tianmeng oral liquid - Rongchang Pharmaceuticals

Zheng 2014 Yindanxinnaotong soft capsule - Guizhou Bailing Enterprise
Group Pharmaceutical

Yakoot 2013 Memo capsule - -

Li 2009 Quan Tian Ma capsule - Eakang Pharmaceutical

Huang 2015 Liuwei Dihuang pills NingAnTang Hubei Ruihua
Pharmaceutical

Wang 2014 Compound Congrong Yizhi capsule - -

Zhang 2010 Compound Congrong Yizhi capsule - -

Yang 2020 Yinxing Tongzhi tablets SiTaiLong Shanghai Xingling
Technology Pharmaceutical
Co., Ltd

Chen 2017a Shenzhiling oral liquid - Wohua Pharmaceutical




Gao 2015
Ouyang 2011
Xie 2009
Chen 2017b
Tian 2003
Zhang 2018
Zhu 2010

Li 2013b

Cai 2015
Guo 2015

Meng 2012

Yuan 2013

Dong 2017

Zheng 2016

Zhu 2002
Zhang 2015b

Gavrilova 2014

Liu 2020

Guo 2020
Gschwind 2017

Compound Congrong Yizhi capsule
Jiannao Bushen pill

Tianzhi granules

Compound Congrong Yizhi capsule
Jinsiwei pill

Fufang Huonao Shu

Xuanyunning tablets

Ginkgo tablets

Shuganjieyu capsule
Xinnaoning capsule

Compound Congrong Yizhi capsule

Huan Shao capsules

Gui Ling Ji capsule

Ginkgo biloba extract tablet

Nao Li Bao pills
Compound Congrong Yizhi

Ebb 761 (Ginkgo biloba extracts
tablets)
Zhongfeng Huichun tablet, 5 tablets

Jinlida granules
GBE 1370

YiKangNing

Zhongfeng Huichun tablet
Yuzhou Yaowang

Liaoyuan Yulong Yadong
Pharmaceutical

Tsinghuawei Pharmaceutical
Henan Wanxi Pharmaceutical
Liaoyuan Yulong Yadong
Pharmaceutical

Henan Wanxi Pharmaceutical
Jilin Province Huinan
Changlong Biochemical
Pharmaceutical

Sanjin Group Guilin Sanjin
Biopharmaceuticals

Yangzi River Pharmaceutical
Group

Kanghong Pharmaceutical
Guizhou Antai
Pharmaceutical

Liaoyuan Yulong Yadong
Pharmaceutical

Chongging Sanxia Yunhai
Pharmaceutical
GuangYuYuan
Pharmaceutical

Beijing Sihuan
Pharmaceutical

Henan Wanxi Pharmaceutical
Liaoyuan Yulong Yadong
Pharmaceutical

Henan Yuzhou Yaowang
Pharmaceutical

Yiling Pharmaceutical
Symfona® forte




Supplementary Figures

CHM no intervention/ placebo Mean Difference Mean Difference
_ Study or Subgroup Mean SD Total Mean sD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.2.1 Ginko leaf extracts
Dong 2015 26.41 247 57 22.75 2.34 57  52% 3.66 [2.78, 4.54] I
Han 2016 26.41 3.79 60 22,55 3.54 60 4.6% 3.86 [2.55, 5.17)
Li2013a 28.17 246 35 25.34 321 34 45% 2.83[1.48, 4.18]
Wang 2012 23.84 197 45 2293 203 42 53% 0.91[0.07, 1.75] —
Xia 2013 27.81 208 123 25.42 1.75 122 56% 2.39[1.91, 2.87] -
Xiao 2011 2762 218 58 2527 318 55  50% 2.35[1.34, 3.36] -
Zhang 2013 26.58 212 43 24,62 351 40 47% 1.96 [0.70, 3.22)
Zhang 2014 27.83 1.16 43 27.08 1.29 43 56% 0.75[0.23, 1.27] -
Zhang 2015a 2517 3.02 100 25.08 1.55 100  55% 0.09 [-0.58, 0.746) -1
Subtotal (95% CI) 564 553 46.0% 2,03 [1.18, 2.88] -
Heterogeneity: Tau® = 1.45; Chi? = 80.43, df = & (P < 0.00001); I* = 90%
Test for overall effect: Z = 4.68 (P < 0.00001)
1.2.2 Compound Congrong Yizhi capsule
Wang 2014 277 1.42 10 271 0.88 10 5.0% 0.60 [-0.44, 1.64]
Zhang 2016 26.68 3.58 30 25.35 3.01 30 41% 1.33 [-0.34, 3.00] N
Subtotal (95% CI) 40 40 9.1% 0.80 [-0.08, 1.68] e
Heterogeneity: Tau®* = 0.00; Chi*=0.53,df =1 (P = 0.47), F=0%
Test for overall effect: Z=1.79 (P = 0.07)
1.2.3 Yangxue Qingnao granules
Liu 2008 26.38 3.05 24 2418 5.01 21 3.0% 2.20 [-0.27, 4.67) T —
Zhao 2011 26.33 3.14 35 25.46 5.01 3B 37% 0.87 [-1.09, 2.83] ]
Subtotal (95% CI) 59 56 6.7% 1.38 [-0.15, 2.92] i
Heterogeneity: Tau® = 0.00; Chi* = 0.69, df =1 (P = 041}, F=0%
Test for overall effect: Z = 1.77 (P = 0.08)
1.2.4 Qizhi Tonglue capsule
Lan 2015 21.28 3.21 30 17.67 2.88 30 43% 3.61[2.07, 5.15]
Subtotal (95% Cl) 30 30 4.3% 3.61[2.07, 5.15] ———
Heterogeneity: Not applicable
Test for overall effect: Z = 4.58 (P < 0.00001)
1.2.5 Astragalus injection
Lin 2009 27.53 198 30 26.27 217 29 50% 1.26 [0.20, 2.32) -
Subtotal (35% CI) 30 29 50%  1.26[0.20, 2.32] -~
Heterogeneity: Not applicable
Test for overall effect: Z = 2.33 (P = 0.02)
1.2.6 Tianmeng oral liquid
Wu 2017 2888 1.01 53 24,94 1.15 48 57% 3,94 [3.52, 4.36) -
Subtotal (95% CI) 53 49 5.7% 3.94 [3.52, 4.36] <>
Heterogeneity: Not applicable
Test for overall effect: Z = 18.32 (P < 0.00001)
1.2.7 Tongxinluo
Ye 2013 28.75 4.24 30 26.68 342 33 3T7% 2.07 [0.16, 3.98]
Subtotal (95% CI) 30 33 3.7% 2,07 [0.16, 3.98] e
Heterogeneity: Not applicable
Test for overall effect: Z=2.12 (P = 0.03)
1.2.8 Fufang Haishe capsule versus no intervention
Yu 2017 2552 1.07 48 24.75 148 45  56% 0.77 [0.24, 1.30] -
Subtotal (95% Cl} 48 45 5.6% 0.77 [0.24, 1.30] >
Heterogeneity: Not applicable
Test for overall effect: Z = 2.85 (P = 0.004)
1.2.9 Yindanxinnaotong soft capsule
Zheng 2014 27.76 1.88 75 25.25 3.68 74 51% 2.51[1.57, 3.45) _'_
Subtotal (95% CI) 75 74 51% 2.51 [1.57, 3.45] -
Heterogeneity: Not applicable
Test for overall effect: Z = 5.23 (P < 0.00001)
1.2.10 Memo capsule
Yakoot 2013 26.97 1.38 30 25 141 0 54% 1.97 [1.26, 2.68) ey
Subtotal (95% CI) 30 30 5.4% 1.97 [1.26, 2.68] -
Heterogeneity: Not applicable
Test for overall effect: Z = 5.47 (P < 0.00001)
1.2.11 Quan Tian Ma capsule
Li 2009 2578 3.15 30 238 491 a0 35% 1.98 [-0.11, 4.07] T -
Subtotal (95% CI) 30 30 3.5% 1.98 [-0.11, 4.07] e ——
Heterogeneity: Not applicable
Test for overall effect: Z = 1.86 (P = 0.06)
Total (95% CI} 989 969 100.0% 1.98 [1.37, 2.60] -
' y }

Heterogeneity: Tau® = 1.68; Chi* = 204.33, df = 20 (P < 0.00001); I* = 90%
Test for overall effect: Z = 6.33 (P < 0.00001)
Test for subaroun differences: Chi* = 110.67. df = 10 (P < 0.00001). 12 = 91.0%

Supplementary Fig. 1. Forest plot of subgroup analyses of comparing trials with different Chinese herbal medicine and no
intervention/ placebo, outcome: MMSE
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CHM no intervention/placebo Mean Difference Mean Difference

_Study or Subgroup Mean SD Total Mean  SD  Total Weight IV, Random, 95% ClI IV, Random, 95% CI
1.3.1 Ginko leaf extracts
He 2014 2695 1.64 40 2535 2.04 40 159% 1.60[0.79, 2.41] -
Su 2015 27.63 6.57 50 20.93 7.89 50 7.3% 6.70 [3.85, 9.55] -
Zhang 2013 25.34 2.09 43 22.22 1.63 40 16.0% 3.12[2.32, 3.92] -
Zhang 2015a 2408 253 100 20.91 3.34 100 15.9% 3.17[2.35, 3.99] -
Subtotal (95% CI) 233 230 55.1% 3.11 [1.90, 4.33] -
Heterogeneity: Tau® = 1.14; Chi* = 16.94, df = 3 (P = 0.0007); 1> = 82%
Test for overall effect: Z=5.02 (P < 0.00001)
1.3.2 Liuwei Dihuang pills
Huang 2015 239 33 19 215 39 19  9.2% 2.40[0.10, 4.70] -
Subtotal (95% CI) 19 19 9.2% 2.40 [0.10, 4.70] ~li—
Heterogeneity: Not applicable
Test for overall effect: Z = 2.05 (P = 0.04)
1.3.3 Compound Congrong Yizhi capsule
Wang 2014 258 1.69 10 24.8 1.81 10 12.5% 1.00[-0.53, 2.53] I
Zhang 2010 218 228 9 16.4 3.75 9  T72% 5.40[2.53, 8.27] —
Subtotal (95% CI) 19 19 19.7%  3.03[1.27,7.32] —re—
Heterogeneity: Tau? = 8.30; Chi* = 7.03, df = 1 (P = 0.008); I* = B6%
Test for overall effect: Z = 1.38 (P = 0.17)
1.3.4 Fufang Haishe capsule
Yu 2017 19.39 2.01 48 18.42 1.86 45 16.0% 0.97[0.18, 1.76] -
Subtotal (95% Cl) 48 45 16.0%  0.97 [0.18, 1.76] <>
Heterogeneity: Not applicable
Test for overall effect: Z=2.42 (P =0.02)
Total (95% CI) 319 313 100.0% 2.63 [1.64, 3.63] ‘ |

Heterogeneity: Tau® = 1.46; Chi® = 38.56, df = 7 (P < 0.00001); I* = 82%
Test for overall effect: Z = 5.17 (P < 0.00001)
Test for subaroup differences: Chi* = 9.22. df = 3 (P = 0.03). I? = 67.5%

-10 5 0

1
5 10
Favours [no intervention/placebo]  Favours [CHM]

Supplementary Fig. 2. Forest plot of subgroup analyses of comparing trials with different Chinese herbal medicine and no
intervention/ placebo, outcome: MoCA



CHM

no intervention/placebo

Mean Difference

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% ClI
1.6.1 MCI without causes reported

Dong 2015 26.41 247 57 22.75 2.34 57 4.0% 3.66[2.78,4.54] _'_
Li 2009 25.78 3.15 30 23.87 4.91 30 0.7% 1.91[-0.18, 4.00] T
Li2013a 28.17 2.46 35 25.34 321 34 1.7% 2.83[1.48,4.18]

Wang 2012 23.84 197 45 2293 2.03 42 44% 091[0.07,1.75] I

Wu 2017 28.88 1.01 53 24.94 1.15 49 17.6%  3.94 [3.52, 4.36] -
Xia 2013 27.81 208 123 2542 1.75 122 135% 2.39[1.91,2.87] -
Xiao 2011 2762 218 58 25.27 3.18 55 31% 2.35[1.34, 3.36] -
Yakoot 2013 26.97 1.38 30 25 1.41 30 6.3% 1.97[1.26, 2.68] -

Ye 2013 28.75 424 30 26.68 342 33  0.9% 2.07[0.16, 3.98]

Yu 2017 2552 1.07 48 2475 1.49 45 11.1% 0.77 [0.24, 1.30] -

Zhang 2015a 2517 302 100 25.08 1.55 100 7.1% 0.09[-0.58, 0.76] T

Zhang 2016 26.33 3.14 35 25.46 5.01 35 08% 0.87[-1.09,2.83] ]

Zheng 2014 27.76 1.88 75 25.25 3.68 74  35% 251[1.57,3.45] —
Subtotal (95% CI) 719 706 74.5% 2.23[2.03, 2.44] +
Heterogeneity: Chi? = 155.70, df = 12 (P < 0.00001); I = 92%

Test for overall effect: Z = 21.37 (P < 0.00001)

1.6.4 vascular MCI

He 2014 26.15 2.23 40 25.35 2.04 40  3.6% 0.80[-0.14, 1.74] T

Lan 2015 21.28 3.21 30 17.67 2.88 30 1.3% 3.61[2.07,5.15]

Lin 2009 27.53 1.98 30 26.27 217 29 2.8% 1.26[0.20, 2.32] -

Liu 2008 26.38 3.05 24 24.18 5.01 21 0.5% 2.20[-0.27, 4.67] T

Wang 2014 277 1.42 10 271 0.88 10 29% 0.60[-0.44, 1.64] T

Zhang 2014 27.83 1.16 43 27.08 1.29 43 11.6% 0.75[0.23,1.27] -

Zhao 2011 26.33 3.14 35 25.46 501 35 0.8% 0.87[-1.09, 2.83] I
Subtotal (95% CI) 212 208 23.5% 0.99 [0.63, 1.36] *
Heterogeneity: Chi? = 13.79, df = 6 (P = 0.03); I? = 56%

Test for overall effect: Z = 5.35 (P < 0.00001)

1.6.5 parkinson related MCI

Zhang 2013 26.58 2.12 43 24.62 3.51 40 2.0% 1.96[0.70,3.22] -
Subtotal (95% CI) 43 40 2.0% 1.96 [0.70, 3.22] -
Heterogeneity: Mot applicable

Test for overall effect: Z = 3.05 (P = 0.002)

Total (95% CI) 974 954 100.0% 1.94 [1.76, 2.11] 4
Heterogeneity: Chi? = 203.10, df = 20 (P < 0.00001); I* = 90% i 5 : 5 ; n:
Test for ovarall effect: Z = 21.47 (P < 0.00001) Favours [no intervention/placebo] Favours [CHM]

Test for subaroup differences: Chi* = 33.62. df = 2 (P < 0.00001). 17 = 84.1%

Supplementary Fig. 3. Forest plot of subgroup analyses of comparing trials with different causes of MCI of Chinese herbal
medicine versus no intervention/ placebo, outcome: MMSE

CHM no intervention/placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% ClI
1.7.1 MCI without causes reported
Huang 2015 239 33 19 21.5 39 19 3.4% 2.40[0.10,4.70]
Su 2015 27.63 657 50 20.93 7.89 50 2.2% 6.70[3.85, 9.55] -
Zhang 2015a 24.08 253 100 20.91 3.34 100 26.7%  3.17[2.35, 3.99] e
Subtotal (95% CI) 169 169 32.4% 3.33[2.59, 4.08] .
Heterogeneity: Chi® = 6.16, df = 2 (P = 0.05); 1> = 68%
Test for overall effect: Z = 8.75 (P < 0.00001)
1.7.2 vascular MCI
He 2014 26.95 164 40 25.35 2.04 40 27.4% 1.60[0.79, 2.41] -
Wang 2014 258 1.89 10 24.8 1.35 10 10.0% 1.00[-0.34, 2.34] T
Zhang 2010 218 2.28 9 16.4 3.75 9 22% 5.40[2.53, 8.27] -
Subtotal (95% CI) 59 59 39.7% 1.66 [0.98, 2.33] <>
Heterogeneity: Chi? = 7.49, df = 2 (P = 0.02); I? = 73%
Test for overall effect: Z = 4.82 (P < 0.00001)
1.7.4 parkinson related MCI
Zhang 2013 25.34 2.09 43 22.22 1.63 40 28.0% 3.12[2.32, 3.92) e
Subtotal (95% CI) 43 40 28.0% 3.12[2.32, 3.92] <
Heterogeneity: Mot applicable
Test for overall effect: Z = 7.61 (P < 0.00001)
Total (95% Cl) 271 268 100.0% 2.61[2.18, 3.03] L 4
Heterogeneity: Chi? = 26.43, df = 6 (P = 0.0002); I = 77% :_10 :5 0 é 10:

Test for overall effect: Z=12.04 (P < 0.00001)

. ; Favours [CHM] Favours [no intervention/placebo]
Test for subaroup differences: Chi? = 12.78. df = 2 (P = 0.002). I = 84 4%



Supplementary Fig. 4. Forest plot of subgroup analyses of comparing trials with different causes of MCI of Chinese

medicine versus no intervention/ placebo, outcome: MoCA

CHM no intervention/placebo

Mean Difference

Mean Difference

herbal

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% ClI
1.10.1 <=6m

Dong 2015 26.41 247 57 22.75 2.34 57 3.5% 3.66[2.78,4.54] T
Guo 2020 26.98 1.85 48 25.37 1.96 48  47% 1.61][0.85, 2.37] -

He 2014 26.15 2.23 4 25.35 2.04 40 0.5% 0.80[-1.47,3.07] ]

Lan 2015 21.28 3.21 30 17.67 2.88 30 1.1%  3.61[2.07,5.15] -
Li 2009 25.78 3.15 30 23.87 4.91 30 06% 1.91[-0.18,4.00] 1

Li2013a 2817 246 35 25.34 3 34 1.5% 2.83[1.48,4.18) -
Lin 2009 27.53 1.98 30 26.27 217 29 2.4% 1.26[0.20, 2.32] -

Liu 2008 26.38 3.05 24 24.18 5.01 21 0.4% 2.20[-0.27, 4.67] T

Wang 2014 27.7 1.42 10 271 0.88 10 25% 0.60[-044, 1.64] T

Wu 2017 28.88 1.01 53 24.94 1.15 49 15.3%  3.94 [3.52, 4.36] -
Yakoot 2013 26.97 1.38 30 25 1.41 30 54% 1.97[1.26, 2.68] -

Yang 2020 26.91 1.49 51 25.06 1.26 51 9.5% 1.85[1.31, 2.39]

Ye 2013 28.75 4.24 30 26.68 342 33 0.7% 2.07[0.16,3.98]

Zhang 2013 26.58 212 43 2462 3.51 40  1.7% 1.96([0.70,3.22] I
Zhang 2014 27.83 1.16 43 27.08 1.29 43 10.1% 0.75[0.23,1.27] -

Zhang 2015a 2517 302 100 25.08 1.55 100 6.1% 0.09[-0.58, 0.76] T

Zhao 2011 26.33 3.14 35 25.46 5.01 35 0.7% 0.87 [-1.09, 2.83] ]

Zheng 2014 27.76 1.88 75 25.25 3.68 74  31% 251[1.57,3.45] —
Subtotal (95% CI) 728 754 69.9% 2.08 [1.88, 2.28] L)
Heterogeneity: Chi* = 167.67, df = 17 (P < 0.00001); I* = 90%

Test for overall effect: Z = 20.69 (P < 0.00001)

1.10.2 >6m

Han 2016 26.41 3.79 60 22.55 3.54 60 1.6%  3.86[2.55, 5.17] -
Wang 2012 23.84 197 45 22.93 2.03 42 3.8% 091[0.07,1.75] I

Xia 2013 27.81 208 123 25.42 1.75 122 11.7% 2.39[1.91, 2.87] -

Xiao 2011 27.62 2.18 58 25.27 3.18 55  2.7% 2.35[1.34, 3.36] -

Yu 2017 2552 1.07 48 2475 1.49 45 97% 0.77[0.24,1.30] -

Zhang 2016 26.68 3.58 30 25.46 5.01 35 06% 1.22[-0.88,3.32] ]

Subtotal (95% CI) 364 359 30.1% 1.73[1.43,2.03] L 4
Heterogeneity: Chi* = 35.26, df = 5 (P < 0.00001); I> = 86%

Test for overall effect: Z = 11.29 (P < 0.00001)

Total (95% Cl) 1092 1113 100.0% 1.97 [1.81, 2.14] '
Heterogeneity: Chi* = 206.56, df = 23 (P < 0.00001); I = 89% f : 5 ; n:
Test for overall effect: Z = 23.50 (P < 0.00001) Fawvours [no intervention/placebo] Favours [CHM]

Test for subaroup differences: Chi? = 3.63. df =1 (P = 0.06). P =72.4%

Supplementary Fig. 5. Forest plot of subgroup analyses of comparing trials with different treatment duration of Chinese herbal

medicine versus no intervention/ placebo, outcome: MMSE



CHM no intervention/placebo Mean Difference Mean Difference

Study or Subgroup  Mean SD Total  Mean SD  Total Weight IV. Fixed. 95% Cl IV. Fixed. 95% Cl
1.11.1 <=6m

Guo 2020 26.84 194 48 2541 2.06 48 17.3%  1.43[0.63,2.23] —

He 2014 2695 164 40 2535  2.04 40 16.8% 1.60[0.79, 2.41] —

Su 2015 2763 657 50 2093  7.89 50 14% 6.70[3.85, 9.55]

Wang 2014 258 169 140 248 1.81 10 8.3% 1.00[-0.16, 2.16] T

Zhang 2010 21.8 228 9 164 375 9 1.3% 5.40[2.53,8.27]

Zhang 2013 2534 209 100 2091 3.34 100 18.6% 4.43[3.66, 5.20] -
Zhang 2015a 24.08 253 100  20.91 3.34 100 16.4% 3.7 [2.35, 3.99] —
Subtotal (95% CI) 487 357  80.0% 2.63 [2.26, 3.00] *

Heterogeneity: Chi® = 56.44, df = 6 (P < 0.00001); I* = 89%
Test for overall effect: Z = 13.86 (P < 0.00001)

1.11.2 >6m

Huang 2015 239 33 19 215 3.9 19 214% 2.40[0.10, 4.70] ——
Yu 2017 19.39 201 48  18.42 1.86 45 17.9% 0.97[0.18, 1.76] —
Subtotal (95% CI) 67 64 20.0% 1.12[0.38, 1.86] <

Heterogeneity: Chi? = 1.33, df = 1 (P = 0.25); 12 = 25%
Test for overall effect: Z = 2.95 (P = 0.003)

Total (95% CI) 554 421 100.0% 2.33[2.00, 2.66] L 2
Heterogeneity: Chi* = 70.43, df = 8 (P < 0.00001); I* = 89% f f
Test for overall effect: Z=13.72 (P < 0.00001)

Test for subaroup differences: Chi? = 12.66. df = 1 (P = 0.0004). I =92.1%

T T :
-10 -5 0 5 10
Fawvours [no intervention/placebo] Favours [CHM]

Supplementary Fig. 6. Forest plot of subgroup analyses of comparing trials with different treatment duration of Chinese herbal
medicine versus no intervention/ placebo, outcome: MoCA



CHM western medicine Mean Difference Mean Difference
e i 95% ClI IV, Random, 95% CI

0 baroup Me

D4 UE an L) ota
ompound Congron

g Yizhi capsule versus Donepezil hydrochloride

211¢C

Chen 2017a 30.12 2.31 30 20.69 233 30  65% 0.43 [-0.74, 1.60] 1T
Subtotal (95% Cl) 30 30 6.5%  0.43 [0.74, 1.60] -
Heterogeneity: Not applicable

Test for overall effect: Z=0.72 (P = 047)

2.1.2 Compound Congrong Yizhi capsule versus Nimodipine

Gao 2015 27.82 0.86 67 27.48 056 66 12.8% 0.34 [0.09, 0.59]

Subtotal (95% CI) 67 66 12.8% 0.34 [0.09, 0.59] 4
Heterogeneity: Not applicable

Test for overall effect: Z=2.71 (P = 0.007)

2.1.3 Jiannao Bushen pill versus Nimodipine

Ouyang 2011 285 19 39 269 16 36  9.0% 1.60 [0.81, 2.39] -
Subtotal (35% CI) 39 36 9.0% 1.60 [0.81, 2.39] <>
Heterogeneity: Not applicable

Test for overall effect: Z=3.95 (P < 0.0001)

2.1.4 Tianzhi granules versus Donepezil hydrochloride

Xie 2009 26.77 2.48 63 26.51 256 28 6.8% 0.26 [-0.87, 1.39] I
Subtotal (95% CI) 63 28 6.8%  0.26 [0.87, 1.39] -
Heterogeneity: Not applicable

Test for overall effect: Z = 0.45 (P = 0.65)

2.1.5 Shenzhiling oral liquid versus Huperzine A tablets

Chen 2017b 276 23 36 27.06 2086 34 T4% 0.54 [-0.49, 1.57] T
Subtotal (95% CI) 35 34 T.4% 0.54 [-0.49, 1.57] -
Heterogeneity: Not applicable

Test for overall effect: Z=1.03 (P = 0.30)

2.1.6 Jinsiwei pill versus Piracetam tablets

Tian 2003 269 19 30 26.27 318 30 57% 0.63 [-0.70, 1.96] T
Subtotal (35% CI) 30 30 5.7% 0.63 [-0.70, 1.96] .
Heterogeneity: Not applicable

Test for overall effect: Z = 0.93 (P = 0.35)

2.1.7 Fufang Huonao Shu versus Oxiracetam

Zhang 2018 267 1.2 30 26.37 1.18 30 10.5% 0.33 [-0.27, 0.93] T
Subtotal (95% CI) 30 30 10.5% 0.33 [-0.27, 0.93] *>
Heterogeneity: Not applicable

Test for overall effect: Z=1.07 (P = 0.28)

2.1.8 Xuanyunning tablets versus Piracetam tablets

Zhu 2010 25.83 1.38 50 2493 133 50 11.0% 0.80 [0.37, 1.43] -
Subtotal (95% CI) 50 50 11.0% 0.90 [0.37, 1.43] L 4
Heterogeneity: Not applicable

Test for overall effect: Z = 3.32 (P = 0.0009)

2.1.9 Ginkgo tablets versus Nicergoline

Li 2013b 26.11 235 75 2437 214 75  96% 1.74 [1.02, 2.46] -
Subtotal (95% CI) 75 75 9.6% 1.74 [1.02, 2.46] <
Heterogeneity: Not applicable

Test for overall effect: Z = 4.74 (P < 0.00001)

2.1.10 Shuganjieyu capsule versus Fluoxetine hydrochloride

Cai 2015 26.37 1.94 60 24.06 205 60 9.6% 2.31[1.60, 3.02] -
Subtotal (95% CI) 60 60 9.6% 2.31[1.60, 3.02] <
Heterogeneity: Not applicable

Test for overall effect: Z=6.34 (P < 0.00001)

2.1.11 Xinnaoning capsule versus Nimodipine

Guo 2015 25.98 092 40 25.53 1.27 38 11.3% 0.45 [-0.04, 0.94] "
Subtotal (95% CI) 40 38 11.3% 0.45 [-0.04, 0.94] »>
Heterogeneity: Not applicable

Test for overall effect: Z=1.78 (P = 0.07)

Total (95% CI) 519 477 100.0% 0.88 [0.46, 1.30] *
Heterogeneity: Tau? = 0.34; Chi* = 44.36, df = 10 (P < 0.00001); I* = 77% o 5 : 5 p o:

Test for overall effect: Z=4.14 (P < 0.0001)
Test for subaroun differences: Chi2 = 44.36. df = 10 (P < 0.00001). 12 = 77.5%

Supplementary Fig. 7. Forest plot of subgroup analyses of different intervention of Chinese herbal medicine versus western
medicine, outcome: MMSE

Favours [ western medicine] Favours [CHM]



CHM western medicine Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.4.1 MCI without causes reported

Cai 2015 26.37 194 60 2406 205 60 55%  2.31[1.60, 3.02) -
Chen 2017a 3012 231 30 2969 233 30 21% 043[-0.74, 1.60] 1T
Chen 2017b 276 23 35 2706 2.06 34 2.7%  0.54 [-0.49, 1.57] T

Li 2013b 2437 214 75 2611 235 75 5.5% -1.74[-2.46, -1.02] -

Tian 2003 269 19 30 26.27 318 30 1.6% 0.63[-0.70, 1.986] 1T
Xie 2009 26.77 2.48 63 26.51 2.56 28 2.2% 0.26 [-0.87, 1.39] -1

Zhu 2010 25.83 1.38 50 2493 1.33 50 10.0%  0.90[0.37, 1.43] -
Subtotal (95% CI) 343 307 29.6% 0.55[0.24, 0.86] L 4

Heterogeneity: Chi® = 64.24, df = 6 (P < 0.00001); I = 91%
Test for overall effect: Z = 3.48 (P = 0.0005)

2.4.2 vascular MCI

Gao 2015 27.82 0.86 67 2748 056 66 46.6%  0.34[0.09, 0.59] =

Guo 2015 2598 092 40 2553 127 38 11.6% 0.45[-0.04, 0.94] =

Ouyang 2011 285 19 39 269 16 36 4.5%  1.60[0.81,2.39] —

Zhang 2018 267 12 30 2637 118 30 7.8% 0.33[-0.27,0.93] ™

Subtotal (95% CI) 176 170  70.4%  0.44 [0.24, 0.64] +

Heterogeneity: Chi? = 8.98, df = 3 (P = 0.03); I? = 67%

Test for overall effect: Z=4.28 (P < 0.0001)

Total (95% CI) 519 477 100.0%  0.47 [0.30, 0.64] L

Heterogeneity: Chi? = 73.57, df = 10 (P < 0.00001); I = 86% ‘_10 5 ; 5 10’

Test for overall effect: Z = 5.48 (P < 0.00001)

Favours [ western medicine] Favours [CHM
Test for subaroun differences: Chi2 = 0.35. df =1 (P = 0.55). 12 = 0% [ ] [ ]

Supplementary Fig. 8. Forest plot of subgroup analyses of different causes of MCI of Chinese herbal medicine versus western
medicine, outcome: MMSE



CHM western medicine Mean Difference Mean Difference

95% ClI IV. Random, 95% CI

] D baroup Wiean ) D Niean )

2.2.1 Compound Congrong Yizhi capsule vs. Nimodipine

Gao 2015 2422 214 67 2249 18 66 20.0% 1.73[1.05, 2.41] -
Meng 2012 22094 261 30 2186 3.05 30 9.6% 1.08 [-0.36, 2.52] —
Subtotal (95% CI) o7 96 29.6% 1.61 [0.99, 2.23] L 4

Heterogeneity: Tau? = 0.00; Chi? = 0.64, df =1 (P =0.42); 2= 0%
Test for overall effect: Z=5.11 (P < 0.00001)

2.2.2 Shenzhiling oral liquid vs. Huperzine A tablets
Chen 2017b 23.03 3.44 35 2171 4.09 34 7.0% 1.32 [-0.47, 3.11] T
Subtotal (95% Cl) 35 34 7.0% 1.32[-0.47, 3.11] .
Heterogeneity: Not applicable

Test for overall effect: Z=1.45 (P =0.15)

2.2.3 Fufang Huonao Shu vs. Oxiracetam

Zhang 2018 2527 1.22 30 25.07 1.46 30 20.1% 0.20 [-0.48, 0.88] I
Subtotal {95% CI) 30 30 20.1% 0.20 [-0.48, 0.88] L 4
Heterogeneity: Not applicable

Test for overall effect: Z = 0.58 (P = 0.56)

2.2.4 Huan Shao capsules vs. Nimodipine
Yuan 2013 25 1.75 38 24 159 38 18.8% 1.00[0.25, 1.75] -
Subtotal (95% CI) 38 38 18.8% 1.00 [0.25, 1.75] <>
Heterogeneity: Not applicable

Test for overall effect: Z=2.61 (P = 0.009)

2.2.5 Xinnaoning capsule vs. Nimodipine

Guo 2015 2493 097 40 2453 1.03 38 245% 0.40 [-0.04, 0.84] =
Subtotal (95% CI) 40 38 24.5% 0.40 [-0.04, 0.84] ) 4
Heterogeneity: Not applicable

Test for overall effect: Z2=1.76 (P = 0.08)

Total (95% CI) 240 236 100.0% 0.87 [0.33, 1.41] L 4
Heterogeneity: Tau? = 0.26; Chi* = 13.78, df =5 (P = 0.02); 1> = 64% f
Test for overall effect: Z=3.13 (P = 0.002)

Test for subaroup differences: Chi? =13.14. df =4 (P = 0.01}. I = 69.6%

I 1
-10 -5 0

1
5 10
Favours [ western medicine] Favours [CHM]

Supplementary Fig. 9. Forest plot of subgroup analyses of different intervention of Chinese herbal medicine versus western
medicine, outcome: MoCA



CHM western medicine Mean Difference Mean Difference
Bi 95% Cl IV, Random, 95% CI

oy O pgroup Viean )

2.5.1 MCI without causes reported

Chen 2017b 23.03 344 35 2171 409 34 7.0% 1.32 [-0.47, 3.11] 7
Yuan 2013 25 175 38 24 159 38 18.8% 1.00 [0.25, 1.75] —
Subtotal (95% Cl) 73 72 25.8% 1.05 [0.36, 1.74] L 4

Heterogeneity: Tau? = 0.00; Chiz =0.10, df =1 (P=0.75); P =0%
Test for overall effect: Z = 2.97 (P = 0.003)

2.5.2 vascular MCI

Gao 2015 2422 214 67 2249 188 66 20.0% 1.73[1.05, 2.41] -
Guo 2015 2493 097 40 2453 103 38 24.5% 0.40 [-0.04, 0.84] el

Meng 2012 2294 261 30 2186 305 30 9.6% 1.08 [-0.36, 2.52] T
Subtotal (95% CI) 137 134 54.1% 1.04 [0.05, 2.04] o

Heterogeneity: Tau? = 0.58; Chi? = 10.35, df = 2 (P = 0.006); I = 81%
Test for overall effect: Z = 2.05 (P = 0.04)

2.5.3 Parkinson related MCI

Zhang 2018 2527 122 30 2507 146 30 20.1%  0.20 [-0.48, 0.88] T
Subtotal (35% CI) 30 30 20.1%  0.20 [-0.48, 0.88] >
Heterogeneity: Not applicable

Test for overall effect: Z=0.58 (P = 0.56)

Total (95% ClI) 240 236 100.0%  0.87 [0.33, 1.41] <

} 1 1
-10 -5 0 5
Favours [ western medicine] Favours [CHM]

Heterogeneity: Tau® = 0.26; Chi* = 13.78, df =5 (P = 0.02); 1> = 64%
Test for overall effect: Z=3.13 (P = 0.002)
Test for subaroup differences: Chi2 =349 df =2 (P =017 12 = 42 8%

10

Supplementary Fig. 10. Forest plot of subgroup analyses of different causes of MCI of Chinese herbal medicine versus
western medicine, outcome: MoCA



CHM no intervention/Placebo

Mean Difference
IV, Random, 95% CI

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight
Yu 2017 2552 1.07 48 2475 1.49 45 93.2%
Zhang 2016 26.33 314 35 25.46 5.01 35 6.8%
Total (95% Cl) 83 80 100.0%

Heterogeneity: Tau® = 0.00; Chi® = 0.01, df =1 (P =0.92); P = 0%
Test for overall effect: Z = 2.97 (P = 0.003)

IV, Random, 95% CI
0.77 [0.24, 1.30] .

0.87 [-1.09, 2.83] ]

0.78 [0.27, 1.29] <
1

} L
Ll 1 T
-10 -5 0 5
Favours [ no intervention/placebo]  Favours [CHM]

10

Supplementary Fig. 11. Forest plot of subgroup analyses of amnestic MCI of Chinese herbal medicine versus no

intervention/placebo, outcome: MMSE

CHM western medicine
idy o Mean D al Mean al Weigh
Xie 2009 26.77 2.48 63 2651 256 28 595%
Ye 2013 28.75 4.24 30 26.68 3.42 33 40.5%
Total (95% CI) 93 61 100.0%

Heterogeneity: Tau® = 1.00; Chi2=2.55,df=1 (P =0.11); P=61%
Test for overall effect: Z=1.12 (P = 0.26)

Mean Difference

Mean Difference
Random, 95% CI IV, R. % CI

0.26 [-0.87, 1.39]

2.07 [0.16, 3.98] ——

0.99 [-0.75, 2.73]

r T T T
-10 -5 0 5
Favours [western medicine] Favours [CHM]

10

Supplementary Fig. 12. Forest plot of subgroup analyses of amnestic MCI of Chinese herbal medicine versus western

medicine, outcome: MMSE



CHM no intervention/ placebo Mean Difference Mean Difference

Study or Subgrou; Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV. Random. 95% Cl A
Dong 2015 2641 247 57 2275 234 57 47%  366(278,454] =5 ®
Guo 2020 2698 185 48 2537 196 48 49%  161[0.85,237] == ®
Han 2016 2641 379 B0 2255 354 60 41%  3.86[255517) = ®
Lan 2015 2128 321 30 1767 288 30 38%  361[207,515 e ?
Li 2009 2578 315 30 238 491 30 30%  198[0.11,4.07] T ?
Li2013a 2817 246 35 2534 321 34 40%  283(1.48,4.18 — ®
Lin 2009 2753 198 30 2627 217 29 45%  1.26[0.20,232 ®
Liu 2008 2638 305 24 2418 501 21 28%  220(0.27,467) T ?
Wang 2012 2384 197 45 2293 203 42 48%  091[0.07,1.75 = ?
Wang 2014 277 142 10 271 088 10 45%  0.60[-0.44,1564] Ty ®
Wu 2017 2888 101 53 2494 115 49 52%  394(352,430] s ?
Xia 2013 2781 208 123 2542 175 122 52%  239(191,287] e ®
Xiao 2011 2762 218 58 2527 318 55 46%  2.35[1.34,3.36] o ?
Yakoot 2013 2697 138 30 25 14 30 50%  1.87[1.26,2568] T ®
Yang 2020 2691 143 51 2506 126 51 51%  1.85[1.31,2.39] % ®
Ye 2013 2875 424 30 2668 342 33 32%  207[0.16,3.98) =

Yu2017 2552 1.07 48 2475 149 45 51%  0.77[0.24,1.30] e ®
Zhang 2013 2658 212 43 2462 351 40 42%  1.96[0.70,3.22] —F ?
Znang 2014 27.83 116 43 27.08 129 43 52%  075(0.23,1.27] == @
Zhang 2015a 2517 302 100 2508 155 100 50%  0.09[058,076 =t ?
Zhang 2016 2668 358 30 2535 301 30 36%  1.33[0.34,3.00] i ®
Zhao 2011 2633 314 35 2546 501 35 32%  0.87(1.09,283 T ?
Zheng 2014 27.76 188 75 2525 368 74 48%  251(1.57,3.45) - ®
Total (95% CI) 1088 1068 100.0%  1.96[1.41,2.50] *

Heterogeneity: Tau®= 1.41; Chi*= 205.60, df= 22 (P < 0.00001); = 89% Ho + b 0

Testioroverakgfiect:2 = v.07: (< 0.00001) Favours [ no intervention/ placebo] Favours [CHM]
Risk of bigs legen:

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(A)

no intervention/ placebo Mean Difference Mean Difference Risk of Bias

tudy o D om
Dong 2015 247 57 234 57 00%  366[278,4.54 ?
Guo 2020 185 48 1.96 48 00%  1.61[0.85 237 ®? (1]
Han 2016 379 60 354 60 00%  386[255517] ®? ?
Lan 2015 321 30 288 30 00% 361207515 77 20
Li 2009 316 30 4.91 30 00%  198[011,4.07] 27 27@
Li2013a 246 35 N 34 00%  283[1.48,4.18 ®? 0?20
Lin 2009 198 30 217 29 00%  126(020,232 ®? 720
Liu 2008 305 24 501 21 00%  220[027,467] 727 ®?20
Wang 2012 2384 197 45 203 42 00%  091[007,1.75 272 2®
Wang 2014 27.7 142 10 088 10 00%  060[044,164] ®? ®720
Wu 2017 2888 101 53 115 48 00%  394(352,436 D 20
Xia 2013 2781 208 123 175 122 00%  2389(191,287] @ ®?20
Xiao 2011 2762 218 58 318 55 00%  235[1.34,3.36] DD ®20
Yakoot 2013 2687 138 30 1.41 30 849%  1.97[1.26,268 = [ 1] ®20
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Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(B)
Supplementary Fig. 13. Forest plots of Chinese patent medicine versus no intervention/ placebo including all trials (A) and
including trials with lower risk of bias (B), outcome: MMSE



