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Methods: Randomized controlled trials that verified effects of Herbal Medicine (Cheonwangbosim-

Dan, Tianwangbuxin-Pellet) treating primary insomnia were carried out. A literature search of English,

Chinese, Korean databases was also performed. The selected literature were assessed by Risk of Bias

(RoB).

Results: The total number of selected trials was 13 RCTs. Among the 13 RCTs, 10 were meta-analyzed.

The Chinese Classification of Mental Disorders-3 (CCMD-3) was frequently used as the diagnostic cri-

teria for interventions during the analysis of the use of herbal medicine (Cheonwangbosim-Dan/
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Fig. 1. Flow chart of the trial selection process.
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Table 2. Adverse Events

Number of patients
Adverse events
TWBXP WM
ALT elevation 1 1
Daytime hangover effect, Dizziness, 0 5
Headache, Lethargy
Diarrhea 0 1
Dizziness 1 6
Dry mouth 0 1
Hypodynamia 0 7
Nausea 1 1
Rash 0 1
Adverse events Number of patients
TWBXP+WM WM
Anorexia, Dizziness, Dry mouth 0 9
Rash 0 1
Adverse events Number of patients
TWBXP+ACU WM
Diarrhea 2 0
Dizziness 1 3
Dry mouth 0 2
Lethargy 0 3
Total adverse events 6 41
Total patients 306 299

TWBXP: Tianwangbuxinon-Pellet, WM: Western medicine, ACU: Acupuncture.

Random sequence generation (selection bias) |
) |

Allocation concealment (selection bias

Blinding of outcome assessment (detection bias

)
Incomplete outcome data (attrition bias)
)

Selective reporting (reporting bias

Other bias

0%

25% 50% 75% 100%

[ Low risk of bias

@ Unclear risk of bias

Hl High risk of bias

Fig. 2. Risk of Bias graph.
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TWBXP WM Risk ratio Risk ratio
Study or subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
Chen 2012 52 60 18 30 8.5% 1.44 [1.06, 1.97] _—
Han 2013 23 27 26 29 8.8% 0.95 [0.78, 1.16] —_—
Jiang 2016 34 45 32 45 11.3% 1,06 [0.83, 1.36] —_—t
Liu 2015 64 67 55 66 19.5% 1.15 [1.02, 1.29] —a
Liu 2017 47 60 44 60 15.5% 1.07 [0.87, 1.31] —_—
Xie 2016 35 38 30 38 10.6% 1,17 [0.97, 1.41] T
Zheng 2018 45 50 42 50 14.8% 1,07 [0.92, 1,25] ——
Zuo 2016 44 50 31 50 10.9% 1.42 [1.12, 1.80] _—
Total (95% ClI) 397 368 100.0% 1.15 [1.07, 1.24] <o
Total events 344 278
Heterogeneity: Chi'=10.42, df=7 (p=0.17); ’=33% | : : |
0.5 07 1.0 15 20

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

Favours [experimental]  Favours [control]

Fig. 4. Forest plot comparison: Tianwangbuxin-Pellet (TWBXP) vs Western Medicine (WM), outcome: effective rate.

TWBXP+ACU WM Risk ratio Risk ratio
Study or subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
Zhang 2014 42 46 29 40 51.7% 1.26 [1.02, 1.55] —a—
Zuo 2016 40 43 29 43 48.3% 1,38 [1.10, 1.72] —a—
Total (95% ClI) 89 83 100.0% 1.32 [1.13, 1.54] -
Total events 5 82 58 5
Heterogeneity: Chi'=0.34, df=1 (p=0.56); 1'=0% } } } |
Test for overall effect: Z=3.52 (p=0,0004) 0.5 07 1.0 15 2.0

Favours [experimental]  Favours [control]

Fig. 5. Forest plot comparison: Tianwangbuxin-Pellet (TWBXP)+Acupuncture (ACU) vs Western Medicine (WM), outcome: effective rate.
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Appendix 1. Search strategy

1. CNKI(CJFD, CDMD)

((SU=SAZHMEA- s+ RS 5 P+ M M 2 LA MR 4 <+ M R RS-+ R T &+ S B+ IR Ze+insomnia+'sleep - disorder”) OR
(TT= A5 B A -+ R RS P+ A R 2 5 B R 1) <4 R o -+ IR T +26 IR MR %+ insommnia+ "sleep  disorder”) OR (AB=
TR AN AR, DT P+ R 2L+ IR 65+ I R B A+ IR T B+ R R+ MR 2e+insomnia+'sleep  disorder™)) AND ((SU=
tianwangbuxin+X F k) OR (TI=tianwangbuxin+X F £y OR (AB=tianwangbuxin+X F () AND (SU=A} g+
Hl+randomised+randomized) OR (TI=AJ Wi+l +randomised+randomized) OR (AB=4B+E#1+randomised+random-
ized))

2. Pubmed

#1 "Sleep Initiation and Maintenance Disorders'[mh] OR "Sleep Deprivation" OR 'Sleep Initiation and
Maintenance Disorders’ OR "Sleep Stages" OR "Sleep Wake Disorders" OR "Wakefulness" OR dyssomn*
OR insomnia® OR sleep* OR sleepless™ OR wakeful®

#2 cheonwangbosim® OR chenwangbosm™ OR tianwangbuxin®

#3 #1 AND #2

3. EMBASE

#1 'insomnia’/exp OR 'insomnia’ OR 'sleep'/exp OR 'sleep’ OR 'sleep deprivation'/exp OR 'sleep deprivation'
OR 'sleep initiation and maintenance disorders'/exp OR 'sleep initiation and maintenance disorders’ OR
'sleep stages'/exp OR 'sleep stages' OR 'sleep wake disorders'/exp OR 'sleep wake disorders' OR 'wake-
fulness'/exp OR 'wakefulness' OR dyssomn* OR insomnia* OR sleep* OR sleepless® OR wakeful*

#2 cheonwangbosim® OR chenwangbosm™ OR tianwangbuxin™

#3 #1 AND #2

4, Cochrane Library

#1 "Sleep" OR "Sleep Deprivation” OR "Sleep Initiation and Maintenance Disorders" OR "Sleep Stages' OR
"Sleep Wake Disorders” OR "Wakefulness' OR dyssomn* OR insomnia* OR sleep* OR sleepless® OR wake-
ful*

#2 cheonwangbosim® OR chenwangbosm® OR tianwangbuxin®

#3 #1 AND #2

5. NDSL, RISS

(9|5 linsomnialsleep| A E)CIGR A K F #.0y)



