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Received: October 16, 2017 Objectives: The present study aimed to provide clinical evidence on the effect of herbal medicine,
Revised: December 6, 2017 Hyeolbuchukeo-tang or Xuefu Zhuyu decoction for the treatment of primary insomnia using a sys-
Accepted: December 18, 2017 tematic review and meta-analysis of randomized controlled trials (RCTs).

Methods: This study included RCTs that verified the effects of Hyeolbuchukeo-tang or Xuefu Zhuyu
decoction for the treatment of primary insomnia. Literature searches of English, Chinese and Korean
databases were performed, and the selected literature was assessed for investigating the risk of bias.
Results: The analysis included 10 RCTs. The Chinese Classification of Mental Disorders-3 was most fre-
quently used to define the diagnostic criteria for Hyeolbuchukeo-tang or Xuefu Zhuyu decoction inter-
Correspondence to vention in patients with primary insomnia. The effective rate was the most commonly used outcome
Bo-KyungKim measure. A meta-analysis revealed that the effective rate, the Pittsburgh Sleep Quality Index, and the
B:S‘:g“zﬁcr‘ﬁi;’f O”SEC';E"(')I of Korean Athens Insomnia Scale in the Modified Xuefu Zhuyu decoction (MXZD) group were higher compared to
Medicﬁ]ey Dongmeui University, 62 Western Medicine (WM) group (RR: 1.17,95% Cl: 1.08 to 1.26, p<0.0001, | -0/ l\/ID —1.29,95% Cl:
Yangeong-ro, Busanjin-u, Busan, 20910 —0.49, p=0.002, I’=0%/ MD: —0.99,95%Cl: —1.81 to —0.18, p=0.02, I’=15%). The effective
rate of the MXZD +Wl\/| group was significantly different compared to the WM group (RR: 1.28, 95% Cl:

Korea.

Tel: +82-51-860-8309 1.11 to 1.47, p=0.0006, | 222009 The included RCTs were of relatively poor quality and had small sample sizes.
Fax: +82-51-850-8744 Conclusions: Treatment with Hyeolbuchukeo-tang or Xuefu Zhuyu decoction was found to be effec-
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Records identified through
database searching (n=73)

(n=0)

Identified from reference list ’

v

‘ Records after duplicates
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[ Records screened (n=73)

—
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Full-text articles assessed for
eligibility (n=28)

—

l

Studies included in qualitative
synthesis (n=10)

Fig. 1. Flow chart of the trial selection process.

Records excluded (n=45)
— Not related to patient (n=36)
— Not related to intervention (n=9)

Full-text articles excluded, with reasons (n=18)
— Not RCT (n=1)

— Not published (thesis) (n=1)

— Not related to comparison (n=5)

— Nor for primary insomnia (n=11)
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Study or subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M—H, Fixed, 95% CI
Huang (2010) 33 42 20 38 9.6% 1.49 [1.06, 2.10] e —
Li (2009) 31 40 29 39 13.5% 1.04 [0.81, 1.34] —_—
Li (2012) 88 96 70 90 33.2% 1,18 [1.04, 1.34] —a—
Shi (2010) 56 60 50 60 22.9% 1.12 [0.98, 1.28] T
Si (2015) 29 31 22 31 10.1% 1.32 [1.08, 1.68] e —
Zhang (2012) 25 32 24 34 10.7% 1.1 [0.83, 1.47] e
Total (95% Cl) 301 292  100.0% 1.18 [1.09, 1.28] <@
Total events , 262 215 5 . . . .
Heterogeneity: Chi'=4.43, df=5 (p=0.49); I'=0% ! ! J 1' ;
Test for overall effect: Z=4.10 (p<0.0001) 0.5 0.7 S 2
: : Favours [MXZD] Favours [WM]

Fig. 3. Forest plot comparison: Modified Xuefu Zhuyu decoction (MXZD) vs Western Medicine (WM), outcome: effective rate.
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1) YEEOY XNEZY Y BT

(1) S8 (Effective rate)

0He] AF-=0] SAE AR A} JoF A m<te] H]
sto] FAZK R TR AolE UERASITHRR: 1.17, 95%
Cl: 1.08 to 1.26, p<0.0001, I*=0) (Fig. 3).

(2) PSQI (Pittsburgh Sleep Quality Index, T 2H

2 489 QA9

29 20| SAAE BT At JoF Xl B
Sto] FAKOR At Aol HERSICKMD: —1.29,
95% Cl: —2.09 to —0.49, p=0.002, I’=0%) (Fig. 4).

(3) AIS (Athens Insomnia Scale, o}gd[EHZH]-E)

239 50| SHAE AT At ofeF Aol B
Sto] FAHORE Fopgt AfolE HERSITKMD: —0.99,
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95% Cl: —1.81 to —0.18, p=0.02, I*=15%) (Fig. 5).

2) WeEOIY Yool B8 ARW Yo ©E
3232

(1) &8 (Effective rate)

29| AFEO] 2AHXNE TAJer A} oFeF T X3
of| nj3le] BAZ 07 At XjolS YeRITHRR: 1.28,
95% Cl: 1.11 to 1.47, p=0.0006, *=2%) (Fig. 6).

V. uzt

& AT AP ol ol Bl 1T e
A

Mean difference
IV, Random, 95% CI

Mean difference
IV, Random, 95% CI

MXZD WM
Study or subgroup Mean SD Total Mean SD Total Weight
Huang (2010) 887 365 42 1063 321 38
Li (2012) 89 36 96 10 3 90 715%
Total (95% CI) 138 128 100.0%

Heterogeneity: Tau’=0.00; Chi’=0.53, df=1 (p=0.47); =0%
Test for overall effect: Z=3.14 (p=0.002)

28.5%

-1.76 [-3.26, —0.26] —_—
—-1.10 [-2.05, —0.15] ——
—1.29 [-2.09, —0.49] -
-4 -2 0 2

4
Favours [MXZD] Favours [WM]

Fig. 4. Forest plot comparison: Modified Xuefu Zhuyu decoction (MXZD) vs Western Medicine (WM), outcome: PSQI.

MXZD WM

Study or subgroup Mean SD Total Mean SD Total Weight

Mean difference
IV, Random, 95% CI

Mean difference
IV, Random, 95% CI

Zhang (2012) 95 32 32 97 37 34 21.7%
Zhao (2015) 477 173 40 598 167 40
Total (95% Cl) 72 74 100.0%

Heterogeneity: Tau’=0.08; Chi’=1.18, df=1 (p=0.28); I’=15%
Test for overall effect: Z=2.38 (p=0.002)

78.3%

—0.20 [-1,87, 1.47] —_—
—1.21 [-1.96, —0.46] -
—0.99 [-1.81, —0.18] -
-4 -2 0 2

4
Favours [MXZD] Favours [WM]

Fig. 5. Forest plot comparison: Modified Xuefu Zhuyu decoction (MXZD) vs Western Medicine (WM), outcome: AlS.

MXZD+WM WM Risk ratio Risk ratio

Study or subgroup Events Total Events Total Weight M—H, Random, 95% CI M-H, Random, 95% ClI

Wang (2014) 46 50 38 50  62.3% 1.21 [1.02, 1.44] —i—

Yuan (2011) 47 52 31 48 37.7% 1,40 [1.11, 1,76] ——

Total (95% ClI) 102 98 100.0% 1.28 [1.11, 1.47] e

Total events , 93 s 69 ,

Heterogeneity: Tau'=0.00; Chi'=1,02, di=1 (p=0.31); 1'=2% } } } }
0.5 07 1 1.5 2

Test for overall effect: Z=3.42 (p=0.0006)

Favours [MXZD+WM] Favours [WM]

Fig. 6. Forest plot comparison: Modified Xuefu Zhuyu decoction (MXZD) +Western Medicine (WM) vs Western Medicine (WM), outcome: effective rate.
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Appendix 1. Search strategy

1. CNKI(CJFD, CDMD)

((SU="AFR" ~+ "7 + "Wl S A+ "W AR 25 5L + A 36 <5+ "W As + "R DT " + "2 B + "M%+ "insomnia +
"sleep disorder’) OR (TI="A5R" +"ASpe" +"WEAR A + "R 25EL" -+ WEARRIST" + MEARpEAS + AR DT + "R + R +
"insomnia’+"sleep disorder’) OR (AB="AMHIR' +" 495"+ "MEAR il + "MEAR s SL' + MEARFIRF -+ MRS + MR "
+"liM%" +"insomnia"+"sleep disorder”)) AND ((SU="Heulbuchuke"+"Hyeolbuchugeo"+ "Hyeolbuchukeo"+"Hyeolbu-
chukyeo"+"Hyeulbuchuckeu' +"Hyolbuchukeo’ +"Hyulboochucke" +"Hyulbuchugao’ +"Hyulbuchukeo" +"Hyulbuchuko
+"XuefuZhuyu'+"1pFs%#) OR (TI="Heulbuchuke' +"Hyeolbuchugeo' +"Hyeolbuchukeo' + "Hyeolbuchukyeo' +"Hyeul -
buchuckeu"+"Hyolbuchukeo" + "Hyulboochucke" +"Hyulbuchugao" +"Hyulbuchukeo' +"Hyulbuchuko" + "XuefuZhuyu' +
"IffFER) OR (AB="Heulbuchuke' -+ Hyeolbuchugeo" +"Hyeolbuchukeo' +"Hyeolbuchukyeo" +"Hyeulbuchuckeu' +"Hyol -
buchukeo' +"Hyulboochucke" +"Hyulbuchugao” +"Hyulbuchukeo' +"Hyulbuchuko" +"XuefuZhuyu' +"iwff525#) AND ((SU=
A+ "BERL + "randomised" +"randomized") OR (TI="#1#"+"FE#1" +"randomised” +"randomized") OR (AB="*#"+"F&HL"

+"randomised" +"randomized"))
2. Pubmed

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

#2 heulb® OR hyeolb* OR hyolb* OR hyulb* OR xuefuzhuyu™

#3 #1 AND #2

3. EMBASE

#1 "Sleep":ab,ti OR "Sleep Deprivation":ab,ti OR "Sleep Initiation and Maintenance Disorders":ab,ti OR "Sleep
Stages":ab,ti OR "Sleep Wake Disorders":ab,ti OR "Wakefulness"ab,ti OR dyssomn* OR insomnia* OR sleep* OR
sleepless® OR wakeful*

#2 heulb® OR hyeolb* OR hyolb* OR hyulb* OR xuefuzhuyu®

#3 #1 AND #2

4, Cochrane Library

#1 "Sleep":ti,ab,kw OR "Sleep Deprivation":ti,ab,kw OR "Sleep Initiation and Maintenance Disorders":ti,ab,kw OR
"Sleep Stages":ti,ab,kw OR "Sleep Wake Disorders":ti,ab,kw OR "Wakefulness":ti,ab,kw OR dyssomn* OR insomnia*
OR sleep™ OR sleepless® OR wakeful™

#2 heulb* OR hyeolb* OR hyolb* OR hyulb* OR xuefuzhuyu™

#3 #1 AND #2

5. Google Scholar

all in title : "#@F2:0]" OR "Heulbuchuke" OR "Hyeolbuchugeo" OR "Hyeolbuchukeo" OR "Hyeolbuchukyeo" OR
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"Hyeulbuchuckeu" OR "Hyolbuchukeo' OR "Hyulboochucke" OR "Hyulbuchugao' OR "Hyulbuchukeo' OR
"Hyulbuchuko" OR "XuefuZhuyu" OR "fkFZi"

6. NDSL

(&9 5=l linsomnialsleepl AE)  (E5-2201|HeulbuchukelHyeolbuchugeol HyeolbuchukeolHyeolbuchukyeol
HyeulbuchuckeulHyolbuchukeol|Hyulboochucke|HyulbuchugaolHyulbuchukeolHyulbuchuko [ XuefuZhuyul ifi f32355)

7. RISS

(‘EH" (OR) "4=H" <OR) "FHA" (OR) "insomnia’ (OR)Y "sleep” (ORY "Fi") ("€¥30]" (OR) "Heulbuchuke'
{OR> "Hyeolbuchugeo" {OR> "Hyeolbuchukeo" <OR> "Hyeolbuchukyeo" <OR> "Hyeulbuchuckeu" {<OR> "Hyolbuchukeo"
{OR> "Hyulboochucke" <OR> "Hyulbuchugao" <OR> "Hyulbuchukeo" <OR) "Hyulbuchuko" <OR> "XuefuZhuyu" <OR>
"R )

8. OASIS, KISS

(EH" (OR) "4=H" <OR) "$HAl" (OR) "insomnia’ (ORY "sleep’ (ORY "Fi") ("€¥30]" (OR) "Heulbuchuke"
{OR> "Hyeolbuchugeo" {OR> "Hyeolbuchukeo" <OR> "Hyeolbuchukyeo" <OR> "Hyeulbuchuckeu" <OR> "Hyolbuchukeo"
{OR> "Hyulboochucke" <OR> "Hyulbuchugao" <OR> "Hyulbuchukeo" <OR) "Hyulbuchuko" <OR> "XuefuZhuyu" <OR>
"SI )



