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Abstract

Objectives : The purpose of this systematic review was to investigate the efficacy and safety of Sanjoin—
tang (Suanzaoren decoction, SZRD) for insomnia in menopausal syndromes,

Method : We searched the following databases: PubMed, Cochrane Library, EMBASE, China National
Knowledge Infrastructure (CNKI), Chinese Science and Technique Journals Database (VIP), Wanfang, Research
Information Service System (RISS), OASIS, Korean studies Information Service System (KISS), and National
Digital Science Library (NDSL) databases. Randomized controlled trials (RCTs) or quasi—RCTs that used SZRD
for women in menopause were included, The methodological quality of each RCT was assessed using the
risk of bias tool,

Results : In total, nine RCTs were finally included. The included RCTs had a high risk of bias across their

domains, Three RCTs examined the effects of SZRD compared with western medicine (WM) in insomnia, Three

AH4=120200 3¢Y 49 =R 20209 39 199 - A= 20209 3Y 20¢
* WAIAA} D BPASE tPg A 5 iR 62, tidistal o elstuldl
23} 042-280—2618, A 1 042—-274—2600, AARS-H : sjpark@dju.kr



Chstolletstolsts|X| M24 3 HM12(2020H 42)

RCTs showed favorable effects of SZRD with insomnia, Infrastructure also showed that SZRD resulted in
better clinical WM (RR 1,19, 95% CI 1.07 to 1.32, P=0.001, IZZO%), Four RCTs showed favorable effects of
Modified SZRD with insomnia, Infrastructure also showed that Modified SZRD resulted in better clinical
WM (RR 1,13, 95% CI 1.04 to 1.23, P=0.004, ’=0%). Among the 4 RCTs, three RCTs showed an equivalent
effect on the total Pittsburh Sleep Quality Index (PSQI). The meta—analysis also showed that Modified

SZRD had a superior effect on the total of PSQI (total of PSQI :

MD -2.55, 95% CI —-3.72 to —1.37,

P<0.0001, 12285%), Only 2 trials reported adverse events and none reported severe adverse events,

Conclusion :

SZRD appears to be safe, but there is insufficient evidence to make a definitive conclusion

because only a few studies reported adverse events, Due to the poor methodological quality of the included

studies and the small number of trials included, the evidence cannot be reproduced and assessed. Well—

designed RCTs with a larger sample size are needed in the future,

Key words : Sanjoin—tang, Suanzaoren decoction, systematic review, menopausal syndromes
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Figure 1. Flow diagram of study searches and selection
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SZRD WM Risk Ratio Risk Ratio

Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Li (2018) 46 56 6 55 208% 1.25[1.00, 1.58] /e
Yang (2015) 32 34 28 34 345% 1.14 [0.96, 1.36] —a—
Zhang (2018) 44 45 37 46 447% 1.18[1.02, 1.39] —
Total (95% Cl) 136 135 100.0% 1.19 [1.07, 1.32] .
Total events 122 101

A R sl D T— . , , ,
Heterogeneity: Tau®= 0.00; Chi® = 0.45, df= 2 (P = 0.80); F= 0% e = i ;

Test for overall effect: Z=3.22 (P = 0.001)

Figure 2. Subgroup analysis: according to the type of

St A3t x| adto] 7Hdr] Aol SARS s
7le=dl &7t okl YeRgdtin=120, RR 1.12, 95%

CI 0.97 to 1.29, P=0.11),

Favours [WM] Favours [SZRD]
study design. Analyzed clinical effect by SZRD vs., WM.

A Ggel B4 AAlsked mat ook bt
YHn=120, MD —3.08, 95% CI —3.60 to —2.56,

P<0.00001).

(2) PSQI 54 5) OlHtS
1970 A7k EFEm, /Rl estan
zolam2 H3YsF 711} estazolam YRS PSQIE o] H Ao x] B0l thatog gk 9HP P o &
goto] kgt Ayt WX Eto] PSQL A& 7iA 97 2W?1220] e lof Aut Kakgof s AFsIH L,
(A) Clinical effect
SZRD WM Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Random, 95% Ci M-H, Random, 95% CI
Li (2013) 39 43 35 43 236% 1.11 [0.94, 1.32 -
Yao (2015) 30 32 26 32 195% 1.15(0.96, 1.39] T—
Zhao (2017) 57 62 49 58 397% 1.09 [0.95, 1.24] T
Zhou (2013) 50 58 38 54 17.2% 1.23[1.00, 1.50] F
Total {95% CI) 195 187 100.0% 1.13 [1.04, 1.23] <
Total events 176 148
Heterogeneity: Tau? = 0.00; Chi*= 1.06, df= 3 (P = 0.79); P= 0% 0:5 0:7 1=5 2
Test for overall effect: Z= 2.86 (P = 0.004) Favours WM] Favours Modified SZRD]
(B) PSQ (total)
SZRD WM Mean Difference Mean Difference
Study or Subgroup Mean _ SD Total Mean SD Total Weight IV, Random, 95% Cl A . 95% Cl
Li {2013) 911 164 62 1086 2.04 58 353% -1.75[-2.42-1.08) —
Yao (2015) 682 103 32 1035 174 32 348% -353[423-283 —&—
Zhao (2017) 6.78 216 43 012 284 43 29.9% -2.34[3.41,-1.27] ——
Total (95% CI) 137 133 100.0% -2.55[-3.72,-1.37] ""‘
Heterogeneity: Tau®= 0.90; Chi*=13.22, df= 2 (P = 0,001); F= 85% 3 + - : :

Testfor overall effect: Z= 4.25 (P < 0.0001)

(C) PSQI (quality of sleep)

SZRD WM
ludy or Suby Mean [ a ean el
Zhao (2017) 1.69 0.31 62 192 039 58 511%
Zhou (2013) 06 01 58 1.3 07 54 489%
Total (95% CI) 120 112 100.0%

Heterogeneity: Tau® = 0.10; Chi*= 16.46, df=1 (P < 0.0001); P = 94%
Test for overall effect: Z=1.96 (P = 0.05)

Figure 3. Subgroup analysis: according to the
PSQl(total, quality of sleep)

Favours [Modified SZRD] Favours [WH]

Mean Difference Mean Difference
jom, 95% Cl A % Cl
-0.23 [-0.36,-0.10]
-0.70[-0.89,-0.51] L
-0.46 [-0.92, 0.00]
N i

Favours [Modified SZRD] Favours [WH]

type of study design. Analyzed clinical effect and
by Modified SZRD + vs. WM.
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U] TR0 %) A JAkg ojkle]] ik gl
SUSATE, i ArellA ARt BR8-S VEhbA] o
SktH(Table 1). AtzQIRtolAe s 31, vt
5o 14, 9= 24 59 S/l llon, ekt
L Bley 157, B 1474, oRa 1A, AAR
7 57, YukES 157, T& 37| HAYstct

4, HIEY 9

oo

ot

X7 9w 0] ¢itol| tis ROB BH7HE Al3s)
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RCTsolA= Wi E 48510 729 videAE A
Asto] “vlEgo] WgToz Wy} Eglon 1HYe]
RCToA = XmeA= wideAE wiAdsialzlel v
Edo] 572 H7h HUrh U] gy 18202229
9] RCTsollA= 7212 stk 7] stglout
ol o2 P = thafl 7= o] UA &
of "SR HIsIrh viAeA SHEA B
RCTs®] Aol Aol =of QIA] oo} “EshA”
B7F =Qle}, Aoial, AFAF w7kl s
w7HEE AIRBRERE Hlate] SEpAIET} ofd
A =7hol AEA] ks At wetE| o] “vlER
| 2708 FriEQley, Aapg 7Rt gk w7kl
A gl7]oll "B R Hrlslelth, ESRe AuAtR
FFRof| A= 7D 17719, 21228 o1 m= [T (Intention—
to—treat)&AlS AlYstGitkal weste] “HlEHo] B
o2 BrIsIATh YA 2w o] e 2w

Fo| FolAel S8 AT ot @7 3 BAHA

fe huord

[¢]

(]

O

. 24 S Al 7hedel kL ddste] THlER
o] w50 Bristart. AlgA Wil guofAe 2
TPE RCTs9 A B ZREF digh odgol §laL,
dF Ak AdeFeR wo o HEgles o 7t
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ol A el A e] S ulEE e Thsde) of
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V. 11
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o
A5 der AAA Zlads sk 9

#2097l AL, AR Abzelet
vs, SFEXEE e A7t 39, AR + oFE
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I} estazolamo] ARGE|RlOH, WP EIto| AME-H
FEA|Ee= 24 estzolam OFETHRS AREE|QITE A%
AN E= 7RARRRIG T FEH x-S Hlawgt
A7t 573t PSQI 4, PSQL 4=He| HoflA] 4kx
Qo] Aol S WA= mabt kol
R ow, ALRQIE E= 7HMERQIE I SHEQH
WP Bto| A x| ELo] f=gael 4 T4l
JI7F ekl vepitt,

oju] o] o] Yt AAH A 3UAF
AuoME 2 A AAE B Aatet fAlsHA
UERdt) Nie(2015) d7t= 78d7] SHAojaxs
toR 7hAbxele e R} SHAE vlwg A
o= FF 6HY =io] AR o, Rt e+
HIER B2 JUAIE AMSSE At EZFHAIA B3
t}, 917 A A 2AIKRR 2.81, 95% CI 1.59 to 4.98),
PSQI 4=H2] Z(MD —3.57, 95% CI —3.57 to —2.53)
o7 AbxIgto] 7Pd7| Sritol] 4 iAol mgo] H
thal AEo] =¥k Zhou (2018)Y, Xie (2015)%?
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(A) Risk of bias graph

| s=HEoHol D|xl= &2k MAX 2oz

=t
=

% HERE

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance 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

B High risk of bias

(B) Risk of bias summary

Hou (2018)

Li(2013)

= | = [Blinding of outcome assessment (detection bias)

« | = [Selective reporting {reporting bias)

= | =2 | Otherhias

w | = | = [Allocation concealment (selection bias)

Li (2016)
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- ‘ . = | Random sequence generation (selection bias)
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Zheng 2017y | 7 | 2
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O OO O O ® ® ® O -oindngofparicipants and personnel (performance bias)

Zhou(2013) | 2 | 2
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“~”: high risk of bias, “+”:

Figure 4. Risk of bias

row risk of bias, “?”: unclear risk of bias

A
-

2

11



CHSHol|EEStolEHS| K| MI24R M1E(2020E 42)

AAH YAFATIE Aslo] QhaAel itk 7] 2
17} B,
HAE 9wl 2ol el vIEY A B AP

|
3 AT Ao] BE gEo] 5" B BIU'E 3

= =
7HEIQde}, B9 dEoA @& 2o =Ruto] HZA}
o] wj FES wlEA Ao Uz|s mRol2 519

o

_1

sl ofel] ofbd FaLe] W AL
tiel 714 eloleh, Bl Az 428 w7
Sl Aol Asker Sabe) e W o) F WA
S AMgale welo] Basit,

B A BRne] BAEe et 2,

A, Aurael Bale) A WAL wrk B o] ¥

3 =5 w5 Fok S Aol FH=Eo
SR 9] u, ulo] T AR el gl

e

el Tt Argo] FEsto] Atoll thgt 4l=do
o] Hojzth FAA O FloFo] EAJAL thAkx}e]
7HdS Aldgshrlel - ofee Ent ofujek
AEE o83 A7t v o Aol
o] A5 =ol7] flaiA FAR] izt A
Aol 2010 CONSORT Hi17jo| =& glo
9 2t dFAE 38 Aol 2017 CONSORT
Extension Hil7}o]=%) oFalof ghy =1o 245}
T& PAloF gtk E3 olF wrH, fIoF dix
A AAE Algsto] Halsks oA BIERS
23} sto] HHHEHOR FAE Hedsto] AbxRQIE
Amais ASsfloF & Aol

=4, 78ar] ool gtk A Xekx|E 9
L7k 7] wiioll B7EAR] A l]le] ol &
7hAl Ate] HlEH o] EAskaL, AtATto] TRk Al
Jo] WolXirt, 1eER 2 A4S B9l Adr) e
offoll digh A= MR ® 9 =t sfdo] Lasicy,

A, A1 G5 HASE7] flsiA 2ol A
| oFA|9] Yol qlofof B}, A4 Ak
] A7aas F7HE S| flsiA B Ak
Azt AW, H8F 5ol Y HoloF a5& dF
=t 2 oA 9 AT B FUTH A
S ARESEaL QUAIRE, AAdoRRle] 8, ZHtol
Z}7] ©27] ot} E3F thRxL o R o83k 4H
o] 7, 8% & E3 th=7] wZol AkxQlge] oFer
o} o J7HAr] Aol Amol Ay ol

—_

)

i;j rg -
¥ R
) &H ?ﬁ 1=
oy 2
Bt o —|r~] J,'i F{r

il

© ot

=

2y

)

ol ATE B ALEQIFH R} R )
A 2wl gl 2| AM AT} ok fE3 w3}
SITHe AL St B8, AQIge] o) 42
3 ORI thal X gksrh, WAEA] o147
d7) Seigel Amel thak Aelse] et &
=3k Aol B, % oloh UAH YT T3]
Sayslo] Aol e FEM AN 2AS 2

HafoF o Zlolef,

3. AW GLolA] FhaEQIS M=t ook of
272 ARET PSQUEY, U D v
3k A3} Modified AFRQIY X =ato] oA 74d

e
o W AT Ego] Hrka hepdeh
o]
| gieict.
Aol ool Az, 24 A Bt A AT
lo] wob 3 AAH AT WHEHOE )

=
e @77t 2 et g,

OlsietAl =
o] =22 oA S=2 AA} f=

AL 2

o] o 9019dE thHhEt wEheAtH]
ol oJall A==

1. Takahashi TA, Johnson KM, Menopause. Med



10.

11,

HX|8| Q| 521 : MEQIEX|ZI Of

Clin North Am, 2015;99(3):521-34,

. Kim YH, Ha EH, Shin SJ, A study on the

menopausal symptomes and quality of life in
middle aged women, J Korean Acad Nurs,
2003:33(5):601-8,

. Shin C, Lee S, Lee T, Shin K, Yi H, Kim K,

et al. Prevalence of insomnia and its rela—
tionship to menopausal status in middle—
aged Korean women, Psychiatry Clin Neurosci.
2005;59(4):395—-402.

. Holmberg L, Iversen OE, Rudenstam CM,

Hammar M, Kumpulainen E, Jaskiewicz J, et
al. Increased risk of recurrence after hormone
replacement therapy in breast cancer sur—
vivors., J Natl Canc Inst. 2008;100(7):475—82.

. Nelson HD, Commonly used types of post—

menopausal estrogen for treatment of hot
flashes scientific review, JAMA, 2004;291(13):
1610—20,

. Cheng B, Liu Y, Tian J, Gao R, Liu Y, Com—

plementary and alternative medicine for the
treatment of insomnia: an overview of scientific
evidence from 2008 to 2018, Curr Vasc Phar—
macol, 2019,

. Singh A, Zhao K, Treatment of insomnia with

traditional chinese herbal medicine, Int Rev
Neurobiol 2017;135:97—-115.

. Zhu XS, Liew YL, Liu ZL. Chinese herbal

medicine for menopausal symptoms, Cochrane
Database Syst Rev, 2016;3:CD009023.

. Yeh CH, Arnold CK, Chen YH, Lai JN, Suan

zao ren tang as an original treatment for sleep
difficulty in climacteric women: a prospective
clinical observation, Evid Based Complement
Alternat Med. 2011;2011:673813.

Jiang JG, Huang XJ, Chen J. Separation and
purification of saponins from semen ziziphus
jujuba and their sedative and hypnotic effects,
J Pharm Pharmacol. 2007:;59(8):1175—80.
Zhou QH, Zhou XL, Xu MB, Jin TY, Rong
PQ, Zheng GQ, et al. Suanzaoren formulae

for insomnia: updated clinical evidence and

ddE7| B0 0jXl= g0k MAM Zeioz &

12.

13.

14,

1.

16.

17,

18.

19.

20.

21,

2

HlER=A

possible mechanisms, Front Pharmacol, 2018;
9:76.

Xie CL, Gu Y, Wang WW, Lu L, Fu DL, Liu
AJ, et al, Efficacy and safety of Suanzaoren
decoction for primary insomnia: a systematic
review of randomized controlled trials, BMC
Complement Altern Med. 2013;13:18,

Nie HY, Huang XT, Chen XF, Hu JJ, Sys—
tematic evaluation of the therapeutic effect
of modified suanzaoren decoction and western
medicine on menopausal insomnia, Pract Clin
J Integr Tradit Chin Western Med, 2015;15
(12):22—4, 34,

Higgins JPT, Green S. Cochrane handbook for
systematic reviews of interventions, Version
5.1.0 (updated March 2011): The Cochrane
Collaboration, 2011,

Yang GH. Observation on the therapeutic
effect of suanzaoren decoction on insomnia
of female menopause Yixue Meixue Meirong,
2015;24(4):313—4,

Li K, Modified suanzaorentang 56 cases improve
the quality of sleep in patients with insomnia
menopause effectiveness analysis. Systems Med.,
2016;1(2):31-3,

Zhang Y. Analysis of the effect of suanzaoren
decoction on insomnia of female menopause
Med Diet Health, 2018(6):148, 51,

Hou JX, Study on the clinical experience of
the treatment of internal emergency with the
combination of chinese and western medicine
Special Health, 2018(19):252—3.

Li QA, Dai DC, Qiao Y. Observation on the
therapeutic effect of suanzaoren decoction
on insomnia in menopause China Prac Med,
2013;8(7):154-5,

Yao LN, Tang W. Clinical effect of suanzaoren
decoction on insomnia in menopause Family
Therapist 2015;12(1):344-5,

7hao GP, Zhang HL, Xue C, Feng WJ, Efficacy
observation of semen ziziphi spinosae de—

coction on climacteric insomnia, Shanxi TCM,

13



CHStol|etstolats| X| M43 M1E(2020E 42)

22,

23.

24,

2017;33(2):20—-2.

Zhou @, Huang XC, Curative Effect Obser—
vation of Modified Suanzaoren Decoction on
Menopausal Insomnia, Liaoning TCM, 2013;
40(6):1165—6,

Zheng J. Clinical efficacy of suanzaorentang
(a traditional chinese medicine patent pre—
scription) in treatment of 60 patients with
menopause insomnia., Chin J School Doctor
2017;31(7):522-3,

Jang IS, Yang CS, Lee SD, Han CH. A review

on herbal medical products associated with

25,

26.

mistake and true. J
Korean Med. 2007;28(1):1-10.

Schulz KF, Altman DG, Moher D, Consort
Group. CONSORT 2010 statement: updated
guidelines for reporting parallel group ran—
domised trials, BMdJ. 2010;340:c332.

Cheng CW, Wu TX, Shang HC, Li YP, Altman
DG, Moher D, et al, CONSORT extension for

chinese herbal medicine formulas 2017: reco—

toxic events in Korea -

mmendations, explanation, and elaboration,
Ann Intern Med, 2017:167(2):112—21,



