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Traditional Chinese Medicine in the Treatment of Perimenopausal Syndrome: a Meta-analysis

GAO Zhan', WU Huimin®, MENG Meiling’, LI Dong’, GAO Mingzhou'"
1 Shandong University of Traditional Chinese Medicine, Jinan 250355, China;
2 Shanghai City Jiading District Mental Health Center, Shanghai 200000, China;
3 Shanghai City Jiading District Central Hospital, Shanghai 200000, China

Abstraot Objective: To assess clinical effects and the safety of Traditional Chinese medicine in the trea-
tment of perimenopausal syndrome using Meta analysis. Methods: Computer-based retrieval was conducted in
CNKI, Wanfang, VIP, PubMed and the Cochrane Library, and the retrieval time limit ranged from January 1st,
2011 to January 26th, 2021. RevMan 5.4 software was applied to conduct the Meta analysis of the data of the
study. Quality evaluation and the risk of bias assessment for the included quality were conducted according to the
standard of Cochrane 5.1 handbook. Results: The study has included 19 randomized controlled trials (RCTs) and
1744 patients. Meta analysis results revealed that, compared with the control group, clinical total effective rate of
the treatment group was higher (RR=1.19, 95%CI:1.10 - 1.29, P<0.000 1), and the difference had statistical meaning;
the treatment group could lower the Kupperman scores (MD=-2.28, 95%CI:-2.80 — -1.76, P<0.000 1) noticeably
than the control group, and the difference had statistical meaning; the treatment group was better than Livial group
(MD=1.24, 95%CI:0.11 - 2.38, P=0.03) and estrogen group (MD=7.20, 95%CI:4.31 - 10.09, P<0.000 1) in lifting
the levels of estradiol, and the difference was statistically significant; while the difference had no statistical
meaning in raising the levels of estradiol between the treatment group and Estrogen-progestogen sequential
therapy group (MD=-1.36, 95%CI:-3.65 — 0.94, P=0.25); the difference showed no statistical meaning in lowering
the levels of FSH (MD=-0.86, 95%CI:-3.12 — 1.41, P=0.46) between the two groups; compared with the control
group, the treatment group could obviously improve the levels of LH (MD=-1.59, 95%CI:-2.35 —-0.83, P<0.000 1),
and the difference was statistically significant. Conclusion: Traditional Chinese medicine in the treatment of
perimenopausal syndrome is better than routine Western medicine with good safety.

Keywords perimenopausal syndrome; traditional Chinese medicine; clinical effects; systematic review;
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1A 22K EL HEFGT AR L SRR SE — R PR A
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HE, B BN R LB F LA EH . a5
W58 23 AT, vt 31 2030 4= 3 [ il 4 28 W 2 1 N2
B B 2. 842, A BR I 48 28 A 4 1t N Hoi ik 31 12
120, 3K ¥ 25 3 B Ty 28 th s SR PUER [ = 97 dm e,
H BT, R LA & B A7 Chormone  replacement
therapy, HRT {E N VEIT PMS (& & 77 &, H 5
YT R0 PR, A AR A T 2 389 57 oA s LR
T (1) R0 XK , 5 B30 5 42 52 B S A AN PER BRI s Xof
TAFESZHRT B B35S I K 22 K F A BGHRE VR IT
LAt o R B AR R, T R M PR RS W RA
7 AN R8BI % R PMS SiE IR, o vk 18 BIAR G 2R
V8 = V8 97 PMS TE I R ST 25 f 22 2 J7 T AT) 47 AE 1
Z ). AR, H 2GR TT PMS [ PRIT 20 2
waetE, BRI EEN S0, HIA X T
H 25897 PMS [ R GE VP4 S Me ta 73 B 8 STk ot &
A » i 75 15y 5 ORI SCRF A 2576 97 PMS B I IR
AR Rz N, DU N Ja SR RHIF RN PR V6 97 4
PEPHUE AR -

| BRSHA

1.1 FBRRIR RRMNR:2011F1H1HE
2021 4F 1 3 26 Ho 30k g LA g7 e 7o
BRIy RA R 2T B A T [l e
LR AR AR 7 AR SR B “ A A LR &
AiE 7 28 Wt B J5 R 9 O R, R 2R A
(CNKDD « /3 75 # 4 51 iR ik 55°F & (Wanfang) 4%
FRSCHATI AR S5 & (VIP) = KA SCiE . i
¥ 2 PubMed. The Cochrane Library % #% %
PubMed %48 1o 2% SR W& LI 1o

#1 Traditional Chinese Medicine[Title/Abstract]
#2 Zhong Yi Xue[Title/Abstract]

#3 Chung I Hsueh[Title/Abstract]

#4 #1 OR #2 OR #3

#5 Perimenopause[Title/AbstraWct]

#6 Perimenopausal syndrome[Title/Abstract]

#7 Menopause[Title/Abstract]

#38 Climacteric syndrome[Title/Abstract]

#9 #5 OR#6 OR #7 OR #8

#10 #4 AND #9

Bl 1 PubMed#h & 5k

1.2 CEPANFRIE
12,1 AR ER IEREAL S (random -
ized controlled trial,RCT), LR EXHE
5 ANBRE SCHRIE R
1.2.2 BT IR WA 42 28518
BB G Wi bR vED Y R >40 %, H & R aL a4

8 AR A O HH S IS B A Th e AN R SE R DA
ATV 5 RE T S A F R Z2 IR o

1.2.3 FHH#wE DRKHARHAIRY  FAR
J7 (7 25) S5 iR 25 LA e s 2O X RRZH R IR &
RITIEWRD .

1.2.4 #hR4Ar FEELRIBRAIGIKSA R
RODHBFR=EBFREBFHRE) . mIKIT
B2 W R UE 12 T 9T RUbR HE ) , 45 A Kupper -
man PE73 TR KA E o T VE =GR T TR 70—
BIT R A3 /1R IT BT R 43 X 100%. IR 2E 45 J&) 4
¥r N Kupperman &L R 43 M — % (estradiol , E,)
(pg/mL) 12 BN ¥ A4 B &= (follicle—stimulat -
ing hormone, FSH) (mIU/mL) . {& #% & 4= alt &
(luteinizing hormone, LH) (mIU/mL) . ¥ &L : Iy
PRIE IR 58 229 2% 5 I7 RCVF 53 290% 5 I 28 - Il PRRE AR
B3O T R =T0%, <90%:; A3 2K« I PSS IR
HRTHGE 57 800F 4 230%, <70%; J6 2%« I ACRE IR
TR, T BPF 7 <30%.

1.3 HERRArE Dl HARE 51 K 1 B 482 1
CEANE AL BE ™ R s )X IR T A
24 R4 B R 2 T TR 0% 5 3D G A1 R 2 R
[l 46 48 W 25 6 AR 12 Wb o 5 4) AR aE AT R 22 e R
B HRH A EIRIT 5 BE P T 10 8
SRR IR ANTE o

1.4 SCHERTFE BRSO ik 5 52 B w47
W 5T AR 38 N 5 R bR ST 58 1, AR AE =
U535, 8 I AH Ho R B T 3R B T R A v Bl
TR =TT R M RS SCHR B9 GNHE B A i O
16 I AE R G 1 SR, 58 SUAZ 6 DU A8 i 46 40
N SCHR, R3S B IR EGE N A TR IR AN
SRR A GAE B

1.5 REVFEMN XTI B (RCTs) )
P fa RIS P45 75 45 W1 R : SR H Cochrane Hand -
book 5. 1 #E3% B P fa JRURS: PPArky T E o0 g AWt 503
ATV 3K F RevMan 5. 4 B4 A= mle i f5 JXU: 14
PEAL A A B FEBRENLT Z1 77 28 o ECRRE N & 5
JeHE SN 08 STt 1B 1 5 S A 1 e B R
PR 5 5 S A A O 2 SRR . & TP 45 SR 3]
A3 AR RS ™ v UG FTANTE 27 = N5 . i
=N AL FE 3 AL AT, IR X VR & St
ATAE XAZXT s 5 AFAE 53 8, W e g o o

1.6 %itZE 7% KM RevMan 5. 4 BAF #1745k
PEAEEE e Meta 73 AT o 43 78 B R FH AR U B
(risk ratio,RR) JH: 95% B 15 [X [&] (95%CDE Ny
RN BB R ; B AR 5K 3 E 2 (mean dif -
ference, MD) 8%, #p 1 14 ) ${ % (standardized
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mean difference, SMD) & H 95%CI {E N3 M & 18
Fro MR 2 A6 (R 36 7K HE =0, DA PP 45
THEIT E BV . A S AR JE R B (P>0. 1
H 12 <50%) , 3K F [i] 8 25 N AR 2L E4T Meta 20 AT s 45
TEAE S (P<O. 188 2 >50%) , 43 K7 He 5t o ok
P8, 70 HEBR W W PR S5 o P S 5 SR FH B AL 2550 A5 2
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o 2 3K 15 807 &S . PubMed 15 & 3 15 64 js . The
Cochrane Library fi &3k 1 5, HAR AR R
AT 04 , Fhs B RAF WG SCHR 5009 F s B 8 22 0
NN SCHR 19 F o ST R IAE S &5 SR LK 2.

2.2 SCERELZAFME  JLgy N 19T OMRCT, St
17445 B, Horh VR T 24H 893 451, W HRZH 851 1. WL
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X HREE 1 n=5009
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A3y 3 B
[muaxsEn | (a0t
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2 XikeRmnEE

R MAMREBELFREER
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4745172014 30 30 48.73 48.20 EHFJ Fl % INH OGO
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E5112013 90 90 50.6 48.9  HMEE Wk E AN OO
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22013 30 30 TwE THEE +4 WREBREFTAG MA@
{T32292012 35 25 47.5 49.5  mEAKN WREHBEFTRASGE 247 000O®O
FEAMY2014 40 40 48.3 49.2 kMM EF MR A O WEEEFEAYE 12EA O
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T AL ;C X BB 4L ©% 77 Kupperman iF 7 ; @k R E A MUE ; Q%K T E,; @K 7 FSH; ® %k R LH

2.3 REWFM

NNHITTC T, 19 Je 4 LB AL

BB IR (P=0. 17, 2 =38%<<50%) , # % H [ 72 Rk 37

SYHC, 6 R TR A B AL R, AR 13
CHR S “BEML” 5 R B4R 5 A BE WL 2 BiE 77 ¥ 5 2
FRUTRE B VR SE L CRIE VERAD, R 1T
AR KEE. WHERERRS WA, 1R
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2.4 MetaZERoth

2.4.1 WG REAKEFE 55 CEUCO IR E
TIRIRA R, W S 381 B 3 o 57 o Pk A 0 &5

FERI AT Meta 23 BT . Meta 40 H7 45 B B « 5 0 R
HA L, R LRI e P S IR IR B A R, &
FAH Y= L (RR=1.19,95%CI: 1. 10~1. 29,
P<<0.000 1) 48 X B8 21 T Bt AR A [R) 3047
YH 43 AT - 5 T 4R L (RR=1. 26, 95%CT: 1. 12~
1. 43, P=0.000 2), LA e 5 #2233 iy 53 FH 25 240
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TR EEREIRKSARE, ERAHITFE
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2.4.2 Kupperman ‘H:é]\ 15 % iF‘Fﬁm%'”m'23724'27728]
ik 18 T Kupperman ¥4y, 2L ) 1392 4 % . &
Jo A B 25 R B R [ P=0. 01, 12 =50% , HR FH BEHL
RUNARAY o Meta 3 M 45 R 7w : S XTI AH L,
W 256 97 4 RE B 3 P& K Kupperman V¥ 41, %2 5
H Gt E L (MD=—2. 28,95%CI:-2. 80~-1. 76,
P<<0.00001).,

R 4 6T HE ZH T T it P A () 3R AT 2 4 7 #
W Fe g R oR 5 R 4E % H (MD=-1. 37, 95%CI:
-2.54~-0.19, P=0.02) . Mf ¥ 2 4 (up=-2. 71,
95%CI: 3. 45~-1.96, P<<0.000 01) L % i %2 i
2 MD=-2.19,95%CI(-3.13,-1. 25),
P<<0.000 OL]AH Eb , 1 2435 97 2H ¥ fig i =5 P& AIK
Kupperman 343, 2 %A Gt % 5 Lo HRAARE N
K5,

Random sequence generation (selection bias) _:

Allocation concealment (selection bias) . |

Blinding of participants and personnel (performance bias) . ]

Blinding of outcome ion bias) |

mmMWMmmmmw.........-
Selectve reporting (reporting bias) | N

Other bias | |

0% 25% 50% 75% 100%

. High risk of bias }

B3 NS0 IR o U 20 A7

I:l Unclear risk of bias

. Low risk of bias

Experimental Control Risk Ratio Risk Ratio
I re Evenf Total Events Total Weight M-H, Fixe Y M-H, Fixed, 95% CI
111 BHGkAL
freRE 2011 58 60 45 60 26.0% 1.29[1.11,1.50] 2011 I —
{1 Fi 2015 45 50 35 48  20.6% 1.23[1.01, 1.50] 2015 —
Subtotal (35% Cl) 110 108 46.6% 126 [[1.12, 1.431] o
Total events 103 8

Heterogeneity: Chi? = 0.12, df = 1 (P = 0.73); = 0%
Test for overall effect: Z = 3.79 (P = 0.0002)

1.1.2 AT SN 4L

% 2012 30 35 21 25 141%  1.02[082,127) 2012 R
/32013 28 30 27 30 156%  1.04[0.89,121] 2013 S -

EREE 2015 51 56 41 56 237%  1.24[1.04,149) 2015 ——
Subtotal (95% C) 121 11 534%  142[1.01,1.25] -

Total events 109

8
Heterogeneity: Chi? =3.07, df = 2 (P = 0.22); 1= 35%
Test for overall effect: Z = 2.12 (P = 0.03)

Total (95% CI) 231 219 1000%  1.19[1.10,1.29] -
Total events 212 169

Heterogeneity: Chi? = 6.43, df = 4 (P = 0.17); I = 38%

Test for overal effect: Z = 4.20 (P < 0.0001)

Test for subgroup differences: Chi* = 2.00, df = 1 (P = 0.16), I* = 50.1%

B4 b R AR B R

07 08 1 12 15
REAL T

Experimental Control Mean Difference Mean Difference
341 MRl
RGeS 75 439 30 1093 611 30 38% -343[-6.12,-0.74] 2011 ==
1673 7.94 30 1956 862 30 16% -283[-7.02136] 2012 —
131 55 30 119 67 30 29% 120[-1.90,4.30] 2014 o -
1083 429 30 1173 433 30 58% -090[-3.08128] 2014 =L
g 742 693 60 763 593 30 36% -0.21[296,254] 2014 1
%4l 2017 1113 861 60 1427 1058 60 23% -3.14[-6.59,0.31] 2017 —]
Subtotal (95% CI) 240 210 19.9% -1.37[-2.54,-0.19] *
Heterogeneity: Chi* = 7.22, df = 5 (P = 0.20); ' = 31%
Test for overall effect: Z = 2.28 (P =0.02)
312 Rl
71 2012 2251 63 50 2345 59 50 48% -0.94[3.33,145] 2012 i
545 2013 809 788 90 1056 682 90 59% -247[4.62,-0.32] 2013 =
1 2015 945 306 50 1287 392 48 14.1% -342[4.82,-2.02] 2015 5.5
Xl 2016 99 304 40 1207 493 40 85% -217[-3.96,-0.38] 2016 =
EB¢H 2017 1541 433 82 1839 427 82 158% -2.98[4.30,-166] 2017 -
Subtotal (95% CI) 312 310 49.1% -2.71[-3.45,-1.96] L4
Heterogeneity: Chi* = 3.65, df = 4 (P = 0.45); I = 0%
Test for overall effect: Z = 7.10 (P < 0.00001)
3.1.3 M2 BN AL
1% 2012 1655 644 35 2328 845 25 1.8% -673[-10.67,-279] 2012 _
{2 Hf 2014 135 33 40 141 32 40 135% -0.60[-2.02,0.82] 2014 2
®0 2017 182 809 60 1927 903 60 29% -107[4.14,200] 2017 FoNi i
[ H 2019 877 325 30 1227 249 30 128% -3.50[4.97,-2.03] 2019 -
Subtotal (95% CI) 165 155 31.0% -219[-3.13,-1.25] *
Heterogeneity: Chi* = 13.47, df = 3 (P = 0.004); I* = 78%
Test for overall effect: Z = 4.56 (P < 0.00001)
Total (95% CI) 7 675 100.0% -2.28[-2.80, 1.76] +
Heterogeneity: Chit = 27.95, df = 14 (P = 0.01); I = 50%

Test for overall effect: Z = 8.53 (P < 0.00001)
Test for subgroup differences: Chi* = 3.61, df = 2 (P = 0.16), I* = 44.6%

B S Kuppermanif 4~ th %% Fx bk E

2.4.3 E,#9Meta 9 AF4E R 655 gkl o s0021)
I T B, KF, 2h i K 600 4] B . SR MEAG 56

45 B 5 R (P=0. 0004, I =78%>50%) , i K FH [ Kl
RN AR BEAT Meta 4381 &4 BN 7F
PTHE, KFJ5 T, H 23R 97 240 5 0 B ZH 2 [R) 1 22
FIG T2 L (MD=1. 04,95%CI:~1. 86~3. 94,
P=0.48).,

R 8 6T HE ZH - T4 it P AS [ 2E AT 226 23 4
WA 45 R B oR - 5 R 4k 52 2 (MD=1. 24, 95%C1:
0. 11~2. 38,P=0. 03) M MEBZ H (MD=7. 20,95%C]1 :
4.31~10.09, P<<0.000 01) A8kt , H7 24 4 7 4H fit
BERIE KT, ZRE oI FE G, Y
Yéﬁéﬁﬁﬁﬁ@fﬁ%%}?ﬁﬁ%z@éﬂﬁtt,ET%}FEJK
SO TH I ZE 7 T gt 2 B L (MD=-1. 36, 95%C1 :
-3.65~0.94,P=0.25). FHRME WK 6.

2.4.4 FSH&#Meta AT R 545 SRR 0202027)
WIE T FSH/K T, 353 2 420 ) B o 5 5 4G 56

S5 B R (P=0. 008, > =52%>>50%) , i % F E AL 2%
R FEAT Meta 0 Hr . & IF M8 R BIR AERE
fIC FSH /K ~F 77 T, Hh 259697 45 5 B 4H 2 [R] 1) 22
RG2S E L (MD=-0. 86,95%CI:—3. 12~1. 41,
P=0.46).

AR i 6T R 2 T it 7 A [ 3R AT 2 2 9 A
W g4 R BoR 5 4E 5% 4 (MD=-0. 57, 95%C1 :
-9.16~8. 03, P=0.90) K MEZ2 ¥ & i BT 25 4
(MD=-0. 21,95%CI:—-2. 21~1. 80, P=0. 84) ALt , T}
2596 T 4 AE PR AR FSH /K~ 77 T 5 0 B2 AR BL L 22
¥ TLGE IR WET.

Experimental Control Mean Difference Mean Difference
EARELL S 218

FAFH 2014 7313 1919 30 7423 2359 30 55% -110[1198,978 2014 [
44 2017 4145 356 60 4018 279 60 240%  127(0.13,241] 2017 *

Subtotal (95% CI) % 90 295%  124[0.11,238] hg

Heterogeneity: Tau* = 0.00; Chi* = 0.18, df = 1 (P = 0.67); I= 0%
Test for oserall effect: Z = 2.14 (P = 0.03)

4.1.2 HEAL
515 2013 4342 1098 90 3622 868 90 200%  720[431,1009] 2013 =
Subtotal (95% CI) 2 90 200%  7.20[4.31,10.09] -

Heterogeneity: Not applicable
Test for overall effect: Z = 4.8 (P < 0.00001)

4.1.3 MAGEY B 41

3 2012 3861 856 35 37.99 798 25 163%  062[360,484) 2012 e -
#itill 2017 24035 8919 30 26011 7919 30 162%  -198(-624,2.29] 2017 =
@0 2017 3213 92 60 3446 1067 60 181%  -233[589,1.23] 2017 —=
Subtotal (95% CI) 125 15 505%  -1.36[-3.65,0.94] -

Heterogeneity: Tau* = 0.00; Chi* = 1.21, df = 2 (P = 0.55); I= 0%
Test for overall effect: Z = 1.16 (P = 0.25)

Total (95% C1) 305 205 100.0%  1.04[-1.86,3.94] -
Heterogeneity: Tau? = 8.77; Chi* = 22.44, df = 5 (P = 0.0004); I = 78% —h T 4 e
Testfor overall effect: Z = 0.70 (P = 0.48)

W s
Test for subgroup differences: Chiz = 21.05, df = 2 (P < 0.0001), = 90.5% HEE fhne
\
S
B 6 B, bEARMmE
Experimental Control Mean Difference Mean Difference
5.1.1 AAERAL
ik 2014 557 2867 30 4867 272 30 24%  7.03[7.11,21.47) 2014
%1 2017 3746 473 60 4056 468 60 354% -310[478,-142] 2017

Subtotal (95% CI) 90 90 37.8%  -0.57[9.16,8.03]
Heterogeneity: Tau? = 24.91; Chi* = 1.94, df = 1 (P = 0.16); 1= 49%
Test for overalleffect: Z = 0.13 (P = 0.90)

5.1.2 B2 Y BN AL

i 2012 2478 801 35 2449 822 25 176%  029[:3.88,446] 2012
02017 2265 657 60 2398 793 60 27.8%  -133[394,128] 2017
il 2017 45356 8728 30 43043 8518 30 167%  2.31(-205,6.68] 2017
Subtotal (95% CI) 125 15 622%  -021[2.21,1.80]

Heterogeneity: Tau® = 0.08; Ch* = 2.05, df = 2 (P = 0.36); = 2%
Test for overall effect: Z = 0.20 (P = 0.84)

Total (95% C) 215 205 100.0%  -0.86[-3.12,1.41]
Heterogeneity: Tau® = 3.04; Chi* = 8.29, df = 4 (P = 0.08); I* = 52%

Test for overall effect: Z = 0.74 (P = 0.46)

Test for subgroup differences: Chi* = 0,01, df = 1 (P = 0.94), = 0%

B 7 FSHEZHME
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2.4.5 LH&)Meta t9 4545 & 5 SCRle s 2]
A T LHAKF, 3k K 420 ] 823 . S5 PEAS 56
g B R (P=0. 17, > =38%<<50%) , #i % FH [ &
RN AR BEAT Meta 20 BT o BIFFE 45 SR R - 5 X
HRZHAH EE , 2590 97 4 e o 2 PR AIK LH K P, 2 7
H %% & XL (MD=—1.59,95%CI:-2. 35~-0. 83,
P<<0.000 1),

AR AR 6 B 2 T it ) AS (R AT S 26 2 #7
WA A5 R B  5HRGEZ H (MD=-1. 97,95%C1:~2. 83,
-1.11, P<<0. 000 01) A Lt , o 2576 97 2H RE 10 35 [%
R LHIKF, Z 7 Goih 225 3 R0, 23R )7 4
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