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Meta-Analysis on Efficacy and Safety of Traditional Chinese Medicine Compound Combined
with Estazolam in the Treatment of Insomnia®

WU Linling', YANG Xiuyan®, SHI Yi’, CHEN Fei*, ZHU Lingqun'( 1. Key Laboratory of Chinese
Internal Medicine of Ministry of Education and Beijing, Dongzhimen Hospital, Beijing University of
Chinese Medicine, Beijing 100700, China; 2. School of Traditional Chinese Medicine, Beijing
University of Chinese Medicine, Beijing 100029, China; 3. Center for Preventive Treatment,
Dongzhimen Hospital, Beijing University of Chinese Medicine, Beijing 100700, China; 4. Dept. of
Pharmacy, Dongzhimen Hospital, Beijing University of Chinese Medicine, Beijing 100700, China)

ABSTRACT OBJECTIVE: To evaluate the efficacy and safety of traditional Chinese medicine compound combined
with estazolam in the treatment of insomnia based on Meta-analysis. METHODS; CNKI, Wanfang Data, VIP, Chinese
Medical Journal Full-text Database, PubMed, and Web of Science databases were retrieved to collect randomized
controlled trials ( RCT) of traditional Chinese medicine compound combined with estazolam in the treatment of
insomnia from the database establishment to Feb. 10th, 2025. Articles that met the inclusion criteria were evaluated
according to the Cochrane Handbook, and the RevMan 5. 4 software was used for Meta-analysis. RESULTS: A total of
30 RCT including 2 534 participants were enrolled. Meta-analysis showed that compared with the control group
(‘estazolam alone) , the protocol of treatment group ( traditional Chinese medicine compound combined with estazolam )
significantly improved the clinical effective rate (RR=1.24,95% CI=1.20-1.29), reduced the total score (MD =
-2.80,95%CI=-3.25--2.35), sleep quality score (MD=-0.31,95%CI=-0.34--0.28), sleep onset time score
(MD=-0.32,95%CI=-0.35--0.28), sleep efficiency score (MD=-0.36,95% CI=-0.45--0.28), sleep time
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score (MD=-0.32,95%CI=-0.43--0.21), sleep disorder score (MD=-0.30,95%CI=-0.40--0.19), daytime
functional score (MD=-0.39,95% CI=-0.52--0.25), and hypnotic drug score (MD=-0.31,95% CI=-0. 38-
—0.23) of the Pittsburgh Sleep Quality Index (PSQI), decreased the Hamilton Anxiety Scale score ( HAMA, MD =
-1.92,95%CI=-2.35--1.48) and the incidence of adverse drug reactions (RR=0.43,95% CI=0.32-0.58), with
statistically significant differences (P<0.05). CONCLUSIONS: Traditional Chinese medicine compound combined with

estazolam in the treatment of insomnia can significantly improve the clinical efficacy, decrease PSQI and HAMA scores,

and the incidence of adverse drug reactions. However, due to the limitations of included literature and potential

publication bias, future multi-center randomized double-blind controlled trials are warranted to validate the conclusions.
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037 79 133 026 79 28% -
06 33 11 06 32 11% -
019 30 133 036 30 22% -
BE% Q03%) U0 081 011 43 104 024 43 29% -
Subtotal (95% C7) 300 17.2%
Heterogenelty. Tuu* = 0.01; Ch = 27.56, df= 6 (= 0.000 1), I'= 78%

Testfor overall effect: Z=8.48 (¢ <0.00001)

>

o1 44 082 027 43 28% - I
018 33 156 031 33 24% A —

02 40 133 05 40 20% -0 —
049 79 153 042 79 22% - —

086 a3 1 08 32 11% - 7
016 30 134 023 30 27% - —

01 43 083 014 43 32% - A —
300 164% 032[0.43, ru 21] -

-

Subtotal (95%CT)
Heterogenelty: 7w = 0.02; Chi° = 40.27, df= B (P < 0.000 01); 1= 85%
Testfor overall effect: 7= 5.74 (7 < 0.000 01)

PSQIESHRPYES
FEA Q03F) B 043 007 44 084 026 43 29% -0.41(049,-033)
Q2F) 0 114 018 33 148 029 33 25% -035F047,-023
)W 437 036 40 168 05 40 17% -0.31[050,-0.42]
F) 07 419 028 79 141 038 79 27% -022[032,-043
i 07 05 33 08 06 32 12% -D20(0.47,007]
F) o083 031 30 138 047 30 17% 0450065015

1 ™073 01 43 084 014 43 32% -0150020,-0.0]
Subtotal (95%CT) 300 159% -0.30[0.40,-0.19]
Heterogeneity: T’ = 0.02; Chi* = 37.15, 4= B (P < 0.000 01); = 84%

Testfor averall effact: Z= 5.43 (¥ < 0.000 01)

PSQIR A

am%) B 038 003 44 063 009 43 33% -025F0 za;n 22)

i 021 33 158 032 33 24% 035
023 40 15 05 40 19% -
038 79 154 044 79 24% -
05 33 15 06 32 12% -
018 30 147 029 30 25% -
025 43 128 016 43 28% -063F072-05¢ ——
300 165% -0.39[0.52,-0.25] -

Heterogenelty: Tau' = 0.03; Chi* = 73.21,d/= B (¢ < 0.000 01); = 92%
Testfor overall eflect: Z= 5 66 (¢ < 0.000 01)

PSQHERRZS)
um%E) B 041 004 44 078 015 43 32%
opE) w118 02 33 181 033 33 23%
oi6E) 0 06 041 40 081 013 40 32%
gy 0 062 031 79 093 03 79 28%
gy 2 05 33 21 03 31 7% -
gy o0 124 037 30 162 056 30 14%
) 083 011 43 108 025 43 29% -0.20[0.34,
1) 300 17.5% nn[uam 0.23] L 2
Heteropenelty Tuu' = 0.01; Chi* = 20.58,d/= 6 @7 < 0.000 1) /= 79%
Testfor averall effect: Z= 8.03 (< 0.000 01)

Total (95%(7) 1812 1800 1000% -0.33[-0.37,-029] .
Heterogeneity: Tau' = 0,01, Chi* = 254.22, df= 41 (F < 0.000 01), I'= 84% —@s o & oom os

Testfor overall effect: 2= 17.85 (# < 0.000 01} e
Testfor subroun differences: Chi'=2.38.df =5 (P= 079, I'= 0% ERATIRE SERe

6 PSQI Efth 6 TIEARIT S K Meta 5347 7R #KE

2.4.4 HAMA P45 .3 WidFge P23 #4657 HAMA 114y, &
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hESERA ST ARG Mean Difference Mean Difference
Mean  SD Total Mean SD Total Weight IV.Fixed, 5% CI IV. Fixed, 95% CI
042 005 44 073 014 43 56.8% -0.31[0.35,-027) il
1M 01 33 1B 033 33 67% -0.431056,-030] ——
151 03 40 178 056 40 3.0% -0.27[047,-007] -
093 045 79 131 033 79 7.4% -0.38[050,-026] —
094 021 30 136 037 30 50% -0.42(057,-027) —
07F 01 43 103 024 43 19.2% -0.26[0.34,-0.16) -
Total (95% 269 268 100.0% -0.32[0.35,-0.28] .
Heterogenelty Ch = 7.04,df= 5 (P= 0.16), F= 37% o5

Testfor overall eflect Z=18.32 (< 0.000 01) ABRATAe Ao

B 7 PSQI NEERT )5 8 i 53 47 R B R vk ]

SR TG R T (1P = 0%, P=0.95) , 2% FH & 5 300 A6 75
AT Meta 4307, 55BN WFGT 417 ZEFEAIE HAMA 3743 8K
BT HA, ZRASEITFEL(MD=-1.92,95%CI =
-2.35~-1.48,P<0.000 01) , & —HEBRI A BT 75 28 17 8808
PO, BRI W AR, RS A R R,

2.4.5 ARRERN KA 2,20 TffF gy 21 172020.2850.52360 fg e
ANRRN, fE® Z 0 0+ Wk, SHF5TE 55T
B (PP =10%,P<0.34) , 2R FH [ 3 SO0 BB 64T Meta 230 #T .
SRR TR FE AN B RN & A RE TR, 254
it 2 X (RR=0.43,95%CI=0.32~0.58,P<0.000 01) , /i
El 8, MUBRMESHIEE R BN, B — BRI A HEIE )G , Meta 43
Mrad A & AR A AR Ak IS5 R AT 4,

PHELLALE  WAEE Risk Ratio k Ratio
Events Total Events Total Weight M-, Fixed, 95% CI M-H, Fixed, 95% CI
2 39 8 33 62% 025(006,1.10)

0 6 30 46%  0.47(0.02,1.30)
44 8 43 63% 0.24[0.05,1.09]
47 14 48 107%  035(014,093
50 10 50 77%  010(0.01,0.75
42 9 42 70% 067[0.26,171]
30 5 30 39%  0.50[0.16,2.29)
Not estimable
32 11 35 81%  060(025143
Not estimable
42 85%  0.27[0.08,091)
53 54%  143[056,347)
47 46%  050(013,1.88)

[

Not estimable
64 62% 038[010,1.35
Not estimable
30 23% 067012371
40 15%  150[026,850)
43 100%  031(011,087)
3N 70%  022[005,095

814 817 100.0% 0.43[0.32, 0.58] ‘

56 130
Heterogenelty: Chi* = 16.65, df= 15 (° = 0.34), = 10%
Testfor overall efiect Z= 557 (P < 0.000 01)
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