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Meta — Analysis of Guizhi Fuling Capsules (Pills / Decoction) Combined with Gestrinone in

the Treatment of Endometriosis
RUAN Jie,ZHU Qingmei,Ll Jing,LI Hongling,ZHAO Jun
(The First Affiliated Hospital of Xinjiang Medical University ,Urumgi, Xinjiang ,China  830011)

Abstract: Objective To evaluate systematically the clinical efficacy and safety of Guizhi Fuling Capsules (Pills/ Decoction)
combined with gestrinone in the treatment of endometriosis (EMT). Methods Randomized controlled trials (RCTs) of Guizhi
Fuling Capsules (Pills/ Decoction) combined with gestrinone in the treatment of EMT in the PubMed, Embase, The Cochrane
Library, CNKI, VIP, WanFang and CBM databases from the inception to March 31,2022 were searched. The RevMan 5.3 software
was used to do Meta — analysis for the included RCTs,and the GRADE evidence quality grading system was used to evaluate the
evidence quality of outcome indicators. Results A total of 17 RCTs were included,involving 1 623 patients. The total effective rate,
relapse rate, pregnancy rate, carbohydrate antigen 125 (CA125) level and incidence of adverse drug reaction (ADR) were evaluated
as the medium — quality evidence,while the other indicators were evaluated as the very low — quality evidence. The results of Meta -
analysis showed that compared with those in patients treated by gestrinone alone, the total effective rate and pregnancy rate in
patients treated by Guizhi Fuling Capsules (Pills/ Decoction) combined with gestrinone increased significantly (P < 0.01), the
Visual Analogue Scale (VAS) score, relapse rate, estradiol (E,) level, CA125 level and incidence of ADR in patients treated by
Guizhi Fuling Capsules (Pills/ Decoction) combined with gestrinone decreased significantly (P < 0.01). However, the levels of
follicle stimulating hormone (FSH) and luteinizing hormone (LH) in patients treated by different treatment methods were similar
(P=0.43,0.09). Conclusion Compared with gestrinone alone,Guizhi Fuling Capsules (Pills/ Decoction) combined with gestrinone
is more effective and safer (lower incidence of ADR) in the treatment of EMT,which can improve the clinical symptoms and the
quality of life of patients. However,these conclusions still need to be confirmed by more high — quality randomized double —blind trials.

Key words: Guizhi Fuling Capsules (Pills/ Decoction) ; gestrinone; endometriosis; clinical efficacy; safety; Meta — analysis; GRADE
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Tab.1 Basic characteristics of included RCTs
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Tab.2 Results of evidence quality evaluation of outcome indicators by GRADE
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Note: The "severe” under *,* and % refer to insufficient reports of blinding and allocation concealment, P > 75% and exceeding the equivalent

line, respectively.
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Experimental Control

dy or ven Total Events Total Weigh
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RERH 2019 43 45 34 45 42%
3k#2018 45 49 35 43 T79%
RES 2009 54 63 26 40 125%
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Testfor overall effect Z= 8.06 (P < 0.00001)
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% Cl
3.94[0.77, 20.06)
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225(0.51,999]
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B2 PWHZSBEREMeta D HTHRKE
Fig.2 Meta — analysis forest plot of total effective rate between the two groups
Expenmanm Control Mean ﬂl'll'erence Ilean mﬂarence
mamma 1 31 04 60 284 073 60 244% -1, 53[ 1.74,-1.32) 5
#2020 185 019 55 346 031 55 276% -1.61[1.71,-1.51] -
WEm2018 139 0.4 85 348 052 55 26.3% -209[2.24,-194]
HEHF2010 12 04 45 305 09 45 217% -185F214,-156 —
Total (95% CI) 215 215 100.0% -1.77 [-2.04, -1.49] -
Heterogeneity. Tau®= 0.07, Chi*= 31.85, df= 3 (P < 0.00001), P=91% '2 1 S 1 2

Test for overall effect Z=12.66 (P = 0.00001)

Favours [experimental] Favours [control]

B3 PH VASTES Meta ST R HRE
Fig.3 Meta — analysis forest plot of VAS score between the two groups

Experimental Control
I ven Total Total

FR2013 4 45 6 45 143%
MWEAI2018 3 55 9 55 223%
REE2017 2 30 5 30 122%
SEF 2009 9 63 14 40 385%
SipT 2009 1 40 3 42 715%
HIE12016 1 25 2 24 51%
Total (95% CI) 258 236 100.0%
Total events 20 39

Heterogeneity. Chi*= 090, df=5 (P =097}, F= 0%
Test for overall eflect: Z= 3.33 (P = 0.0009)
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0.31(0.12,081) ——
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0.46 [0.04, 5.41]
0.37 [0.20, 0.66] R
0.05 02 1 5 20
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Fig. 4 Meta — analysis forest plot of relapse rate between the two groups
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iTFH2013
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WEM2018
SER2000
2041 2000
HE2018

Total (95% CI)
Total events
Heterogeneity. Chi*

Test for overall effect Z= 4.47 (P < 0.00001)

Experimental  Control Odds Ratio Odds Ratio
Study or Subgroup _ Events _ Total Events Total Weight M-H. Fixed, 95% CI M.H, Fixed, 95% CI
16 45 11 45 191%  1.71(0.68,4.25) —+—=—
29 57 17 56 228%  2.38[1.10,514) ——
27 55 20 55 275%  1.69(0.79,362 I
7 63 1 40 29% 488(058 4122
14 40 8 42 137%  229[0.84,6.27] T
38 49 23 49 138%  3.91[1.63,937] —_—
300 287 100.0%  2.33[1.61,3.38] <>
131 80
=204,df=5(P=071);F=0% 055 5 g ﬁ]
Favours [control] Favours [experimental]
B5 WEITIRE Meta 53 7k #K &

Fig.5 Meta — analysis forest plot of pregnancy rate between the two groups

Experimental Control Mean Difference Mean Difference
_Study or Subgroup Mean SD Total Mean SO Total Weight IV, Random.95% Cl
BT 1136 132 47 148 176 47 166% -344[407,-281]
BEE00 593 125 30 758 116 30 166% -1.65[-2.26,-1.04]
MWL 2019 16.92 1.25 43 1359 116 43 167% 3.33(2.82, 3.84]
IFERR2018 216 0.34 55 498 0.1 55 168% -2.82[3.03,-2861)
$RiI2013 605 163 40 613 171 40 165% -0.08[-0.81,065
k2018 482 105 49 501 103 49 167% -019[}061,023)
Total (95% CI) 264 264 100.0% -0.81[-2.80,1.18]

Heterogeneity. Tau®= 6.13; Chi*= 582.41, df= 5 (P = 0.00001); F= 99%
Test for overall effect Z= 0.80 (P = 0.43)

6

Favours [experimental] Favours [control]

40 FSH 7k 3 Meta 43 #7 7= #R B

Fig. 6 Meta — analysis forest plot of FSH level between the two groups
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2 032 55
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363

363

100.0%

Heterogeneity: Tau= 1.27, Chi®= 28512, df = 6 (P < 0.00001); = 98%
Testfor overall effect Z=1.68 (P = 0.09)
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Fig.7 Meta — analysis forest plot of LH level between the two groups
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mﬁzmr
BH2018
BEL 2021
LI 2019
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WEM2018
5412013
3k®2018

Total (95% CI)
Heterogeneity. Tau®= 646.68, Chi*=523.71, df= 7 (P < 0.00001), F= 99%

Eupenmenta!
?OBB 10.09 47
7101 125 99
7085 1392 30
7084 1392 43
11196 21.29 57
8377 1142 55
1166 262 40
11238 1928 49

420

Testfor overall effect Z= 2.74 (P = 0.006)

Fig.8 Meta — analysis forest plot of E, level between

(-1.59,0.12),P=0.09] £ ULIK 7,
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8398
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14245
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1475
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100.0%

T3l E351 11.17]
-49 64 [-53.49,-45.79)
-1314 [-20.40,-5.88)
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Favours [experimental] Favours [control]
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Experimental

Control
D Total Mea D

dean

tudy o hgroup
1101 #BTFh

WEm2018 259 368 55 4025 572 55 205%
- plig 2547 334 47 4139 553 47 204%
Subtotal (95% CI) 102 102 40.9%

Heterogeneity Tau®= 037, Ch*=143,df=1(P=023); F=30%
Testfor overall effect Z=19.26 (P < 0.00001)

1102 B EFR

kEF2019 1074 22 45 1705 224 45 210%
k& 2018 27.34 1013 49 3592 1076 49 178%
Subtotal (95% CI) 94 94  38.8%
Heterogeneity Tau®= 024, Ch*F=110,df=1 (P=0129),F=9%

Testfor overall effect Z= 1009 (P < 0.00001)

1.10.3 R THE

M1 2019 2533 421 43 3419 517 43 203%
Subtotal (95% CI) 43 43 20.3%
Heterogeneity. Not applicable

Testfor overall effect Z=8.71 (P < 0.00001)

Total (95% CI) 239 239 100.0%

Heterogeneity: Tau®= 23.18; Chi*=120.71, df= 4 (P < 0.00001), P=97%
Testfor overall effect Z= 4.89 (P < 0.00001)
Test for subgroup differences. Chi*= 72.74, df = 2 (P = 0.00001), P= 97.3%

Mean Difference

Mean Difference
IV, Randoam Rando 2

28 Ranaon
-14.35[-16.15,-12.55]
1692 -17.77,-14.07]
-15.12 [-16.66, -13.58]

-6.31 [-7.23,-5.39]
-B58[1272,-4.44)
-6.51 [-7.78, -5.25]

-8.86 [-10.85,-6.87]
-8.86 [-10.85, -6.87]

¢

-10.84 [-15.19, -6.49)

A0 -5 5 10
Favours [experimental] Favours [control]

B9 ®H CA1257KF Meta 53 # FR R
Fig.9 Meta — analysis forest plot of CA125 level between the two groups
Experimental Control Odds Ratio Odds Ratio
- % Cl M-H, Fixed, 95% CI

SiMI 2009 2 40 6 42 98%  0.32(0.06,1.67)
BF2018 6 99 16 939 266%  0.33[0.13 090 ——p—
SRR 2017 7 40 6 40 88% 1.20[0.37, 3.95) = e
hEm2018 3 55 11 55 184% 023[006,088 —
FEE2017 5 30 16 30 236% 0A7[005058 —
#Hil2013 4 40 8 40 127%  0.44[012,1.62] —_— 1
Total (95% CI) 304 306 100.0%  0.37 [0.22, 0.60] -
Total events 27 63
Heterogeneity. Chi*= 589, di=5(P=032);F=15% lEl.lJﬁ 02 é 26

Testfor overall effect Z= 4.03 (P < 0.0001)

Favours [experimental] Favours [control]

E 10 PZH ADR & 4 K Meta 53 47 7R 7R
Fig. 10 Meta — analysis forest plot of the incidence of ADR between the two groups
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0.000 1] #EILE 10,
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3 Tt
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HAT, EMT & HIWG 7 259 A JE S AR ST R 25 . 1 Ikt
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Fig. 11 Inverted funnel plot of total effective rate
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