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Abstract: Objective

treatment of uterine fibroids. Methods

To system review the clinical efficacy and safety of mifepristone combined with Xuefu Zhuyu Decoction in the
CNKI, WanFang, VIP, Duxiu, CBM, Medline, Embase databases and The Cochrane Library were
searched from the inception to January 2020 to screen the randomized controlled trials(RCTs) of mifepristone alone versus Xuefu Zhuyu
Decoction combined with mifepristone in the treatment of uterine fibroids. The Cochrane handbook was used as the bias risk assessment
standard,and RevMan 5.3 software was used for Meta — analysis. Results A total of 15 studies were included,including 1 211 patients
with uterine fibroids. Meta — analysis results showed that, compared with the mifepristone alone, Xuefu Zhuyu Decoction combined with
mifepristone could significantly increase the clinical efficacy[ RR =1.21,95% CI(1.15,1.27), P < 0.000 01], while it could signifi-
cantly reduce the uterine volume[ MD = -58.12,95% CI( -64.75, -51.49), P < 0.000 01],the uterine fibroid volume[ MD =
~17.94,95% CI( -=21.70, —14.18), P < 0.000 01],the serum progesterone] MD = —3.59,95% CI( —=4.72, -2.46), P < 0.000 011,
the serum luteinizing hormone (LH) level[ MD = =3.91,95% CI( =5.23, -2.58), P < 0.000 01], follicle stimulating hormone (FSH)
level| MD = —3.95,95% CI( =5.56, =2.33), P < 0.000 01] and serum estradiol level| MD = —37.37,95% CI( —54.01, —20.73),
P < 0.000 01]. Conclusion Xuefu Zhuyu Decoction combined with mifepristone is more effective than mifepristone alone in the treat-
ment of uterine fibroids with fewer adverse reactions. However,the quality of the samples included in this trial is uneven, which needs
more large — scale RCTs from different centers to verify.
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Tab.1 Basic characteristics of included studies

ANBR Bl 4(T/C,5) %Q_%é FAE(R) T YA FER
(1/¢, X +5,%) T C

B 12014 45 /45 36.20 +8.70/35.90 7. 40 3 AR +1CG KAEA B, 10 mg, qd a,b,c,d,e,f,g
| EME12013 32/32 41.70 £4.60/40. 30 3. 80 6 R +1CG R3ESE, 10 mg,qd a,b,c,d,e,f,g
FH #2017 25/25 41.89 £2.66/40.26 +2. 36 3 R +1CG KAEA) B, 10 mg,qd a,b,c,d,e,f,g
T 12017 62/62 34.20 +7.20/35.30 7. 60 3 A fFREF +1C6 KIS E,12.5mg,qd  a,b,c,d,e,f,g
ZF #1018 35/35 40. 12 £2.65/40.36 +2.71 3 S fFRRF + 106 K 3E 2 87,10 mg, qd a
¥%%172017 30/30 40.94 £3.15/41.03 3. 17 2 ARG +1CG K3 B, 25 mg, qd a,d,e,f,g
4 #1112016 40/40 41.50 £4.70/41.50 =4.70 2 dFRAH +1C6 KIEEE,25 mg,qd a,d,e,f,g
FL10013 50/50 39.10 +5.80/39. 10 5. 80 3 o fERFH +1C6 k. 3E 8 89,10 mg, qd a
3K 20512019 46 /46 42.91 £4.05/42.73 +4. 24 6 R +1CG KIEE, 10 mg,qd a,b,c
[ #11612014 30/30 37.30 £1.40/37.30 +1. 40 3 A FFREH +1C6 A& B, 10 mg, qd a,b,c,d,e,f,g
THE5172017 45/45 35.90 +3.70/36.30 +3. 10 3 A FFRRF +1CG A E 3] B, 10 mg, qd a
Fererlin018 34/30 34.47 +7.98/33.36 = 7. 69 3 R +1CG R3ESE, 10 mg,qd a,b,c
) & 71912017 30/30 41.60 £3.50/41.80 3. 30 3 o fE R A +1C6 *3E 3] 89,10 mg, qd a,d,e,f,g
I ERA12019 72/75 53.60 £4.20/53.60 +4. 20 6 St FFRF +1C6 K 3E 2 B, 15 mg, qd a,b,c,d,e,f,g
R4 1212019 30/30 39.26 +1.33/39.22 +1.35 2 A JFRFRH +1CG A 4E 3] 87,25 mg, qd d,e,f,g

E T AR, C AR ICC A xR TR qd AEHER 1 R AT, a ABEALE b AFETHRR, ¢ AFTINHEK
B,d A BB, e ARFIRARE I AR AR T, g A8

Note:T is short for the test group,C is short for the control group. ICG is short for the intervention measure of the control group;qd is short for
quaque die. Outcome measures include clinical effective rate(a) ,uterine volume(h) ,uterine fibroid volume(c), progesterone(d), luteinizing hormone(e) , fol-

licle — stimulating hormone (f) , estradiol (g).

F2 HANMRMOLFZRHEFAEFFE ()
Tab.2 The prescription dose of the Xuefu Zhuyu Decotion included in the studies(g)

LR A HE Edid HeA= 5 AR Frtid N 2F e uG] nE %2 20
HarEU12014 5 6 10 5 3 5 10 10 12 15 12
W ERE2013 6 9 20 3 6 5 15 6 5 9 9
FH 402017 5 6 10 5 3 5 10 10 12 15 12
T 102017 3 9 12 3 6 5 9 9 5 9 9
ZZ #1018 10 10 10 15 10 10 5 15 20 15 20
8 %1212017 5 6 10 5 3 5 10 10 12 15 12
Fe#12016 10 10 10 15 10 10 6 15 20 15 20
F X 31412013 6 20 20 10 6 10 12 10 12 15 12
AR 1512019 5 9 20 3 6 5 15 6 5 9 9
4511912014 5 6 10 5 3 5 10 10 12 15 12
TAHEF12017 6 15 15 9 9 9 12 9 12 12 20
Ferert82018 10 10 10 15 10 10 5 15 20 15 20
%) B 1912017 6 10 10 6 10 6 15 10 10 15 15
e 41202019 3 9 20 5 6 5 9 9 5 9 9
R4 32112019 5 6 10 5 3 5 10 10 12 15 12

—-14.18),P<0.000 011, P =92% , A & JE S mPE, R 95% CI( -19.83, —-16.86), P<0.00001], 2 =0, L%
JH [ 2 SN A B A TR E S AT ARUCGBE A AHERR S Bk TE LA 5,

W5 I EHERRIZ IR G G IR RO G T 2,44 fEHE

e AR 2 TR B 29T RN — B, AT AL 43 BT o I ZE  FLAN N 10 TSR 1012602 H B A
RIGIT 3 HAd 7210 WGt [ MD = - 18.99,95% €I A= 38R A el ) 15 AN (), D0 235 R A 5 1t A e K 2
(-25.41,-12.56), P<0.000 011, P =95% , 5 = £ 5o P =86% ,H5 = £ 5 0Pk, SO £ BEATL A0 A5 R 4 7
S PR I RIGYT 6 AL 0G4t [ MD = —18.34,  43Hr Meta Z3 AT 45 SR B, MR B 557 8K G oK AR ) i 5
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Fig.2 Summary chart of risk of bias assessment

Experimental Control Risk Ratio Risk Ratio
_Study or Subgroup _ Events  Total Events Total Weight M-H. Fixed.95%Cl  M-H.Fixed.95%Cl
TH#352019 41 45 34 45 7.8% 1.21 [1.00, 1.46]
T 52017 51 62 38 62 87% 1.34 [1.07, 1.69) —_—
T 752017 28 30 22 30 50% 1.27 [1.01. 1.61]
PH172017 24 25 19 25 43% 1.26 [1.00, 1.60]
#882017 29 30 25 30 57% 1.16 [0.98, 1.38] -
HHATK2014 43 45 40 45 91% 1.07 [0.95, 1.21) T
FiEH2018 33 35 26 35 59% 1.27 [1.03, 1.57)
1 £422013 29 32 24 32 55% 1.21 [0.96, 1.52) 1
#2013 46 50 38 50 87% 1.21 [1.02, 1.44]
#1k2£2019 44 46 35 46 8.0% 1.26 [1.06, 1.50]
R£4£2019 67 72 59 75 13.2% 1.18 [1.03, 1.35) —_—
#2014 29 30 26 30 59% 1.12 [0.95, 1.30) o
Kr4r2018 32 34 23 30 56% 1.23 [0.99, 1.52) 1
F&¥2016 35 40 29 40 6.6% 1.21[0.96, 1.51]
Total (95% Cl) 576 575 100.0%  1.21[1.15,1.27] >
Total events 531 438 X . X )
Heterogeneity: Chi* = 6.57, df = 13 (P = 0.92); I = 0% + + + +
Test for overall effect: Z = 7.32 (P < 0.00001) 07 .08, 1 12 1.5

Favours [experimental] Favours [control]
3 MAFERRIFE AKIEREN S 2 AKX IE A AT F 2 IBAIGE KA 2 E (LR Meta 734 F 4k B
Fig. 3 Forest plot of Meta — analysis: Clinical efficiency of Xuefu Zhuyu Decoction combined with mifepristone versus mifepristone alone in the

treatment of uterine fibroid
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Experimental Control Mean Difference Mean Difference
aiudy or Subgroup e4n ) lean N1 otal ¥, Rand 2% O N
T#2017 1486 195 62 2048 204 62 14.2% -56.20(63.22 49.18) R
FHIT2017 14463 1963 25 19752 2531 25 105% -52.89[-65.45, -40.33) S
PHE2014 1452 183 45 1985 245 45 129% -53.30(-62.23 -4437] o
ME2013 1428 205 32 1993 312 32 10.3% -56.50(69.43,-43.57) T
#2019 14937 1914 46 206.76 20.089 46 13.5% -57.39(-6541,49.37) T
®ER2019 1408 156 72 2152 198 75 14.9% -74.40(-80.15,-68.65) 5
FEi§2014 1447 178 30 1993 236 30 11.8% -54.60(-65.18,-44.02) e
WET£02018 14425 1747 34 19977 23.78 30 11.9% -55.52(-65.86, -45.18) ?
Total (85% ClI) 346 345 100.0% -58.12[-64.75, -51.49) L 2
Heterogeneity: Tau® = 67.96; Chi* = 30.81, df = 7 (P < 0.0001); F=77% y y ¥ X
Test for overall effect: Z = 17.18 (P < 0.00001) O il Foma ioe

I Ry 3 A4l
Control

Experimental

Rando 3%
-56.20 [-63.22, -49.18)

I %2017 62 2048 204

1486 195 62 -
FN12017 14463 1963 25 197.52 2531 26 11.3% -52.89[-85.29,-40.49) —
B8 E2014 1452 183 45 1985 245 45 21.8% -53.30[-62.23,-44.37) — .
42014 1447 178 30 1993 236 30 155% -54.60(-65.18,-44.02) — %
Mirer2018 14425 1747 34 19977 23.78 30 16.2% -55.52(-65.86, -45.18) -
Total (95% CI) 196 193 100.0% -54.84 [-59.00, -50.67] L
Heterogeneity: Tau* = 0.00; Ch# = 0.37, df = 4 (P = 0,98); F = 0% 50 25 0 25 50

Test for overall effect: Z = 25.79 (P < 0.00001)

I RTEYT 6 41
Experimental Control Mean Difference Mean Difference
Study or Subgroup yan SD 0 Mean <10, of Neig Rando % d 01 95%
42013 1428 205 32 1993 312 32 286% -56.50(-69.43,-43.57) —_—
k52019 14937 19.14 46 206.76 2009 46 34.5% -57.39[-65.41,-49.37] -
L2019 1408 156 72 2152 198 75 36.9% -74.40[-80.15,-6865] N
Total (95% ClI) 150 153 100.0% -63.41 [-76.49, -50.32) <>
Heterogeneity: Tau® = 112.31; Chi® = 14.40, df = 2 (P = 0.0007); I = 86% 50 25 A 2’5 50

Test for overall effect: Z = 9.50 (P < 0.00001) Favours [experimental] Favours [control]
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Fig. 4 Forest plot of Meta — analysis: Effect of Xuefu Zhuyu Decoction combined with mifepristone versus mifepristone alone on

reducing the uterine volume
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Fig. 5 Forest plot of Meta — analysis: Effect of Xuefu Zhuyu Decoction combined with mifepristone versus mifepristone alone on

reducing the uterine fibroid volume
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Fig. 6 Forest plot of Meta — analysis: Effect of Xuefu Zhuyu Decoction combined with mifepristone versus mifepristone alone on
reducing the progesterone level
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Fig.7 Forest plot of Meta — analysis:Effect of Xuefu Zhuyu Decoction combined with mifepristone versus mifepristone alone on

reducing the luteinizing hormone level

110



202147 H 5 H 45 30 %55 13 )
Vol. 30, No. 13, July 5, 2021

¥ &) 5% Y

China Pharmaceuticals

- R -

Drug Evaluation

Mean Difference Mean Difference
cl v, 25% Cl
1 %2017 14.5 104 62 208 65 62 81% -6.30 [-9.35, -3.25) ——
X SF2017 139 27 30 287 €6 30 8.9% -14.80[-17.35,-12.25] —_—
P 112017 3.36 1256 25 4.09 149 25 11.2% -0.73 [-1.49, 0.03] -
B2 #%2017 14.85 109921 30 20.19 5862 30 6.1% -5.34 (-9.80, -0.88]
5542 K2014 32 12 45 41 15 45 11.3% -0.90 [-1.46, -0.34] >
A $2013 34 13 32 37 11 32 11.3% -0.30 [-0.89, 0.29) I
WEH2019 149 31 72 219 52 75 106% -7.00 [-8.38, -5.62] o, o
SHATIE2019 332 164 30 412 148 30 11.2% -0.80 [-1.59, -0.01) -1
%2014 31 11 30 38 18 30 11.2% -0.70 [-1.45, 0.05] 1
#2016 12.76 381 40 18.35 472 40 9.9% -6.59 [-8.47. -4.71] =3 o
Total (95% CI) 399 100.0% -3.95 [-5.56, -2.33] -
Heterogeneity: Tau® = 5.91; Chi* = 236.23, df = 9 (P < 0.00001); I* = 96% -y 0 0 Y
Test for overall effect: Z = 4.79 (P < 0.00001) PavoiRe Favoirs
i RIRYT 2 H 4l
Experimental Control Mean Difference Mean Difference
95%Cl 1V, 95% Cl
920152017 14.85 1099 30 20.19 5.86 30 27.6%  -5.34[-9.80.-0.88] N S
SULLH2019 12.76  3.81 40 19.35 472 40 353%  -6.59 [-8.47,-4.71] —
#@)92016 332 164 30 4.12 148 30 37.1% -0.80 [-1.59, -0.01] -
Total (95% CI) 100 100 100.0%  -4.10 [-8.66, 0.47] | S E—
Heterogeneity: Tau® = 14.48; Chi® = 33.51, df = 2 (P < 0.00001); I* = 94% 0 Y o s 20
Test for overall effect: Z = 1.76 (P = 0.08) Favours Fa s
1 vours | J
I IRIGYY 3 A4l
Experimental Control Mean Difference Mean Difference
—Study or Subgroup _Mean SO Total Mean SD Total Weight IV, R 95% Cl IV. R 25% Cl
1 %2017 145 104 62 208 65 62 165% -6.30 [-9.35, -3.25)
x| @ 712017 139 27 30 287 66 30 17.9% -14.80[-17.35,-1225) —
112017 336 125 256 409 149 25 21.8% -0.73 [-1.49, 0.03] -
T 12014 32 12 45 41 15 45 220% -0.90 [-1.46, -0.34) -
4922014 31 11 30 38 1.8 30 21.8% -0.70 [-1.45, 0.05] -
otal ( ) 100. .1 .61, -1.
Total (95% CI 192 192 100.0% -4.19 [-6.6 <
Heterogeneity: Tau? = 6.83; Chi* = 124.09, df = 4 (P < 0.00001); I* = 97% 10 B 1 Py
Test for overall effect: Z = 3.40 (P = 0.0007) Favoure Favows
[ ) [ 1
IR 6 H 4l
Experimental Control Mean Difference Mean Difference
25%Cl IV R 25% Cl
L 422013 34 1.3 32 3.7 11 32 504% -0.30 [-0.89, 0.29])
WL 122019 149 31 72 219 52 75 496% -7.00 [-8.38, -5.62] =
Total (95% C1) 104 107 100.0% -3.62 [-10.19, 2.95) | e PRR—
Heterogeneity: Tau® = 22.15; Chi* = 76.78, df = 1 (P < 0.00001); I* = 99% 10 5 ° s 10
Test for overall effect: Z = 1.08 (P = 0.28)

& 8
Fig. 8

Favours [experimental] Favours [control]

reducing the follicle — stimulating hormone level
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Forest plot of Meta — analysis: Effect of Xuefu Zhuyu Decoction combined with mifepristone versus mifepristone alone on
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Fig. 9 Forest plot of Meta —analysis:Effect of Xuefu Zhuyu Decoction combined with mifepristone versus mifepristone alone on

reducing the estradiol level
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