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Abstract

Objective: To make a system evaluation regarding the safety and effectiveness of “Nourishing Kid-
ney and Activating blood” medications in the management of ovulatory disorder infertility with po-
lycystic ovarian syndrome (PCOS). Methods: We searched databases including PubMed, Embase,
Cochrane Library, CNKI, VIP, Wan Fang and the time limit was from establishment of databases to
December 2023. According to the inclusion and exclusion criteria, the randomized controlled tri-
als (RCTs) of “Nourishing Kidney and Activating blood” medications in the treatment of ovulatory
disorder infertility with polycystic ovary syndrome (PCOS) was retrieved and collected. Rev-
man5.4 was used for meta-analysis and risk bias evaluation, Stata15.0 for publication bias evalua-
tion and TSAO0.9 for sequential analysis. Results: 16 RCTs were included with a sample size of 1327
cases. The traditional Chinese medicine group had 665 cases of oral “Nourishing Kidney and Acti-
vating blood” medications, while the control group included 662 cases of oral clomiphene. Meta-
analysis showed that compared with control group, the traditional Chinese medicine group could
significantly improve the pregnancy rate [RR = 2.02, 95% CI (1.72, 2.38), P < 0.00001], E; [MD =
18.07,95% CI (13.82, 22.32), P < 0.00001], and significantly reduce the level of LH [MD = -5.81, 95%
CI (-6.96, -4.65), P < 0.00001], T [MD = -1.40, 95% CI (-1.48, -1.33), P < 0.00001], INS [MD =
-55.76, 95% CI (-64.38, -47.15), P < 0.000 01] and PRL [MD = -0.44, 95% CI (-0.47, -0.40), P <
0.00001]. However, there was no statistical significance in ovulation rate [RR = 1.09, 95% CI (0.95,
1.25), P = 0.22] and FSH [MD = -0.20, 95% CI (-1.06, 0.66), P = 0.65] between the traditional Chi-
nese medicine group and the control group. The funnel plot analysis found that research points
are asymmetric, suggesting that there might be publication bias. Begg’s test and Egger’s test sug-
gested that there might be some publication bias in the research. Metaninf command chart and
sequential analysis of experiments indicated that the stability of research results was relatively
good. Conclusion: The existing literature evidence showed that the “Nourishing Kidney and Acti-
vating Blood” medications had a good clinical effect in pregnancy rate and E;, and it could decrease
the level of P, LH, T, INS and PRL in the treatment of ovulatory disorder infertility with PCOS.
However, this study still needed more large samples, multi-center, and high-quality RCT to be fur-
ther verified due to limitation of literature quality.
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1. 51§

£ 52 U B 25-51E (Polysystic Ovary Syndrome, PCOS)/& PAFRFEEM K HEOR s TCHER . B R T &, U
2 FECUL N HRFAE ) —Fh A 0 W ZR BRI, IR PG TS R ALPUAE . PCOS RMLARACH 224k
FA T HAFAERI, 5L MEARZREYIM R[] HENEIS R SEA RN BT R 2 —, JikiE, Hoppmmt
A B E LI 80%~95%E A PCOS [2]. AT WU RI, FHE LM PCOS EIiZAN 5.6% [3]. —Ii
W I 91,825 143 1 8 3 T BB 7T S, PCOS B35 HH BILAE g SR R 993 10 JXURGH 38 0 51%, 7 XU 38
Tn25%, HA PCOS ¥ S i ot # A= ) L P2 R0 11% [4]. 5— o g 25N AZ ML, PCOS
HeOp B PEA G R AL SE S 4%, TR T EIRIAE . HAT, DAECKIFRR M AR MR HE R 259 2& PCOS
HeGR Bt AN 2 B — 2367 T[S ). SR, (RHEORZ3Ia YT G HESR e B R L T AR AR 2R I AR B HE O 2
SANCIIETE 3= R

RN PCOS HEURBEAFIEA A KA H'E - R2E - pE - E SR %Y). K+, PCOS LUHE
R MR FEAER, HHERIRYT PCOS HEGP R A Z 1 AN VG L[ 7], H AT, FMNE RS 28 257697 A
B RIR % o0 LR SRR T R R RCT W78, F 8 45 (8] & BN B i i 2 R 245 BE 5 32 /=5 PCOS
HEON Rt B ME (B, I OV ER (FSH) » 5K 25 &[0 A AN B 7% I 25 e % PR FE4A W FL 2= (PRL)
AW FAELE B I R IRIG RS (36 at L, SR Meta 24T BARIE 7 BE AT RS0 TR IR b B 3% i 2K e
241597 PCOS HEUNBfG HEAZA 80: e e Ak, B A 9 PR A B8 I A PR 48 I 15 2% UE 5

2. EMERZE
2.1. BRRME

¥ 2 9L K s 7 PubMed. Embase. Cochrane Library 1A S FE A E A1 JT )5 4E4F &
FELASKZ 2023 4% 12 HWSCR BN G L2825 % L SOKSF/ 58 B9 K 3R6 97 PCOS HEGP D e b M AN 22 1)
RCT. JARFAGIEEARIRT “Nourishing Kidney And Activating Blood” . “Nourishing Kidney And
Removing Stasis” « “Reinforcing Kidney And Activating Blood Method” . “Bushen Huoxue Therapy”

“Chinese Medicine” + “Clomiphene” » “Clomifene Citrate” “Prevention Of Ovulatory Disorder Infertility ” |
“Polycystic Ovary Syndrome” . “PCOS” . “Ovulatory Disorder” + “Ovulatory Dysfunction” . “Infertility”
“Randomised Controlled Trials” « “RCT” . R ZRFEGFEART “FMNEFEML” o “FME” . “34
B2 ORIMARHE”  CNERIMAERS” . ORI . PR . gy L “RBIKREET L “YEUKERT
“ZRINPLEEAE” o HFORRERASIEAZET o CHRINRERS T . AT O “BEHLY . “BENLXAIR” . “FE
HUS HEREG” 45 o # IR NHERR bR AEEAT 17 1%, {8 H Google AR B BESFHE R 91 8 AT TR RIENH .

2.2. MASHRIFE

2.2.1. ANERE
1) W% B2 PCOS HEUPRRIS A2 3, AR EMIERE£E. 2) TP iE: H2dls
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P& T T i 10 A 24 ) 39 2 BT RO AN B S sl B B RE s RIIHR S BIThRL 7/, b e
J Yy, WESETRAUANG . IR T, AT CANETEIML” T BEIhRG AT AN 2RO 2k
YW RANTR 5 AT BRI L . 3) WTRRZH . RAMEHEIN 24 FUOK ST SR OKIFIRTT . 4) SRR
FELERIRbONIEIRE . HEONE, RELE R IRbRE SR A R (LH) FSH. S2Hd(T). ME—E%(E,). PRL.
JHREZR(ANS). 5) BFFLEM: B REM RCT.

2.2.2. HiRRdRfE

1) Y67 HBRAE AN VG LA, AR HEE S MBS A T k. 2) BIBIVERT AL, 25
B RGVENY . s sEdE RCT. 3) BHEARMSCHR. 4) HEA B B4 R 1 70 DL R T 5 B f iR
AN W B B AN e R I A
2.3. FERHRENS STk R E MY

H 2 ZEF IS R 70 8 AR G 2R SRS A 25 STk, 3 B G N SR S b 7 ) 13 4 SO IR e BT R R A
SR Wil A5 RS E R . &5, 18 Cochrane TMEMIHELR) « RS R AL T o sk 4h
N R 71522 AT VA . bR = A or B, W e 3 N Tde .
2.4. GitEhE

KH RevMan5.4 3R HHAT Meta 73081, KT 028408, WIEgRE, KA ERERR)FA 95%
AEXA(CDER; W TESEAR R, W1 T. LH. FSH £, KHHEZEMD)A 95% CI &, 47
RREABEE 1. MDEAES 0, HP <005 WAEFERITFEENL, MEHMNESTHUEAHEAL.
SRR TFS% PAEAW, 21 <50%, SRS TC S BERN, 9 E e SRR, 2 12> 50%, N
FER S I E) S MR OR, e FH BE LS R, IR AR AT, 3R B 5 e S5 3 MR YR I A o] B S A
KH Statal6.0 #AF#1T Begg’s M Egger’s £ LA e WF AT AR R R w10 ; K H Statal6.0 2zl
Metaninf 774 B, TSA0.9 FAFF RIS T 5 o4, DUIRIESS B A T 5.
3. &%
3.1. HKTHIE

FLIRIGA IR 247 B, HEBR 231 &5, YN 16 & RCTs (4 1).

JEIL A GEUR RN FE AR LR n=0

AR F I B0 n=247

HEBR TR RS (n=112)

BRI, FER
WL (n=45)

| Ji e S5 HAFAR KR (0=29) |

B4 SO HERR -
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| FRAMNGEAT meta 51T (n=25) |

Figure 1. Flow chart of the study
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3.2. EARFHE
LGN 16 Ti[8]-[23] RCTs, 4E 1327 2, HZ52 665 5], XTHEAL 662 17, Fi 1 BUFFL[13]R A
RRR PR IEEIT AR 22 7, HAR &t B H A K —8(E 1),

Table 1. Basic characteristics of the included studies

1. AR EREFE

ik FEA & SEBEERA(T/C) T 72 L SE LN It g e ]
(T/C) C T

8] 50/50 32.13+10.56/32.09+10.61  ¥MNEIEMAZE  MIBERGUKS 1 OD® 121H
FKEHE9]  50/50 27.6+2.7/27.7+28 ANEVEILT  MOBIREUKSE 6 @DEED® 124H
ETH[I0]  40/40 32.1+0.1/31.8+0.2 ANEREMTT  MIBIREUKZSF 6 OEDEED® 6~ H
FHME[11] 33/33  27.69+9.77/27.89+9.77  ¥MEIEIMLRZ  MIMEREUKSE 6 ®®E R
IRBRPR[12]  25/25 31.2+1.5/309+ 1.4 AEGEMTT  MBREREKSS 6 00 ES/I4
WEHE[13]  35/35 23~35 AV I 2 555 KF 1 @e®BED® RAIER
MRIT4E[14] 26126  27.57+4.23/2734+4.18  FNF(RHENE  MEERECKSE 3 ) ES94
BPRE[1S]  39/39  31.74£3.6531.18+346  HNEEMHE  HBKEREKT 6 0 O20@BEDE 124H

¥E16] 40/37 27.1+£23/268+22 ANEVEILPZ MIgRECKSE 1 ) 6 ™H
AEMHE[17] 32/32  28.58+2.32/27.92+£224  FNEIRMALENT  MIBERECKIE 6 @0 121A
fEF5HA[18]  30/30 30.5+3.2/29.8 £3.8 EEMLTZ MBREKS 6 O@@@E00® 127H
WE9]  52/52 30.15+3.34/30.75+3.50  #MNEVEIMLROR T SEEOKSF 6 OE@®® 1211
XEFH[20] 100/100  28.63+1.39/2831+1.24  FMNEFWEHIMLHZ S 6 SN EOWE) 6 ™A
JERE[21]  28/28  27.54+3.65/28.24+4.36 AWNERHEET WgRECKE 3 LE@E® ES4

FtER2]  55/55 30.4+3.4/29.8+3.8 MR L 2 T KIS 6 DE®EED® 124H
SIZE[23] 3030 30.97+2.90/30.12+546 ANEIEMRENTT BRI 3 OE®EED® 12/ A
e T/IC AN IRA; © MiRkE; @ HUP%; @ LH; @ FSH; ® T; ® E;; @ PRL; INS.

3.3. Tt

H G AN BT R R 2, R B A FE— B m, SR DL IE I A R A, A
VAZARHESR A B (¥ SRR PSR HE R 254, b 11 TR 50 B AR R SR 25, 5 T 90
T KIE, TN 1~6 MHAEMEE 1. & 2).

Table 2. Composition of “nourishing kidney and activating blood” medications included in the study

2. MANAREVFN S IEM LD ER

SCHR LRI
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FFRL10] g;%ﬁ;g BT, RHE. LHTF MIRT. B2 JIFE. S, A5, %
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gy BT REELRIET IR L B, B G AT, .

LT,
W [13] MM LT ZRBE, ISR, 2Uhsh. JIER. RE&F4. HH. =t 3R LH
MR AE[14] Hoer . BT, RAYE, LulF. XMk, sEFELL SRS IARRE. B MIE. BRE

JIEEWT, %t FREFE. MIRT. NI, B2 G, 2. SR, FA . M5,
LT T

JIERE . S A7 IS, MRS T, ai Bk, WS, LT, IS, M. .
B2 LT

FHH[17] WBEA, AME. 2 FH2. igh. S 1E . BRB. R, HE, AR, $E

P12, Ly REE. MRS T BAE. AR, EEL Sl XOMEE. dRE. i,
WHL BREINEE. R A, HEE. R AU, ITE. BREG BT IR
sz, AR Wy R, Infse. A BORIE. 560 AR, In=Ae. 3R,
TWE (A A S AR, IRk PR TIOUR. FIESE; MIEH, INPEE.
FEFARE LR TEE A, I RECH . CEEGE. AEE R, AR = )
AEIRE, AR, AR, . EE

FEE AT JNSM. R Sl 5. sBEL AL EEL iR A,
WEL HEL RREINAE . R EE. HRAE;, BEENEK. 2. AR g U
FIRRTE B BREG AR IRE I TR MR =M. 3R, BOEF IR . .
eSO

FALL M T RL T T IFRE IS, sREL AT B 1Z. LT,
EVENIN 51

Ji K& (21] A, LA . BREL S IS AL BEOR. Bk EEEL BPEAR. HE

HRE[15]

ME[16]

EF5M[18]

X EFK[20]

P15, Ly REE. ST R IR P ISR, X, a3RFR. ZuiT.
I T, RIEFEMEE R, SR HER. R RIE MRS, PR, &I R
B2 AR W W AR ARG A FREC. Sel; AU IRE I =8, R,

FUR2L e . LR, UM IR . . S, EREE A
A T E I . BT FIER S, (AR BERE ) IR, A
W

oy BT RUELNANG KR GO U, R W HEL IR 28

I NIPR S

3.4. REFMH

fFH Cochrane fhifay JRURSE PP L HEAT SCHR B AL (] 2), Ferp 7 /S([10] [12] [15] [18] [19] [21] [22]
KHABEEC T RIE, 1 RRASEERIA[14], 1 RERASPE P SUEA[ 17041, SCA R e far RUSE AR XRS5
HARWE TR BN 2T R BAR R RENLTTE,  HIE Sl far KUSE “ NS o 16 J& RCTs 2R 7
BCREGEE,  VF i far KU AN AE o 16 Fi RCTs EIRAR 0 52 10 DL U st 5 ik, % i ulia 4+ 1is
AN E MR 2, XA H0T ONEOR S PR SF, VB T8 AW FU RSCHt 55, PP
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FL, WHE

fi o ARG o 16 Fi RCTs BARM A 45 RIPAE T EVESME, VPG XS ATIE. 16 &% RCTs AR 2%,
PR MRS s 1 SRR HE TR [13], WA m R AR 16 8 RCTs B 1 52 B4 Rt hrdk
i, VPR XS . 16 i RCTs ok B2 (A (L H At e, TP i fe DRURSE AN E

Random sequence generation (selection bias) _:

Allocation concealment (selection bias) I

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% 0% 5% 100%'

-Low risk of bias D Unclear risk of bias . High risk of bias

Figure 2. Risk of bias summary of the included RCT
2. #AN RCT R EY R XU E

4. ZE/IEFR
4.1. #MEIEMAE P ITIRE IR

LA 12 5% RCT fRIEUEIRFEE R, WA EE 891 4], H244H 447 ], XTHEZH 444 ). % T2H 1RG5
JREP = 1.00, TP = 0%), KHHE @ AR BT SN B A . Meta 0BT s, SXTHRAAALL, HZ54anT
B PR R IR [RR = 2.02, 95% CI (1.72, 2.38), P < 0.000 017 (] 3).

Experimental Control Risk Ratio Risk Ratio

Study or Subgrou Events  Total Events Total Weight M-H. Fixed, 95% CI M-H, Fixed, 95% CI
1##5A52018 19 30 10 30 7.7% 1.90[1.07,3.38)
B 1§2016 33 55 17 55 131% 1.94 [1.24,3.05) e
#BEF2020 15 25 6 25 46% 2.50[1.16,5.39)
#isiE2021 33 50 17 50 13.1% 1.94 [1.26, 3.00) _—
FHEE2016 10 28 4 28 31% 2.50(0.89,7.03) 7
F{HEE2018 17 32 9 32 69% 1.89[0.99, 3.59] |
th 2019 26 40 14 37 11.2% 1.72[1.07,2.75) =
EF/2020 27 40 12 40 93% 2.25(1.34,3.79) -
BrE2018 18 52 8 52 B62% 2.25[1.07,4.71)
2ZE2014 17 30 9 30 69% 1.89[1.01, 3.55) =
PEP4£2019 21 26 10 26 7.7% 210[1.25,3.54) -
$fEFE2019 27 39 13 39 10.0% 2.08[1.27,3.39) —
Total (95% ClI) 447 444 100.0%  2.02[1.72,2.38] L 4
Total events 263 129

e AiE = = - - + : + t
Heterogeneity: Chi*=1.38, df=11 (P=1.00); F= 0% 0.05 02 5 20

Testfor overall effect: Z= 8.52 (P < 0.00001) Favours [control] Favours [experimental]

Figure 3. Forest plot of meta-analysis on pregnancy rate of ovulatory disorder infertility with PCOS treated
by traditional Chinese medicine group VS control group

B 3. sZh4H vs IERLAXT PCOS HEDRMEIS 1 T 2IEIRE AT meta 3T FRIAE

4.2. #METEM P ZXTHEERR AR

A 6 f RCT IIEHFIR AR AR, W R B 374 4], 2520 187 I, XTREZH 187 . T4 1AL 57 i
PEP =0.12, I = 42%), KA SRR AL 34T RN B A . Meta ST R, w25 4155 JREHIGR T B HEDD
REFIYT# 5 LRR = 1.09, 95% CI (0.95, 1.25), P = 0.22] (K 4).
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Experimental Control Risk Ratio Risk Ratio
Study or Subgrou Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
1##5R52018 21 30 20 30 16.1% 1.05[0.74,1.48] —
¥kigE 2020 27 35 19 35 15.3% 1.42[1.00,2.02) 1
#EEF2020 19 25 18 25 145% 1.06 [0.76,1.47] - 1™
ZFEMRE2018 18 32 20 32 16.1% 0.90 [0.60, 1.35) | E—
BEP4£2019 25 26 18 26 14.5% 1.39[1.06, 1.81] - =
$EFE2019 25 39 29 39 23.4% 0.86 [0.64,1.16] — &
Total (95% Cl) 187 187 100.0%  1.09[0.95, 1.25] o
Total events 135 124 ) ) ) .
Heterogeneity: Chi*= 8.63, df=5 (P=0.12); F= 42% 05 07 15 3

Testfor overall effect Z=1.23 (P =0.22) Favours [control] Favours [experimental]

Figure 4. Forest plot of meta-analysis on ovulation rate of ovulatory disorder infertility with PCOS treated by
traditional Chinese medicine group vs control group

4. 5L vs IERETS PCOS HEGRRERG I A Z2HEIIZRAY meta 3 HTFRA[E]

4.3. #NETEMEH TR

43.1.LH
A 11 4% RCT #E49N LH /KF 1) Meta 7381, ¥ 1G5 984 5, Hh24H 492 4], XTREZH 492 {51, 2H[A]
TR (P < 0.00001, P = 97%), K FHBEHLN AL IEAT 208 2 A 3 - Meta 04T o, SXHE4IML,
rh 254 ] B2 PR R LH /K F[MD = —5.81, 95% CI (—6.96, —4.65), P < 0.000 017 (&1 5). & —fH k&4 it
FBATBURNE AT, REIE TR, e S AR AR E RGO ZE R P22 R EH &

xR
Experimental Control Mean Difference Mean Difference
Study or Subgroup _Mean _ SD_Total Mean SD Total Weight IV, Random. 95% CI IV, Random, 95% Cl
1#5RRA2018 92 16 30 162 27 30 93% -7.00[-8.12,-5.88] e
FEF2016 963 297 100 1645 466 100 94% -6.82[-7.90,-5.74) I
& 182018 94 15 55 161 28 55 9.7% -6.70[-7.54,-5.86) -
#ig\ 2020 958 284 35 1651 455 35 8.2% -6.93[-8.71,-5.15) —
fBietg2020 945 223 33 1523 423 33 85% -578[7.41,-415] I
skE%£2020 97 29 50 151 46 50 87% -540[6.91,-3.89) I
FEE2018 7.23 1.47 28 978 131 28 96% -255[-3.41,-1.69) =
FFR2020 951 0.1 40 1612 011 40 10.2% -6.61[-6.68,-6.54] =
BRE2018 8.29 022 52 11.77 1.36 52 101% -3.48[-3.85,-3.11] -
2132014 972 3.0 30 1614 484 30 7.7% -6.42[-8.46,-4.38) -
$iEE2019 952 283 39 1617 4.02 39 86% -6.65[-8.19,-511] =
Total (95% Cl) 492 492 100.0% -5.81[-6.96, -4.65] S
Heterogeneity: Tau® = 3.40; Chi*= 342,50, df= 10 (P < 0.00001); = 97% ’h t 5 i 0

Test for overall effect: Z=9.86 (P < 0.00001) Favours [experimental] Favours [control]

Figure 5. Forest plot of meta-analysis on LH level of ovulatory disorder infertility with PCOS treated by tra-
ditional Chinese medicine group VS control group

Bl 5. shZh4H vs JERLAXT PCOS HEDRFERS1E A2 LH /KT 89 meta 534 7R HK[E]

4.3.2. FSH

A 12 58 RCT B9 FSH KF Meta 4387, ¥ K i35 1084 4], w242 542 fi], XTREZH 542 Hi,
21 1A) S R R(P < 0.00001, T2 = 93%), K FHBEMLS B AL BEAT 20N A5 9. Meta 20T EoR, RG4S
SR LHIATT ) FSH /K F- 2 3 G823 X [MD = —0.20, 95% CI (—1.06, 0.66), P = 0.65] (4] 6).

433.T

LA 9 5% RCT BN T AKF 1) Meta 7047, ¥ E3 814 4], Hh242H 407 51, *FHEAH 407 . ZHIH]
HATFRFEP = 0.59, P = 0%), KA & SNSRI T N A JF . Meta TR, SxHR4LMILL,
254 ] B 2 B T /K [MD = —1.40, 95% CI (—1.48, —1.33), P < 0.000 01] (& 7).
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Experimental Control Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random,95% CI IV, Random, 95% CI
1F55852018 111 21 30 83 2 30 88% 2.80[1.76,3.84) -
AETE2016 8.94 417 100 1034 502 100 83% -1.40[268,-0.12) -
& 182016 112 22 55 89 21 55 9.3% 2.30[1.50,3.10) -
#ig\2020 887 426 35 1038 486 35 6.2% -1.51[3.65 063 =1
Bigtg2020 852 423 33 1056 212 33 75% -2.04[365-043] I
2kE 2020 88 42 50 102 49 50 7.0% -1.40[3.19,0.39 I
#isiE2021 1017 316 50 821 2.31 50 87% 1.96 (0.88, 3.04] =
FEEE2016 541 058 28 552 061 28 10.0%  -0.11[-0.42,0.20] -
EFR2020 877 097 40 103 056 40 10.0% -1.53[1.88,-1.18] -
ZRIrEE2018 843 158 52 831 161 52 9.6% 0.12[-0.49,0.73] 1T
2132014 888 423 30 1025 496 30 58% -1.37[3.70,0.96) - |
$iEFE2019 872 208 39 1029 274 39 87% -1.57[265,-0.49 I
Total (95% CI) 542 542 100.0%  -0.20 [-1.06, 0.66] *

Heterogeneity: Tau®= 1.90; Chi*= 158.38, df= 11 (P < 0.00001); F= 93%
Test for overall effect: Z= 0.45 (P = 0.65)

4 2 0 2 4
Favours [control] Favours [experimental]
Figure 6. Forest plot of meta-analysis on FSH level of ovulatory disorder infertility with PCOS treated by
traditional Chinese medicine group VS control group

Bl 6. FZ54H vs XTBRLERT PCOS HEBPRES 141 F2 FSH 7K/ meta 53T ZRAKE]

Experimental Control Mean Difference Mean Difference
Study or Subgrou Mean _SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1$75R82018 11 02 30 26 05 30 151% -1.50[-1.69,-1.31] -
MEFE2016 122 141 100 274 311 100 1.2% -1.52[-219,-0.89]
B 182016 1 02 55 25 05 55 276% -1.50[-1.64,-1.36] el
PigR2020 123 142 35 21 322 35 04% -0.87[2.04,030) EE—
ek EHE2020 1 12 50 26 32 50 06% -1.60[-2.55,-0.65] —
FEEE2016 354 215 28 492 274 28 03% -1.38[-2.67,-0.09]
FFR.2020 128 035 40 26 008 40 452% -1.32[1.43,-1.21] L
21232014 1.02 112 30 262 321 30 04% -1.60[-2.82,-038)
$fEE2019 1.27 033 39 259 072 39 91% -1.32[-1.57,-1.07] il
Total (95% Cl) 407 407 100.0% -1.40[-1.48,-1.33] ‘
Heterogeneity: Chi*= 6.51, df= 8 (P = 0.59); F= 0% t t t t

2 A 0 1 2

Test for overall effect: Z= 36.69 (P < 0.00001) Favours [experimental] Favours [control]

Figure 7. Forest plot of meta-analysis on T level of ovulatory disorder infertility with PCOS treated by tradi-
tional Chinese medicine group VS control group

Bl 7. Zh4H vs JERLAXT PCOS HEDRFERRIE R Z T /KFHI meta 3T 7RI [E]

43.4.E,
A 12 57 RCT BN E, 7K/ Meta 504, ¥ [ 835 1084 191, 24540 542 1], XFHBAH 542 5. 41
TS5 P42 K (P < 0.00001, T2 = 100%), K FH BEHLSN R HEAT 208 B 5« Meta 20 M s, 506 IR ZH AR
tt, rRZG4 TR 2T B, K [MD = 18.07, 95% CI (13.82, 22.32), P < 0.00001] (1] 8). & — MR 5T
HEATEURME AT, RIS B RIE, TR S AR AU Sl A 0 22 5 . W FC IR 24 22 S S R R O

Experimental Control Mean Difference Mean Difference

Study or Subgrou Mean SD Total Mean SD_Total Weight IV, Random, 95% CI IV. Random, 95% CI
1155852018 1998 162 30 1603 161 30 11.6% 39.50(31.33,47.67) ===
MEETE2016 201.03 8425 100 16417 9119 100 26% 36.86(12.53,61.19)
B 82016 1995 161 55 1604 163 55 14.3% 39.10(33.05 45.15) -
#EB 2020 202.01 8423 35 16521 9207 35 1.0% 36.80[4.54,78.14) 1
518452020 198.56 8326 33 160 4512 33  1.6%  38.56[6.25,70.87]
2kE£2020 1981 835 50 1693 842 50 15% 28.80[4.07,61.67) T
#2021 14531 3762 50 16532 4067 50 55% -20.01[-35.37,-4.65) ==
FEEE2016 4345 1086 28 2924 845 28 157% 14.21[9.11,19.31) ===
FFM2020 1643 035 40 15824 008 40 202% 6.06[5.95,6.17) =
BILE2018 4551 067 52 3281 034 52 202% 12.70[12.50,12.90] .
SEE2014 19815 8347 30 169.28 8439 30 1.0% 28.87[-13.60,71.34]
$EFE2019 16411 4112 39 157.34 3508 39 48% 6.77[-10.19,23.73) 1
Total (95% Cl) 542 542 100.0% 18.07 [13.82,22.32] L 2

the 2= - Chif= - R= + t + y
Heterogeneity: Tau®= 23.24; Chi*= 3326.84, df= 11 (P < 0.00001); F=100% 20 a5 0 25 20

Testforoveralleffeck:Z= .34 (P < 0.00001) Favours [control] Favours [experimental]

Figure 8. Forest plot of meta-analysis on E, level of ovulatory disorder infertility with PCOS treated by tradi-
tional Chinese medicine group VS control group

& 8. FZh4R vs XFERLAXT PCOS HEDRRERS M A2 B, /K FH meta ST FxHKE]
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L, WE

4.3.5. PRL

A 10 7 RCT #44 N\ PRL /KF ) Meta 4387, ¥ 83 758 6, 254 379 41, X4 379 .
T FFRMERP = 0.94, TP = 0%), K [ @ SR TN B A Meta 00T RoR, S5t IRALAH L,
HH 2G4 e I 2 BRI PRL 7KF-[MD = —0.44, 95% CI (-0.47, —0.40), P < 0.00001] (%] 9).

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed,95% Cl IV, Fixed, 95% CI
1155882018 07 02 30 1.2 02 30 15.3% -0.50[-0.60,-0.40] i
JETE2016 094 211 100 131 347 100 02% -0.37(1.17,043] %
& 1g2016 08 02 55 1.2 03 55 17.3% -0.40[-0.50,-0.30] il
¥keE|; 2020 096 212 35 132 353 35 01% -0.36[1.72,1.00)
3kE£2020 09 21 50 1.2 386 50 0.1% -0.30[-1.46,0.86) e |
FFm2020 091 015 40 1.34 0.08 40 56.6% -0.43[-0.48,-0.38] O
S1EE2014 097 214 30 1.23 354 30 01% -0.26[1.74,1.22)
$fiEFE2019 092 02 33 1.35 0.34 33 10.2% -0.43[-0.55,-0.31] -
Total (95% CI) 379 379 100.0% -0.44[-0.47,-0.40] ]
Heterogeneity: Chi*= 2.29, df= 7 (P = 0.94); F= 0% 2 1 B 1 2

Test for overall effect: Z= 21.51 (P < 0.00001) Favours [experimental] Favours [control]

Figure 9. Forest plot of meta-analysis on PRL level of ovulatory disorder infertility with PCOS treated by
traditional Chinese medicine group vs control group

9. FZh4H vs JTHRLEXT PCOS HEBRRERS M A% PRL 7K FHY meta 5347 7R HKE]

4.3.6. INS

JLH 10 % RCT #AN INS /K1) Meta 4347, ¥ A8 758 ], Horr22e 379 4, XfHE4H 379
o 4IRS MR R(P < 0.00001, 1P = 87%), KA BENLALS AL AL AT BN S A IF . Meta 23 HT45 2R,
St BRI B, v 25 20 i % 25 BRI INS JK P [MD = —55.76, 95% CI (—64.38, —47.15), P < 0.00001] (/€ 10).
B — BRI S REA T UK 20T, R IR £ R 10108 5T G, &0 JC 2 R R P = 0.79, I =
0%), K H [ E RN ALIEAT Meta 20#T. S5 SRR FEAK INS 7KPAE AT B B0 -5 REZH [MD
—60.47, 95% CI (—64.12, —56.83), P < 0.00001]-

Experimental Control Mean Difference Mean Difference

Study or Subgrou Mean SD Total Mean SD_Total Weight IV, Random, 95% CI IV, Random, 95% CI
155882018 95.2 59 30 1574 172 30 206% -62.20[-68.71,-55.69] -
FFEF2016 96.52 74.99 100 15437 9871 100 82% -57.85[-82.15,-33.55]
B ig2016 95.3 5.8 55 1564 17.3 55 21.7% -61.10[-65.92,-56.28] s
#igB2020 96.49 75.03 35 15517 9885 35 3.7% -5868[99.79,-17.57)
akEX£2020 97.7 769 50 157.2 999 50 4.8% -59.50[-94.44,-24.56)
FFR.2020 9412 035 40 14121 077 40 233% -47.09[-47.35,-46.83] n
HEE2014 97.64 76.89 30 157.13 99.87 30 3.2% -59.49[-104.59,-14.39]
$fE¥E2019 9418 2217 39 14277 3856 39 145% -48.59[-62.55,-34.63) —
Total (95% Cl) 379 379 100.0% -55.76 [-64.38, -47.15] <&

it = - Chiz= = CE= + + + +
Heterogeneity: Tau®= 82.79; Chi*= 54.75, df= 7 (P < 0.00001); F= 87% 100 20 o 50 100

Test for averall effect: Z= 12.69 (P < 0.00001) Favours [experimental] Favours [control]

Figure 10. Forest plot of meta-analysis on INS level of ovulatory disorder infertility with PCOS treated by
traditional Chinese medicine group VS control group

10. FZ54E vs JFERLART PCOS HEDNFERSME A Z2 INS 7K EH meta 7K E]

4.4. ERREDH

UEYR I R R S A R PR A 2 (14 11(a)), Begg’s f36 7~ P =0.024 < 0.05, Egger’s 5
7R P =0.009 < 0.05, FERMAIE—ERIREMmMG, vTREX SR rInT SEE AR e M= e sem . Rk, At
FUAE B Metaninf 74 PL ARS8 5 45 e gk — D 36T .
4.5. Metaninf <&

Stata B ) Metaninf A HAS: I % LI O & IRV BRI, B RS OHUR, RIRTERN &
HRNIFER KL R BE, FER AT T 4s Rfa g AR 12).
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Figure 11. Funnel plot on pregnancy rate of ovulatory disorder infertility
with PCOS treated by traditional Chinese medicine group VS control group
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Figure 12. Metaninf command chart of the pregnancy rate
12. $FIRZ Metaninf 2 E

4.6. MLFR I

X 12 T IR GR R AT TSA 001 13), 53R ER: Bl Z [H0E A 2) 7 i g S E (St
RELR), 5L TSA FUB(ZL(rhLR), XF WIS B EBRIS)HIE T H ML, MAEERE I, T4
TR, TR .

5. i

AW FLiEAE Cochrane RAL7IATERI A PRISMA B, X 16 & RCTs #4T Meta 7341, PEAOT#MNE & I
K2R T PCOS HESPPERG AR Z G Rtk K w4tk . g5 R, SXTIEAMEL, A EREEE R
PREEGRE, oGEAETE Rz ZEL . TR R K71 A . TSA ESZIEgR 2 AR S 45 S B Fae MR
IR, FEZ YT, A 2 DU FRIRE TA RN, HACH 1 Bk FE[10138 3 61 F 5 AR A A0 B is i 2
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Figure 13. Trial sequential analysis of the pregnancy rate

13, SERRAIRIEF RO

ARG 76 B2 255 RE VR YT RS s, FREE 253 BRI IRA . BRI 3, B RIEZ R IR, £i81%.
ZHE SRR, Xt PCOS HEGNFEAG AR Zoy7 RS % [24]. FEMISCR BEIEERT TR R, PCOS 2 LS
R JRPHARSS FEAER25]. Kk, TFEIRIT PCOS HEUN B MEASZLfya 7 BB 2 N« B I 896,
PL“RMNEFVEI” AEEIR N, EKHEZ T %5E NSW. Mfid P, Lol Sk, 52, .
B JEE. SRR AT FEE, SSRRARIGIT. DA, HrhREa L )ISERANE BB . 235 R
K, Loif. MIRRFUANTYE, SRGEFEFMTE, SELEE, S0, SRR IE, 5k
ATAHECYE MUEORS, VAN . W0, SR mah i, A, SR, B, HHAHR
TEMLARFR I, HNABERT 5L FAT, 2072V EiG L. AR DhRk. IRITT[26]55@d Meta
IR R IAN I I P 24 e B v IR R o SRR [ 2755 A AN B ¥ 1ML 24 RE S 4R S I UR =, P LHL TLINS,
EARERE RN R . M, FEVR[28] BRFF[29]1 K BUAN B 28 H 25 7] LATR] I $2 i AR iR R AR IR

NS MR 2532 5 PCOS SRS EA 22U R . HESR AR IS FENLE ok e B, HrTRe 5gm 7
BRI, SR ThRE, (REINRR B A K. M N A K (VEGE) R 18 PRI 1 A R ke
HEZMIIEERN, Ang-1/Tie-2 & B 2 W IME A KA G F[30]. 2HI[3 1558 K BN B3 77 b EE AN 22
KR BENE D P B T N IR SRR, B2 VEGE. LIS BR T -1 (Flk- )&k, i E44idh
M A A% 7 Ang-1. Tie-2mRNA J 85 FRIA/KE, BB #M B 1177 7] BE A2 8 I S Ang/Tie-2 {5
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S, RETEHANEERL TFEABIERKE, REaTERNREZY, "RalhERE. JUERE
ST 1 (SIRTE 538 75 7 4 U9 6 % A A A= K At 31 8 224 FH[32] Pan X [331550F SUUE A AN B V5
RERE @I IS SIRTI {5 5@ B i3 PCOS B il Ty Thik, (2t Ptk & AkeR .

ANEIE 2R R 25185 PCOS HEYN RSP AN ZB R KT AT e 5 22 24 IR 540 2 A I (MAPK) (5 53 7%
IR IR (CAMP). 150 45 & 5% 4 [R5 2% A (C/BEBP Homologous Protein, CHOP)4 . MAPK 5%
k25 PCOS B E S RIEPL, 0H| p38 MAPK 15 5@ M 85 ARk, ] LAV AE B R S aLRIE &
FHPUIRAS[34] [35]. Zhang Q ZE[36] K ILANE 277 7@ N PCOS KR p38 MAPK [k, Gk
BEE 5B, T INS /K F . cAMP KEAEAE T PCOS 2 5 SR 40 Mt [37], cAMP-Z5 (i A(PKA)
ST O T E WAL I etk S 1E[38], 5 PCOS AZfiE S R &Y. DB A IL[39], #NEEEIE
I BEOE cCAMP-PKA 15 S IEBIATTHFIN RIS EAN 2, Be% B E,, R LH. FSH. PRL. CHOP ;&N i
WIS AR B, 25 PCOS IR . Xue Z5[331 K INANE 25254 ] LB FAIK CHOP, FiIME T
IKFo

AWFFONIGR TAERGE T UL SR © MBS 28 2554 F PCOS HER ARG A 22 8 % B B
ENEIT BRI R AP H 2 e, nIEIRIRHE (@ MBS MR 2558 2 J7 T 23% PCOS HE PR RS
PERZ IR AE IR, A I IRIER, FIREAI0E B, LH. T 254 EACr, TS RIKPUE
P INS 45 @ X1 PCOS HEGR FRfg M AN 22 J s, 0¥ I 288 v 247 10 At FH D 32 R ) i AR 4 B A gk 4T
ML TEE, DORFIRAERCE, @UCERANEIS I, AR LT, Fard. IS, Ml
ol IS, AL T MR IR, MBERELL RAT. FES. &SI 3~6 NHERIH, L
TRIE YRR 5

AT SRR © RERR P caiiss, XA, EMN RIS, FEARDNH
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@ AV 2 5 RCTs ]ty TAR N, HEZ J5HIBE T, #MEIE 28 b 24 (1) 22 AV vl e 75 2 — 2D Bk Fo Ml
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T. INS. PRL, 3% EH NS WEREIEN . HMNSCBRIRESZIR, FARERTTH KA, 2900, WE
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