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(1. WA HEETE _FEER, M) HE 644000;2. 1) Z @4 FER, T R 610045)
WE-BH A% FNRubRARMEBRAZIET S 907 L 254 (PCOS) M A o de 40 3R # % JF Jf % Embase.
the Cochrane Library .PubMed . % B %= 1] (CNKI) . %% (VIP) . 7 % (WanFang) 348 B B 52 BAT £ 2024 42 A 29 B & & 09k Wrk I8 4
MM B ER R F-BR 4 47 PCOS 84 16 JR AU B GX 38 (RCT) Sk 5 5K A RevMan 5. 3 A #4T Meta 547 258 EMALK 19 5, T A E
# 1895 # ,Cochrane W 1F M 3t 7 64 1k fir WU 374 25 R 2 Uk AR R 2R AR TX I 20 T FRA5 58 24 sk b v R B ME BT 30 7% B2 BR) , % J
28y S A B e BE IR R BB Meta AT 4R BT, IR B A 2 FE[OR = 4. 87,95% CI(2.95,8.04),P <0.00001] 44 % [OR = 3. 31,
95% CI(2.64,4.15),P <0.000 01] . H 97 & [OR = 3.26,95%CI(2.31,4.59),P < 0.000 01] 2 % Z F 2 B4, o ik 5K £ R Z K
[MD = - 1.47,95%CI( - 2.23, = 0.70),P =0.000 2] S8 K-F[MD = - 0.46,95%CI( - 0.76, — 0. 17),P = 0. 002 ] 2 Z4& T 2 &
4, P4 B I e R & KT (MD = - 0.10,95% CI( - 0.55,0.35),P=0.66] AR R R B A %AF[OR=0.89,95%CI(0.56,1.42),
P=0.63]RRF 257 18 kLR RIMERINFF-EE ST PCOS /7 30N F 8 T 2 MM B 20 79 B8R, AR 4T 3 B R R BLHEIP 4R 5
AR R BRI R AR BRR R
KR ke R UERI IR R B ER ; £ 97 B 42 A4 ; Meta 27
Meta — Analysis of the Effect and Safety of Letrozole Combined with Ethinylestradiol and

Cyproterone in the Treatment of Polycystic Ovary Syndrome
ZHANG Bo',GAO Yan®,LI Wen?
(1. Yibin The Second Hospital of TCM,Yibin,Sichuan,China 644000; 2. Sichuan Provincial Maternity and Child Health Care Hospital ,Chengdu,
Sichuan , China 610045 )

Abstract: Objective To systematically evaluate the efficacy and safety of letrozole combined with ethinylestradiol and cyproterone
in the treatment of polycystic ovary syndrome (PCOS). Methods The randomized controlled trials (RCT) for letrozole combined
with ethinylestradiol and cyproterone in the treatment of PCOS in Embase,the Cochrane Library, PubMed, CNKI, VIP,and WanFang
databases were searched from the establishment of each database to February 29, 2024. The RevMan 5.3 software was used to
conduct a Meta—analysis. Results A total of 19 articles were included, involving 1 895 patients. The results of the Cochrane
Collaboration’s recommended risk of bias assessment indicated that the overall quality of the literature was low. The experimental
group was treated with letrozole combined with ethinylestradiol and cyproterone, while the control group was treated with only
ethinylestradiol and cyproterone. The Meta—analysis results showed that the total effective rate [OR = 4.87,95%CI (2.95,8.04),
P < 0.000 01],pregnancy rate [OR = 3.31,95%CI (2.64,4.15),P < 0.000 01],and ovulation rate [OR = 3.26,95%CI (2.31,
4.59) ,P < 0.000 01] in the experimental group were significantly higher than those in the control group. The levels of serum
luteinizing [MD = - 1.47,95%CI (- 2.23,- 0.70),P = 0.000 2] and testosterone [MD = — 0.46,95%CI (- 0.76,- 0.17),
P = 0.002] in the experimental group were significantly lower than those in the control group. There was no significant difference
in the follicle - stimulating hormone level [MD = - 0.10,95%CI (- 0.55,0.35),P = 0.66] and the incidence of adverse
reactions [OR = 0.89,95%CI (0.56,1.42),P = 0.63] between the two groups. Conclusion The efficacy of letrozole combined
with ethinylestradiol and cyproterone in the treatment of PCOS is significantly better than that of ethinylestradiol and cyproterone
alone,which can promote ovulation recovery in patients,improve pregnancy rates,and does not significantly increase the incidence of
adverse reactions.

Key words: letrozole; ethinylestradiol and cyproterone ;polycystic ovary syndrome;Meta — analysis
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Tl — R — O S350 D BE R A AH G , S BU B R ILHT
(IR) i HECR MUAE (HA) VS2R (T) BER A i R (LH)
BP0 R (FSH) Be 3] 2 A7 , 17 5 1 2 £8 3+ B
15, 3 WA 28 L A2 -5 JEi, e R X PCOS 22 LA
Z5YRIT , bR MERE PR TY 2T (IR 9 - 35) AT REAR AR 1Y
I3 LH AP, 400 BILAA A AR P R 3R 18 2 s R T
T 7 2550 A s S 55 28 A4 il 0 o 541, T e 3 41
i 55 7 AT A W TG AR T 0 300 Lo A A M DB R
K-, 3 1 BEL DR X T R BT e i ) R A L 9T
e A P R R KT B R O FE T ROCR B IR T
PCOS R R AT AH H i 1 il /DA IE 2 27 < 485 56 1 7
B G HI 2 5215 A O R4 e 0, A B SOk, X R
W T2 AN D 272 B IR 5 A il R IE 97 PCOS B A R 22 4
PEEAT Meta 7387 , 15 75 4y 3G WG D 25 9 14 B3 [0 97 12 3t
R B 274 AIE
1 #ABEFE
1.1 KMERRHE

it & Ml K& & Embase. the Cochrane Library .
PubMed | # [& 1 ¥ (CNKI) | £ % (VIP) | J7 J7 (Wan-
Fang ) 804l 172 , W 56 T ok i s 16c 5 ke sl 52 A8 1A 22 )35
J7 PCOS MY BEATLXT BT (RCT) , K638 B B Ay 25 H00HiE e
AR 52 2024 4F 2 F 29 H 1 AR KGR , o S0k
A AL A M P R T 2 IR g - 357 Skt &
WEOP LB AE " 46 s L SCRT R A HE “letrozole” “Dane —
35”“ethinylestradiol " cyproterone” “PCOS” %% .
1.2 TERANSHERR AR

NP - BT 5028 BALBR RCT s BF 58 X 52 49y 12
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HEFNERENE R H 5 A i ey R
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1.5 SitzarE

K H RevMan 5. 3 4217 Meta 73 #1 o # 65 7K 1A
a =0.05; 532 GER DL AE L (OR) B3 95% & 5 X [A]
(CD) , EENETH R ORI E (MD ) I 95%CI5E 1T X
AW ST HEAT S TR S BT, SR R 0 - 81 o3 B v e R
Ty P <0.05 HERAFIHR L.
2 #R
2.1 XHKRERER

WILRI AR SCHR 11655 , it o i g 1951820,
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5 A AT Sk (n = 116)
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Fig.1 Literature screening process and results
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Tab.1 Basic characteristics of the two groups of patients
. LEC) E8(Xts, %) FHiskk it
WA, SRR
C T ¢ T ¢ T C
LU 203" 79 73 21.05£5.85 2637545 HE-35+ k@A 5mgld) #E-35 M IMA 00
AEH20% 52 52 8.43£3.20 W57 I8 ERE-5+kEEGmgl ) RE-35 RAEHEN MRS BOH0
4201210 40 40 28.3£3.6 RE-35+RE%(Smg/ ) RHE-35 IMA IMA @
FAEN2020" 30 30 30.25:0.81 30.74£0.60 HKE-35+kbk(Smg/ d)  KE-35 IMLAH INRZRAR QB0
R0 5151 30.74#3.41 30.15£3.60 H¥E-35+kBek(LSmg/d) HHE-35 34A M Q3B
ETEALU 58 58 29.9:2.07 29.86+2.03 HE-35+R#E(LSmg/d) HE-35 EFEUUAEEINME EFEUAREAMGE Q00000
EHE19Y 4 4 27485357 27.98+3.41 HE-35+ABEQSmg/d) FE-35 AMALAR KU EAE e
220" 60 60 28.0842.25 28.0742.24 HE-35+KA%(Q5mg/d) HE-35 M IMA 0260
BAK 47 47 2931342 29.54%3.5  HE-35+kML(LSmg/d) HE- EAEUGEINIE B4, 3078 23®60
AT 50 50 29.33:4.87 30.58£6.41 HE-35+ kA% 5mg/d) RE-35 IMA IMA BEED
IAE0M 39 39 27525341 28.020£3.57 ERE-5+kBE(LSmg/d) BE-35 3AALAH IMAZRH BOH0
IHAE017 40 40 27.90£3.50 28.50£3.70 HE-35+RME(LSmg/d) RE-35 HREIUEINGE BR#d 2341 2150
SHEAHN02Y 40 40 28674315 28.29£3.35 HE-35+ kB2 Smg/d) BE-35 344 IMA QIO
PAAW 50 40 26202460 25.80£4.90 HIE-35+ kB2 Smgld) FE-35 INAALRM IMRERE QBBEEQ
FLA0™ 91 91 27115553 26.79£5.46 HE-35+ REE(QLSmg/d) HE-35 M IMA 0080
REANTY 52 52 28895253 29.6452.71 #E-35+ kB4 Smg/d) FE-35 INMALAE INAZRE QB0
BRENITY 45 45 26.80£3.70 27.20£3.50 #HE-35+REE(QSmg/d) RE-35 AALAA SNAEAS QBEE
AR5 40 40 26.68:2.09 26.02:2.02 HE-35+REE(Smg/d)  HE-35 M IR 0060)
F32000% 500 49 27204250 27.40£2.60 RE-35+ ABk(2Smg/d) HE-35 3AALAH IMNIZRAH 0980600
Random sequence generation (selection bias) _:- » i % E % g g }IH\ Hg g @ H g - ﬁ - "'ﬁ
Allocation concealment (selection bias) [ | IHEEEEEEEEREEERERNERE E
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Blinding of outcome nent fon bias) . | . . w . - . . - . . . . . . . . . . . Random sequance generation (selection bias)
Incomplets outcom data (afrifon bias) . | S|~ @] @] ®]|® ||| @ Alocaton concealment (selection dias)
EON EECIREENIR IO SO O IR PO P IO O O I O O I O . Blinding of pariicipants and personrel (performance bias)
Selective reporting (reporting bias) . | . "
S (e @@ @@ &~ | @ Bindngofouttome assessment (detection bias)
Other bias [P
| | | ‘ N CUN EECIEE O O ~ ~ -~ NN -~ -~ ~ |~ . Incomplete outcome data (atirition bias)
0% 25% 50% 75%  100% Se e e e e eS| e e 8|88 &S| S| | @ selecte roting (reporting bias)
| [ Low risk of bias [CDunclear risk of bias [l High risk of bias | oo vleooeeeeleeooeleeee e o
A B
Tl ReAER A B. 1 K547
E2 WAXEBREIFEMN
A. Bar chart of bias risk B. Analysis of bias rish
Fig. 2 Incorporate literature quality evaluation
Experimental Control Odds Ratio Odds Ratio
Study or Subgrou Events Total Events Total Weight M-H. Fixed. 95% Cl M-H,. Fixed. 95% ClI
LU2023 73 74 59 73 291% 2.89[1.05,7.97] I —
Z=4R2022 55 60 43 B0 224% 435[1.49,1273] - &
Wisr342020 88 91 65 91 13.4% 11.73[3.40, 40.44] e —
BREhE 2023 36 40 27 40 16.9% 4.33[1.27,14.79] e —
#2022 46 50 36 49 18.2% 4.15[1.2513.82] e —
Total (95% CI) 320 313 100.0%  4.87[2.95,8.04] ‘
Total e\rentsl ) 298 230 ) ) ) )
Heterogeneity: Chi*= 310, df= 4 (P = 0.54); F=0% .01 01 5 100

(2.64,4.15),P <0.00001 ] . FEVLIE 4.

Test for overall effect: Z=6.20 (P = 0.00001)

B3 MADBHUELKE Meta 517 3R E

1
Favours [experimental] Favours [control]

Fig.3 Meta — analysis forest plot of total effective rate between the two groups

R, IE R D E s TR OR=3.31,95%CI AR FEME(P=0.92,2=0), % H B @0 45

Bon U 4RI AR T X IR [OR = 3. 26,

HEGP 2 . 9 TR AfF 55 10-12-13.16-18.21.23.26 1 4 39 K BESY  959,C1(2.31,4.59),P <0.00001 ] . FEVLIKI 5.
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Experimental Control Odds Ratio Odds Ratio
Study or Su Events Total Events Total Weight M-H.Fixed.95% Cl M-H. Fixed. 95% CI
JFEE2020 37 52 17 52 58% 5.08[2.21,11.69)
Fhg2012 33 40 24 40 5.0% 314[1.12,8.82)
F&HR2020 27 30 18 30 21% 6.00[1.48, 24.30]
2k E2022 45 51 36 51 5.0% 313[1.10, 8.87)
TFEE2021 31 58 19 58 105%  2.36[1.11,5.00] —
FEH=2019 36 42 27 42 46% 3.3311.14,9.72] R
482022 40 60 25 60 9.9% 2.80[1.33, 5.88] -
BEHE2023 14 47 6 47 5.0% 2.90[1.00, 8.37] -
FFREE2020 22 39 12 38 6.2% 291 [1.15,7.37] e —
FHiH2017 33 40 24 40 5.0% 314[1.12,8.82] -
S/FE2022 35 40 21 40 31%  6.33[2.06,19.49]
tARLAT2021 35 50 13 40 51% 4.85[1.98, 11.88]
Bisr¥42020 76 91 55 91 10.7% 3.32[1.65, 6.65] -
BEEH2017 | 52 20 52 9.5% 2.36[1.08,5.19] —
PRARZE2017 38 45 28 45 51% 3.30[1.20,9.02)]
#2022 37 a0 24 49 7.5% 2.96[1.27,6.90] I
Total (95% CI) 787 776 100.0%  3.31[2.64,4.15] L 2
Total events 570 369
Heterogeneity: Chi*= 5.59, df = 15 (P = 0.99); F= 0% b y t y
Testfn?over;yll effect Z= 10.36 (P ! D.UDDD1)I) 0.01 o1 10 100
Favours [experimental] Favours [control]
El4 MEITIRE LB Meta 55 17 R4k B
Fig.4 Meta — analysis forest plot of pregnancy rate between the two groups
Experimental Control Odds Ratio Odds Ratio
Study or Su Events Total Events Total Weight M-H, Fixed, 95% CI M_-H, Fixed, 95% CI
FEE2020 43 52 37 52 16.7% 1.94 [0.76, 4.94] T
8k,2022 48 a1 38 51 5.8% 5.47[1.45 20.60]
ZFEa[F2021 52 58 4 58 11.1% 3.59[1.30,9.93] e
182152023 18 47 9 47 145% 2.62[1.03, 6.67] -
#2021 44 50 35 50 11.0% 3.14[1.10,8.94] -
FFREE2020 33 39 24 39 96% 3.44[1.16,10.19) -
EARLAR 2021 45 50 24 40 7.0% 6.00[1.96,18.38] -
BEEf2017 44 62 34 52 13.6% 291113, 7.49] -
Hi2022 44 50 34 43 10.7% 3.241.14,9.22] e
Total (95% CI) 449 438 100.0% 3.26 [2.31,4.59] <>
Total events n 276
it Chi®= = = CRE= I t t |
e o 32 4 o o [T
i : ’ Favours [experimental] Favours [control]
B 5 PEHEIIZE LA Meta 53 47 Rk B
Fig.5 Meta — analysis forest plot of ovulation rate between the two groups
Experimental Control Mean Difference Mean Difference
Study or Sul Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2020 408 062 52 419 067 52 69% -0.11[-0.36,014] y
F&H2020 66 172 30 694 169 30 56% -0.34[1.20,052] -
22022 766 165 51 902 149 51 63% -1.36[1.97,-0.75 -
Z=E[E2021 1358 209 58 17.04 234 58 58% -3.46[4.27,-265] i
T=2019 869 152 42 721 125 42 B3% 1.48[0.88, 2.08] -
/452023 482 043 47 454 045 47 7.0% 0.28[0.10, 0.46] '
#40%1 2021 364 112 50 439 135 50 6.5% -0.75[1.24,-0.26] -
FFE2020 871 154 39 723 129 38 62% 1.48[0.85, 2.11] -
FrE2017 10.04 324 40 985 325 40 41%  0.19[1.23,1.61] e
SrRE2022 61 1.3 40 513 1.06 40 B.5% 0.97 [0.45,1.49] -
HARLAT2021 892 151 60 7.31 127 40 B4% 1.61[1.04,2.18] -
#37342020 714 085 91 643 071 91 7.0% 0.71[0.48,0.94] -
BEH2017 518 136 52 617 145 52 64% -0.99[1.53,-0.45 -
BRARER 2017 71 108 45 B9 114 45 B6%  0.20[0.26, 0.66] T
PREhE 2023 325 1.26 40 428 236 40  57% -1.03[-1.86,-0.20] -
H2022 501 1.0 50 6.89 1.25 43 B66% -0.88[1.33,-0.43] -
Total (95% CI) 77 766 100.0%  -0.10 [-0.55,0.35] ?
Heterogeneity: Tau®= 0.73; Chi*= 260.09, df= 15 (P < 0.00001); F= 94% 5_1 p t : t 1ui

Test for overall effect: Z= 0.44 (P = 0.66)

6

-5 5
Favours [experimental] Favours [control]

26 FSH 7K *F L 8B Meta 53 37 7R 94 B

Fig. 6 Meta - analysis forest plot of FSH level between the two groups

FSH 7K : 16 FiUAfF 510 11 - 1416 - 20 4 3 5% H] 45
SEIFE (P < 0.000 01,2 = 94%) , 5% B N AR 45
RWIR, WA FSH K- LU, 22 5 TR ge 127 5 LMD =
-0.10,95%CI( - 0.55,0.35),P=0.66] . JEWIK 6.

LH 7K 2 17 TF 5201 - 20042 3, 45 W5 [a) A7 5 T
PE(P <0.000 01,72 =98%) , 2K FHREH LAV BT 48 1 b
N RS AL LH K W E R T XTI [(MD = - 1,47,

95%CI( —2.23, -0.70),P=0.0002] £ I 7,
T7J(1'Z . 14 Iﬁbﬂ:g{:‘).ll,w— 15,17—24,26]?ﬁﬁ‘ ,%E}F%I‘Eﬂ
H G (P <0.000 01,2 =98%) , K JHBEHLEUN AL
ZER R A TR B3I TX R [MD = - 0. 46,
95%CI( - 0.76, - 0.17),P=0.002] . TEULIK 8.
AN RN &R 8 THAJF 5 8:12-13.16-17.21.25 201 4y
W, & HFEE TR FTPE(P = 0. 60,2 = 0) , 5% [ & 508
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BEA ZE R WK PR R R AR A, 22 7 o4
P24 L [OR = 0.89,95%CI(0.56,1.42) ,P =0.63],
TELIE 9 AN R R g EL A R A 5 00 L3 2, LR 4
B T R B
2.4 EERRESH

2 N < B AR OR = HEDR 2R & FSH . LH . T /KF-
AT R B AR 047, UL 10045 T 21 R 2 52 R KRR 1) 4
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Experimental Control Mean Difference Mean Difference
Study or Su Mean SD Total Mean SD Total Weight IV, Random, 95% Cl V. Random, 95% ClI
FEE2020 529 058 52 535 063 52  62% -0.06[0.29,017] b
*&B2020 997 3.41 30 965 314 30 48% 0.32[-1.34,1.98] I
3k=2022 822 175 51 976 203 51 59% -1.54[-2.28,-0.80] -
FEIE2021 7.06 091 58 1119 1.62 58  61% -413[4.61,-3.65) -
FH=2019 7.38 214 42 987 274 42 56% -249[3.54,-1.44] -
82022 31 0.44 60 482 052 60 6.2% -1.72[-1.89,-1.59] =
1852452023 922 1.24 47 1004 115 47  61% -0.82[1.30,-0.34] -
#HEE12021 571 136 50 831 159 60 6.0% -2.60[-3.18,-2.02 -
FRER2020 8.38 1.64 39 985 234 39 58% -1.47[237,-057) I
FH{H2017 711 1.05 40 691 1.25 40 B1% 0.20[-0.31,0.71] T
SREP2022 1079 216 40 811 1.58 40  58% 2.68[1.85,3.51] -
EARAT2021 816 1.45 50 993 223 40 59% -1.77[257,-0.97] I
8732020 9.43 157 91 1434 206 91 BA% -4.91[544,-4.38] -
BREA2017 519 1.39 52 942 257 52 59% -423[5.02-3.44] -
PRARZE2017 10.03 3.04 45 986 3. 45  53% 017 [-1.12,1.46] -1
PR E2023 781 1.23 40 834 158 40 6.0%  -0.53[-1.15,0.09] ]
H2022 521 112 50 6.69 134 49 61% -1.48[-1.97,-0.99] -
Total (95% CI) 837 826 100.0% -1.47[-2.23,-0.70] <&
Heterogeneity: Tau® = 2.40; Chi*= 657.41, df = 16 (P < 0.00001); = 98% o + ; ! pr

Test for overall effect Z= 3.78 (F = 0.0002) Favours [experimental] Favours [control]

E7 W4 LHKFELLRER Meta 4>t 2Rk E
Fig.7 Meta — analysis forest plot of LH level between the two groups

Experimental Control Mean Difference Mean Difference
Study or Su Mean SD Total Mean SD Total Weight IV.Random, 95% CI IV. Random, 95% CI
AIFEE2020 205 062 52 213 058 52  75% -0.08[0.31,015] T
*&0A2020 2.09 152 30 215 163 30 50% -0.06[-0.86,0.74] T
FajE2021 3 025 58 427 038 58  7.7% -1.27[1.39,-1.15] -
FH=2019 243 032 42 276 042 42 76% -0.33[0.45,-017] -
482022 3.07 022 60 42 058 60 7.6% -1.13[1.29,-0.97] -
#2381 2021 174 017 50 204 019 50 7.8% -0.30[-0.37,-0.23] -
FFE2020 239 035 39 278 046 39 76% -0.39[-057,-0.21]
FR{E2017 214 156 40 208 148 40 56%  0.06[0.61,0.73] b
SRER2022 218 061 40 147 05 40 7.4% 0.71[0.47, 0.95] -
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Total (95% CI) 699 688 100.0% -0.46 [-0.76,-0.17] <
Heterogeneity: Tau®= 0.29; Chi*= 572.77, df= 13 (P < 0.00001); F= 98% 4 2 5 2 4

Testfor overall effect Z= 3.08 (P = 0.002) Favours [experimental] Favours [control]
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Fig.8 Meta — analysis forest plot of T level between the two groups

Experimental Control Odds Ratio Odds Ratio
Study or Su Events Total Events Total Weight M-H,Fixed, 95% Cl M-H, Fixed, 95% CI
LU2023 8 79 6 73 150%  1.26([0.41,3582 —
k2022 2 51 4 5 103%  0.48[0.08 2.74] —
FEE2021 5 58 9 58 221%  0.51[0.16,1.64] —
1542023 3 47 2 47 50%  153[0.24,953] —_—
48R 2021 1 50 6 &0 125%  2.07[0.70,6.12] -+
AARLAT2021 3 50 5 40 140%  0.45[0.10,2.00] —_—
BRghE 2023 3 40 4 40 99%  0.73[0.15, 3.49] —_—
#2022 3 59 4 49 111%  0.60[0.13,2.83] —_—
Total (95% CI) 434 408 100.0%  0.89 [0.56,1.42] <
Total events 38 40 ) ) ) )
Heterogeneity: Chi*= 5.50, df = 7 (P = 0.60); F= 0% b o m o0

Testfor overall effect: Z=0.49 (P = 0.63) Favours [experimental] Favours [control]
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Fig.5 Meta — analysis forest plot of the incidence of adverse reactions between the two groups
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Fig. 10 Inverted funnel chart
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