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[Abstract] Objective To investigate the optimal ovulation induction with the combination of combining
letrozole(LLE) , clomiphene citrate (CC), and human menopausal gonadotropin (HMG) in polycystic ovary syndrome
(PCOS) patients resistant to CC or LE. Methods Two hundreds nine PCOS patients (209 cycles) resistant to CC
or LE were randomly divided into three groups: CC+ HMG group (59 cycles), LE+ HMG group (72 cycles) and
LE+CC group (78 cycles). The patients in LE+CC group unable to form the dominant follicle after 54 cycles were
enrolled into LE4+CC+ HMG group. Maximum follicle diameter (MFD), endometrial thickness, number of follicles
(diameter>1. 4 cm), the level of serum estradiol (E2) were measured on the day of HMG administration. Also
these results were observed and compared including the duration of treatment, dosage of HMG, number of ovulated
follicles, clinical pregnancy rate, biochemical pregnancy rate, early abortion rate, twinning rate, and ectopic
pregnancy rate. Results The ovulation rate was significantly lower in LE-+CC group (30. 77%) (P<C0.05), but
similar in the other three groups. The number of >>1. 4 cm follicles and ovulated follicles, ovulation duration and E2
concentration in LE+ CC group were also at a lower level (P<C0. 05). The patients in LE+ CC+ HMG group
showed higher E2 level and more HMG consumption (P<C0. 05). There was no statistical difference in endometrial
thickness, MFD, clinical pregnancy rate, biochemical pregnancy rate. early abortion rate and twinning rate among
these groups (P>>0. 05). No severe ovarian hyperstimulation syndrome (OHSS) or luteinized unruptured follicle
(LUF) occurred. Conclusion Combintion of LE with CC could achieve 1/3 ovulation induction in PCOS resistant to
CC or LE alone. When both combined with HMG, the induction of ovulation could be significantly higher than
LE+HMG and CC+ HMG, while the risk of multiple pregnancy and OHSS was reduced.
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Table 1 Characteristics of paticipants
Group Treatment cycle Age/yr. BMI/(kg/m?) Duration o:.infcrtility/ Primf;grlgn(fg/zt)ility/
CC+HMG 59 27.3841.50 21.2841.80 1.71£0.74 32(54.24)
LE+HMG 72 27.0343.32 21.9142.93 1.4541.05 45(62.50)
LE-+CC 24 26.3342.90 21.5342.00 1.3840. 65 16(66.67)
LE+CC+HMG 54 26.3842.37 21.5842.48 1.4240.77 34(62.96)

BMI. Body mass index
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Table 2 Clinical results of ovulation induction in four groups

CC+HMG group

Variable (cycle number=59)

LE-+ HMG group
(cycle number=72)

LE-+CC group
(cycle number=24)

LE+CC+ HMG group
(cycle number=>54)

Ovulatory rate/cycle (%) 48 (81.36) %
Endometrial thickness™ /cm 0.9440. 24
Duration of treatment/d 14.63+1. 914
MFDY /cm 1.9840. 16
Number of follicles™ * 1.85+1.03%
Number of ovulated follicles 1.794+1.01%

E2 concentration™ /(pg/mlL) 541.85+316. 284 =
Total amount of HMG/TU 343.75+115. 604 =
Total amount of PGV/mg 11.87+£7.967
Clinical pregnancy/cycle (%) 16 (33.33)
Biochemical pregnancy/cycle (%) 2 (4.17)
Twinning rate/cycle (%) 0 (0)

Early abortion rate/cycle (%) 6 (37.50)

Ectopic pregnancy rate/cycle (%) 3 (18.75)
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48+3.754: 7 11.4243. 22 16.25+1.94%
.0140.15 2.0040. 24 2.0040. 15
L7641.427 1.172£0. 38 2.2541.49%
.65+1.32% 1.17+0. 38 2.1341.38%
06+506. 304 7 320.16+£201. 32 777.874446.90%
94+290. 454 # 0 496.881+£303.82%
68+10.17% 17.58412. 29 11.63+7.00%
(35.48) 6 (25.00) 22 (45.83)
(3.23) 2 (8.33) 2 (4.17)

0) 0 (0) 2 (9.09)
(18.18) 2 (33.33) 2 (9.09)

O 0 (0)A 0 (0)A

[] At HCG injection day; * Diameter>>1.4 cm; PGV Progynova.

group; A P<C0.05, vs. CC+HMG group
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