b

395 3 FR 2R AR (BE2EAR) Vol.39 No.3
20184F 5 H JOURNAL OF SUN YAT-SEN UNIVERSITY (MEDICAL SCIENCES) May 2018

IR DRI R A AP DR 5 R A R A 52

WEE, WM, Migde, AR, T
(el 2 A Al 4 A R e 7 B B oLy, 2R T 510120)

WO AR EA E R AR B S0 7] (GnRH-o ) %) B 545 45 1 B 1E 3 109 A8 22 4 P T A g o P2
FARSNZ K 5 NGRS Al (IVF-ET) {E IR ZS R 52 il o [ 7775 ] 63 24 4F 1% <35 2/ B 5Lt 45 T RE 1E 5 04T GnRH-o
TR BN WA B 4 103 B MG 70 e B AL 2R = LR R, 0.05 me/d, 0.1 mg/d FT 1.25 mg BALYK , 3 B B I8 A
Y S5 H BT 1 20 B 1 PR AR M R B 3K (HMG-HP) 2 HEBR , b 55 45 4 R 185 72 B8 2 IVF 4 Jmy o [ 45 2R ] = 7 1 5
GnRH-ouJ 3735 S J 18 1 b, 35 2 B3 1 40 1) 7 38 R 8k, 608 19 )5 i3 2l F A9 LH L E2 7K, 52 99 S50 <4 mm J¢
8 ~ 9 mm I ZE R IEG T FE Lo a3l H 2K, =4la]if FSH /K F- 22 573 HA B G4 X[ (3.92£1.12) U
vs. (3.0321.14) U vs. (2.05+1.12) U, P<0.001]. %E%%0.05 mg ZH7E GnRH-o T 51 4 h & , 1L 7 FSH . LH /K F# 7 F
J400.1 mg 2. KBIREBRUESS , =41 Gn Ja sh70) it A8 R e E) B (LB AR U RS 0 hCG H H AR 14 ~ 18 mm
BRI AL [ (3.91+2.12) 4> vs. (5.81+3.55) 4" vs. (6.43+3.39) 4>, P<0.001 | ,=18 mm/=10 mm 5P ¥3 5 Lt il [ (33.1%+
13.2%) vs. (24.0%£12.4%) vs. (30.1%£12.2%) , P<0.05], 5 HAGIT2%E L. 0.05 mg41hCG H LH /K F-HH i /&
F0.1 mg4151.25 mg 4 [ (2.47£1.33) U vs. (1.80+0.69) U vs. (1.43£0.53) U, P<0.05 ], {H =2 3 Hi B & LH I
FEERTHEDD . R4 = RO 22 AP TG S, 0o [ (10.14+4.80) 1 ws. (11.5122.42) 4 vs. (12.79+2.73)4,
P<0.05], 8 =2H 2 [a] MIT 51 T-$0AHL, H.0.05 mg 2H 1Y E2 7K F-/4R SR EK - B s T At P 4 [ (282.33+42.13)U
vs. (221.62+32.02)U vs. (200.03+37.89)U, P<0.001 |, = &35 & I35 7= 343 31 M 61.9% . 55.0%F11 50.0% , 45 HL 5
JEHA BRI 77 30 50K 85.7% . 76.2%F175.0% ,0.05 mg 2H ¥ I R AT IR 16 772 3 BRI PR AT IR 38 J 2K 77 R
0.1 mg4 . 1.25 mg 1A Fhm o [ 2518 ] X F 00 544 5 DI BE IE 3 MR R 2201, GnRH-o I8 /D , 35 31 [
PG BRI R LU, hCG H LH/K V- TH i , BUARAR OB /D A Ky 7K /3R B AR 0 38 T w8, 4 e A ] 03 7™
R T S ) SRR ;R A T R

G AR MK R B E ) (GnRH-«) ; IR IMNBENG 5 IR I R A 5 T AR

FE 45 ES:RT11.6 X ERFR RS : A X EHS:1672-3554(2018)03-0405-08

Three GnRH Agonist Prototols of Down Regulation on Pituitary Suppression and Pregnancy
Outcome of In Vitro Fertilization in Women with Normal Ovarian Reserve: A Randomized-
Control Clinical Trial
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Abstract : [ Objective ] To investigate the effects of different doses of gonadotropin releasing hormone agonist (GnRH-a)
on the down—regulation of normal ovarian reserve , and compared the down—regulation level as well as the clinical outcome
of in vitro fertilization and embryo transfer (IVF-ET) cycles. [ Methods ] This RCT study included 63 infertility couples of
age<35 yrs. women with normal ovarian reserve function who were intended to received GnRH- o long protocol treatment.

Of the 63 women were randomly divided into three groups according to the dose of triptorelin, 21 received daily 0.05 mg
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short—acting GnRH-a, 21 received daily 0.1 mg short—acting GnRH-a, while 21 received reduced —dose depot of 1.25
mg GnRH-a. [Results] In the three groups, the average duration of down-regulation reached after injection of GnRH-
o, the level of LH and E., the total number of antral follicles, the number of antral follicles of <4 mm and 8~9 mm were
similar. The serum follicle—stimulating hormone level on the day of gonadotropin initiation were significantly higher in the
two short—acting groups compared with the long—acting group [ (3.92+1.12) U vs. (3.03+1.14) U vs. (2.05+1.12)U, P<
0.001 J. Four hours after the GnRHa injection, the serum FSH, LH levels were higher in short-acting 0.05 mg group than
the short—acting short—acting 0.1 mg group. Both number of days of gonadotropin stimulation and gonadotropin doses were
similar in three groups. On the day of hCG administration, the numbers of 14—18mm diameter follicles [ (3.91+2.12) vs.
(5.81+3.55) vs. (6.43+£3.39), P<0.001 ] as well as the proportion of follicles with diameter =18 mm/=10 mm [(33.1%=
132%) vs. (24.0%+12.4% ) vs. (30.1%+12.2%) , P<0.05], were hoth statistically significant different in three groups.
Although serum LH level on hCG day was significantly increased in 0.05 mg group [ (2.47+1.33) U vs. (1.80+0.69) U wvs.
(1.43+0.53) U, P<0.05]. No premature LH surge and premature ovulation was observed. The number of retrieved oocytes
was significant different [(10.14+4.80) vs. (11.51£2.42) vs. (12.79+2.73), P<0.05 |. However, no significant differences
was found regard to the number of MII oocytes, and the serum estrogen level per egg was significant higher in 0.05 mg
group [ (282.33+42.13) U vs. (221.62+32.02) U vs. (200.03+37.89) U, P<0.001 |. The live birth rate (LBR) of these
three groups in fresh cycles were 61.9% , 55.0% , and 50.0% , respectively. The cumulative LBR were 85.7% , 76.2% ,
and 75.0% , respectively.A increased trend was observed in the clinical pregnancy rate, cumulative clinical pregnancy
rate and cumulative LBR in 0.05 mg group than the other two groups. [ Conclusion] For women with normal ovarian
reserve, as the GnRH-a dosage decreased, the down—regulation of pituitary reduced, while serum LH levels on the day
of hCG trigger increased. The number of oocytes retrieved was decreased, the proportion of cycles which retrieved > 15
oocytes was also lower. However, the average estrogen level per egg was significant increased, and a better clinical out-
come of [IVF=ET was received.
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Table 1 Three groups of patients in general (n=21)
Group
1(0.05 mg) 2(0.1 mg) 3(1.25 mg) F P
Agelyears 29.81+2.22 28.71+2.45 30.28+2.02 2.711 0.075
BMI/(kg/m*) 21.41£2.81 20.41+2.07 20.70+2.29 0.952 0.392
Infertility period/years 4.08+2.03 4.14£2.74 3.80+1.80 0.134 0.875
Primary infertility 54.6% 52.4% 61.9% 0.514 0.773
Infertility causes Male factor 7 6 8 0.807
Pelvic factors 8 9 5 0.403
Unknown reasons 1 0 1 0.597
Dual factors 5 6 7 0.792
Basic FSH/(U/L) 8.22+1.52 7.41+£1.50 8.19+1.49 2.021 0.141
AFC 17.52+6.60 16.73+5.61 14.85+4.06 1.292 0.282
AMH/(ng/mL) 3.44£1.75 3.70+2.33 3.95+3.18 0.213 0.808

BMI: body mass index; FSH: follicle—stimulating hormone ; AMH : anti mullerian hormone
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Table 2 Evaluation of serum sex hormone, antral follicles and pituitary down-regulation excited state in

the three groups(n=21)

Group
1(0.05 mg) 2 (0.1 mg) 3(1.25 mg) r r
Days of down-regulation 15.02+1.81 14.69+1.32 15.10£1.73 0.404 0.669
FSH(U/L) on initiation day 3.92+1.12 3.03+1.14" 2.05£1.12" 16.814 0.000
LH(U/L) on initiation day 1.79+0.61 1.70+0.63 2.02+0.64 1.163 0.319
E.(pg/L) on initiation day 15.74+8.69 15.82+10.54 15.8+11.8 0.001 0.999
AFC on the day of Gninitiation 18.31+6.74 17.53+7.49 14.42+5.00 2.109 0.130
Diameter <4 mm 4.53+3.72 6.14+4.93 5.53+4.42 0.744 0.480
Diameter 4~7 mm 13.49+7.52 11.22+6.51 8.81+6.22" 2.562 0.086
Diameter 8~9 mm 0.30+0.81 0.11+0.49 0.00+0.21 1.466 0.239
GnRHa 4 h FSH/(U/L) 7.42+3.43 421+1.41" / 3.966 0.000
GnRHa 4 h LH/(U/L) 5.21+2.03 3.22+2.62" / 2.764 0.009
GnRHa 4 h E»/(pg/L) 23.32+10.43 18.88+11.74 / 1.333 0.190

1 )significant difference compared to group 1.
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Table 3 Data of Gn dose, serum hormones and follicular diameter distribution on the hCG trigger day, oocyte retrieval

and evaluation of embryo conditions

Group
1(0.05 mg) 2(0.1 mg) 3(1.25 mg) r P
Cancellation cycle of POR 0 0 1
Oocyte retrieval cycles 21 21 20 / /
Gn started dose/U 162.50+44.89 153.57+35.38 162.50+32.11 0.389 0.679
Duration of stimulation/d , 12.00+2.30 11.57+2.44 12.76+2.65 1.083 0.345
Total Gn dose/U 2 060.69+590.53 1 853.52+468.36 2 239.28+947.87 1.691 0.210
hCG trigger Day
Number of Follicles =18 mm 4.33+£2.21 3.42+1.74 4.41+2.32 1.406 0.253
Number of Follicles 14~18 mm 3.91+2.12 5.81£3.55 6.43+3.39" 3.681 0.031
Number of Follicles 10~14 mm 4.63+2.41 6.72+4.15 4.73+2.91 2.732 0.073
=18mm/=10mm rate 33.1%+13.2% 24.0%+12.4%" 30.1%+12.2% 3.199 0.048
LH(U/L) on the day of hCG 2.47+1.33 1.80+0.69" 1.43+0.53"% 6.667 0.002
E:(pg/L.) on the day of hCG 3277.12+1 506.32 3632.31+1 170.82 3 576.76+1 287.73 0.354 0.703
P(ng/mL) on the day of hCG 0.81+0.49 0.88+0.39 0.72+0.37 0.719 0.492
Endometrial thickness/mm 12.17+2.51 11.26+1.97 12.41+2.88 1.242 0.296
Number of oocyte retrieved 10.14+4.80 11.51£2.42 12.79+2.73" 3.215 0.047
Number of mature oocytes 11.61+12.10 10.12+5.89 11.02+6.33 0.157 0.855
Oocytes =15 ratio 23.8%(5/21) 52.4%(11/21) 45.0%(9/20) 0.147
E/oocyte ratio/ (pg/L.) 282.33+42.13 221.62+32.02 200.03+37.89" 30.707 0.000
ICSI rates 19.0%(4/21) 23.8%(5/21) 30.0%(6/20) 0.714
Normal fertilization rate 81.6%+20.9% 86.8%=13.8% 85.4%=+18.0% 0.460 0.634
Number of embryos available 4.91£3.32 6.61+3.22 6.94+5.03 1.624 0.206
Available embryo rate 85.7%+27.1% 77.7%+26.0% 78.4%+21.4% 0.644 0.529
Top—quality embryos rate 49.0%=+33.0% 44.7%+35.3% 46.4%+29.7% 0.094 0.911
OHSS rate 1/21 1/21 3/20 0.384

POR : poor ovarian response; 1) significant difference compared to group 1; 2) significant difference compared to group 2 ;

3 ) significant difference compared to group 3.
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Table 4 Comparison of pregnancy rates and delivery outcomes in three groups

Group

1(0.05 mg) 2(0.1 mg) 3(1.25 mg) F P
Cancel ET cycles 0 1 4 / /
Number of fresh ET cycles 21 20 16
Number of transferred embryos 2.10+0.49 2.09+0.32 2.00+0.10 0.717 0.493
Clinical pregnancy rate (/fresh ET) 61.9%(13/21) 55.0%(11/20) 50.0%(8/16) 0.764
Implantation rate (/fresh ET) 76.2%(16/21) 90.0%( 18/20) 68.8%(11/16) 0.277
Live birth rate (/fresh ET) 61.9%(13/21) 55.0%(11/20) 50.0%(8/16) 0.764
Cumulative clinical pregnancy rat3(/OPU ) 85.7%(18/21) 81.0%(17/21) 75.0%(15/20) 0.685
Cumulative live birth rate (/OPU) 85.7%(18/21) 76.2%(16/21) 75.0%(15/20) 0.649

The count data was expressed as a rate (%), and the analysis used ANOVA test.
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