A NOVEL METHOD OF LUTEAL
SUPPLEMENTATION WITH
RECOMBINANT LH,

WHEN A GNRH-AGONIST IS USED INSTEAD
OF HCG FOR OVULATION TRIGGERING.
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Episodic secretion of LH (top) and progesterone (bottom) during the luteal phase of a woman.
From Filicori M, Butler JP, Crowley WF Jr. Neuroendocrine regulation of the corpus luteum in the human. J
Clin Invest. 73:1638 1984
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From Carr BR, Wilson JD. Disorders of the ovary and female reproductive tract.
In: Braunwald E, Isselbacher KJ, Petersdorf RG, et al, eds.

Harrison's Principles of Internal Medicine. 11th ed. New York: McGraw-Hill, 1987: 1818-1837.



CHANGES IN GONADOTROPINS AND OVARIAN STERCIDS AT MIDCYCLE, JUSTPRIORTO
OVULATION. THE INITIATION OF LH SURGEIS AT TIME O
HOFF JD, QUIGLEY ME, YEN SCC. HORMONAL DYNAMICS AT MIDCYCLE: A RE-
EVALUATION. J CLIN ENDOCRINOL METAB. 57:792,1983
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STUDY DESIGN

Prospective RCT

August 2005 to December 2007

Age less than 36 years,

FSH <12 mlU/ml

Antagonist day-6 protocol

Starting gonadotrophin dose fixed for five days and ranged 187.5 |U
1stor 2" |VF cycles.

Exclusion criteria were: (a) known endocrine disorder, (b) endometriosis
stage Ill and IV, (c¢) PCO and (d) stimulation could not initiate if progesterone
was higher than 1.5 ng/mL and estradiol higher than 80 pg/ml.



STUDY DESIGN

Primary outcome was the clinical pregnancy/implantation rate
Secondary outcome was the incidence of OHSS
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39 patients recruited
For Antagonist/recFSH
protocol

4 patients quit
treatment

18 randomised Agonist
triggering
Normal luteal support
+rec-LH

17 randomised rec-
HCG triggering
Normal luteal support

15 underwent 16 underwent
embryotransfer embryotransfer
15 analysed 16 analysed




RESULTS

Standard proto_col Luteal r_ec-L!—I pro_tocol Statistics
rec-HCG triggering Agonist triggering
(n=17) (n=18)

Age (mean £SEM) 30.6 £0.7 30.1+0.7 0.12
Days of stimulation 9.6 +£0.9 9.6+1.0 0.9
Total FSH dose (IU) 1767.7 + 187 1808 + 209 0.5
COCs retrieved 13.8+0.4 11.7+0.5 0.3
2PN embryos 8.3+0.9 7.9 1.0 0.08
Blastocyst transferred 1 1
Embryos cryopreserved 1.2+0.6 1.4+£0.8 0.8
OHSS occurrence 0 0 0.8




Pregnancy rates per protocol analysis

Standard Rec-1H luteal
(n=15) (n=16)

Positive HCG test

rate

Clinical/Implantation

rate



TABLE 4. Summary of treatment regults

Treatment arm 50060 10 15,0060 100 A0,000 10 15,0800 + 10,000 IO P
Parametors examined rhL.H u-hCG rhLH u-hi0G rhL.H u-hCd thLH u-hii {linearity}
n = 848 in = 24) n = 38} n=41) (n =208 n =22 in =25 n=24)
Na. of follicles =10 mm 1402 +532 1644 =686 1517 £83 1546 = 8.75 1423 £ 561 14.00 = 490 a a 0.3007
No. of oocytes retrieved 1023 +470 1174 =627 1184 £ 753 1178 £ &.75 1262 +6.22 1082 570 . . 0.1702
Ooeytes in metaphage 11 &5.5% T1.8% 0.3 BE.E% 57.6% B4.5% : : 0.183
Mo, of oocytes inseminated 82+474 1126+£573 1163 £ 752 1157 £+ 857 1233 £6.25 1055 =574 . . 0.1687
Mo, of embryes 542 +333 1.00 £ 4.65 B.65 + 5.02 .36 £ 4.68 TET £4.34 633 £ 510 . . 0.0083
Mo, of embryes transferrad 239 = 0.60 248 £ 0.55 258 + 0.65 252 £ 0.62 278 £ 0.80 28T 2073 . . 0.4310
Implantation rate 6O+ 016% 150+031% 6.0 =010% 00+024% 110+026%  30=+000% 150+033% 170=033% 0.1373
Pregnancy (total) 1B4% in=6 2658 m=9 103 in=4 244% =10 2[1%m=6 126%m=3 320%n=28 3758%mn=9 02680
Clinieal pregnaney 103%n=41 2358% =8 77 n=3) 4a%in=61 154%m=4) 136%m=31 280%n=-T 2506 (n=-6) 01470
Live hirth El%in=2) 1Te8%Em=6) 7.7%n=3) 122%n=51 1654%mm=4) 45%n=1) 200%n=5 167%(n=41 0.0808
Cryoprezarved embryos 4.42 + 265 681 + 367 T3 +4.18 4050+ 3.24 627 + 2.06 480 =318 575 +240 080 +322 02645
Cryopreserved embryos 342+ 183 56T + 265 350+ 184 317+ 140 30 =141 217 +008  250+071 475243 08002
transferred
Pregnancy from ervopreserved 16.7% in = 27120 00% (n = 080 50.0% (0 = 57100 27.3% in = 311) 825% (n = &8 333% (n = 280 00% n = 0/2) 0.0% in = 0/8) b
ernbryos (total)
Clinieal pregnaney from B3%n =112 0.0%(n=0%8) 40.0% (0 = 4100 273% (n = 311 B0.0% in = 48 16.7% in = 16) 0.0% n =027 0.0% (n = W8) b
cryopreserved embiryos )
Live birth from S3% in=112) 00% (n =09 30.0%(n =300 182% (0 = 211 125% in = 18 0.0% in = 0% 0.0% (n=02) 0.0% (n = 08 ’

eryopreserved embryos




DOSE OF REC-LH TOBE DEFINED

Concentrations of LH (top) and FSH (bottom) versus time
during 24-hour baseline assessment (solid line) and after
single SC administration of 150 IU of LH or FSH, respectively,
gither alone {long dashed line) or in combination (short
dashed line); mean = 1 SD, 12 subjects (for purpose of
clarity, not all error bars are displayed).
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