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Synopsis

In this study, we tried to develop new methods for ovulation induction and examined their safety and
convenience. Pulsatile GnRH treatment is a physiological method in patients with hypothalamic amenor-
rhea. In order to minimize the days for GnRH injection, we used hCG (pulsatile GnRH-hCG therapy) for
trigger of ovulation and luteal support (protocol 1) or only for luteal support (protocol 2). Days for GnRH
injection and rates of ovulation were 9.6 £ 1.1 and 100%in protocol 1, 14.1 £ 1.1 and 89%in protocol 2, re-
spectively. Number of developing follicles was 1.38 = 0.13. Both protocols were safe and convenient, and
protocol 2 seemed suitable for patients who could not attend hospitals for follicle check frequently. Sub-
sequently, we developed FSH-pulsatile GnRH therapy (F-pG) to reduce further the days for GnRH injec-
tion, and to apply pulsatile GnRH to PCOS. In this method, FSH injection was followed by pulsatile GnRH
when follicle diameter reached 11mm. The days for GnRH injection were minimized to 4 or 5 days in F-
pG. F-pG was as effective as FSH therapy for both hypothalamic anovulation and PCOS, and showed
lower number of developing follicles and lower rates of multiple pregnancy than FSH therapy.

We compared low-dose FSH therapy (LD-FSH) with conventional FSH therapy (C-FSH) for 52 patients
with WHO group2 anovulation in RCT design. LD-FSH was as effective as C-FSH and showed lower
number of developing follicles, however, LD-FSH required longer days for FSH injection (13.7 = 7.4) than
C-FSH(82+26). Next, we compared LD-FSH with F-pG for patients with PCOS, prospectively, and re-
vealed that LD-FSH required longer days for follicular development and attendance to hospital. Then,
we studied safety of LD-FSH by FSH selfinjection in patients with WHO group 2 anovulation, prospec-
tively. Adverse event did not occur, and total ambulant days was shorter in self injection cycles (4.5
1.3) than in attendance injection cycles(16.2 +54). Selfinjection of FSH would help LD-FSH become wide
use.

We compared the efficacy of clomiphene-metformin (CM) therapy with clomiphene (C) therapy by pro-
spective randomized crossover design in clomiphene resistant patients with PCOS. Dose of clomiphene,
metformin were 100mg, 750 mg respectively. Rates of ovulation and pregnancy were 80%and 40%in CM
therapy, 25%and 0%in C therapy, respectively. All cycles of CM therapy showed mono-follicular devel-
opment. CM therapy might be a useful alternative for clomiphene resistant PCOS also in Japan.
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