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detection. This study showed that questioning patients about their drinking
habits was not perceived by doctors as a priority. Many patients who drink to
excess therefore remain unidentified and a major reducible cause of disease
and death is ignored.
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Successful treatment of infertility due
to polycystic ovary disease using a
combination of luteinising hormone
releasing hormone agonist and low
dosage menotrophin

Infertility and early loss of pregnancy in women with polycystic ovary
disease may be caused by excessively high concentrations of luteinising
hormone during follicular development.' Different regimens have been
suggested to improve the poor outlook for these patients,’ including the use
of “pure” follicle stimulating hormone (Metrodin)* and suppression of
endogenous luteinising hormone production by treatment with a luteinising
hormone releasing hormone agonist before stimulation of the ovaries.*
Luteinising hormone releasing hormone agonists, given continuously rather
than cyclically, reduce gonadotrophin concentrations to prepubertal values.
We describe the successful treatment of a patient with polycystic ovary
disease and primary infertility of five years duration using a “block and
replace” approach.

Case report

A woman started taking the contraceptive pill at the age of 18 because of
irregular menstrual cycles and menorrhagia and stopped taking it at the age of 23
because she wished to become pregnant. Her cycles were irregular for 18 months,
and a gynaecological opinion was sought. Examination showed that she was slim
and non-hirsute. Investigations showed a testosterone concentration of 6:0 nmol/l
(normal range in women <2'S nmol/l), and luteinising hormone was raised
throughout the menstrual cycle (37, 45, >50, 24, >50 IU/1); Prolactin concentra-
tion was normal, but serial mid-luteal progesterone was <3 nmol/l, confirming
non-ovulatory cycles. Clomiphene citrate 50 mg taken on days 2-6 induced
regular cycles, but persistently low progesterone values showed that they were
non-ovulatory. ’

Ultrasound examination showed the classic appearance of polycystic ovaries,
which were confirmed histologically. Laparoscopy and injection of dye showed
that the uterus and fallopian tubes were normal. Clomiphene citrate 100 mg taken
on days 2-6 induced an increase in oestradiol concentration to 830 pmol/l with a
dominant follicle 17 mm in diameter; however, mid-luteal progesterone con-
centration remained poor at 15 nmol/l, despite intramuscular injection of human
chorionic gonadotrophin 10000 IU. Treatment with menotrophin (Pergonal), as
directed by the manufacturers, was started, but after three ampoules (225 IU
follicle stimulating hormone and 225 IU luteinising hormone) on days 3, 5, and 7
oestradiol concentration rose to 2760 nmol/l. Ultrasound examination confirmed
moderate hyperstimulation with three to four follicles in each ovary.
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After the follicles had regressed a low dosage regimen of menotrophin was
introduced using one ampoule (75 IU follicle stimulating hormone and 75 IU
luteinising hormone) daily and increasing by half an ampoule each week until a
dominant follicle developed. On day 14 there was a single follicle 22 mm in
diameter, and oestradiol concentration was 2340 pmol/l. Human chorionic
gonadotrophin 5000 IU was given intramuscularly to provide a surge in
luteinising hormone, and seven days later the progesterone concentration was
68 nmol/l, suggesting ovulation. Ultrasound examination, however, showed
hyperstimulation, with eight cysts 20-30 mm in diameter on the right ovary and
four cysts on the left ovary. A similar regimen in the next cycle resulted in a single
follicle 18 mm in diameter on day 14; this time no human chorionic gonadotrophin
was given. Mid-luteal progesterone concentration was 11 nmol/l, and the follicle
regressed. Thus low dose menotrophin treatment induced normal follicular
development but no spontaneous ovulation, and human chorionic gonadotrophin
induced hyperstimulation.

Suppression of the persistently high luteinising hormone concentrations with a
luteinising hormone releasing hormone agonist was attempted. Buserelin was
given intranasally four times daily (total daily dose 1200 pg), and luteinising
hormone, follicle stimulating hormone, and oestradiol concentrations were
monitored. The table shows the rise in oestradiol concentration with initial
stimulation and subsequent suppression of gonadotrophins and oestradiol. After
one ampoule of menotrophin given intramuscularly each day for 10 days
oestradiol concentration was 1840 pmol/l and two follicles, 17 and 20 mm in
diameter, were seen on ultrasound examination. Human chorionic gonadotrophin
5000 IU was given intramuscularly, but ultrasound examination confirmed
failure of ovulation, with cyst formation (42 and 50 mm in diameter) and a
progesterone concentration of 24 nmol/l associated with theca cell luteinisation.
This regimen was repeated. On day 11 the oestradiol concentration was 1800
pmol/l, and ultrasound examination showed one follicle 18 mm in diameter and
three follicles 10-12 mm in diameter. Human chorionic gonadotrophin 7500 IU
was given intramuscularly, and seven days later the progesterone concentration
was very high (>100 nmol/l), suggesting conception. Buserelin was withdrawn
and a singleton pregnancy was confirmed on ultrasound examination. At the time
of writing the pregnancy had reached 30 weeks gestation and was progressing
normally.

Concentrations of oestradiol, follicle stimulating hormone, and luteinising hormone
before and after treatment with buserelin

Follicle stimulating Luteinising
Oestradiol hormone hormone
(pmol/l) uny (Iuy

Before treatment with buserelin .~ 170 5-3 37
After treatment with buserelin:

1 week 450 29 26

2 weeks 880 07 71

3 weeks 70 08 32

6 weeks 80 32 2:0
Comment

Our patient’s treatment was hampered by her tendency to hyperstimulate
with pronounced cyst formation, probably related to her persistently raised
luteinising hormone concentration. The combination of suppression of
endogenous luteinising hormone production and low dose menotrophin
treatment resulted in conception in the second cycle of treatment. This
regimen, or one using a long acting luteinising hormone releasing hormone
analogue,’ may be helpful in other patients with polycystic ovary disease.
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