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INTRODUCTION

Most couples desire pregnancy after marriage, but
only A® to 4+9% of them can achieve pregnancy within ¥
to YA months of regular unprotected intercourse.

(Kelestimur etal, Y+« +)

There are numerous causes of infertility,
approximately ¢+% of infertility is due to female factor,
and anovulation constitutes about ¢:% of female

infertility. (Sperofetal, Y444)

The WHO had classified anovulatory women into
three categories:
Group I (hypogonadotropic hypo gonadal anovulation):
Those for whom the ovaries fail to function properly
because of decreased signals from the brain
(Hypothalamic or Pituitary). Typically the pituitary
hormone FSH is low in these patients. This may be due
to excessive exercise, disorders of inadequate weight
such as Anorexia nervosa, tumors of the hypothalamus or

pituitary, or a rare disorder called Kallman's syndrome.



Group II  (Normogonadotropic  normoestrogenic
anovulation): Patients with Polycystic Ovary Syndrome
(PCOS).

Group III (Hypergonadotropic = hypoestrogenic
anovulation): Patients with intrinsic ovarian failure.
These patients will have an elevated FSH and may
include premature ovarian failure, prior surgery or

irradiation, or advancing age. (Stephen, Y+ +)

Polycystic ovary syndrome (PCOS) is the most
common endocrinopathy in women of reproductive age,
with a prevalence of approximately ¢-1%. Its cardinal
features are hyperandrogenism and polycystic ovaries.

(Lavenetal, Y+ +Y)

Clinically, PCOS 1is characterized by menstrual
irregularities, hyperandrogenism, hyperinsulinemia, and
long-term metabolic disturbances such as diabetes
mellitus, cardiovascular disease, and dyslipidemias.

(Dunaif, Y449)

During the Rotterdam Conference of Y+:¥, a

revision of the diagnostic criteria the US National



Institutes of Health conference initially proposed in Y39+
was made in order to include the findings of polycystic
ovaries and recommended that at least two of the
following three features are required for PCOS to be
diagnosed:

Y-Oligo-ovulation or anovulation manifested as
oligomenorrhea or amenorrhea.

Y-Hyperandrogenism (clinical evidence of androgen
excess) or hyperandrogenemia (biochemical evidence of
androgen excess).

Y-Polycystic ovaries (as defined on ultrasonography as )Y
or more follicles in at least ) ovary measuring Y- mm in
diameter or a total ovarian volume of >+ cmv). (Fauser

etal, Y++¢)

How polycystic ovary syndrome (PCOS) is
associated with anovulatory cycles has not been
completely elucidated. ©— Two associations with this
disease entity are theorized to be at least somewhat
responsible for its development. The first is the persistent
elevation of LH levels in these patients; the second is the

apparent arrest of antral follicle development at the ©- to



Y+-mm stage and consequent failure to enter the
preovulatory phase of the cycle. This evidence indicates
that the disturbance is mainly a central defect that
initiates the cascade of events leading to its onset.

(Franks et al, Y44A)

The most common prescribed drug for anovulation
is clomiphene citrate (CC). It is a triphenylethylene and
is a nonsteroidal estrogenic-like compound distantly
related to diethylstilbestrol. Paradoxically, these
compounds are both estrogen agonists and antagonists.
However, in almost all circumstances, clomiphene acts
purely as an antagonist or antiestrogen. The similarity to
estrogen, however, is sufficient to achieve uptake and
binding by estrogen receptors. Clomiphene acts to
modify the hypothalamic activity and ultimately reduce
the concentration of intracellular estrogen receptors by
inhibiting the process of receptor replenishment. When
exposed to clomiphene, the hypothalamic-pituitary axis
becomes blind to the endogenous estrogen levels in
circulation, negative feedback is diminished and the

neuroendocrine mechanism for GnRH secretion 1is



