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Introduction

INTRODUCTION

Infertility is generally defined as the inability of a couple
to conceive within a certain period of time that is usually one
year, time is seen as the enemy and often the couple feels a
sense of personal loss and frustration. Polycystic ovarian
syndrome (PCOS) is the commonest cause of anovulatory
infertility (4dboulghar et al., 2003).

Polycystic ovarian syndrome (PCOS) is the most
common endocrinopathy in women of reproductive age, with a
prevalence of approximately 4-6%. Its cardinal features are
hyperandrogenism and polycystic ovaries (Laven et al., 2002).

The Rotterdam Conference of 2003, recommended that
at least  two of the following three features are for PCOS to
be diagnosed:

1. Oligo-ovulation or anovulation; manifested as
oligomenorrhea or amenorrhea.

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

3. Polycystic ovaries (as defined on ultrasonography as 12
or more follicles in at least 1 ovary measuring 2-9
mm in diameter or a total ovarian volume of >
10mm”* (Fauser et al., 2004).

The most common prescribed drug for ovulation
induction is clomiphene citrate. It is a triphenylethylene and is
a nonsteroidal estrogenic-like compound distantly related to
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Introduction

diethylstilbestrol. It acts to modify the hypothalamic activiy
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 is
activated resulting in rise in circulating levels of FSH and LH
(Gysler et al., 1982).

Clomiphene citrate is easy to use and leads to ovulation
in the vast majority of patients, but pregnancy rates are
disappointing (50 percent or less) Lower-than-expected
pregnancy rates with CC have been attributed to its long half-
life and peripheral anti-estrogenic effects, mainly on the
endometrium and cervical mucus. In such individuals, who are
often classified as "clomiphene resistant", the next step is
traditionally the administration of exogenous gonadotropin
preparations via injections (Hammeond et al., 1983).

Clomiphene citrate is the drug most commonly used for
ovulation induction starting with a daily dose of (50mg) for 5
days beginning on day 3-5 of the menstrual cycle if ovulation
achieved this is usually continued for 6 cycles or until
pregnancy occurs. However if the patient fails to ovulate on
this dose a further increase by (50mg) per day to a maximum of
(200-250mg) is used next cycle (Manal et al., 2007).

A disadvantage with the mentioned traditional protocol
that several months may pass to ultimately determine that
patient is non responsive to clomiphene.
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(Hurst et al., 2009) described a novel clomiphene stair-
step protocol that it is hoped to reduce time to ovulation in
women with polycystic ovary syndrome, this stair-step protocol
is performed as follows: (50mg) clomiphene for 5 days and
Ultrasound on days 11-14. When there is no response (no
follicle >10mm), (100mg) clomiphene is initiated immediately
for 5 days, and Ultrasound is repeated 1 week after the first
Ultrasound. If there is no response, (150mg) clomiphene is
initiated immediately for 5 days and Ultrasound is performed 1
week after the second Ultrasound (Hurst et al., 2009). Using
this approach, 52% ovulated in response to (50mg), and 22%
ovulated in response to (100mg), and 12% responded to
(150mg) (Hurst et al., 2009).






Aim of The Work

AIM OF THE WORK

To determine the efficacy of stair-step clomiphene
protocol in women with polycystic ovarian syndrome (PCOS)
compared to traditional protocol.



