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treatment’
clmmphcnc continues to increase with six consecutive
cveles of treatment and reaches a plateau by 12 eyveles.

The cumulative pregnancy rate with

Monitoring,

CC treatment should be monitored to contirm the
appropriate dose for ovulation and rule out excessive
multi tollicular developmentin order to avoid ovarian
At least the
tirstevele ot CC should be routinelv monitored by means

hypersimulation and multiple pregnancy.

of the tollosving,

I Measurement of serum proge: one levels in the

mid-luteal phase (dav 21

ro

Pefvic ultrasonography for follicular estimation
(number and size) and endometrial thickness.

Thereafter, it mav be sufficient to check dav 21
progesterone levels for evidence of ovulation in cach
cvele. The dose can be altered in consecutive cycles
dopcndmu on anovulalory response (increase dailyv dose
by 50 mg) or multi-follicular deve lopment (decrease to
25 my “dav) .

Sometimes in the persistent absence of an endogenous
LH surge, it mav be usetud if CC is combined with the
wphin (hCG)
administered

usce of human chorionic g
administration. If hC'Gis used,
when the leading tollicle measures 18-20 mm in
diameter and intercourse is advised that night and the
nest two nights .

CC in Unexplained infertility

Infertility is described as unexplained in 20-30% of all
couples where routine investigations including semen
analy s]s and tests for ovulation and tubal patency are
normal . The role of empirical CC in Lme\plamcd
infertility is debatable. he rationale behind ovulation
induction in this cohort of ovulating women is to induce
multiple follicle maturation and ovulation, thus
increasing the odds ot a fertilised embryo reaching the
uterine cavitv. There have been a number of small
randomised trials in the vuse of CC in unevplained
intertility. Hughes ot alb pertormed a meta-analysis of
Jix randomized controlled triats and concluded that CC
is superior to no treatment or placebo in uneaplained
infertility (OR 237957, ¢1T 1.22-4.62). In an alicrnative
review conducted by the Roval College of Obstetricians
and Gyneg 01001\[\, 1ndu\1mm of data from a trial
excluded by Hughes et Lal resulted in a lower combined
OR with confidence levels crossing unity, sugyesting
that the effectiveness of clomiphene in this setting is
uncertain. The small sample sizes in published trials
inevitably mean that the present conclusions are likely
to be affected by the outcome of future studies

it

Clomiphene is seen as an inexpensive and relatively
innocuous drug, and its empirical use is prefered by
many to the more invasive assisted reproduction
techniques. However, concerns regarding multiple
pregnancy and long term risks of ovarian cancer should
be discussed. The dose too needs to be minimal ("0my)
U'ntil further
evidence is avatlable, itis difficult to be cortain about

as these women are alveady ovulatory.

justitving its use swithout the context of a randomised
trial.

CCinIUI/IVF

Although CC is traditionallv used for ovulatory
dvstunction. It has been used along with intrauterine
insemination (IU1) for the treatment of unexplained
infertility. Use of CC has been shown to be an effective
alternative to gonadotrophins(Gn) forsupm‘m'ul.ltion
prior to JUIL".
stimulation prior to IUI or IVF have mduud CC
followed by Gn. However. Houmard et Ll have failed
to demonstrate any benefit of the combined regimen
over the use of CC alone when used with TUTL

Stimulation protocols for ovarian

Williams ot all“ compared CC with standard
gonadotrophin protocols for ovarian stimulationin IV
cveles and showed comparable pregnancy rates
Concurrent use of GnRIT antagonists heips to avoid
pumaturc LH surges H at can occur with other
protocols - Ingerslev et Al advocate use ot lomiphene
ovulation induction alone for [V

the use of CCin this setting come trom small

Foveles Data regarding
observational studies. NMost TVE Units continue to use
protocols involving gonadotrophins for controlled
ovarian stimulation in the context of IVE Turther
controlled data relating to the effectiveness of CCthis
contextare needeed in order to change current practice.

Diagnostic use of clomiphene

One of the most challenging aspects of IVE treatment s
predicting ovarian reserve and selecting an appropriate
dose of Gn for controlled ovarian stimulation. The CC
challenge testis a commonly used clinical test for ovarian
reserve inwonmen undergoing IVE treatment. [Econsists of
meastring FsH levels onday 3 and again on dav 10aft
administration of 100mg CC ondays 5-9 ot the menstr lldl
cveles Anabnormal test(CC provoked serum FSEHE - 101U
) indicates poor ovarian reserve and may bepredictive ol

alow chance of umwph(m

Clomiphene resistance

A woman is ‘clomiphene resistant” when she has failed
to ovulate on higher doses of CC {up o 150 mg "davy,
Weight lossis str onglv recommended in these women.
Management options for these women include



prolonging the duration of CC up to 10

davs, steroids,
metformin and bparoscopic ovarian drilling .

Adverse effects

Side effects of CC include
abdominal distention, bloating, pain, breast

vasomotor symptoms (hot
flushes),
discomtort, nausea and vomitling, hmdachcx‘ and
reversible Toss drvness of hair. Distarbances in the
contral nervous system are dizziness fatigue, vertico,
insomnia, neryous tension, depression and pavehosis,
I presence of visual disturbances thlurred vision, visual
haloes and streaks around light and scotomas), it is
recommended that treatment should be stopped
immediatelv, The effects Jast fronra fow davs toawveck
or o and mav not necessarily be dose related’,

Nild ovarian hyperstimulation can occur in 3% of
women on CCoSvmptoms include bloatedness, nauscea,
vomiting, diarrhoca, Tethargy and loss of appetite.
Presence of ascites, shortness of breath and s or reduced
urine oulput indicate greater severity and risk of
thomboembolic sequelac and accumulation of fluid in
third space cavities (ascites, pericardial and pleural
[ these

cliusion. cases hospitatisation and close

MONTTOTING IS Neces=arn

Fhe mcidence of multiple pregnancy omainly twinsg

associated with co s 7107 However, triplet

pregnancies are more likelv o occur with ovulation
mduction 158" as compared to those with IVE (427

Ovartan scans can identify excessive follicke
development and at risk couples should be advised to
avoid intercourse inorder to prevent the possibadity of

multiple pregnancy .

Currentevidence sugeests that the miscarriage rates are
not significanthy increased inanovulatory women
treated with O (13-2570) 0 There is no evidence to
stuggest that CC s leratogenic in humans although it

should beavorded it there is a possibility of pregnancy

Clomiphene and cancer

Rossing etal studied a cohort ot infertile women and
found that profonyed use of CCH
the risk of borderline or invasive ovarian tumours as

Shvearymavinerease

compared withy age standardised general confrols. On
the other hand, Potashnik ot al - and Ashraft ot al

studicd cohorts orintertile women and did not find any
relation between ovulation inducing agents and
gvnecological and breast cancer. Inview of the putative
risk ol ovarian cancer associated with CCL the Roval
College of Obste

not recommend its use bevond 12 eveles

tricians and Gynecologists (UK) does

Clonp o b

CCinmale infertility

Although used in the past, available evidence suggest
that thcw is little clinical benefit associated with the us
of CC for the treatment of idiopathic male infertility

Conclusion

Clomiphene is an effective, non-invasive, cheap an
moderatelyv sate treatment for anovulatory wonien
Further rescarch is required to evaluale its efticacy i
unexplained infertility, and its Tong termy etfects
Available guidelines suggest that its use shoukd b
preceded by adequate counselling, accompanicd by
carceful monitoring and restricted to no more than

avcles.
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