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ABSTRACT

Clomiphene citrate is an orally active non-steroidal triphenylethylene derivative which is commonly used for
ovulation induction. It is considered a safe agent and is rarely associated with ovarian hyperstimulation syndrome.
This report describes a case of moderate ovarian hyperstimulation syndrome after ovulation induction with
clomiphene without associated pregnancy which was managed conservatively.
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INTRODUCTION

Ovarian hyperstimulation syndrome (OHHS) is the most
serious complication of ovulation induction. It is a
potentially life-threatening situationl. It is most
commonly associated with in vitro fertilization
techniques mainly with gonadotropins. It is also
associated with HCG used for luteal support. Clomiphene
though considered to be safe can very rarely be
associated with OHHS.

CASE REPORT

We present a case of a 22 year old female with primary
infertility who presented to the outpatient department
with abdominal pain, nausea and vomiting since 4 days.
She had history of ovulation induction with 100 mg of
clomiphene citrate from day 2 to day 7 of the present
cycle.

There was no shortness of breath or any bladder or bowel
disturbances.

No background of any major medical or surgical illness
was noted. On further enquiry, there was history of
irregular painless menses every 2-3 months.

On clinical examination, her vitals were stable. The
abdomen was tender without any guarding or rigidity.
There was suggestion of a cystic mass arising from the
left side of the pelvis. Abdominal girth was 73 cm &
weight was 75 kg.

On per vaginal examination, the uterus was normal & the
right ovary was palpable. There was suspicion of a left
ovarian cyst measuring around 10 cm with left forniceal
tenderness.

Patient was then further investigated which revealed:
Haemoglobin of 12.6 gm%, White cell count 8500 per cu
mm. Platelets were 240000. The haematocrit was also
within normal limits. The liver and renal function tests
were unremarkable

Ultrasonography showed mild ascites. The right ovary
was bulky with a volume of 20 cc.
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The left ovary was 10 ¢cm in largest dimension with a
volume of 190 cc. Multiple large follicles were seen —
some with hyperechoic contents (An ultrasonography
done 1 month back was normal). A diagnosis of ovarian
hyperstimulation syndrome was made

The patient was managed conservatively with bed rest,
pain killers, anti-emetics & antacids. There was regular
daily monitoring of weight, abdominal girth and for
worsening of clinical symptoms. Also blood tests like
haematocrit, serum electrolytes & blood urea nitrogen
were performed. The patient got her menses 2 weeks later
when there was spontaneous reduction of ovarian volume
and ascites. She was subsequently put on low dose oral
contraceptive pills.

DISCUSSION

Anovulation is a major cause of female reproductive
dysfunction and can be identified in approximately 18-
25% of couples presenting with infertility. Clomiphene is
non-steroidal triphenylethylene derivative which is
commonly used for ovulation induction. Common side
effects include abnormal vaginal bleeding, breast
discomfort, headache, nausea and vomiting. It considered
safe and is rarely associated with ovarian
hyperstimulation syndrome.*

Diagnosis of OHHS is usually straightforward with
history of ovarian stimulation either by gonadotropins or
anti-estrogens followed by typical symptoms of
abdominal distention, pain, nausea and vomiting.
Differentials that need to be kept in mind are
complication of an ovarian cyst (torsion, hemorrhage),
pelvic infection, intra-abdominal hemorrhage, ectopic
pregnancy and appendicitis.*

OHHS is classified as mild when there is abdominal
bloating with mild abdominal pain and ovaries measure
<8 cm. Moderate OHHS includes moderate pain ,nausea
vomiting ,ultrasound evidence of ascites and ovarian size
8 to 12 cm while the diagnosis of severe OHSS is made
when there is clinical evidence of ascites, oliguria,
hemoconcentration- hematocrit >45%, ovarian size >12
cm. Whereas critical OHHS is associated with tense
ascites, hematocrit >55%, oliguria/anuria,
thromboembolism and acute respiratory  distress
syndrome.>®

Several factors have been demonstrated to independently
increase the risk of developing OHSS such as age < 30
years, polycystic ovaries, high serum estradiol at HCG
trigger or rapidly rising serum estradiol, previous
episodes of OHSS, large number of small follicles (8 to
12 mm) seen on ultrasonography during ovarian
stimulation, use of HCG as opposed to progesterone, for
luteal phase support after IVF, large number of oocytes
retrieved (>20), and high anti-mullerian hormone (>3.36
ng/mL).>’
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Management is essentially supportive until the condition
resolves spontaneously. This often involves a
multidisciplinary approach and should follow agreed
local protocols. Mild and moderate OHHS can be
managed on an outpatient basis.° Analgesia using
paracetamol or codeine is appropriate. Non-steroidal anti-
inflammatory drugs should not be used. Strenuous
exercise and sexual intercourse should be avoided for fear
of torsion of hyperstimulated ovaries. Antiemetic drugs
should be those appropriate for possibility of early
pregnancy such prochlorperazine, metachlopromide and
cyclizine. Daily monitoring for worsening of symptoms,
abdominal girth, weight, fluid intake & output should be
done.®’

In case of severe OHHS, intensive care setting may be
required. Careful monitoring of fluid balance is needed.
Intravenous (1V) fluids should be used if hydration
cannot be maintained orally. A colloid such as albumin is
given if, despite intensive IV fluid input, a woman
remains fluid-depleted. Electrolytes require careful
monitoring as hyponatremia is common. Diuretics should
be avoided. Aspiration of ascites or pleural effusion can
relieve symptoms. Intense monitoring is needed so that
complications such as acute kidney injury,
thromboembolism, pericardial effusion and ARDS are
diagnosed early and managed appropriately.®®

In this case clomiphene was started without complete
evaluation of infertility, anovulation was not confirmed,
patient was not advised about follicular monitoring and
directly 100 mg instead of minimum 50 mg was started.
This shows potentially serious effect of clomiphene if
used inappropriately.

CONCLUSION

Thus to conclude though rare, the risk of ovarian
hyperstimulation syndrome should not be underestimated
with clomiphene .and proper evaluation of infertility
should be done to minimize unnecessary ovulation
induction and minimum dose of clomiphene should be
used if needed with proper follicular monitoring.
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