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ABSTRACT: Ovarian hyperstimulation is a dreaded complication of ovarian stimulation protocols in
infertility and is known to complicate about 5-10% of ART cycles. Following gonadotropin therapy,
OHSS (Ovarian hyperstimulation) usually develops several days after assisted ovulation or oocyte
retrieval. But it is quite rare with clomiphene therapy which in general causes unifollicular
development. Here we are presenting an interesting case of ovarian hyperstimulation which
presented with rupture and massive hemoperitoneum resulting in hemodynamic instability. It is all
the more rare because the agent used for ovarian stimulation was clomiphene citrate at its minimum
dose.
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INTRODUCTION: Ovarian hyperstimulation syndrome (OHSS) is an iatrogenic systemic diseasel. The
pathophysiology of OHSS is characterised by increased capillary permeability, leading to leakage of
fluid from the vascular compartment to the extra vascular space with third space fluid accumulation
and intravascular volume depletion. This may cause hypoalbuminaemia, hemoconcentration,
electrolyte imbalance, decreased renal perfusion and oliguria, ascites, pleural/pericardial effusions,
which may precipitate significant morbidity and mortality from thrombosis, renal, liver and
respiratory failure (ARDS). Ovarian enlargement may also create risk of torsion and cyst rupture.
Ovarian torsion causes acute abdominal pain with an incidence of 1 in 5000 stimulation cycles.
Torsion has been reported frequently in association with OHSS or pregnancy.? Ovarian bleeding may
be caused by ovarian rupture which may have been precipitated by pressure or bimanual
examination. This manifests with signs of acute hemorrhage and hemodynamic instability
(hypotension, nausea, sudden drop in hematocrit).

The occurrence of OHSS is dependent on the administration of human chorionic gonadotropin
(hCG). The condition is self-limiting and usually resolves spontaneously within several days, but may
persist for longer duration, particularly in treatment cycles where conception occurs. It represents a
supraphysiological response to ovarian stimulation, and is usually associated with the administration
of exogenous gonadotropins, and very rarely with clomiphene citrate. Mild forms of the disease are
common, and affect up to 33% of IVF cycles, while moderate and severe forms complicate 3-8% of
cycless. Incidence with clomiphene citrate is yet to be evaluated.

CASE REPORT: A 22 year old nulliparous lady with primary subfertility, married since 3 years
presented with severe pain abdomen and multiple episodes of vomiting to the emergency
department. She gave history of being prescribed clomiphene citrate (50 mg once a day for 5 days-
D2 to D6) following her last menstrual cycle. She had history of diagnostic hysterolaproscopy with
left tubal canalization done. On admission patient appeared pale with abdominal distension and
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diffuse tenderness. Lab investigations, hemoglobin on admission was 8.3g%, which further dropped
to 6.7g% on the next day. Beta HCG was 376mlIU/ml. One unit packed cell was transfused. USG pelvis
done on admission had features of OHSS.A provisional diagnosis of ovarian hyperstimulation was
made and conservative management was planned. 24 hours after admission, patient appeared to be
worsening with further drop of hemoglobin to 6.2g%, and increasing Abdominal distension and
hence paracentesis was done. 20cc of frank blood was aspirated. In view of hemoperitoneum with
impending hypotension patient was taken up for emergency laparotomy.

Intraoperatively massive hemoperitoneum was noted. 800gm of clots and 1800ml of
hemoperitoneum was present. Both ovaries had multiple cysts with rupture and active bleeding on
the surface and torsion on their respective ovarian pedicles. Hemostasis was achieved on the right
ovary but left ovary could not be salvaged, hence left oophorectomy done. Patient was then followed
up with serial Beta HCG once in 48 hours, which was found to be doubling. Ultrasound done after 1
week showed intrauterine gestational sac with DCDA twins.

Patient was asked to come for follow up on regular basis for antenatal checkup. First twin
showed features of IUGR which finally resulted in intra uterine fetal demise at 30 weeks. In view of
fetal distress in twin 2, emergency LSCS was done.

Fetus A-IUD delivered by cephalic presentation, weight of the baby 560 grams, placenta
weight 450 grams.

Fetus B transverse lie, delivered by assisted breech delivery, baby Boy, 1.4kg, APGAR- 3/10,
8/10.

DISCUSSION: The clinical presentation in the case reported here constitutes a diagnostic dilemma as
a number of gynaecological conditions could present the same way, such as ruptured ectopic
pregnancy, rupture of hemorrhagic ovarian cyst. OHSS in pregnancy is a risk factor for developing
torsion, which should increase the index of suspicion, and thereby facilitate early diagnosis and
treatment?. Cases of adnexal torsion have been reported in association with OHSS, 47 but there is no
information on the clinical picture or the incidence of twisted adnexa in pregnant patients with OHSS.
The accuracy of a preoperative diagnosis of adnexal torsion during pregnancy is only 70%.5This
remains a diagnostic challenge for gynaecologist's It is therefore imperative to consider the
possibility of torsion in women with OHSS.

Clomiphene citrate is the most commonly prescribed drug for ovulation induction and
accounts for two thirds of all infertility drug uses. It has been reported that about 90% of infertile
women in our environment have used clomiphene, either self-administered or prescribed by medical
personnel, and more often without preliminary assessment of anovulation.Following the introduction
of clomiphene citrate, the reported incidence of mild and moderate OHSS was 13.5% and 8%,
respectively. Only rarely is clomiphene citrate treatment associated with the severe form of the
syndrome.Severity of OHSS has been reported to be further aggravated with pregnancy and
termination of pregnancy may be opted as a safety measure. Though most common gynaecological
conditions such as ectopic pregnancy and ovarian torsion tend to be impossible to eliminate
spontaneously and may require surgery immediately, management of OHSS is supportive while
awaiting spontaneous resolution. Ascites could be tapped through paracentesis, when symptoms of
respiratory distress are present. Surgical management aggravates electrolyte imbalance even more
and also increases morbidity. In fact, surgery is necessary only in extreme cases, such as in the case of
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ovarian torsion, a ruptured cyst, or an internal hemorrhage. Laparotomy is life saving and
recommended in case of torsion and also intraperitoneal hemorrhage. In our case acute intra-
abdominal bleeding and hemodynamic instability convinced us to proceed with emergency
laparotomy.

This case demonstrates the morbidity that can result from clomiphene administration, even
with appropriate indications. Preventing OHSS is still a challenge.8 Special attention must be given to
primary prevention by identifying the “at risk” patients.-11 Secondary risk factors such as elevated
serum estradiol (Ez) levels during ovarian stimulation and/or on the day of hCG administration
constitute important risk factors for developing OHSS. High E , levels are often associated with a large
cohort of recruited follicles that may be responsive to hCG administration.

Primary risk factorss Secondary risk factors®-1!

Young age High number of medium/large follicles

High basal AMH High or rapidly rising E2 levels and high number of follicles
Previous OHSS Number of oocytes retrieved

PCO like ovaries Pregnancy , HCG administration

CONCLUSION: Clomiphene citrate although rarely associated with OHSS. This morbid condition
should still be considered and problems secondary to it must be anticipated. Appropriate vigilance
can prove to be lifesaving as shown in this case.
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