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ABSTRACT

Hydatidiform mole (H-mole) is a gestational trophoblastic disorder caused by abnormal fertilization, often presenting
with elevated B-HCG levels and abnormal uterine findings. A rare complication is spontancous Ovarian
Hyperstimulation Syndrome (OHSS), usually associated with fertility treatments but occasionally triggered by high
endogenous B-HCG levels. We report a case of a 17-year-old primi-gravida who developed OHSS following suction
and evacuation of a complete H-mole. Despite of initial management, she presented later with ovarian enlargement,
lung nodules, and rising B-HCG, indicating high-risk gestational trophoblastic neoplasia (GTN) for which imaging
played a key role in identifying complications. She responded well to EMA-CO chemotherapy with normalization of -
HCQG. This case emphasizes the importance of post-evacuation monitoring and the critical role of imaging in diagnosing
and managing rare but serious complications like spontaneous OHSS.

Keywords: Ovarian hyperstimulation syndrome, Hydatidiformmole, Gestational trophoblastic disease/neoplasia, [3-
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INTRODUCTION

Hydatidiform mole (H-mole) is a benign yet potentially
malignant gestational trophoblastic disorder caused by
abnormal fertilization. Diagnosis is based on ultrasound
and elevated B-HCG. Complete moles (46XX/XY) carry a
15-20% risk of persistence, while partial moles
(69XXX/XXY) have a 1-5% risk. Risk factors include
maternal age extremes, poor nutrition, and previous molar
pregnancy. Complete and partial moles are the most
common GTD types, characterized by abnormal
trophoblastic growth and embryonic development. Risk

increases significantly in women <21 or >40 years and
with prior molar history.> Common symptoms include
amenorrhea, vaginal bleeding, high B-HCG, and passage
of grape-like vesicles.! Hydatidiform moles, though rare,
have high metastatic potential. D and E or D and C is the
treatment of choice.’

Ovarian hyperstimulation syndrome (OHSS) is typically
iatrogenic, resulting from ovarian stimulation drugs.
OHSS is usually linked to fertility treatment, it has been
reported in natural pregnancies—especially those
involving HM.® Severe OHSS occurs in ~1% of
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gonadotropin cycles.? It ranges from mild (5-10%) to
severe (0.1-0.5%). It may occur spontaneously in the
presence of high B-HCG levels. Risk factors of OHSS
include young age, low BMI, PCOS, high estrogen, past
OHSS episodes and high level of TSH which stimulate
ovaries.>® The pathophysiology of OHSS is not fully
understood, literature describes that high levels of B-HCG
leads to the release of vasoactive substances by the ovaries,
such as interleukins and tumor. As a result vasodilatation
occurs promoting mesothelialhyperpermeability with fluid
leakage into the extravascular space. This process results
in  significant clinical consequences, including
hemoconcentration, hypovolumia, worsened renal
function, and hypercoagulability. Recent studies linked a
mutation in the FSH receptor gene, which increases its
basal activity and sensitivity to B-HCG, with the
development of OHSS.>* Spontaneous OHSS is a
recognized complication of H-Mole due to high B-HCG
levels. Risk may increase post D and E and clinicians must
watch for ovarian cysts and manage complications
promptly.'® We reported extremely rare cases of OHSS in
spontaneous pregnancies, especially with post S and E of
invasive moles.

CASE REPORT

A 17yearsyoung female patient, married for an year, primi-
gravida, was admitted to our hospital with complaints of
amenorrhea for 3 months, dull and non- radiating
abdominal pain for 1 month, PV bleeding with passage of
clots for 5-6 days for 1 month, nausea and vomiting for 1
day.

On examination her vitals were normal. Her chest, CVS
and abdominal examination were normal. On P/S
examination: cervix was healthy without active bleeding,
and on PV examination: uterus was 14—16-week size with
B/L fornix free.

Patient symptoms were aggravated for 1 month prior to
admission. There were no medical or surgical significant
past history. A pelvic USG scan performed which showed
bulky uterus with increased parenchymal echotexture,
endometrial cavity showed mixed echogenic lesion of size
measuring 83x65mm with multiple cystic focus and with
minimal flow on colour-doppler within endometrial
cavity, findings were consisted with H-mole. On day of
admission B-HCG was 273600 mIU/ml. On 2nd day of
admission suction and evaluation under USG guidance
was done, 500ml of POC was obtained and sent for HPE.
Patient was discharged on 3rd day of admission with
antibiotic coverage and with other supportive treatments.
She was advised to follow-up in 1 week with f-HCG and
HPE report. On follow-up, HPE report showed complete
hydatiform mole (Figure 1A, B) and B-HCG was 6, 68,339
ml U/ml.
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Figure 1: (A) Complete hydatidiform mole. (at low
power magnification, 10x) well- developed complete
mole shows large hydropic villi with cistern formation
and circumferential trophoblastic proliferation and
(B) complete hydatidiform mole (at low power
magnification, 4x). Diffuse enlargement of chorionic
villi with cistern formation and lined by attenuated
trophoblasts.

After 35 days of discharge, she was again admitted with
complaints of nausea and vomiting for 4 days, non-bilious
vomitus mixed with food particles without blood for 4-5
episodes per day and anorexia for 4 days. B- HCG was
273600 mIU/ml. On repeat USG on day of admission there
was bulky uterus with heterogeneous component within
endometrial cavity, endometrium was 11.0 mm thick. B/L
adnexa show enlarged multiseptated and multi loculated
ovaries, right measuring 102x54x91 mm and left
measuring 112x56x91 mm. Patient advised for CECT
abdomen and pelvis.
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Figure 2: (A) Multicystic-multisepated spoke wheel appearance of B/L enlarged ovary and (B) B/L enlarged
multicystic-multiseptated ovary with bulky uterus and hypodense endometrial component (Heterogeneously
enhancing tiny cystic areas & endometrial fluid).

On 4th day of 2nd admission, USG was followed by CECT
chest and abdomen on same day which showed few small
hyper-attenuating nodule in B/L lungs likely metastasis,
B/L minimal pleural effusion, Bulky uterus with ill-
defined heterogeneous area with multiple cystic spaces
and an enhancing component (53x59%36 mm), also
extending into the myometrium of anterior uterine wall
which signifies an invasive components and endometrial
collection, B/L enlarged multi-lobulated and multi-cystic
ovaries, Rt. 96cc and Lt. 90 cc lesion likely ovarian
hyperstimulation and mild hepato-splenomegaly (Figure:2
A,B). On the basis of all findings and clinical assessment
she was kept under high risk GTN and EMA- CO regimen
chemotherapy was started.

On 6th day of 2nd admission repeat USG showed bulky
uterus with RPOC measuring 27x26 mm within
endometrial cavity and B/L enlarged multi-septated
ovaries, right measuring 76x72x76 mm & left measures
69x71x72 mm.

On 24th day of 2" admission repeat USG showed bulky
uterus with RPOC measuring 20x18 mm within
endometrial cavity and B/L ovaries were unremarkable.

There were complete regression and normalization of j3-
HCG after completion of therapy.

DISCUSSION

This case underscores the rare but critical complication of
spontaneous ovarian hyperstimulation syndrome (OHSS)
following a complete hydatidiform mole (CHM).
Traditionally, OHSS is an iatrogenic condition associated
with ovulation induction in assisted reproductive
technologies. However, rare instances, such as in this case,
illustrate that it may develop spontaneously in the setting
of gestational trophoblastic disease due to excessive [-
HCG secretion.
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The patient presented with classic signs of molar
pregnancy, vaginal bleeding, an enlarged uterus, and
extremely elevated B-HCG levels. Initial imaging revealed
characteristic features consistent with an H-mole.
Management with suction and evacuation was performed,
which aligns with the standard approach for CHM.
Notably, a significant surge in B-HCG was observed post-
suction and evacuation, reaching 668,339 mIU/mL, which
is suggestive of persistent trophoblastic disease.

Subsequent clinical deterioration and imaging revealed
bilateral ovarian enlargement with multi-loculated, multi-
septated cysts, invasive uterine lesion and pulmonary
nodules, hall mark of both OHSS and high-risk gestational
trophoblastic neoplasia (GTN). The pivotal role of serial
imaging (USG and CECT) in tracking the disease
progression and identifying complications such as
metastasis and ovarian changes is well demonstrated in
this case.

Moreover, this case draws attention to the timing and
duration of risk for spontaneous OHSS after molar
evacuation. While most reported cases develop within the
first one to two weeks, our patient presented more than a
month later, suggesting that heightened vigilance must
extend beyond the early post-evacuation period. Such
delayed onset may reflect ongoing trophoblastic activity,
fluctuating hormone levels, or delayed ovarian
responsiveness to B-HCG, and highlights the importance
of regular B-HCG surveillance and imaging even when
initial follow-up results appear reassuring. Early
involvement of a multidisciplinary team including
gynecologic oncology, radiology, and critical care is
crucial to promptly recognize progression, tailor
chemotherapy regimens, and prevent life-threatening
sequelae such as thromboembolism or respiratory
compromise.
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Table 1: Summary of reported cases of OHSS accompanied by chorionic diseases.

HCG
Gravid before HCG at Maximum . Duration Duration of
. Outcome Occurrenc . . Main
Age Gestation  and treatment  occurren . size of Massive  Pleural of recovery to
References Pathology of e time after ) s treatment . . .
(years) (weeks) Para - for ce of enlarged ascites effusion hospitaliza normal-sized
pregnancy .. treatment for OHSS .
status chorionic = OHSS ovary tion ovary
disease
Paracentesis,
Mole Right:17.5 right
Hooper Spontaneo  Not Not cm Not salpingo- Not
+
et al® 28 7 Sl (type,' not us abortion  described ~ described Qs Left:12.5¢ described  oophorectom  described CRERRs
described)
m y, left wedge
resection
Right: Paracentesis,
Mole Legal About about 10 infusion,
le\ilgll;eta 25 16 G2P0 (type, not  induced 12892’3(})10 5000 8 days cm + + albumin, 1 month Not described
described)  abortion 1U/24h Left: about blood
10cm transfusion
Ludwi Mot Partial =~ Legal 7320 10{322;7“ Infusion
3 g describe 14 G3P1 hydatidifor induced 1350 IU/L 14 days & 4 . 6 days Not described
et al . IU/L Left:16x10 heparin
d m mole abortion
x14cm
. Right:11x1
Partial Legal .
Arora - . 400,000 65,554 1.2cm Paracentesis .
’ ’ + + ’
ot al® 23 12 G3P2 hydatidifor 1nduc.ed U/L UL 3 days Left:13.6 infusion 11 days Not described
m mole abortion
12.8cm
Right:12x8 Infusion
Complete  Legal .
Strafsford 19 12 G1P0 hydatidifor induced 811,5061U/ 23,6811V 6 days x7em 4 4 heparin, 20 days 3 months
et al . L /L Left:9x8x1 pleural
m mole abortion .
lem drainage
. Infusion,
Ovarian .
drilling albumin,
. Right:16¢ heparin,
Racl;ad 34 12 G4P3 Invasive followed 2,000,000  2,000,00 0 m + . chemotherapy 2 months 2 months
et al mole by U/L 0 IU/L
Left:12cm ,
chemothera ;
Paracentesis,
py hysterectomy
Complete  Legal Lo + Paracentesis, 3 months
th; 38 16 G5P4 hydatidifor induced AR ST 7 days Right:12.1 A thoracocentes 2 weeks
et al . /L cm . .
m mole abortion is, albumin
Continued.
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HCG
Gravid before HCG at Maximum . Duration Duration of
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Age Gestation  and treatment  occurren . size of Massive  Pleural of recovery to
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Continued.
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Gravid before HCG at Maximum . Duration Duration of
. Outcome Occurrenc . . Main
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Spontaneous form of OHSS generally develops between 8
and 14 weeks of amenorrhea, differing from iatrogenic
OHSS, which usually starts between 3 and 5 weeks of
amenorrhea. The recent identification of mutations in the
follicle stimulating hormone (FSH) receptor gene, which
display an increased sensitivity to B-HCG and are
responsible for the development of spontaneous OHSS. In
iatrogenic OHSS, the follicular recruitment and
enlargement occur during the administration of exogenous
FHS. In the spontaneous form however, the follicular
recruitment and growth occur later through the
promiscuous stimulation, by pregnancy-derived B-HCG,
of a mutated FSH receptor that is abnormally sensitive to
B-HCG or a wild type FHS receptor in the presence of
abnormally high level of B-HCG. Thus, the
symptomatology of spontaneous cases of OHSS usually
develops at 8 weeks’ amenorrhea and culminates at the end
of the first trimester of pregnancy.’ In hyperstimulated
ovaries, there is increased production of pro-inflammatory
mediators such as VEGF. Increased vascular permeability
leads to accumulation of fluid in the third space,
manifested by dehydration, hypovolaemia, oliguria,
haemoconcentration, reduced osmolality, electrolyte
imbalance (including hyponatremia and hyperkalaemia),
ascites, and pleural or pericardial effusion.>'® OHSS is
classified as mild, moderate, or severe depending on the
clinical symptoms and blood test findings. Treatments are
done on the basis of severity ranging from observation
(Mild) to symptomatic treatment (Moderate to Severe).®
We have summarized previously reported cases to best of
our knowledge (Table: 1) along with our case.

Importantly, this case reinforces the clinical lesson that
post-evacuation monitoring is essential, particularly in
patients with high B-HCG levels and H-moles, which are
known to have a higher risk of developing into OHSS. The
detection of lung metastases and invasive uterine changes
on imaging prompted timely initiation of EMA-CO
chemotherapy, which resulted in normalization of B-HCG
levels and clinical improvement, confirming its
effectiveness in high-risk GTN.

Contraception for at least 6—12 months after normalization
of B-HCG remains the standard recommendation to reduce
the risk of a new pregnancy. Psychological support is
equally important, as young patients may experience
anxiety and depression regarding malignancy and fertility

CONCLUSION

This case exemplifies the rare but clinically significant
association between hydatidiform mole and spontaneous
ovarian hyperstimulation syndrome. It emphasizes the
importance of medical imaging in considering OHSS in
the diagnosis when molar pregnancy is complicated by
ovarian enlargement, especially with persistently elevated
B-HCG levels post-evacuation. Prompt recognition,
aggressive monitoring, and timely initiation of
chemotherapy are critical for preventing serious
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complications such as metastatic spread leading to
morbidity and mortality.
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