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Introduction:-

Heterotopic pregnancy is a multifaceted reproductive condition defined by the coexistence of both intrauterine and
extrauterine pregnancies'. While rare, its incidence has been increasing due to the rising popularity and
advancements in assisted reproductive technologies (ART)®. Heterotopic pregnancies pose a diagnostic and
therapeutic challenge, as their initial presentation can mimic common gynecological pathologies, leading to potential
delays in accurate diagnosis and appropriate management”.

Letrozole and Clomiphene citrate are both medications commonly used for the treatment of infertility. Clomiphene
citrate (CC) is a selective estrogen receptor modulator (SERM), widely used in the field of reproductive medicine.
Letrozole, an aromatase inhibitor primarily used in ovulation induction, has gained significant traction in recent
years as a fertility treatment option. By suppressing estrogen production, letrozole promotes follicular growth and
subsequent ovulation®.

Several studies have compared the effectiveness of Letrozole and Clomiphene citrate in treating infertility™®. Some
research suggests that Letrozole may be more effective than Clomiphene citrate in achieving ovulation and
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pregnancy rates, especially in women with PCOS. Additionally, Letrozole may have a lower risk of side effects such
as thinning of the uterine lining™®.

Understanding the complexities of heterotopic pregnancy and its association with letrozole-assisted ovulation
induction is of utmost importance in the field of reproductive medicine. Such knowledge can aid healthcare
professionals in timely diagnosis and appropriate management, ultimately improving patient outcomes and
minimizing potential risks associated with this condition. Moreover, a comprehensive understanding of this rare
occurrence will contribute to the development of evidence-based guidelines and counseling strategies for patients
undergoing letrozole-based fertility treatments.

In conclusion, this case study highlights the significance of heterotopic pregnancy in the context of ovulation
induction. By shedding light on the unique clinical aspects and challenges encountered in this particular case, we
aim to provide valuable insights into the management of this condition and encourage further research in the field of
reproductive medicine.

This study describes the ruptured tubal HTP in a patient who conceived with the aid of Letrozole, who presented at
twelve weeks of gestation and was treated with an emergency laparotomy. The remaining course of the pregnancy
was uneventful, with a normal full term normal vaginal delivery of a healthy infant at 38 weeks of gestation.

Case Report:

A 30-year-old second gravida at 11 weeks and 2 days of gestation, known case of PCOS (Polycystic ovary
syndrome) presented to the Gynecology casualty of CSI Mission hospital, Kazhakootom with complaints of sudden
onset of generalized weakness for half an hour. She was conceived after 2 cycles of Ovulation induction with
Letrozole (2.5 mg once daily starting on day the second day of periods). She had a history of missed abortion at 3
months for which dilation and evacuation has done 2 years back.

On examination, patient was conscious, responding to verbal commands, pallor ++, hypotension (BP-70/50 mmHg)
and Heart rate -107bpm, feeble and low volume pulse. Abdominal examination showed distended abdomen,
tenderness over both right and left iliac fossa and supra pubic region. Local examination revealed no bleeding per
vagina. Initially, foot end elevation given and one pint Normal saline was rushed intravenously after which her vitals
was HR-100 bpm, SPO2- 98% at room air, BP -90/60 mmHg. Her hemoglobin - 7 g/dL, hematocrit - 21%

Ultrasonography revealed the presence of a viable intrauterine pregnancy with 12 weeks fetus and a massive
hemoperitoneum. In view of massive hemoperitoneum patient was posted for emergency laparotomy under general
anesthesia and proceed.

Initially Surgeon took over the case that revealed hemoperitoneum (1.5-2 L), blood clots present, uterus regularly
enlarged at 12 weeks size, right tube slightly enlarged at the ampullary region with blood clot protruding out from
the anti-mesenteric border and blood oozing from the site. Bilateral ovaries left fallopian tube and appendix was
normal. So, Gynecologist was called in and Right salpingectomy was done.

Histopathology confirmed the diagnosis of ectopic pregnancy. Post operatively patient was transfused with 3 units
of packed red cells and repeat Hb was 8.2 gm/dL. Patient was started on Inj. Tazomac (Piperacillin + Tazobactam).
Drain was removed on post operative day 3 and the patient was discharged on post operative day 5 in good general
condition.

A repeat ultrasound scan done after two weeks confirmed the viable intrauterine pregnancy. The pregnancy was
continued without any significant complications. She has delivered a healthy female baby by full term normal
vaginal delivery. Birth weight was 2.75 kg and her postnatal period was uneventful.
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Discussion:-

Heterotopic pregnancies, especially those accompanied by a ruptured tubal ectopic component, are an uncommon
yet challenging clinical entity’. In this case report, we describe a 30-year-old woman with a history of anovulatory
infertility who successfully conceived through Letrozole ovulation induction. The patient presented with symptoms
of generalized weakness and supra public tenderness at twelve weeks of gestation, raising suspicion of an ectopic
pregnancy. Our prompt diagnosis and timely intervention through emergency laparotomy proved crucial in
preventing life-threatening complications. The intrauterine gestational sac corresponds to a gestational age of 11
weeks and 2 days, suggesting that intrauterine pregnancy very likely resulted from the ovulation induction that we
performed. Therefore, we examined the possibility that the ruptured fimbrial ectopic pregnancy have been a
superfetation pregnancy.

Superfetation is defined as the occurrence of ovulation, fertilization and implantation of a second or additional
embryo(s) during a preexisting pregnancy. Commonly known to occur in various animals, superfetation has also
been rarely reported in humans. Although heterotopic pregnancies suspected to be superfetation are extremely rare,
there have been a few reported cases'™'". In this case report, assuming that the calculations for the establishment of
the pregnancy occurred during the previous cycle, the rupture of the ectopic pregnancy may have occurred at a
gestational age of 8-9 weeks considering the patient’s cycles due to menstrual irregularities and unknown ovulation
dates.

The risk of multiple pregnancies is elevated in patients undergoing ovulation induction, necessitating regular
monitoring and early identification of such cases. In our patient, the initial presentation mimicked a possible
ruptured tubal ectopic pregnancy, necessitating urgent evaluation to differentiate between heterotopic and isolated
ectopic pregnancies.

Letrozole, an aromatase inhibitor commonly used for ovulation induction, increases the risk of multiple pregnancies,
including heterotopic pregnancies. It is important for healthcare providers to be aware of this potential complication,
especially when managing patients with PCOS and other ovulatory disorders. Counseling patients about the risk of
multiple pregnancies, the possibility of heterotopic pregnancies, and the need for early prenatal care can improve
outcomes in this patient population.

Early detection of heterotopic pregnancies is challenging, as they may present with variable symptoms and may be
missed on routine ultrasound examinations. In our case, the presence of free fluid in the pelvis during ultrasound
raised suspicion for an ectopic pregnancy, leading to further evaluation with laparotomy. Timely and accurate
diagnosis is essential to initiate appropriate management and minimize adverse outcomes.

Management of heterotopic pregnancies involves the removal of the ectopic component while preserving the
intrauterine pregnancy. The choice of surgical intervention, whether laparoscopy or laparotomy, depends on the
clinical presentation, surgeon's expertise, and institutional resources. In our case, laparotomy proved to be an
effective approach, resulting in the successful removal of the ruptured tubal ectopic pregnancy.

The remainder of the patient's pregnancy was uneventful, and she successfully delivered a healthy baby at full term
through a normal vaginal delivery. The positive outcome in this case is encouraging, and it underscores the
importance of prompt diagnosis and appropriate management of heterotopic pregnancies to achieve successful live
births.

As demonstrated in this case, regular prenatal care and serial ultrasound assessments are essential to monitor the
progress of the intrauterine pregnancy following the removal of the ectopic component. Close monitoring can help
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identify any potential complications, such as preterm labor or placental abnormalities, and ensure the overall well-
being of both mother and baby.

Conclusion:-

This case illustrates a rare occurrence of heterotopic pregnancy with superfetation in a patient with a history of
infertility due to PCOS who underwent ovulation induction with Letrozole. Early recognition of this complex
condition and prompt intervention allowed for the successful management of the ectopic pregnancy while preserving
the intrauterine pregnancy, ultimately resulting in the delivery of a healthy baby.

The management of such cases requires a multidisciplinary approach, involving gynecologists, fertility specialists,
and skilled ultrasound technicians. Raising awareness about the possibility of heterotopic pregnancies with
superfetation in high-risk patients undergoing ovulation induction can lead to earlier detection and improved
outcomes. Further research is warranted to better understand the underlying mechanisms and risk factors associated
with this unique clinical phenomenon.
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