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Entecavir induced gynecomastia-triggering factor or coincidence?
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Dear Editor,

Hepatitis B is still a viral infection agent that constitutes
an important health problem all over the world. Despite
widespread vaccination and innovations in treatment
modalities, it still maintains its effectiveness. It is very
important to diagnose this viral infection on time,
to include the patient in the follow-up protocol, to
determine the severity of the disease and then to plan
the optimal treatment steps.'* Entecavir is an important
nucleoside analogue that plays a pivotal role in the
treatment of HBV.® In this case report, it was aimed to
present a case report regarding bilateral gynecomastia
and mastodonia while receiving entecavir treatment.

A 52-year-old male patient who was followed up
for chronic HBV was admitted to the hospital with
complaint of painful enlargement in both breasts. He
stated that his current complaints started about 15-
20 days ago and that he had never encountered such a
situation before. The patient had a known history of
chronic HBV infection for 2 years and had been using
0.5 mg/day entecavir tablet therapy for HBV infection
for the last 5 months. The patient stated that he did not
use any medication other than entecavir treatment. He
also declared that he did not use alcohol, cigarettes or
other herbal medicines. None of the family members had
such a disease or complaint. In physicial examination,
his general condition was good, he was conscious and
cooperative, and also he was overweight. Physical
examination revealed no abnormal findings. In blood
tests, serum aspartate aminotransferase was 45 IU/L and
alanine aminotransferase levels was 50 IU/L, respectively.
Serum direct bilirubin level was within normal range
and total bilirubin level was 1.3 mg/dL. His creatinine
level was 1.2 mg/dL and other routine biochemical tests
were within normal range and HBV-DNA level was also
negative. Ultrasonography imaginary revealed minimal
splenomegaly with chronic liver disease appearance.
On upper gastrointestinal endoscopy examination,
esophageal varices were not noticed. Mammography
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and breast ultrasonography were performed and
gynecomastia was confirmed. Follicle-stimulating
hormone, luteinizing hormone, testosterone, TSH levels
were within normal range.

According to patient’s clinical picture, physical
examination, biochemical tests, ultrasonography and
endoscopic evaluation entecavir-induced gynecomastia
was considered to be possible and entecavir treatment was
stopped. After stopping entecavir, it was first considered
to switch to tenofovir treatment, but this was not done
due to the creatinine level being at the upper limit
and the GFR value. After 2 weeks, entecavir treatment
was restarted because the mastodinia was resolved
and the clinical condition was stable. No recurrence of
mastodynia was observed and gynecomastia did not
progress.

The etiology of gynecomastia is multifactorial,
however, in most cases, no demonstrable cause can
be identified.® In fact, gynecomastia can occur due
to physiological, pathological or pharmacological
reasons. As a result, regardless of the situation that
causes gynecomastia, the underlying pathophysiological
mechanism of gynecomastia is increased estrogen levels,
decrease in androgen levels, defect or insensitivity of
androgen receptors.”” Thus, gynecomastia develops
as the ratio of hormonal levels changes. It is estimated
that approximately 10-25% of all clinically detected
gynecomastia cases are caused by various medications.
Entecavir is a nucleoside analog used in the treatment
of chronic hepatitis B infection and reduces viral
replication. It began to be widely used all over the
world after it was approved by the US Food and Drug
Administration in 2005.° The case of gynecomastia
due to entecavir use has been reported very rarely in
the literature. In the literature, the development of
gynecomastia was first reported in a 55-year-old male
patient using entecavir by Bayramigli et al.’
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As a result, patients treated with various agents during
hepatitis B treatment should be closely monitored for
treatment response and, of course, treatment side effects.
Although the pathophysiological cause needs to be
clarified, entecavir-induced gynecomastia may develop
in patients. In this case, close monitoring of the patient
and changing the treatment if the clinical situation
requires it may be an appropriate approach.
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