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An Uncommon Case of Infectious Mononucleosis
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Introduction

Infectious mononucleosis is relatively common, with an overall
incidence of 5 per 1,000 people per year.l? Infectious mono-
nucleosis is caused by infection with Epstein-Barr Virus (EBV),
and it is estimated that 95% of the population will be infected
with EBV in their lifetime.! Below, we discuss an interesting
presentation of infectious mononucleosis.

Case

The patient was a 28-year-old male who initially presented in a
video visit for upper abdominal discomfort. During his initial
telemedicine appointment, the patient described 1-2 weeks of
intermittent, sharp, right upper quadrant abdominal pain with
deep breaths. There were no associated fevers, chills, nausea, or
vomiting. A comprehensive metabolic panel was obtained same
day, which demonstrated elevation of AST to 221 and ALT to
399. The patient was subsequently seen in person. Further
history was negative for drug use, new sexual partners, recent
travel, or significant alcohol use. The patient then reported mild
symptoms suggestive of an upper respiratory tract infection
about three weeks prior, with many sick contacts at work. At
the time, he had tested negative for COVID. The physical exam
was unremarkable. Repeat CMP showed increased AST to
287and ALT to 543. Acute hepatitis panel was negative,
however, heterophile antibody was positive. Additional tests
included a positive EBV VCA 1gG, and EBV DNA was greater
than 2,000. Abdominal ultrasound demonstrated hepatospleno-
megaly. The patient was diagnosed with acute infectious
mononucleosis complicated by mild EBV hepatitis and advised
to refrain from contact sports for the next month. Unfortunately,
the patient was lost to follow up after completing initial
evaluation.

Discussion

The typical presentation of infectious mononucleosis consists
of sore throat, lymphadenopathy, and fevers.:* Most indivi-
duals are infected between the ages of 15-24.! Epstein-Barr
Virus can cause additional complications, including hepatitis,
jaundice, and splenomegaly (which rarely can lead to splenic
rupture).22 Older adults can present with jaundice without URI
symptoms.! Elevated transaminases suggestive of hepatitis are
relatively common in EBV infections, and about 75% of
patients in one study developed subclinical hepatitis.® Another
report reported 10% of young adults with EBV infection will
present with anicteric hepatitis.* Liver transaminase elevation

is usually seen between week 2 and 4 of illness and may be up
to four times the upper limit of normal.® The diagnosis of
infectious mononucleosis can be confirmed with heterophile
antibody testing. However, false negatives can occur during the
first week of illness. If there is a high clinical suspicion, testing
for EBV viral capsid antigen IgM is advised.>® Treatment of
infectious mononucleosis is primarily supportive and aimed at
controlling symptoms. Imaging is not routinely necessary.
Splenic rupture is a rare complication of the splenomegaly seen
in EBV infections.1®

While it is common to see hepatitis in EBV infections, the virus
is also associated with more complex liver pathology. A rare
complication of EBV is cholestatic hepatitis.” Jaundice is
usually not reported but is more likely to occur in people over
age 35. The underlying cause of cholestatic hepatitis due to
EBV is unknown.” Another rare complication of EBV is known
as Chronic Active Epstein-Barr Virus infection (CAEBV).
Similar to infectious mononucleosis, fever, lymphadenopathy,
and splenic or liver enlargement are symptoms of CAEBV.®
More serious complications may include anemia, nerve
damage, liver failure, and/or interstitial pneumonia. Although
EBV is present in the B cells of healthy persons infected with
EBV, in most cases of CAEBV reported in Asians or Native
Americans, EBV has been surprisingly the opposite and instead
detected in T or natural killer (NK) cells.2 Molecular
approaches, such as EBV-DNA PCR or EBER-RISH, are
frequently used to diagnose EBV-related hepatitis. EBV
infection can also be detected with serological tests (including
viral capsid antigen IgM and 1gG, EBNA, and EA-D).
However, this method is less reliable as the elderly population
can have much higher titers than young adults.® EBV may cause
a temporary elevation of liver enzymes; and rarely can cause
severe liver injury and acute liver failure (ALF).® Acute liver
failure occurs mostly in young adults without any known
underlying liver disease. Only 0.21 % of adult ALF cases are
attributed to EBV. This illness usually occurs in adults younger
than 40 years of age.*!° EBV is also associated with a variety
of autoimmune diseases, and there is some evidence that it may
play a role in the development of autoimmune liver disease and
primary biliary cirrhosis.*

There are multiple case reports of mild hepatitis occurring in
young individuals with infectious mononucleosis. However, the
presentation of some cases is quite different than that of our
patient. As an example, one case reported a 22-year-old patient



who presented with mild scleral icterus, lymphadenopathy, and
mild abdominal pain. She was diagnosed with a positive
monospot test.* Another 20yo male presented with fevers,
vomiting, and sore throat. He had significantly elevated liver
enzymes, and was ultimately diagnosed with EBV VCA IgM,
as he had a negative heterophile antibody test.'? Neither of these
patients had hepatomegaly on ultrasound.*'? Each of these
patients had a more typical initial presentation of a viral illness,
as compared to our patient. Our patient did not have a typical
presentation of either acute infectious mononucleosis or
hepatitis. His upper respiratory symptoms were quite mild, and
he did not present with the typical fevers, lymphadenopathy,
and sore throat. He also did not have severe abdominal pain,
jaundice, nausea, or vomiting that can be seen with acute
hepatitis. Since our patient’s primary complaint was mild,
intermittent right upper quadrant pain, we obtained a RUQ
ultrasound as part of our initial evaluation. This confirmed the
hepatosplenomegaly that can be seen in infectious mono-
nucleosis. Given the atypical presentation, when the patient’s
lab results demonstrated elevated transaminases, a wide
differential was considered, and we performed the heterophile
antibody test, which confirmed a diagnosis of infectious
mononucleosis. Interestingly, our patient had already produced
EBV VCA IgG antibodies, which would typically suggest old
infection. However, given EBV DNA PCR was still positive,
and patient reported URI symptoms a few weeks prior to
presentation, he was likely diagnosed after the peak of his
illness. Additionally, since this patient did report a history of
URI symptoms consistent with infectious mononucleosis, it
was assumed he did not have isolated EBV hepatitis.

Infectious mononucleosis is a common illness.* However, it is
important to recognize atypical presentations and keep a broad
differential when encountering abnormal lab findings that are
unexpected, such as acute LFT elevations. It is important to
note, that in the absence of jaundice, abdominal pain, or obvious
hepatomegaly, identifying mild hepatitis does not change
management of infectious mononucleosis, and hepatic function
is not routinely evaluated after a diagnosis of a typical
presentation of infectious mononucleosis. In our review of the
literature, we could not identify any guidelines on monitoring
for resolution of liver function abnormalities. Rather, inci-
dentally found LFT elevations can be used as a trigger to
consider evaluation for infectious mononucleosis in the primary
care setting.
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