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Two days later, she returned to her PCP
with scleral icterus (FIGURE 1A), increasing-
ly tender cervical lymphadenopathy, and
left-side abdominal pain. Her liver func-
tion tests (LFTs) had worsened (TABLE). An
abdominal ultrasound revealed mild dif-
fuse decreased hepatic echogenicity and
prominent periportal echogenicity, likely
related to diffuse hepatic parenchymal dis-
ease, as well as splenomegaly and a mildly
thickened gallbladder with no gallstones.
She also had severe throat discomfort, with
bilateral tonsillar exudates and pharyngeal
erythema (FIGURE 1B).

THE DIAGNOSIS

Based on her symptoms and the results of
her physical examination, LFTs, EBV sero-
logic assays, and abdominal ultrasound,
this patient was given a diagnosis of acute
EBV hepatitis.

DISCUSSION
EBV infection, which is the most common
cause of IM, causes asymptomatic liver en-

N MDEDGE.COM/FAMILYMEDICINE

A 23-year-old woman sought care from her primary care physician (PCP) after being sick for
7 days. The illness started with a headache and fatigue, and by Day 6, she also had fever,
chills, sore throat, nausea, a poor appetite, and intractable vomiting. The patient had no sig-
nificant medical history and was socially isolating due to the COVID-19 pandemic. She had no
known sick contacts or recent sexual activity and did not use any illicit drugs.

On examination, her vital signs were normal although she appeared ill and diaphoretic.
A shallow tonsil ulcer and tonsillar adenopathy were present. Laboratory tests included a
complete blood count (CBC), comprehensive metabolic panel, Monospot test, and Epstein-
Barr virus (EBV) antibody test. Results were notable for leukocytosis with atypical lympho-
cytes on her CBC. Her Monospot test and EBV immunoglobulin (Ig) M antibody were positive,
and her EBV 1gG antibody was negative. She was given a diagnosis of infectious mononucleo-
sis (IM) and told to get adequate rest, drink a lot of fluids, and take ibuprofen or acetamino-

FIGURE 1
Day 2, ocular and oral signs
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Two days after receiving a diagnosis of infectious
mononucleosis, the patient presented with scleral
icterus (A) and bilateral tonsillar exudates with
pharyngeal erythema (B).
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TABLE

Progression of serologies from initial presentation (Day 7 of illness)
through Day 29 with resolution

Serology Normal range Day 7 (presentation) Day 92 Day 14 Day 29
Alanine aminotransferase, U/L 4-36 173 395 242 25
Aspartate aminotransferase, U/L 8-33 167 336 100 23
Direct bilirubin, mg/dL <03 Not obtained 3.9 1.0 0.3
Total bilirubin, mg/dL 0.1-1.2 3.7 5.8 1.8 0.9
Alkaline phosphatase, U/L 44-147 120 210 195 70
Gamma glutamyl-transferase, U/L 5-40 Not obtained 232 196 53

2 Results from the patient’s second visit (Day 9) are bolded and represent the peak of her symptoms.
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zyme abnormalities in 80% to 90% of pa-
tients."® Although not common, patients can
develop acute EBV hepatitis and require
hospitalization.*

1 Be aware of potential complications.
Prompt assessment of elevated liver enzymes
and accurate diagnosis are key.® Although
acute EBV hepatitis is usually self-limiting,
there can be serious gastrointestinal compli-
cations such as splenic rupture, liver failure
due to acute and/or chronic EBV infection,
autoimmune hepatitis, and hepatocellular
carcinoma.? It's rare for EBV hepatitis to lead
to acute liver failure, but when that occurs, it
can be fatal.®® One case series revealed that
while primary EBV infection accounts for less
than 1% of adult acute liver failure cases, it
has a high case fatality rate of 50%.°

1 Treatment for patients with EBV hep-
atitis is usually supportive and includes rest,
analgesia, and avoidance of vigorous activ-
ity for 1 month to reduce the risk for splenic
rupture.! In patients with nausea and vomit-
ing, intravenous fluids may be necessary and
can be administered at an outpatient infu-
sion center. For individuals with severe ton-
sillar hypertrophy, prednisone (40-60 mg/d
for 2-3 days, with subsequent tapering over
1-2 weeks) is indicated to prevent airway ob-
struction.! Acyclovir may be used to reduce
EBV viral shedding; however, it has no signifi-
cant clinical impact.

Patients who are hemodynamically stable
and have appropriate access to follow-up care
can be managed at home.? If follow-up cannot
occur remotely within 1 week or the patient’s

clinical status begins to worsen (ie, the patient’s
liver enzymes or bilirubin levels dramatically
increase), hospitalization is necessary.'

1 Through shared decision-making, our
patient was treated as an outpatient based on
her hemodynamic stability and her ability to
closely follow up in the clinic and by phone
and to access an outpatient infusion center.
She was reexamined within 2 days and given
ondansetron 8 mg IV with 2 L of normal sa-
line at our outpatient infusion center. We also
prescribed ibuprofen (400 mg every 6 hours
as needed) for analgesia and issued the stan-
dard recommendations that she avoid con-
tact sports (for at least 6 weeks) and excessive
alcohol consumption.

On Day 11, the patient followed up with
her PCP by telephone. The patient was start-
ed on oral prednisone (40 mg/d for 3 days
with taper over the next week as symptoms
improved) for her severe throat discomfort,
exudates, difficulty swallowing, and muffled
voice. By Day 14, her aminotransferase levels
began to decrease (TABLE), and her symptoms
steadily improved thereafter.

THE TAKEAWAY

When a patient presents with unexplained
elevated liver enzymes or cholestasis, it is
important to assess for signs and symptoms
of EBV hepatitis. Although EBV hepatitis is
typically self-limiting, it can have serious
complications or be fatal. Prompt initiation
of outpatient management may avoid these
complications and hospitalization. JFP
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