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A Case Report of Acute Hepatitis of Unknown Origin

Caso Clinico de Hepatite Aguda de Origem
Desconhecida
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Dear Editor,

Since the first international alert on the 5" April 2022 and
the ongoing news, probable cases of hepatitis of unknown
origin have been reported in children worldwide. The eti-
ology and pathogenic mechanisms of the disease remain
under investigation, and so far the evidence suggests ad-
enovirus or SARS-CoV-2 as being the most likely infectious
causes, although toxins, drugs or environmental exposures
have been considered as well. Further hypotheses point out
a novel pathogen or variant of adenovirus or SARS-CoV-2."

In Portugal, according to the most recent data from the Eu-
ropean Centre for Disease Prevention and Control (ECDC),
published on the 1%t July there are only 19 suspected cas-
es.?

We report, to the best of our knowledge, the very first
suspected case of non-viral A-E hepatitis in Portugal.

The patient was a previously healthy 22-month-old fe-
male child, with a history of SARS-CoV-2 infection in Janu-
ary 2022. During April 2022, she presented with prolonged
fever (maximum 40.2°C) that was managed with antipyret-
ics, not exceeding therapeutic daily doses, with complete
resolution after day-10. She also presented with anorexia
and malaise, and on days four and five with non-bloody di-
arrhea. On day nine she had limited vomiting.

During the acute illness there were no signs of jaundice,
choluria or acholic stools. A good general appearance was
kept throughout the disease course.

With no relevant previous results, follow-up bloodwork
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at day-11 showed elevation of serum aspartate and alanine
aminotransferase (1163 U/L and 814 U/L respectively), lac-
tate dehydrogenase (1003 U/L), alkaline phosphatase (358
U/L) and gamma-glutamyl transpeptidase (239 U/L), and
hence a diagnosis of acute hepatitis was made. Abnormal
results had nearly normalized by day-23 of symptom on-
set. Liver function tests, as well as bilirubin levels, remained
normal throughout the rest of the disease course.

Microbiologic evaluation excluded hepatitis A-E virus.
The serology for SARS-CoV-2 was IgG positive and IgM
negative, suggesting a non-recent infection. A subspecies
C adenovirus was isolated in the respiratory tract. No toxi-
cology tests were performed. No relevant epidemiological
link was found, including recent trips, or known contact with
similar cases.

This case strengthens the role of adenovirus as a pos-
sible etiologic agent, identifying a similar enteric subtype
when compared with both respiratory and fecal samples
from children in the United Kingdom.? It also emphasizes
a possible consequence of adenovirus infection in children
previously infected by SARS-CoV-2, supporting previous
knowledge on the subject.*

The nonspecific clinical spectrum should be empha-
sized, suggesting that this entity can present even in the ab-
sence of more specific clinical signs of hepatitis. On another
note, it is important to raise awareness that not all potential
cases progress to acute liver failure or hospital admission,
and that there are milder courses of disease as reported
here.
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We recommend a systematic approach to all cases of
acute hepatitis, highlighting the need for a thorough clinical
and epidemiological characterization and reporting.
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