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Hepatitis E Virus with an autoimmune behavior.

A case report
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Background

Although Mexico is thought to be an endemic country for hepatitis E in the

specialized literature, no cases of HEV-Gt2 have been documented in the
nation since the outbreaks in 1986. It is possible to speculate about the
absence of HEV-Gt2 findings in Mexico recently. Since hepatitis E is
regarded as "other" hepatitis, standard diagnostic tests are not performed in
the health system, and the Ministry of Health does not provide detailed
epidemiologic data on the disease. However, the diagnosis of viral hepatitis is
well established in the nation for the A, B, and C viruses. We present a case
report of a hepatis E virus infection.

Tijuana, Mexico
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OPEN

epatitis E virus (HEV) infection is a
Hsigniﬁcant cause of morbidity and mortality,

representing a major global health problem.
Our understanding of VHE has completely changed
over the last decade. Previously, it was thought to be
limited to certain developing countries; It is now
known to be endemic in most countries and is largely a
zoonotic infection.'

It is estimated that one-third of the global
population, or more than two billion individuals, live
in HEV endemic areas and are at risk of infection.
This has been commonly misconstrued as 2.3 billion
people becoming infected with HEV. In reality, the
true prevalence of hepatitis E is poorly unknown.
Based on anti-HEV IgG antibody seropositivity, it is
estimated that 12.47% of the global population has had
a previous HEV infection. Africa and Asia have
previously been identified as having significant HEV
prevalence, with estimations of high seroprevalence
rates of 21. 76% and 15.80% in Africa and Asia,
respectively. The projected prevalence rate for Europe
is 9.31%; in the Americas, the seroprevalence rate is
higher in the North (8.05%) than in South America
(7.28%).” We present a case report of a patient with
HEYV infection in Mexico.

ACCESS

Case report

28-year-old male patient from Tijuana, Baja
California, Mexico, profession primary school teacher,
sexual orientation man who has sex with man, who has
a history of exposure to an outbreak of viral hepatitis
of unknown etiology in children in his work area.

The current condition began 7 days prior to
hospitalization with asthenia, adynamia, general
malaise, accompanied by chills and diaphoresis, 2
days later jaundice, choluria, acholia and unquantified
hyperthermia were added, diffuse abdominal pain
predominantly epigastric, of low intensity, exacerbated
with mobilization, with vomiting of gastrobiliary
content on 1 occasion, vomiting of gastrobiliary
content on 1 occasion, self-medicating with 3 doses of
amoxicillin/clavulanate acid and ceftriaxone, without
showing improvement, which is why he went to the
emergency department on the day 06/06/2022.

Upon admission Hb: 16.1 g/dL, Hct: 44.3%,
Platelets: 161,000 ul, Leukocytes: 5,500 ulL, PMN:
40.8%, Lymphocytes: 49%, TP: 16.9, TTP: 32.4,
Glucose: 92 mg/dL, Urea: 16.8 mg/dL, BUN:
7.85mg/dL, Creatinine: 0.92 mg/dL, Total Bilirubin:
4.03 mg/dL, Direct Bilirubin: 4.78 mg/dL, Indirect
Bilirubin: -0.75 mg/dL, AST: 3627 U /L, ALT: 3436
U/L, GGT: 448 U/L, Alkaline Phosphatase: 283 U/L,
LDH: 1319 U/L. Physical examination: skin and
integuments with an icteric tinge ++, abdomen painful
on deep palpation in the epigastrium and right
hypochondrium, positive Murphy's sign, no signs of
peritoneal irritation, no visceromegaly palpable, rest
normal.

The approach is complemented with
ultrasound of the abdomen, reporting a liver with
homogeneous echogenicity, without evidence of
dilation of the bile duct, common bile duct at the level
of the hilum measuring 7 mm, without being able to
identify an obstructive process, portal vein measuring
10 mm, gallbladder with significant thickening of its
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Figure 1: A) Full view, B) zoom in image of the same biopsy:
Portal inflammatory cells eroding through the limiting plate
between the portal space, liver parenchyma with active penetration
of lymphocytes into and through a hepatocyte and rosetting of the
hepatocytes, balloon degeneration and bile material within the
cytoplasm.

14 mm wall, with presence of free perivesicular fluid,
anechoic content, without evidence of calcium images,
pancreas has homogeneous echogenicity with data of
fatty infiltration, without evidence of dilation of the
main pancreatic duct. As complementary tests, a viral
panel is requested, obtaining a negative serological
report for HIV, HbsAg, Ac vs Hepatitis C Virus, I[gM
Hepatitis A Virus and IgG Hepatitis A Virus. When
negative laboratory results are found, a liver biopsy is
indicated as part of the hepatitis approach. acute
without determined etiology, as well as Anti LKM,
ANA, Anti-SM, IgG, IgM, IgM HEV.

During the laparoscopic biopsy, the findings
were wine-red appearance, smooth edges, without
apparent pathological data, distended gallbladder,
short cystic duct, dilated common bile duct without
accidents or incidents. The pathology report indicates
interface hepatitis, lymphoplasmacytic inflammatory
infiltrate, absence of fibrosis, areas with necrosis and
inflammation, and emperipolesis (Figure 1). Negative
Anti LKM, ANA, Anti-SM, IgG, IgM were collected,
however positive serology for hepatitis E virus was
positive. Symptomatic management continued and
discharge was decided due to a decrease in liver
enzymes with laboratories on 06/12/2022 Total
bilirubin: 2.48, Direct bilirubin: 2.28 mg/dL, Indirect
bilirubin: 0.29 mg/dL, AST: 128 U/L , ALT: 803 U/L,
GGT: 277 U/L, Alkaline Phosphatase: 273 U/L, LDH:
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209 U/L and remission of abdominal pain, with
follow-up by the gastroenterology service.

Discussion

Globally, autoimmune hepatitis (AH) is an
uncommon illness. The true frequency is likely higher
because its course is frequently subclinical, despite its
estimated prevalence in the Western population being
10-50/100,000. There is variation in the clinical
presentation of autoimmune hepatitis. Acute hepatitis
and perhaps fulminant liver failure are the initial
presentations in one-third of AH patients. The
development of jaundice, hypertransaminasemia, and
coagulation profile modification lead to the probable
diagnosis of AH in our patient. The four criteria used
to diagnose HA include histology, autoantibodies, lack
of viral hepatitis, and hypergammaglobulinemia. In
addition to aiding in diagnosis, gammaglobulinemia
levels provide monitoring of disease activity while
receiving treatment.’ Although antibodies are a
characteristic of HA, they might not be present during
acute or fulminant HA, similar to
hypergammaglobulinemia. The condition is not
selective for antinuclear antibodies (ANA), anti-
smooth muscle antibodies (ASMA), or anti-liver-
kidney = microsomal  antibodies  (Anti-LKM).
Individually, ANA and ASMA are positive in 13%
and 54% of cases, respectively. Anti-LKM is detected
in just 20% of instances and in cases where ANA and
ASMA are negative, respectively, and together in 67%
of cases.”

Histological features that are indicative but not
pathognomonic of HA include interphase hepatitis, a
portal infiltrate primarily composed of plasma cells,
hepatocyte rosettes, and emperipolesis, a condition in
which lymphocytes cling to other cells or appear to be
phagocytosed by them.’ In this instance, the patient's
histopathology =~ suggests autoimmune hepatitis;
however, the absence of antibodies and
hypergammaglobulinemia, along with the indication of
a positive hepatitis E virus infection, rule out the
existence of autoimmune disease notwithstanding the
results of the biopsy; it is important to remember that
viral infections are common in patients with AH.

HEV is a small, non-encapsulated RNA virus.
Its geographic distribution is determined by different
genotypes; genotypes 1 and 2 are of particular interest
in this case because, in addition to being unique to
humans and linked to water-borne disease outbreaks,
they are also more common in developing nations,
with an incidence of 1-15%, higher in adults (3-30%)
than in children (0-1%).” Mexico is regarded as a
hyperendemic region for acute HEV infection;
outbreaks have been documented there since 1986,
when viral genotype 2 was isolated; however, in more
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recent years, public health reports on this virus have
not been sufficiently recorded.’

HEV is a member of the broad family
Hepeviridae, which includes viruses that infect fish,
birds, and mammals. Human-infecting HEV strains are
members of the Orthohepevirus genus, which is
comprised of four species (A—D). Eight genotypes of
strains within species A are responsible for hepatitis E
infections in humans. Gt 1 and Gt 2 are the only two
that infect humans. Pigs and wild boar are among the
animal species where Gt 3 and 4 are endemic. These
strains can infect humans by contaminated meat
eating, direct contact, and other possible means. With
evidence of sporadic human infection with related
viruses, Gt 3 is a highly varied group of viruses at the
molecular level, including those discovered in rabbits.
Only reports of Gt 5 and 6 in wild boar have been
made thus far. HEV Gt 7 was recently found in a
patient who frequently ate camel milk and meat.11
Since then, numerous strains of the virus have been
found in camels (Gt 7 and 8), even though no
additional human cases have been recorded. Although
HEV is largely a hepatotropic virus, reports of
infection of other tissues, such as placental, renal, and
neural tissue, may help to explain some of the
extrahepatic symptoms.1

Between 1986 and 1987, there were two
documented outbreaks in the vicinity of Mexico City,
which resulted in the isolation of the genotype 2 HEV
strain. Even though this genotype has recently been
found in a Nigerian community, this particular strain
of the virus is thought to be distinct and typical to
Mesoamerica, with a prevalence of 10.5% in a
population under 30 years old. It is concerning since a
substantial percentage (12%) of viral hepatitis cases
have no known cause. It is noteworthy that, despite the
fact that Mexico is recognized as a highly endemic
region for HEV in pigs and humans alike, the
diagnosis is not performed in medical facilities.’

In these endemic areas, young adults are the
primary carriers of HEV infection, primarily of
genotypes 1 and 2, which can present with a wide
range of clinical manifestations, most notably self-
limited acute jaundiced hepatitis that is difficult to
differentiate from other hepatotropic viral infections.
Compared to other viruses like HAV, there is a larger
percentage of severe instances of acute liver failure,
with fatality rates ranging from 0.5 to 4% (0.07-0.6%
during epidemic outbreaks). Anti-HEV antibodies are
highly prevalent in endemic places, and the lack of
acute hepatitis symptoms suggests an infection that is
either asymptomatic or has laboratory evidence of
anicteric hepatitis E (normal blood bilirubin values
and increased liver enzymes [ALT]). Patients with
chronic liver disease of any kind may experience a
worse prognosis if they have HEV superinfection,

www.amjmedsurg.org

AJMS Am JMed Surg November 2023; 14 (1). 4-7

which can result in superimposed acute liver lesions
and an acute liver infection-like clinical picture.”
Treatment-wise, ribavirin-based  antiviral
therapy is not necessary for most immunocompetent
persons with acute hepatitis E because HEV infection
resolves on its own. It is unknown if starting ribavirin
treatment early speeds up viral clearance or lowers the
chance of liver failure. In patients with fulminant
hepatitis E, corticosteroids may reduce the risk of liver
failure. Corticosteroid treatment has been linked to
improved liver function in individual situations.’
Considering the WHO's 2030 target to
eradicate infectious hepatitis, collaborative efforts are
needed to evaluate and better understand the disease
burden caused by HEV, especially in areas like
Mexico where the virus is thought to be prevalent.’

Conclusion

Latin Americans are subject to a variety of
HEV transmission and infection factors. Since one of
the first known enterically transmitted viral non-A,
non-B (NANB) outbreaks in Latin America occurred
in villages in central Mexico at the beginning of the
20th century, the nation has gained significant
prominence in research on the epidemiology and viral
dissemination of HEV." According to studies from
Mexico's Ministry of Health and Assistance, HEV
may be an undertreated liver illness that accounts for
as much as 13.4% of viral hepatitis cases in the nation
without a known causative agent."

Increasing  health  care  professionals'
knowledge of HEV-associated diseases and
incorporating HEV education into public health
education initiatives are critical. Addressing the
unique epidemiological situation in Mexico requires
an immediate increase in the availability of
information about risk factors for HEV infection to the
general public and medical professionals.’ These
results indicate that there is a high predicted
seroprevalence and risk of HEV infection in humans in
Mexico; therefore, healthcare providers are urged to
examine patients who meet risk factors thoroughly.
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