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Ribavirin treatment of a patient with chronic hepatitis E.
First case reported in Latin America
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Summary

We describe a clinical case of a kidney transplant patient who

presented a sudden elevation of his liver function tests. Once
we ruled out the most frequent causes of acute hepatitis, se-
rum tests for Hepatitis E were performed. Hepatitis E virus
RNA was detected in blood and stools. After six months the
virus was still detected. Ribavirin treatment was initiated
with normalization of the serum aminotransferases and sus-
tained virology response was achieved.

Key words. Hepatitis E Virus, HEV, Chronic Hepatitis E,
Ribavirin.

Tratamiento con Ribavirina de un paciente
con hepatitis E cronica. Primer reporte en
América Latina

Resumen

Se describe el caso de un paciente con antecedentes de inmu-
nosupresion por trasplante renal, con alteracion del hepato-
grama en el post-trasplante. Luego de haber descartado las
causas mds frecuentes, se solicitd la deteccion del RNA del
virus E de la hepatitis en suero y materia fecal, los cuales
Sfueron positivos. El paciente evoluciond a la cronicidad y se
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decidié tratarlo con Ribavirina, alcanzando la negativiza-
cibn una respuesta viroldgica sostenida.

Palabras claves. Virus E, hepatitis E, HEV, hepatitis crd-

nica E, Ribavirina.

Abbreviations

CMV: Cytomegalovirus.

HAV: Hepatitis A virus.

HBV: Hepatitis B virus.

HCV: Hepatitis C virus.

ASMA: Anti Smooth Muscle Antibody.
Anti LKM1: Anti Liver-Kidney 1 Antibody.
ANA: Antinuclear Antibody.

HEV: Hepatitis E virus.

AST: Aspartate aminotransferase.

ALT: Alanine aminotransferase.

RNA: Ribonucleic Acid.

RBV: Ribavirin.

HIV: Human Immunodeficiency Virus.
Peg-IFN: Pegylated interferdn.

Case report

A 42 year old man with history of chronic renal failure
and renal transplantation in June 2013, assisted to the li-
ver team consulting room. He was referred by his nephro-
logist in October 2013, because of a sudden elevation of
his liver function tests. He received a cytomegalovirus
(CMV) mismatch cadaveric kidney graft (Receptor: CMV
negative — Donor: CMV positive). Timoglobuline and
steroids were the immunosuppressive therapy selected for
induction, and tacrolimus, sodium mycophenolate and
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steroids, for maintenance. Other drugs that the patient
also received were: omeprazole, valganciclovir, ferrous
sulphate, calcium, nystatin, enalapril, thrimetoprim/
sulfametoxazole and magnesium citrate. The patient
was discharged from the hospital twelve days after
transplantation. He lived nearby Buenos Aires (capi-
tal city), but approximately one month after dischar-
ge travelled to a coastal city. No consumption of raw
or undercooked meat or pork products occurred, but
recreational use of sea water and shellfish intake was
referred. In October 2013 a 3-4 fold increase in serum
aminotransferases was noted and a week later they rai-
sed upto 18 times the upper normal value (Table 1).
Total bilirrubin level and prothrombin concentration
were normal, and no other laboratory abnormality was
present. The physical exam was unremarkable, as well
as the abdominal doppler ultrasound. Every possible
hepatotoxic drug was discontinued and we ruled out
the presence of HAV IgM, HBsAg, HBV IgMcore,
HCV RNA, viral load for CMV, ASMA, Anti LKM-
1 and ANA. Serum immunoglobulins; ceruloplasmin,
serum ferritin and transferrin saturation were within
normal values. In spite of being an immunosuppres-
sed patient HBV DNA was not done. Serum tests for
hepatitis E virus (HEV) were performed: anti HEV
(IgM) was negative, but HEV RNA was detected in
serum and stools (genotype 3). Immunosuppressant
therapy was switched to sirolimus (with low target le-
vels) and steroids doses were diminished. During the
follow up aspartate aminotransferase (AST) and alani-
ne aminotransferase (ALT) persisted elevated (3 and
7 times higher than the upper normal limit, respec-
tively) (Table 2). Six months after the initial peak in
serum aminotransferases, tests for HEV were perfor-
med again, proving the persistence of the virus and
leading us to the diagnosis of chronic hepatitis E. We

Table 1.

Sept Oct Oct Nov Dec Jan
2013* 2013 2013 2013 2013 2013

AST U 16 117 211 343 294 123
ALT (U= 30 243 557 937 819 345
AP (UI/)* - - 270 321 351 227
TB (mg/d)* - - 03 07 05 05

*: Normal values: AST: 40 U-ALT: 50 UII-AP: 150 UII-TB: 1mg/dl.": One
month after renal transplant (basal values).

AST: Aspartate aminotransferase. ALT: Alanine aminotransferase. AP:
Alkaline phosphatase. TB: Total bilirubin.

Table 2.
March May June July  August Sept Dec
2013& 2014 2014 2014 2014~ 2014** 2014#
AST (U 176 164 82 22 26 19 26

AT (U 382 356 212 43 37 26 39
APV 236 196 148 127 103 136 107
TB(mg/d)* 03 06 06 04 07 05 06
HEV-PCR (+) NA  NA  NA  NA 0 3

*: Normal values: AST: 40 Ul/I- ALT: 50 UI/I-AP: 150 UI/I- TB: Tmg/dl. &: 6 months after initial
peak in ALT. Persistence of HCV RNA in serum and stools (chronic HEV). *: Ribavirin treatment
started. **: End of treatment. **: End of treatment response. #: Sustained virology response.

AST: Aspartate aminotransferase. ALT: Alanine aminotransferase. AP: Alkaline phosphatase.
TB: Total Bilirrubin. NA: No available data.

performed a liver biopsy which only showed mild in-
flammation in the lobule, normal portal triads and no
fibrosis. Ribavirin (RBV) 1000mg per day was started
(May 2014) for sixteen weeks. In the seventh week of
treatment ALT and AST returned to normal values
and persisted so until end of follow-up (March 2015).
New HEV RNA in serum and stools was undetectable
at this time (October 2014: end of treatment response)
and remained negative at twelve weeks after RBV was
finished (sustained virologic response) (Table 2). Liver
function tests persisted within normal values. No graft
rejection was observed.

Discussion

Hepatitis E virus (HEV) is a member of the genus
Hepeviridae. This non-enveloped single stranded RNA
has four major genotypes (1 to 4), and two major species
were described: avian and mammalian. It was first recog-
nised during an epidemic of hepatitis in India in 1978.!
HEV infection is transmitted by the fecal-oral route.
HEV genotypes 1 and 2 are the cause of more than 50%
of epidemic cases of viral hepatitis in developing coun-
tries, whereas genotypes 3 and 4 have been found in se-
veral animal species (especially domestic swine, wild boar
and deers), and they are responsible for autochthonous
hepatitis E in industrialized countries.

Clinical features of HEV infection range from as-
ymptomatic to acute hepatitis and even to liver failure.?
Symptomatic cases are characterized by jaundice, asthe-
nia, fever, joint and muscle pain, hepatosplenomegaly
and loss of appetite. These symptoms are usually self-
limiting and resolve in 4—6 weeks. Atypical non-hepatic
manifestations such as acute pancreatitis, haematological
abnormalities, autoimmune phenomena, Guillan Barre
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syndrome and other neurological syndromes have also
been reported.># Some patients like pregnant women and
individuals with chronic liver diseases and superimposed
HEV infection have a severe course. In general popula-
tion HEV mortality rate has been reported to be about
1% whereas in pregnant women is as high as 30%.’

Chronic hepatitis E has been reported among immu-
nosuppressed persons, in particular in HIV (+) patients,
in patients with haematological malignancies and in solid
organ transplant recipients.* Most patients with chronic
evolution of HEV infection are asymptomatic and only
elevations of liver function tests are observed.” It has been
reported a rapid evolution to cirrhosis after kidney, kid-
ney-pancreas and liver transplantation.®”

Neither guidelines nor accepted treatments exist for
chronic hepatitis E, and therapeutic options go from re-
duction of the immunosuppressant regime, which has
been related to spontaneous clearance of the virus in 30%
of patients,® to antiviral agents, such as RBV monothera-
py” ' or Pegylated interferon (Peg-IFN) with or without
RBV." It has been described that Peg-IFN therapy could
be unsafe in kidney transplant patients as it is associated
with graft rejection and renal failure."” RBV has a broad-
spectrum against many RNA viruses and it has been used
for chronic HEV treatment with good results, inducing
sustained virologic response in approximately 80% of ca-
ses.'> 1 Doses vary from 200 to 1200 mg/day."> '* We
decided to treat our patient with a relatively high dose
(12 mg/Kg: patient’s body weigh 83 kg) without eviden-
ce of anemia during treatment. Despite of the efficacy of
a short treatment period (12 weeks) being well described,
we decided to treat our patient for a longer period (16
weeks). The rational for this was based on some reports
of virus relapse with a 12-week treatment."

Tests for HEV are not routinely done to the donors
in Argentina, so we cannot exclude that the patient might
have been infected during the transplant.

To the best of our knowledge this is the first case re-
ported of treatment with RBV in a patient with chronic
HEV in Latin America. We decided to switch the immu-
nosuppressant regime from Tacrolimus to Sirolimus as
the former has been described as an independent predic-
tive factor for chronicity'” and we also decreased steroids
doses. As no response was observed after six months from
the time of the HEV diagnosis, we started treatment with
RBV monotherapy for sixteen weeks. No anemia was
noted and liver function tests returned to normal values
rapidly. At the end of treatment HEV was undetectable
in the serum and stools and remained negative at twel-
ve weeks after having stopped RBV. Unfortunately, we
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could not perform HEV tests during the treatment in or-
der to be aware of the moment that HEV-RNA became
undetectable. HEV has to be part of the routine exams
for patients with abnormal liver function tests.

Chronic infection has to be treated in order to avoid advan-
ce liver fibrosis. RBV monotherapy is a useful and safe option.

Conclusions

We have reported the first case in Latin America
of chronic hepatitis E in a kidney transplant recipient.
Although Argentina is considered a low endemic country
for hepatitis E, we believe that its incidence is underesti-
mated. Chronic HEV must be suspected in immunosup-
pressed patients with liver function tests disturbance. It
has to be treated in order to avoid advanced liver fibrosis.
RBV monotherapy is a useful and safe option and may
induce sustain virology response.
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