
Hepatitis E: Are Rheumatic Patients at Risk?
To the Editor:

Hepatitis E virus (HEV) is a major cause of acute hepatitis in developing
countries, but remains infrequent in industrialized countries despite a
growing number of cases1. It is a zoonosis related to domestic and also
wild animals. In epidemic conditions HEV is transmitted mainly by
drinking fecal-contaminated water, but it can also be transmitted person to
person, or mother to fetus, and even through contaminated transfusions.
Sporadic hepatitis E seems to be the most common manifestation in indus-
trialized countries2. In France, genotype 3 is the most common. HEV
infection is usually self-limited, symptomatic or asymptomatic, with
possible acute hepatitis. Fulminant hepatitis may be observed in pregnant
women and patients with underlying liver disease. Chronic infections can
be detected in patients with transplants, lymphoma, leukemia with reacti-
vation, in immunocompromised children, and in patients infected with
human immunodeficiency virus.

We describe a patient with rheumatoid arthritis (RA), treated with
rituximab (RTX) and methotrexate (MTX), who had liver enzyme eleva-
tions and HEV infection.

RA was diagnosed in 1993 in a man, then 40 years old, living in
Corsica, with no notable medical history. Since 2008 he had been receiving
a combination of weekly MTX 15 mg and RTX  as 2 infusions: 1000 mg
by intravenous (IV) infusion, followed by a second 1000 mg IV infusion 2
weeks later. The course was repeated every 6 months, with the last course
in March 2011. At that time the alanine aminotransferase (ALT) level was
24 IU/l and aspartate aminotransferase (AST) was 25 IU/l. In June 2011,
he was found to have anorexia, diarrhea, and abdominal pain and
tenderness as well as painful hepatomegaly. He was given metronidazole 1
g/day between June 23 and July 8.

On hospital admission August 16, ALT level was 362 IU/l, AST 143
IU/l, γ-glutamyl transferase was 251 IU/l, alkaline phosphatase was 144
IU/l, and bilirubin was 13 µmol/l. HEV genotype 3 infection was
diagnosed by reverse-transmission polymerase chain reaction, with HEV
RNA in serum and stools, and concurrently with anti-HEV IgM in serum.
A liver biopsy showed acute and chronic lesions, described during viral
hepatitis E infection and eosinophilia, which could point to a possible
drug-related cause. Fibrosis was classified as grade F0.

Ribavirin 400 mg twice a day was given for 3 months. On August 30
the ALT level was 1095 IU/l, AST was 679 IU/l, γ-glutamyl transferase was
251 IU/l, alkaline phosphatase was 144 IU/l, and bilirubin was 13 µmol/l.

The patient improved progressively and recovered fully within 3
months after onset. Liver function measures returned to normal limits: AST
26 IU/l, ALT 18 IU/l, and serum was clear of HEV RNA. RTX and MTX
were reintroduced on November 29 without problems. No source for the
HEV transmission including travel in endemic countries, drinking unsafe
water, or eating undercooked pork could be identified.

The seroprevalence rate of IgG anti-HEV antibodies in France was
3.2% in blood donors in 20073, with large variations in different regions4.
Because chronic immunosuppression is associated with increased viral
replication and accelerated disease course, infections and viral reactiva-
tions may possibly arise in patients treated with RTX5,6,7. Cases of hepatitis
E during treatment with RTX are rare or are not reported. To our
knowledge only 1 case report of hepatitis E has been published8, in a
patient with malignant non-Hodgkin’s lymphoma, and no case of hepatitis
E has been reported in patients with RA.

The incubation period of HEV infection ranges from 2 to 6 weeks1. In
our patient, according to the low severity of the case and the inverse
relationship between severity of disease and incubation period, we can
estimate that the period of contamination was probably in the second half
of May 2011. In areas of low endemicity, clinical presentations can be

icteric hepatitis, anicteric nonspecific illness, and often unexplained liver
enzyme anomalies9.

As is often the case in sporadic appearance of disease, we were unable
to confirm the source of transmission. A substantial body of data indicates
that HEV infection is a porcine zoonosis, as pigs and wild boars are
commonly infected. The source and route of autochthonous HEV infection
are not clearly established, but recent recovery of HEV RNA genotype 3 in
traditional pig liver sausages (figatelli) purchased in supermarkets, with
statistically significant genetic links with sequences recovered from
patients, strongly supports the hypothesis of HEV infection through
ingestion of figatelli10. Our patient was living in Corsica, where
consumption of figatelli is common and this kind of transmission is a
possibility.

Although rare, the possibility of hepatitis E viral infection must be kept
in mind in treated patients with RA when there is an unexplained increase
in liver enzymes.
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