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Hepatitis E is an acute and self-limiting hepatitis, and the causative agent, hepatitis E virus, is excreted in
feces and orally transmitted. The disease is common in Asia and Africa, causing outbreaks or sporadic cases.
In Europe, the infection is generally observed after a history of travel in an area of endemicity. We report on
an autochthonous case in southwestern France in which the diagnosis was based on molecular tools rather

than serological testing.

CASE REPORT

In summer 2002, a 41-year-old woman without any medical
or surgical history was admitted to the Toulouse University
Hospital having suffered jaundice and fever for 2 days. On
examination, the patient was subfebrile (37.8°C) and icteric.
Her abdomen was pliant and painless. The liver was normal,
there was a little splenomegaly, and no symptom of hepatic
insufficiency was noted. Biochemical investigations revealed a
marked hepatic cytolysis: serum alanine aminotransferase, bil-
irubin, and gamma-glutamyltransferase levels were 5,126 1U/
liter (170 N), 40 wmol/liter (2.3 N), and 320 IU/liter (9.1 N),
respectively. Hematological investigations revealed a hemoglo-
bin level of 12.3 g/dl, a platelet count of 89 X 107%/liter, and a
white cell count of 5.8 X 10°/liter. The prothrombin index was
76%, and the C-reactive protein level was 46 mg/liter. The
abdominal ultrasonograph was normal. Toxin or drug causality
was ruled out after questioning. The patient lived in an urban
setting in the Midi Pyrénées area (southwest France) and was
a teacher. Her hobby was gardening. She had not traveled
outside France during the previous 6 months, and the only
livestock near her house were poultry. In view of the fever,
blood and urine cultures were taken and remained sterile. The
serum was negative for hepatitis B virus antigen and DNA,
hepatitis B virus core antibodies, hepatitis C virus RNA and
antibodies, immunoglobulin M antibodies to hepatitis A virus,
cytomegalovirus, and Epstein-Barr virus.

The assay for hepatitis E virus (HEV) immunoglobulin G
(IgG) antibodies was negative with a ratio of 0.57 (optical
density/cutoff ratio, positive if >1) according to the only sero-
logical test commercially available in France (HEV enzyme
immunoassay; Abbott Laboratories, Rungis, France). Never-
theless, HEV infection was diagnosed using molecular tools
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(real-time PCR with Tagman detection amplifying a 189-bp
product located in the ORF2 region) on icteric-phase serum
and stools.

The strain was sequenced and compared with reference
HEV strains (GenBank) and local controls. The resulting phy-
logenetic analysis (Fig. 1) demonstrated the propinquity be-
tween our strain and other HEV strains previously identified in
patients with acute hepatitis living in the Midi Pyrénées area.
All of the strains from Midi Pyrénées belonged to genotype III.

The patient recovered completely after a short period of
hospital care, and her serum alanine aminotransferase, biliru-
bin, and gamma-glutamyltransferase levels returned to normal
within a month. The HEV IgG assay remained negative 4
months later (ratio = 0.36).

Most cases of HEV infection in France are contracted in
areas of endemicity, and autochthonous cases are scarce.
Nicand et al. (4) described family cases with HEV viremia and
no HEV antibodies. But these differed from our case in that
they had no clinical or laboratory symptoms, suggesting that
there was a human HEV reservoir. Our patient had not re-
cently traveled outside France, even to Spain, where autoch-
thonous cases have been recently reported (5).

To the best of our knowledge, this is the first reported case
of acute HEV infection diagnosed using molecular tools alone.
The possibility of a serological window was discarded because
there was no HEV IgG in a serum sample collected 4 months
later. The insensitivity of certain enzyme immunoassays has
also been noted by others (1), making the design of more
sensitive immunological tests mandatory.

The mode of transmission remains unclear. HEV has been
found in poultry in the United States (2) and in swine in the
United States (2), Spain (5), and The Netherlands (7). Various
other domestic (3) or wild (6) animals harbor the virus. This
indicates that the virus could be more widespread than was
previously thought.
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FIG. 1. Phylogenetic analysis of the 189-bp ORF2 region product (“PATIENT”). The designations MP1 to MP9 represent locations of strains

previously found in patients from the Midi Pyrénées region.

We suggest that HEV infection be routinely considered in
cases of acute non-A, -B, -C, and -D hepatitis, even in patients
who have not traveled in areas of endemicity. Molecular tools
could be very useful complements to conventional serological
tests.

Larger studies are now required to evaluate the incidence of
human HEV infection in areas that are nonendemic and to
identify any animal reservoirs of the virus.
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