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Management of Hepatitis E 

Background 

Hepatitis E virus (HEV) is a member of the Hepeviridae family with 8 genotypes of 
which at least 4 cause human infection. Genotype 1 is found in low and middle income 
countries (LMIC) in Asia and Africa; genotype 2 is isolated in Mexico and Africa; genotype 3 is found 
worldwide, including Western Europe and genotype 4 is reported in Asia. Genotype 1 and 2 only infect 
humans, whereas genotype 3 and 4 infect other host species including pigs and deer. HEV infection is 
common in LMIC, where genotype 1 (and to a lesser extent genotype 2) cause over 20 million infections a 
year via faecal-oral transmission. The course is usually self-limiting, but can lead to fulminant hepatitis and 
is of particular concern in pregnant women when the mortality rate is ~ 25%.  

HEV seroprevalence is around ~13% in the UK and is usually caused by genotype 3 in the absence of a 
relevant travel history. The infection is usually acquired by eating undercooked animal meat, often pork. The 
course of infection with genotype 3 and 4 infection can vary from an asymptomatic illness to a significant 
acute liver injury.  

HEV infection (genotype 3 and 4) has a variable course and often affects older males. Most infections are 
asymptomatic, but symptomatic acute hepatitis occurs in <5% of infections. HEV is usually a self-limiting 
illness, but transplantation is occasionally required due to fulminant liver failure.  

In patients with underlying chronic liver disease, acute infection can result in subsequent decompensation 
leading to ongoing cholestatic liver injury even after the acute infection has resolved. Chronic HEV can occur 
in patients who are immunosuppressed and may require treatment to prevent long term complications.   

Who to test 

Immuno-competent patients: 
Patients who present with an acute hepatitis should be tested for HEV IgM as a first line investigation. Low-
level IgM reactivity can be non-specific, and depending upon the laboratory, HEV IgG or HEV PCR may be 
used to confirm a reactive IgM assay. These are not always required to make a diagnosis and requesters 
should be guided by their local laboratory as to whether further investigations are required. HEV IgM can 
persist for 3-4 months and is not a marker of chronic, active infection.  

Patients with unexplained deterioration of pre-existing chronic liver disease should be tested for HEV. Of 
note, infection can cause a cholestatic picture and liver biopsy findings are non-specific.  

HEV can cause numerous extra-hepatic manifestations including neuritis (it is particularly associated with 
brachial neuritis) and nephritis. If suspecting HEV in such patients, our recommendation is to test HEV 
IgM/IgG serology and to test for HEV RNA by PCR as first-line investigations, as the rarity of these 
presentations means the relative sensitivity of these tests is unknown. 

HEV does not confer lifelong immunity and reinfection is possible. If HEV is suspected in a patient with 
laboratory-confirmed previous infection, the advice of a microbiologist or virologist should be sought prior to 
testing, to ensure an appropriate pattern of markers is tested. 

Immunosuppressed patients: 

Patients who are immunosuppressed should be tested with HEV PCR and with HEV IgM/IgG serology as a 
first line investigation because serology can be unreliable in this context, depending upon degree of 
immunosuppression, but RNA detectability in blood can be a relatively transient phenomenon.  
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Hepatitis E serology 

 
The figure above shows serology for acute hepatitis E infection, demonstrating that HEV IgM can remain 
detectable for several months after the acute episode has resolved. HEV PCR must be used to diagnose 
and monitor chronic hepatitis E in the context of immunosuppression. 

Acute hepatitis E infection 

In immunocompetent patients, acute HEV infection is usually self-limiting. The frequency of monitoring during 
the acute phase should be tailored to the degree of liver injury. Inpatient management may be required if 
there are adverse features such as coagulopathy or jaundice and discussion with a transplant centre may be 
appropriate.  

Patients with underlying chronic liver disease may decompensate after HEV infection and should be 
monitored closely. A prolonged cholestatic phase may develop and patients should be monitored carefully 
for bacterial infection during that time. 

Hepatitis E, including zoonotically-acquired hepatitis E, can be transmitted by the faeco-oral route, and those 
with infection should be educated about potential transmissibility to others and enteric precautions. The 
duration of infectious virus shedding in stool is unknown. 

Hepatitis E is a notifiable illness. 

Management of chronic hepatitis E infection 

Chronic HEV occurs in the context of immunosuppression and should be managed in conjunction with a 
hepatologist or physician with an interest in hepatitis. Chronic HEV has been reported as a result of genotype 
1, 3 and 4 infection. In an immunosuppressed patient with acute hepatitis E, blood and stool samples should 
be tested monthly to ensure clearance, with clearance defined as two consecutive months with no RNA 
detection. If there is spontaneous clearance in an immunosuppressed patient, maintenance of clearance 
should be confirmed by retesting at six months. Chronic infection should be defined as the persistence of 
HEV RNA after 3 months, as little spontaneous clearance occurs after that time. The majority of patients are 
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asymptomatic with mild-moderate, persistent transaminitis. Persistent infection can lead to rapidly 
progressive fibrosis or cirrhosis. 

The first step in management is to reduce immunosuppressant drugs if possible. This will result in resolution 
of infection in around 30% of cases.  

If HEV PCR remains positive after reduction in immunosuppression, then antiviral treatment with ribavirin is 
recommended. HEV PCR should be re-tested 2 weeks after a reduction in immunosuppression. EASL 
guidelines (2018) recommend a 3-month course in the first instance, with cessation if HEV is undetectable 
in serum and stool by PCR. The guideline acknowledges that the optimal duration is unknown. Relapses 
occur in ~25-30% of patients when treatment is stopped at 3 months. In our experience, an initial course of 
6 months of ribavirin results in fewer relapses particularly for patients who cannot tolerate a target dose of 
ribavirin of 400mg BD.  Patients who do not respond to ribavirin can be considered for pegylated-IFNα. 

 

 

Flowsheet outlining a proposed strategy for the management of chronic HEV 

Prevention of hepatitis E infection 

In the UK, hepatitis E infection is predominantly thought to be transmitted through eating undercooked animal 
products, particularly pork. NHS Blood and Transplant now screen all blood donations for the presence of 
HEV and this is now an uncommon mode of transmission.  

Appropriate dietary advice should be given to immunosuppressed patients and to patients with chronic liver 
disease.  
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