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Hepatitis A : Can It be Controlled? Epidemiology of
Hepatitis A and Preventive Measures
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Clinical Experience in Children and Adults with a
Virosome-formulated, Aluminium-free Hepatitis A vaccine
(Epaxal)

Christian Herzog, MD
Christian.herzog@bernabiotech.com

Berna Biotech Ltd, a Crucell company, CH-3018 Bern, Switzerland

The World Health Organisation estimates an annual total of 1.5
million clinical cases of hepatitis A worldwide, but seroprevalence
data indicate that tens of million of hepatitis A virus (HAV)
infections occur each year. Even though most patients completely
recover from hepatitis A infection, the burden of hepatitis A and
associated costs are considerable. The illness severity is
increasing with age, and it can lead to hospitalisation and death. In
HAV endemic countries, children younger than 5 years of age are
known to be an important reservoir of infection. Therefore,
universal mass vaccination of young children is considered an
effective means to control hepatitis A.

Inactivated hepatitis A vaccines, at first using aluminium salts as
adjuvant principle, are available since the early 1990ies. Epaxal
the only aluminium free hepatitis A vaccine based on the novel
virosomal technology, was first introduced in 1994. It is now
licensed in over 40 countries worldwide with a two dose (0, 6-12
months) immunisation schedule. Over 7000 subjects (infants,
children and adults) have been enrolled into clinical studies with
the vaccine. The product has been shown to be highly
immunogenic and safe in all age groups (=1 year). In a placebo-
controlled field trial in young children in Nicaragua, a single dose
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of the virosomal based hepatitis A vaccine provided 100%
protection against HAV infection, as assessed by anti-HAV IgM
seroconversion.

Virosomes, spherical reconstituted influenza virus envelopes of
approximately 150 nm in diameter, are composed of the influenza
surface glycoproteins haemagglutinin (HA) and neuraminidase and
phospholipids. The fusogenic properties of the HA facilitate the
binding and subsequent endocytosis of the virosome, and any
associated antigen, into immunocompetent cells. The
biodegradable virosomes initiate an efficient immune response
without eliciting an unspecific inflammatory response and,
consequently, cause fewer local reactions compared with an
aluminium based hepatitis A vaccine.

In conclusion, the virosome-formulated, aluminium-free hepatitis A
vaccine Epaxal is safe, immunogenic and protective and can be
recommended for routine use in all age groups.



Occult Hepatitis B Infection and its Clinical Significance
Tawesak Tanwandee, M.D.
Division of Gastroenterology, Department of Medicine Siriraj Hospital

Occult hepatitis B virus (HBV) infection is defined as detection of HBV
DNA without HBsAg with or without the presence of HBV antibodies
outside the acute phase window period. This entity has been a matter
of debate for years, but its existence and clinical relevance are now
supported by many publications, editorials and reviews. Diagnosis of
occult HBV infection requires sensitive HBV-DNA PCR assay and
serum HBYV level is usually less than 104 copies/mL in these patients.
It is now established that occult HBV infection among non-HCV
patients suffering from chronic hepatitis varies from 20% to 30% in
Europe, and in the context of HCV infection it varies from 20% in
France up to 80% in Japan. However, the precise prevalence of occult
HBYV infection remains to be defined.

Several possibilities have been hypothesized as the mechanisms of
occult HBV infection. These include:

mutations of HBV-DNA sequence

integration of HBV-DNA into host's chromosomes

infection of peripheral blood mononuclear cells by HBV

formation of HBV-containing immune complex

altered host immune response

interference of HBV by other viruses.

ok wbd=

The clinical implications of occult HBV infection involve different clinical
aspects. Firstly, occult HBV infection harbours potential risk of HBV
transmission through blood transfusion, haemodialysis, and organ
transplantation. Secondly, it may serve as the cause of cryptogenic
liver disease, contribute to acute exacerbation of chronic hepatitis B,
or even fulminant hepatitis especially when the patients become
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immune compromised(i.e. chemotherapy, HIV). Thirdly, it is associated
with more frequent development of hepatocellular carcinoma. Lastly, it
may affect disease progression and treatment response of chronic
hepatitis C.

Most of the previous studies utilized retrospective observation without
control groups, and lacked direct association of occult HBV infection
with specific pathological changes and disease progression. Highly
sensitive, quantitative, and functional molecular analyses of HBV,
combined with a well-designed prospective clinical assessment will
provide the best approach for the future study of occult HBV infection.
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Molecular Virology of Influenza virus (Human & Avian),
Parvovirus 4 and Bocavirus
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