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In order to resolve chronic HBV infection, it is pertinent to have
a better understanding of the underlying mechanism of viral
persistence. Though the exact mechanism that leads to HBV
persistence is not yet clear, there is cumulating evidence suggesting
that immune tolerance to HBV infection is important. It is generally
believed that resolution of acute HBV infection requires adequate
B and T cell responses which lead to the production of protective
antibodies, as well as broad-based T-cell response against multiple
HBV antigenic determinants located on the viral envelope,
nucleocapsid and polymerase gene products'. Previously, it was
demonstrated that serological clearance of HBsAg could occur
after allogeneic bone marrow transplantation. Furthermore, it was
shown that clearance of HBsAg in chronic HBV carriers was strongly
associated with engraftment of anti-HBs positive marrows after
allogeneic BMT™. This suggested that persistance of HBV infection
is due to an immunological defect in the chronic HBV carriers, So
far, the only form of immunomodulatory therapy approved for use
in chronic HBV infection is IFN-a. In a meta-analysis that included
15 randomised controlled studies with a total of 837 adult chronic
HBV carriers, IFN-o was found to be effective in terminating viral
replication. The overall loss of HBsAg occurred 6% more often in
IFN-a treated patients than the natural seroconversion seen in
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controls (7.8% compared with 1.8%, P = 0.001) and the loss of
viral replication occurred approximately 20% more often in treated
patients than in controls (33% vs 12% for the loss of HBeAg and
37% vs 17% for the loss of HBV DNA, P = 0.0001)". In a recent
9-year follow-up study, it was found that IFN treatment resulted
in higher and earlier r ates of cleared HBeAg and HBV DNA by
hybridization in Chinese patients with chronic hepatitis B. Very few
patients lost HBsAg despite sustained HBeAg clearance. There was
no difference in incidence of hepatic complications between patient s
and controls and between those who did and did not clear HBeAg'.
Ta-1 is currently registered for treatment of chronic HBV infection
in China. In a randomized placebo-controlled trial conducted in
Taiwan, complete virological response (with clearance of HBeAg and
serum HBV DNA by liquid hybridization) was significantly higher in
those who receive Ta-1 (n = 32) for 6 mo t han the placebo group
(n = 32, 40.6% vs 9.4%; P = 0.004), 18 mo after entry, although
complete response was similar at the end of treatment™. In a
recent study conducted in China, the safety and efficacy of Ta-1
for 6 mo was compared with combination of Ta-1 and IFN-a(3MU
qd x 10 d then 3 x weekly for 6 mo) in the treatment of chronic
HBV infection. Loss of HBeAg and HBV DNA was 27.8% in both
groups at month 12. No significant side effect was observed in both
groups®. Recently, several other forms of immunotherapy such as
DNA vaccines, therapeutic vaccine, antigen-antibody complexes,
infusion of lymphocytes from immuned donors, and in vitro priming
of autologous lymphocytes are being developed. This together with
the use of nucleoside analogues, such as lamivudine and famciclovir,
may become part of the armamentarium in the treatment of chronic
HBV infection in the near future.
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