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Phyllanthus amarus and chronic carriers of HBV:
Are we near the solution?

Thyagarajan SP, Subramanian S, Thirunalsundari T,
Venkateswaran PS, Blumberg BS. (Department of Micro-
biology, Postgraduate Institute of Basic Medical Sciences,
University of Madras, Madras, India and Fox Chase
Cancer Center, Philadelphia, Pennsylvania, USA.)
Effect of Phyllanthus amarus on chronic carriers of
hepatitis B virus. Lancet 1988;1:761-3.

SUMMARY
Plants of the genus Phyllanthus have been used widely in India
by practitioners of traditional medicine to treat jaundice and
other diseases. As experimental studies have shown that
extracts of this plant inhibit the endogenous DNA polymerase
of the hepatitis B virus (HBV) the authors used it to treat
carriers of HBV. After 30 days of treatment with an extract of
the whole plant a significantly higher number (22/37; 59%) of
patients lost their hepatitis B surface antigen (HBsAg) compared
to only lout of 23 (4% ) of a control group who were not given
the extract. The clearance of HBsAg occurred in 13 out of
14(91%) patients who were only HBsAg positive but in patients
whohad evidence of virus replication, revealed by the presence
of HBeAg and anti-HBc IgM, it occurred in only 9 out of 23
(31%). All subjects in the treated group, except for one
symptom-free carrier, were followed for at least 3 months.
HBsAgdid not reappear in any of those who had lost it at their
first follow up visit. The antigen also did not reappear in those
subjectswho were followed for 9 months. Clinical observations
revealed no toxic effects.

COMMENT
HepatitisB virus infection is a major public health problem
in India. There are about 24 million HBV carriers with a
prevalence rate of 3% to 5% and the magnitude of the
problem is likely to increase. The options presently avail-
able to control the disease are treatment of carriers or
prophylactic immunization of the susceptible population.
Resource constraints mean that vaccination of the entire
population at risk will not be feasible and to treat the vast
population of chronic carriers a cost effective drug is
required. Therefore, the scientific evaluation of indigenous
herbal drugs becomes very important. The preliminary
results of this trial are very encouraging-59% of patients
lost their carrier state after 1month of treatment. Patients
followed for nine months after treatment remained free
of HBsAg and there were no side-effects.
There has been an intensive search for agents that

inhibit or eradicate HBV, but only a few have been tested
in patients. Results of the initial trials with alpha inter-
feron alone have not been very encouraging! although
in combination with other antiviral drugs it has been
found to be more useful.l-t The results of interferon
therapy after steroid withdrawal have also been promising!
with seroconversion (i.e. HBeAg to anti-HBe) rates of
30% to 70% being reported. However, the long duration
of treatment, side-effects and cost limit the utility of these
drugs. As far as cost, safety and efficacy are concerned,
the results with the use of the extract of Phyllanthus
amarus appear to be far more impressive.
The extract of Phyllanthus amarus supposedly acts by

inhibiting the DNA polymerase and hence should be
active against the replicating virus. However, it is difficult
to explain why patients with the replicating virus (HBeAg
or anti-HBc IgM positive) responded poorly. Thirteen out
of 14treated carriers (93%) who were positive for HBsAg
but negative for HBeAg and anti-HBc IgM were cleared
of their carrier state in contrast to 1 out of 8 (13%) who
were positive. for all three markers and ~ out of 6 (67%)
who were positive for anti-HBc IgM but negative for
HBeAg. Overall, the HBsAg carriers with HBeAg did
not respond as well as those without Hlse Ag.Le. 5 out of
17 (29%) v. 17 out of 20 (85%). It is possible that the
response was due to immunomodulation by the drug
although no information is provided about the antibody
(anti-HBs) response.
There is a lack of clinical and laboratory data in the

trial. The permanent loss of HBsAg, HBeAg and HBV
DNA is associated with histological improvement in liver
disease. Chronic liver disease and the development of
hepatocellular carcinoma are major concerns in the HBV
carrier. Inconsistent follow up represents another flaw in
this otherwise interesting study. Long follow up with
adequate clinical, biochemical and histological .assess-
ment should be an essential part of future trials with this
and other drugs.
We therefore regard the results of this study to be only

tentative, because of the flaws in design and execution.
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