Interferon Alpha 2a in Patients of Chronic Hepatitis C
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Hoofnagle et al.! were the first to describe that interferon alpha, when given to patients with non-A,
non-B hepatitis, was able to normalize liver enzyme levels in a substantial number of patients. They

also noted that relapses might occur if treatment was discontinued!. This observation was confirmed by
other smaller controlled and uncontrolled studies>™. Subsequently the genome of HCV was cloned and
its nucleotide sequence determined® which lead to development of tests for antibody to HCV (anti-

HCV) using recombinant antigen6'“. Since then a number of studies have been performed in hepatitis
C and it is generally accepted that interferon is the most effective therapy for it. In one of the largest

studies published recently by Alberti et al. 1% a high initial response of 65-70% with 6 MU thrice
weekly as compared to 56-58% response with 3 MU thrice weekly was reported. The present study was
done to assess the short term effects of treatment with alpha-interferon on patients with chronic
hepatitis C.

Patients, Methods and Results

Two sets of patients with chronic hepatitis C were studied. Those suffering from chronic active
hepatitis and those who had progressed to the stage of liver cirrhosis. Diagnosis in both the groups was
confirmed by liver biopsy. A total of 27 patients were studied, out of which 22% were females and 78%
males. The mean age of patients in CAll group was 37 and in cirrhosis group 47 years. Nine patients
with chronic active hepatitis and 18 with compensated liver cirrhosis were included in the final analy-
sis. Diagnosis of these patients was based on prolonged elevation of ALT, histological features of
chronic hepatitis/cirrhosis and positive anti-HCV antibody. In both groups interferon alpha 2a was
given subcutaneously thrice weekly for 3 months. On the basis of response determined by ALT levels,
estimated monthly, patients were assigned to normalized, partially normalized and non- normalized
groups. Based on me ALT levels in me CAH group, 67% patients responded to treatment with
interferon alpha 2a and their mean semm ALT level which was 232 IU/L at baseline, after treatment for
three months caine down to 26 1UIL. In the same gm up 22% patients did show some degree of
response and their ALT levels went down from 114 TU/L at the baseline to 78 1UIL at the end of three
months, however, these were not categorized as partial responders as the reduction in the ALT level
was less than 50%. The remaining 11% patients failed to show an objective response. Hence according
to the above account 33% were categorized as non-responders in the CAN group (Figure).
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In the second group which was diagnosed as suffering from compensated cirrhosis, 56% of patients
responded to treatment and their mean ALT level which was 161 IUIL at baseline normalized and went
down to 39 1UIL after three months of treatment. Another 33% patients showed only a partial response
and their mean ALT which was 171 IUIL at baseline went down to 85 JUL after three months but did

not normalize. The remaining 11% patients failed to show any response and their mean ALT which was
116 IUIL at baseline went up to 141 IUIL at the end of three months treatment (Figure).




Comments

The short term response to treatment in both the groups was consistent with response rates reported in

the literature'-7-12, A complete biochemical response shown by normalization of ALT in 67% patients
of CAH and 56% patients of compensated cirrhosis is encouraging and inline with high initial

responses reported by Alberti et al. 12 Alberti et al. have reported a response of 65-70% with 6MU and

56-58% with 3MU thrice Weeklylz. The difference in responses between the two groups was however
not significant. Thus the present study does show a comparable response rate in our population. Also
based on the results obtained, it is concluded that interferon alpha 2a has a role in the treatment of
chronic hepatitis C and is beneficial for patients of chronic active hepatitis as well as those who have
progressed to the stage of cirrhosis. However, this report is based on the assessment of short term
therapy with interferon-alpha 2a and it remains to be seen how these patients will respond to long term
treatment with interferons. Further studies to determine the long term outcome of interferon treatment
in local patients of chronic hepatitis C are ongoing.

References

1. Hoofnagle, J.H., Muller, K.D., Jones, B.D. et al. Treatment of chronic non-A non-B hepatitis with
recombinant human alpha interferon: a preliminary report. N.Engl.J.Med., 1986;315:1578-79.

2. Arima, t, Shimomura, H. and Nakagawa, J. Treatment of non-A non- B hepatitis with human
fibrobtast interferon. Hepatology, 1986;6:11-17

3. Thomson, B.J., Doran, M., Lever, A.M.L et al. Alpha-interferon therapy for non-A non-B hepatitis
transmitted by gammaglobulin replacement therapy. Lancet, 1987;1:539-41.

4. Lockner, B., Bratt, 0., Lindborg, A. et al. Acute unidentified hepatitis in a hypogammaglobulinemic
patients on intravenous gammaglubin successfully treated withinterferons. Acta. Med. Scand.,
1987;221:413-15.

5. Choo, Q.L., Kuo, 0., Weiner, A.J. et al. Iaolation of a DNA clone derived from a blood bome non-A
non-B viral hepatitiagenome. Science, 1989 ;244:359-62.

6. Kuo, 0., Choo, Q.L., Alter, H.J. et al. An assay for circulating antibodies to a major etiologic virus of
human non-A non-B hepatilia. Science, 1989;244;362-64.

7. Alter, H.J., Purcell, R. H., Shih, J.W. et al. Detection of antibody to hepatttia C virus in prospectively
followed transfusion recipients with acute and chronic non-A non-B hepatitis. N.Engl.J.Med., 1989;32:
1494-500.

8. Van der Poel, CL., Reesink, H.W,, Lellie, P.N. et al. Anti- hepatitis antibodies and non-A non-B post-
transfusion hepatitis in The Netherlands. Lancet, 1989;2:297-9X.

9. Eateban, J.I., Eatebsn, R., Viladomiu, L. et al. Hepatitis C virus antibodies among risk groups in
Spain. Lancet, 1989 ;2:294-96.

10. Kuhnl, P, Seidel, S., Stangel, W. etal. AntibodytohepatitiaCvirusinOermsnblood donors (letter).
Lancet, 1989;2:324.

11. Roggendorf, M., Deinhardt, F., Raashofer, R. et al. Antibodies to hepatitis C virus (letter). Lancet,
1989;2:324-25.

12. Alberti, A., Chemello, L., Bonetti, P. et al. Treatment with interferon(s) of community acquired
chronic hepatitis and cisrhosia type C. J.Hepatol., 1993;17 (suppl. 3):S123-26.



