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ABSTRACT

Objective: To evaluate effectiveness and safety of 24 weeks combination
treatment with Interferon and Ribavirin as initial therapy of chronic hepatitis
C patients.

Material and Methods: This study was conducted in Medical unit
DHQ Hospital Daggar District Buner from January 1999 to June 2002,
Three hundreds and fifty consecutive non cirrhotic, chronic hepatitis C
patients (Male=176 Female=174) with positive HCV anti bodies by 3«
generation ELISA, positive HCV RNA by polymerase chain reaction (PCR)
and raised serum amino transferase (ALT) were prospectively evaluated
and treated with combination of interferon alfa 2-b three million units
subcutaneously three injection weekly and ribavirin 800-1200 mg orally daily
for 24 weeks and followed for another 6 months. The HCV RNA was
checked after 12 weeks and then at the end of the treatment. The ALT
level was checked after 04 weeks, then at 12 weeks, and at the end
of the treatment. End of the treatment viral response, sustained viral
response and side effects of therapy were noted.

Results: Normal ALT was observed in 260 (74.2%) of the patients after
01 month of treatment and 310 (88.5%) of the patients at the end of
03 months. HCR RNA was not detectable in 275 (78.5%) of the patients
at the end of 03 months (12 weeks of treatment). At the end of 24 weeks
of treatment the HCV RNA was not detectable in 298 (85.14%) patients.
Two hundred and seventy six (78.85%) of the patients had persistently
normal ALT and HCV RNA in the six months follow up after treatment,

Conclusion: 1) Combination treatment of interferon plus ribavirin for
24 weeks is effective in terms of biochemical and virological response.
2) The side effects are quite tolerable and managable.
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INTRODUCTION

Chronic hepatitis C infection is now
recognized as an important health care
problem!, It is the commonest cause of liver
cirthosis and hepatocellular carcinoma
(HCC).2* Nearly 4 million Americans are
infected and cirrhosis will eventually de-
velop in at least 15-20 % of them®. It is also
the most common cause of chronic liver
disease in Europe, Australia and is the
strong reason for liver transplantation in
western countries®,

Interferon was first evalnated in chronic
hepatitis C in 1986 ¢. A common regimen
of 3 million units of interferon alpha thrice
weekly for 24 weeks can normalize serum
alanine amino transferase (ALT) levels in
40%-50% of the patients during treatment 78,
Nevertheless, the rate of sustained ALT
response is usually <25%. Serum hepatitis C
virus (HCV} RNA may still be positive in
upto 40% of patients with sustained ALT
normalization after interferon therapy and
late relapse may occur *'°,

Few studies have suggested the supe-
riority of 48 weeks treatment on 24 weeks,
though patients may still relapse.*5!:?
optimal treatments to induce long term
biochemical and virological remission in
patients with chronic hepatitis C remains a
great challenge. Ribavirin (nucleoside ana-
logue) can decrease serum ALT levels tem-
porarily in patients with chronic hepa-titis C
but clearance of HCV RNA does not occur'>!413,

A combination of interferon and riba-
virin is the current treatment and achieves
a better response than interferon or ribavirin
alone!'®!%1?, The goals of therapy are to slow
disease progression, reduce infectivity and
decrease the risk of hepatocellular carci-
noma. Therefore this prospective study was
designed to evaluate the efficacy of inter-
feron plus ribavirin in the management of
chronic hepatitis C.

MATERIAL AND METHODS

This prospective study was conducted
in the medical unit of DHQ Hospital Daggar
from January 1999 to June 2002, A total of
350 non cirthotic, chronic hepatitis C
patients (M-176, F-174), aged between 20-60
years (mean 39.5 + 10) who presented with
non specific symptoms of dyspepsia, heart
burn, bloating, generalized body aches and
pain right hypochondria with persistently
raised ALT above normal for at least six
months, positive HCV antibodies by 3¢
generation Elisa, Positive HCV RNA PCR,
normal size of the portal vein, i.e. less then
13mm in diameter, normal echo texture of the
liver parenchyma by ultrasound were in-
cluded in the study. None of the patient had
liver biopsy, HCV quantification and geno-
type.

The exclusion criteria was, those who
were below 20 years and above 60 years of
age, those with other causes of chronic liver
disease (Chronic Hepatitis B, Wilson's
disease, haemochromatosis), those who were
pregnant, those with total leucocytes counts
less then 2500/mm?, those whose haemoglo-
bin were less then 10 gram/dl, those with
other serious medical illness were excluded
from the study. Before starting the treatment,
each patient was counselled about the
nature of the disease, cost of treatment,
response to treatment and the possible side
effects. All the patients were given injection
interferon 3MIU subcutaneously thrice weekly
plus capsule ribavirin orally according to the
body weight (those less then 50kg, 800mg/
day, 50 to 75Kg, 1000mg/day, and those
more then 75Kg, 1200 mg/day) for six
months.

At the start of the treatment the
biochemical and haematological status of the
patients was assessed which include hacmo-
globin concentration, total and differential
leukocyte counts and platelet count. The
biochemical tests performed was blood
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sugar, serum creatinine and serum uric acid.
During the subsequent visits at week 1, 4,
8 12, 16, 20 and 24, the haemoglobin
concentration, total and differential leucocytes
count, platelet counts and ALT was per-
formed for every patient. The other investi-
gations including thyroid function tests
(TFTs) were performed when clinically
indicated. Efficacy of anti-viral therapy was
assessed with normalization of ALT and
absence of serum HCV RNA measured at
week 12 and being undetectable at the end
of the treatment at 24 weeks which consti-
tuted end of treatment response and at the
end of follow up (6 months after end of
treatment) which constituted the sustained
viral response.

ResuLts

Three hundred and fifty non-cirrhotic
patients, 176 were males and 174 females,
having ages between 20 to 60 years (Mean
39.5 + 10) as shown in table 1 were included
in the study.

Fifteen patients discontinued treatment
due to severe side effects of interferon. One
hundred and seventy males and one hun-
dred and sixty five females, making a total
of three hundred and thirty five patients
completed the treatment.

DEMOGRAPHIC OF PATIENTS TREATED
(N=350)

20-30 25 22 47

31-40 40 75 115

41-50 75 50 125

51-60 36 27 63

Grand Total 176 174 350
TABLE-1

Before treatment the levels of ALT were
ranged from 65 to 250 (mean 105 + 10) as
shown in Table 2.

ALT DISTRIBUTION IN HCV
POSITIVE PATIENTS

65 to 85 25(35.71%)

86 to 150 150 (42.85%)

151 to 200 45 (12.85%)

201 to 250 30(8.57%)
TABLE-2

The ALT returned to normal in 260
patients at the end of four weeks of
treatment and 310 at the end of twelve
weeks. HCV RNA was done at 12 weeks and
then at the end of treatment. The response
rate at 12 weeks was 78.5% (275 patients)
and at the end of 24 weeks was 85.14% (298
patients) (Table 3).

FALL OF HCV RNA PCR

i g

A

12 weeks 275 78.5%
24 weeks 298 85.14%
TABLE-3

The treatment was well tolerated by all
patients except 15 patients who discontinued
treatment.

The side effects were mostly influenza-
like which occurred in almost all patients.
Gastrointestinal, psychiatric, dermatological
symptoms and other side effects were
tolerable and they are shown in Table-4.

DiscussioN

The currently approved initial therapy
for patients with chronic hepatitis C infection
is combination of interferon plus ribavirin for
6 months. The response rate to previously
used monotherapy of interferon alone for 6
months reported in various literatures varies
from 20 to 35 percent with a sustained
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SIDE EFFECTS DURING THERAPY (N=350}

Influenza like symptoms 320 91.42
Gastrointestinal 310 88.57
Haematological (mild 280 80.00
anaemia, leucopoenia,

thrombocytopenia

Dermatological {dry skin, 285 81.42

pruritis, itching, erythema
at the site of injection

Cognitive impairment 250 71.42
(Liability of mood, ’
anxiety, depression,
insomnia

Myopothaie 3 0.85
Retinopathie 2 0.57
Major depression 2 0.57
Thyrotoxicosis 2 0.57
Suicide attempt 2 .57

TABLE-4

virological response of 15 to 20 percent,
which can be further increased up to 30 to
35 percent when the treatment is prolong for
12 months.'®"® Addition of ribavirin to
interferon enhances the therapeutic re-
sponse rate.

The mechanism of antiviral action of
ribavirin seems to be related to inhibition of
the viral RNA- dependent RNA polymerase
by depleting intracellular guanine pools and
by interfering with the “capping” of viral
RNA? The antiviral effect of Ribavirin alone
does not seem to be impressive in chronic
HCV infection'>?' , The enhanced effect of
interferon and ribavirin in combination could
be explained by a synergistic antiviral effect
on HCV, as has been shown in vitro with
other RNA viruses? The exact mechanism of
this synergistic antiviral effect is presently
unknown.

The ALT level decreased to normal in
74.2% of patients at the end of four weeks

of treatment and 90% of patients at the end
of twelve weeks of treatment. HCV RNA was
cleared in 78.5% of patients at the end of
twelve weeks and 85.14% of the patients at
the end of twenty-four weeks. This delayed
clearance of HCV RNA from serum during
combination therapy is frequently associated
with sustained response. This phenomena is
unknown with patients who are treated with
interferon alone, which suggests that stop-
ping therapy at 12 weeks because of
persistent viraemia as suggested " may
not be appropriate in the case of therapy
with interferon and ribavirin.

In our study the response rate to
combination therapy of interferon plus
ribavirin for 6 months is 85.14%. During the
6 months follow up treatment 76.5% of the
patients had persistently normal ALT and
negative HCV RNA.

Our study supports a number of earlier
studies >822 which showed that combina-
tion of interferon plus ribavirin is more
effective than interferon alone both in term
of initial and sustained response. Ming and
colleagues®® have reported 76% initial re-
sponse rate at the end of 24 weeks therapy
and 34% sustained response rate. Similarly,
John and co-workers have reported a
response rate of 53% to combination therapy
for 6 months with sustained virological
response of 31%. Javid and colleagues®
reported a response rate of 87.83% with
combination therapy of interferon and
ribavirin in Pakistani HCV patients. Similarly
a sustained virological response of 71.4%
has been reported by Wazir et al®® with the
combination therapy. According to Shafi et
al* the response rate to combination therapy
was 65%. The low response rate reported by
Ming et al and John et al may be due to the
fact that Genotype 1b is predominant in
Euvrope which is associated with severe
clinical course of the disease and a de-
creased response to treatment where as in
Pakistan the predominant type is Genotype
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3 (3a and 3b)®*%, which has a slow
progression of the disease and a good
response treatment,

CONCLUSION

In conclusion, our study shows that
treatment of chronic HCV patients with
combination therapy of interferon and
ribavirin had excellent sustained viral and
biochemical response with 24 weeks treat-
ment and offers a chance of sustained
response and 2) the side effects have been
tolerable and manageable.
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