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ABSTRACT:
BACKGROUND: Chronic hepatitis secondary to hepatitis C virus is more prevalent in district Tharparker of lower Sindh
province that is why it is important to know the response of conventional interferon therapy in Chronic HCVnaïve patients
of the area.
Objective: to determine the end treatment response in chronic hepatitis c naïve patients by standard interferon therapy in
rural area of Sindh
PATIENTS AND METHODS: A total of 146 patients with chronic hepatitis secondary to HCV includedfor treatment with
conventional interferon and ribavirin therapy. The patients enrolled atdistrict District Head Quarter Hospital Mithi @
Tharparkar, Sindh, Pakistan. The real time PCR done in all patients to confirm active HCV infection, treatment with
conventional interferonandribavirn started for six months. At the completion of therapy, end of treatment response (ETR)
calculated.
RESULTS: Among146 treated patients,124 (84.9%) showed end treatment response and HCV RNA on PCR was
undetectable. While 22 (15.1%) patients had positive HCV RNA on real time PCR hence not responded to this treatment.
Efficacywithconventionalinterferon was relatively better in age group of 25 to 40 years in both sexes.
CONCLUSION: It concluded that response with conventional interferon against chronic Hepatitis C virus patients in
District Tharparkar Sindh is approximately 85%. This high response rate may be due to the prevalence of IFN-responsive
HCV genotypes in the area.
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INTRODUCTION:
Hepatitis C leads to chronic hepatitis and globally
it is the major health issues with prevalence rate of
5% worldwide, more than 150 million patients are
affected with chronic hepatitis. Among them more
than 350 000 people die due to HCV related
complications yearly [1]. Hepatitis C has affected
around 5% general population of Pakistan with
approximately 8.3 million people exposed to this
virus thereby creating a huge pool of patients who
might require treatment [2].Over 10 studies
reported from various institutions in Pakistan show
that over 80% of hepatitis C virus infected
population has genotype 3 [3] with a prevalence of
between 75-90% [20,21]. Thelong-term effects of
hepatitis C virus are highly variable from patients
to patients and may result in minimal damage to
extensive fibrosis, and cirrhosis of liver and may be
associated with hepatocellular carcinoma (HCC)
[4]. Up to now six genotypes of hepatitis c virus
(HCV) has been found. In USA and Europe,
genotype 1a and 1b is more common. The
Mediterranean region has high prevalence with
genotype 2 while 3a is more common in European
intravenous drug abusers. In Middle East genotype
4 is more common. Pakistan has more patients
with genotype 3 but genotype 1, 2 and 4 is also
seen sporadically [5,6]. Pegylated interferon (PEGINF) with ribavirin can be used for treatment in
those patients who are non-responder to standard
INF-a and ribavirin other than HCV genotype
1.4Viral load levels have no such important role in
deciding duration or type of therapy since genotype
3 is treated with conventional treatment
irrespective of the viral load [7,8]. The American
and European studies does not recommend
standard interferon for genotype 1or 3; instead
PEG-IFN is used with ribavirin [9,10]. Because in
these countries the common genotype is 1 or 4;
hence recommended therapy is PEG interferon
with ribavirin.
In Pakistan, conventional INF-a is still used due to
its cost effectiveness
and considering
that
genotype 3 is more common in this region and will,
therefore, show an excellent response with a
sustained virological response (SVR) of 80% to
86.4% [11-15].
There are no recent local guidelines available for
the management of HCV infected patients
considering the diversity of our genotypes. Also
there is no recent international published literature
which recommends the use of standard Interferon
(INF) with Ribavirin for management of naïve
cases of hepatitis C virus in genotype other than
genotype 1. Apart from Pakistan Society of
Gastroenterology
recommendation,14no
other
literature
recommends to treat HCV standard
interferon with ribavirin.This research was
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conducted to find out the end treatment response
(ETR) in naïve patients with chronic hepatitis C
Infection who were receiving conventional
interferon for six months period in Tharparkar
District of Sindh Province. Currently Pegylated
INF-αand Ribavirin for 24 to 48 weeks is approved
as initial therapy, but is more costly. This study
will help physicians to predict the success of
therapy and specially to deal the chronic hepatitis C
patients of remote area of Sindh who have
economic constraints and are being treated through
the Chief Minister’s hepatitis prevention and
control program.
PATIENTS AND METHOD:
This study is anobservational case series study. It
was conducted from January2010 to February 2013
at District Head Quarter Hospital Mithi @
Tharparkar, Sindh, Pakistan. Total 146 adult
Patients aged 16 to 60 years, of both sexes, having
Anti HCV antibody positive on Elisa selected for
this study, the sample size was calculated by
Raosoft and the sample technique was non
probability consecutive.Polymerase chain reaction
(PCR)with Qualitative RNA (Ribonucleic acid)
assay was done to confirm chronic hepatitis due to
HCV infection. Patients with age younger than 15
years and older than 60 years, alcoholics, with co
infection
HBV
and
Delta
Virus,
clinical/biochemical and radiological criteria of
liver cirrhosis and autoimmune hepatitis were
excluded from study. PCR positive patients with
normal cognitive functions, high normal ALT
level, hemoglobin and platelets within normal
range were selected to treat with INF-α2a (3million
units three times a week) with Ribavirin (10001200 mg/day) for 24 weeks. Liver function tests
(LFT) and PCR for HCV RNA checked during and
at the completion of therapy. The End of Treatment
Response (ETR), defined as undetectable
HCVRNA on PCR assay at 6 months or
completion of therapy. SPSS software version
16.0used analysis of data, the frequency and
percentage was calculated for categorical variables
while the mean ±SD was calculated for numerical
variables.
RESULT:
At the completion of therapy at six months result
calculated. Among 146 patients, male were
98(67.1%) and 48 (32.9) were female; age mean
was calculated 35.63 years. 124 (84.9%) patients
had negative HCV RNA on PCR hence end
treatment response (ETR) achieved, whereas
22patients (15.1%) were positive for HCV RNA
and not responded to this therapy.
Out of 124 patients 84(67.74%) were male and 40
(32.25%) were female in whom ETR was achieved
while in 22 patients 14 (63.63) male patients and 8
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(36.36) female patients ETR was not achieved.
(Figure 2& 3) In this study better response
observed with conventional interferon therapy in
age group of 25-40 year. (Figure 1)
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The overall end treatment response obtained was
84.9%.

Table 1:END TREATMENT RESPONSE
RNA IN PCR

Frequency

Percent

Valid Percent

Cumulative Percent

NOT DETECTED

124

84.9

84.9

84.9

DETECTED

22

15.1

15.1

100.0

Total

146

100.0

100.0

Figure 1

Figure 2 : ETR in Male Patients
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Figure 3: ETR in Female Patients
DISCUSSION:
Chronic hepatitis secondary to HCV infection is
found endemically in different parts of the world
with overall estimated prevalence of 3%. A large
number cases of cirrhosis of liver and liver cancer
are found due to chronic HCV infection.Asimilar
study from Khyber Pakhtunkhwa, Pakistanin HCV
virus infections determined ETR rate 74.71%.12and
End treatment response (ETR) was 89.3% was
found in another study conducted at Combined
Military Hospital, Quetta.15Cases of hepatitis C
virus are rapidly rising in the Pakistan. At present
approximately 200 million people are infected with
HCV all around the world and 3-4 million more
people are acquiring HCV infection every
year.WHO has reported that at present India is
having more than 20 million HCV infected people
as compared sero-prevalence rate in our country is
around 2.4%.1In different regions of our country
sero-prevalance of HCV infection found between
2.2-13.5% in last few years.16The sero-prevalence
rate reported in Mardandistrict Pakistan around 9%,
The overall sero-prevalence was found to be 9% in
district Mardan, Pakistan and the highest cases
reported in the Lahore.17,18In Pakistan studies were
conducted to determine the ETR in patients treated
with standard INF in HCV patients because still
this therapy is commonly used under chief Minister
Programs in Government setups due to poverty of
patients who cannot afford costly drugs. Those
patients who fail to respond or relapse after
treatment with conventional interferon the
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pegylated INF therapy is recommended for
retreatment of such caseswhile HCV genotype 1
treated with pegylated interferon showed sustained
viral response (SVR) around 40-54% at approved
dose of Pegylated interferon plus ribavirin for 48
weeks. On the other hand SVR was around 65–
82% in patients with HCVgenotypes 2 or 3 treated
with pegylated IFN-a plus ribavirinat approved
doses for 24 weeks.Our study determined the End
of Treatment Response (ETR), defined as
undetectable HCV RNA on PCR assay at the
completion six months IFN therapy, in patients
with chronic HCV infection chronic .The end
treatment response (ETR) calculated was 84.9%
and 15.1% patients found to have resistance to the
treatment.
CONCLUSION:
Our study shows that with standard interferon
antiviral therapy 84.9 % showed positive response
hence end treatment response achieved. This high
response rate may possibly be due to genotype 2 or
3 and geographical difference and adherence of
therapy.
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