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ABSTRACT

Obijective: To evaluate the efficacy of sofosbuvir plus ribavirin in chronic hepatitis C genotype 3 interferon non
responder patients.

Study Design: Prospective / observational study

Place and Duration of Study: This study was conducted at the Medical B Unit; Mardan Medical Complex, Mardan
from Jan 2016 to December 2017.

Materials and Methods: Forty five adult eligible both male and female Hepatitis C genotype 3 patients non-
responder to interferon were included in the study. Sofosbuvir 400mg and ribavirin on weight based daily for 24
weeks were given to patients. Patients were tested for absence of detectable HCV RNA by PCR at the end of
treatment and 24 weeks after the completion of treatment to look for sustained virological response at 24 weeks.
Results: A total of forty five chronic Hepatitis C genotype 3 interferon non responder patients received treatment
with sofosbuvir 400mg and ribavirin on weight basis for 24 weeks .All patients completed treatment. Out of forty
five patients 19 (42.2%) were female and 26 (57.8%) were male. The average age of the patients included in the
study was 45.6 years. Patients were classified on the basis of APRI score into two categories. In33 (73.3%) patients,
the APRI score was <2 and in 12(26.7%) patients the APRI score was>2.Liver biopsy not done because it is an
invasive procedure. The end of treatment response was 80 %( 36) while 20 %( 9) of the patients were non responder.
The sustained virological response rate was 58.33 %( 21) while 41.67 % (15) patients were relapsed.

Conclusion: Combination of sofosbuvir and ribavirin for 24 weeks in chronic hepatitis C non responder patients
was associated with low rate of sustained virological response at 24 weeks and high rate of relapse. This
combination is not a good choice in those patients who has no response to peg interferon or conventional interferon.
Key Words: Chronic Hepatitis C, Sofosbuvir, Ribavirin

Citation of articles: Rahmanuddin, Zeb S, Abbas M, Rabbi F. Sofosbuvir and Ribavirin in Chronic Hepatitis
C Genotype 3 Non Responder Patients. Med Forum 2019;30(2):72-74.

INTRODUCTION Genotype 3 is considered to be the most notorious one,
because of its high rate of transformation to hepatoma
and development of liver cirrhosis* The prevalence of
HCV genotype 3 is very high in Australia and south
Asia.®> Pakistan ranked to be second amongst the
countries responsible for global viremia with most
common genotype 3 .%In Pakistan HCV genotype 3 is
very common as compared to other genotypes
estimated to be about 69.1 %.”Patient with genotype 3
sometime suddenly present with lethal complication
because of its rapid progression to fibrosis and rate of
steatosis which relates with viral replication level .8

Treatment option for HCV genotype 3 has been

Chronic hepatitis C infection is still great challenge in
recent era because of its increasing high rate of
prevalence and complication.! about 3-4 million people
are affecting each year. Prevalence is different in
different region of the world; it is very high in African
countries and Asia while very low in Australia and
USA. Now HCV is considered to be leading cause of
hepatic lethal complications and mortality.> Hepatitis ¢
prevalence is increasing in Pakistan estimated to be 6.8
% among general adult population while active
infection found to be 6% of population.®
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while in combination with ribavirin is more effective
against genotype 2 and 3(11,12).This combination is
available in our hospital free of cost .We observe the
response rate of chronic HCV genotype 3 patients who
are non responders to interferon treatment.

MATERIALS AND METHODS

This study was conducted at Mardan medical complex
Mardan from Jan 2016 to December 2017, involving
patients attending medical and Gastroenterology OPD
in Mardan Medical Complex teaching hospital Mardan.
Forty five adult eligible both male and female Hepatitis
C genotype 3 nonresponder patients were included in
the study. Sofosbuvir 400mg and ribavirin on weight
base daily for 24 weeks were given to patients. Patients
were tested for absence of detectable HCV RNA by
PCR at the end of treatment and 24 weeks after the
completion of treatment to look for sustained
virological response at 24 weeks.

RESULTS

A total of forty five chronic Hepatitis C genotype 3
interferon non responder patients received treatment
with sofosbuvir 400mg and ribavirin on weight basis
i..1000mg for <75kg body weight and 1200mg for
>75kg body weight for 24 weeks.
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All patients completed treatment. Out of forty five
patients 19 (42.2%) were female and 26 (57.8%) were
male. The average age of the patients included in the
study was 45.6 years. Patients were classified on the

basis of APRI score into two categories. In 33 (73.3%)
patients the APRI score was <2 and in 12(26.7%)
patients the APRI score was >2.Liver biopsy not done
because it is an invasive procedure. The end of
treatment response was 80 %(36) while20%(9) of the
patients were non responder. The sustained virological
response rate was 58.33 %(21) while 41.67%?° patients
were relapsed.
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Figure No.3: ETR and SVR ratio in patients
DISCUSSION

Pakistan™ is facing an epidemic of Hepatitis C virus.
About 8 million people in Pakistan have "HCV
infection®3. Incidence of HCV isvery high in Pakistan
and it is increasing day by day due to lack of awareness
14. We observe the response rate of sofosbuvir plus
ribavirin in chronic hepatitis C genotype 3
nonresponder patients. The goal of treatment is to cure
HCV infection in order to prevent complication and
prevent further transmission of HCV. The endpoint of
treatment was an (SVR24) sustained virological
response at 24 weeks after the completion of treatment.
SVR 24 is defined by undetectable HCV RNA in the
serum at 24 weeks after the end of therapy®. An SVR
corresponds to cure of HCV infection and it reduces the
rate of decompensation and will also reduce but not
abolish the rate of HCC6, Assessment of liver disease
severity is necessary prior to treatment, it will identify
patients with cirrhosis. We used noninvasive methods
instead of liver biopsy to assess liver disease severity
.we use aspartate aminotransferase to platelet ratio
index (APRI). It in simple, cheap and noninvasive and
the information it give is reliable. On the basis of APRI
score patients were divided into two groups, one with
APRI score less than <2 and the other group with APRI
score >2.Recent introduction of direct acting antivirals
increased the SVR rate to more than 90%.Sofosbuvir is
recommended for the treatment of HCV is registered in
Pakistan at a reasonable price and available in our
hospital free of cost. We used Sofosbuvir 400mg daily
and ribavirin on weight basis i.e. 1000mg a day for <75
kg body weight and 1200mg a day for >75kg body
weight for 24 week. Sofosbuvir is a nucleotide
analogue HCV NS5B polymerase inhibitor, while
ribavirin is a synthetic guano sineanalogue; both of
them have potent antiviral activity and are administered
orally. The SVR varies in different populations and

SWR positive SVR Negative



Med. Forum, Vol. 30, No. 2

February, 2019

pathological conditions'’; it is also lower in cirrhotic
patient as compared to non-cirrhotic®, in our study the
end of treatment response was 80%(36), while 20
%(09) of the patient were nonresponder. The sustained
virological response rate was 58.33% (21) at 24
weeksand 41.67%' of patients were relapsed. It is
almost comparable with other studies like In FISSION
trial the SVR 12 rate in genotype 3 patients were only
56%?*°. Similarly in POSITRON trial the SVR after 24
weeks were 61%% and in FUSSION trial similar results
were achieved showing poor SVR rates of 62% in
genotype 3 patients. Compared with above studies, the
sustain virological response found to be lower with
Sofosbuvir and ribavirin combinations.

CONCLUSION

Combination of sofosbuvir and ribavirin for 24 weeks
in chronic hepatitis C non responder patients was
associated with low rate of sustained virological
response at 24 weeks and high rate of relapse. This
combination is not a good choice in those patients who
has no response to peg interferon or conventional
interferon. We therefore not recommend this regimen in
chronic hepatitis C genotype 3 nonresponder patients
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