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ABSTRACT

Hepatitis C virus (HCV) infection is one of all chronic liver disease which affecting the approximate 160 million
population globally. As per WHO reported data, the HCV disease burden in Pakistan reaches to 4.9%.

Method: The study was conducted with 147 patients in Medical out-patient of Saidu Teaching Hospital
Swat. After taking informed consent, the cross-sectional data was collected post completion of pegylated
interferon alfa-2a at a dose of 180ug weekly with a weight-based dosage of ribavirin (For < 75 kg: 1000
mg/day, For > 75 kg: 1200 mg/day).

Patient included as per eligibility criteria, both gender aged 18-60years with chronic hepatitis C genotype
3 patients and non-responders to 24-week therapy of interferon and ribavirin. End of Treatment Virological
Response (ETR) was observed in patients who had the end of treatment qualitative PCR. The collected
data were analyzed through SPSS v. 20.0.

Results: The mean (x SD) age of HCV patients was 34.7 (x 8.38) with a range of 21-49 years. In all, 109
(74%) were males, 38 (25.9%) were females. Out of all, 28 (19%) patients were diabetic and 21 (14%) were
Chronic Renal Failure. There was no patient found with ischemic heart disease and with thyroid disease.

Out of 147 patients, end treatment response was achieved in 119 (81%) patients. In this study, ETR was
found signifi- cantly associated at p=0.007 with less than 40 years of age and 85% ETR was achieved in
non-chronic renal failure patients (p=0.003)

Conclusion: Pegylated interferon alfa2b plus weight-based ribavirin is effective especially in the younger age
population and non- chronic renal failure patients.
INTRODUCTION

Hepatitis C virus (HCV) infection is one of
all chronic liver disease which has affected
approximately
160 million population globally. The epidemic of
newly diagnosed patient globally is around 3 to 4
million per annum from which 130 — 170 million are
chronically affected. As per WHO reported data,
the HCV disease burden in Pakistan reached
4.9%*.

Through studies, it was observed that the
major causes of prevailing HCV disease among
Pakistani population are not only parental route but
this also in- cludes non-parental transmission. The
use of injection among Pakistani people is very
common with the rate of 0.9-8.5 per person/year
and the practice of unsteril- ized, contaminated
and non-disposable injections are usually found in
the society. The transmission through shaving,
piercing, tattooing, intrafamilial transmission,
dental or medical procedures including dialysis
and blood transfusion, are also the contributing
factor in spreading the disease?.
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Prevent complication is the prime therapy
goal for HCV treatment which basically
accomplished by using infections’ eradication.
Hence, the outcomes of HCV RNA testing can
measure the therapy response. The HCV RNA
detection in serum or plasma can be made
possible via a sensitive, qualitative or quantitative or
both technique of Polymerase Chain Reaction.
Re- lapser are those who showed undetectable
serum HCV RNA at 12 week or at end of treatment
with standard care of treatment but failed to
achieve SVR whereas non-responders are those
who failed to achieve decline in 2 log HCV RNA 1U/ml
after 12 week therapy or show detectable HCV RNA
during treatment of 24 week ther- apy®.

In 1991, Food and Drug Administration first
time approved Interferon for treatment for HCV
followed by a combination of ribavirin in 1998. In
2001, Pegylated Interferon  approved in
combination with ribavirin which showed the
standard of care till 2011 with 50-70% SVR rate®.

As per reported data in EASL, 65-82% of
Geno- type 3 patient achieved SVR with pegylated
IFN-a and ribavirin therapy® whereas the rate of ETR
was reported differently in different studies. In
some studies, 46% of ETR has reported among
patients who failed to eradi-
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cate the hepatitis C virus with monotherapy of Interferon
and some studies reported 25.7% ETR. The highest ETR
was found in previous studies with treatment of peg IFN
is 75% in refractory patients with 69.2% in genotype 2,
75% in genotype 3 and 100% with genotype 1 and 4.

In this study, we determine the frequency of ETR
in HCV genotype 3 patients who received pegylated
interferon and ribavirin, previously non-responder to
conventional interferon and ribavirin.

METHOD

The study was conducted with 147 patients in
Medical out-patient of Saidu Teaching Hospital Swat.
After taking informed consent, the cross-sectional data
was collected post completion of pegylated interferon
alfa-2a at a dose of 180ug weekly with a weight-based
dosage of ribavirin (For < 75 kg: 1000 mg/day, For >
75 kg: 1200 mg/day).

Patient included as per eligibility criteria, both
gender aged 18-60 years with Chronic HCV genotype 3
positive patients diagnosed via PCR and non-respond-
ers to 24-week therapy of interferon and ribavirin.

The data on diabetes mellitus, ischemic heart
disease, thyroid disorder and chronic renal failure were
also recorded. End Treatment virological Response
(ETR) was observed in a patient who had qualitative
PCR.

The Probability sampling was applied using sim-
ple random sampling technique. The sample size of the
study was 147, using 75% rate of ETR with pegylated
interferon and ribavirin in chronic hepatitis C genotype 3
non-responders to conventional interferon and ribavirin,
with 7% of margin of error and 95% confidence level
with WHO software.

The mean and standard deviation were calculated
for quantitative data includes age, while frequency with
percentages will be used to present qualitative facts
like gender, ETR, HCV genotype. Cross-tabulation and
chi-square were calculated to show the association of
ETR with age and non-chronic renal failure patients. The
recorded data turned into SPSS v.20 to analyze data.

RESULTS

Total 147 recruited patients were diagnosed with
HCV genotype 3. All the recruited patients were non-re-
sponders to standard care of treatment.

The mean (+ SD) age of HCV patients was 34.7
(= 8.38) with arange of 21-49 years old. In all, 109 (74%)
were male, 38 (25.9%) were female. Out of all, 28 (19%)
patients were diabetic and 21 (14%) were Chronic Renal
Failure. There was no patient found with ischemic heart
disease or with thyroid disease.

Out of 147 patients, end treatment response
was achieved in 119 (81%) patients (see figure 1). De-

scriptive of age-wise stratification along with baseline
characteristics are shown in table 1. Among <40 age
group, 87.5% achieved ETR and 69.2% of > 40-year-old
achieved ETR which found significantly associated at
p=0.007 with less than 40 years of age.

Among Diabetic patients, 21 (75%) achieved ETR
at week 24. Whereas among non-chronic renal failure
patients, 85% ETR was achieved at p=0.003. Gender
& other baseline variables do not show any significant
association.

DISCUSSION

Un til r ecently, the standard of care for chronic
hepatitis C was a combination of pegylated interfer-
on-a and ribavirin. In registration trials, the genotype
1 infection was considered more difficult to treat, with
SVR rates between 42-46% in treatment na€ive patients,
whereas genotypes 2 and 3 were con-considered more
favourable, with SVR rates of 76-82%. Un til r ecently,
the standard of care for chronic hepatitis C was a com-
bination of pegylated interferon-a and ribavirin. In reg-
istration trials, the genotype 1 infection was considered
more difficult to treat, with SVR rates between 42-46% in
treatment- na€ive patients, whereas genotypes 2 and 3
were con- considered more favourable, with SVR rates
of 76-82%.

Percentage of Overall End of Treatment Response

19%

81%

ETR Achieved ETR not Achieved
Figure 1: Overall End of Treatment Response

Table 1: Baseline Characteristics

Gender n (%)
Female 38 (25.9)
Male 38 (25.9)
Age
<40 95 (64.6)
>40 52 (35.4)
Diabetes 28 (19.0)
Chronic Renal Failure 21 (14.3)
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Table 2: End of Treatment Response

ETR Not Achieved ETR Achieved P value
Age grouping
<40 12 (12.6%) 83 (87.4%) 0.007
>40 16 (30.8%) 36 (69.2%)
Chronic Renal Failure
Chronic renal failure patient 9(42.9%) 12 (57.1%) 0.003
Non- chronic renal failure patient 19(15.1%) 107(84.9%)
Gender
Female 7(18.4%) 31(81.6%) 0.909
Male 21(19.3%) 88(80.7%)
Diabetes Miletus (DM)
DM patient 7(25%) 21(75%) 0.373
Non- DM patient 21(17.6%) 98(82.4%)

Our studies showed pegylated interferon and
ribavirin is effective in achieving end treatment response
among 81% non-responder patients to Interferon ther-
apy. The results are comparable with the other studies
published on pegylated interferon conducted in Paki-
stan. Aziz, Sina, et al. study showed 83.8% ETR and
87.1% SVR was achieved in treatment naive patient'®.
Ali, Shafqut, et al. showed 80% response rate (EVR) was
achieved at 12 weeks and 94% SVR at week 24'". Study
with standard interferon therapy reported that 67.5% of
patients achieved ETR and 130 (35.5%) failed to do soin
a naive patient'2. Another study reported 74.62% end of
therapy response (ETR) and 25.38% failed to eradicate
the virus from their body'3. SVR rate is nearly twice with
alone pegylated interferon than standard interferon for
48-week therapy of HCV regardless of relapse rates
which remain higher with pegylated interferon. More-
over, Genotype 1 patients found to be non-responders
in most of the cases' 5. It was found from the studies
that the inclusion of ribavirin decreases the relapse
cases'®'”.,

In this study, the proportion of greater than 40
years of age group is less than the younger popula-
tion. A similar observation has found in other studies.
A study published in China showed that the older age
group 50-59 has the higher incidence of HCV Infection'®
whereas in Brazil the age group of 45- 60 years patients
are more prevalent with more advanced disease™.

For the management of HCV, the genotyping
determination is very important. Hadziyannis et al.
reported an overall SVR 48 is 63% in genotype 1 pa-
tient®°. Krawitt et al in his study found that Genotype
2 has higher end of treatment (100%) and sustained
virologic response (93%) in contrast to genotype 3 (93
and 79%, respectively)?'. Like other studies's, we missed
observing variables such as Early Virological Response
or Sustained Virological Response.

Till 2015, the pegylated interferon and ribavirin
combination was considered as a standard therapy
for HCV patients because of unavailability of direct-act-
ing antivirals in Pakistan and sales data of pegylated
interferon of various pharmaceuticals show that this
molecule is still in use for the treatment of Chronic HCV.
Genotype 1 is still considered hard to treat group in all
but genotype 3 is now not considered as easy to treat
genotype anymore due to increased morbidity and
mortality in health care system?2. Now, the therapy goal
extended from preventing HCV complications (hepatic
or extrahepatic disease) to improve quality of life and
prevent onward transmission?. From 2018 onwards,
EASL recommended interferon (IFN)-free, ribavirin-free
regimen to provide efficacy with safety and tolerability
inpatient HCV infected with cirrhosis and in compen-
sated and decompensated including treatment naive
or treatment experienced. In order to treat successfully,
measurement of HCV RNA should be performed in a
specified time point (Baseline, 12 weeks and 24 weeks)
along with the monitoring of safety profile?.

Studies with recent updates in HCV treatment
with long-term follow up can better depict the current
situation of HCV.

CONCLUSION

Pegylated interferon alfa2b plus weight-based
ribavirin is effective especially in the younger age pop-
ulation and non- chronic renal failure patients.

Acknowledgement

The author thanks to Ms Mahwish Raza (Assistant
Manager Pharmacovigilance and Medical affairs of Getz
Pharma (Pvt.) Ltd. for providing support in manuscript
writing.

KJMS January - April, 2020, Vol. 13, No.1



REFERENCES

1.

10.

11.

12.

Umar M, Khan AG, Abbas Z, Arora S, Elewaut A, Es-
mat G, et al. Diagnosis, management and prevention
of hepatitis C. Prevention. 2013;10:4.

Umar M, Khaar HT, Akhter TS, Aslam F, Ahmad SlI,
Asghar RM, et al. Diagnosis, Management And
Prevention Of Hepatitis C In Pakistan 2017. Jour-
nal of Ayub Medical College, Abbottabad : JAMC.
2016;28(4 Suppl 1):S839-S82.

Attaullah S, Khan S, Ali |. Hepatitis C virus genotypes
in Pakistan: a systemic review. Virology journal.
2011;8:433.

Zeremski M, Dimova RB, Pillardy J, de Jong YP, Ja-
cobson IM, Talal AH. Fibrosis Progression in Patients
With Chronic Hepatitis C Virus Infection. The Journal
of infectious diseases. 2016;214(8):1164-70.

Craxi A, Wedemeyer H, Bjoro K, Flisiak R, Forns
X, Mondelli M, et al. European Association for the
Study of the Liver. EASL Clinical Practice Guidelines:
management of hepatitis C virus infection. Journal
of hepatology. 2011;55.

Hilgenfeldt EG, Schlachterman A, Firpi RJ. Hepatitis
C: Treatment of difficult to treat patients. World Jour-
nal of Hepatology. 2015;7(15):1953-63.

Shafi MS, Anjum J, Beg MA, Naseem S, Manzoor
S, Hussain T, et al. End treatment response with
pegylated interferon among chronic hepatitis C
non-responders. Journal of the College of Physicians
and Surgeons Pakistan. 2011;21(6):334-7.

Spengler U. Direct antiviral agents (DAAs) - A new
age in the treatment of hepatitis C virus infection.
Pharmacology & Therapeutics. 2018;183:118-26.

Asselah T, Boyer N, Saadoun D, Martinot-Peignoux
M, Marcellin P. Direct-acting antivirals for the treat-
ment of hepatitis C virus infection: optimizing current
IFN-free treatment and future perspectives. Liver
international : official journal of the International
Association for the Study of the Liver. 2016;36 Suppl
1:47-57.

Aziz S, Qamar R, Ahmed |, Imran K, Masroor M,
Rajper J, et al. Treatment profile of hepatitis C
patients—a comparison of interferon alpha 2a and
2b treatment regimes. J Coll Physicians Surg Pak.
2010;20(9):581-5.

Ali S, Nazir G, Khan SA, Iram S, Fatima F. Compar-
ative therapeutic response to pegylated interferon
plus ribavirin versus interferon alpha-2b in chronic
hepatitis C patients. Journal of Ayub Medical College
Abbottabad. 2010;22(4):127-30.

Rathore MA, Hussain AB, Ghani E. End-of-Treat-
ment-Response in Patients Treated for Hepatitis C
Virus with Standard Interferon and Ribavirin Based
on Viral Load. Journal of the College of Physicians
and Surgeons Pakistan. 2015;25(2):104-7.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

Igbal S, Sheikh MA, Arshad M. Response of different
HCV genotypes to interferon therapy in different age
groups of chronic hepatitis-C patients. Journal of
Ayub Medical College Abbottabad. 2014;26(3):310-
5.

Zeuzem S, Feinman SV, Rasenack J, Heathcote EJ,
Lai M-Y, Gane E, et al. Peginterferon alfa-2a in pa-
tients with chronic hepatitis C. New England Journal
of Medicine. 2000;343(23):1666-72.

Lindsay KL, Trepo C, Heintges T, Shiffman ML, Gor-
don SC, Hoefs JC, et al. A randomized, double-blind
trial comparing pegylated interferon alfa-2b to inter-
feron alfa-2b as initial treatment for chronic hepatitis
C. Hepatology. 2001;34(2):395-403.

McHutchison JG, Gordon SC, Schiff ER, Shiffman
ML, Lee WM, Rustgi VK, et al. Interferon alfa-2b alone
or in combination with ribavirin as initial treatment
for chronic hepatitis C. New England Journal of
Medicine. 1998;339(21):1485-92.

Dr Poynard T, Dr Marcellin P, Dr Lee S. Randomized
trial of interferon alfa-2b plus ribavirin for 48 weeks
or for 24 weeks versus interferon alfa-2b plus pla-
cebo for 48 weeks for treatment of chronic infection
with hepatitis C virus. Lancet (London, England).
1998;352:1426-32.

Niu Z, Zhang P, Tong Y. Age and gender distribution
of Hepatitis C virus prevalence and genotypes of in-
dividuals of physical examination in WuHan, Central
China. SpringerPlus. 2016;5(1):1557.

de Oliveira AC, Bortotti AC, Nunes NN, El Bacha IAH,
Parise ER. Association between age at diagnosis
and degree of liver injury in hepatitis C. The Brazilian
Journal of Infectious Diseases. 2014;18(5):507-11.

Hadziyannis SJ, Sette H, Jr., Morgan TR, Balan V,
Diago M, Marcellin P, et al. Peginterferon-alpha2a
and ribavirin combination therapy in chronic hep-
atitis C: a randomized study of treatment duration
and ribavirin dose. Annals of internal medicine.
2004;140(5):346-55.

Zeuzem S, Hultcrantz R, Bourliere M, Goeser T,
Marcellin B, Sanchez-Tapias J, et al. Peginterferon
alfa-2b plus ribavirin for treatment of chronic hep-
atitis C in previously untreated patients infected
with HCV genotypes 2 or 3. Journal of Hepatology.
2004;40(6):993-9.

Nicolas G, Francesco N. Is genotype 3 of the
hepatitis C virus the new villain? Hepatology.
2014;59(6):2403-12.

Pawlotsky J-M, Negro F, Aghemo A, Berenguer M,
Dalgard O, Dusheiko G, et al. EASL Recommenda-
tions on Treatment of Hepatitis C 2018. Journal of
Hepatology.

KJMS January - April, 2020, Vol. 13, No.1



	khald-w.pdf (p.1)
	khald.pdf (p.2-4)

