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Abstract

Objective: To assess the treatment response and tolerance in HCV patients without doing genotypes.
Method: An interventional study was conducted to evaluate the efficacy and sustained virologic response
(SVR) of 200 patients suffering with hepatitis C after an intervention of once-daily Sofosbuvir 400 mg plus
Velpatasvir 100 mg for 12 weeks at Akhtar Saeed Trust hospital and Farooq Hospital Lahore between
December 2019 to December 2021.The sample size was calculated by using keeping margin of error at 5%,
confidence level at 95%, population size 20000 and response rate at 30%. Patients were followed up on
weekly basis with CBC, LFTS and RFTS and HCV RNA by PCR at 4th week and six months after completion
of 12 weeks treatment. With SPSS 23, Chi square test was applied and p-value of < 0.05 was considered
significant.

Results: In this interventional study out of 200 hepatitis C positive patients 139(63.5%) were males and
61(27.9%) were females. A significant association was observed between gender (p=0.000), presenting
complaints (p =0.002) abdominal ultrasound findings (0.004), status of patient (p=0.015), comorbidities (p=
0.042) and lab investigations (p=0.000). Various side effects were reported by 69(31.5%) experienced
headaches, 60(27.4%) experienced dyspepsia, 57(26%) experienced nausea as a result of this combination
therapy.

Conclusion: Twelve weeks of treatment with combination therapy of sofosbuvir and Velpstasvir is well
tolerated and has high SVR in HCV patients with all types of genotypes.
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Introduction wide, representing more than 3% of the world's popu-
he hepatitis C virus (HCV), a single-stranded RNA  lation."” According to the World Health Organization
virus of the family Flaviviridae with six major (WHO) estimates, Southeast Asia has considered a

genotypes, infects more than 200 million people world-  high-risk region for HCV with a prevalence of 2.15%’

Chronic HCV infection causes progressive liver fibrosis,

which can lead to cirrhosis, hepatic decompensation,
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is enduring an HCV epidemic of historical proportions
as one in every 20 Pakistanis has been already infected
with this infection playing a major role in the liver
disease burden in this country.” Since 2014, the United
States Food and Drug Administration (FDA) has appro-
ved a new wave of direct-acting antiviral (DAA) oral
medications that has revolutionized the landscape for
hepatitis C virus (HCV) treatment as this therapy is
more effective, easier to tolerate, and significantly
shorter in duration.’ In addition, the newer DA A-based
therapies are highly effective in traditionally more
difficult-to-treat patients, including those with cirrhosis,
HIV co-infection, renal failure, or prior HCV treatment
experience.” The development of a ribavirin-free
single-tablet regi-men of short duration that is
effective in a broad range of patients with HCV
infection would simplify clinical decision-making and
reduce the need for pretreatment testing and
monitoring during therapy." Sofosbuvir is a
nucleotide analogue inhibitor of the HCV NS5B
polymerase approved for the treatment of HCV in
combination with Velpatasvir is a new pan-genotypic
HCV NSS5A inhibitor with antiviral activity against
HCV replicons in genotypes 1 through 6.” Patients
being treated with the combination therapy should be
monitored and assessed for compliance with therapy
and adverse effects.” HCV is one of the most
common chronic infections in Pakistan and a major
burden on the healthcare system. Measures should be
taken at the national level to identify its actual burden
and to control factors responsible for its spread. This
study is aimed to find out the efficacy of combination
therapy Sofosbuvir plus Velpatasvir in the treatment
of HCV in Pakistan.

Materials and Methods

An interventional study was planned to evaluate the
efficacy and sustained virologic response (SVR) of
patients suffering with hepatitis C after an intervention
of'once-daily Sofosbuvir 400 mg plus Velpatasvir 100
mg for 12 weeks at Akhtar Saeed Trust hospital EME
Society and Farooq Hospital west-wood branch Lahore.
It was conducted between December 2019 to December
2021.

A sample of 200 patients suffering from Hepatitis C
was recruited in the study. It included both previously
treated and untreated patients, infected with HCV geno-
type 1,2,4, 5, or 6, including those with compensated
and decompensated liver cirrhosis. The sample size
was calculated by using Raosoft online sample size

calculator keeping margin of error at 5%, confidence
level at 95%, population size 20000 and response rate
at 30%. All those patients who were HCV positive by
PCR between age of 18-75 years were included in
sample. It included all patients who were newly diag-
nosed, relapsed, non-responders, treatment left, with
compensated or decompensated liver disease. All those
patients who were at End stage liver disease, End stage
Hepatitis C Cirrhosis, diagnosed with hepatitis other
than hepatitis C, had acute Psychiatric illness, end stage
kidney disease and Tuberculosis were excluded. All
those patients who showed Hypersensitivity for Sofo-
sbuvir & Velpatasvir were also removed from interven-
tional trial. Those who did not give consent to participate
in trial or to share their data were also excluded. After
recruitment of patients who gave written consent for
trial, they were treated and then were followed up for
6 months. This follow up was done on weekly basis
with CBC, LFTS and RFTS and HCV RNA by PCR at
4" week and six months after completion of 12 weeks
treatment.

Results

In this current study, 200 patients after screening for
HCYV positive by PCR without doing genotyping were
included as open-labeled after written and informed
consent, only one patient due to raised s. creatinine was
excluded from the safety analysis and so left follow-up.

The Bivariate analysis of PCR at 24 week (in Table: 1)
showed significant association of gender (p=0.000),
presenting complaints (p =0.002) abdominal ultrasound
findings (0.004), status of patient (p=0.015), comorbi-
dities (p=0.042) and lab investigations (p=0.000).

Out of 200 patients, 69(31.5%) experienced headaches,
60(27.4%) experienced dyspepsia, 57(26%) experien-
ced nausea. 14 (6.4%) complained of insomnia after
soughing treatment.

Adverse effects of Combination therapy in HCT treatment
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Fig: 1 Shows the side effects of Sofosbuvir plus Velpa-
tasvir in Treatment of HCV
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Table 1: Cross tab at PCR 24 weeks:

Variables Frec(l::)e ney Per:((:,/::)t age p-value

Gender
Male 139 63.5 0.000*
Female 61 27.9

Presenting complaints
HCV positive 120 70 0.002*
Lethargy 47 18
Weakness 33 11.5
Ultrasound Abdomen findings
Normal 145 20.7 0.004*
Liver cirrhosis 51 28.7
Hepatocellular carcinoma 4 44.5
Status of patients
Non- cirrhotic 156 71.2 0.000*
Cirrhotic 24 11
Relapse 14 6.4
Left treatment 6 2.7
Comorbidities
Diabetes Mellitis(DM) 21 9.6 0.001*
Hypertension (HTN) 20 9.1
Both DM and HTN 19 8.7
IHD 2 0.9
No comorbidity 139 63.5
Hemoglobin

Less than 10 25 12.5 0.000*
10-13 147 73.5
More than 13 28 14

Platelets
Less than 50 8 4 0.000*
50-100 34 17
100-150 23 11.5
More than 150 135 67.5

Bilirubin
Normal 200 100 0.000*
raised 0 0

Albumin
less than 2 13 6.5 0.000*
2-3 49 24.5
More than 3 138 69

Left treatment

yes 3 1.5 0.901
no 197 98.5
Discussion

HCYV infection can lead to liver cirrhosis, hepatocellular
carcinoma, and death. In this therapeutic interventional
study, conducted on hepatitis C-positive patients, the

combination therapy of sofosbuvir and velpatasvir
was found effective and safe with no major adverse
effects.

In this study, the percentage of the male and female
population is 63.5% and 27.9% while another study
conducted in China showed that HCV positive rates
in males and females were 51.66% and 35.93%, respec-
tively."" The ultrasound findings in this study reveal
that 28.7% of patients developed liver cirrhosis and
44.5% developed hepatocellular carcinoma while
another study conducted in Bangkok, Thailand showed
that 40% of patients developed cirrhosis and the preva-
lence of hepatocellular carcinoma is 57% in Northern
America.”"* The main comorbidities, found in this trial,
were hypertension (9.1%) and diabetes mellitus (9.6%)
while another study conducted in Brazil reported arterial
hypertension in 30.4%, and diabetes mellitus in (24.6%)
patients.”

Serum albumin and platelet count with (p-value <0.01)
were observed in this study, similarly, in a Japanese
study, the serum albumin and platelet count were signi-
ficantly improved with combination therapy of sofo-
sbuvir and velpatasvir (p-value<0.01)."” In lab investi-
gations, the platelet count ranges from 15-100/uL in
17% of HCV patients whereas a study conducted in
Germany showed that 53% of the patients receiving
antiviral therapy had platelet counts <90.000/uL."”

In the current study, for those who received antiviral
therapy, liver function parameters such as serum biliru-
bin improved significantly in 100% of patients. In
contrast, a study conducted in Egypt showed that the
majority of patients who received sofosbuvir also
showed improvement in bilirubin levels.”

In this study, no serious side effects to patients with
end-stage renal disease were reported establishing the
combination therapy with sofosbuvir and velpatasvir
as safe, as well as effective in the management of hepatitis
C patients with end-stage renal disease.”"

In this trial, three patients left treatment while in a pros-
pective open-label interventional trial conducted in
Pakistan which investigated the efficacy of sofosbuvir
and velpatasvir in hepatitis C patients, only two patients
were lost to follow-up.”

Conclusion

Once-daily sofosbuvir plus velpatasvir for 12 weeks
provided high rates of sustained virologic response
(SVR) among both previously treated and untreated

Esculapio - Volume 18, Issue 03 2022 - www.esculapio.pk - 392



patients infected with HCV genotypes 1, 2,4, 5, or 6,
including those with compensated and decompensated

liver cirrhosis.
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