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ABSTRACT 
Objective: To determine efficacy of Daclatasvir with sofosbuvir in treating patients of chronic hepatitis C genotype 3. 
Study Design: Interventional case-series study 
Place and Duration of Study: Hepatitis Clinic, Medical Unit–II, Jinnah Hospital, Lahore from January 2019 to June 2019. 
Methodology: One hundred and thirty five patients of chronic hepatitis C Genotype 3 were enrolled. All patients were 
givendaclatasvir60mg and sofosbuvir 400mg once-daily for 12 weeks. HCV-RNA-PCR was done at end of 12 weeks of 
treatment (ETR) and 12 weeks after end of treatment (SVR). 
Results: The mean age of the patients was 49.8 ±2.3 years. There were 57.7% males while 42.2% females with 22.2% 
frequency of cirrhosis in them.The mean value of AST and ALT was calculated as 57.07 ± 48.69 and 51.02 ± 44.17 IU/ml 
respectively in hepatitis C patients having genotype 3.The treatment follow up showed that on reassessing the hepatitis C status 
through quantitative analysis of genotype 3 through PCR it was seen that 91.1% patients reached SVR with no viral detection in 
them. 
Conclusion: Daclatasvir in combination to sofosbuvir is an efficient way of treating hepatitis C patients suffering from genotype 
3. 
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INTRODUCTION 
Hepatitis C is a small single stranded RNA based virus belonging 
to the hepacivirus family and genus Flaviviridae. It has seven main 
genotypes (1-7). Each genotypes further consists of various sub 
genotypes.1 Regionally genotype 1 is predominantly observed in 
Europe and America.2 While genotype 4 is highly observed in 
Middle East population.3 Japan and China are also prevalent in 
genotype 1. In Pakistan the main genotype seen is genotype 3 with 
an occurrence rate of 67-87%.2,3 Genotype 3 has been causing 
mega viral load on hepatic population with a major reason of 
causing cirrhosis in them I addition to stenosis and hepatocellular 
carcinoma.4 Intravenous injections and blood transfusion are the 
main reasons of hepatitis C transmission. Clinician targets in 
treating this virus prior to development of complications and 
prognosis of hepatic disease.5 

 Daclatasviris a inhibitor of hepatic virus with a NS5 A 
inhibition complex. NS5A is basically a viral- protein which causes 
viral replication as well as its assembly. An oral dosage of this drug 
can inhibit further replication of the virus with recommended doses 
as 60mg per day.There has not been a severe side effects 
reporting in regards to the daclatasvir except diarrhea, nausea, 
fatigue and headaches.6 

 Another drug namely sofosbuvir is an inhibitor of NS5B 
complex. It inhibits this protein which is involved in the hepatic 
virus synthesis. This drug is recommended in 400mg per day 
dosage with a reported efficient tolerance.7The reported SVR rate 
with these drugs is 89-92% in various studies in cases of genotype 
3 and genotype 2.8,9 
 End stage liver disease, cirrhosis and hepatocellular 
carcinoma from chronic hepatitis C Genotype 3 represents heavy 
burden in the hospitals of Pakistan leading to multiple outdoor 
visits, in-hospital stay and lot of economic burden on health 
system. Above all it is not clear that factors like geographical 
variation, race and ethnic background affects the efficacy of 
Daclatasvir with Sofosbuvir in treating chronic hepatitis C genotype 
3.No data has been published yet on Daclatasvir with Sofosbuvir 
regarding local population. The rationale of this study is to 
establish the role of Daclatasvir with Sofosbuvir for the treatment of 
hepatitis C Genotype 3 in local population so that it may be used to 
effectively reduce the morbidity and mortality and hepatitis C 
related overall disease burden in the society. 
 

MATERIAL AND METHODS 
This interventional case series study was conducted in the 
Hepatitis Clinic, Medical Unit - II, Jinnah Hospital Lahore from 
January 2019 to June 2019 and 135 patients were enrolled. 
Patients of chronic hepatitis C Genotype 3, both sex and aged 18-
80 years were included. Patients with other chronic diseases e.g. 
chronic kidney disease, allergic to either daclatasvir or sofosbuvir, 
autoimmune disorders e.g. SLE, RA and co-infected with HBV 
and/or HIV were excluded. The sample size was estimated after 
keeping 95% CI and 7% margin of error. Patients were categorized 
for having compensated-cirrhosis on the basis of the clinical 
evaluated data, Child-Pugh scoring and radiological abdominal-
imaging.  Demographic information e.g. age, sex and address 
were obtained after taking informed consent from the patient. All 
patients were givendaclatasvir-60mg and sofosbuvir 400mg once-
daily for 12 weeks. HCV-RNA-PCR was done at end of 12 weeks 
of treatment (ETR) and 12 weeks after end of treatment (SVR).The 
outcomes were recorded in predesigned proforma which included 
measurement of quantitative PCR HCV viral load within a 
detectable range as 12IU/ml. The primary-endpoint for the 
treatment was achievement of SVR which was defined as 
undetectable viral-load at the end of the 12 weeks.  The data was 
entered and analyzed through SPSS-20 version 25.0. The Chi 
square test was applied and p value <0.05 was considered as 
significant. 
 

RESULTS 
The mean age of the patients was 49.8±2.3 years with the duration 
of hepatitis disease was 5.1±3.7 years. There were 14 patients 
who were undergoing dialysis and had a mean dialysis period as 
4.32±2.59 years. There were 57.7% males while 42.2% females 
with 22.2% frequency of cirrhosis in them (Table 1). 
 
Table 1: Clinical and Demographic patient characteristics (n=135) 

Variables  

Age (Years) 49.8 ±2.3 

Hepatitis duration (years) 5.1 ± 3.7 

Dialysis duration in 14 patients 4.32 ± 2.59 

HCV-RNA-PCR (log 10 IU/ml) 5.88 ± 6.0 

Gender 

Male 78 (57.7%) 

Female 57 (42.2%) 

Cirrhosis 30 (22.2%) 
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 The mean value of AST and ALT was calculated as 
57.07 ± 48.69 and 51.02 ± 44.17 IU/ml respectively in hepatitis C 
patients having genotype 3. The majority of the patients were 
anemic with a mean hemoglobulin level as 10.54 ± 1.62 (Table 2). 
 The treatment follow up showed that on reassessing the 
hepatitis C status through quantitative analysis of genotype 3 
through PCR it was seen that 91.1% patients reached SVR with no 
detectable viral while 82.9% were ETR with no virus detection and  
only 16.3% having detectable viral load (Table 3). 
 
Table 2: Biochemical characteristics of hepatitis C genotype 3 patients (n=135) 

Variables Mean±SD 

AST (U/L) 57.07 ± 48.69 

ALT (U/L) 51.02 ± 44.17 

HB (g/dl) 10.54 ± 1.62 

WBC × 103/mm3 6.25 ± 1.94 

Plt×103/mm3 163.31 ± 65.44 

 
Table 3: Follow-up of patients (n=135) 

Variable Not Detectable Detectable P value 

4th Week (RVR) 101 (74.8%) 34 (25.1%) 0.031 

8th Week 112 (82.9%) 22 (16.3%) 0.045 

12th Week (ETR) 112 (82.9%) 22 (16.3%) 0.045 

24th Week (SVR) 123 (91.1%) 12 (8.8%) 0.001 

 
 The daclatasvir in combination to sofosbuvir seemed to be 
an efficient treatment method as only 7.4% cases had detectable 
viral load at the start of the treatment while it was achieved to its 
maximum health outcome by week 24 (Fig. 1). 
 

 
Fig. 1: Viral load detection curve until 24 weeks (SVR) 

 

DISCUSSION 
Hepatitis C is a prevalent disease of developing countries with a 
6.8% endemic rate whiles an increase upto forty percent within 
recent years 10. The present study was designed to assess the 
efficacy of the Daclatasvir in combination to Sofosbuvir in Chronic 
Hepatitis C Genotype 3 patient treatment. Studies have elaborated 
that SOF is one of the most advanced and potent way of treatment 
for hepatitis C patients, however the dose should not be 
compromised for better treatment result. The Daclatasvir in 
combination to Sofosbuvir has also been found efficient choice in 
patients suffering from genotype 1 and 2 other than genotype 311. 
Patients suffering from chronic kidney diseases are however still 
under consideration for usage of this treatment and have not been 
substantially evaluated through scientific literature in countries like 
Pakistan.10,12-14 
 Various literatures15,16 have supported that SVR was 89.4% 
non-detectable viral load in treatment based on SOF. This is 
similar to the results of the current study which showed a decrease 
in detectable viral load and not detected cases were 91.1% at 24th 
week of their treatment. In the present study cases of genotype 3 
were only assess however the literature also supports the fact that 
within the patients who undergotreatment with SOF there is 
majority of the cases suffering from HCV genotype 3 while only few 
cases of genotype 1 and genotype 2 are reported.10 
 An Indian study also reported the fact that dialysis patients 
having hepatitis C are majority with genotype 3 followed by 

genotype 1. Patients undergoing hemodialysis are treated with 
various drug regime and dosage17-18. Many are treated with SOF 
daily dosage in addition to ribavirin.19 
 In another study two various SOF dosageregimes was 
compared for identifying best suited dose for hepatitis C patients. 
There study results showed that daily SOF was best 
recommended dose schedule than three times weekly in the other 
group. The results showed no relapse cases in the daily 
Daclatasvir in combination to Sofosbuvir treatment.20 
 

CONCLUSION 
Daclatasvir in combination to sofosbuvir is an efficient way of 
treating hepatitis C patients suffering from genotype 3 however 
mega studies are required to prove these facts.  
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