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Results:Of 38treated patients, only 26 completed a 48- week course of
combined treatment consisting of PEG-IFN- a2a and Ribavirin, and
thensuccessfully followed up until week 72.Overall early viral response
(EVR) was achieved in92.3 % (24/26), while SVR was achieved in 57.7%
(15/26)0f patients,34.6 % (9/26) failed to achieve SVRand developed
relapse, while7.7% (2/26) were considered as non-responders (NR).
Conclusion:combined treatment (PEG-IFN- a2a) and (RBV) is effective in
achieving SVR in naive adults infected with chronic HCV. Young age,
Female gender and low viral load were the predictors of SVR in our study.

Introduction

Hepatitis C virus (HCV), a single-stranded RNA virus,belonging to flavi and pestivirus family, was first discovered
in the United States (USA) in 1989 as a major causative agent of post- transfusion non-A, non-B patients.[1]HCV is
one of the major public health problems and a leading cause of chronic liver disease and hepatocellular
carcinoma.[2]At least 6 major HCV genotypes have been identified(genotype 1 up to genotype 6).HCV genotype 4
(HCV-4) is common in Africa and Middle East, in which it is responsible for more than 80% of HCV
infections.[3]In Kingdom of Saudi Arabia, HCV-4 was the most prevalent genotype followed by HCV-1 while
genotypes 2, 3, 5 and 6 were rarely reported.[4],[5],[6]1.[71.[8].[9]

Aproximately180 million people are infected worldwide.The main way of transmission of HCV is through blood
and blood products. There is high prevalence rate of HCV infection among: HIV patients, patients with Hemophilia,
patients on hemodialysis and recurrent blood transfusion.Testing of serum for both antibody to HCV (anti-HCV)
and HCV- RNA is needed for the diagnosis of HCV infection. A highly sensitive quantitative HCV- RNA assay is
needed for the diagnosis because;also it provides information on the level of virus which is useful in
management.[10]

This study was conducted to estimate the rate of SVR among naive Saudi patients with chronic HCV who received
combined treatment.
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Materials and Methods

This is a hospital-based study in which we had (retrospectively) analyzed the data of patients who received
combined treatment for HCV consisting ofPegylated Interferon a-2a (PEG-IFN a-2a) plus Ribavirin (RBV).All
patients were given a once weekly subcutaneous injection regimen of PEG-IFN a-2a (Pegasys; Roche, Basel, Switz,
180 mcg) for 48 weeks and oral Ribavirin (Rebetol; Schering Plough Corp., Kenilworth, N.J., USA) .RBV dosage
was determined by body weight 1,000 mg/day (body weight <75 kg) or 1,200 mg/day (>75 kg) according to the
American association for the study of liver disease (AASLD) guidelines. Our study included those who received
treatment in the period between November 2008 to February 2011.The indications for giving anti-HCV treatment
were the presence of detectable HCV RNA and elevated serum alanine aminotransferase (ALT) more than 1.5-fold.
All the patients were treated in gastroenterology outpatient clinic atKing Fahd central hospital in Jazan region
(South west region of Saudia Arabia),before starting treatment a verbal consent was taken from all patients with
explanation of benefits and possible risks.Data was obtained from a detailed medical records and analysis was done
using SPSS. Inclusion criteria used was adult patients above the age of 18 years with proven chronic HCV infection
who received combined treatment. Patients who received PEG-IFN alone (monotherapy) and those with
decompensated liver disease were excluded from the study. HCV-RNA was measured using real time Polymerase
chain reaction (PCR):(TagMan HCV ASR; Roche Molecular Systems), with minimal detection rate of 15 iu/ml.
HCV-RNA levels were measured at: baseline, 12, 48 and 72 weeks,beside other investigations such as complete
blood count (CBC),Liver function tests (LFTs),renal function tests(RFTs) and thyroid function tests(TFTs),serology
for hepatitis B and HIV infection and abdominal ultrasonography.

Results

Of 38 naive patients with chronic HCV whom given combined treatment in the period between Nov.2008 to Feb.
2010, only 26 (68.4%) of them completed a full course of combined treatment (PEG-IFN+RBYV) for 48 weeksand
were followed up successfully till week 72, whereas 12 (31.6 %) patients failed to comply and they discontinued
their treatment by themselves and lost to come for follow up.Of 26 patients who completed their course of
treatment(57.7% males,42.3% females), 15/26 (57.7%) of them were successfully achieved sustained viral response
(SVR), while 9 (34.6%) patients showed no SVR and developed relapse, but all of them (all relapsers ) managed to
achieve early viral response and end of treatment response (EVR and ETR).Table(1),Figure(1). 2/26(7.7%)of
patients failed to achieve EVR at week 12 and so they were considered as non-responders (NR),so their treatment
was discontinued by their treating physicians.Overall EVR was achieved in 24/26(92.3%) of patients. The majority
of those who achieved SVR were young or middle aged (males,females),11 out of 15 of them(73.3%) their ages
were below or equal to 40 years, while 26.7% their ages were more than 40years.Also 10 out 15(66.7%) who
achieved SVR their viral load was less than 600,000 iu/l ,while 33.3 had a viral load above 600,000 iu/l. Regarding
therelapsers, 6 out of 9(66.7%)had a viral load above 600,000 iu/l, while 33.3% their viral load was below 600,000
iu/1.7 out of 9(77.8%) ofrelapsers were males, while female represent 22.2%.There were no life-threatening side
effects during the study and no patients discontinued from the treatment because of a severe adverse event or
laboratory abnormality. Because all patients fulfilled the inclusion and exclusion criteria there were no significant
co-morbidities.
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Table (1): Some characteristics of studied patients

Characteristic No %
Gender

Males 15 57.7%

Females 11 42.3%

Male’s age groups

Age<40 years 7 26.9%

Age>40 years 8 30.8%

Female’s age groups

Age <40 years 6 23.1%

Age>40 years 5 19.2%

Total 26 100%

Figure (1): Outcome oftreated participants

B SVR=57.7%
M Relapsers=34.6%

M Non-responders=7.7%
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Discussion

The main goal of HCV infection treatment is to prevent complicationssuch as hepatic decompensation,Liver
cirrhosis and hepatocellular carcinoma.The recommended drugs for patientswith chronic hepatitis C virus (HCV)
infection havebeen the use ofpeginterferon (Peg-IFN) and Ribavirin(RBV). These drugs are given for a duration
0f48 weeks in case of HCV genotypes 1, 4, 5, and 6 or for 24weeks for HCV genotypes 2 and 3, resulting in
sustainedvirologic response (SVR) rates of 40%-50% in patientswith genotype 1 and of 80% or more in patients
withgenotypes 2 and 3 infections.[11],[12]

Several forms of virological responses may occur, defined according to their time of occurrence relative to
treatment. The most important of which is the sustained viral response (SVR), defined as the clearance of HCV-
RNA from serum by a sensitive PCR assay 24 weeks after the end of therapy.SVR is generally considered as a
virological cure.[13]

Clearance ofvirus at the end of 24-week or 48-week course of treatment is defined as an end-of treatment response
(ETR). An ETR does not accurately predict SVR, but is necessary for it to be achieved.A rapid virological response
(RVR), referred to as undetectable HCV RNA at week 4 of treatment,predicts a high likelihood of achieving an
SVR.[14] An early virological response (EVR) is defined as a <_2 log reduction or complete clearance of serum
HCV RNA at week 12 of therapy compared with pretreatment level. Failure to achieve an EVR is the most sensitive
predictor of not achieving SVR.[15] Monitoring viral parameters such as RVR and EVR is so useful for predicting
whether or not an SVR islikely to be achieved. In our study all the patients were assessed for EVR,ETR and SVR,
but not for RVR.

Patients with HCV genotype 4 infection, combination treatment with pegylated interferon and weight based
Ribavirin were given for 48 weeks appears to be the standard regimen, as concluded in a meta-analysis of six
randomized clinical trials.[16]

In our study because of no facilities for testing for HCV genotypes during study time, all participants were assumed
to have genotype 4,based on the fact that genotype 4 is predominant type in Saudi Arabia (as documented in above
literature ) and accordingly they was given combined treatment for 48 weeks. SVR in our study was achieved in
58.6% of patients. Similar previousstudies on treatment of HCV genotype 4 (naive patients) revealed an SVR of
55.5,69%.[17][18],s0 regarding SVR rate, our results were in consistent with what was documented in the literature.
One large size study conducted in Saudia Arabia by Alashgaretal reported an SVR of 55.1%. [9] The small
discrepancy between our results and Alashgaretal study results can be explained by that: Alashgaretalstudy included
all types of HCV genotypes some patients included in his study had co-morbidities such as HIV
infection,Hemophilia,and chronic hepatitis B virus,while all our participants were free from such comorbidities.
Another study in treatment of HCV naive patients with genotype 4 revealed an SVR of 36.7%, but all patients in
that study had high viral load( Their baseline viral load was above 800,000 iu/ml).[3]

Some studies have reported two major predictors of an SVR among all studied patients: the viral genotype and
baseline viral load.SVR rates were higher in thosewith genotype non-1 infection and in patients with a viral load
below 600,000 iu/ml. [12]

Our results are in keeping with this, as it showed that the majority of those who achieved SVR were young or
middle (their age below 40 years) with low baseline viral load (Viral load <600,000iu/l and high baselines
ALT.While the majority ofrelapsers were males with high viral load.The two non-responders (100%) in our study
were males.So age, low viral load and female gender seem to be the predictors of response in our study as well.
Other factors associated with a favorable response include the maximum doses of peg-interferon and Ribavirin,
female gender, age less than40 years, non—African American race, lower body weight(<75 kg), those who have no
insulin resistance, elevated ALTlevels (three-fold higher than the upper limit of normal), and the absence of bridging
fibrosis or cirrhosis on liverbiopsy.[19] [20]

Limitations of current study

It is small size study. Facilities for testing for HCV genotypes were not available in our hospital at timing of the
study; also liver biopsy was not done to ensure histological improvement. In the future more large prospective
studies are needed to determine prevalence,genotyping, risk factors and other predictors of response for HCV such
as RVR in Jazan region.
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Conclusion

Ourstudy has shown that combined treatment is effective in achieving SVR in naivepatients with HCV infection.
There is a positive correlation between young age, female gender, low viral load and development of SVR. Proper
counseling of patients with HCV patients is mandatory in order to improve treatment adherence.
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