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negatively associated with the probability of SVR. Results 
were almost identical when the analysis was restricted to 
patients with known SVR status (complete case analysis). 
Results from the sensitivity analysis considering patients 
with missing SVR status as non-responders confirmed the 
robustness of our main results. Restricting the analysis to 
the treatment of naïve patients gave similar to the main 
analysis results, regarding the by genotype differences (Ta-
ble 4). 

Discussion
In this multicenter nationwide study, we analyzed data 

from a sizeable cohort of patients with CHC who were in-
cluded in the HepNet.Greece cohort and were treated with 
the combination of Peg-IFNa plus ribavirin. Our data clearly 
showed identical response rates between patients with G4 
and G1 HCV infections, which were significantly lower than 
those observed in G2/3 patients. In addition, we confirmed 
that cirrhotic patients, the elderly, those with a previous treat-
ment failure and those who discontinued treatment are less 
likely to achieve SVR independently of HCV genotype. 

The majority of data regarding HCV treatment are de-
rived from clinical studies focusing on patients with G1, 2 
and 3 infections. Despite the high prevalence of G4 in many 
parts of the world, data on treatment outcome, optimal dura-
tion of treatment and factors that may affect response rates 
in CHC patients with G4, are limited. The wide geographic 
variation in HCV genotypes prevalence, as reflected by the 
small percentage of G4 in Western countries, in association 

with the higher proportion of G4 in African and Arabic coun-
tries, may explain the scarcity of the existed data. It is of note 
that, approximately, only 3% of the patients participating in 
large clinical trials had G4 infection5,6. As a result, the recom-
mendations by international panels for the treatment of G4 
patients are based on limited and not robust data. Treatment 
duration, response guided treatment, new pharmaceutical 
agents, SVR predictors and clinical management guidelines 
remain a matter of consideration in G4 patients21. 

In this study we analyzed data from 951 patients with 
chronic hepatitis C receiving combination of Peg-IFN-α 
and ribavirin in 25 centers throughout the country. In 
contrast to most previously published studies22-28, in our 
report, we present data after a meticulous analysis from 
the whole cohort in order to reveal possible differences 
in response rates among HCV genotypes. Since Greece 
seems to have the highest prevalence of G4 infections in 
Europe, we were able to compare treatment outcome and 
factors that may affect it, across all genotypes. Indeed, 
in our study, G4 infection was found in 13.1% of CHC 
patients while G1 was detected in 42.5% of them. 

In this analysis, the average rate of SVR in patients 
with G4 infection was 37.1%, being 41.1% in treatment 
naïve patients. These results are compatible with those re-
ported from a recent Greek study28 but in contrast to those 
from clinical trials conducted in Egypt and Middle East, 
where combination treatment with Peg-IFNa and ribavirin 
resulted in SVR rates up to 65-69% in G4 patients22-25. The 
reasons for this discrepancy remain unclear; variations in 

Table 4: Factors associated with Sustained Virologic Response (SVR) probability: Results from a multiple logistic regres-
sion model after applying the multiple-imputations method to deal with the missing SVR status.

Overall Treatment Naive Patients

 
Odds ratio
(95% CI)

p-value
Odds ratio
(95% CI)

p-value

Age (per 5 year) 0.811 (0.738, 0.890) <0.001 0.786 (0.707, 0.877) <0.001

Gender

  Male 1 1

  Female 1.278 (0.897, 1.822) 0.174 1.182 (0.802, 1.742) 0.397

Genotype

  1 0.957(0.582, 1.575) 0.864 1.043 (0.594, 1.834) 0.883

  2 3.398 (1.552, 7.439) 0.002 4.768 (2.029, 11.205) <0.001

  3 2.993 (1.635, 5.478) <0.001 3.234 (1.654, 6.324) 0.001

  4 1 1

Treatment discontinuation

  No 1 1

  Yes 0.189 (0.079, 0.451) <0.001 0.176 (0.070, 0.438) <0.001

Cirrhosis at baseline

  No 1 1

  Yes 0.497 (0.281, 0.880) 0.017 0.465 (0.235, 0.922) 0.028

History of HCV-treatment

  No 1

  Yes 0.696 (0.463, 1.046) 0.081




