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Objectives: Pegylated interferon plus ribavirin (PR) combination therapy possesses beneficial effect in chronic 

hepatitis C (CHC) patients who had early hepatocellular carcinoma (HCC) receiving curative treatment and 

attained a sustained virological response (SVR). However, in most previous studies, a SVR had been treated 

as a time-fixed variable, without considering the variation in time elapsed from HCC diagnosis to 

achievement of SVR. We therefor used rigorous time-dependent analyses to determine the hazard of mortality 

associated with SVR. This type of statistical model is more relevant clinically and results in more accurate 

hazard ratio (HR) estimated.

Methods: We enrolled CHC patients received curative treatments for early HCC between May 2001 and March 

2017. The data collected in this study were terminated on 31 March 2018, and these patients had a follow-up 

period of more than 1 year. A total of 194 consecutive CHC patients with early HCC (BCLC stage 0/A) who 

had complete radiological response after curative radio-frequency thermal ablation (n=158) or resection 

(n=36) were recruited to this retrospective study using prospectively collected data. Primary end point was 

overall survival (OS). Independent baseline and time -dependent predictors (time to achievement of SVR and 

first decompensation) were identified by Cox model.

Results: A total of 54 (54/194, 28%) patients achieved a SVR, with a median of 14.7 (0-78.5) months elapsed from 

HCC diagnosis to attaining a SVR. Compared with non-SVR counterpart, patients who achieved an SVR 

tended to be younger, female gender, better liver function (lower INR, higher albumin, lower bilirubin level, 

less MELD score), lower creatinine level, higher platelet count, lower neutrophil-to-lymphocyte count, and 

less advanced ALBI grade (Table). The mean follow-up period was 55.4 months and the estimated probability 

of 1-, 3-, and 5-year OS rates were 89.8%, 64.4%, and 47.2% for hypothetical patients without SVR and 

100%, 93.5%, and 89.1% for SVR group, respectively (P <0.01; Figure). Using multivariate analyses, in 

addition to common fixed baseline factors (age [HR 1.06; 95% confidence interval (CI): 1.03-1.09], body 

mass index [HR 1.12; 95% CI 1.05-1.19], tumor multiplicity [HR 2.12, 95% CI 1.23-3.64], MELD score [HR 

1.06, 95% CI 1.00-1.13] and platelet count [x10⁹/L, HR 0.99, 95% CI 0.99-1.00]), achieving a SVR (HR 

0.26, 95% CI 0.12-0.57) as time-dependent covariate was also significant associated with OS.

Conclusion: Elimination of hepatitis C virus by PR therapy after curative treatment for early HCC patients 

provided a favorable overall survival, by a time-dependent analysis.


