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As previously mentioned, some authors initially reported significant higher rates of
de novo or recurrent hepatocellular carcinoma (HCC) after direct-acting antivirals (DAAs)
compared to interferon (IFN)-based regimes. However, this additional risk was not con-
firmed by other studies. On the contrary, most of the subsequent and cur-rent research
has demonstrated that the risk of HCC occurrence is remarkably similar be-tween the two
regimens [2].

The putative lower rate of HCC occurrence in those who obtained sustained virologic
response (SVR) with IFN regimens could at least partially be accounted for the different
baseline patient characteristics. Considering the significant heterogeneity of the studied
populations, those who could tolerate IFN therapy were generally a very well-compen-
sated group with minimal or moderate liver disease. Conversely, thanks to their minimal
side effects, DAAs were proposed to patients with pre-existing risk factors for HCC de-
velopment. These included older age (15 years on average), advanced fibrosis and defec-
tive hepatic function (with more frequent Child-Pugh B/C stages among persons with cir-
rhosis), severe comorbidities (including diabetes mellitus), and hepatitis C virus (HCV)
genotype 1 infections. Some studies also suggested higher prevalence of previous HCC
history in DAAs-treated subjects. Difficulties in data interpretation could include poten-
tial misclassifications of HCC before DAAs treatments, lack of an appropriate control
group, generally shorter follow-up times in DAAs regimens and, sometimes, different
methodologies of follow-ups. These imbalances could ultimately have led to a selection
bias, explaining, at least, the higher numerical incidence of de novo HCC among the sub-
jects exposed to the newer antivirals [125,151,176-178].

Finally, direct comparative studies between DAAs and IFN-based regimens are not
easily feasible for heterogenicity of the compared populations [123]. However, the former
ones seem as effective as the latter in reducing the incidence of HCC. More recent me-ta-
analyses even demonstrated a possible protective effect of DAAs therapies. Overall, the
median incidence rate of de novo HCC was 2.01/100 py (95% CI: 1.38-2.67) in the DAAs
group and 1.45/100py (95% CI: 0.98-1.94) in the IFN-treated group. Additionally, HCC
recurrence occurred in 16.76/100py (95% CI: 10.75-22.91) in the DAAs-treated group vs
20.04/100py (95% CI: 2.58-45.21) after IFN. Remarkably, after adjusting for age and cirrho-
sis, the HR was 0.58 (95% CI: 0.20-1.07) for HCC occurrence and 0.59 (95% CI: 0.24-1.03)
for HCC recurrence after DAAs compared to IFN-based treatments [151,179,180].

Pending further final confirmation for what concerns this last issue, up to now it can
however be stated with a good degree of confidence that, taken together, most of the evi-
dence supports a substantial absence of difference between IFNs and DAAs in the residual
risk of HCC (despite it was observed a trend towards a significantly lower chance of liver
cancer for DA As-treated versus untreated subjects). This argues against a specific mecha-
nism of DAAs in promoting HCC, and suggests, in our opinion, that the debate regarding
the impact of DAAs on HCC risk should draw to an end [2,125,181].



