Letter to the Editor

Check for
updates

Time association between hepatitis C therapy and
hepatocellular carcinoma emergence in cirrhosis:
Relevance of non-characterized nodules - A response

To the Editor
We read with interest the paper by Marifio et al. which suggests
an increased risk of hepatocellular carcinoma (HCC) in cirrhotic
patients treated with direct-acting antivirals (DAAs), (3.7%/100
person-years [PY]) especially in those with undetermined nod-
ules before treatment (9.6%/100 PY).!

We would like to dispute the conclusions reached by the
authors that there is a clear-cut time association between inter-
feron-free treatment and an increased risk of HCC:

1. No valid conclusion regarding the effect of DAA on HCC risk
can be drawn from this study as all patients included in this
retrospective cohort were given DAAs. To be valid, a compar-
ison with similarly untreated patients in the cohort is
needed.

2. Comparisons with patients eligible for interferon (IFN)-based
therapy from historical cohort studies are at high risk of
selection bias, as criteria to initiate IFN-based treatment
exclude the most severe patients (Child-Pugh B or C) who
received DAAs in the present report.

3. The results presented in this paper are in contrast to recent
prospective reports which did not demonstrate an increased
risk of DAA-related occurrence or changes of non-hypervas-
cular hypointense nodules by gadolinium-ethoxybenzyl-
diethylenetriamine pentaacetic acid-enhanced magnetic res-
onance imaging in 401 DAA-treated patients.’

4. Finally, the reported rates of HCC of 2.93% HCC/100 PY (95%
CI 2.20-3.90) in patients with Child-Pugh A cirrhosis are in
line with those of the ANRSCO22 Hepather study:* the corre-
sponding crude rate in DAA-treated patients was 2.72/100 PY
(95% Cl 2.32-3.17) (i.e. 166/6,104 PY) in 3,045 patients with
Child-Pugh A cirrhosis, without any evidence of an increased
rate over the first 12 months following the start of treatment;
the rate was 3.70/100 PY (95% CI 2.80-4.80) (i.e. 57/1,539 PY)
in untreated patients. Thus, if the HCC rates reported in
DAA-treated patients appeared consistent across cohorts, in
unadjusted as well as multivariable adjusted analyses, the
HCC rate was lower in DAA-treated than the corresponding
rate observed in untreated patients.

Therefore, conclusions raised in this paper appear to be
seriously flawed; we, among others, no longer consider the
DAA-associated risk of HCC to be an issue, even if the impact
of DAA on the tumor growth and aggressiveness remains to be
prospectively evaluated.
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Supplementary data
Supplementary data to this article can be found online at
https://doi.org/10.1016/j.jhep.2019.02.025.
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