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Letter: the efficacy of interferon-free regimens in HCV-
related Child C cirrhosis needs careful interpretation

SIRS,
We read with great interest the systematic review project by Guarini
et al., recently published in your journal.1 Authors evaluated the effi-
cacy of direct-acting anti-virals (DAAs) among hepatitis C virus (HCV)
infected patients with Child C cirrhosis and reported a weighted mean
sustained virological response (SVR 12) rate of 74.9% (95% CI: 65.6-
82.4%). Limited data are available about using DAAs in HCV-related
Child C cirrhosis and such valuable reviews may help for providing
comprehensive evidence of using DAAs in this population. Here, we
would like to highlight some points regarding this project.

First, Guarino et al. demonstrated that the most effective HCV
treatment regimens in child C cirrhosis were sofosbuvir/ledipasvir,
sofosbuvir/daclatasvir and sofosbuvir/simeprevir respectively. How-
ever, some issues should be more carefully addressed regarding the
lower rate of SVR related to the sofosbuvir/daclatasvir regimen com-
pared with sofosbuvir/ledipasvir. Authors pooled data from different
studies regardless of their HCV genotypes. This point is important as
sofosbuvir/daclatasvir is a recommended treatment option for HCV
genotype 3, as the most difficult-to-treat HCV genotype in the era of
DAAs.2,3 In addition, as Guarino and coworkers showed, overall data
related to sofosbuvir/daclatasvir are less than sofosbuvir/ledipasvir and
according to the table 2 of Guarino et al.’s project, most studies evalu-
ating sofosbuvir/ledipasvir have used ribavirin and/or treatment length
of 24-week. Considering all of these conditions, it seems that efficacy
of sofosbuvir/daclatasvir has been underestimated in this project.

Second, authors showed that neither administration of ribavirin
nor lengthening treatment duration had a significant effect on the SVR
rate. Importantly, it is in contrast with the suggestions of HCV treat-
ment guidelines for using ribavirin or lengthening treatment duration
among HCV-infected patients with decompensated cirrhosis.2,4 Fur-
thermore, although all interferon-free regimens are led to high rates of
SVR, various DAAs have clearly different results.5 In particular, avail-
able data have shown that combination therapy with sofosbuvir/
simeprevir can lead to a lower rate of SVR in comparison with sofos-
buvir/ledipasvir or sofosbuvir/daclatasvir.4 Therefore, evaluating the
effect of the treatment duration, ribavirin administration or interaction
between them on the final SVR rates should be separated according to
the regimen type. Otherwise, the results can be misleading.

Third, Guarino et al. recommended that protease inhibitors
should be urgently evaluated in Child C cirrhosis. However, protease
inhibitors should not be used in Child B cirrhosis and they are also
contraindicated in Child C cirrhosis.4

Last, we believe that an appropriate meta-analysis for HCV treat-
ment in the era of DAAs is the one that can adjust its final results
regarding all factors affecting SVR rate like HCV genotype, adminis-
tration of ribavirin, treatment length, cirrhosis status, comorbidities
and etc.

In conclusion, we appreciate Guarino et al. for their nice project
but emphasise that when there is insufficient data together with a
considerable clinical heterogeneity, it would be better to do just a
systematic reviewing of existing data instead of doing a meta-
analysis.
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