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Chronic hepatitis C (CHC) has become a curable disease with the advent of potent antiviral 
drug. Interferon-free regimens with direct-acting antivirals (DAAs) have not only reduced 
adverse drug reactions but also increased sustained virologic response (SVR) rates. The 
possibility of viral eradication is no longer an urgent clinical issue. Instead, the cost of DAA 
remains as a major barrier to the universal implementation of this magic bullet to all infected 
patients. Clinicians are challenged to make a decision whether their patients, especially 
stable ones despite long history of infection, will benefit from the antiviral therapy. This issue 
will be resolved with the longer follow-up studies with hard outcomes such as development of 
liver cancer and liver-associated mortality.

In this issue, Shin et al.1 showed from a real-world multicenter cohort that the daclatasvir/
asunaprevir combination induced durable SVR in CHC patients with genotype 1b hepatitis 
C virus. More interestingly, the patients who had liver cirrhosis showed significant 
increase in biochemical markers of disease severity/fibrosis, along with improved liver 
stiffness measurement values.1 This finding is in line with previous reports demonstrating 
improvement of surrogate markers of fibrosis by antiviral treatment in CHC.2 Several 
points need to be considered, however, before embracing the all-too-good perspective. 
First, the duration of follow-up is not very long. Although exact medial follow-up time was 
not specified, the fact that about one-fourths of patients were still waiting for the 1-year 
assessment, long-term benefit on fibrosis markers has not been demonstrated against 
treatment-naïve CHC patients. Second, the non-invasive surrogate markers of fibrosis 
depend on inflammatory activity, therefore the improvement of fibrosis is overestimated.3 
Moreover, the fact that the non-invasive markers reflect degree of fibrosis in treatment 
naïve CHC patients does not necessarily mean that these markers are also valid indicator of 
fibrosis reversal. Since repeated biopsy would not be practical in patients with good virologic 
response, other markers may be further sought such as hepatic venous pressure gradient 
(HVPG) which seems to be more reliable markers of fibrosis reversal.4,5 HVPG would be 
clinically appropriate too, considering that the improvement was demonstrated in cirrhotic 
patients only.1 Until more long-term data on hard outcomes are available, the SVR by DAA 
therapy may be regarded as a good augury rather than a promise fulfilled.
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► See the article “Durability of Sustained Virologic Response and Improvement of Fibrosis Markers after 
Daclatasvir and Asunaprevir Treatment in Genotype 1b Hepatitis C Virus-Infected Patients: a Real Life 
and Multicenter Study” in volume 34, number 41, e264.
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