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ClinicalThought™

% Genotype 3 |HCV: The Next Hurdle|in Hepatitis C Therapy

Graham R. Foster, FRCP, PhD - 6/14/2013 More from this author

The emerging wave of new direct-acting antivirals almost seems an embarrassment of riches as

we learn of improving efficacies, reduced adverse event profiles, and simpler treatment regimens

seemingly by the day. Much as was seen in HIV during the mid- to late-1990s, the excitement grows with treatment efficacies
reaching 90% or better at hand. Indeed, clinical studies have crossed that threshold for patients infected with genotype 2
HCV treated with daclatasvir plus peginterferon and ribavirin or sofosbuvir plus ribavirin alone. Our patients infected with
genotypes 1, 4, 5, and 6 also have a very real expectation of reaching that goal very soon.

Stumbling Over a Divergent Step

However, genotype 3 remains stubbornly different, challenging the high expectations for a pangenotypic HCV cure. A
substantial departure from the other HCV genotypes, genotype 3 presents a unique diagnostic and treatment challenge with
treatment success rates substantially lower than those of other HCV genotypes. The FUSION trial of sofosbuvir plus ribavirin
for 12 or 16 weeks in treatment-experienced patients reported that 94% of HCV genotype 2-infected patients treated for 16
weeks achieved SVR12 vs only 62% of those infected with genotype 3. Similarly, treatment-naive patients in the FISSION
trial of sofosbuvir plus ribavirin for 12 weeks experienced SVR12 rates of 97% if they were infected with HCV genotype 2, but
only 56% if infected with HCV genotype 3. Currently, EASL treatment guidelines report SVR rates of 69% for genotype
3-infected, treatment naive patients treated for 24 weeks with peginterferon plus ribavirin (Management Guidelines).[FASL 2011]
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