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Direct acting anti-viral (DAA) are the newest medications used for treatment of Chronic hepatitis C (CHC). DAA
agents were approved by the American Food and Drug Administration (FDA) in 2014 as a novel treatment for
CHC.™ Commonly used DAA regimens include: Sofosbuvir plus Semiprevir or Ledipasvir for hepatitis C virus

(HCV) genotype 1, and Sofosbuvir plus Velpatasvir for all HCV genotypes.™

Before the year 2011, treatment of CHC was consisted of
a combination of pegylated interferon alpha and
Ribavirin for duration of 24 or 48 weeks, depending on
HCV genotype. This produces cure rates of between 70
and 80% for genotype 2 and 3, respectively, and 45 to
70% for genotypes 1 and 4. Adverse effects with these
treatments were common, with half of the people getting
flu like symptoms and a third experiencing emotional
problem.””! However, many studies have demonstrated
the lower rates of hepatocellular carcinoma (HCC) in
patients treated with interferon-based regimens.’*! On the
other hand, DAA agents are more effective in terms of
achieving very high Sustained virological response
(SVR) rates, ranging from 95-99%. In addition to that,
DAA agents are well tolerated, safe, given in short
duration and they are effective for all HCV genotypes.!
However, based on recent reports there has been much
concern in the high incidence of HCC and recurrence
rates of HCC with the use of DAA agents especially in
those who achieved SVR.®® To date, no solid evidences
to explain the higher rates of HCC in those treated with
DAA agents, as the majority of the studies which
reported such relation were primarily designed for
assessing the DAA effect on CHC treatment and not for
long-term impact on the natural history of the disease.
No doubt, further large multi center, randomized control
trials are needed in order to assess such relation. For the
time being, some questions need to be answered: is there
any emergence to change our current practice in terms of
HCC surveillance? Also shall Interferon-based regimen
be introduced in CHC patients at higher risk of HCC?
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