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Treatment of hepatitis C in patients with HIV

An estimated 185 million people worldwide and
3-2 million people in the USA are infected with chronic
hepatitis C virus (HCV),! which remains a leading cause of
progressive liver disease, cirrhosis, hepatocellular cancer,
and liver transplantation in the USA.” During the next
decade, deaths related to HCV are predicted to increase,
and the proportion of patients with cirrhosis is expected
to rise.? Recently, treatment for HCV has shifted to highly
effective combination all-oral, interferon-free directly
acting antiviral therapy characterised by short treatment
durations of 8-24 weeks, low pill burdens, and few side-
effects.*® Because of shared routes of transmission, HCV
is more common in patients with HIV infection than in
those without. Co-infection is associated with high HCV
viral loads, high rates of cirrhosis and decompensated
liver disease, high mortality, poor response to inter-
feron-based treatment (achieving lower rates of sus-
tained virological response [SVR]), and more adverse
reactions than is HCV monoinfection.®’

In the past year, several phase 2 and 3 studies have
shown that with interferon-free directly acting anti-
viral therapy, patients with HIV can be treated for
HCV as effectively as patients without HIV. The NIAID
ERADICATE (in treatment-naive patients with HCV
genotype 1, without cirrhosis) and ION-4 (in treatment-
experienced patients with HCV genotypes 1 and 4, with
or without cirrhosis) trials showed efficacy of 12 weeks
of ledipasvir (NS5A inhibitor) plus sofosbuvir (NS5B
inhibitor)—a regimen free of both interferon and
ribavirin.# TURQUOISE-1, another phase 3 trial, assessed
the efficacy of ombitasvir (NS5A inhibitor), paritaprevir
(NS3/4A protease inhibitor), ritonavir, dasabuvir
(NS5B polymerase inhibitor), and ribavirin.*® Finally,
ALLY-2 assessed 12 weeks of sofosbuvir plus daclatasvir
(NS5A inhibitor) in patients with HCV genotypes 1-4."
These studies have paved the way to expansion of HCV
treatment eligibility for patients with HIV and HCV co-
infection.

In The Lancet HIV, Jirgen Rockstroh and colleagues™
report the findings of the C-EDGE CO-INFECTION
trial. In this open-label, single-arm, multicentre study,
12 weeks of treatment with the pan-genotypic fixed-
dose combination tablet of grazoprevir, a second-
generation NS3/4A protease inhibitor, and elbasvir, an
NS5A inhibitor, achieved SVR 12 weeks after the end

of therapy (SVR12) in 210 (96%) of 218 patients with
HIV and HCV genotype 1, 4, or 6 infection (97% per
protocol). This regimen further expands the range of
directly acting agents for effective treatment of HCV in
patients with HIV co-infection. Notably, grazoprevir plus
elbasvir has been investigated in two other studies: one
in patients with chronic kidney disease stage 4 or 5, and
another that included a small cohort of patients with
HCV genotype 3 infection. Both studies reported SVR12
rates of more than 90%, suggesting that a wide range of
patients could benefit from this regimen.*

Despite the high rates of SVR reported with all these
regimens, the major restriction in the treatment of
patients with HIV and HCV co-infection remains the
drug interactions between antiretroviral therapy (ART)
and directly acting antiviral agents: in the C-EDGE
trial, only specific combincations of ART were allowed.
This limitation leaves clinicians with the unresolved
challenge of how to best treat their patients on different
ART regimens. Furthermore, most clinical trials,
including C-EDGE, have treated patients with mean CD4
counts of more than 500 cells per pL with complete HIV
suppression. The US Centers for Disease Control and
Prevention estimates that only 30% of people living
with HIV in the USA are virally suppressed;” therefore,
a more likely scenario for most community clinicians
is a patient with less well controlled HIV but in need
of HCV treatment. With the necessary support, even
individuals with less than well controlled HIV disease
might successfully engage and complete HCV therapy
based on directly acting antiviral agents. Should we, as
clinicians, consider initiation of HCV therapy for newly
diagnosed patients even before ART initiation? This
approach would certainly represent the next frontier
in the treatment of patients with HIV and HCV co-
infection worldwide.

In summary, the pan-genotypic efficacy, ribavirin-
free, and favourable renal profile makes grazoprevir plus
elbasvir a welcome addition to the treatment options
for HCV. The availability of greater choice is crucial at
a time when health-care policy makers worldwide are
attempting to address the conundrum of universal
access to HCV drugs. The findings of the C-EDGE
trial augment those of others, in that they support
the similar efficacy of directly acting antiviral agent
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regimens for treatment of all patients irrespective of HIV
status. Perhaps the time has come for all future clinical
trials of HCV therapy based on directly acting antiviral

agents to integrate patients with HIV co-infection.
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