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Emerging Challenges in the Management of HIV and Hepatitis C Virus

Coinfection in Veterans

wenty-five years into the HIV
T epidemic, hepatitis C virus (HCV)

infection in the HIV-infected
patient continues to pose unique and
important challenges to health care
providers and their patients. Between
one third and one half of all veterans
infected with HIV are coinfected with
HCV—a proportion that is higher than
that reported for other national sam-
ples.! As the largest single provider of
medical care to people with both HCV
and HIV in the United States, as well as
the nation’s leader in HCV screening,
testing, and treatment,>’ the VA is in a
remarkable position to tackle the chal-
lenge of HIV-HCV coinfection.

As the availability of highly active
antiretroviral therapy (HAART) for HIV
over the past decade has increased the
life expectancy of the average patient
with HIV, non—-AIDS-related morbid-
ity and mortality have moved to the
forefront of clinical concern. Liver
disease, in particular, has emerged as
a leading cause of such morbidity and
mortality. Concurrent HCV infection is
believed to be primarily responsible for
this comorbidity;* and liver disease may
progress more rapidly in patients with
HIV-HCV coinfection than in those
with HCV alone.

Renal diseases are another concern
for patients with HIV-HCV coinfection.
Immune complex glomerulonephritis
can occur in HCV infection, and HIV-
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associated nephropathy and renal tox-
icity resulting from certain HIV thera-
pies may contribute further to renal
disease. Recent evidence also suggests
a higher prevalence of cardiovascular
events in patients with HIV-HCV coin-
fection compared to those with HIV
alone,’ and the risk of diabetes appears
to be increased as well. Furthermore,
the incidence of these comorbidities
rises as patients age, regardless of HIV
or HCV status.

HIV-HCV coinfection complicates
treatment of both conditions. In such
patients, the current standard HCV
therapy, pegylated interferon plus riba-
virin, has yielded disappointing out-
comes, with response rates well below
50% in randomized clinical trials.5®
Promising new HCV treatments that
target the infection at different stages
of its replication cycle, including HCV-
specific protease inhibitors (PIs) and
polymerase inhibitors, currently are
being studied.

In the past year, two new classes
of medications have joined the three
main existing classes used to treat HIV:
nucleoside reverse transcriptase inhibi-
tors (NRTIs), nonnucleoside reverse
transcriptase inhibitors (NNRTIs), and
PIs. The new classes target the pro-
cesses of viral entry into T cells (the
CCRS5 entry inhibitor maraviroc) and
the integration of HIV DNA into the
host cell DNA (the integrase inhibitor
raltegravir), providing novel pathways
for viral suppression. In addition,
newer PI and NNRTI agents, which are
effective in patients with multiple resis-
tance mutations against each respective
class, have been approved.

Although the opportunity for fur-
ther reduction of HIV- and HCV-related

morbidity and mortality with new
drugs is exciting, providers must be
aware of possible challenges posed by
introducing new agents into these com-
bination regimens—particularly with
regard to potential drug interactions.
For example, the NRTI didanosine,
once commonly used in combination
antiretroviral regimens for HIV, was
linked to fatal cases of lactic acidosis
and hepatic failure in patients concur-
rently taking ribavirin for HCV co-
infection.” As a result, VA national
guidelines, among others, now recom-
mend avoiding didanosine in HIV-
infected individuals also undergoing
HCV treatment.'

Another frequently overlooked con-
sideration in patients with HIV-HCV
coinfection is correct dosing of drugs
in the presence of underlying hepatic
and renal insufficiency. Strategies to
minimize drug interactions or inap-
propriate dosing should be incorpo-
rated into the care of these patients.
(For more on this topic, please refer to
the CME/CE activity, “Antiretroviral
Therapy for HIV—Renal and Hepatic
Dosing Considerations,” on page 46 of
this issue.)

Also dampening enthusiasm over
potential new HCV treatments are
medical and behavioral obstacles that
continue to keep many patients with
HIV-HCV coinfection from undergoing
HCV treatment. In one study; for in-
stance, only one third of patients with
HIV-HCV coinfection were eligible for
HCV treatment, and only one third of
those eligible actually went on to re-
ceive treatment.'' The researchers
identified several common barriers to
treatment, including nonadherence to
clinic visits, active psychiatric disease,
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ongoing drug or alcohol use, decompen-
sated liver disease, and other comorbid
medical illnesses.!!

Despite these challenges, opportu-
nities to improve the care of veterans
with HIV-HCV coinfection do exist.
Even as innovative research continues,
the paradigm of care must shift away
from compartmentalized approaches
and toward those interdisciplinary
models that include collaboration
between health care providers who
are experts in HCV and HIV, as well
as pharmacists, social workers, mental
health specialists, and patients.

To learn more about the manage-
ment and care of HIV-HCV coinfection
in U.S. veterans, please visit the VA’s
National Hepatitis C Program web site
(http://www.hepatitis.va.gov). @

Author disclosures

Dr: Tien reports no actual or potential
conflicts of interest with regard to this
editorial.

Disclaimer

The opinions expressed herein are those s.
of the author and do not necessarily
reflect those of the sponsors, Federal
Practitioner, Quadrant HealthCom Inc.,
the U.S. government, or any of its agen-
cies. Please review complete prescribing
information for specific drugs or drug
combinations—including indications,
contraindications, warnings, and adverse
effects—Dbefore administering pharmaco-
logic therapy to patients.

REFERENCES &

1. Backus LI, Phillips BR, Boothroyd DB, et al. Effects
of hepatitis C virus coinfection on survival in
veterans with HIV treated with highly active anti-
retroviral therapy. J Acquir Immune Defic Syndr. g
2005;39(5):613-619. ’

2. VA raises hepatitis C awareness. Medical News
Today web site. http://www.medicalnewstoday.
com/articles/24007.php. Published May 8, 2005.
Accessed February 19, 2008.

3. Department of Veterans Affairs Fact Sheet: HIV and
AIDS Treatment and Research. Washington, DC:
Department of Veterans Affairs, Office of Public
Affairs, Media Relations; January 2005. http:// 11
www1.va.gov/opa/fact/docs/hiv_aids.doc. Accessed
February 19, 2008.

4. Weber R, Sabin CA, Friis-Moller N, et al. Liver-
related deaths in persons infected with the human

immunodeficiency virus: The D:A:D study. Arch
Intern Med. 2006;166(15):1632-1641.

Freiberg MS, Cheng DM, Kraemer KL, Saitz R,
Kuller LH, Samet JH. The association between
hepatitis C infection and prevalent cardiovascu-
lar disease among HIV-infected individuals. AIDS.
2007;21(2):193-197.

Carrat E Bani-Sadr E Pol S, et al; for ANRS HCO2
RIBAVIC Study Team. Pegylated interferon alfa-2b
vs standard interferon alfa-2b, plus ribavirin, for
chronic hepatitis C in HIV-infected patients: A
randomized controlled trial. JAMA. 2004;292(23):
2839-2848.

Chung RT, Andersen ], Volberding P, et al; for
AIDS Clinical Trials Group A5071 Study Team.
Peginterferon alfa-2a plus ribavirin versus interferon
alfa-2a plus ribavirin for chronic hepatitis C in HIV-
coinfected persons. N Engl ] Med. 2004;351(5):
451-459.

Torriani FJ, Rodriguez-Torres M, Rockstroh JK,
et al; for APRICOT Study Group. Peginterferon
alfa-2a plus ribavirin for chronic hepatitis C virus
infection in HIV-infected patients. N Engl J Med.
2004;351(5):438-450.

Tien PC. Management and treatment of hepa-
titis C virus infection in HIV-infected adults:
Recommendations from the Veterans Affairs
Hepatitis C Resource Center Program and National
Hepatitis C Program Office. Am J Gastroenterol.
2005;100(10):2338-2354.

. Lafeuillade A, Hittinger G, Chadapaud S. Increased

mitochondrial toxicity with ribavirin in HIVVHCV
coinfection. Lancet. 2001;357(9252):280-281.

. Fleming CA, Craven DE, Thornton D, Tumilty S,

Nunes D. Hepatitis C virus and human immuno-
deficiency virus coinfection in an urban population:
Low eligibility for interferon treatment. Clin Infect
Dis. 2003;36(1):97-100.

MARCH 2008 - FEDERAL PRACTITIONER - 13



