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Hemophilia with HIV and HCV
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Gulf Sate Hemophilia & Thrombophilia Center)

Before the mid-1980s, hemophilia was treated with contaminated plasma prod-
ucts, resulting in extraordinarily high prevalence rates of human immunodeficiency vi-
rus type 1 (HIV-1) ,hepatitis C virus (HCV (HIV-1),and hepatitis B virus (HBV (HIV-
1) .Among 2069 HCV seropositive participants enrolled in the Second Multicenter He-
mophilia Cohort Study (MHCS-II) during 2001 —-2003,30%had HIV-1 and 4.6%were
HBYV surface antigen carriers.

Although 80%of the HIV-1-positives in the MHCS-II had at least 200 CD4 "cells/
uL, only 59%were on highly active antiretroviral therapy. HIV-1 RNA was detected in
77%of those not taking antiretroviral medications. HIV-1-positives and older partici-
pants were more likely to have clinical and subclinical manifestations of liver disease.
Among HIV-1-positive participants over age 41, prevalence rates were 5%for persis-
tent jaundice, 7%for ascites, 9%for hepatomegaly, and 19%for splenomegaly. Hepa-
tocellular carcinoma was diagnosed in four participants and or non-Hodgkin lym-
phoma in seven.

HAART therapy has radically altered the clinical phenotype for hemophilic indi-
viduals co-infected with HIV and HCV. Whereas opportunistic infections predominated
previously in this population, now liver failure and hemophilia bleeding complicated by
decreased hepatic synthesis of other clotting factors, thrombocytopenia secondary to
hypersplenism and hemorrhage from esophageal varices confer the major morbidities
and mortalities. In addition, HAART therapy itself may contribute to bleeding and
other co-morbidities.

Of the first 721 HCV positive MHCS-II participants who had never been treated
with interferon, HCV RNA was not detected in plasma (implying spontaneous clearance
of HCV infection) in 25%of those with and 12%of those without HIV co-infection. With-
out HIV, spontaneous clearance was strongly related to early age at infection and par-
ticularly to recent birth cohort. Stratified analysis suggested that clearance rates in-
creased in the late 1970s or early 1980s. Severity of hemophilia and treatment vari-
ables such as type of factor exposure (non-heat treated factor concentrate vs. cryopre-
cipitate) did not significantly affect HCV clearance rates.
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Combination therapy with pegylated interferons plus ribavirin, which is the cur-
rent standard of care, has yielded sustained clearance of HCV in more than 50%of pa-
tients. Data on treatment of HCV in hemophilic populations, especially those with HIV
co-infection, are very limited. In MHCS-II, HCV RNA was detected less frequently

(59%) among participants treated with standard interferon plus ribavirin and more
frequently among HIV-1-positive than HIV-1-negative participants (85%vs. 70% (HIV-
1) .However, most (72%) MHCS-II participants had received no anti-HCV therapy.

These data reveal the scale of hepatic and hematologic disease that is likely to
manifest in the adult hemophilic population during the coming years unless most of
them are successfully treated for HIV-1, HCV or both.
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