CROI 2005, Poster # 946

A Comparison of Risk of Treatment Limiting Adverse Events in HCV-co-infected vs Non-co-infected Persons with HIV in EuroSIDA

Jens D. Lundgren

Kettegaard Allé 30

JD Lundgren?, ] Rockstroh?, V Soriano3, B Ledergerber4, O Kirk?, E Vinogradova®, P Reiss?, C Katlama®, AN Phillipss, A Mocrofts for the EuroSIDA study group” gK-zesc; Hvidovre
enmark
*Copenhagen HIV Program, Hvidovre Hospital, Copenhagen, Denmark; 2Universitats Klinik, Bonn, Germany; 3Hospital Carlos Ill, Madrid, Spain; “University Hospital, Ziirich, Switzerland; 5Royal Free Centre for HIV Medicine and Dept Primary Care and Population Sciences, Royal Free and University College Medical School, London, UK; Tel: +45 36 323015

6St Petersburg AIDS Centre, St Petersburg, Russia; 7Academisch Medisch Centrum bij de Universiteit van Amsterdam, Amsterdam, the Netherlands; 8Hdpital de la Pitié-Salpétiére, Paris, France.

ABSTRACT

Background: Liver damage associated with hepatitis C (HCV) may adversely affect the likelihood of experiencing discontinuation
due to toxicities or patient/physician choice (TOX) in patients taking combination antiretroviral therapy (cART). Little information
to address this concern is available from clinical trials as patients with HCV are often excluded.

Aims: To compare incidence rates of discontinuation due to TOX associated with specific drugs in patients with or without HCV.
Patients/Methods: 4703 patients from EuroSIDA under follow-up after December 98 on a specific nucleoside pair
(zidovudine/lamivudine, didanosine/stavudine, stavudine/lamivudine, other) with a third drug (abacavir, nelfinavir, indinavir,
lopinavir, nevirapine, efavirenz, or other dual Pl-containing regimen) and with known HCV serostatus were studied for the
incidence of discontinuation of any nucleoside pair or third drug due to TOX. Incidence rate ratios (IRR) were derived from
Poisson regression models.

Results: 1310 patients had HCV (278%). During 11638 PYFU there were 1955 discontinuations due to TOX for nucleoside pairs
and 2325 for third drugs. The incidence of discontinuation due to TOX was consistently higher in patients with HCV after
stratification by nucleoside-pair or third drug. After adjustment for CD4 count, gender, exposure group, time since starting
HAART, time on HAART, region, treatment regimen, there were few differences in the rate of discontinuation in those with HCV
compared to those without for any nucleoside pairs or third drugs when comparing those with or without HCV, or when
comparing nucleoside-pairs or third drugs in patients with or without HCV. Similar results were found when concentrating on
discontinuation due to toxicities alone.

Conclusions: Although patients with HCV generally had higher rates of discontinuation due to TOX compared to patients without
HCV, there was little evidence to suggest that this was associated with any specific nucleoside-pair or third drug used as part of
cART. Our results do not suggest that any specific component of cART is more poorly tolerated in patients with HCV or that the
presence of HCV should influence the choice between antiretrovirals used as part of a cART regimen.

INTRODUCTION

Recently, we reported an excess risk of drug-related discontinuations of cART in HCV-infected compared with HCV-
uninfected HIV positive individuals (Mocroft et al, 7" International Congress on Drug therapy in HIV infection.
Glasgow, November, 2004 (abstract PL14.1)). However, that study was not sufficiently powered to disentangle the
contribution from injecting drug use and HCV-infection nor was it able to assess possible differences in
contribution from individual drugs/drug classes.

The aims of this study were to describe the reasons for stopping cART regimens according to HCV status and to
determine whether the increased incidence of discontinuation of any cART regimen due to toxicities and
patient/physician choice (TOX) seen in patients with HCV differed according to cART regimen.

METHODOLOGY

The EuroSIDA study is a prospective, European study of patients with HIV-1 infection in 8o centres across Europe.
At recruitment, in addition to demographic and clinical information, a complete antiretroviral history was collected,
together with the 8 most recent CD4 counts and viral load measurements.

Table 1: A total of 4703 patients satisfied the inclusion criteria and are described in this table. At baseline, 3393
patients were HCV negative (72.2%) and 1310 were HCV positive (27.8%).

The incidence of discontinuation due to TOX after stratification by HCV status and by nucleoside pair or third drug
was calculated. Poisson regression was used to determine the factors related to discontinuation due to TOX of
either the nucleoside pair or the third drug, and was adjusted for factors found previously to be related to
discontinuation due to TOX.

RESULTS

Figure 1: Shows the reasons for discontinuation. The most common reason for discontinuation was patient choice.
There were significant differences in the reason for discontinuation when comparing those with and without HCV
infection (p=0.0002), and remained significant if discontinuations due to patient or physician choice were excluded
(p=0.0076).

Table 2: For both nucleoside-pairs and the third drug, the incidence of discontinuation due to TOX was significantly
higher among patients with HCV compared to those without. After additional stratification for IDU-transmission
category, the incidence of discontinuation due to TOX was similar in patients with and without HCV, while the
incidence of discontinuation due to TOX was considerably higher in IDU’s compared to non-IDU’s in both patients
with and without HCV infection.
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Figure 2: The incidence rates of discontinuation due to TOX in patients with and without HCV, and after stratification
by nucleoside pair and third drug. Those drugs with high rates of discontinuation due to TOX in patients with HCV
(didanosine/stavudine and indinavir and dual Pl-containing regimens) also had high rates of discontinuation due to
TOX in patients without HCV.

Figure 3: Shows the adjusted (including IDU-status) IRR of discontinuation due to TOX in patients with HCV compared
to those without. After adjustment, there was a comparable incidence of discontinuation due to TOX in patients with
HCV compared to those without, regardless of which nucleoside-pair or third drug was used. The exception to this
was for nelfinavir, where patients with HCV had a significantly lower incidence of discontinuation due to TOX
compared to those without HCV (IRR 0.57; 95% Cl 0.39 — 0.84, p = 0.0042). Repeated analyses only focusing on
reported treatment-limiting toxicities reveiled highly consistent results.

Figure 4: This figure compares the rate of discontinuation due to TOX using a nucleoside-pair or third drug as
reference for HCV negative and HCV positive patients separately. The results of the adjusted models are shown.
There was no significant interaction between the effects of HCV status and nucleoside-pairs on the rate of
discontinuation due to TOX (p=0.082). This implies that, although there was a variable rate of discontinuation due to
TOX in patients with HCV and without HCV, there was no evidence to suggest that the increase differed according to
HCV status. Conversely, there was some evidence of an interaction between HCV status and third drug (p=0.020). For
both patients with and without HCV, and compared with indinavir, the rate of discontinuation due to TOX was lower
except for other dual Pl-containing regimens than lopinavir/ritonavir. The significant interaction is explained by a
lower rate of discontinuation of nelfinavir in HCV positive patients compared with HCV negative patients.

SUMMARY

The most common reasons for discontinuation were patient choice, physician choice, abnormal fat distribution and
gastrointestinal toxicities. Discontinuation due to abnormal fat distribution was less common in patients with HCV,
while discontinuation due to patient choice was more common.

The higher rate of discontinuation due to TOX in HCV positive persons is not explained from their HCV-status but
rather by a predominance of IDU’s among HCV positive patients.

Our data to NOT suggest that any specific component of cART is more poorly tolerated in HCV positive compared with
HCV negative patients.

DISCUSSION

The question of whether there is an increased risk of discontinuation of cART regimens due to toxicities remains
extremely important. There are concerns that liver-related toxicities may be a major issue in patients with HCV.
However, although the risk of discontinuation due to liver-toxicity is higher in HCV positive patients, liver toxicity as a
reason for discontinuation is less than 3%.

It is likely that a significant proportion of patients who discontinued cART due to patient or physician choice were
due to tolerability of drugs and associated side-effects. A sensitivity analysis which concentrated on toxicities alone
as a reason for discontinuation showed highly consistent results.

CONCLUSION

Our results do not suggest that any specific component of cART is more poorly tolerated in patients with HCV. The
presence of HCV should not necessarily influence the choice between ARV’s.
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