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OBJECTIVES: The antiviral activity of aplaviroc (APL) administered in combination
with two nucleoside anal ogues or a boosted protease inhibitor was evaluated in treatment
naive subjects. Although studies were stopped prematurely due to idiosyncratic
hepatotoxicity, asmall number of subjects met protocol-defined virological failure (VF)
criteria. Susceptibility to study drugs and coreceptor tropism were eval uated to assess the
reason(s) for VF.

METHODS: Treatment naive HIV+ subjects harbouring R5-tropic virus (n=265)
received APL with either lamivudine/zidovudine (3TC/ZDV) (CCR102881) or ritonavir
boosted lopinavir (LPV/r) (CCR100136). For CCR100136, a subset of individuas (n=19)
enrolled with dual/mixed-tropic virus at screen. VF was defined as <1 log,, copies/ml
decrease from baseline plasma HIV-1 RNA by Week 4, or confirmed >400 after <400
copies/ml HIV-1 RNA, or confirmed >0.5 logio copies/ml increase from the lowest HIV -
1 RNA value. Plasma from baseline and VF were tested at Monogram Biosciences for
HIV coreceptor tropism and APL susceptibility using the PhenoSense HIV Entry Assay
(population and clones), and for RT/PR genotype/phenotype using the PhenoSenseGT

Assay.

RESULTS: Eight subjects receiving APL/3TC/ZDV met VF criteria. The magjority (6/8)
acquired M 184V and none had evidence of reduced susceptibility to APL. Nine subjects
receiving APL/LPV/r met VF criteriawith no evidence of treatment-emergent resistance
to LPV/r or APL. However, five of these nine subjects harboured a minority of clones at
baseline and/or VF with elevated APL 1Cs, values. Four VFs (two from each study)
exhibited a change in population tropism readout from R5 to dual/mixed-tropic.
Preliminary phylogenetic analyses of envel ope clones suggest that changes in population



tropism readouts resulted from an increased proportion of pre-existing X4-using virusin
the sampled population.

CONCLUSIONS: M184V was the only detected resistance mutation associated with VF
in subjects receiving APL/3TC/ZDV. For VFs receiving APL/LPV/r, aminority of
viruses in the quasi species of 5/9 subjects showed reduced susceptibility to APL.
Changes in popul ation tropism readouts were relatively infrequent; additional data show
that such changes may occur in the absence of treatment and/or during theinitia vira
load decline. Overall, very few subjects receiving an APL-containing regimen
experienced VF. The pathway to resistance for APL remains to be determined.
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