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cases, susceptibility testing, gp160 sequencing and tro-
pism confirmation were performed on 12 Env clones from
each baseline and on-treatment sample. For five patients,
Env genes were cloned into NL4-3, producing replication-
competent viruses for testing in PBL.

RESULTS: No plateaus in MPI <95% were seen for any of
37 baseline viruses or for on-treatment virus from the 25
placebo patients. In contrast, plateaus in MPI <95% were
seen for on-treatment samples from 4/12 patients follow-
ing failure on blinded maraviroc and 2/3 patients subse-
quently followed onto open-label maraviroc. There was
no significant difference in on-treatment maraviroc ICsq
FCs between treatment groups (P=0.13, ANCOVA),
although the on-treatment virus from one patient failing
maraviroc demonstrated a small (threefold) shift from
baseline. Clonal analysis confirmed results for the original
population samples and results obtained in PBL were con-
sistent with observations in the PhenoSense assay. Amino
acid changes from baseline were identified in the V3
loops of samples yielding a plateau in MPIL. Site-direct-
ed mutagenesis confirmed the importance of the V3
mutations in conferring the maraviroc phenotype. The

S12

Programme & Abstracts




