Phenotypic Susceptibility to Bevirimat Among HIV-Infected Patient Isolates
Without Prior Exposure to Bevirimat

NA Margot, CS Gibbs, and MD Miller

Poster Number

637

16" Conference on Retroviruses and Opportunistic Infections
February 8-11, 2009
Montréal, Quebec, Canada

Introduction Results Conclusions

() GILEAD

Gilead Sciences, Inc.
333 Lakeside Drive
Foster City, CA 94404
Tel: (650) 522-5445

Gilead Sciences, Inc., Foster City, CA, USA Fax: (650) 522-5890

* Bevirimat (BVM or PA-457) belongs to a novel class of HIV-1 maturation inhibitors. Table 1. Phenotypic Susceptibility and Genotypic Data for the 31 Patient HIV Isolates Table 2A.  Summary of Phenotypic Susceptibility to BVM by Treatment Experience
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* The entire Gag-PR region of the plasmids was sequenced (Elim Biopharmaceuticals, Hayward,

18/21 isolates with prior ARV experience had at least 3 PI-R mutations (D30N, V32I, L33F, M46I/L, 147V,
G438V, 150V, 1I54M/VIL, L76V, V82A/F/LIT, 184V, L90M). 17/18 had FC >15 for either LPV or ATV or both.
Isolate #7 (M46l, V82F, L90M) had FC = 4.1 for LPV

a. Site-directed mutants created by PCR with specific changes in SP1 (isolates 1, 3, and 6) or capsid (V362I; isolates 7, 8, 12 and
LAI lab strain) as shown. All other PR and Gag sequence were identical to the patient isolate or lab strain

b. Bevirimat (BVM) fold change compared to wild-type LAI. Average of at least 3 independent experiments

c. The last 7 amino acids of the Gag-Capsid sequences are shown

d. The complete amino acid sequences of Gag-SP1 are shown (14 residues)

CA, USA) *
* Recombinant pXXLAI virus plasmids (wild-type or mutant) were transfected into 293T cells
(TransIT®-293; Mirus, Madison, WI, USA) and virus supernatants were harvested after 48 hours

. Drug Susceptibi"ties (BVM’ tenofovir, |0pina\/ir’ atazanavir) were determined in 5_day XTT assays e The remaining 13 isolates had no PI-R mutations and were within 2.1-fold of WiId-type for LPV and ATV
in MT-2 cells (overall range of 0.5 10 2.1) « Reversion of the 14 amino acid SP1 sequence to wild-type SP1 restored BVM susceptibility
* Gag-PR DNA fragments for the site-directed mutant viruses (V362l/wild-type or SP1 reversion) » All 31 isolates were within 1.9-fold of wild-type for TFV (0.3 to 1.9), consistent with only wild-type RT being « Reversion or addition of V362l in capsid or V370A in SP1 changed BVM susceptibility

were obtained by PCR. Viruses were generated as outlined above, except that they were made included in the recombinant virus isolates

from individual clones

by >85-fold



