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Background
HIV-2 infection is a significant public health problem in West Africa and has

] . UG . To evaluate the activity of EFdA against HIV-2 isolates
een reported in other countries with ties to the region. _ _
and NRTI-resistant HIV-2 mutants In culture.
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EFdA Is active against NRTI-resistant HIV-2 mutants

Historically, clinical outcomes of antiretroviral therapy in HIV-2 and HI\V-2 HIV-1
HIV-1/HIV-2 dually-positive patients have been poor, with high rates of 100~ 100~
immunovirologic failure and multidrug resistance. Newer antivirals with : §
improved safety, efficacy, and resistance profiles are needed for HIV-2— ApprOaCh : :
infected individuals. - . |
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*Patient-derived clone encoding
K65R, N69S, V1111, Q151M and M184V.

HIV-2 Is more sensitive than HIV-1 to EFdA
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EFdA is a nucleoside reverse transcriptase translocation inhibitor (NRTTI). It R
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Adoptedfrom Michatlidis et l, . Biol. Chem. 289(35):24533 HIV-1 and HIV-2 RTs show subtle differences in the area The M184V change in HIV-2 confers a 20-fold shift in the potency of EFdA,

ROD9
but the EC, for the mutant virus is only 3-fold higher than the mean EC,  for

HIV-1. Addition of other NRTI resistance changes in combination with M184V
does not increase the level of EFdA resistance in HIV-2.

CLINICAL STUDIES surrounding the 4 -ethynyl group

A single 10-mg dose of EFdA demonstrated potent antiviral activity for

10 days in a phase 1b proof-of-concept clinical trial. EFdA should be further evaluated in clinical studies involving HIV-2—infected

Median plasma viral load reduction through d10 = 1.78 Log. , copies/ml. individuals.

Median half life of EFdA in plasma = 60 h.
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