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Figure 5. Combination resistance selection study with virus bearing preexisting M184I| substitution in RT

Images of plates are shown with green indicating wells with VBT and black indicating wells without VBT (left panel). RT substitutions observed in
resistance selection studies at each IC_, multiple are also shown (right panel).

Background

e |slatravir (ISL) is an investigational nucleoside reverse transcriptase translocation inhibitor (NRT TI) that

Figure 2. Combination resistance selection study with WT R8 virus
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* Potency (IC, ) of ISL and ULO against each variant was assessed in a multiple-cycle viral kinetic assay in » ULO potency was reduced against most variants from ULO alone selection studies

MT4-GFP cells in growth media containing 100% NHS
 Antiviral activity of emergent variants is reported as fold-change compared to WT

* |ISL is 1.5- and 2.0-fold more potent against M2301 and M230L variants
and has potency reduced <2.4-fold against all variants containing M184|
with M2301 or M230L vs WT

* The A114S/M184V variant previously observed in ISL in vitro
selection studies® showed enhanced susceptibility to ULO

Figure 4. Antiviral activity of ISL and ULO against emergent substitutions from ISL+ULO combination resistance selection (2.0-fold increased potency vs WT)
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