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Islatravir and Ulonivirine Create a

Combination With a High Barrier
to Resistance In Vitro

Figure 3. Antiviral activity of ISL and ULO against variants encoding single substitutions observed in resistance
selection studies with either ISL or ULO alone

Background

e [slatravir (ISL) is an investigational nucleoside reverse transcriptase translocation inhibitor (NRTTI) that blocks human
immunodeficiency virus subtype 1 (HIV-1) reverse transcriptase (RT) by multiple mechanisms, including inhibition of translocation and
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In vitro resistance selection for ISL or ULO alone or ISL+ULO combinations

* Wild-type (WT) HIV-1 Subtype B (strain=R8) or RT M184| R8 virus was passaged in SupT1 cells

e Passaged WT or RT M184l virus was used to infect MT4-GFP cells (MT4 cells that express green fluorescent protein driven by
expression of tat and rev upon infection) in bulk at a multiplicity of infection of 5 in 10% normal human serum (NHS)

Infected cells were added to plates containing increasing concentrations of compounds (0.125- to 128-fold IC, ) as indicated in Figure 1
Cell/supernatant mixture was passaged to the same wells on fresh plates containing uninfected MT4-GFP cells and fresh compound

every 3-4 days for 12 passages (every well is an independent experiment)

*ULO data for P236L is from Monogram PhenoSense®.

* |SL and ULO maintained potent activity against M184I (6.2- and 1.7-fold decreased vs WT) and M184V (6.8- and 2.1-fold decreased

vs WT) variants

* |SL retained WT potency (2.3-fold increased to 1.3-fold decreased vs WT) against variants and from ULO alone selection studies
e ULO potency was reduced against most variants from ULO alone selection studies

Figure 4. Antiviral activity of ISL and ULO against emergent substitutions from ISL+ULO combination resistance

selection studies
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e |SL is 1.5- and 2.0-fold more potent against M230l and M230L
variants and has potency reduced <2.4-fold against all variants
containing M1841 with M230Il or M230L vs WT

e ULO has reduced potency >10-fold against all variants with
M2301 or M230L vs WT; potency was increased 2-3 fold for
M2301/M1841 and M230L/M1841 vs M2301 or M230L alone

* The A114S/M184V variant previously observed in ISL in vitro
selection studies® showed enhanced susceptibility to ULO
(2.0-fold increased potency vs WT)

 The F227C, F227V, and L234l variants previously observed in
ULO in vitro selection studies® showed enhanced susceptibility
to ISL (2.4- to 7.1-fold increased potency vs WT)

sequence followed by the AA position number and then the single letter AA codes predicted by
the sequencing analysis. Multiple AA codes are shown if a mixture was observed in sequencing.
Substitutions shown in bold font represent those seen in more than one well across all IC, |
multiples on each plate. Those in plain font were seen in 1 of 96 wells on the plate.

* |SL+ULO combination suppressed VBT at 8-fold lower concentrations of each compound compared to either ISL or ULO alone; there
was no VBT above 1xIC, with the combination

e With ISL or ULO alone, M184l and V106A, respectively, were most common substitutions observed °
e With ISL+ULO, V106A was not observed and V1081 in combination with M184| was observed most frequently

The largest reduction in ULO potency was observed for the
E138K/M2301/M184l variant (40.9-fold reduced ULO potency
vs WT); ISL remained potent against this variant (potency was
reduced 2.0-fold vs WT)
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