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Introduction

* HIV-1 maturation inhibitors (MIs) offer a novel mechanism of action but have
suffered from gag polymorphisms and decreased antiviral potency

* GSK3640254 (GSK’254) is a next-generation MI that demonstrated broad
spectrum coverage of gag polymorphisms in vitro' (see background)

* GSK’254 + 2 nucleoside reverse transcriptase inhibitors (NRTIls) demonstrated
comparable efficacy to DTG + 2 NRTIs with no treatment-emergent resistance
across all doses and a comparable safety/tolerability profile in the DOMINO
phase 2b dose-ranging study?

* HIV-1 gag/protease from Day 1 baseline and on-treatment samples were
tested for sensitivity to GSK'254 and gag sequences generated to identify
polymorphisms and/or treatment emergent resistance mutations

GSK’254 Mechanism of Action?
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Methods

* Plasma samples were collected from all study participants at Day 1 pre-dose
GSK'254 and 2 NRTI backbone

* Plasma samples were collected from any participant at suspected and
confirmed protocol-defined virologic failure (PDVF) time points

* GSK’'254 phenotypic data were generated at Monogram BioSciences* using the
PhenoSense gag assay

* HIV gag genotypic data were generated at Monogram BioSciences* using
next-generation sequencing platform

* HIV subtype based on gag sequence and a Monogram BioSciences* algorithm

» All viruses from DOMINO participants were sensitive to GSK'254 at baseline

* No virus developed on treatment change to GSK'254 by Week 4
 No PDVF case developed resistance to GSK'254 or the NRTI backbone

Background

GSK’254 demonstrated broad spectrum coverage of gag
polymorphisms in vitro compared to the previous Ml GSK37399371
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Study Design

Randomization phase

GSK’254 100 mg +

ABC/3TC or FTC/TAF (N=40)

* Treatment-naive adults
=18 years

¢ HIV-1 RNA 21000 ¢/mL

« CD4+ T cell count Randomized
=250 cells/mm3 1:1:1:12

» Susceptibility to NRTI
backbone

GSK’254 150 mg +
ABC/3TC or FTC/TAF (N=43)

GSK’254 200 mg +

ABC/3TC or FTC/TAF (N=42)

Primary endpoint:

» Proportion of participants
with HIV-1 RNA <50 c¢/mL at
Week 24

Secondary and exploratory

endpoints:

» Change from baseline in
CD4+ T cell count

» Safety and tolerability
parameters

Day 1 Week 24

aStratified by screening plasma HIV-1 RNA and investigator’s choice of dual NRTI background therapy.

Subtype Representation in the DOMINO Study

Subtype based on gag sequence
Subtype A1 B C D
o+ 22 65 22 1

CI-)|

F1
21 3

Note: 5 participants had discordant subtypes between Day 1 vs Week 4.

Summary of Gag Genotypes at Day 1 and Week 4

Genotype at Day 1 and Week 4 (foothotes denote minor changes from Day 1)

Treatment

group n H219 R286 P289 V323 V362 A364 A366 V370
5 R286K
3 H219Q R286K
3 H219Q
1 R286K V362| V370A
GSK’254 1 V323l V370VTS?
100 mg + 1 R286K V323T V370l
2 NRTIs (N=24) 1 R286K V370A
1 R286K V370l
1 V323V/I
1 V370A
6 No polymorphisms
7 R286K
2 H219Q R286K
2 H219Q
2 H219Q V370A
2 R286K V370A
GSK’254 1 V362l
150 mg + 1 H219H/QP V370V/Ac
2 NRTIs (N=26) 1 V370Ad
1 V370A
1 H219Q V370V/M
1 R286K V370L
1 H219Q R286K V370A
4 No polymorphisms
3 R286K
2 V370A
1 V362l V370T
1 R286K V323l V370A
1 H219H/Q¢ V370V/Mf
, 1 H219Q
S&K Iﬁ:‘l 1 V370l
2 NRTls (N=17) 1 H219H/Q R286K V370A
1 H219Q R286K V370A
1 H219Q V370A
1 H219H/Q¢®
1 H219H/QP V370M
1 H219Q V370V/I9
1 No polymorphisms
1 R286K V370A
E’Liﬁlo mg+ R286K
(N=d) 1 V370A
1 V362I

aWeek 4: V370ITS/VTS. "Week 4: Wild-type. ‘Week 4: V370A. IWeek 4: V370T. *Week 4: H219Q. Week
4: \VV370M. 9Week 4: V370lI.

Summary of Viral Loads From Participants Who Met PDVF Criteria?
Viral load in participants receiving GSK’254 + 2 NRTIs

1000000 with protocol-defined virologic failure
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HIV-1 RNA, c/mL

PDVF Failure Criteria

* HIV-1 RNA decrease from baseline of <1.0 log,, by Week 12

* Confirmed HIV-1 RNA =200 c¢/mL at or after Week 24

* HIV-1 RNA =250 c/mL on repeat testing at Week 24 and before Week 28

* Confirmed HIV-1 RNA =200 c¢/mL after confirmed consecutive plasma HIV-1
RNA <50 c/mL

PDVF Cases Through Primary Endpoint
* PDVF occurred in 9 participants; 8 receiving GSK'254 and 1 receiving DTG
* No treatment-emergent resistance was detected in any PDVF case

* No change observed for in vitro phenotypic potency to GSK'254 or the 2 NRTI
backbone

Conclusions

* All viruses from baseline were sensitive to GSK'254 (IC,, range 0.39-18.4 nM)
* HIV-1 subtypes from A1, B, C, D, F1, and G were represented in the study

* Various gag polymorphisms were detected in the virus from participants from
the study

* Specifically, R286K, V362I, and various V370 substitutions

* 9 participants met PDVF criteria (8 receiving GSK’254 and 1 receiving DTG)
* No genotypic resistance to GSK'254 or the 2 NRTI backbone detected
* No phenotypic change in IC;, detected to GSK'254 or the 2 NRTI backbone
* No resistance was detected to DTG in the 1 PDVF case

* These data support further development of Mls as an anti-HIV target

* See poster 633 in poster session G2 for information on the preclinical profile of
VH-937, an MI currently in phase 2a clinical development
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Disclaimer

This content was acquired following an unsolicited medical information enquiry by a healthcare professional. Always consult the product information for
your country, before prescribing a ViiV medicine. ViiV does not recommend the use of our medicines outside the terms of their license. In some cases,
the scientific Information requested and downloaded may relate to the use of our medicine(s) outside of their license.
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