A Subgroup Analysis of the Week 96 Efficacy and Safety Results Evaluating MOPEB234
Fostemsavir in Heavily Treatment-Experienced HIV-1 Infected Participants
In the Phase 3 BRIGHTE Study: Results From The Randomized Cohort

Introduction

® Fostemsavir (FTR) is a prodrug metabolized to temsavir
(TMR), a first-in-class attachment inhibitor that binds to
the HIV-1 envelope gp120, preventing attachment to
CD4+ cell-surface receptors thereby preventing viral entry
into and infection of host T-cells and other immune cells
(Figure 1).12

® FTR has a unique resistance profile with no in vitro
cross-resistance to other antiretroviral (ARV) classes34
and is active regardless of HIV-1 tropism.3-6

® BRIGHTE is an ongoing Phase 3 study evaluating FTR
in heavily treatment-experienced (HTE) adults with
multi-drug—resistant HIV-1.

¢ The primary endpoint of superior efficacy relative to placebo after
8 days of functional monotherapy was achieved.”

¢ Virologic and immunologic response, as well as safety results, were
favorable through Week 48.8

¢ A subgroup analysis of virologic and immunologic outcomes at
Week 48 in the Randomized Cohort was presented previously.®

® Overall efficacy and safety data at Week 96 will be
presented in Oral MOAB0102.1° Here we present
subgroup analyses of virologic and immunologic response
at Week 96 for the Randomized Cohort.

Figure 1. Mechanism of Action of Temsavir
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Methods

Eligibility Criteria, Study Design,
and Statistical Methods

® HTE adults (=18 years) with multi-drug-resistant HIV-1
failing their current ARV regimen (confirmed HIV-1 RNA
2400 ¢/mL) and unable to form a viable alternative
regimen from remaining fully active ARVs secondary
to multi-drug resistance, prior intolerance,
contraindication, or other safety concerns (Figure 2).

® No statistical test was performed between subgroups.

Figure 2. BRIGHTE Study Design

Table 1. Baseline Demographics and Disease
Characteristics
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Figure 5. Mean CD4+ T cell increase at Week 96,
by Subgroups

Parameter
Age, years
Median (range) 48 (18-73)
250 years, n (%) 110 (40)
Sex, n (%)
Female 72 (26)
Male 200 (74)
Race, n (%)
White 185 (68)
Black/African-American 60 (22)
Median HIV-1 RNA log,, c/mL (range) 4.7 (1.6-6.9)
HIV-1 RNA ¢/mL, n (%)
<400 21 (8)
400 to <1000 10 (4)
1000 to <100,000 161 (59)
100,000 to <500,000 59 (22)
2500,000 21 (8)

Median CD4+ T-cells/pL (range)
CD4+ T-cells/uL, n (%)

99.5 (0-1160)

<20 72 (26)
20 to <50 25 (9)
50 to <200 102 (38)
200 to <500 58 (21)
2500 15 (6)
FAA in initial OBT,
n (%)
0* 16 (6)
1 142 (52)
2 114 (42)
Region, n (%)
North America 108 (40)
South America 105 (39)
Europe 51 (19)
Rest of the World 8(3)

*5 participants discontinued from the study during the double-blind period; 6 participants had at least 1 FAA at screening but had no
FAAs in their initial OBT; 5 participants with no FAAs at screening, were assigned to the Randomized Cohort in error and were
captured as a protocol deviation.

Virologic Response Overall and by Subgroups

® By Snapshot analysis, rates of HIV-1 RNA <40 c¢/mL
increased from Week 24 to Week 96 (Figure 3).

Figure 3. HIV-1 RNA <40 ¢/mL Through Week 96; ITT-E
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BID, twice daily; OBT, optimized background therapy.

® AtWeek 96, rates of HIV-1 RNA <40 c¢/mL were similar
across subgroups of age, sex, race, geographic region,
and number of FAAs in initial OBT (Figure 4).

® At Week 96, rates of HIV-1 RNA <40 c¢/mL were lowest for
those with baseline viral load >100,000 c/mL and those
with baseline CD4+ cell counts <20 cells/uL; however,
these same subgroups had the largest increase in rates
over time. For participants with baseline viral load
>100,000 c/mL, the proportion with HIV-1 RNA <40 c/mL
at Week 48 was 28/80 (35%), increasing to 39/80 (49%)
at Week 96. For participants with baseline CD4+ T-cell
counts <20 cells/pL, the proportion with HIV-1 RNA
<40 c/mL at Week 48 was 25/72 (35%), increasing to
33/72 (46%) at Week 96.

Figure 4. Snapshot Analysis of Virologic Response at
Week 96, by Subgroups; ITT-E Population

Results

Baseline Demographics and Disease
Characteristics

® Baseline demographics and disease characteristics for
the Randomized Cohort are shown in Table 1.

€« 26% of participants were female, 22% were black, 40% were
aged 250 years, and 85% had a history of AIDS*.

€« 67% of participants had been treated for HIV for a period of
>15 years.

¢« Median HIV-1 RNA log,, c/mL was 4.7, and 73% of
participants had a CD4+ T-cell count <200 cells/pL
(26% <20 cells/pL).

¢ 52% of participants had one fully active ARV (FAA) in the
initial OBT; 42% had two.

“AIDS history recorded if a participant has nadir CD4+ count <200 cells/jL, or prior history of AIDS-defining illness.
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Mean HIV-1 RNA log, ¢/mL (SD) at baseline was 44 (10)
The data presented in the figure are based on ad hoc analyses.

The following subgroups are excluded from this figure: American Indian or Alaska Native, Asian, Native Hawaiian or Other Pacific
Islander, Mestizo, Mixed race, Hispanic, rest of world, 0 FAA.

SD, standard deviation.

Immunologic Responses Overall and by
Subgroup

® Overall, the mean CD4 T-cell counts improved from
baseline by 204.7 cells/uL at Week 96.

€« At Week 96, CD4+ T-cell response was similar across
subgroups of age, sex, race, and FAA in initial OBT
(Figure 5).

€ Increase in mean CD4+ T-cell count among those with
baseline CD4+ <20 cells/puL was comparable to those with
higher CD4+ counts at baseline. (Figure 5).

® Overall, mean (SD) CD4:CD8 ratio increased from 0.20
(0.24) at baseline to 0.44 (0.29) at Week 96.

€ Increase in CD4:CDS8 ratio was observed across all subgroups
(Figure 6).
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Figure 6. CD4:CDS8 ratio increase at Week 96,
by Subgroups
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The data presented in the figure are based on ad hoc analyses. The following subgroups are excluded from this figure: American
Indian or Alaska Native, Asian, Native Hawaiian or Other Pacific Islander, Mestizo, Mixed race, Hispanic, rest of world, 0 FAA.

Week 96 Safety

® Table 2 shows a safety summary by baseline CD4
categories.

¢ Serious AEs (SAEs) and deaths occurred more frequently in the
subgroup of participants with the lowest baseline CD4+ T-cell counts.

¢ No clinically relevant differences were observed on the safety profile of
FTR when assessed by sex, age, or racial subgroups.

Table 2. Week 96 Safety Summary by Subgroup

Randomized Cohort
Baseline CD4+ T-cell count, cells/uL

Parameter, n (%)

<20 20 to <200 2200 Total
(n=127) (n=73) (N=272%)
Any AE 67 (93) 115 (91) 67 (92) 249 (92)
Grade 2—4 related AEs 18 (25) 19 (15) 20 (27) 57 (21)
sk w0 se sm u
SAEs 33 (46) 39 (31) 20 (27) 92 (34)
Related SAEs 3(4) 1(1) 5(7) 9(3)
Deaths$ 61 (8) 4(3) 2(3) 12 (4)

“Includes all safety data from initiation of FTR dosing through Week 96 data cut-off. 11 death (immune reconstitution inflammatory
syndrome; mycobacterial infection) was related to study treatment.

§The median baseline CD4+ T-cell count for participants who died was 20.5 cells/jL.

The data presented in the table are based on ad hoc analyses.

Conclusions

® Virologic response in the ITT population continued to
improve over time, including amongst participants with
high baseline viral load and low baseline CD4+ count.

® Compared with their counterparts, comparable virologic
outcomes were observed in older and Black
participants, who are disproportionately represented
within the HTE population.!!

® Continued clinically meaningful improvement in CD4+
T-cell counts was seen across all subgroups, including
those most immune suppressed at baseline.

® While FTR-containing regimens were well tolerated
through Week 96, severe safety events (i.e. SAEs and
deaths) were more frequent in the most immune
compromised participants with the lowest baseline
CD4+ T-cell counts.

® These results support the continued development of
FTR as an important therapeutic option for a broad
cross-section of the HTE population, including those
who are most immune suppressed, have high baseline
viral load, are older, female, and/or of Black race.
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