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Key Takeaways

e The phase 3 BRIGHTE study evaluated fostemsavir (FTR) + optimized background e A general decrease in biomarkers of immune activation was observed in participants
therapy (OBT) in people living with multidrug-resistant HIV-1 and limited antiretroviral with viral suppression and those with LLV 40 to <400 c/mL
(ARV) options e Results underscore the value of FTR-based regimens for sustained improvement in
e Immunologic improvements were observed through 4 years in participants receiving FTR Immunologic parameters and selected inflammatory biomarkers in some individuals
In BRIGHTE, with robust improvements among those with viral suppression or low-level with incomplete virologic suppression

viremia (LLV)

Introduction Results Improvements in CD4+/CD8+ Ratio
* FTR, the prodrug of the first-in-class attachment inhibitor studv Pobulation * In the Randomized Cohort, overall mean (SD) CD4+/CD8+ ratio
e i : oAt - y Fop Increased from 0.20 (0.24) at baseline to 0.56 (0.39) at Week 192
temsavir, IS Indicated in combination with other ARVs for Table. Demoaraohics and Baseline Characteristics: - - - - |
iIndividuals with multidrug-resistant HIV-1 who are heavily Ran dbmize dg COI?]OF'[ ' °* Mean CD4+/CD8+ ratio general_ly iImproved in all viral Iogd categor.|es gt
treatment-experienced and unable to construct each visit, with the most robust improvements observed in those with viral
: : Randomized Randomized - -

suppressive regimens? ot Bt suppression or LLV (Figure 4)

o ir hi - i Characteristic (N=272) Characteristic (N=272) _ _ _ _ _

Lel\r?iav'rlbz'gctig torebvoetztmesz(;ilr:;c?r?;cécr:iidca[;f c?r?lfl:ct))lset Age, n (%), y CD4+ T-cell count, n (%), Figure 4. Mean Change From Baseline in CD4+/CD8+ Ratio by Viral
9P 2'2 9P <35 61 (22) cells/mm? Load Category at Each Respective Visit: Randomized Cohort
cells (Figure 1)~ 35 to <50 100 (37) <350 243 (89)
- IR 250 111 (41) 350 to <500 14 (5) 0.40 7 HIV-1 RNA

* Soluble gplZO has_ bee_n assouat_ed with immune Sex. n (%) 500 15 (6) o o ae | e<a0cmL - 0.38
dysfunction, sustained inflammation, and increased Male 201 (74)  Biomarkers, mean (SD) = o 40 to <400 c/mL } y 825
cardiovascular disease risk in people living with HIV-14 Female 71(26)  [n] 8% 030 7 =400 t0 1000 c/mL |

Race, n (%) sCD14, ug/L 2502.5 (1034.6) [258] = : 0.25 - >1000 c/mL
Figure 1. Mechanism of Action by Which Temsavir Binds Black or African American 60 (22) SCIDLS, [T 545.2 (212.5) [256] 28
. ubl )3 White 185 (68) D-dimer, mg/L FEU  0.488 (0.379) [259] o O 0.20 -
to Membrane-Associated gpl20 and Soluble gp120~ Other races? 27 (10) No. of fully active ARVs in %ir 0.15 -
HIV-1 RNA, n (%), ¢/mL initial OBT, n (%) £8
Viral-bound gp120 <400 21 (8) 0 15 (6)b % £ 0.10 1 0.09
. 400 to <1000 10 (4) 1 142 (52) 5 |
R, Ifm;i;\ 21000 241(89) 2 115 (42) = 00 y 0.06
@ C‘é}f{%(‘ S FEU, fibrinogen-equivalent units. 2includes American Indian or Alaska Native, Asian, Native Hawaiian or Other Pacific Islander, individuals of 0.00 2 _ ! ! ! ! !
T A N multiple races, and individuals of other races. Includes participants who discontinued the study during the blinded period and never started Baseline Week 24 Week 48 Week 96 Week 144 Week 192
Z OBT, not treated with a fully active ARV in initial OBT despite having a fully active ARV available at screening, and inadvertently assigned to
" ‘ the Randomized Cohort despite having no fully active ARV available at screening. n= e 142 142 167 152 142
\ ® 68 54 19 22 25
_ ® 6 3 4 4 2
. P— Improvements in CD4+ T-cell Count 31 29 21 17 10
attachment to circulating soluble . . . .
CD4+ T cells ; * Overall, participants in the Randomized Cohort had a steady
iIncrease in CD4+ T-cell count, with a mean (SD) increase from Inflammatory Biomarkers in the Overall Analysis
baseline to Week 192 of 308 (225) cells/mm?3 * In the overall analysis of the Randomized Cohort, mean decreases
| * Robust improvements in mean CD4+ T-cell count were observed from baseline in sCD14 and sCD163 were observed through Week 192;
- among participants with viral suppression or LLV at Week 192 D-dimer decreased at Weeks 24 through 144, but an increase was
* Persistent low-level viremia, defined as LLV between (Figure 3) observed at Week 192 (Figure 5)
40 and 1000 c/mL, remains an ongoing challenge in the : L
management of HIV-1 (Figure 2)° Fl_gulre B.dMean Chkange. Frorr(lj Ba§eI|CTe |nhCD4+ T-cell Count by Figure 5. Mean Change From Baseline in Biomarker Concentrations
+ LLV can be divided into lower (40 to <400 ¢/mL) and higher Viral Load at Week 192: Randomized Cohort and CD4+ T-cell Count in the Overall Analysis: Randomized Cohort
(400 to 1000 c/mL) categories and is differentiated from a viral 350 - 331 800 - | 350
blip, which is a single transient measurable viral load 308 SCD14, pg/L D-dimer, mg/L FEU 5
300 Q c 600 - sCD163, pg/L CD4+ T-cell count 307.6 L 050 O %
Figure 2. Diagram of Low-Level Viremia as Differentiated 0 50 § S 400 - 138.9 - 263.3 o X %
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< Persistent low-level viremia: persistent viremia between 50 3

x undetectable levels and virologic failure -800 — - - - - . -350

T' Baseline  Week24  Week48 Week96 Week 144 Week 192

3 0 n= e 227 209 195 47 166

Overall <40 c/mL 40 to <400 400 to 1000 >1000 c/mL o 224 211 197 42 48
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Viral blip: a single transient measurable viral load |nﬂammat0ry Biomarkers Across Viral Load Ca’[egorleS
LLV has been assosiated with higher risk o * In the Randomized Cohort, mean change from baseline in biomarkers fluctuated with time in some viral load subgroups and varied by viral load
+ Mortalitys category; in general, the greatest improvements were observed in participants with undetectable viral load and lower LLV (<400 c¢/mL; Figure 6)
» AIDS-related events/mortality®
| Serious non AIBSrelared events including malgnancies and cardiovaseular disease= Figure 6. Mean Change From Baseline in Biomarker Concentrations and CD4+ T-cell Count by Viral Load Category at Each Respective
* Virologic failure”® Visit: Randomized Cohort — sCD14, ug/L — sCD163, ug/L — D-dimer, mg/L FEU CD4+ T-cell count
* Increased biomarkers of immune activation and inflammation?®
2000 HIV-1 RNA <40 c/mL HIV-1 RNA 40 to <400 c/mL HIV-1 RNA 400 to 1000 c¢/mL HIV-1 RNA >1000 ¢/mL
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* BRIGHTE evaluated FTR in people with multidrug- e o o=
resistant HIV-1 who were heavily treatment-experienced: B | ' ol - 250 g &
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Methods & -1500 - | 250 4
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BRIGHTE pa_rt_|C|pant_s were adults with multidrug res_lstant BL 24 48 96 144 192 BL 24 48 96 144 192 192 BL 24 48 96 144 192
HIV-1 on a failing regimen (HIV-1 RNA 2400 c/mL) with Week Week Week
< . .

_2 fU”y active .approved ARV Cl.aSSGS remamm_g _ n= e 132 131 155 33 133 61 50 17 8 21 6 2 3 1 2 28 26 19 5 10

* Participants with 1 to 2 fully active ARVs remaining ® 130 132 157 31 40 61 51 17 5 5 6 2 3 1 - 27 26 19 5 3

: : e 131 132 156 33 139 62 50 18 8 22 6 2 3 1 2 28 26 18 5 10
were enrolled in the Randomized Cohort and randomly 142 142 167 152 142 68 54 19 22 o5 5 3 4 4 o 31 29 21 17 10
aSSIQned 31 to receive FTR 600 mg tWICe dally or placebo Mean change in D-dimer is displayed for each week because the scale of change in D-dimer was smaller than the other biomarkers; bolded values represent the mean change at the last available time point.
+ current failing regimen for 8 days followed by open-label
FTR + OBT Limitations

* Serum or plasma concentrations of soluble (s)CD14, e Study limitations include no comparator group beyond the initial blinded period, variability in OBT composition, unknown level of adherence,
sCD163, and D-dimer were monitored as exploratory low numbers of participants in some viral load subgroups, use of descriptive statistics, and participants with viral blips were not removed from
outcomes viral load analyses

* Immunologic and biomarker outcomes according to viral _
load category at each respective visit through Week 192 Conclusions
were analyzed post hoc in the Randomized Cohort * Improvements in CD4+ T-cell count and CD4+/CD8+ ratio were observed through 4 years among participants receiving FTR in the BRIGHTE study,
* LLV was defined as HIV-1 RNA 40 to <400 c/mL (lower LLV) with the most robust improvements among those with viral suppression or LLV

and 400 to 1000 c/mL (higher LLV) * A general decrease in biomarkers of immune activation was observed in participants with viral suppression as well as those with LLV 40 to
* Week 192 was used as the data cutoff for these analyses <400 c/mL, consistent with a decrease in systemic inflammation

because subsequent results were impacted by study
completion and the COVID-19 pandemic
° Immunologic outcomes and changes in biomarker
concentrations were summarized using descriptive

* D-dimer levels slightly decreased in all viral load subgroups through Week 144 but slightly increased at Week 192 in all but the LLV 40 to <400 c/mL
group, possibly representing fluctuations due to factors known to influence D-dimer levels in people living with HIV-110

* These findings highlight the value of FTR-based regimens for sustained improvement in CD4+ T-cell count, CD4+/CD8+ ratio, and selected

statistics iInflammatory biomarkers among some individuals with incomplete virologic suppression
Acknowledgments: This study was funded by ViiV Healthcare. The authors thank all BRIGHTE clinical trial participants and their families and all BRIGHTE investigators. References: 1. Rukobia [US prescribing information]. ViiV Healthcare; 2024. 2. Richard et al. Cell Chem Biol. 2023;30:540-552. 3. Pancera et al. Nat Chem Biol.
Editorial assistance and graphic design support for this poster were provided under the direction of the authors by MedThink SciCom and funded by ViiV Healthcare. Data 2017;13:1115-1122. 4. Benlarbi et al. J Infect Dis. 2024;229:763-774. 5. Elvstam et al. Clin Infect Dis. 2021;72:2079-2086. 6. Bernal et al. J Acquir Immune Defic Syndr.
included in this poster have previously been presented in full at the 16th Italian Conference on AIDS and Antiviral Research; June 19-21, 2024; Rome, Italy; Oral presentation 2018;78:329-337. 7. Ding et al. HIV Med. 2022;23(suppl 1):64-71. 8. Ryscavage et al. Antimicrob Agents Chemother. 2014;58:3585-3598. 9. Laprise et al. Clin Infect Dis.
159 OC 36. 2013;57:1489-1496. 10. Borges et al. PLoS One. 2014;9:e90978.

HIV Drug Therapy Glasgow; November 10-13, 2024; Glasgow, Scotland Presenting author: Manyu Prakash; manyu.x.prakash@viivhealthcare.com




	Slide 1: CD4 T-cell, CD4/CD8 Ratio Improvement and a General Reduction in Inflammatory Biomarkers With Low-Level Viremia (LLV) up to Week 192 With Fostemsavir (FTR)-Based Regimens in Individuals With Multidrug-Resistant (MDR) HIV-1

