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HIV TREATMENT PREVENTION
* Funding Loss = IM CAB
= PrEP - Africa = Adherence/persistence USA
= ART - Mozambique = Persistence in S Africa
* Intermittent ART " Pregnancy
= Meta-analysis = SQ LEN
= BREATHER = Pregnancy
= CAB/RPV = Adolescents
= IMPALA = Counterfactual calculation
= CARLOS = New PrEP
= COMBINE-2 = MK-8527
= OPERA

= DOR/ISL switch - 1841/V

= Other New ART

= MK-8507
= Others

HUNC

SCHOOL OF
MEDICINE

COMPLICATIONS/AGING/

CO-MORBIDITIES

= Predictors of Weight Gain

= Do It Study

= MODERATO Trial

= DMwandwo DTG
[Africa]

= Falls

= Dermatologic Issues
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Modelling the impact of cuts in PEPFAR funding for HIV pre-exposure prophylaxis among key populations in sub-Saharan Africa
IAS 2025

(J. STONE)

Background ©
RIAS 2025

« PEPFAR accounts for > 90% of global initiations on to oral PrEP
« Key populations account for a fifth of PEPFAR’s provision of PrEP

« PEPFAR's provision of PrEP is in jeopardy due to the US government’s recent
stop-work order on all foreign aid at the end of January 20251,

« Waiver for providing PrEP for pregnant and breastfeeding women
« All other PrEP services were put on pause until further notice?3

« No waiver was given for PrEP among key populations, with funding for PrEP
services for these populations largely stopped?
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Modelling the impact of cuts in PEPFAR funding for HIV pre-exposure prophylaxis among key populations in sub-Saharan Africa

IAS 2025

(J. STONE)

Coverage of PEPFAR Supported PrEP ©
E RIAS 2025

Numbers Receiving PrEP ©

populations were receiving PrEP through
PEPFAR

« Coverage greatest in women aged 15-24 (0.15%)

3,666 TGW across 16 countries
12,971 PWID across 15 countries
52,548 MSM across 26 countries
136,683 FSW across 28 countries

t
RIAS 2025 {"“‘ + Among key population individuals,
« At the end of 2024, 742,136 Pregnant & s-p‘ ’ : estimated coverage of 4.4% across
individuals received PEPFAR-funded breastfeedingwomen TGW — PWID ,j‘"‘ y countries providing PrEP
PrEP across 28 countries in Sub- 3.1% 0.5% A17%| ey - ol
Saharan Africa ' Non-KP : 7.1% + 4.0% among MSM
+ 719,384 not covered by waiver wormen . 5.0% among FSW
46.6%
. 205,868 members of key populations S - .
18.4% / * 0.075% of HIV-negative non-key
dhz

Non-KP men
22.6% + Considerable heterogeneity between

countries
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Modelling the impact of cuts in PEPFAR funding for HIV pre-exposure prophylaxis among key populations in sub-Saharan Africa
IAS 2025

(J. STONE)

Model ©
RIAS 2025

« We developed a static model to estimate the short-term impact of ceasing
PEPFAR funding of PrEP for everyone except pregnant and breast-feeding women

 For different sub-populations, including each key population, the model
estimates:

1. Proportion of HIV-negative people receiving PrEP funded through PEPFAR
(‘coverage’).

2. Number of additional HIV infections that would occur over one year if
PEPFAR-funded PrEP is suspended for one year - ‘Primary Infections’

3. Number of secondary infections that could result from these primary
infections over 5 years
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Modelling the impact of cuts in PEPFAR funding for HIV pre-exposure prophylaxis among key populations in sub-Saharan Africa

IAS 2025

(J. STONE)

Increase in new HIV infections
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Baseline analysis: Baseline analysis: Sensitivity Sensitivity
primary infections primary infections analysis: primary  analysis: primary
over 1 year over 1 year + infections over 1 infections over 1
secondary year year + secondary
infections over 5 infections over 5

years years

©

RIAS 2025

Account
for
secondary
infections
&
potential
under-
reporting
of MSM

Summary @

RIAS 2025
« Ceasing PEPFAR's funding for PrEP in sub-Saharan Africa will remove

approximately 700,000 individuals from using PrEP
* Could lead to an estimated 6,671 additional HIV infections in the next year
» 85% of these infections occurring among key populations.

* < 3% increase in HIV infections among key populations, due to low
coverage

 Crucial that funding is found to not only continue PrEP services but to
expand them

« Adds to growing evidence projecting considerable impact that cuts
could have.
->Need to identify alternative sources of funding to offset these cuts.

->Ensure interventions are not vulnerable to political shifts and changing
priorities of international donors



Impact of USG Funding Cuts for HIV Care

HUNC

SCHOOL OF
MEDICINE

The impact of the U.S. funding interruption on HIV services and the HIV epidemic in Mozambique

IAS 2025

(D. MOIANA UETELA)

RIAS 2025 The Country’s Epidemics and Progress

+ Mozambique has the 3rd highest
number of PLHIV globally and the
2nd highest number of new
infections.

+ ART is available since 2004, now
offered in 97% of health facilities
and serving approximately 2 million
of the 2.4 PLHIV.

13 - 17 July « Kigali, Rwanda ias2025.org

95-95-95 cascade

2.4 milion
7%
0%
6%
88% 95% 89%
PLHIV Diagnosed In treatment Viral suppression

Source: National HIV Program, First Quarterly Report - 2025
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Mozambique relies heavily on external funds for HIV response, with
PEPFAR and the Global Fund being the major funders for over a decade

2% 5%
2% _2% —o
——

o~
o~
1=
~

Source: CNCS, Megas (2008, 2010, 2014, 2016, 2020, 2023)

B PEPFAR

Global Fund
Other bilaterals

Other multilaterals
M International NGOs

B private sources

Public sources
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The impact of the U.S. funding interruption on HIV services and the HIV epidemic in Mozambique

IAS 2025

(D. MOIANA UETELA)

Interruption of treatment

© Results

There was a 39% (10,392) increase in interruption of treatment

RIAS 2025 Treatment initiation from April to May 2025
There was a 14% decrease (15,727) in ART initiations from February to May 2025 . Interuptions in ART Care
i Male Female Children 26,725 26,2 25,504
% 10000 Year 3
£ W 202 : — 7 -
z dié 1.4 i € 352 )1 4! 5 19 L& 1 1
Feb Mar Apr May Feb Mar Apr May Feb Mar Apr May om et ‘®Transferred Out
Month

interruption defined as not picking up meds within 59 consecutive days of when was supposed to.



Impact of USG Funding Cuts for HIV Care SR

MEDICINE

Systemic Review and Meta-Analysis of the Efficacy of Intermittent Antiretroviral Therapy dosing: a crisis
response to the sudden cuts in USAID and PEPFAR funding

Cassandra Fairhead, Royal Free Hospital, London

© Background Methods ©

RJAS 2025

Adherence

Could intermittent therapy safely extend supplies without risk of 5
Acceptability

virological failure?

RIAS 2025

PubMed, MEDLINE, ClinicalTrials.Gov
Uninterrupted person-centred ART access is essential Randomised controlled trials of triple ART 3-6 days/week versus daily
+ However, individuals are already experiencing ART interruption . Efficacy: HIV VL =50 copies/mL

Meta-analysis; Random Effects Model

UNAIDS: supply chain disruption in 46% of surveyed countries - Additional outcomes. where available:
Additional 1 to 3M HIV-related deaths and 4 to 11M new Tl e
acquisitions predicted over next 5 years . In?lan»;mation: interleukin-6, d-dimer, hsCRP

« Treatment-emergent drug resistance Descriptive analysis

UNAIDS May 2025; UNAIDS
March 2025; Brink et al 2025 13 - 17 July « Kigali, Rwanda 1252025.0rg
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Systemic Review and Meta-Analysis of the Efficacy of Intermittent Antiretroviral Therapy dosing: a crisis
response to the sudden cuts in USAID and PEPFAR funding

Cassandra Fairhead, Royal Free Hospital, London

© Randomised trials 1346 individuals Dosing MTWTTFSS

AC e 22% female 1 .91,19:8 5 on, 2 off @@@ @@@@
CETLHGEEE 5 on, 2 off /\:/ 2@@ \;/@@

LR ELL 5 on, 2 off ©OOOOX®

Location Sample Length, Regimen Median Average time

size weeks age, years on ART, years

BREATHER jB§! TDF/FTC/EFV
countries 6.1

LELGIGERIEE ] Uganda 113 72 EFV plus 2NRTI 38

1 (o LKL 5 on, 2 off (DD () “@@
L] Taiwan 60 52 BIC/FTC/TAF ND i RN IR

Cohen et al IS 60 24 TDF/FTC/EFV 44 NR QUATUOR 4 on, 3 Off @@@ @@ ®®
QUATUOR LIl 636 48 Two NRTIs + PI or 50 A\ N £ N\
NNRTI or INSTI 7 Al Alternate DO

ATAD piellY 197 48 TDF/FTC/EFV 43

4.9 - -

A-TRI-WEEK B 61 24 TDF/FTC/EFV 49 - A-TRI-WEEK on, 4 off @@@ @@ ®®

LR Spain 19 a8 BIC/FTC/TAF 42 13 0:E:130] 3 on, 4 off (D@C)@; ®®
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Systemic Review and Meta-Analysis of the Efficacy of Intermittent Antiretroviral Therapy dosing: a crisis
response to the sudden cuts in USAID and PEPFAR funding

Cassandra Fairhead, Royal Free Hospital, London

Efficacy (HIV RNA =50
@ y (

RIAS 2025

Risk Difference 0.00
95%CI -0.01 to 0.02

p=0.54

13 = 17 July « Kigali, Rwanda

Study or Subgroup

Risk Difference
M-H, Random, 95% CI

copies/mL*), ITT analysis

BREATHER
Reynolds et al
Sun et al
Cohen et al
QUATUOR
ATAD
A-TRI-WEEK
BETAF-RED

Total (95% CI)

-

I

02" =00 0.1

0.2

Favours intermittent Favours continuous

*A-TRI-WEEK: 37 copies/ml; Cohen and Reynolds et al: 400 copies/mL

@ Treatment-emergent resistance
RIAS 2025

TREATMENT-EMERGENT RESISTANCE
Intermittent Continuous
BREATHER 2/3 5/6
REYNOLDS ET AL gJ& 4/5
QUATUOR 3/6 1/4

/8 9/13 (69%) of genotypes 10/15 (67%) of genotypes
9/474 (1.9%) of participants 10/474 (2.1%) of participants

n/N = genotypes with resistance mutations/
successful genotypes in instances of virologic failure

Caveat: High adherence, virally suppressed at entry, an no prior failures or known resistance in setting of

capacity to monitor viral load.
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Short cycle antiretroviral therapy (ART) with weekends off is inferior to continuous ART in adolescents living
with HIV receiving tenofovir disoproxil fumarate/lamivudine/dolutegravir (TLD) in sub-Saharan Africa:
BREATHER Plus 96-week results

IAS 2025

( A. R. KEKITIINWA )

AIMND LVULD

BREATHER Plus study design BreatHer:#

« Study design: open-label non-inferiority (NI) RCT comparing SCT (5 days on/2 days off) to CT
(daily ART) in adolescents

« Participants were aged 12-19, on ART 21 year, on TLD =1 month, had no history of treatment failure,
virologically suppressed (VL<50 ¢/mL) for 12 months

« Primary endpoint: Confirmed viral rebound, defined as 2 consecutive HIV-RNA =50 copies/mL, by
the week 96 assessment

« Visits were 8/12 weekly, real-time VLs were 6-12 monthly as per in-country monitoring guidelines,
retrospective VLs were done at other visits

« Employed a ‘smooth away from expected’ (SAFE) non-inferiority margin!: CI and NI margin changed
depending on the proportion of CT participants with confirmed viral rebound
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Short cycle antiretroviral therapy (ART) with weekends off is inferior to continuous ART in adolescents living
with HIV receiving tenofovir disoproxil fumarate/lamivudine/dolutegravir (TLD) in sub-Saharan Africa:
BREATHER Plus 96-week results

IAS 2025

( A. R. KEKITIINWA )

Primary efficacy endpoint: Kaplan-Meier 21AS 2025
estimates for confirmed viral rebound BREATHER:

{09 — sor

[~

3 0144 ===CT

e

' 0124 HR 2.1 (95% CI 1.0-4.4)

>

B 0.104

:

£ 0.081 D

8

£ 006 o

s —

§ 0.04 ’,_r’_' —J i B

2 ) Iy S —— ! No heterogeneity in

g 0021 ot treatment effect by

Y R e — ! . : . o site or baseline age
0 8 16 24 32 40 48 60 72 84 96° 102

Time since randomisation (weeks)

Figure Kaplan—Meier estimates for confirmed viral rebound rate, stratified by treatment
arm with 95% confidence intervals
1 *98% of participants met the primary endpoint or had 296 weeks follow-up

- . . ©
Primary efficacy endpoint: g
inferiority BREATHER:$*

i NI margin

Primary analysis: 95% CI + E

5.1% (CI.0.5,9.9) |
Favours SCT « 0 » Favours CT 4 6 ; 1'0

Risk difference (SCT-CT, % with confirmed viral rebound)

SCT is significantly worse (inferior) than CT; p-value 0.034

*2 consecutive plasma HIV-RNA 250 copies/mL
i de €
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Long-acting cabotegravir and rilpivirine in adults with suboptimal HIV control in sub-Saharan Africa:
the IMPALA trial 48-week results

F.CRESSWELL ;

i : i (
Baseline characteristics ©

Study rationale and design @ :
RIAS 2025

RJAS 2025

* Evidence gaps: sub-optimal HIV control in public health approach, prior HBV exposure (cAb+), women

Total
ites: i 4 LTFU n=282 Kenyan n= 160 ge, median years B
* 7 sites: Uganda, Kenya, S. Africa (NCT05546 Unlinked n=11 S. African n= 140 Ciafemale, 1 (%) 324 (60%)
Population, n=540 € CAB LA + RPV LA R e S
, N= ° 4 years
< - SCREENING 3 . Hepatit tibod 68 (31.1%
>18 y.o. with suboptimal HIV-1 control o - 600 mg / 900mg ——— ey ot g g i e
P u“h“l P — 5 IM Q8W N=540 Formal employment, n (%) 96 (17.8%)
> yrs on
2. History of loss to follow up (>4 wks) H";-l\:tdw / | , BMI > 30, N (%) 120 (22.2%)
c/mi for >3 [
3. Uniinked to HIV care >3 months since HIV disgnosis ” CD4, median cells/pl (IQR) 629 (453-873)
months at the + 4
f‘vm‘::;nr lend of screening « ~ CAB + RPV LA Oral ART ART duration, median yrs (IQR) 7.5 (4.6-10.8)
+  Pregnant or breastfeeding 2NRTI + DTG 2NRTI + DTG mergi N= 271 N= 269 Prior AIDS-defining illness, n (%) 142 (26.3%)
*  Positive hepatitis B vi f; i
s S 5 Wi swiece sutps Prior exposure to NNRTI, n (%) 411 (78.3%)
11 All particpants had VL.<200 prior to randomisation Next generation sequencing for archived baseline resistance and sub-type
' is ongoing. This is performed on proviral DNA extracted from baseline
AB = cabotegravir, RPV = rilpivirine Day 1 12 months 24 months 4 withdrawals from study (2 LA, 2 oral) PBMCs and will be included in the manuscript
A ntra A 8 ¢ + 1 participant choice after randomisation to oral arm
g « 2 participant choice due to visit schedule (1 oral, 1 LA) All variables were well balanced between randomization arms

+ 1 moved out of area, LA arm

Viral suppression required
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Long-acting cabotegravir and rilpivirine in adults with suboptimal HIV control in sub-Saharan Africa:
the IMPALA trial 48-week results

FEAERESSVIEEL | Primary outcome at Week 48 ©

* 99.0% retention. 98% of 2159 injections given within window
HIV-1 VL  CAB+RPV Oral ART CAB+RPV LA interpretation RD
% (N % (WN)
<50 c/mL i «— Inferior . Non-inferior —», Superior —» (95% CI)
Primary analysis  91.0% 89.2% } . { 1.9 demonstrating
(ITT-e) (244/268) (240/269) ' (-31.6.9) non-inferiority
Per protocol 93.9% 89.9% ; ° ‘ +4.0
analysis (2201244) (223/248) : (08.88)
ITT-e subgroup analysis:
Body mass index  90.0% 89.0% : 1.1
<30 : J - 1 ;
(180/200) (194/218) ' (48.69)
Body mass index  94.1% 90.2% " | & 4 +4.2
230 (64/68) (46/51) T (-5.3,138)
T 10 5 o s 0 15
Risk Difference Percentage Points (95% CI)
13 = 17 iy « Kigali, Rwanda s2025.0r9

3 Injection site reactions: no ISR-related discontinuations

: « 161 events from 100 (37%) participants, all grade 1 & 2
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Long-acting cabotegravir and rilpivirine in adults with suboptimal HIV control in sub-Saharan Africa:
the IMPALA trial 48-week results

F. CRESSWELL | @

Confirmed virological failure |

/

RJAAS 2025

Number 1 2 3 4 5
Visit Month 6 Month 8 Month 12 Month 12 Month 12
Sub-type C unknown Al C Al
: NNRTI: L1001, K103N
Baseline resistance’ Testing ongoing Testing ongoing N;::g,ll', ':\:)?‘is INSTI: L741 Testing ongoing
. High level RPV
HIV VL at failure ¢/ml 3336 6303 36670 475 5232
Repeat HIV VL ¢/ml 1809 1888 96120 282 231
NNRTI RAMs at failure ‘“j:f:;’:"‘ E138K, Y188L K103S, E138K, Y181C K103N, V1081 E138K, Y181C
. Low: ETR Intermediate: ETR Sensitive: RPV Intermediate: EFV, ETR
Resistance prediction WA High: EFV, NVP, RPV | High: RPV, EFV, NVP High: EFV, NVP High: RPV, NVP
INSTI RAMs at failure “‘::"f"::“‘ 138K, Q148R 138K, Q148R Q148R Q148R
Beskitanses ivadiatia® N/A Intermediate: DTG, BIC @ Intermediate: DTG, BIC Low: DTG, BIC Low: DTG, BIC
P High: CAB, RAL, EVG High: CAB, RAL, EVG High: CAB, RAL, EVG High: CAB, RAL, EVG
Identifiable risk factors Herbal 3
or DDI ficine BMI 38.3 kg/m Nil RPV RAMs (L100I/K103N) Nil
Current regimen TLD TLD TLD TOF/FTC + LPV/r TLD

Most recent HIV VL* <50 ¢/ml <50 ¢/ml <50 ¢/mi <50 ¢/ml <50 ¢/ml
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High Virologic Suppression and few Virologic Failures with Long-Acting Cabotegravir + Rilpivirine in Treatment Experienced Virologically Suppressed

Individuals from COMBINE-2 cohort in Europe

IAS 2025, the 13th IAS conference on HIV Science

Anton Pozniak,1 Gayathri Sridhar,2 Lambert Assoumou,1,3 Ana Gonzalez-Cordon,4 Eugenia Negredo,5 Nathalie De Castro,6 Carl Fletcher,7 Leigh Ragone,2 Ajay Shah,8 Jean van Wyk,9 Vani Vannappagari2
1The European treatment network for HIV, hepatitis and global infectious diseases (NEAT-ID), London, UK; 2ViiV Healthcare, Durham, NC, USA; 3Sorbonne Université, INSERM, Institut Pierre Louis d'Epidémiologie et de Santé Publique, Paris, France
4Hospital Clinic Barcelona, Barcelona, Spain; 5Hospital Germans Trias | Pujol, Fundacié Lluita contra les Infeccions, Barcelona, Spain; 6Hospital Saint Louis, Paris, France, 7Research Organization (KC) Ltd., London, UK; 8GlaxoSmithKline, London,

England, UK; 9ViiV Healthcare, London, England, UK

Methods

- Treatment experienced, virologically suppressed
PWH with no history of resistance or virological
failure with NNRTI and INSTI classes initiating
CAB+RPV LA at NEAT-ID Network sites across
seven European countries between December
2020 and May 2024 were included.

« VLs were assessed from first injection until
discontinuation or time of analysis.

« Confirmed virologic failure (CVF; 2 VL 2200
copies/mL or 1 VL >200 copies/mL +
discontinuation) was assessed among those
with follow-up VL.

Table 2. Virologic outcomes among
individuals initiating CAB+RPV LA regimen

Overall
(N=956)

Duration of follow-up 1072 (711 1UEHE)
IQR

On CAB+RPV LA atend |n (%) 882 (92)
of follow-up

=1 VL after first n (%) 937 (98)

Sl Last VL <50 925/937 (99) ' 4 Of 5 Wlth CVF
copies/mL, n (%) had ART

All VLs <50 880/937 (94)
it resistance
VL <50 copies/mL 841/871 (97
at month ('i), n (%) 2 deteCted
VL <50 copies/mL 350/366 (96)
at month 12, n (%)

VL <50 copies/mL 46/49 (94)
at month 24, n (%)

Confirmed virologic n (%) 5/937 (0.5)
failure
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24-Month Outcomes of Cabotegravir Plus Rilpivirine Long-Acting Every 2 Months in a Real-World Setting: Effectiveness, Adherence to Injections, and Patient-
Reported Outcomes From People With HIV-1 in the German CARLOS Study

13th IAS Conference on HIV Science; July 13-17, 2025; Kigali, Rwanda

Christoph Wyen,1 Sebastian Noe,2 Celia Jonsson-Oldenbittel,2 Jan Borch,3 Kevin Ummard-Berger,4 Elena Rodriguez,5 Marcel Lee,6 Stefan Scholten,7 Martha Schneider,8 Kathrin M. Dymek,8 Bernd Westermayer,9 Jenny Scherzer8
1Praxis am Ebertplatz, Cologne, Germany; 2MVZ Miinchen am Goetheplatz, Munich, Germany; 3Praxis Goldstein, Berlin, Germany; 4UBN/Praxis, Berlin, Germany;
5Praxis Dr. Rump, Freiburg, Germany; 6MVZ Miinchen am Isartorplatz, Munich, Germany; 7Praxis Hohenstaufenring, Cologne, Germany; 8ViiV Healthcare, Munich, Germany; 9GSK, Munich, Germany

e elineEsacIE TS Figure 1. Virologic Outcomes at Month 24

o : CAB +RPV LA
n (%) unless stated otherwise A.

Age
Median years (IQR) 42 (35-50) 100 -
<50 years 260 (74) 351
50-65 years 88 (25) 77.5%
>65 years 3(<1) — 80 4 (n=272)
Sex at birth 4
Male 332 (95) 351 w m CAB + RPV LA (n=351)
Baseline risk factors E
BMI 230 kg/m? 35(13) 276 % 60 =
HIV-1 subtype A6/A1 3(1) 214 =
Baseline resistance test S
No current/historical genotypic resistance kS
test at baseline S UeEi ) el S 40 -
Comorbidities with a prevalence of 225% g
Mental/behavioral disorders 143 (41) 351 8
Metabolic disorders 96 (27) o 20 4 9.7%
HIV history 51% (n=34) 51%
Time on oral ART before switch, 79 0.6% 2.0% s =
i 9 (4.3-11.4) 310 & (n=18) (n=18)
median years (IQR) (n=2) (n=7) -
PWH w.ith 23 prior ART regimens 145 (51) 284 0+ < — - T
(sxclidingictarenidailyioral) Virologic Virologic PDVF Discontinued Discontinued Missing data
ART regimen prior to switch suppression non-response due to ISR for other or LTFU
(in 210% of participants) (<50 c/mL) (=50 c/mL) orother  non-virologic
BIC/FTC/TAF 80 (23) 351 tolerability reasons*
DTG/3TC 61 (17) reason
STEJ),LSi{/EdTi-nCe:;/:;E,Cabacavir; BIC, bictegravir; BMI, body mass index; DTG, d3o|‘ie(g1ra(3i)r; FTC, emtricitabine; I_ No data in window, _I

IQR, interquartile range; TAF, tenofovir alafenamide. LOCF <50 C/mL
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24-Month Outcomes of Cabotegravir Plus Rilpivirine Long-Acting Every 2 Months in a Real-World Setting: Effectiveness, Adherence to Injections, and Patient-
Reported Outcomes From People With HIV-1 in the German CARLOS Study

13th IAS Conference on HIV Science; July 13-17, 2025; Kigali, Rwanda

Christoph Wyen,1 Sebastian Noe,2 Celia Jonsson-Oldenbittel,2 Jan Borch,3 Kevin Ummard-Berger,4 Elena Rodriguez,5 Marcel Lee,6 Stefan Scholten,7 Martha Schneider,8 Kathrin M. Dymek,8 Bernd Westermayer,9 Jenny Scherzer8

1Praxis am Ebertplatz, Cologne, Germany; 2MVZ Miinchen am Goetheplatz, Munich, Germany; 3Praxis Goldstein, Berlin, Germany; 4UBN/Praxis, Berlin, Germany;
5Praxis Dr. Rump, Freiburg, Germany; 6MVZ Miinchen am Isartorplatz, Munich, Germany; 7Praxis Hohenstaufenring, Cologne, Germany; 8ViiV Healthcare, Munich, Germany; 9GSK, Munich, Germany

Table 2. Summary of Participants With PDVF from Month 12 to 24"

Participant 1 Participant 2

* Five participants (n=5/351; 1.4%) met the PDVF criterion through Soxishieg el Ea) Lo Mateio
Month 12 and have been reported previously.® EasCipe Sl o) 28 28
k HIV-1 subtype B B
* For three participants, NNRTI resistance-associated mutations (RAMs; St GRS No INI/NNRTI I_\lo INI/NNRTI
E138K, K101E, Y181C) and/or INSTI RAMs (Q148R, T97A, E138K, vkl et rLeported i) rLeported
a a

N155H) were observed at failure.
Time to failure (months);

* Two additional participants met the PDVF criterion between injections received 15; 9 injections 17; 13 injections
Month 12 and Month 24 (Table 2). Viral load at SVF/PDVF (c/mL) 667/10,200 421/446
: NNRTI: K101P
RAMs at failure INSTI: E138K, Q148R None
On time injections Yes Yes
ART following CAB + RPV LA NA; resuppressed on
discontinuation D N CAE ReVl

*Previously reported: One additional participant was excluded from the analysis population for off-label use of CAB +
RPV LA (discovered post hoc; prior virologic failure with an agent of NNRTI class) had PDVF with NNRTI RAMs (K101E,
Y181C, G190A) detected at failure. The participant had HIV-1 subtype C, a BMI of 20 kg/m?, and on-time injections. !
COBI, cobicistat; DRV, darunavir; INI, integrase inhibitor; RAM, resistance-associated mutation; SVF, suspected
virologic failure.
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IAS 2025 July 13-17 Rwanda, oral today

Ricky K. Hsu, MD

OPERA a I%E/E%pulation at Regimen Initiation

The Longitudinal Cohort |

People with HIV in OPERA

N = 151,819
Observational Pharmaco-Epidemiology l
o Research & Analysis ' p—
¥ Received 21 CAB+RPV LA injection
: N = 3,304
y % >150K people with HIV in OPERA l l l
~14% of people with HIV in the US VL < 50 copies/mL VL 2 50 copies/mL VL missing

9 N = 2,858 (87%) N = 368 (11%) N = 78 (2%)
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Ricky K. Hsu, MD

CAB+RPV LA users with
viremia (N = 368)

Age, 250 years, n (%) 101 (27%) BMI, >30 kg/m2, n (%) 106 (29%)
Female sex, n (%) 109 (30%) [Years since HIV diagnosis, median (IQR) 9(3,17)
Black race, n (%) 208 (57%) History of AIDS-defined events, n (%) 126 (34%)
Hispanic ethnicity, n (%) 66 (18%) HIV viral load, median copies/mL (IQR) 120 (61, 2535)
Single, n (%) 263 (71%) HIV viral load 2200 copies/mL, n (%) 148 (40%)
Men who have sex with men, n (%) 182 (49%) CD4 cell count, median cells/uL (IQR) 578 (353, 808)

Southern USA, n (%) 233 (63%) Any comorbidities, n (%) | 295 (80%)
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Real-world Effectiveness of CAB+RPV LA in Individuals with HIV Viremia at Therapy Initiation

On CAB+RPV LA at end of analysis:
N = 258 (78%)
IAS 2025 July 13-17 Rwanda, oral today

1
1
Ricky K. Hsu, MD f f :
\ J \ J
Y Y
Median 12 cumulative months (IQR: 8, 19) on CAB+RPV LA from
1stinjection to end of analysis among those on CAB+RPV at end

of analysis
\ Adherence to Injection Schedule | Virologic Outcomes
) A“L‘/ Complete initiators, Complete initiators, Complete initiators,
_- Days between injection “ 2 1 VL within 6 months (N = 21 VL during follow-up (N = 2 1 VL after suppression (N
306) 313) =301)
Initiation injection Complete Q1M & Q2M: <67 days 331 (90%) 85% 88%
- - ] 277
N =368 Incomplete Q1M & Q2M: >67 days 37 (10%) (n =259 (n 258) =277,
’ Q1M: 23-67 days
All on-time Q2M: 53-67 days 174 (59%)
M;";ﬁ:':::e S Q1M: 38-52 days 96 (33%) -
hjl =293 v Q2M: 68-112 days Median 1 delay (IQR: 1, 2) (n=3)
Missed Qll\.d: 53-67 dys - S . VL < 50 ¢/mL within VL< 50 ¢/mL Any VL< 50 Confirmed virologic
Q2M: 113-127 days Median 1 missed (IQR: 1, 1) 6 months' of It Folow-up il failuret
Q2M at initiation: n = 264 (80%) '+ 30 days grace period * 12% (n = 36) never suppressed to < *2 consecutive VLs 2 200 ¢/mL or
50 copies/mL 1 VL 2 200 ¢/mL + discontinuati
Q2M at end of analysis or discontinuation: n = 307 (93%) Spm I KR

within 2 (Q1M) or 4 (Q2M) months
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Ricky K. Hsu, MD
Key Findings

368 individuals (11%) initiated CAB+RPV LA with viremia (off-label) in the
OPERA cohort during the first 3 years of availability in the US

High persistence with moderate adherence on CAB+RPV LA
» 258 (78%) remained on CAB+RPV LA at the time of analysis
* 174 (59%) were fully adherent to injection schedule

CAB+RPV LA demonstrated high effectiveness in people with viremia
* 259 (85%) achieved suppression to <50 copies/mL by 6 months

* 3 (1%) experienced confirmed virologic failure, after which 2 had major
NNRTI & INSTI resistance, 1 had no genotyping
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Switching to Doravirine/Islatravir (100 mg/0.25 mg) Once-Daily Maintained Viral Suppression in the
Presence of Archived M184I/V Resistancea€“Associated Mutations in Proviral DNA
IAS July 13-17 Rwanda

Tracy L. Diamond1; Anjana Grandhil; Monica Fuszardl; Yayun Xul; Uchechukwu Nwokel; Ying Zhangl; Stephanie Klopferl; Karen
Evesl; Jaime Bennerl; Mengchun Lil; Wayne Greavesl; Rima Lahoulou2; Jason Kim1; Michelle C. Fox1; Ernest Asante-Appiahl*
1Merck & Co., Inc., Rahway, NJ, USA; 2MSD France, Puteaux, France

Study Designs for Phase 3 Studies of DOR/ISL
(100 mg/0.25 mg) in Virologically Suppressed Adults

Comparator studies (P051 and P052) e N s
Population Open-label DOR/ISL (100 mg/0.25 mg) QD
« Virologically suppressed adults with HIV-1 (plasma RNA p051/ e
<50 copies/mL) for 23 months on stable ART - 1 | Open-label DOR/ASL (100 mg/0.25 mg) QD
+ CD4 T cell count 250 cells/mm’ o total lymphocytes e
20.65x10°L
« No history of treatment failure on any regimen DOR/SL (100 mg/0.25 mg) and placebo to BIC/FTC/TAF QD
« No known resistance to DOR: V106A/M, V108I, Y188L, POS2L 21
H221Y, P225H, F227C/L, M230IL, L234], P236L, or Y318F T BIC/FTC/TAF and placebo to DOR/ISL (100 mg/0.25 mg) QD
* No active HBV infection [ . ] l
Day 1 Week 48 Week 96 Week 144
Single-arm study (P054) (Baseline)

Population PS4 Open-label DOR/SL (100 mg/0.25 mg) QD
* Virologically suppressed adults that received DOR/ASL

(100 mg/0.75 mg) in previous Phase 3 studies (except r T 1
HTE) and considered to have derived clinical benefit Day 1 Week 48 Week 96

(Baseline)
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Table 2. Prevalence of Preexisting RAMs Observed in >5% of Participants With Baseline Proviral DNA Data in Any
Study Arm

Protein RAM Pooled

PO51 P52 PO54
DOR/ISL Baseline DOR/ISL gl'g};‘}é,, DOR/ISL DOR/ISL Table 3. Prevalence of Preexisting DOR RAMs
(100 mg/0.25 mg) ART 0 mg/0.25 mg) TAF (100 mg/0.25 mg) (100 mg/0.25 mg)
RAM PO51 P052 P054 Pooled
n (%) n (%) r n (%) n (%)
- . . (100 mg/0.25 mg) 100 mg/0.25 mg) 00 mg/0.25 mg) {100 mg/0.25 mg)
Any NNRTI RAM 79 (24.5) 33 (19.9) 82 (26.5) 41(27.0) 162 (27.2) 323 (26.3)
N=309 6 27

== E138A/GAQR 21(9) 162 ) 9 5%} b e | Any DOR RAM 7(2.2) 7(4.2) 15 (4.9) 3(20) 21 (3.5) 43 (3.5)
Any NRTI RAM 59 (18.3) 25 (15.1) 62 (20.1) 32 (214) 132 (22.1) 253 (20.6) 71001 306 300 3010 TE) 702 200
V118l 20 (6.2) 11 (6.6) 18 (5.8) 10 (6.6) 49 (8.2) 87 (71) SRR 402 0(00) 103 0(00) 407) 0 07)
M184I/V 20 (6.2) 5 (3.0) 24 (7.8) 10 (6.6) 26 (4.4) 70 (5.7)
P225H 1(03) 0(0.0) 3(1.0) 1(0.7) 3(0.5) 7(0.6)
Any InSTI RAM 124 (38.5) 68 (41.0) 88 (28.5) 37 (24.3)
H221Y 0(0.0) 1(0.6) 4(13) 1(07) 3(0.5) 7(0.6)
Integrase M50 91 (28.3) 53 (31.9) 49 (15.9) 23 (151)
M230I/L 0(0.0) 0(0.0) 2(06) 0(0.0) 2(03) 4(0.3)
E157K/Q 13 (4.0) 9 (5.4) 19 (6.1) 9(5.9)
1L/
— — — F227CILIV 1(0.3) 1(0.6) 0(0.0) 0(0.0) 2(0.3) 3(0.2)
M3BULIV 166 (51.6) 87 (52.4) Y188L 2(06) 0(0.0) 0(0.0) 1(0.7) 0(0.0) 2(0.2)
o 86 26.7) 44.255) Y318F 0(0.0) 1(0.6) 2(06) 0(0.0) 0(0.0) 2(0.2)
Prot
e *PI RAMS 162V, HB9KR, L89I/ L2341 0(0.0) 0(0.0) 1(0.3) 0(0.0) 0(0.0) 1(0.0)
Kggag’,ys;r:g;glezs:nrﬁn Note: RAMs were sometimes present as mixtures with wild-type or other P236L 0(0.0) 1(06) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
both arms at >5% mutations within the same codon + Preexisting DOR RAMs were rare, detected in 3.5% of participants that switched to DOR/ISL (100 mg/0.25 mg) across P051, P052, and P054
* The prevalence of class-specific RAMs were comparable between studies and treatment groups * V108l was the most prevalent DOR RAM; observed at <2% in all study groups

* Among 1,227 participants switched to DOR/ISL (100 mg/0.25 mg) across P051, P052, and P054, 323 (26.3%) had preexisting NNRTI RAMs and
70 (5.7%) had preexisting M1841/V

* K103N/R/S, E138K/Q, and M184I/V were the most prevalent major RAMs observed in RT at baseline

Most of the RAMs observed in >5% of participants were minor RAMs that do not confer resistance to DOR or ISL

DOR V106A/M, V108I, Y188L, F227C/L/V, M230I/L, L234I, Y318F H221Y, P225H, P236L
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Table 4: Week 48 Virologic Outcomes in Participants With Preexisting NNRTI RAMs or M1841/V in
Proviral DNA

PO51* P052 Pooled Figure 2: Participants Treated With DOR/ISL With Preexisting NNRTI RAMs and M184I/V in Proviral DNA

DOR/SL DOR/SL DOR/ISL DOR/ISL
PARTICIPANTS WITH: (100/0.25 mg) 0/0.25 mg) 10.25 mg) [l (100/0.25 mg) ———
. 313/322 161/166 285/309 1 570/596 1168/1227
Virologic Data at Week 48 n/N (%) (972) - (92.2) (95.6) (95.2)
— HIV-1 RNA <50 c/mL at 309 :
Week 48, m (%)

* Among participants treated with DOR/ISL with virologic data at Week 48 and
preexisting NNRTI RAMs (n=307) or M1841/V (n=66), 33 participants had both
NNRTI RAMs and M1841/V

33 * 88% (29/33) of DOR/ISL participants with both NNRTI RAMs and M1841/V had

HIV-1 RNA <50 copies/mL at Week 48 and only 1 discontinued with confirmed

HIV-1 RNA 2200 copies/mL

M184v

Week 48 n (%) Table 5: Genotypic Analysis for DOR/ISL Participants That Discontinued With Confirmed HIV-1

RNA 2200 copies/mL
=>Discontinued w/ confirmed
HIV-1 RNA
HIV-1 RNA 2200 ¢/mL copies/mL Treatment
HIV4 Baseline RAMs in at Sequencing Emergent
Participant  Study  Subtype Proviral DNA? (Study Week) RAMs in Viral RNA RAMs
Proviral DNA Data and Participants without post-baseline results due to assay failure
rovira ata
Virologic Data at Week 48 1 P052 B %N%%'EE (\fvtz:%%) Assay Failed ND
Any NNRTI RAMs at 771313 75/285 155/570 307/1168 2 POSs  AE NNRIL V179V 332 Aseay Falled ND
Baseline, n/N (%) (24.6) (20 (26.3) (26.9 (27.2) (26.3) NRIL NONE (Week 12) i
A 227
— HIV-1 RNA <50 ¢/mL at 74 3 73 3 150 297 3» P054 F:::z Assay Failed (Week 48) Assay Failed ND
0, (93 Q N
Week 48, m (%) (96.1) L (97.3) ! (96.8) (96.7) Participants who were later determined to be ineligible for enroliment
- HIV-1 RNA 250 c¢/mL at . . ) (0.0) NNRTI: VI06M, Y188L/W, .
Week 48, m (%) e el e it NRTI r;‘:zn.gg%Ang 38800 — vwm;;ﬂt- o NNRTI: NONE
41L, : }
=>Discontinued w/ confirmed ~ A 2 V118I1, L210W, T215Y, (Week 4) Vﬁ%ﬂm&: ‘?2617??,&;2913#. NRTI: NONE
HIV-1 RNA 2200 c/mL K208, ES4P. VI, E44A, VT5M, M184T
M1841/V at Baseline, n/N (%) 20313 20/285 g 26/570 66/1168 NNRTI: A9BA/G, K103KIN,
(6.4) 2.5) (7.0) 5 (4.6) (5.7) V106V, Y188YLL NNRTI: A98G, V1061, Y188L -
< £t e 0%55}&”2}812553‘1%3}. <w‘"i°1z> NRTL M41L, E44D, V1181, "\ e .hT&NEE
- A . y 5 ee
w;/el ?:?;5,2 c/ml at 19 (95.0) 18 (90.0) 3 (100.0 25 (96.2) 62 (93.9) M184M/I/V, L210L/W, SRR A LAy
, m (%) T215T/N/SIY, K219K/R
- HIV-1 RNA 250 c¢/mL at 2 (10.0) " Participants with PK results indicating likely nonadherence
Week 48, m (%) NNRTI: NON NNRTI: NON NNRTI: NON
g L < NRTI NOONEE (wiﬁo‘ts; NRTI n%nﬁ: NRTI mosT;:
->Discontinued w/ confirmed
HIV-1 RNA 2200 ¢/mL y 052 2 NNRTI: NONE 83900 NNRTI: NONE NNRTI: NONE
NRTI: T6IT/N (Week 48) NRTI: T69T/N NRTI: NONE

cimL, coples/mL ND, not determined
*Two participants that discontinued with confirmed HIV-1 RNA 2200 copies/mL in POS51 were later determined to be ineligible for enroliment due to either previous history of SDOR RAMs are shown in bold

virologic failure (n=1) or previous documentation of DOR resistance (n=1). Both had preexisting NNRTI RAMs (including Y188L) and 1 had preexisting M1841/V.
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A Double-Blind, Active-Controlled, Phase 2b Study to Evaluate the Efficacy and Safety of Ulonivirine in Combination With Islatravir in Virologically

Suppressed Adults Living With HIV-1

IAS 2025 July 13-17 Rwanda

Molina J-M, Ramgopal MN, Katlama C, Cunningham DL, Hagins DP, Braun DL, Osiyemi OO, Hofmann E, Dietz CA, Lin G, Beckey K, Rawlins S, Matthews RP, Greaves W

e Ulonivirine (ULO, MK-8507),
an oral nonnucleoside
reverse transcriptase
inhibitor (NNRTI), is being
assessed in combination
with islatravir (ISL), an
investigational nucleoside
reverse transcriptase
translocation inhibitor
(NRTTI), as a once-weekly
(QW) treatment for HIV-1.

Original Phase 2b Study Design

Double-blind phase Open-label phase
7 N

Population QW: ISL 20 mg + ULO 100 mg
* Adults with HIV-1 (n=35)

RNA <50 copies/mL. ~ §

for 26 months on =

BIC/FTC/TAF N QW: ISL 20 mg + ULO 200 mg
* No history of = (n=35)

treatment failure on S

any regimen £
* No known virologic (14 QW: ISL 20 mg + ULO 400 mg

resistance to NNRTI  « (n=35)
» CD4 count 2200 %

cells/mm? s
* No active HBV or = QD: BIC/FTC/TAF QD: BIC/FTC/TAF

HCV coinfection (n=35) (n=35)

. /
I I 1 | 1
Day 1 W24 w4s W96 W144
(Baseline)

BIC/FTC/TAF, bictegravir/emtricitabine/tenofovir alafenamide. HBV, hepatitis B virus. HCV, hepatitis C virus. ISL, islatravir. NNRTI, non-nucleoside reverse transcriptase inhibitor. QD, once daily. QW, once weekly
ULO, ulonivirine
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A Double-Blind, Active-Controlled, Phase 2b Study to Evaluate the Efficacy and Safety of Ulonivirine in Combination With Islatravir in Virologically
Suppressed Adults Living With HIV-1

IAS 2025 July 13-17 Rwanda

Molina J-M, Ramgopal MN, Katlama C, Cunningham DL, Hagins DP, Braun DL, Osiyemi OO, Hofmann E, Dietz CA, Lin G, Beckey K, Rawlins S, Matthews RP, Greaves W

Virologic Suppression Was Maintained in All ISL+ULO Arms?

There were no confirmed virologic failures® in any treatment arm
All data are observed data

Week 12¢ Week 24¢

= —~ 100
& | I o &
- 100.0% 2

5 97-14% (39/39) % 80-
2 (37138) 91.7% .2
338 (33/36) £3

23 g 604
c% v % v
= § a §

£ X 4
£3 <3
I =

g g 20
n 1]
ke <
o Q

0 -

MISL+ULO 100mg  MISL+ULO 400 mg MISL+ULO 100mg  MISL+ULO 400 mg
ISL+ULO 200 mg  MBIC/FTC/TAF ISL+ULO 200 mg M BIC/FTC/TAF

*Percentage values with 95% confidence intervals. Based on available data for participants receiving double-blind study intervention at the respective timepoints; numerators and denominators exclude participants
with missing data. ®Defined as two consecutive (2-4 weeks apart) confirmed occurrences of HIV-1 RNA 2200 copies/mL at any time during the study. *Week 12 was prespecified as measurements taken between
days 71 through 98 and Week 24 as measurements taken between day 127 through 210, both relative to the first day of double-blind study intervention (i.e., day 1)



HUNC

New ART: Islatravir + Ulonivirine

MEDICINE

A Double-Blind, Active-Controlled, Phase 2b Study to Evaluate the Efficacy and Safety of Ulonivirine in Combination With Islatravir in Virologically
Suppressed Adults Living With HIV-1

IAS 2025 July 13-17 Rwanda

Molina J-M, Ramgopal MN, Katlama C, Cunningham DL, Hagins DP, Braun DL, Osiyemi OO, Hofmann E, Dietz CA, Lin G, Beckey K, Rawlins S, Matthews RP, Greaves W

AE Profile Was Comparable to BIC/FTC/TAF CD4 Count Recovery Towards Baseline Was Observed After
(Double-blind Phase Through 42 Days Follow-up) Stopping ISL+ULO

« On-treatment declines in total 10%) " Post Treatment
TP IFINY ISL+ULO 400 mg |  BIC/FTC/TAF lymphooyte and CD4 counts were -
% sticlhants N =41 N = 40 N = 40 observed in all ISL+ULO arms by )
n (%) participan = = = 8-12 weeks' RE 0%
0 0 0 0 * Longer-term follow-up through @ 8
One or more AEs 30 (75.0%) 31 (75.6%) 32 (80.0%) 27 (67.5%) \Radl £10.aiturstoncio E -
o ISL+ULO demonstrated that the 20 o]
Toxicity grade 3-4 AEs 2 (5.0%) 6 (14.6%) 3 (7.5%) 1(2.5%) B P O g 410
and CD4 counts were generally oS
Serious AEs 2 (5.0%) 3(7.3%) 1(2.5%) 0 (0.0%) reversible g E
5 = -20%
Discontinued due AEs 0 (0.0%) 22 (4.9%) 10 (2.5%) 0(0.0%) a5
@
-}
Drug-relatedc AEs 5 (12.5%) 10 (24.4%) 6 (15.0%) 4 (10.0%) = * BL+ULO100mg
-30% ‘ ISL+ULO 200 mg
Discontinued due to drug-related® AEs 0 (0.0%) 23 (4.9%) 1% (2.5%) 0 (0.0%) * ISL+ULO 400 mg
* Most frequently reported (>5%) AEs with ISL+ULO: COVID-19 (11.6%), fatigue (9.9%), diarrhea (8.3%), headache (8.3%), nausea Q&%%%%%‘-% % %‘;7 % /’ft_\ %‘g - éf; 9?; if;
(6 60/ ) accidental overdosed (6 60/ ) Cl, confidence interval. WK, week of safety follow-up monitoring phase. Pc\%d, SACR © & = ™ % % > ‘{3
St pe k) 'Squires K, et al CROI?DZ? Oral abstract 192 ' . i ) ) ) o
+ Most frequently reported (>50/°) AEs with BIC/FTC/TAF: accidental overdose (12.50/0)‘ COVID-19 (7.50/0)' nasopharyngitis (750/0) Lheea;c;zl';:ree:‘([r)r:ieor:t(:f;:)?ﬂ:gg!:ger::;lsr:;a;::r:/:?z;!:i\:én;?wa;rl:lllg\:";:p;i:/vl‘z;solt::is;a;c“uhrr:‘?s:ﬁ]gdzyas‘aaﬂer the last dose of double-blind study intervention. For missing post-treatment data, the last post-treatment
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A Double-Blind, Placebo-Controlled, Phase 1 Study to Evaluate Extended Multiple Dosing of Ulonivirine
(MK-8507) in Adults Without HIV

Table 1. Participant demographics and baseline characteristics Figure 2. Mean percent change (* SE) from baseline for (A) total lymphocyte count and (B) CD4+ T-cell

count after administration of 12 QW doses of ULO 200 mg (n = 60) or placebo (n = 20)

ULO 200 mg Placebo Total
n =60 n=20 N =80 A o 10 B o '
£ £
Female, n (%) 24 (40.0) 9(45.0) 33(41.3) § 6 § 5.
o o
Age, median (range), years 33.5 (20-55) 33.5 (20-55) 33.5 (20-55) 8 £ } ‘ | /l\
e 0-4 e 0 I { N I
Race, n (%) - U ]
> Y
Asian 0 2(10.0) 2(2.5) S -5 S -54
¥ K
Black or African American 2(3.3) 0 2(25) ot =
£ -104 £ -104
White 58 (96.7) 18 (90.0) 76 (95.0) o o
Q [+
Ethnicity, n (%) * =15 T T T 1 T 1 T T 17T 1 * -15 L L L L L L L L 1
BL 8 152229 36 4350 5764 71 78 92 BL 8 15222936 43 50 57 64 71 78 @2
Not Hispanic or Latinx 60 (100.0) 20 (100.0) 80 (100.0) Laboratory Test Days Laboratory Test Days
Weight, median (range), kg 74.4 (51.0-100.0) 72.2 (48.0-92.0) 74.4 (48.0-100.0) n . n
ULO200mg 60 59 60 60 56 59 59 58 59 58 58 59 9 ULO200mg 60 59 60 60 56 59 59 58 59 58 58 59 59
Placebo 20 19 20 19 17 19 19 19 19 19 18 19 19 Placebo 20 19 20 19 17 19 19 19 19 19 18 19 19

BMI, median (range), kg/m?

BMI, body mass index, ULO, ulonivirine

25.0 (18.9-30.2)

246 (18.7-28.4)

249 (18.7-30.2)

BL, baseline; QW, once weekly; SE, standard error, ULO, ulonivirine
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Phase 2 Once-Weekly Dose Optimization for Ulonivirine in Combination with Islatravir 2 mg

IAS 2025, the 13th IAS conference on HIV Science

Michelle Pham*, Gillian Gillespie, Tracy L. Diamond, Stephanie Klopfer, Randolph P. Matthews, Martin Johnson#, Ryan Vargo
Merck & Co., Inc., Rahway, NJ], USA

Figure 2. Predicted ULO Concentrations Following ULO

+ Ulonivirine (ULO, MK-8507), an oral R oo

nonnucleoside reverse transcriptase gloooo‘
inhibitor (NNRTI), is being assessed in <
combination with islatravir (ISL), an 8 >
investigational nucleoside reverse g """"""""" ERIATREN -
transcriptase translocation inhibitor 8 TFt-t-i-tot---4-4 e i e
(]
(NRTTI), as a once-weekly (QW) treatment £
S 104
for HIV-1 a.
O
-
-]
e Simulation of Phase 2 study of once weekly i 5 3 y z 3 i i3

ISL and ULO. Time (weeks)
ULO QW Dose (mg) 100 ~ 200

Solid lines: median predicted concentration;
Colored ribbons: 80% individual prediction interval;
ULO - ulonivirine; QW - once-weekly; PK — pharmacokinetic, POC ~ proof-of-concept
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Rajesh Gandhi, MD
Massachusetts General Hospital
Weekly Oral Dosing

" Switching to Oral Weekly Islatravir (ISL) + Lenacapavir (LEN)

State of the ART Symposium
in Virologically Suppressed PWH

Antiretroviral Therapy
(ART): What's Next

PK of ISL and LEN support once weekly dosing Week 48 HIV RNA results

Phase 2: switching virologically suppressed 1

) 94.2% g9 304 BISLALEN (n=6
PWH to BIC/FTC/TAF daily or oral ISL 2 mg + g o] A R———
oral LEN 300 mg weekly =
>90%: continued HIV suppression a |

c 10 4
o o -
HIV-1 RNA HIV-1 RNA No data
50 ¢/m 50 ¢/ml ndo

No differences in lymphocyte, CD4 counts

Phase 3: ISLEND-1 and -2
ISL/LEN (2 mg/300 mg): one tablet per week
(enroliment complete; results likely in 2026)

https://clinicaltrials.gov/study/NCT06630286

Slide 10
New drugs 1. Abstract 577
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State of the ART Symposium Long-Acting Investigational Agents

* MK-8527 (Nucleoside reverse transcriptase translocation inhibitor, NRTTI)

Anti I‘etI‘OVi rad I Thera py * Being studied for monthly oral pre-exposure prophylaxis (PrEP) @
(ART) : Whatls NeXt * Phase 2 data (n=350): similar safety profile as placebo RIXS 2025

* Phase 3 clinical trials (EXPrESSIVE) starting soon

* Cabotegravir (CAB) Ultra-long acting (ULA) (Integrase inhibitor). Phase 2
* Every 4-month intramuscular (IM) dosing
* Being evaluated for PrEP (EXTEND 4 M; results expected in 3" quarter 2026)
* CAB ULA + RPV every 4 months for treatment trial planned

* Islatravir Prodrug, GS 1614 (in combination with lenacapavir)

= Mayer K ot al, IAS 2025 (Kigali), OASO106L8

. GS 1614: EVE ry 3 monthS dOS| ng https://www.merck.com/news/merck-to-initiate-phase-3-trials-for
investigational-once-monthly-hiv-prevention-pill/

Han, et al, CROI 2024, Oral presentation 120

New drugs NCTO6741397; NCTOS418868; NCTOG786520
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State of the ART Symposium Long-Acting Investigational Agents

A t. t - I Th * VH-499: Capsid inhibitor
ntrelrovira era py * Treatment naive PWH (oral dosing): mean maximum 2.2 log reduction in HIV RNA

(A RT) = W h at’S N ext * 1 out of 20 participants developed emergent capsid inhibitor mutation (Q67Q/H)

* Long-acting injectable formulations: phase 1 studies
* Also being developed for treatment

* VH-184: Third generation integrase inhibitor
* Active in vitro against HIV resistant to dolutegravir
* Treatment naive PWH (oral dosing): HIV RNA declines >2 log
* Long-acting injectable formulations being evaluated in adults without HIV (phase 1)
* Also being developed for treatment

Griesel R et al, CROI 2025, Abstract 153. Rogg L et al, CROI 2025, Abstract 152. NCT06310551
New drugs



New ART

Rajesh Gandhi, MD
Massachusetts General Hospital

State of the ART Symposium

Antiretroviral Therapy
(ART): What's Next

\]r’ Every 6-month Dosing

PWH with virologic suppression who switched
to LEN, TAB and ZAB or continued daily oral

Broadly neutralizing antibodies (bNAb):
* Lenacapavir (capsid inhibitor) + 2
bNAbs, Teropavimab (TAB),
Zinlirvimab (ZAB): Phase 2
* 1 participant: virologic failure, LEN
resistance, loss of ZAB susceptibility;
Low LEN levels

* Phase 3 trial planning in progress

* NB6LS every 6 months plus CAB LA every

2 months (EMBRACE part 2; enrolling)

New drugs

Patients (%)

100

80 1

60 9

20 9

therapy

HUNC

SCHOOL OF
MEDICINE

96% 96%

BLEN + TAB + 2AB (n=53) |

[CJcontinue oral ART (n=27)

1 s 0%

2%

HIV RNA
250 Copies/mL

HIV RNA
<50 Copies/mL, wk 26

Ogbuagu O et al, CROI 2025, Abstract 151.
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Rajesh Gandhi, MD
Massachusetts General Hospital

Every 12-month Dosing
State of the ART Symposium Lenacapavir in People without HIV

Anti retrOVi ral Thera py * Formulations with 5 or 10% ethanol.
(ART) : What's Next * Intramuscular (IM) injection

* Dose, volume higher than every 6-month
approved dose (5000 mg vs. 927 mg) =2

achieved high trough levels

* Phase 3 single arm trial with 3000 mg LEN IM
(PURPOSE-365). n=300. (not yet recruiting)

Jogiraju V et al, Lancet 2025; !
https://clinicaltrials.gov/study/NCT070477167aggFilters=phase:4%203 studyType:imt @

Sy S S Py plmscmmsntestine s poofiin el s yuarly Sstesmmede et verun
New drugs vt yusdy S¥bevtanaews eacapary fur fosvnstion 1 () and fommetaten 2 (R
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Real-world Utilization and Adherence of Cabotegravir Long-Acting for HIV Pre-Exposure Prophylaxis in the United States: Results From the PrEPFACTS Study
Using Healthcare Administrative Claims Data

13th IAS Conference on HIV Science; July 13-17, 2025; Kigali, Rwanda

Aimee A. Metzner,1 Gabrielle Herman,1 Shana Walko,1 Dora Martinez,1 Catherine Nguyen,2 Raj Desai,3 Sherry Shi,4 Leili Young-Xu,3 Maral DerSarkissian2
1ViiV Healthcare, Durham, NC, USA; 2Analysis Group, Inc, Los Angeles, CA, USA; 3Analysis Group, Inc, Boston, MA, USA; 4Groupe d’analyse, Ltée, Montréal, Canada

CAB LA Utilization

Results * Eligible individuals had a median (IQR) follow-up of 325
Demographic Characteristics (242-423) days and 85% received >1 CAB LA injection
* PrEPFACTS included 1202 individuals utilizing 3 main insurance types (commercial, 59%; * Most intervals between continuation injections were within
Medicare, 4%; Medicaid, 37%) (Table) 90 days (96%), the majority of which were within 67 days
* Most individuals were male (83%; recorded by payer) and mostly White (31%), Black or (86%; Figure 3)
African American (22%), and Hispanic or Latin American (18%) » The majority of intervals between initiation injections were

within 37 days (72%)

Initiation Continuation

72% 86%

(732/1024)2 (3196/3715)¢

of intervals of intervals
between between
initiation continuation
injections injections
were <37 were <67

daysP daysb
| 30 days | +7 days®

2 2 /’
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Characteristics of early non-persistors on Cabotegravir long-acting (injectable PrEP) compared to persistent users in the PrEPared to Choose study, Cape

Town, South Africa.

IAS 2025 Kigali, Rwanda| July 2025

Pike C, Lebelo K, Rousseau, E. Macdonald Mapukata Vanto O, Bekker LG. Desmond Tutu Health Foundation, Cape Town, South Africa.

METHODS

PrEPared to Choose (PtC), a phase 3B clinical trial,
tracked uptake and persistence of three PrEP products

% daily oral PrEP
*+ monthly intra-vaginal DapiRing
¢ injectable PrEP — 8 weekly CAB LA

amongst 1164 South African adolescents and young
people (age >15 years) via a nurse-driven, integrated
sexual and reproductive health (SRH) service from two
community-based sites (mobile clinic; government clinic)
in Cape Town, South Africa.

Real world simulation of PrEP choice

Free of charge PrEP service - no research-related
reimbursement (one of the first real-world
implementation studies to simulate standard of care).

Non-randomised cohort: free, supported choice
between the three PrEP products

+ Unlimited option to switch products at any future
study visit.

« Structured, comprehensive choice counselling at
baseline with an HIV counsellor (30-minute session
supported by a self-administered PrEP quiz and
PrEP readiness assessment). Pike et al., HIVR4P 2024
poster TUPE092.

Who were the PrEPared to Choose
participants?

1164 participants enrolled between February and
August 2024 (70% mobile clinic; 30% community
health clinic).

Baseline injectable PrEP uptake (74%) exceeded that
of shorter-acting agents (oral PrEP 25%; DapiRing 1%).

Participants were predominantly young women
(67%,779/1164) and PrEP inexperienced
(69%,691/1164).

PrEP product preference was most influenced by
compatibility with lifestyle. > 80% reported high
product interest product and high confidence in ability to
use it as intended.
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Characteristics of early non-persistors on Cabotegravir long-acting (injectable PrEP) compared to persistent users in the PrEPared to Choose study, Cape
Town, South Africa.

IAS 2025 Kigali, Rwandal July 2025

Pike C, Lebelo K, Rousseau, E. Macdonald Mapukata Vanto O, Bekker LG. Desmond Tutu Health Foundation, Cape Town, South Africa.

Over a third (37%) of 1164 PrEP

initiated participants did not return CAB FA user_charac_:teristics
after the first visit. associated with an increased
26% of CAB LA initiators, 68% of oral PrEP initiators, probability of return:

and 75% of DapiRing initiators did not return for

subsequent PrEP visits. CAB LA initiating participants were more likely to ever

return if they had these characteristics compared to never

The odds of CAB LA initiators ever returning was 6.06 T returned CAB LA initiators:
(95% CI: 4.55; 8.06) compared to initiators on 11% of CAB LA initiators that ever A o
h i | PrEP or DapiRing). . e: Older participants, >19 years were 50% more
shorter acting agents (oral PrEP or DapiRing) returned, returned >28 days from Iikgly o] fetum[(JOR . C|}; 56.2.50) ()
1164 PrEP . g o e ' i
1900 iniiated their scheduled visit and were
m — required to restart the CAB-LA . PrER experience: Participants with prior PiER
€ 1000 428 initiated i experience (OR 2.4, Cl 1.53-4.09) were more likely to
2 regimen ever return.
2 800 223
§ 600  Prior PrEP disclosure: Participants that had
c 290 oral PreP disclosed their PrEP use (OR 2.59, Cl| 1.48-3.69) were
2 400 736 initiated :
= 639 i more likely to ever return.
> 200 196 12. D?p'ng
=z initiated X
0 94 )  Location of PrEP access: Participants that
AnyPrEP  CABLA Oral  DapiRing gccessed PrEP from the mobile clinic were 42% more
PrEP modality likely to ever return (OR 1.42, Cl 1.04-1.95).

Ever returned” Never returned
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OLE pregnancy outcomes, by exposure <& HPTN

Trials Network

Active CAB n=283 = Prior CABn=100 =No CAB n=50

Updates on the evaluation of 69%
- s i Background
CAB-LA safety during e i 2 37 Weeks | e - sulen
pregnancy 6%
Pre-term birth <37 weeks 6%-22%
6%

1
—
2%
Stillbirth/IUFD 2 20 weeks . 2%

Long-aclmg njecgble I"o QEDIGQHHC

0.3%-4%

=]

Spontaneous abortion <20 weeks

37%
S Delany-Moretiwe — 14% 1 50/0'300/0
30

On behalf of the HPTN 084 study team

Al HIV Prevention
’-:,' HPTN Trials Network IAS 2025, Kigali

Elective abortion -._ 23%
8%
1%
Ectopic pregnancy .,. 3%
2%
09 10% 20% 309 40 S0% 60% 70% 80%

s g 5

ition; Balkus, PLoS One 2021
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€he New Nork Times

Regulators Approve a Twice-Yearly

Shot to Prevent H.LV. Infection “PURPOSE1: Zero HIV Infections 'ﬁpb.‘POSE 2: Two HIV Infections

The drug could change the course of the AIDS epidemic. But the in Cisgender Women Receiving LEN in Participants Receiving LEN
Trump administration has gutted the programs that might have

paid for it in low-income countries.

4 9 B
) . 2.37
s, 2.41 =
P Listen to this article - 6:18 min Learn more %Share fulartice A [] : 3 1 2.02 ; 3 4

g 4 1.99 &

N >

£ = a

g l g

: 2 4 e 2 0 93
& &

¢ ©

§ £

I 0 ;

Background LEN FITAF FITOF Background LEN FITOF
HIV incidence HIV incidence

0 infections | 39 infections 16 infections 2 infections 9 infections
1939 PY 1932 PY 949 PY 1938 PY 967 PY
Median follow-up duration: 44.0 weeks Median follow-up duration: 39.4 weeks
SOvannll o bacuground HIV nckdonce group, SO LD, 2104, F/7TAF, 21306 1 /TOF, 008, "% On: Becharound MV inciionce gronp, 1021 1% LDK 0095 1 /TAF, 144205 1/TIF, 0.9 2. 74, “Ovarsll 1 Bachground MV incidence group, 4654 LD 217%, 1/T0F, %,
S O bechground MV Incdincs group, 1.6 1410, LD, 0,00 07X F/TDF, 0.8 1 68,

PY, o yors.

Lenacapavir is already sold as a treatment for H.I.V. infections that are resistant to
other medications. Nardus Engelbrecht/Associated Press

a By Apoorva Mandavilli
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* Initial data

Regulators Approve a Twice-Yearly : IT ¥ rosibiedan
Shot to Prevent H.1.V. Infection Overview Of LenacapaVIr @ Possible crlst regulatory submisions AV A C

L ] x 3
The drug could change the course of the AIDS epidemic. But the (LEN) for PrEP Trlals © :f:‘s's"gtle;'?';?’iitthegr‘l’zt“i{f?g;%"agaad 3

¢ Possible earliest generic manufacturer(s)

Advocacy. Access. Equity.

Trump administration has gutted the programs that might have
paid for it in low-income countries.

2024 2025 2026 2027 2028

Population Location 2022 2023

1 TR A ) % Cisgender adolescent South Africa 5,010 = ”
p  Listen to this article - 6:18 min Learn more £ share fullarticle 2> [] gggPOSE 1 S Al ol WoimEn and Uganda Jlmtla;;;:lﬂts relmtsre!tielg
. . une lemonstrated no

g‘Jgglanﬁ;g“acapa"" infections in the LEN arm el

“:‘pu RPOSE2 Cisgender men who have US, South 3,000 & %
Phase 3 sex with men, Transgender Afriga, Peru, Fully enrolled; initial results 2
Injectable lenacapavir women, Tran§gender men, Brazil, Mexico, expected late 2024 or early 2025

Gender non-binary Argentina, and
Thailand

QPURPQSE 3 Cisgender women us 250 » )
HPTN 102 Currently recruiting; estimated study completed
TRy date early 2028
Injectable lenacapavir

QPURPOSE 4 People who inject drugs us 250
HPTN 103 *
Phase 2
Injectable lenacapavir

¥ Cisgender men who have France 262
g}g?ZPOSE 5 sex with men, Transgender ~ and UK Enrollment expected to begin in the
Iniectable I : women, Transgender men, second half of 2024

njectable lenacapavir Gender non-binary

Lenacapavir is already sold as a treatment for H.L.V. infections that are resistant to
other medications. Nardus Engelbrecht/Associated Press

a By Apoorva Mandavilli
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Regulators Approve a Twice-Yearly .
Shot to Prevent H.1.V. Infection PURPOSE 1 and 2 StUdy Designs

The drug could change the course of the AIDS epidemic. But the

o : 3 = 4
Trump administration has gutted the programs that might have ‘§ N .07
paid for it in low-income countries. p U Rpos E 1 p U N \pos E 2

. i ) Cross-Sectional Incidence Cohort Randomized Cohort Cross-Sectional Incidence Cohort Randomized Cohort
P Listen to this article - 6:18 min Learn more ﬁ' Share full article ~ D

SC LEN every 26 weeks*

n = 2134 2 SC LEN every 26 weeks® n =
2179
HIV HIV
F/TAF oral daily*
i i n=2136' * negative H
Screen Screen 1 F/TDF oral daily ,
population of F/TDF oral daily population of (active control)® n = 1086
d‘l"'de'u | | (active control)* n = 1068’ CGM, TGW, |
women [ . . TGM, GNB*" T 1
Aged 16-25 Week 0 26 2 52 Aged 216 Week 0 26 252
o HIV Background | yours HIV Background
> positive ——— HIVincidences ' positive —— HIVincidence*
test? (n = 8094) test (n = 4634)
ClimicalTrials. gov: NCTO4994509 ClinicalTrials.gov: NCTO4925752

Aot recetving PYEP and without MV testing in pest 3 months;  The firt particpent vas screened In August 2021, the S0th percentie participant v randomized in May 2023, and the st particpent vwas randombzed In Septesber 2003, Participents sbo met elighdity ariteria
(g varght > 15 leg, «GIR » 60 /e, rot pregrant ), Rocency amry dita vere used to estimate backgraund HIV cidonoe (ponar testing MY posithe vero sefermod 10 MV Garo ), Pl the altermatie SC/onl placetio; ' nusrben represent the full aralyss st for officacy
vy, Wackground HIY incidence & the incidence expected vithout VP that vaoukd hene boen expected i a placebo group (the counterfactsl HIV incidenced; *The firt participant vas soreened in June 2021, the %0th percertie participant vens randombed In August 2003, and
the bt participent vae randomiaed in Decernber 2003, COM, chgender mery, «0FR, estimuted glome b fltration rate; F/TAF, emtricitabine encfonr alsferamide; FTOF, entriciabine /tenofovr dsoprosd fumeraste; GNS, gender - ronbinery, LEN, lenacapenir;

AP, pre exponse prophylat. SC, whotaneons, TOM, taegender ven, TOW, trarsgendes wamen

Lenacapavir is already sold as a treatment for H.L.V. infections that are resistant to
other medications. Nardus Engelbrecht/Associated Press

a By Apoorva Mandavilli
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QPU RPOSE

Prevention with PURPOSE

PURPOSE 1 Efficacy, Safety, and PK Support LEN ?’ﬁ
Use in Pregnancy and During Breastfeeding
Pregn ancy with P U RPOS E Curougn Stratified by Pregnancy Groups

. S . . . . 2 = LEN is efficacious, safe, and well-tolerated
Inclusion with intention in the PURPOSE 1 trial of lenacapavir for PrEP " O P e
. u y u
Moupali Das, MD, MPH 2 40 il .5 _z_..i_ ] _Z_—L- = ZERO HIV infections among 184 participants
Vice President, HIV Prevention and Virology Pediatrics Y [ ;i__i__L i ?1‘ S "f’ ‘ i with 193 pregnancies on LEN
i i 5 " - et o .
i:jfpdurspc:e:::ies_com g f f g S . i N = Pregnancy outcomes similar to regional
g 204 . background rates'*
= LEN safety similar in pregnant and non-
<4 regnant people
¥ : preg
PURPOSE 1 Pregnancies Were Common and 0 ; : :

.. . . Week 26 Week 52 Week 78 = No dose adjustment required for pregnancy
Outcomes Similar to Expected Rates in the Population - ;

289 201 44 43 14 10 25 138 33 30 22 29 232 118 30 26 23 26 or post-partum?

Did not become Non-pregnant First trimester

pregnant (reference) period (reference) (EGA = 1 to 84 days) = Minimal infant exposure through breastmilk
LEN F/TAF Second trimester Third trimester Postpartum (within
Participants and Pregnancies, n (%) n=2138 n=2137 (EGA > 84 to 189 days) (EGA > 189 days) 13 weeks after pregnancy)

Participants with confirmed pregnancies

Intentional inclusion of pregnant and lactating people provided data to guide use
Confirmed pregnanci: 193 219 98 . . .
e Expected spontaneous in these vulnerable populations at the time of LEN for PrEP approval

Completed pregnancies 105 (54.4) 119 (54.3) 53 (54.1) miscarriage rate:':2
Ongoing pregnancies 88 (45.6) 100 (45.7) 45 (45.9) * ~10-20% of clinically
Births* 55 (28.5) 45 (20.5) 21 (21.4) recognized pregnancies
Interrupted pregnancies 50 (25.9) 74 (33.8) 32 (32.7) - :zz:;::’;ﬁ::::y

Induced abortion 30 (15.5) 40 (18.3) 20 (20.4)

Spontaneous miscarriage® 20 (10.4) 34 (15.5) 12 (12.2)

Available pregnancy outcomes were similar to those expected for the population?
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Only Two HIV Infections in Youth on LEN From
PURPOSE 1 and 2

2 44 ' 3 49 o8
‘Q’pu RPOSE @ S .41 PURPOSE1 S 2.37 PURPOSE 2
R . a* T
Prevention with PURPOSE RIAS 2025 ; o 2',02 1.69 ; -
Efficacy, Safety, and Pharmacokinetics of Overall trial g 2 l - l 0.93
Twice-Yearly Subcutaneous Lenacapavir for PrEP population g g r
Among Adolescents and Young People in the Phase g g
: 1+ 1 4
3 Trials PURPOSE 1 and PURPOSE 2 s : 0.10
T LT A T e e T e ; § 0 9 § 0 '
D Potloane?, Yashna Singh Kintu’?, Pamel ng’, x Bac} s a x - "
Renu Singh’, Lillian B B sto C Carter ac-.ground LEN F/TAF F/TOF Bd(kgll)u.ld LEN F/TOF
: HIV 0 infections] 39 infections 16 infections HIV 2 infections 9 infections
incidence 1939 PY 1932 PY 949 PY incidence 1938 PY 967 PY
Youth In PURPOSE 1, zero HIV infections occurred In PURPOSE 2, two HIV infections occurred
in youth on LEN in youth on LEN

LEN demonstrated efficacy for HIV prevention in youth'2
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QPURPOSE RIAS 2025

Prevention with PURPOSE

Estimation of the Counterfactual HIV Incidence in

the PURPOSE Trials

Colleen Kelley'!, Flavia Matovu Kiweewa2, Onyema Ogbuagu3, Shelley Facente?,
Eduard Grebe®, David V Glidden®, Yongwu Shao7, Yang Zhao7, Stephanie Cox7,
Alexander Kintu7, Lillian B Brown’, Christoph C Carter’?, Moupali Das’?,
Linda-Gail Bekker?

e,
#The Desmond Tutu HIV

13th International AIDS Society (IAS) Conference on HIV Science; July 13-17, 2025; Kigali, Rwanda
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Challenges in HIV Prevention Clinical Trial Design

Superiority to placebo

* Placebo use is unethical'

Superiority to active comparator

* May not be reasonable to assume superiority

to the active comparator?

Noninferiority to active comparator

« Large cohort sizes with long duration?
* Infeasible in certain populations’

Pearl Index: Pregnancies/100 PY

)
~80
pir) b
A
-2
— s
Counterfactual Pregnancy
pregnancy incidence on new
incidence contraceptive

Counterfactual incidence design
was chosen for the PURPOSE trials

Counterfactual bHIV:
HIV infections/100 PY

=

===}
Counterfactual  HIV incidence on
HIV incidence new PrEP drug
(bHIV)

Counterfactual HIV incidence design was used in the PURPOSE 1 and 2 trials*>

to address these challenges
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Counterfactual

Different Methods to Estimate Counterfactual
@ HIV Incidence

p U R pos E QIAS 2025 HIV incidence from prior clinical trials; run-in cohorts’ . . -
Prevention with PURPOSE Optimal approach to estimating the
HIV surveillance data? Ealialleg counterfactual background HIV incidence
. , . I (bHIV) using a RITA
Estimation of the Counterfactual HIV Incidence in Rectal gonorrhea-HIV incidence relationship? I
the PURPOSE Trials PP P —— I Counterfactual bHIV:
T A e LS D o SR IR and baseline* ! HIV infections/ 100 FY
Alexander Kintu7, Lillian B Brown’, Christoph C Carter’?, Moupali Das’?, I I
Linda-Gail Bekker?
VOICE risk score®
G Echont o nedicing, Yl Uttt v T U <ol of i sl i Ch, Usk :
vty of Cap o, o T, SRR S T e F/TDF adherence-efficacy relationship* |
13th International AIDS Society (IAS) Conference on HIV Science; July 13-17, 2025; Kigali, Rwanda R : i
ecency assay Counterfactual HIV incidence on
HIV incidence new PrEP drug
and RITA

his analysis compares the RITA-estimated bHIV from PURPOSE 1 and PURPOSE 2 primary analyses to

the estimated bHIV using alternative RITA parameters and to other counterfactual methods




HIV PrEP - Long-Acting LEN Trials: QUNC

Counterfactual o

Applying a RITA to Estimate bHIV in a
PrEP Clinical Trial':2
©

QPU RPOSE RIAS 2025 Prospective PrEP clinical trial

Prevention with PURPOSE

Estimation of the Counterfactual HIV Incidence in All eligible RallIEOD)

the PURPOSE Trials participants MNotrecent factual b
n>1.50r
1 5 i i s b 3, sh 4
T tested for VL <75 c/mL cHlC.
til:;(:fnﬁdaeirl I;Ienkt;e;aullian B Brown’, Christoph C Carter?, Moupali Das?, Hlv (N) Hlv + (N*) N /(N test/N ) 3 BN
rec +) + +

"Division of Infectious Diseases, Emory University School of Medicine and Grady Health System, Atlanta, GA, USA; 2Makerere University-Johns Hopkins University Research Collaboration,
Kampala, Uganda; %chool of Medicine, Yale University, New Haven, CT, USA; “School of Public Health, Uni f California, Berkeley, CA, USA; “Vitalant Research Institute, San
Francisco, CA, USA; ¢Department of Epidemiology and Biostatistics, University of California, San Francisco, CA, USA; 7Gilead Sciences, Inc., Foster City, CA, USA; #The Desmond Tutu HIV
Centre, University of Cape Town, Cape Town, South Africa

0™ N_ (Q - BT)
» Recency test

: MDRI (mean duration of recent infection)
13th International AIDS Society (IAS) Conference on HIV Science; July 13-17, 2025; Kigali, Rwanda data (N + ,test)

B: FRR (false recency rate)
T: cutoff time (eg. 2 years for the definition
of true recent infections)

Referred to HIV care ODn <1.5 &
VL >75 ¢/mL

MDRI and FRR are determined empirically
(Nec) from calibration studies and are the
weighted average of included HIV subtypes

bHIV, background HIV; c/mL, copies per mL; FRR, false recency rate; MDRI, mean duration of recent infection; ODn, normalized optical density;
PrEP, pre-exposure prophylaxis; RITA, recent infection testing algorithm; VL, viral load.
1. Kassanjee R, et al. Epidemiology. 2012;23:721-8. 2. Gao F, et al. Stat Commun Infect Dis. 2021;13:20200009.



HIV PrEP - New Agents

Safety and Pharmacokinetics of MK-8527 Oral Once-Monthly:
A Phase 2 Study in Adults at Low Risk of HIV-1 Exposure, oral

IAS 2025 July 13-17 Rwanda

Mayer K, Kotze P, Lombaard ], Caraco Y, Peer A, Poovan N, Khalsa S, Khetan S, Shapiro AE, Rassool M, Gonzalez A, Singh Y, Sinclair G, Riddler S,
Buchbinder S, Vesay M, Homony B, Evans B, Grandhi A, Zhang C, Skataric M, Robertson MN, Kapoor Y, Matthews RP, Plank RM

MK-8527-007 Study Design

* Key Inclusion Criteria
+ 18-65 years old without HIV
» Low likelihood of HIV exposure
* Not pregnant or breastfeeding
» No prior use of islatravir or MK-8527

= Participants randomized (2:2:2:1) to receive oral
monthly doses of MK-8527 (3, 6, or 12 mg) or
placebo for up to 6 consecutive months (1 dose
every 4 weeks) from Day 1 to Week 20

= Randomization was stratified by sex (female,
male) and region (Africa, non-Africa)

= The study was conducted in Israel, South Africa,

and the United States

Phase 2 randomized

double-blind, dose-ranging study

Group 1 (n~100)
MK-8527 (3 mg) QM

Group 2 (n~100)

Total
L MK-8527 (6 mg) QM

8-moek Follon-Up

(Blinded)
-—-»

- ---p

i Group 3 (n~100
MK-8527 (12 mg) QM -——p

Group 4 (n~50)

Placebo QM <+ - -=-p
| Sdysweetg | | | | | | L L
ay ©
iy Q&z F s & Q\\\:‘\ &
w\& &GS

Baseline Characteristics

HUNC

SCHOOL OF
MEDICINE

Sex at birth: Male
Female

Age (years), median (IQR)
Race: White
Black
Asian
Other
Ethnicity:  Hispanic/Latino
United States

South Africa

Country:

Israel

MK-8527 3 mg
N=101

43 (426)
58 (574)

21.0(23,33)

49 (485)
44 (436)

3 (30)

5 (5.0)
18 (178)
42 (416)
3 (347)
2 (238)

MK-8527 6 mg

N=101
42 (416)
50 (58.4)

28.0 (24, 34)

54 (535)
40 (39.6)
2 (20)
5 (5.0)
13 (129)
48 (475)
34 (337)
19 (188)

MK-8527 12 mg Placebo
N=99 N=49
4 (414) 20 (408)
58 (58.6) 29 (59.2)
28.0 (23, 34) 280 (24,34)
51 (51.5) 26 (53.1)
40 (40.4) 21 (429)
3 (3.0) 0 (0.0)
5 (6.1) 2 (41)
14 (14.1) 11 (224)
45 (45.5) 21 (429)
34 (343) 16 (32.7)
20 (20.2) 12 (24.5)
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Safety and Pharmacokinetics of MK-8527 Oral Once-Monthly:
A Phase 2 Study in Adults at Low Risk of HIV-1 Exposure, oral

IAS 2025 July 13-17 Rwanda
Mayer K, Kotze P, Lombaard ], Caraco Y, Peer A, Poovan N, Khalsa S, Khetan S, Shapiro AE, Rassool M, Gonzalez A, Singh Y, Sinclair G, Riddler S,
Buchbinder S, Vesay M, Homony B, Evans B, Grandhi A, Zhang C, Skataric M, Robertson MN, Kapoor Y, Matthews RP, Plank RM

Drug-Related™ AEs were Similar Across MK-8527 and Placebo Groups

N MK-8527 3 mg MK-8527 6 mg MK-8527 12 mg Placebo

MK-8527-TP in PBMCs

. . with one or more drug-relatedt AE 15 (14.9) 16 (15.8) 20 (20.2) 9 (18.4)

Concentratlon VS Time PrOﬂleS (Seml-log Scale) with toxicity grade 3-4 drug-relatedt AE 1(1.0) 0(0.0) 1(1.0) 1(2.0)
Most common drug-related® AEs (>2% in any MK-8527 group)

e > MK3527 3 mg QM Headache 4 (4.0) 5 (5.0) 2 (2.0) 1 (2.0)

MIK2527 6 mg OM Nausea 3 (3.0) 4 (4.0) 2 (2.0) 1 (2.0)

* N ine CD4 lymphocytes decreased 2 (2.0) 1 (1.0) 3 (3.0) 1 (2.0)

19 Lymphocyte count decreased 0 (0.0) 1 (1.0) 4 (4.0) 1 (2.0)

Fatigue 0 (0.0) 3 (3.0) 2 (2.0) 1 (2.0)

T Relationship to study drug was determined by the investigator
* Most drug-related AEs were DAIDS toxicity Grade 1 or 2 and were reported as resolved during the study

« Two participants had confirmed CD4 and/or lymphocyte count declines that met protocol-specified discontinuation criteria,
which resolved within 11 weeks
»  MK-8527 6 mg: lymphocyte nadir 0.80 x 10°/L (36.5% ), CD4 nadir 313 cells/mm?® (grade 1; 51.4% |)
*  MK-8527 12 mg: lymphocyte nadir 0.61 x 10°L (grade 1; 54.1% |)

>
PK Efficacy Threshold = 0 03 pmol/10°6 cells

MIB527-TP in PBMCs (pmol/ 1046 cells)

0 12 168 b} 1% & 4 53 [ 2 0 B 188 2N XN Q0 M S T2 OTSHE M R e

" o _ T No Meaningful Change in Total Lymphocyte Count or CD4 Count for
Doy - | MK-8527 Doses up to 12 mg oral QM
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Safety and Pharmacokinetics of MK-8527 Oral Once-Monthly:
A Phase 2 Study in Adults at Low Risk of HIV-1 Exposure, oral
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MK-8527 Phase 3 Program for PrEP

EXPrESSIVE-10 -

® « adolescent girls and young women at
greater likelihood of HIV-1 exposure

° . N ~ 4580
& ® / e Kenya, South Africa,
@ o/ Uganda EXPrESSIVE-11
oy AN People at greater likelihood
of HIV-1 exposure
N ~ 4390

| ° ? ‘ Argentina, Brazil, Chile, Colombia,
Dominican Republic, France,
Guatemala, Kenya, Malaysia,
Peru, Philippines, South Africa,
Switzerland, Thailand,

USA, Vietnam
NCT 07044297
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=*\What we know for sure:
= TDF and EFV lead to attenuation of weight gain.
= Switch from or stopping of these agents leads to a jump in weight

= PWH starting ART often gain weight
= Especially if CD4 cell countis low, HIV RNA is high
= PWH starting BFTAF or ISL/DOR experienced similar weight gain

*=\What we don’t know:

= Whether or not TAF cause weight gain
" Whether or not INSTI cause weight gain
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Predictors of Weight Gain Among People with HIV over 3-Year Period

IAS 2025 July 13-17 Rwanda

Richard A Elion7, Joshua Gruberz, Janna Radtchenko 7, Paul E. Sax3, Megan Dunbarz, Joseph J. Eron4, Cal Cohenz, Grace McComsey5

©
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Data Source and Study Design

TRIO HIV Research Network Database
* Electronic medical records (EMR) data
from 12 geographically distributed
health clinics in the US.
Retrospective case-control design
» Case: significant weight gain
* Gain 210% with concurrent shift to a

higher Body Mass index (BMI)
category;

* Gain 210% among those identified as
obese at baseline

+ Control: minimal weight gain
* Gain >0% up to <5%.

Methods

Inclusion Criteria

* Adult people with HIV (age 218)
* In care between Jan 2015 - Aug 2023

« Virally suppressed at baseline:
o Ifon first ART, HIV RNA < 200 copies/mL for > 6
mo, 212 mo since first ART initiation

o Ifwith 21 prior regimen, HIV RNA < 200
copies/mL at regimen initiation

« Virally suppressed at 3 years since baseline (HIV RNA
<200 copies/mL)

+  With weight measurements at baseline and 3 years (+/-
3mo)

* No evidence of participation in clinical trial during study
period.

©

RIAS 2025

% PWH

30%

25%

20%

15%

10%

5%
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Distribution of Weight Change at 3 Years

41% lost or did not gain

A

7%

Lost 210%

N%

Lost 5-9.9%

23%

Lost up to 4.9%
or no change

Controls:
n=2712

26%

Gained 0.1-4.9%

Weight change at 3 years (N=10,413)

17%

Gained 5-99% Gained 210% no

4%

shift to higher
BMI or obesity
at baseline

Cases:
n=1274

12%

Gained 210%
and had a shift
to higher BMI

or obesity at

baseline
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CART: a machine learning approach that creates
intuitive decision trees to predict outcomes by

splitting data into subgroups based on individual
characteristics.

CART

Variables associated with significant weight gain
(210% with BMI shift):

* baseline BMI

* younger baseline age

« female gender

« Blackrace

* lower baseline CD4 count.

No ART factors were identified as significant
predictors of weight gain.

13-173uly - Kigali, Rwanda ias2025.0rg

Key Predictors of Significant Weight Gain:

Key Predictors of Significant Weight Gain

Independent Importance to  Normalized
Variable the model Importance
Baseline BMI 0.015 100%
Age 0.015 99.1%
Gender 0.007 42.5%
Race 0.004 27%
Baseline CD4 0.001 9.2%

in 210%

BMi shift

Age =45 Age >45
Blackrace niceor l o ( weie |

BaselineBM  Baseline BMI
>22kg/m2 <25ka/m2

Female

| Male

Baseline BMI Baseline BMI
S27kglm2 | >23kg/m2

CD4>230

CD4 <230
cells/mm3

©
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« Key significant predictors:
* Black race,
+ female gender,
* baseline age 18-29,
* normal baseline BMI,
+  CD4 <200 cells/mm3,

+ no TAF/TDF exposure 12 months pre-
baseline (vs. TAF exposure).

* Non-Significant Predictors:
* NRTI usage during 3-year observation

* INSTI, PI, NNRTI usage during 3-year
observation or prior to baseline.

|| BaselineBMI
kg/m2

calls/mm3 |~ 52
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Key Predictors of Significant Weight Gain:
Logistic Regression

Black race — 1.3[1.1, 1.5], p= 0.002
Female —_—— 2.1[1.7, 2.5), p= <0.001
Age 30-39 vs 18-29 —— 0.7 (0.5, 0.9], p= 0.003
Age 40-49 vs 18-29 . 0.5 (0.4, 0.6), p= <0.001
Age 50-59 vs 18-29 - 0.3 [0.3, 0.4], p= <0.001
Age 60+ vs 18-29 * 0.20.2, 0.3}, p= <0.001
Obese baseline BMI vs normal/underweight —— 0.7 [0.6, 0.9], p= 0.002
Overweight baseline BMI vs normal/underweight - 0.6 [0.5, 0.7], p= <0.001
Baseline CD4 <200 vs. 2200 —_— 1.6 [1.3, 2.1], p= <0.001
TAF vs no TAF/TDF 12 mo pre-baseline —— 0.7 [0.6, 1), p= 0.026
TDF vs no TAF/TDF 12 mo pre-baseline ——— 1[0.8,1.3], p= 0.995
TDF->TAF switch vs no TAF/TDF 12 mo pre-baseline —_—— 1[0.6, 1.5], p= 0.836
TAF->TDF switch vs no TAF/TDF 12 mo pre-baseline - 0.4[0.1,1.1], p= 0.074
0 1 2 3 4
— —

OR<1 less likely OR>1 more likely Adjusmd Odds Ratio - OR [95% CI]

to have gain 210% +
BMI shift
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ACTG A5391: A Randomized Multicenter 3-arm Controlled Trial for People with Obesity on Integrase Inhibitors and Tenofovir Alafenamide switching to
Doravirine, with or without Tenofovir Disoproxil Fumarate (The DO-IT Trial)

IAS 2025 July 13-17 Rwanda

John Koethe, MD

: © Results
© Study Design RIAS 2025

RIAS 2025
« A 48-week, 3 parallel group, open-label, multicenter, superiorit * From July 2021 to November 2023, 145 participants from 25 sites in
randomizec'l, controlleg trial in adult PWH with obesity on an INETI r the US rar_ldomlze_d to DOR+TAF/FTC (n.=47)' D9R+T.D.F./FTC (n=49),
(bictegravir [BIC], dolutegravir [DTG], or raltegravir [RAL]) and TAF/FTC for or to continue their INSTI+TAF/FTC regimen (n=49) initiated study
at least 48 weeks with sustained viral suppression. treatment.
« Statistical power for a 5% between-arm treatment effect on bod_y_wei?ht + Forty-nine percent were female, 53% Black, and 18%
(either DOR arm vs. INSTI) after 1 year was 80% with 150 participants Hispanic/Latino.

+ At entry, median age was 49 years; BMI 34.9 kg/m?; waist
circumference 111 cm, and CD4+ T cell count 688 cells/pul.

Arm 1: Switch to DOR+TAF/FTC | « Median time on current INSTI+TAF/FTC was 3.4 years; 86% were
taking BIC, 13% DTG, and 1% RAL, all with TAF/FTC.

« Sixty-five percent of participants had a >10% weight gain in the first
| Arm 3: Continuation of INSTI+TAF/FTC ! 1-3 years of INSTI-based ART.

Week 0 Week 48

Obese (BMI >30 kg/m?) |
persons on RAL, DTG,
or BIC + TAF/FTC | Arm 2: Switch to DOR+TDF/FTC |

"Median time on current INSTI+TAF/FTC was 3.4 years; 86% were taking BIC, 13% DTG, and 1% RAL, all with TAF/FTC."
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With

Pair

in Arm:
N Est. (97.5% CI)
\Weight Changes

DOR+TAF 39 } & | -0.47 (-2.09, 1.14)

DOR+TDF 45 b & { -2.73 (-4.22, -1.23)

INSTI+TAF 43 f L 2 -1.84 (-3.37, -0.30)

T T T T T
-5.0 -25 0.0 25 5.0
Estimate (95% Cl) [%]

wise Treatment Arm Comparisons:

Est. (97.5% Cl) P-value

'Weight Changes
DOR+TAF vs INSTI+TAF } R 2 |
DOR+TDF vs INSTI+TAF | S 2 i
Favors DOR <<< >>> Favors INSTI

1.36 (-1.20, 3.92) 0.23

-0.89 (-3.34, 1.57) 0.41

T T T T

-5.0 -2.5 0.0 2.5

Estimate (97.5% Cl) [% points]

5.0
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Primary Outcome: Weight
Change at 48 Weeks

All study arms lost
weight. There was no
evidence that a
switch to DOR
affected 48-week
changes in weight
compared to
continued INSTI +
TAF/FTC, and 97.5%
confidence intervals
were <5 percentage
points
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First experience of dual antiretroviral maintenance regimen in West and Central Africa compared with continuing 3-drug current antiretroviral regimens
(CARs): week 96 results from the MODERATO trial (ANRS -MIE 12372)

IAS 2025 July 13-17 Rwanda

(F. FADIGA)
StUdY deSign 3 Primary outcome Primary endpoint .
@ Number of participants : 480 ?;?;gz;?g%st;vfggsweeks; HIV RNA<50 copies/mL
QIAS 2025 Competitive recruitment |algorithm Snapshot FDA) at W96 (FDA snapshot)

Alive and active follow-up

: A = And last available viral load <50 . ‘
Countries . - copies/ml Non-infer

]

Cote d'Ivoire Burkina Faso Cameroun And still following the strategy criteria |
*HIV-1 infected assigned at randomization

= +Age of majority in the

o co?mtry itk § - 9s% 9s% TSN

3 || TDF+XTC+EFV for at 3 e

2 least two years, or g- p < L

= || “TDF+XTC+EFV for at . . _ g

B || jeast two vears then 3 Arm 2: ATV/r +3TC (n=160) £

o || DTG+XTC+TDF, or ~ \ < g "

=] ( 3) v

6 [ e ™ - : Arm 3: TDF + 3TC + EFV/ 3.

= — DTG + 3TC+ TDF (n=160 2

g » Plasma HIV-1 RNA<50 (@) < ( ) 7 ; -

3. copies/mL = | wo w4 w8 w12 W24 W36 W48 W60 W72 W96 e A% 1% <i% 1.9% 19% <y
'Ag Hbs negative 'of:::v?:p . HIV RNA<S50 copies Virologic non response No virologic data
*Informed consent *W100 : if viral load at W96 detectable

13 - 17 Wiy ; ias2025.0rg W 07GeaT ATV 3T Triple therapy
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Evolution of weight changes

Evolution of mean weight changes (Kg) by treatment arm

6
Delta(W96-D00) DTG+3TC vs ATV/r+3TC
1.14 Kg [-0.03; 2.31], p-value=0.057
5
4
3.73 Kg
(P-v@lue<0.001)
3 4
2

.55 Kg

Adjusted* mean change in weight from baseline (Kg)

0 4 8 12 24 36 48 72 84 96
Times (weeks)
Treatment arms
ATV/r + 3TC (n= 160) DTG + 3TC (n= 160) TOF + 3TC + EFV (n= 149)

*Estimated mean change from baseline was calculated using mixed-model repeated measures adjusting for visit, baseline weight
(continuous), intial BMI, treatment arm, gender, age (continuous), initial CD4 cells count (continuous), ART treatment duration, and
interaction between treatment arm and visit , and between baseline weight (continuous) and visit
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EXPLORING THE RELATIONSHIP BETWEEN DOLUTEGRAVIR &
DIABETES USING PROGRAMMATIC DATA OF CLIENTS ON ART IN
LUBOMBO & MANZINI

S.Haumba” T. Maseko’, F. Khumalo. S. Ojoo*?

Study Design & Population

Study Setting
Manzini &
Lubombo regions
of Eswatini - 86
facilites

Study Population
g - S e g Study Design
on Seplember 3U :
2024 Retrospective review of
T programmatic data for patients
registered in the Client
Management Information System
at the end of 30 September 2024
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S. Haumba * T. Maseko’, F. Khumalo. S. Ojoo 12

Fouy
Foih
0

E} 1. Center for Global Health Practice and Impact, Georgetown University, Clinical Services, Mbabane, Eswatin
2. Center for Global Health Practice and Impact, Georgetown University Medical Center,

A

GEORGETONX, UNITERS
o fr otttk Pt

RESULTS

70955 participants were included in the analysis, and overall T2DM prevalence was 1.1% [0.8-
1.4%].

The prevalence was higher among clients on a non-DTG based regime (2.7% [2.2-3.4))
compared to those on a DTG-based regimen (1.0% [0.7-1.2]).

A higher prevalence was also observed among clients who never transitioned to a DTG-based
regimen (1.9% [1.3-2.4]) compared to those who transitioned (1.2% [0.7-1.6]).

Predictors of T2DM were age >40 years (aOR:3.3 (2.4-4.7; p<0.001); BMI (aOR:1.1 (1.05-1.09);
p<0.001) and duration on ART (aOR=1.0 (1.00-1.01), p<0.001).

Being on DTG (aOR:1.1 (1.05-1.09), p<0.001) was protective from T2DM.
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EXPLORING THE RELATIONSHIP BETWEEN DOLUTEGRAVIR & S. Haumba' T. Maseko’, F. Khumalo! S. Ojoo®?
DIABETES USING PROGRAMMATIC DATA OF CLIENTS ON ART IN
LUBOMBO & MANZINI

S.Haumba” T. Maseko’, F. Khumalo. S. Ojoo*?
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= \y == @F 1. Center for Global Health Practice and Impact, Georgetown University, Clinical Services, Mbabane, Eswatin
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Proportion of diabetic cases by Proportion of Diabetic Cases
ART Duration by Duration on DTG
R? =0.30: p= 13 15
14 =0.30; p=<0.001 ; R =-0.20; p=<0.001
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Figure 3: Comparison of T2DM cases between duration on ART and duration on DTG.
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S. Amaral!, A.
Recurrent falls as a marker for frailty in virologically suppressed PLWH in Salvador, Brazil: 17% Falls Prevalence, 5.4% Recurrent Falls: 52 Med Age Tolentino', D.

1 =
IAS 2025 July 13-17 Rwanda Zeballos', |. Montarfio

Castellont, M.
Arriaga', K. Page?, C.
Brites?

Table 1: Logistic regression with any falls and recurrent falls as the outcomes
among the study sample of PLWH with undetectable VL, Salvador - Brazil.

RESULTS

A total of 222 people living with HIV were evaluated. The prevalence of falls in one year was Variable Sig. Adjusted OR 95% CI

17.1%, while the prevalence of recurrent falls was 5.4%. Most participants were male (60.4%), Any falls (outcome)

with a mean age of 52,7 (x10,7) years, had more than 8 years of schooling (64.4%), and self- Female sex 0.001 3.94 (1.73 - 8.94)

identified as Black or mixed race (89.0%). The median current CD4 T lymphocyte count was Status civil (single) 0.016 0.33 (0.13 - 0.81)

672 cells/pL (IQR 473-831), while the median nadir CD4 count was 199 cells/pL (IQR 74-318), ( dwosrtczt(;ij vfill;‘we & 0.26 0.54 (0.19 - 1.56)

additionally, 57.6% of participants had a history of AIDS. CNS medications use 0.04 3.90 (1.05 - 14.42)

In the logistic regression, any falls were associated with female sex, the use of central nervous Recurrent falls (outcome)

system medications, and being single. For recurrent falls, female sex, the use of Female sex 0.036 4.23 (1.10 - 16.20)

benzodiazepines, and frailty were associated factors. Fraitty 0.024 6.9 (1.28 - 33.36)

Pre-frailty 0.64 0.70 (0.16 - 3.07)

Benzodiazepines use 0.022 10.22 (1.40 - 74.79)
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THE GEORGE

WASHINGTON Prevalence, Incidence, and Risk Factors for Dermatologic

o Conditions in People with HIV in the Modern Antiretroviral Era:
A Cohort Study in Washington, DC

Yagiz Matthew Akiska, BSE'2; Morgan Byrne, MPHZ; Mana Nasseri, BS?;
Adeline Koay, MBBS, MSc?; Michael A. Horberg, MD, MAS45; Anne Monroe, MD?;

#2 THE DC COHORT Adam Friedman, MDS®"; Natella Rakhmanina, MD, PhD1.78*

On Behalf of the DC Cohort Executive Committee | *Co-senior authors with equal contributions

» Longitudinal study of 11,738 adults with HIV (=18 years) receiving care at 14 sites in Washington, DC (2011-
2024) 3; participants enrolled by 9/30/2023 with 21 CD4 count and 22 HIV-related visits, followed through last
visit or 12/31/2024.

» Dermatologic diagnoses were identified using ICD-8/10 codes and categorized as infectious, inflammatory, or
cutaneous malignancies (CM).

* Prevalence was assessed in the full cohort and incidence trends were analyzed among participants newly
diagnosed with HIV within 12 months of enroliment and without baseline skin disease.

» Multivariable logistic was used to assess factors associated with the presence of infectious, inflammatory, or
malignant dermatologic conditions adjusting for demographics, immune status, site type, and behavioral factors.

« Among 11,738 PWH, 49.3% had =1 dermatologic diagnosis (Figure 1):
* Infectious DDs: 41.5% (most common: dermatophytosis 19.9%, HSV 13.0%, viral warts
12.3%)
+ Inflammatory DDs: 28.2% (follicular disorders 5.6%, seborrheic dermatitis 4.6%,
alopecia 4.1%)
« CM: 5.8% (HPV-SCC 2.8%, carcinoma in situ 1.3%, Kaposi sarcoma 0.9%)
* Incidence declined from 2011 to 2024 for all categories: Infectious: 388 — 34 per 1,000,
Inflammatory: 306 — 60 per 1,000, Malignant: 31 — 6 per 1,000 (Figure 2, p<0.001);
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Figure 1. The Number and Frequency of Dermatologic Conditions (N=11,738).

Abbreviations:
HPV = Human Pagillomavinus;
HSV = Herpes Simplex Virus,
MRSA = Methidllin-Resstant Staphylococcus aureus;
4863 SCC = Squamous Cell Carcinoma;
— SIS /TEN = Stevens-Johnson Syndrome / Toxic
Epidermal Necrolysis.
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Figure 2: Incidence Trends of Dermatologic Conditions among Newly Diagnosed PWH between 2011 and 2024.

Rate (per 1000)

*

Year
Skin Condition Categories = Aay Condfion = Cutanecus Malignancy Infactious Irfammatory

Number At-Risk

nflammatory 160 289 380 432 513 539 605 652 665 598 545 500 482 372

fectious 180 254 387 434 512 518 581 625 540 875 526 435 453 358

Cutaneous Malignancy 180 257 398 465 552 532 673 748 776 728 686 645 633 524
Any Condion 160 284 366 403 432 486 537 565 563 483 427 382 361 250
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THE GEORGE

WASHINGTON Prevalence, Incidence, and Risk Factors for Dermatologic
ey Conditions in People with HIV in the Modern Antiretroviral Era:
A Cohort Study in Washington, DC

Yagiz Matthew Akiska, BSE'2; Morgan Byrne, MPHZ; Mana Nasseri, BS?;
Adeline Koay, MBBS, MSc?; Michael A. Horberg, MD, MAS45; Anne Monroe, MD?;

#2 THE DC COHORT Adam Friedman, MDS®"; Natella Rakhmanina, MD, PhD1.78*
On Behalf of the DC Cohort Executive Committee | *Co-senior authors with equal contributions

« Multivariable risk factors (Table 1):

« CM: older age (aOR 1.15), cisgender female (aOR 6.57), public insurance (aOR 1.44),
male-to-male sexual contact (aOR 1.52)

« Inflammatory conditions: cisgender female (aOR 1.30), higher CD4 (aOR 1.37), public
insurance (aOR 1.45), community site care (aOR 1.26), MSM (aOR 1.24), and alcohol
use (aOR 1.14)

« Infectious conditions: history of opportunistic infections (aOR 4.04), lower CD4 (aOR
1.88), public insurance (aOR 1.33), community care (aOR 1.28), MSM(aOR 1.24),
alcohol use (aOR 1.17), smoking (aOR 1.15).
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