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Low level viremia and transmission Naive GLP-1 agonists and weight, liver
modeling e DOR-ISL vs BFTAF fat, CVD risk, smoking, and more
PURPOSE 1 & 2 Follow-Up Data  DTG/3TC->CAB/RPV VOLITION Inflammatory markers and CVD in
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ANRS PREVNIR Follow-Up DOR-ISL vs SOC - 96 week data

PrEP user characteristics in US ISL-LEN Wesldy v BFIAF - 98 wasi
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EBONI LA CAB Black Women in US BIC-LEN vs BFTAF Science under siege
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Overview of new agents (coming and

possibly coming) LEN +TAB + ZAB What you can do

Overview of new agents (coming and
possibly coming)
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%:?;ii%:;::s Bloomberg School of Public Health, eve nts were aSSOC|ated W'th a VL <1 ’000 COpieSImL
(Broyles et al., The Lancet, 2023).

Baltimore, MD, USA

Financial Relationships:

Mr Martin reported no relevant financial relationships with ineligible companies.

However, among studies with index partners on treatment:

<1,000 copies/mL (Cohen et al., NEJM, 2016)
* Partners PREP: 1/3 linked infections had index VL
<1,000 copies/mL (Mujugira et al., JAIDS, 2016)

* HPTNO52: 1/8 linked infections had index VL
F
D

In 2023 the World Health Organization released a policy
stating that ““People living with HIV who have a suppressed
but detectable [low-level viremia, 200 — 1000 copies/mL]
viral load and are taking medication as prescribed have LLV is less stable than viral load (VL) that is undetectable,

. 2 . _— ; and no recent studies have
almost zero or negligible risk of transmitting HIV to their rigorously quantified the resultant transmission risk.

sexual partner(s).” Our goal was to quantify transmission LLV does not always persist in individuals on treatment.
risk (and uncertainty) associated with low level viremia and
its implications in settings with infrequent VL monitoring.




HIV Prevention: Low-Level Viremia and Transmission

METHODS: DATA

We utilized epidemiological and virological data from
>15,000 participants with HIV in the population-based Rakai
Community Cohort Study (1995-2022).

TRANSMISSION COHORT: We utilized longitudinal HIV
testing and viral load monitoring from monogamous
cohabitating serodiscordant (HIV+/HIV-) couples. We
estimated the relationship between index viral load and rate
of transmission using a mechanistic model of viral
transmission.

Index person (HIV+) f ‘ ﬁOOOO

o
Partner (HIV- — HIV+) ‘F> -0

VIRAL LOAD COHORT: Paired viral load measurements
from 91 people living with HIV on treatment were used to
quantify stability of low-level viremia and simulate viral-load
trajectories over 12-months of follow-up.
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Data

Rakai Community Cohort Study
Population-based open-cohort
1995 - 2022, ART uptake ~2010
>15,000 participants living with HIV

@ L & S _ .0
| My ok - e oo

Rakai Health
Sciences Program

. 4

Partner (HIV- — HIV

———

Index person (HIV+) »

e ; C
-
T>
)\* SJLC @ 0

Follow-up 90 Seroconversions

couple-years
seroconversions

iy ol : |
all 200-1.000 = 200-1.000
copies/mil copies/ml

index VL

Nine of 111 (8%) seroconversions in monogamous
cohabitating serodiscordant couples occurred with low-
level viremia in index person



HIV Prevention: Low-Level Viremia and Transmission

RESULTS

We fit this model to 93 seroconversions among 940 couple-years of follow-up from 415 monogamous
serodiscordant couples. We focused on pre-treatment index partners as their viral loads are more
stable and informative of the relationship between viral load and transmission rate.

25
We estimate 2.9 (95% Cl 1.1-7.5)

- 20 transmissions per 100 person-
58| years at a viral load of 1,000
25 copies/mL
£3 We estimate 0.6 (95% Cl 0.2-2.1)

o9 transmissions per 100 person-

3 years at a viral load of 200

6 copies/mL
viral load (log;o copies/mL)
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We simulated viral load dynamics during 12 months of
follow-up after initial LLV

viral load
(log1g copies/mL)

transmissions/
100 person-years
= =h N N
o (4] o O,

o
o

O
o

Fixed (Andrade et al., JID, 2013) | Fit (ACTG) | Fit (RCCS)
6 ] VL peak —— VLr:ffay
E )
LY VL growth
4 o rate T
VL decay rates \ post-rebound
on treatms VL
rate of treatment
2 ‘r‘/ cessation
\ A
O 1 L L L}
0 90 180 270 360
days
Dynamic

low-level viremia

90 365
Timeframe of
VL monitoring (days)

We estimate 1.3 (95% CI1 0.8-
2.0) transmissions per 100
person-years from the
average individual with low-
level viremia accounting for
viral rebound.

This risk could be reduced
by 94% [93%-96%] with 90-
day monitoring vs. annually
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HIV Prevention: Low-Level Viremia and Transmission

Results (continued) Key takeaways

Dynamic

low-level viremia « 2.9 (95% CI 1.1-7.5) transmissions per 100

2.5 person-years at a viral load of 1,000 copies/mL
® 20 * 1.3 (95% CI 0.8-2.0) transmissions per 100
D o < person-years on average from individuals with low-
S <1>" level viremia accounting for viral rebound
g g 1.5- « Only 6% (95% CI 4-7%) of transmissions from
= people with low-level viremia on ART are predicted
=
) o 1.0 to occur in the first 90-days post-monitoring,
% g- suggesting a role for more frequent testing
| -
- O
- 0.5 Transmission risk from individuals on treatment
) with low-level viremia may be sufficiently high to
0.0 warrant reconsideration of recent policy guidance.

90 365

timeframe of v
VL monitoring (days) ,EE m> m’

NIH NIAID RO1AI155080 RO1AI1143333



HIV PrEP - Long-Acting LEN

€he New York Times

Regulators Approve a Twice-Yearly
Shot to Prevent H.1.V. Infection

The drug could change the course of the AIDS epidemic. But the
Trump administration has gutted the programs that might have
paid for it in low-income countries.

P Listen to this article - 6:18 min Learn more

%‘ Share full article &> D

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

PURPOSE 1 and 2 Study Designs

“PURPOSE 1

Cross-Sectional Incidence Cohort

Randomized Cohort

SC LEN every 26 weeks*
n= 2134

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 verdght > 1 g, «GIR > 60 /e, ot pregrant ), Recency sy dita vere used to estimate background HV Fcidnoe (ponars testing MY poskthe vare refors
arwbyes; Wackground HIY incidence & the incidence espected vwithout PP that veoukd hene been expected i a placsbo group (the counterf
the st participent vee randombaed in Decerrber 2023, COM, chgender mery «OFR, estimsted glomeruber fltration rate; FITAF, emtricitabine tencfour alaferumide; F/TOF, entrictabine/tenofov deoprosd fumeraste; GNB, gender runbinery;, LEN, lenacapeanir;

HIV
F/TAF oral daily*
i i n=2136'
Screen
population of F/TDF oral daily
cisgender (active control)* n = 1068'
women * ||
r T 1
Aged 16-25 Week 0 26 > 52
years
HIV Background |
> positive HIV incidences
test? (n = 8094)

ClinicalTrials. gov: NCTO4994509

PP, re exponge prophyls, SC, shotaneosn, TOM, armgender (e, TOW, tarsgendes «amen

wl MV incidence

Py 8 ,
“PURPOSE 2

Cross-Sectional Incidence Cohort

SCHOOL OF
MEDICINE

Randomized Cohort

2 SC LEN every 26 weeks" n =
2179f
HIV
+ negative H
1 F/TDF oral daily
Screen
population of (active control)® n = 1086' >
CGM, TGW,
TGM, GNB*" . \
m 216 Week 0 26 252
yoors HIV Background
> positive HIV incidences
testd (n = 4634)

10 MV care), *Phn the alternetive SC/oral phacoti; ' nusvben represent the full arslyshs st for officacy

*The firnt participant vas soreened In une 2021, the S0th percentie participant ves andomtaed n Augst 2003, and

ClinicalTrials.gov: NCTO4925752
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€he New York Times

Regulators Approve a Twice-Yearly

Shot to Prevent H.LV. Infection ¥ PURPOSE 1: Zero HIV Infections ~ PURPOSE 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.

2.37
2.41

34 2.02 1.69

P Listen to this article - 6:18 min Learn more % Share full article &> D

0.93

HIV Incidence per 100 PY (95% Cl)»b
HIV Incidence per 100 PY (95% CI)«¢
~

0.10
0

0 I 0 ;

Background LEN FITAF F/TODF Background LEN F/TOF
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

Ol o becgroand HV nckionce group, BB LD, 2104 £/TAF, 21036 1 /TOF, 1008, W% On: Seackaround MV inchionce grosp, 1021 1%; LR OO 9% 1 /TAF, 144205 1/T00, 0.9 2.4 “Ovarall 1 Bachgrond MV inckionce grovp, 4634 LU 212, 11X, 08,
S O background MY odonos group, 1649 1407, LD, 0002 0% FIT0F, 08 108,
PY, o o

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



Long-Acting LEN Extended Follow-Up: Efficacy

Twice-Yearly Subcutaneous Lenacapavir
for PrEP: Updated HIV-1 Incidence and
Safety Data in PURPOSE 1 at the

End of the Randomized Blinded Phase

Nkosiphile Ndlovu,' Moelo Malahleha,? Yashna Singh,* Flavia Matovu Kiweewa,* Sarah B Puryear,®
Alexander Kintu,’ Christoph C Carter,® Priyanka Arora,’ Yang Zhao,> Cheryl Louw®

Randomized Blinded Phase

“Bhicst ok End of RBP®

Pre-specified
(conducted when 50% of
participants had reached
Day 1 Day2 Week 26 NP Woek 82) Week 52 l
| i | |

. LEN SC every 26 weeks s« (n = 2134b)
> + F/TDF oral placebo daily
F/TAF oral daily “ (n = 2136%)
+ LEN SC placebo every 26 weeks
F/TDF oral daily “ (n = 1068%)

+ LEN SC placebo every 26 weeks

Cisgender
adolescent girls
and young women
aged 16-25 years

LEN OLE phase

LEN SC every 26 weeks

HUNC
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Lenacapavir for PrEP:

HIV-1 Incidence and Safety from
PURPOSE 2 at the End of Randomized
Blinded Phase

Valeria D Cantos,' Kathryn Mngadi,? Khuanchai Supparatpinyo,? Nkosiphile Ndlovu,* Juan Carlos Hinojosa,>
Marcelo Losso,® Namrata Shah,” Susanne Doblecki-Lewis,? J Carlo Hojilla,? Lillian B Brown,?
Priyanka Arora,? Pamela Wong,? Christoph C Carter,? Beatriz Grinsztejn,'? Susan Buchbinder"

Randomized Blinded Phase

Pre-specified Present analysis
Primary Analysis' End of RBP®
(conducted when 50%
of participants had
Day 1 Day2 Week 26 rosched NP Wek ) | Week 52 l
Ll | ! | |

LEN SC every 26 weeks -waa-  (n = 2179)
+ F/TDF oral placebo daily

F/TDF oral daily ~ (n = 1086)
+ LEN SC placebo every 26 weeks

Cisgender men
and gender-
diverse people
aged 2 16 years®

LEN SC every 26 week
LEN OLE phase




Long-Acting LEN Extended Follow-Up: Effiacy

“PURPOSE 1

Primary Analysis' End of Randomized Blinded Phase®

1.94
2.02 1.69 ;
3 - (1.44-2.76) (0.96-2.74) 1.98  (1.25-2.86)
= m SC LEN | I : (1.48-2.59)
O m Oral F/TAF !
g R ® Oral F/TDF :
con 21 -
- ol .
23 E
-
R V1 ;
3 0.00 : 0.07
- (0.00-0.19) ' (0.01-0.25)
0 +
No. participants: 2134 2136 1068 2134 2136 1068
HIV acquisition: 0 39 16 2 52 25
PY of follow-up: 1939 1932 949 2953 2630 1291

There were 77 incident HIV infections in the oral PrEP arms and

2 incident HIV infections in the LEN arm
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P
“PURPOSE 2

End of Randomized
Blinded Phase?

Primary Analysis’

w
)

uSC LEN

= Oral F/TDF
0.93

(0.43-1.77) 0.92

(0.48-1.61)

~N
A

--
"

0.10
(0.01-0.37)

0.11
(0.02-0.31)

HIV Incidence
per 100 PY (95% Cl)

0 4

No. participants: 2179 1086 2179 1086
HIV acquisition: 2 9 3 12
PY of follow-up: 1938 967 2843 1305

There were 12 incident infections among participants randomized to F/TDF and
3 incident infections among participants randomized to LEN
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LEN Plasma Concentrations in Participant C

= Young woman tested positive for chlamydia at
Week 52
S nlls . . s e = HIV diagnosed clinically on-study at Week 65 by o i S i
HIV Acquisition in LEN-Randomized Participants typical serologi testng; retrospective RNAtest £
° found to be positive at Week 52/0LE Day 1 £
During PURPOSE 1 and PURPOSE 2 — :
Diagnostics LEN (Randomized Blinded Phase) (OLE) E
bl c .
Study Presented  Participant B Ssiccomiec Wiaciad S Studyvisitweek | BL 4 8 |13 26 3 SN BN g v g 1 (15.5 ng/mi)
Open-label F/TDF Study day 0 30 57 92 183 274 365 456 w{ * " 5
W Open Rapid Ag/Ab DO EIEE (-) (-) (-) E HIV diagnosis
‘ LEN SC injection Central Ag/Ab )| ) ) () (+) po L 3 100 concestration
HIV-1/2 Ab diff Ind 44.6 ! ml-
© Negative HIV test Qualitative RNA (+) m,y‘ S $ <
Quantitative RNA, BL 4 8 13 26 ¥ 52 65
® HIV diagnosis c/ml © © > s Study Visit (Week)
Participant C received all LEN injections on time and was diagnosed with standard HIV serologic testing;
LEN concentrations were within the range of the prespecified subset of participants analyzed for PK®
PURPOSE 1 1S C (new) ‘ ‘ Week 52 g prese biat y
presentation 500 © ) =) [ T zed for L 6), W39 (1 = 129), W2 (n = 73), WS (n = 23), indicated as crcles in the graph

Switched to open-

This ‘ Missed study visits® label F/TDF

i
PURPOSET  presentation (W) Y-S S N\N\N\NNWWWWWOJ]]® Week 95

LEN Plasma Concentrations in Participant D
= Young woman had last LEN injection at Week 26, then

0 10 20 30 40 S0 6 70 8 9 100 missed Week 52 injection s BTOpen
Study Week = Transitioned to open-label F/TDF at Week 82; HIV- = n Median LEN concentration®
negative at that time g e e
& e et 0 Eeenaai S0 mdas = HIV diagnosed at Week 95, 487 days after last LEN Ew 23 F
ral 049 presented at: HIV Glasgow; November 10-13, 2024 K. 2. Velley CF, et al. N Engf J Med, 2005;392:1261-76 injection S
1 ] 104 (15.5 ng/ml)
HIV LEN (Randomized Blinded Open-label | . e NS il
Diagnostics Phase F/TDF § HIV
Study visit week BL 4 8 13 26 39 52 82 95 S diagnosis
Study day 0 30 57 92 183 271 579 670 o
Rapid Ag/Ab () G| () () ) Mised () *+) é w
Central Ag/Ab ) ) ) Missed () (+)
HIV-1/2 Ab diff (HIV-1+) m ‘ ‘ diagnosis: 0.65 ng/ml
K

Qualitative RNA BL 48 13 26 ¥ 2 65 82 95

t)\‘;’“\‘vlmt;\two RNA, | ) © | 134,000 Study Visit (Week) m

Participant D was diagnosed with HIV-1 after LEN discontinuation, while receiving open-label F/TDF,
approximately 16 months after the last LEN injection
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HIV Acquisition in LEN-Randomized Participants

During PURPOSE 1 and PURPOSE 2 LEN Plasma Concentrations in Participant E with
Study Presented Participant . RTINS SeroconverSion

B Open-label F/TDF

i LEN SC injection * Young gender-diverse person with history of rectal chlamydia at LEN Concentration
screening and Week 26 (Day 176), and rectal gonorrhea at Week
© Negative HIV test 26 (Day 176) — Participant E

10’ . o
Median LEN concentration®

: —— ® HIV diagnosis * Diagnosed with HIV at Week 52 (Day 352) ~ Sth and 95th percentiles?
-
HIV -
Diagnostics LEN (Randomized Blinded Phase) ? i
= € v
Study visit w52/ 2
aas BL w4 ws | wi3 | w26 | w39 OLE Dt g " R s
Rapid Ag/Ab (-) () () (| © () () §
I T Tom T Teoxc i el a2 1 o | < HIV diagnosis
i Central Ag/Ab (-) (-) (-) (-) () () (+) S
Thi é ‘ 0 Week 52 : 10° Iy g
. i o entration
PURPOSE 2 S E (new) CED ' B 5 HIV-1/2 Ab diff Ab() | & i
presentation Quantitative s Y 3 3 14.2 ng/ml.
‘ RNA, c/mL - gl Rz o T T T S T SR
0 10 20 30 40 50 60 70 80 % 100
Study Visit (Week)
Study Week HIV diagnosis
Study Week

Participant E was diagnosed with standard HIV testing at Week 52. This participant received all injections

on time and LEN concentrations were generally within the range of the prespecified subset of participants analyzed for PK®

JK. 2. Kelley CF, et al. N Engl J Med. 2005;392:1261-76.

*Missed LEN injections.
F/TDF, emtricitabine/tenofovir disoproxil fumarate; LEN, lenacapavir; SC, subcutaneous.
1. Ogbuagu O, et al. Oral 049 presented at: HIV Glasgow; November 10-13, 2024; Glasgow, UK. 2. Kelley CF, et al. N Engl J Med. 2025;392:1261-76.
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Participants Who Acquired HIV
PURPOSE 1 PURPOSE 2

5345 3271
Received > 1 dose of study drug Received > 1 dose of study drug
(2:2:1, LEN:F/TAF:F/TDF) (2:1, LEN:F/TDF)
| 1
1 1
" 'Y
—— i
5338 3265
Efficacy analysis population Efficacy analysis population
| l ) f 1 )
o ¥ o ¥ o ¥ o ¥ o ¥ o ¥
o, i [ [, oy p—
7 “ e 24 6 1 4
Baseline Incident infections Additional incident infections Baseline Incident infections Additional incident infections
infections' Primary analysis? through end of RBP infections’ Primary analysis? through end of RBP
1 1 | 1 1 1
| | l | | | | | | | | | | | I
4 1 2 0 392 16 2 13 9 4 2 2 9 1 3
LEN F/TAF F/TOF LEN F/TAF F/TDF LEN F/TAF F/TDF LEN F/TOF LEN F/TODF LEN F/TOF
| ! | I [ | | | [ | ! I | [ [
% % % % B 9 9 4 %9 % % % % % %
2 1 0 0 2 1 1 1 0 2 1 2 1 1 0
LEN F/TAF F/TDF LEN F/TAF F/TDOF LEN F/ITAF F/TDF LEN F/TOF LEN FITDF LEN F/TDF
Participants with resistance
Two participants | w AF arm of PURPOSE 1 were not included in the resistance analysis pogsdation due 10 viral load of « 200 copiles/mi or tha
F/TAF . emtricitabine / tenofovir alafenamide; F/TDF . emtricitabine /tencfovir disoprowil fumarate; LEN, lenacapavir; RBP, randon .037.--%0-.!,'.\-,:‘

Bekder LG, et al. N Engl J Med. 2024:391:1179-92. 1 xS, et fect Dis. 2026:2 e2031 Kelley CF, et al. N Engl J Med
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Long-Acting LEN Extended Follow-Up: Resistance

HIV Incidence and Resistance in LEN-Randomized
Participants During PURPOSE 1 and PURPOSE 2

Study Bimauniad Resistance ——— B Randomized Blinded Phase
mutations
B Open-label F/TDF

Previousl Week 13
PURPOSE 2 presemez, ; N74D A &rn“ i LEN SC injection
: (® Negative HIV test
PURPOSE 2 rreviously N74D g | | Week 26
presented'’ EEEEE? ® HIV diagnosis
4 These | i | Week 52 N
PURPOSE 1 presentations N74D C (new) so® ® B - 2
Switched to open-
PURPOSE 1 These i D (new) ‘ ‘ Missed study visits® label F/TDF
presentations o900 © =] A ) Week 95
These { i  Week 52
\ PUPOSE | o ations | O67H: KTOR | E (new) y-y-yr-puy” — y
Study Week 0 10 20 30 40 50 60 70 80 % 100

Of the 5 HIV infections acquired on LEN in the PURPOSE studies, 3 had the N74D resistance mutation

3 | witi as detected. F/TDF , emtricitabine/ tenofoy disopranil fumarate: LEN, lenacapavir; SC, subcutaneous
1. Ogbuagu O, et al. Oral O49 presented at: MIV Glasgow; November 10-13, 2004; Glasgow, UK. 2. Kelley CF, et al. N Engl J Med. 2005:392:1261-7%
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Long-Acting LEN Extended Follow-Up: Resistance

HIV Resistance in F/TAF- and F/TDF-Randomized
Participants in PURPOSE 1 and PURPOSE 2

| Longitudinal Adherence Patterns?®
Study Presented Resistance Participant Adherence®
mutations F/TAF F/TDF
B High (2 4 doses/week)
[ B B Medium (2-3 doses/week)
Low (< 2 doses/week)
I S
® HIV diagnosis
PURPOSE 1 1his M184MV/I 3 (new) RS T ®
presentation
Study Week 4 B 13 26 39 52 65

Of the 89 HIV infections acquired on F/TAF or F/TDF in the PURPOSE studies, only 5 participants had resistance
with the majority from suboptimal study drug adherence

h box represents DES-based adherence for the corresponding time period v-DP DB - r FITAF, adherence was Categoriaed as the following ~ 450 ol /punch (dosing «< 2 da e T &80t V50 fmol / par
dosing 2-3 days/ wee g S0 ol/p osing 3 ok ) aderence ategorized t oliowing: low ol/ pus x d days/weeh e ur " < Saad
gt 700 fmol /punch (dosing » 4 days/week). DES, dred blood spot; F/TAF, emitricitabine /tencfovir slafenamide; F/TOF, embicitabine/tencfovir disopraxdl fumarate; TFV-DP, tenofovir dphosphate

1. Bebder LG, et ol N Engl J Med. 2004391117992, 2. Cox 5, et » fect Dvs. 2006:233:0200-11, 3. Kelley CF . et . NErg Med, 2005:392:1261-76
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Long-Acting LEN Extended Follow-Up: ISR

= I\
“PURPOSE 1 “PURPOSE 2

ISR Incidence and Severity in the LEN Group 1 ISR Incidence Was Consistent with the Primary
Remained Consistent with the Primary Analysis Analysis' and Most Were Low-Grade
ISRs occurring in 2 100 participants ISRs occurring in = 100 participants
Nodule Pain Swelling Pain Nodule Erythema Induration Swelling
100 - <0.1 <0.1 — 0.5 _-ro‘s 02 0.2 0.1 0.1 0.3 03
B @ e “HE ™ EE R EE
~ 80 1 20 | | 22 | i | -i “. 1 ®No ISR
R OGrade 1 s ® ‘
_2 60 {| 52 54 | % i 4 4 %9 |60 ; Grade 1
£ w0 5 [ = i g ‘ 93| [93| ®Grade2
"E 69 “ ® Grade 3 jg: 4 {0 = 83| 82 84| |83 =
& 20 {138 14 & - 1 ! 373 q } BGrade 3
¥ anarv' End of J 'PHmarv' End of ) 'Pumary' End of ‘ 0 - 1 Y! | - ‘

analysis RBP analysis RBP analysis RBP Primary End of Primary End of Primary End of Primary End of Primary End of

The majority of participants did not report ISRs other than expected injection site nodules;
there were no new discontinuations due to ISRs

After the primary analysis, there were no new discontinuations due to ISRs

D £ B NRKRP
11O 1] LI} 110 O 1 D
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* CLARITY is an open-label, randomized crossover study comparing a single dose each of CAB LA and
LEN LA in 63 people without HIV-1 (Figure 1)

* Asingle dose of CAB LA consists of 1 intramuscular gluteal injection, and a single dose of LEN LA consists of
2 subcutaneous abdominal injections

Figure 1. CLARITY Study Design
s : Acute observation phase Follow-up phase
CTOSNng (Day 1-29) (Day 29 to Week 28)

Day -21 to Day 1 L
(Day y 1) } | i
N=63 CAB LA LEN LA
Q2Mm Q6M
Inclusion criteria o IM dose SC dose
° ggﬁﬁ ;1 gzy:;/:snz Randomization (one 3 mL) (two 1.5 mL)
+ Adults without HIV-1 ™ 141
Exclusion criteria LEQ:'&'A
* Any important SC dose
mmes/ (two 1.5 mL)
« Substance use Day 8 22 43 190
. t t
Endpoints: Primary: Primary:
PIN acceptability domain PIN acceptability domain
(assessed 7 days (assessed 7 days
post injection) post injection)

Incidence, severity, and duration of ISRs collected as secondary endpoints
throughout study period

Fox D, et al.
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Results

Participant Baseline Demographics

* Adiverse group of 63 participants (33% female, 38% Hispanic or Latine, and 29% Black or African
American) were enrolled

Frequency of ISR Events Among Participants

* Participants experienced fewer ISR events after CAB LA compared with LEN LA injections (Table 1)
* The median (range) number of ISRs per participant was 2 (0-8) after CAB LA and 10 (3-20) after LEN LA

Table 1. Participant-Level Summary of ISR Frequency Through Day 1902

CAB LA LEN LA

Variable, n (%) (n=61)b (n=62)°
Participants who experienced any ISR event 55 (90) 62 (100)
Number of ISR events®

0 6 (10) 0

1 18 (30) 0

2 14 (23) 0

3toS 18 (30) 7(11)

26 5(8) 55 (89)

n participants who received 21 injection. "One participant received CAB LA on Day 1 but did not receive LEN LA on Day 15. “Participants could experience more than 1 type
of ISR event in response to injection.
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Summary of Nodule, Induration, and Swelling Events

* Fewer participants experienced nodules (CAB LA, 57%; LEN LA, 100%), indurations (CAB LA, 20%;
LEN LA, 87%), and swelling (CAB LA, 36%; LEN LA, 60%) after CAB LA vs LEN LA injections (Figure 2)

The proportions of nodules (14% vs 63%), indurations (83% vs 89%), and swelling events (77% vs 87%)

Table 2. Summary of Overall ISRs Through Day 1902

Variable, n®

Total injections? 61 124 that were visible were lower after CAB LA than LEN LA injections (Table 3)
ISR events 150 642 Figure 2. (A) Proportions of Participants With ISRs and (B) Proportions of Injections Resulting in ISRs?
Visible ISR events, n (% of all events)® 43 (29) 331 (52) A . 100  Participants B - Injections
Maximum grade, n (% of all injections) o = -
Grade 1 37 (61) 59 (48) . - 00 2 -
£ 60 4 60 4
Grade 2 13 (21) 59 (48) § 5
Grade 3 5(8) 6 (5) g 4 e = 3 1
Outcome, n (% of all events)’ & 20 = 20
Recovered/Resolved 146 (97) 504 (79) 0 0
Not recovered/not resolved 4(3) 138 (22) Nodules Indurations Swelling Nodules Indurations Swelling
“In participants who received 21 injection. *Unless otherwise noted. “One participant received CAB LA on Day 1 but did not receive LEN LA on Day 15. %A single dose of CAB BCABLA(=61) BLENLAM=02) SCABLA (n=61) SLENLA(n=124)
LA requires 1 injection; a single dose of LEN LA requires 2 injections. *Defined as having any erythema, hyperpigmentation, and/or visible nodules, indurations, or swelling A single dose of CAB LA consists of 1 injection; a single dose of LEN LA consists of 2 injections
Parcantanas mav total >100% dus to rounding

The duration of nodules was shorter after CAB LA vs LEN LA injection, with 2 (6%) nodules with CAB LA
persisting >180 days vs 101 (82%) nodules with LEN LA (Table 3)

Fox D, et al.
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Table 3. Summary of Nodules, Indurations, and Swelling?®

Characteristic

Nodules, n 35 124
Nodules unresolved by Day 190, n (%) 4(11) 120 (97)
Duration of nodules, median (range), days® 64.0 (7-182) 196.5 (2-224)
Nodules visible at any time, n (%) S (14) 78 (63)

Indurations, n 12 94
Indurations unresolved by Day 190, n (%) 0(0) 0 (0)
Duration of indurations, median (range), days® 12.0 (2-42) 14.0 (2-59)
Indurations visible at any time, n (%) 10 (83) 84 (89)

Swelling, n 22 68
Swelling unresolved by Day 190, n (%) 0 (0) 0 (0)
Duration of swelling, median (range), days® 5.0 (2-36) 7.0 (2-202)
Swelling visible at any time, n (%) 17 (77) 59 (87)

*in participants who received 21 injection. "One participant received CAEB LA on Day 1 but did not receive LEN LA on Day 15. “includes both resolved and unresolved ISRs
(up to data cut-off date of Dec 28, 2025).

Fox D, et al.
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Figure 1. Identification of Concomitant Medications Metabolized Through CYP3A and/or P-gp and
Categorization by Potential Lenacapavir DDIs

() Liverpool DDI checker: US label:! EU label:¢

§ 264 active ingredients 40 active ingredients 45 active ingredients

2

g Identification of medications in IQVIA LRxDx containing active ingredients5e

5 | | |

.% [ 817 medications ] [ 126 medications ] [ 157 medications ]

Yy } | !

52 Medical scientist and clinical pharmacology review and consolidation of candidate medications

= Final list®

£ 54 active ingredients, 137 medications

2 Strong or moderate inducers: Sensitive substrates: No interaction expected:

g 10 active ingredients 18 active ingredients 24 active ingredients
17 medications 30 medications 90 medications

- Identification of medications in IQVIA LRxDx taken concomitantly with PrEP in 2024¢

g

% Lenacapavir dose modification? Monitor for side effects® No dose modification?

3 9 active ingredients 18 active ingredients 23 active ingredients

= 13 medications 25 medications 57 medications

|

PrEP users with a
PrEP users with any concomitant medication

All PrEP users concomitant medication metabolized through

CYP3A and/or P-gp

Li T, et al. Total, n (%) 457,402 (100) 383,221 (83.8)
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Concomitant Medication Use

* Most (83.8%) PrEP users were taking at least one concomitant medication in 2024 (Table 1)

+ In total, 25.9% PrEP users had concomitant use of at least one medication metabolized through CYP3A and/or P-gp (Table 1)
« If lenacapavir were used in place of the current PrEP option, 0.5% of all PrEP users in 2024 would have required lenacapavir

dose modification and 12.6% would have required monitoring for side effects or consideration of dose modification of the
concomitant medication (Figure 2)
— NO MO orng 10 de efle OF aose modaimicaton or either meaicaton woula nave peen required 10 2 remaining

12.8% of PrEP users with potential DDIs

Figure 2. Concomitant Medication Use and Potential DDIs®* With Lenacapavir

Ikt T2

) - 0.5%
Includes the five most
common medications® Most common
among all PrEP users: 12.6% medications:®
» Doxycycline « Atorvastatin (6.4%)°
hyclate (30.1%) R — Rosuvastatin (3.9%)¢
« COVID-19 mRNA ¥ « Estradiol (2.8%)
vaccine (12.1%) 16.2%

« Famotidine (2.3%)¢
» Bupropion (9.2%)

» Doxycycline = Concomitant medication, No required monitoring for side effects or dose
monohydrate (8.4%) no expected DDI : modification for lenacapavir or concomitant medication
« Valacyclovir (7.7%) = Concomitant medication metabolized Monitor for side effects and/or dose modification of the
- through CYP3A and/or P-gp concomitant medication
No concomitant medication = Lenacapavir dose modification required
L- T I *Defined here as medications metabolized through CYP3A and/or G-pg. "Includes all medication users; not mutually exclusive. “No clinically significant interaction per the US product label.'
I y et al. “No clinically significant interaction found in prior study.®
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Medication With Lenacapavir DDIs

« The most common concomitant medications requiring lenacapavir dose modifications were oxcarbazepine (0.3% of all PrEP users), carbamazepine (0.1%)
and rifampin (<0.1%) (Table 2)

« The most common medications requiring monitoring with potential dosage change were erectile dysfunction medications (10.7%), e.g., tadalafil (7.5%),
sildenafil (4.1%), and vardenafil (0.1%) (individuals may have received more than one ED medication, Table 2)

Table 2. Concomitant Medications Requiring Dose Modification or Monitoring®

Proportion of all Mean duration Prescription

DDI category Drug class Indication PrEP users (%) (days) fills (n)
Lenacapavir dose modification (all) 2433 0.53 125 4
Oxcarbazepine 1502 0.33 132 4
Carbamazepine Riniias i Seizure disorders' 465 0.10 144 4
Phenytoin nerve pain,® bipolar disorder® 117 0.03 142 4
Phenobarbital 101 0.02 102 -
Rifampin _— . 193 0.04 58 2
Rifabutin Antibacterial W 43 0.01 18 1
(including tuberculosis)
Rifapentine 28 0.01 62 2
Enzalutamide , 8 <0.01 145 6
: Antiandrogen Prostate cancer
Apalutamide 6 <0.01 118 5

Li T, et al.
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—_— 1 1
Monitoring for side effects or dose modification of concomitant medication (all) 57,736 12.62 113 4
Tadalafil for ED (>2.5 mg/day) 34,082 : 134 4
Taladafil for PAH¢ 405 0.09 87 3
. Vasodilator Erectile dysfunction, —“
SRCONNE s S e mgoe) (PDES inhibitor) | pulmonary arterial hypertension® il 4. -
Sildenafil for PAH 4331 0.95 79 3
Vardenafil (>5 mg/day) 328 0.07 52 3
Simvastatin (>10 mg/day) , , 2407 0.53 200 4
: Statin High cholesterol and triglycerides
Lovastatin (>20 mg/day) 155 0.03 204 4
Dexamethasone : . Inflammation. immune 2038 0.45 9 1
: : Corticosteroid '
Hydrocortisone/cortisone overactivity 323 0.07 127 3
Rivaroxaban 1362 0.30 167 4
Warfarin _ 513 0.11 216 5
: Anticoagulant Prevent/treat blood clots
Dabigatran 55 0.01 167 4
Edoxaban 2 <0.01 195 -4
Triazolam ‘ Insomnia 555 0.12 18 2
. Sedative . .
Midazolam Anesthesia, seizure management 82 0.02 27 2
Digoxin Antiarrhythmic Heart failure, atrial fibrillation 11 0.02 158 3
Dihydroergotamine® o o 28 0.01 79 3
_ Ergot derivative | Migraine and cluster headaches
Ergotamine® 5 <0.01 62 3
No interaction expected and no dose adjustments needed (all)" 58,362 12.8% 141 3

Li T, et al.
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Final Results of the ANRS Prevenir Study
with Daily or On Demand Oral PrEP with TDF/FTC
in Paris, France

JM. Molina, J. Ghosn, DH. Vu, G. Liegeon, L. Beniguel, G. Pialoux, C.
Katlama, M. Ohayon, N. Derche, B. Spire, S. Halfen, M. Costa, C.
Delaugerre, L. Assoumou, D. Costagliola and the Prevenir Study Group

Préveni Study Design

ANRS

Open-Label Prospective Cohort Study in the Paris Region

n> 3,000 May 32017 May, 2" 2025

! TDF/FTC !
« HIV-negative high risk adults Daily Show 15% reduction
in new HIV diagnoses J§

* Inconsistent Condom use
* eGFR 2 50 mUmn \mmamd @among MSM and TGW j§

* HbS Ag negative if On Demand TDF/FTC in the Paris Region
On Demand T

Participants opted for either daily or on demand PrEP and could switch between regimen |

FU every 3 months with 4G HIV test and creatinine, then every 6 months starting May 2021

STI screening at physicians’ discretion
Molina J, et al.

Condoms, gels, risk reduction and adherence counseling, Q on sexual behavior

—

- —e———— — v~
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revenlq Baseline Characteristics

ANRS

Characteristics (Median, IQR) or (n, %)
Age (years) 36 (29-43)
Caucasian 2720 (84.8) - e |
- - -

(e o) b Study Discontinuation
Heterosexual men or women 27 (0.8) ANRS |
Transgender 14 (0.4) l = = |

[cmmtry pr vy 2646 (82.5)] Post-hoc cI§55|f|cat|on .of PrEP Lo rank P<0.0001 I

e TYTG) } users in 3 categories 4 A

i SR ‘ Daily PrEP users (38.4%) /5% ‘50 5%
T 2256 (70.3) l daily PrEP > 75% of FU = 55.7% _j
s ckicisclincen e | Median Daily use: 100% (89.5-100) | £ s
Use of Chemsex* 461 (14.4) S — F_', e

[On Demand dosing regimen 1512(47,1)] I On demand PrEP users (38.3%) t:l X
Nb condomless sex acts in prior 4 weeks 2(0-5) ‘ on demand >75% of FU é
Nb sexual partners in prior 3 months 10 (5-20) ] Median On demand: 100% (90.9-100) g

o
* at last sexual intercourse : cocaine, GHB, MDMA, mephedrone Switch users (23.3%) S

v o 1 A 40 D A Rl SAA S & G S & 0 B wt S - — Median Daily use: 50% (37-62) g
&

Study Discontinuation

révenir | Dosing Regimen over Time Incidence/100 PY

Daily PrEP users: 15.0

On demand PrEP users: 17.4 M : 3 ; . P 6 ; 3
Switch users: 12.8 Years of follow-up
= Daily On demand Switches
Liegeon G. et al OFID 2024
o

M12 M15 M18 M21 M24 M27 M30 M3 M39 M42 M4S M4a8 ME6 M72 M78 MB4

100

80

60

Percentage

40

20

|— Daily [ On demand
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: PP Number of PrEP Users and of HIV R . Santé
230 EPI-PHAR . i . | *® * publique
Prévenir HIV Incidence Diagnoses among MSM and TGW in Paris| . i
§_ 2%
Global HIV Incidence: 0.99/1000 PY (95% CI: 0.5-1.7) (13 cases)* 2500 H
Mean Follow-up of 49.1 months and 13130 Person-Years g% 1
§ :,'3 -33%
PrEP Dosing Follow-Up Nb Cases HIV Incidence P- S 1500 28
Regimen Pts-years 11000 PY (95% CI) value ’ 5
3 3 +73%
= E
Daily PrEP Users 4974 3 06(0.1-1.8) 28 17/1
04
On Demand PrEP users 4786 7 1.5(0.6-3.0) I I l +959%
Switch PrEP users 3370 3 0.9(0.2-2.6) - i ; I l I I I I I I I © 1 ' ’ri:
; -; % -? % -3 % ; _i ; ~:4 -:‘ -:_ ; -:_ E , " ALL MSM bomn in France ~ MSM born abroad TGW

e NG SNIRESE SRES, ESipy 8 0 S8 RS a 8NN as ® 2015-2016 ® 2023-2024 J
* 1 case on daily PrEP reported in the abstract not presented since informed consent for study extension not signed ® Initiation  w | ‘

Molina J, et al.



Characteristic N = 819,044

Real World PrEP: US PrEP users [Siiuislints

Female 231,012 (28.21%)
Male 585,571 (71.49%)
Unknown 2,461 (0.30%)

Prescriptions for Oral vs Injectable HIV Preexposure Prophylaxis, 2012-2025

Race/Ethnicity

Asian Non-Hispanic 35,599 (4.35%)
METHODS

Retrospective cohort analysis of PrEP initiation using patient-

Hispanic Any Race 113,456 (13.85%)

Non-Hispanic Black or African American 144,029 (17.59%)

level data harmonized in Epic Cosmos. Non-Hispanic White 358,972 (43.83%)

« Evaluated four PrEP medications: Other Non-Hispanic 16,206 (1.98%)

» emtricitabine/tenofovir disoproxil fumarate [FTC/TDF] (Approved 2012) *Combined/Unknown 150,782 (18.41%)
» emtricitabine/tenofovir alafenamide [FTC/TAF] (Approved Oct. 2019) Rurality

. Cabotegra\(ir [CAB] (Approved Dec. 2021) = T

« Lenacapavir [LEN] (Approved Jun. 2025)

« PrEP initiation defined as the first documented medication event E it ok
(prescribed, dispensed, or hospital-administered) for an individual — 1430011.70%)
without an HIV diagnosis code. VI (overall

« HIV Prevalence determined using diagnostic and lab codes. <25% 100,749 (12.30%)

» Described PrEP initiation by modality, sex, race, ethnicity, rurality,
and Social Vulnerability Index (SVI) at the ZIP Code level.

Table 1. Characteristics of individuals with
documented PrEP initiations in Epic
Cosmos (n=819,044), 2012-2025.

Preer B, et al.

>=25% & <50%

>=50% & <75%

>=75%

Missing

Agent at initiation
FTC/TDF
FTC/TAF
Cabotegravir

Lenacapavir

165,343 (20.19%)
200,050 (24.42%)
336,997 (41.15%)

15,905 (1.94%)

632,768 (77.26%)
173,632 (21.20%)
11,693 (1.43%)

951 (0.12%)



Cumulative Initiation by Sex
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Cumulative Initiation by Race and Ethnicity

- Non-Hispanic White === Non-Hispanic Black or African American

- Female - Male - Hispanic Any Race -» Asian Non-Hispanic

-~ Other Non-Hi ic o M

Cumulative Initiation by Race and Ethnicity

100,000
2 10,000
[ =
Q0
©
a
1,000
100
U O > 0 0 A D 0 O N d D a0
AV N2 A" AN AV AV AV N7 QY 9 7 Q& &
PR P P P QR P PP P
Year

-~ Non-Hispanic White =e= Non-Hispanic Black or African American
<o~ Hispanic Any Race - Asian Non-Hispanic

-o- Other Non-Hispanic -#= Missing/Unknown

RESULTS

Between 2012 and 2025, 819,044 individuals initiated PrEP, with majority initiating

FTC/TDF (632,768, 77.26%), followed by FTC/TAF (173,632; 21.20%),

1.43%), and LEN (951; 0.12%).
The average age at PrEP initiation was 35.8 years of age

CAB (11,693;

Geographically, 759,027 (92.67%) resided in urban areas and 45,631 (5.57%) in rural

areas.

By SVI, 336,997 (41.15%) individuals were in the highest quartile ( 275%), and 100,749

(12.30%) were in the lowest quartile (<25%).

Cumulative Initiation by Rurality

100,000
§
S 10,000
o
1,000
7 5 b 6 0 A @ 9 O N £ N ™
AV N A AN A A NN e
P P B P DR P PP
Year
" - Urban - Rural

Preer B, et al.
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National LAI-PrEP Use and Retention in Care in the United States, 2022-2024

METHODS RESULTS

+ Data Source: PrEP pharmacy and medical

claims data from a national claims database Distribution of PrEP users

* 4% of all PrEP users were LAI-PrEP users (n=15,121/361,087) in the most recent quarte
Medicaid coverage was higher among LAI-PrEP users (26%) than oral PrEP users (14%

» Study period: Jan 2022 — Dec 2024

* Study population: Persons with 21 claim for any
PrEP drug during the study period

Table 1: PrEP users in the US from 2022 to 2024 by sex, race and ethnicity, and insurance type

All PrEP Users Oral PrEP LAI-PrEP
« PrEP user classification Variable (n =781,156) (n =770,846) (n = 24,306)
o Oral PrEP: 21 claim for oral PrEP S B (%) (%) R (%)
" & & exX
o LAI-PrgP: 21 claim for injectable cabotegravir Male 695,494 (89%) 687,551 (89%) 20,747 (85%)
Female 85,643 (11%) 83.277 (11%) 3.558 (15%)
* Analysis 1: Oral and LAI-PrEP users stratified by Race and Ethnicity’
sex, race/ethnicity and insurance type Asian 25,427 (3%) 25,106 (3%) 690 (3%)
Black/African American 125,616 (16%) 123,857 (16%) 4,576 (19%)
. e go § oo Hispanic 131,776 (17%) 129.665 (17%) 4,543 (19%)
Anslysis 2: LALPYEP retention In care over a White/Caucasian 484,478 (62%) 478.302 (62%) 14,050 (58%)
two-year period Others 13,859 (2%) 13,916 (2%) 447 (2%)
o Yearly retention: 21 claim for cabotegravir in Insurance Type
each 4-month period Commercial 520,116 (67%) 513,752 (67%) 16.441 (68%)
o 2023-2024 cohort: 21 year of follow-up from S{oe:’imem ’1155 Sl(‘;/g ) ’13’(21‘82/ ) ig 1(22//%
o _sge . . icare <4, o <1l.co o ()
g‘(')t;t'ggztz e": °rft_d:;a e - : Medicaid 111,932 (14%) 108,591 (14%) 6.257 (26%)
i il Assistance Programs 118,658 (15%) 118,534 (15%) 509 (2%)
initiation to end of data period Cash 3,369 (<1%) 3,278 (<1%) 207 (1%)

Kohl S, et al.

! Hot-deck imputation was performed for missing data using observed sex, insurance plan and state information




LAI-PrEP ﬁetentioﬁ in Care

100%

80%

60%

40%

Retention (%)

20%

0%

Kohl S, et al.

56% 529%

(4920/8796) (41753 3394)

First year

= 1-year follow-up

26%
(873 1 3394)

Second year

2-year follow-up

Real World PrEP: CAB use in the US S

MEDICINE

Long-acting injectable PrEP was
hailed as a game changer in HIV
prevention, but uptake remained
modest (3.1% of all PrEP users;

2022-2024), and many did not
remain in care (1-yr retention
56%, 2-yr retention 26%
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EBONI M12 Results: High Real-World Effectiveness and Acceptance of CAB LA for PrEP

in Black Women No cases of HIV acquisition occurred

among Black women in EBONI

Meth Od s Figure 1. CAB LA Persistence and
f Adverse Events Through M12 \

* EBONI was a 12-month, phase 4, hybrid effectiveness-

implementation science trial assessing CAB LA integration at CAB LA p;:szistence Drug(-:}el:g:)l AEs Disgontin:aéions
. . . . at = ue to S
20 practice sites in Black cisgender and transgender women (N=163) (N=163)
* Clinical assessments included HIV incidence, persistence, safety, ~ 3% 2%

and tolerability

* M12 implementation questionnaires assessed acceptability of
CAB LA, as well as injection pain, local reactions, and overall
experiences with CAB LA
» Acceptability of CAB LA was evaluated using the validated

Acceptability of Intervention Measure

* Table 1 depicts patient participant demographics at baseline

ce

B No drug-related AEs B No AEs resutting in
discontinuation

Participants with 21 AE
resulting in discontinuation

[l Completed treatment

[l Discontinued treatment Il 21 drug-related AE

AE, adverse event

and M 1 2 * Almost half (44%, 67/151) of participants had not taken oral PrEP in
« Atbaseline, 163 women initiated CAB LA, with 99 completing M12 Whe & monthe before Iniiating CAB LA
g | : : . * The majority (61%; n=100/163) of participants were of childbearing
imp ementation questlonnalres potential, of whom 6% (n=6/100) experienced a pregnancy
° At M12 the median age was 37 (|QR 30.43) years and 210/0 Of * Persistence on CAB LA was 74% at M6 (120/163) and 57% at M12
s : (n=93/163), with 69% to 89% receiving injections within the +7-day
participants were transgender women window through M12 (Figure 1)

Tims-Cook Z, et al.

* Drug-related adverse events (3%; n=5/163) were rare, with 2% (n=3)
Qpanicipants discontinuing due to adverse events /
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Trends in Long-Acting PrEP Awareness, Willingness, and Uptake Among Men Who Have Sex With Men

METHODS Awareness of Each PrEP Modality
« We analyzed data from the 2021, 2022, and 2023 cycles ‘
of the American Men'’s Internet Survey (AMIS)
« AMIS is a serial, annual, cross-sectional survey of MSM
in the United States g B
* Recruitment is conducted online and participants : .
complete an uncompensated, 45-minute survey j‘fj I I
RESULTS | r—— On-Demand Ot Long-Acting Injec atie
+ 15,993 MSM participated across the three cycles (n = 7,638 in 2021; 4,443 in 2022; 3,912 in 2024) ERRREREEr
« Almost all participants were aware of daily oral PrEP; awareness of on-demand oral and CAB LA PrEP
increased over the study period 80
« Oral options for PrEP were most preferred

« Among those who had used PrEP in the past 12 months, 1.4% and 3.5% reported CAB LA PrEP use in
the 2022 and 2023 cycles, respectively =
« Black MSM were more likely than White MSM to report CAB LA PrEP use (OR = 2.3, 95%CI: 1.1, 4.4) 30
and rural MSM were much less likely than urban MSM to use CAB LA PrEP (OR = 0.4, 95%ClI: 0.1, 1.2) .

. A I 2023
I I .l “
Jones J, et al. oo s

Not Willing 1o Use

PrEP

50 m2021

Percemt
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_ NRTTI MK-8527 11 mg qm are predicted to maintain MK-8527-TP
’ Monthly oral MK-8527 concentrations above the PK preventive efficacy threshold
* Every 12-month LEN IM _ 10 |
. . = I I ‘
* Broadly neutralizing ; | 1] ([@) Festonsstotacton
anthOdleS (bNAbS) § 1.01 ; : v | Coverage for the whole
é N month after the first dose
* Tenofovir rectal douche 5 U | () Frovises s 7oy
8 Efficacy threshold ' ' e
* Implants? = o « | 0

0 1 2 3
t t Time (Months)g e
Start of dosing Dose Dose Dosing window of £7 days

Month = 31 days. Bands represent fifth and 95th Pl
P1, prediction interval; PK, pharmacokinetics; gm, once-monthly; TP, triphosphate Ka poor Y’ et al_
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An “Innovation Pile-Up” In Next-Generation LA-PrEP is Possible

. Monthly oral MK-g527nwr Iy N N TN

Cabotegravir 2mo)  m—n
- Every12-month LENIM @ 0 eq ® ol
* Broadly neutralizing = e
antibodies (bNAbs) n
* Tenofovir rectal douche =
* Implants? i
o @

Monthly pill
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[Naive] VOLITION: LA-ART Shared Decision Making in BUNC

SCHOOL OF

PWH Suppressed on DTG/3TC

Methods

Figure 1. VOLITION Study Design*
Phase 3b, multicenter, non-randomized, parallel-group, open-label, implementation-effectiveness study

Suppression
Screening Phase ppphase

Maintenance Phase

DTG/3TC

Eligibility criteria:
- 218 years oldt
- ART-naive
» HIV-1 RNA 21000 copies/mL
- Any CD4+ cell count
- No known major RAMs
to study drugs ! - |
2o ”BZ;“f°|_fg3':Ih Day 1' Week 4-16 4 Month 11/12
SEnesn SN ot Interim analysis Primgry

Day of Choice visit analysis
Participants eligible for switch to CAB+RPV LA or continuation

Day of Choice*

CAB+RPV LA Q2M

of DTG/3TC after achieving HIV-1 RNA <50 copies/mL
(anytime between Weeks 4 and 16)

Rolle C, et al.



[Naive] VOLITION: LA-ART Shared Decision Making in

PWH Suppressed on DTG/3TC

Results

Table 1. A Diverse Population of Participants Chose to Switch to CAB+RPV LA at DoC

Parameter

Median years (range)

<35 years, n (%)

35—<50 years, n (%)

250 years, n (%)

Women (self-reported gender), n (%)
Race, n (%)

Black or African American

White

Other races*

Not reported or unknown
Hispanic/Latinx ethnicity, n (%)
Region, nt (%)

North America

Europe

South America
Median (IQR) weight (kg)

Median (IQR) BMI (kg/m?)
BMI (kg/m?2) category, n (%)

Overweight (25 to <30)

Obesity (=30)

Median (IQR) CD4+ cell (cells/mm?3)
CD4+ cell (cells’fmm?) category, n (%)}
<100

100 to <200

200 to <350

=350

Rolle C, et al.

31 (18-67)
79 (61)
37 (29)
13 (10)
34 (26)

42 (33)
77 (60)
2(4)
5 (4)
66 (51)

63 (49)
30 (23)
36 (28)
77.7 (65.3, 86.0)
255 (22.4, 29.4)

47 (36)
27 (21)
555 (427, 668)

1(<1)
7(6)

20 (16)

98 (78)

* OQverall, 171 participants enrolled in the study

and initiated DTG/3TC, 151 (88%) of whom
were eligible and were offered the choice to
switch to CAB+RPV LA at DoCS8.

* Of those offered the choice, 129 (85%)

participants chose to switch to CAB+RPV LA.

* Adiverse population of participants was

represented, comprising 51%
Hispanic/Latinx, 33% Black or African
American, and 26% women (Table 1).

*Other race participants: Multiple, n=3; Asian, n=2. "North America includes United States (including
Puerto Rico; n=54) and Canada (n=9); Europe includes France (n=6), Germany (n=4), Italy (n=8), and
Spain (n=11); South America includes Argentina (n=20) and Chile (n=16). *n=126. %Four participants
withdrew during the suppression phase; reasons for ineligibility for switch were: did not achieve
virologic suppression (defined as HIV-1 RNA <50 copies/mL: n=15); and baseline resistance to
NNRTI [E1384] (n=1).

3TC. lamivudine; BMI, body mass index; CAB, cabotegravir; DoC, Day of Choice; DTG, dolutegravir;
IQR, interquartile range; LA, long-acting; NNRTI, non-nucleoside reverse transcriptase inhibitor;

RPV, rilpivirine.
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[Naive] VOLITION: LA-ART Shared Decision Making in BUNC

PWH Suppressed on DTG/3TC s

* One (<1%) participant met CVF criteria

Figure 2. High Rate of Virologic Suppression at Month 11 with emergent INSTI and NNRT]
A. Modified* Snapshot resistance (Table 2).
100 - 88% -

. ) |
8\., Sex at birth, age range (years) Male, 20-29
.2 80 4 BMI (kg/m2)t 230

_3 HIV-1 subtype B

L 60 4 _ Viral load at Day 1 55 700

Y = (copies/mL; cobas 6800) '

g ® CAB+RPV LA (n:129) | RAMSs at DoC (proviral DNA) None

2 40 - Time to virologic failure (months) 9

k) Viral load at SVF/CVF

§ 20 A 59 8% ] (copies/mL; cobas 6800) bl

= (n=10) Viral load at SVF/CVF
E 0 (n 6) . (copies/mL; RealTime) 28571213
Virologic Virologic non- No virologic data RAMs at failure NNRTI: M230L

suppression response in window" INSTI: E138K, Q148K

(<50 copies/mL) (=50 copies/mL)
ART following CAB+RPV LA discontinuation DRV/COBIFTC/TAF?



[Naive] DOR/ISL vs BFTAF

177 - DOR/ISL (100/0.25 mg) vs

BIC/FTC/TAF for Initial HIV-1 Therapy

Week 48 Results of a Phase lll Study

Jlirgen K. Rockstroh

Bonn University Hospital, Bonn, Germany
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Double-Blind DOR/ISL (100/0.25 mg) vs BIC/FTC/TAF

Population

K Adults with plasma HIVN

1 RNA 2500 copies/mL
at screening

« Treatment-naive

* No documented or
known resistance to
study intervention?

K No active hepatitis B j

2Based on the following list of RAMs:

DOR specific RAMs:V106A/M,
V108I, Y188L, H221Y, P225H,
F227C/L/V, M230I/L, L234l,
P236L, Y318F

NRTI RAMSs: K65R/E/N,

T69insert, K70E, Q151M, M184I1/V, or
>3 TAMs (M41L,

D67N, K70R, L210W, T215F/Y,
K219E/Q)

DOR/ISL (100/0.25 mg) and placebo to BIC/FTC/TAF

Randomized 1:1 taken once daily

(stratified by
screening HIV-1
RNA & CD4+
T-cell count) BIC/FTC/TAF and placebo to DOR/ISL (100/0.25 mg)
taken once daily
Screen Day 1 k2t Week 48 Week 96 Week 144
L utility analysis
(Baseline) HIV-1 RNA
100,000
copies/mL

Primary Efficacy Endpoint: HIV-1 RNA <50 copies/mL
(FDA snapshot approach, non-inferiority margin -10%)




[Naive] DOR/ISL vs BFTAF BUNC
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Demographics Balanced Across Treatment Groups

Baseline Demographics DOR/ISL (100/0.25 mg) BIC/FTC/TAF Total Population
arep n=269 n=267 N=536

Age (years), median (IQR) 33 (26-41) 32 (26-39) 32 (26-40)

Female sex at birth, n (%) 65 (24.2) 69 (25.8) 134 (25.0)

Race, n (%): White 110 (40.9) 115 (43.1) 225 (42.0)

Black or African American 89 (33.1) 82 (30.7) 171 (31.9)

Asian 29 (10.8) 29 (10.9) 58 (10.8)

Hispanic or Latino/a ethnicity, n (%) 104 (38.7) 110 (41.2) 214 (39.9)

CD4+ T-cell count (cells/mm?3), median (IQR) 384 (238-531) 359 (254-531) 370 (247-531)

CD4+ T-cell count <200 cells/mm?, n (%) 54 (20.1) 38 (14.2) 92 (17.2)
HIV-1 RNA (copies/mL), median (IQR) 53,800 (15,000-190,000) 56,700 (17,600-179,000) 55,000 (16,550-184,000)

HIV-1 RNA >100,000 (copies/mL), n (%) 96 (35.7) 101 (37.8) 197 (36.8)

HIV-1 RNA >500,000 (copies/mL), n (%) A : 55 (10.3)

HIV-1 subtype: B 138 (51.3) 145 (54.3) 283 (52.8)

C 59 (21.9) 43 (16.1) 102 (19.0)

Non-B/non-C 72 (26.8) 79 (29.6) 151 (28.2)

Anti-HBs negative and anti-HBc negative 131 (48.7) 146 (54.7) 277 (51.7)



[Naive] DOR/ISL vs BFTAF

DOR/ISL Non-Inferior to BIC/FTC/TAF at Week 48
US FDA Snapshot

(non-inferiority margin: lower bound of the

Treatment Difference 1.2 (95% CI -3.7, 6.2)
2-sided 95% CI greater than —10%, p<0.001)

100 - 1 ®DOR/ISL (100/0.25 mg) n=269
91.8 90.6 m BIC/FTC/TAF n=267
©» 80
=
@®
=
i)
S 60 -
Q
©
=
= Discontinued due to
fod lack of efficacy
@ « 4 DOR/ISL
a 20 + 2BIC/FTC/TAF
22 3.4 5.9 6.0
0 =
n=247 n=242 n=6 n=9 n=16 n=16

HIV-1 RNA <50 copies/mL HIV-1 RNA =50 copies/mL No data in window
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TE Resistance to DOR/ISL Observed in 2 of 269 Participants

CD4+ T Cell | HIV-1 RNA at
Count at Screening/ | Mutations Observed
Baseline Baseline at Baseline?
(cells/mm3) | (copies/mL)

Phenotypic HIV-1 RNA at MutationEObsenved Phenotypic

Fold-Shift Discontinuation ! . y Fold-Shift
at Discontinuation?
(assessment)°

(assessment)® (copies/mL)

. 2,260,000  RT:V90l, Y181Y/C,  DOR 1.83(S) 951,000 RT:V90l, M184I,  DOR >max (R)
801,000 G190S ISL0.42 (S) (week 16)c Y188L, G190S ISL 2.42 (S)

- 1580000/  RT:TEOTN,VITOE, ... 228,000 RT:L741,V106A,  DOR >max (R)
1,690,000 T215T/A y (week 24)Y  V179E, M184V,F227L  ISL6.69 (S)

aGenotypic resistance was evaluated using the GenoSure PRIme® next-generation sequencing assay.

bPhenotypic fold-shift was determined using the PhenoSense® assay. Assessment of susceptibility for DOR was determined using clinical cutoffs defined by Monogram Biosciences in
the PhenoSense® and PhenoSense® Integrase assays. A clinical cutoff of 20 fold-shift was used for ISL susceptibility as the model-predicted steady state islatravir-triphosphate
concentration 24h after the 0-25 mg daily dose is approximately 20-fold above the target for efficacy (defined as an inhibitory quotient of 5).

°DOR and ISL plasma concentrations relatively low suggesting possible incomplete adherence between Week 4 and 8.

9DOR and ISL plasma concentrations quantifiable at all visits suggesting adherence at time of study visit.

RT, reverse transcriptase; TE, treatment-emergent.

 Similar CD4 cell count gains in both arms. No evidence of cellular toxicity of DOR/ISL
* Similar AE rates. In DOR/ISL one case of DRESS and one case of liver injury

e 3HBV infections in the DOR/ISL arm
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[Naive] DOR/ISL vs BFTAF

Increase in Weight Was Similar with DOR/ISL and BIC/FTC/TAF

>-1 @ DORI/ISL
# BIC/IFTCITAF =

Mean change in weight
at Week 482

/DOR/ISL \

. 3.6 kg (95% CI 2.8, 4.4)

BIC/FTC/TAF
. 3.9kg (95% Cl 3.2, 4.7)

\Difference: —0.3 (95% CI —-1.5, 0.9; p=0.59

Mean change in weight from baseline (kg)

aPrespecified secondary endpoint: superiority of DOR/ISL to BIC/FTC/TAF for a
lower mean increase from baseline weight would be concluded if the upper bound = I I
of the two-sided multiplicity-adjusted 95% CI for the between-group treatment .

difference was less than 0 kg. Baseline Week 24 Week 48




[Switch] SUPLA - CAB/RPV vs SOC in DUNC

Viremic PWH

Week-24 Outcomes of Long-Acting Injectable ART in People With HIV and Suboptimal 530
Viral Suppression

Nan-Yu Chen'?, M.D., Ph.D., Cheng-Pin Chen?, M.D., Yi-Chun Lin3, M.D., Shu-Hsing Cheng?®, M.D., Shien-Shian Huang?, M.D., Jun-Yuan Zheng*, Ching-Tai Huang"25, M.D., Ph.D., Ting-Shu Wu'2, M.D., Ph.D., Ting-Yi Su"5, M.D., Shian-Sen Shie, M.D.,
Jung-Jr Ye4, M.D., Chun-Fu Yeh', M.D., Peng-Hao Chang', M.D., Chong Kei Lao’, M.D., Shu-Yuan Lee?, Yu-Hsiang Hsiao', M.S., Zhuo-Hao Liu2$, M.D., Ph.D., and Chien-Yu Cheng?® 7, M.D., Ph.D., for the SUPLA Study Team

1. Division of Infectious Diseases, Department of Internal Medicine, Linkou Chang Gung Memorial Hospital, Taoyuan, Taiwan, 2. School of Medicine, Chang Gung University, Taoyuan, Taiwan, 3. Department of Infectious Diseases, Taoyuan General Hospital, Ministry of Health and Welfare, Taoyuan, Taiwan, 4. Division of Infectious Diseases, Keelung Chang Gung Memorial Hospital, Keelung, Taiwan,
5. Division of Infectious Diseases, Taipei Chang Gung Memorial Hospital, Taipei, Taiwan, 6. Department of Neurosurgery, Chang Gung Memorial Hospital Linkou Branch, Taiwan, 7. Institute of Public Health, School of Medicine, National Yang-Ming Chiao Tung University, Taipei, Taiwan

Key Entry Criteria:
» ART-experienced PWH aged 218 years weighing 235 kg
« HIV diagnosis for more than 12 months

« HIV-1 RNA 2 200 copies/mL at enroliment @ Primary endpoint

* No drug resistance mutations (DRMs) to CAB or RPV D1 W24 W52

Key Exclusion Criteria: l I |

 DRMs to CAB or RPV identified through medical records or ' !
screening genotyping Delayed switch to LA tx group : :

* Individuals who cannot receive hepatitis B treatment during : !
the period of transitioning to LA CAB+RPV, if they are ; : .
hepatitis B carriers Immediate LA tx group ! f

Participants were randomized 1:1 to either:

* Immediate LA treatment group: Participants were
prescribed immediate 8-weekly LA CAB+RPV for 52 weeks.
No oral lead-in period before LA CAB+RPV

* Delayed switch to LA treatment group: Participants
continued on oral ART until Week 24 when they were
switched to LA CAB+RPV for another 28 weeks



[Switch] SUPLA - CAB/RPV vs SOC in
Viremic PWH

Immediate LA Delayed LA Total
(n=25) (n=20) (n= 45)
Age
years, median (IQR) 45 (29-49) 39 (3347) 40 (3349)
Sex at birth (%, n)
Male 92% (23) 90% (18) 91% (41)
Female 8% (2) 10% (2) 9% (4)
CD4 (cells/uL)
median (IQR) 382 (203-453) 268 (134-355) 319 (160-435)
CD4 (cells/uL, %, n)
< 200 24% (6) 30% (6) 27% (12)
2 200 76% (19) 70% (14) 73% (33)
Viral load (copies/mL)
median 28,800 42950 35,000
IQR  1,950-188,500 25,700-372,000 3,630-225,000
Viral load (copies/mL, %, n)
<105 64% (16) 55% (11) 60% (27)
10°-10° 32% (8) 35% (7) 33% (15)
> 100 4% (1) 10% (2) 7% (3)

Subtype (%, n)
B
CRFO1_AE
CRFO07_BC
No data
BMI (kg/m?)
median (IQR)

Substance use (%, n)

Years since HIV diagnosis
years, median (IQR)
Source of recruitment (%, n)
Call back
Self-arranged appointment
Scheduled appointment
Pattem of last oral ART
Irregular (%, n)
Interrupted (%, n)
Duration of ART interruption
months, median (IQR)

Top 3 ART regimens before study
entry (%, n)

TAF/FTC/BIC

ABC/3TC/DTG

3TC/DTG

56% (14)
12% (3)
8% (2)
24% (6)

23.3 (21.0-24.6)
56% (14)

12 (5-18)

44% (11)

32% (8)

24% (6)

44% (11)
56% (14)

12 (5-24)

56% (14)

28% (7)
8% (2)

65% (13)

25% (5)
10% (2)

238 (20.7-26.8)
65% (13)

9.5 (6.5-17)
70% (14)

10% (2)

20% (4)

25% (5)
75% (15)

7 (4-22)

60% (12)

15% (3)
15% (3)

HUNC

SCHOOL OF
MEDICINE

60% (27)
7% (3)
16% (7)
18% (8)

23.3 (20.7-26.1)
60% (27)

10 (5.5-17.5)
56% (25)

22% (10)

22% (10)

36% (16)
64% (29)

10 (4-235)
58 % (26)

22% (10)
11% (5)




[Switch] SUPLA - CAB/RPV vs SOC in DUNC

Viremic PWH oo

Immediate LA Delayed Switch  p value Relative Risk (95% Cl) Table 2. Week 24 efficacy outcome in SUPLA Study

Primary endpoint
HIV-1 RNA <200 copies/mL (%, n) Change in Viral Load over Time
Modified Intention to Treat 88.0% (22/25) 55.0% (11/20) 0.0264 0.2667 (0.0830, 0.8565) @ immediate LA & Delayed switch
Per Protocol 91.7% (22/24) 64.7% (1117) 0.0551 0.2361 (0.0540, 1.0318) _
Secondary endpoints 1 )8
HIV-1 RNA <50 copies/mL (%, n) .|
Modified Intention to Treat  76.0% (19/25) 40.0% (8200  0.0220  0.4000 (0.1826, 0.8761) § R
Per Protocol 79.2% (19/24) 47.1% (8/17) 0.0421 0.3935 (0.1601, 0.9674) :’
Week 24 HIV-1 RNA, copies/mL (median, IQR) 21.6 (0-46) 62 (22-21,760) 0.0071 - é
Change of CD4 cell count, cells/pL 70 (-9-157.5) 137 (24-170) 0.4473 - g
Lost to follow-up (%, n) 4% (1/25) 15% (3/20) 0.3087 -
Discontinuation of ART for any treatment- 8% (2/25) 0 (0/20) 0.4949 - T : T 2 " % P
related reason (%, n) e
Change of body weight, kg (median, IQR) 14 (0.1-37) 395 (22-5.95)  0.0085 - Figure 3. Longitudinal HIV-1 RNA viral load over 24

Modified intention to treat: missing cases were classified as virally not suppressed; Per protocol: missing cases were excluded from the analysis; Relative Risk we ek S. Sh a d e d areas | n d | C at e 9 5 % C Onﬁ d ence |nt erv al S

(RR): RR values represent the risk of the outcome (e.g., failing to achieve viral suppression) comparing the Immediate LA group to the Delayed Switch group



[Switch] DOR/ISL vs BFTAF Blinded DUNC

96 Week Data o

. 1 . Figure 2. Efficacy at Week 96 (FDA snapshot approach) was similar between DOR/ISL and
Figure 1. Double-blind DOR/ISL vs continuing BIC/FTC/TAF A bl ( Peictspnionch)
-1.2% -2.3%
-6.5,5.0 -7.5,3.6
e DOR/ISL (100/0.25 mg) and Placebo (ﬁ) (ﬁ)
* Adults with HIV-1 RNA taken once daily 100 = DOR/ISL 304 154 304 156
<50 copies/mL for Randomized M BIC/FTC/TAF  (88.9%) (80.1%) (88.9%) (91.2%)
23 months on 2:1 8 =
e BIC/FTCITAF and Placebo §
* CD4+ T-cell count taken once daily 8
250 cells/mm? and S 60+
total lymphocyte count I I T | =
2650 cells/mm? .
' Day 1 Week 48 Week 96 Week 144¢ X 40
. Ng history of treat_ment (Baseline)  (Primary Endpoint)\ (Secondary Endpoint) e 0.3%
failure on any regimen 8 (-2.8,2.4)
+ Nok ist o 20 33 15
tooDcr;;v.vn fesisiance Discontinuation was required for confirmed decline in total lymphocytes i 5 2 (9.6%) (8.8%)
Ko atve FEV heactid (230% and to <1000 cell/mm®) or in CD4+ T-cell count (1.5%) (1.2%)
* No active HBV infection : 0 :
(<350 cells/mm? from baseline 2500, 230% gnd to <350 from baseline 2350, HIV-1 RNA HIV-1 RNA No virologic data HIV-1 RNA
or to <200 from baseline <349) 250 copies/mL <50 copies/mL in window <200 copies/mL

» Switching to DOR/ISL (100/0.25 mg) from BIC/FTC/TAF maintained a high rate (89%) of virologic
suppression and had similar efficacy to continuing BIC/FTC/TAF at Week 96

* DOR/ISL was generally well tolerated over 96 weeks; the AE profiles of DOR/ISL and BIC/FTC/TAF
were comparable

* A switch to DOR/ISL had no adverse effects on total lymphocyte and CD4+ T-cell counts through
Week 96

Colson A, et al. These findings are consistent with the study’s primary Week 48 results.




[Switch] DOR/ISL vs BFTAF Blinded

96 Week Data

Figure 1. Double-blind DOR/ISL vs continuing BIC/FTC/TAF

Population

* Adults with HIV-1 RNA
<50 copies/mL for
23 months on
BIC/FTC/TAF

* CD4+ T-cell count
250 cells/mm*® and
total lymphocyte count
2650 cells/mm?

* No history of treatment
failure on any regimen

* No known resistance
to DOR?

* No active HBV infection®

Colson A, et al.

function were comparable between groups

DOR/ISL (100/0.25 mg) and Placebo Measure
taken once daily

Randomized

HUNC

SCHOOL OF
MEDICINE

Table 4. Mean changes from baseline to Week 96 in weight, lipids, insulin resistance, and renal

Treatment
DOR/ISL BIC/FTC/TAF Difference

e L |

2:1 Weight, kg 0.34(-0.38,1.06) 156 043 (-0.37,1.24)  -0.03 (-1.18, 1.11)
BIC/FTC/TAF and Placebo 3
taken once daily Fasting LDL-C, mg/dL 289 -176(-499,147) 146  0.36(-4.054.77)  -2.02 (-7.06, 3.01)
I I : | Fasting non-HDL-C, mg/dL 289 -465(-8.24,-1.06) 146 -2.57(-7.29,215) -2.23(-7.69, 3.22)
Day 1 Week 48 Week 96 ¢ Insulin resistance (HOMA-IR) 241 -013(-069,043) 124 047(0.11,0.84)  -0.29(-0.98, 0.40)
Week 144
(Baseline) (Primary Endpoint)\ (Secondary Endpoint) - )
eGFR from creatinine, mL/min/1.73m?> 304  708(5.77,8.39) 155 -0.28(-2.18,1.63)  7.28 (5.02, 9.53)
Discontinuation was required for confirmed decline in total lymphocytes eGFR from cystatin C, mL/min/1.73m?> 298 -2.41(-3.52,-1.30) 154 0.93(-0.61,247) -3.54(-5.35, -1.72)
(230% and to <1.000 celimm’) or in CD4+ T-cell count : "With 95% Cls based on the t-distribution. "With 95% Cls calculated from ANVOVA models.
(<350 cells/mm? from baseline 2500, 230% ?nd to <350 from baseline 2350, eGFR, estimated glomerular filtration rate. HOMA-IR, homeostatic model assessment for insulin resistance. n, number of participants with corresponding
or to <200 from baseline <349) baseline and post-baseline data at Week 96.

+ Switching to DOR/ISL (100/0.25 mg) from BIC/FTC/TAF maintained a high rate (89%) of virologic
suppression and had similar efficacy to continuing BIC/FTC/TAF at Week 96

* DOR/ISL was generally well tolerated over 96 weeks; the AE profiles of DOR/ISL and BIC/FTC/TAF
were comparable

* A switch to DOR/ISL had no adverse effects on total lymphocyte and CD4+ T-cell counts through
Week 96

These findings are consistent with the study’s primary Week 48 results.




[Switch] DOR/ISL vs Standard ART ©ren Label AUNC

96 Week Data o

Figure 2. Virologic outcomes at Week 48 and Week 96 (FDA snapshot approach)

Figure 1. MK-8591A-051: a Phase 3, randomized, open-label switch study
100+ 956 966 95.6 95.7 972

91.9 92.6 92.9
EoRResOn DORVISL (100/0.25 mg)
’ /:g(l)ms W_'";/”'E/? RNA taken once daily 80-
copies/mL for P
23 months on stable, 8
oral 2- or 3-drug ART g o0
+ CD4+ T-cell count Baselme_ a0tk DORVISL (100/0.25 mg) o
250 cells/mm?®and total aoeidisuloseond taken once daily 5
lymphocyte count g 401
2650 cells/mm? [ [ ] s
<N hlibey offrotorcct Day 1 Week 48 Week 96 Week 14 8
fa?lurles S;ya?\ rreairr::n (Baseline) Primary Secondary e
o y‘ etg Endpoint Endpoint 20+
* No known resistance
. - : - o : 55
to DOR* Discontinuation was required for confirmed decline in total lymphocytes 14 49 11 1.9 30 32 4,
. : infection® 9 3 ori ’ .
et kot o <(32:(? c"; ;;fn::ff::’:ob:im"légé '2%‘3/4;:d°t§"<‘;%‘6":rom 48wkduraon 96wk 48wkduraon 96wk  48wkduration 96wk 48 wkduration 96wk
2 , 230% : .
V106A/M, V1081, Y188L, H221Y, baseline 2350, or to <200 from baseline £349) HIV-1 RNA HIV-1 RNA No virologic data HIV-1 RNA
P225H, F227CIL, M230I1L, L234I, 250 copies/mL <50 copies/mL in window <200 copies/mL
P236L or aY318F.
SO N mDORI/ISL Group 1 (N=366)  WbART Group 2 (N=185) M DOR/ISL Group 2 (N=177)

+ Switching to DOR/ISL (100/0.25 mg) maintained high rates of virologic suppression (HIV-1 RNA
<50 copies/mL) through 96 weeks of treatment

— 48 weeks of DOR/ISL: 95.6% in Group 1 (Week 0-48) and 96.6% in Group 2 (Week 48-96)

— 96 weeks of DOR/ISL: 92.6% in Group 1 (Week 0-96)
* No treatment-emergent resistance to DOR or ISL was observed through Week 96
« Switching to DOR/ISL had no adverse effects on total lymphocyte or CD4+ T-cell counts through Week 96
Orkin C, et al. + DOR/ISL maintained a favorable safety and tolerability profile over 96 weeks




[Switch] DOR/ISL vs Standard ART ©pen Label

96 Week Data

Figure 1. MK-8591A-051: a Phase 3, randomized, open-label switch study

Figure 4. Mean change in weight at Week 48 and Week 96

HUNC
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5-
Population DORI/ISL (100/0.25 mg) 1
« Adults with HIV-1 RNA taken once daily |
<0 conlealnl. bor - ® DOR/ISL Group 1, Week 0-48

23 months on stable,
oral 2- or 3-drug ART

B DORI/ISL Group 1, Week 48-96
A bART Group 2, Week 0-48

Baseline ART 248 ¢ 245

taken per label

DOR/ISL (100/0.25 mg)
taken once daily

* CD4+ T-cell count 4 DORI/ISL Group 2, Week 48-96

250 cells/mm?®and total
lymphocyte count
2650 cells/mm? | I

Mean Chane in Weight (kg) (95% CI)
N

« No history of treatment Day 1 Week 48 Week 96 Week 14. ' ;
failure on any regimen (asa—"e) S SenonCY 009 018 0.0
y e Endpoint Endpoint 0 001';"' 7 s oo il daiad i + """""""
* No known resistance '
DOR® . — ' _— -0.31 .27
to Discontinuation was required for confirmed decline in total lymphocytes -
* No active HBV infection® (230% and to <1000 cells/mm?) or in CD4+ T-cell count ‘
(to <350 cells/mm? from baseline 2500, 230% and to <350 from L s ae call
V106A/M, V1081, Y188L, H221Y, baseline 2350, or to <200 from baseline £349) All participants EFV and/or TDF No EFV or TDF

P225H, F227CIL, M230I/L, L234I,

in baseline regimen
P236L or aY318F.

« Switching to DOR/ISL (100/0.25 mg) maintained high rates of virologic suppression (HIV-1 RNA
<50 copies/mL) through 96 weeks of treatment

— 48 weeks of DOR/ISL: 95.6% in Group 1 (Week 0-48) and 96.6% in Group 2 (Week 48-96)

— 96 weeks of DOR/ISL: 92.6% in Group 1 (Week 0-96)
* No treatment-emergent resistance to DOR or ISL was observed through Week 96
« Switching to DOR/ISL had no adverse effects on total lymphocyte or CD4+ T-cell counts through Week 96
« DOR/ISL maintained a favorable safety and tolerability profile over 96 weeks

in baseline regimen

Orkin C, et al.
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96 Week data

Figure 1. Study Design

Randomized Phase Extension Phase

Eligibility
criteria

Primary endpoint:!

Colson A, et al.

Aged 218
years

On B/F/TAF for
26 months
(24 weeks)

HIV-1 RNA

<50 copies/mL  N=106s
for 26 months 11 -
(24 weeks)

No history of
virologic failure
CD4+ T-cell
count 2350
cells/pL
Lymphocyte
count 20.9x10% ‘
cells/L 1]

No HBV D1 W12 W24 w4s
infection

ISL 2 mg + LEN 300 mg oral®

96 weeks of
ISL+LEN

Late Switch:
48 weeks of
ISL+LEN

ISL 2 mg + LEN 300 mg
oral®

B/F/TAF oral QD

v

Visits every W96

12 weeks

-
£

Results included in this presentation:
* Proportion with HIV-1 RNA 250 copies/mL

Proportion with + Proportion with HIV-1 RNA <50 copies/mL
HIV-1 RNA 250 copies/mL at » Change from baseline in CD4+ T-cell and
Week 24 per FDA Snapshot lymphocyte count

Algorithm « AEs

Other assessments:
» Change in BMI, body weight, and adherence by pill count

Early Switch:
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Figure 2. Study Week 96 Virologic Outcomes for Early Switch Group and Late Switch Group
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£
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88.5

m Early Switch Group
(96 weeks on ISL+LEN)

= Late Switch Group
(48 weeks on ISL+LEN)

ISL, islatravir; LEN, lenacapavir

1.5

0 - 0 22

HIV-1 RNA HIV-1 RNA No data in window HIV-1 RNA HIV-1 RNA No data in window
250 copies/mL <50 copies/mL 250 copies/mL <50 copies/mL
0/52 46/52 6/52 0/45 44/45 1/45
A Change in Body Weight (kg)
=== Late Switch Group (B/F/TAF) === Late Switch Group (ISL+LEN)
5 - == Early Switch Group (ISL+LEN) Extension Phase (Late Switch
4 4 Group switch to ISL+LEN at W48) 0.1

g 37 (=2.0, 2.3)
Qo2
S o1 -
S &0 -
- ]
1%
£ 27

=3 1 0.1

'g ) (~2.6,1.8)

BL w12 w24 W36 W48 W60 W72 ws4 W96
Early switch Stu"y Week
n= 52 52 50 49 50 48 46 46 46
Late switch
n= 52 51 50 48 49 44 44 44 44
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[Switch] Weekly ISL°?/LEN®" vs BFTAF

96 Week data

Eligibility
criteria

Primary endpoint:!
Proportion with

HIV-1 RNA 250 copies/mL at
Week 24 per FDA Snapshot

Colson A, et al.

Aged 218
years

On B/F/TAF for
26 months

(24 weeks)
HIV-1 RNA
<50 copies/mL
for 26 months
(24 weeks)

No history of
virologic failure
CD4+ T-cell
count 2350
cells/pL
Lymphocyte
count 20.9x10°
cells/pL

No HBV
infection

Algorithm

Randomized Phase Extension Phase

Early Switch:

ISL 2 mg + LEN 300 mg oral® 96 weeks of
ISL+LEN

Late Switch:

ISL 2 mg + LEN 300 mg 48 weeks of
oral® ISL+LEN

v

|

D1 W12 w24 w4s Visits every W96

12 weeks

-
A

Results included in this presentation:

* Proportion with HIV-1 RNA 250 copies/mL
* Proportion with HIV-1 RNA <50 copies/mL
» Change from baseline in CD4+ T-cell and

lymphocyte count
* AEs
Other assessments:
» Change in BMI, body weight, and adherence by pill count
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Figure 2. Study Week 96 Virologic Outcomes for Early Switch Group and Late Switch Group
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88.5

m Early Switch Group
(96 weeks on ISL+LEN)

= Late Switch Group
(48 weeks on ISL+LEN)

1.5

0 - 0 22

HIV-1 RNA HIV-1 RNA No data in window

ISL, islatravir; LEN, lenacapavir

HIV-1 RNA No data in window HIV-1 RNA
250 copies/mL <50 copies/mL 250 copies/mL <50 copies/mL
0/52 46/52 6/52 0/45 44/45 1/45
Conclusions

« All participants receiving once-weekly oral islatravir (ISL) + lenacapavir (LEN)

maintained virologic suppression at study Week 96
— No participant in either group had HIV-1 RNA 250 copies/mL at study discontinuation
— No emergent resistance to ISL or LEN was detected

* Once-weekly oral ISL+LEN was well tolerated; no Grade =3 adverse events (AEs),

serious AEs, or AEs leading to study drug discontinuation were related to ISL+LEN

+ CD4+ T-cell counts and lymphocyte counts remained stable in both groups
* These results support ISL+LEN as a potential first, once-weekly complete oral HIV-1

treatment regimen

» Two ongoing Phase 3 studies (ISLEND-1, NCT06630286; ISLEND-2, NCT06630299)

are investigating an ISL/LEN fixed-dose combination in virologically suppressed people
with HIV-1 (PWH)
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96 Week Data o

Study Design of the Phase 2 Portion of the Phase 2/3 ARTISTRY-1 Trial

_________________ |
All participants reached I

Week 0 Week 48 : Weekp48 ba‘;ore entering the I

L . 1 Phase 2 extension :

BIC 75 mg"® + : Phase 2 extension¢ I

Adults aged 2 18 years on a complex multitablet LEN 25 mg once daily° (n = 51 1 A I
regimen® (N = 128) oo e e e = ——— t——r [ N

+ HIV-1 RNA < 50 ¢/mL on stable complex regimen 2:2:1 H BIC 75 mg® + BIC 75 mg/LEN 50 mg :

* No prior exposure to LEN or resistance to BIC I LEN 50 mg once daily® (n = 52) STR once daily (n=4 [

* No HBYV infection U o o e o e o e o o e e -— . r

+ eGFRgs 2 15 mL/min I Endpom?s at week.Q.G I

1 with HIV-1 RNA < 50 ¢/mL i

A complex antiretroviral regimen was defined as: : (M=E) L :
A regimen containing a boosted Pl or NNRTI plus 2 1 other third agent from a class other than NRTI, or j ° ChangefrombaselineinCD4
A regimen of 2 2 pills/day, or a regimen requiring dosing more frequent than once daily, or I cell count [
+ A regimen containing parenteral agent(s) (excluding a complete long-acting injectable regimen) as well as oral agents I+ Incidence of treatment- i
: emergent AEs :

aDue to viral resistance, intolerance, or contraindication to existing STRs. ®BIC 75 mg single agent provides exposure consistent with BIC 50 mg as part of B/F/TAF. °All participants
taking BIC + LEN took an oral loading dose of LEN 600 mg on Days 1 and 2 of treatment. 9Participants who switched from a complex ART regimen in the extension phase took

the oral loading doses of LEN. AE, adverse event; ART, antiretroviral therapy; BIC, bictegravir; B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; c, copies; CD4, cluster of
differentiation 4; eGFRg, estimated glomerular filtration rate by Cockcroft-Gault equation; HBV, hepatitis B virus; LEN, lenacapavir; Pl, protease inhibitor; M = E, missing = excluded;
NNRTI, non-nucleoside reverse transcriptase inhibitor; NRTI, nucleoside/nucleotide reverse transcriptase inhibitor; STR, single-tablet regimen.

+ ARTISTRY-1 (NCT05502341) is an ongoing, randomized, open-label, multicenter, active-controlled
Phase 2/3 trial

» Participants who reached Week 48 and completed the end of randomized treatment visit were invited
to enter the extension period and took a once-daily STR of BIC 75 mg/LEN 50 mg

« This analysis includes data from all participants originally randomized to take BIC 75 mg + LEN 50 mg,

who either discontinued the study during the randomized period or continued into the extension

Hedgcock M, et al.
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96 Week Data

* Overall, 52 PWH were originally randomized to take BIC 75 mg + LEN 50 mg once daily
— Of these, 5 discontinued during the randomized period, and 47 entered the extension period and

took BIC 75 mg/LEN 50 mg STR once daily

Complexity of ART Regimens in Participants Randomized to BIC 75 mg + LEN 50 mg

in Phase 2

Pl + INSTI
e.g., DRV/c + DTG

+ El + NNRTI (£ NRTIs)

INSTI + El (£ NRTIs)
e.g., DTG + FTR
(+ TAF/FTC)

INSTI + NNRTI (£ NRTIs)
e.g., DTG +RPV +
TAF/FTC

Pl + INSTI + NRTIs
e.g., DRV + E/C/F/TAF

Pl + NNRTI (+ NRTIs)

Pl + INSTI + NNRTI (£ NRTIs)
e.g., DRV/c + DTG + DOR or RPV

Hedgcock M, et al.

HUNC

SCHOOL OF
MEDICINE

Virologic Outcomes Through Week 96 (M = E)

100.0 100.0 98.0 100.0 100.0 100.0 97.9 95.7 95.7
10¢-0——9 ——06—0—o—o o o

80
60

40

Participants With
HIV-1 RNA < 50 ¢/mL, %2
N
o

0

0 4 12 24 36 48 60 72 84 96
Weeks
TT% of parstipents Participants with data available,n 52 52 52 51 50 48 a7 a7 46 are
were on a Pl, and of

those, 62% were
taking a Pl + INSTI

Conclusions

* In Phase 2 of the Phase 2/3 ARTISTRY-1 trial, bictegravir (BIC) and lenacapavir
(LEN) maintained high levels of virologic suppression after a longer-term follow-up
of 96 weeks in people with HIV (PWH) who switched from complex regimen (CR)

« BIC + LEN and BIC/LEN single-tablet regimen (STR) were generally well tolerated

* These findings support continued evaluation of the combination of BIC and LEN to
optimize treatment in PWH with virologic suppression on a CR

« ABIC/LEN STR is being assessed in Phase 3 of ARTISTRY-1 and in ARTISTRY-2
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Study Design of ARTISTRY-2

Randomized, double-blind phase Optional open-label phase
f - B f . A}
Primary endpoint at
We?k 0 Weel: 48

Aduits aged = 18 years on B/FITAF _ :
« HIV-1 RNA < 50 ¢/mL n= 383 BIC/LEN f;!!ag?ce daily®
* No prior exposure to LEN ? BIC/LEN STR once daily’
* No resm{mce 0 ,B'C e TAF Continued B/FITAF STR once dally®
* No chronic HBV infection® + PBO*
*» eGFR > 30 mL/min

Endpoints

« Primary:

* HIV-1 RNA 2 50 ¢/mL (US FDA Snapshot algorithm; 4% noninferiority margin) at Week 48
« Secondary:

* HIV-1 RNA < 50 ¢/mL (US FDA Snapshot algorithm) at Week 48
» Change from baseline in CD4 cell count at Week 48
* Treatment-emergent AEs through Week 48

Meissner E, et al.
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Virologic Outcomes at Week 48 (US FDA Snapshot Analysis)

Virologic Outcome at Week 48

Post-Baseline Resistance Analyses
« Two participants on BIC/LEN and two participants on B/F/TAF underwent resistance analysis

100
5 ¥ BICLLEN (n = 383) « Of these, one participant on BIC/LEN and both participants on B/F/TAF had no
‘f. W B/F/TAF (n = 191) treatment-emergent resistance through Week 48
§ o + One participant on BIC/LEN had an isolated R263K integrase substitution at Week 36
3%’ 40 — This participant had a history of prior exposure to raltegravir and dolutegravir
a 20 - 84 — The R263K isolate remained phenotypically susceptible to BIC
0 """" — No capsid mutations were detected
HIV-1 RNA 2 50 ¢/mL® HIV-1 RNA < 50 ¢/mL No Virologic Data® -
n= 5 2 358 173 20 16

iDiscontinued study drug due to other reasons and last available HIV-1 RNA was 2 50 ¢/mL: BIC/LEN n = 3, B/F/TAF n = 2. "Discontinued study drug due to adverse
event or death: BIC/LEN n = 6, B/F/TAF n = 4; discontinued study drug due 1o other reasons and last avallable HIV-1 RNA was < 50 ¢/mL: BIC/LEN n = 14,

B/F/TAF n = 12, <Difference in percentages of participants between treatment groups (BIC/LEN minus B/F/TAF) and two-sided Cls were constructed based on
Mantel-Haenszel stratum weights and Koch variance estimator and adjusted by geographic region (US vs non-US).

BIC, bictegravir; B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; c, coples; FDA, Food and Drug Administration; LEN, lenacapavir.

» In the BIC/LEN group, four of five participants with HIV-1 RNA = 50 copies (c)/mL at
Week 48 had low-level viremia (HIV-1 RNA < 1000 ¢/mL)

One participant in the BIC/LEN group had HIV-1 RNA 10,700 c/mL at Week 48 and
resuppressed following change to a protease inhibitor—-containing regimen

Meissner E, et al.
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[Switch] EMBRACE - N6LS (LVB)" °rS¢ a4M/CAB'M aiM yg SOC

Maintenance of HIV Suppression at 12 Months - Lotivibart (LVB; V3810109, NGLS) i a broadly neutraizing CD4-bincing sie antiody in
. e evelopment for -1 treatment
* Part 1 of the EMBRACE study evaluated efficacy, safety, and tolerability of LVB Q4M + monthl
With Lotivibart (VH3810109, N6LS) Q4M + ; . \ y
CAB LA QM: The EMBRACE StUdy intramuscular CAB LA to maintain HIV-1 suppression
* At Month 6, LVB IV and SC maintained virologic suppression in 96% and 88% of participants with baseline LVB

Charlotte-Paige Rolle, MD, MPH'; Anne Luetkemeyer, MD?; Christopher Bettacchi, MD?; s : . o

William Towner, MD*; Peter Leone, MD®; Margaret Gartland, MScS: Paul Wannamaker, BAS: sensitivity, respectively; IV showed more favorable safety and tolerability

Rulan Griesel, PhD?; Michael Warwick-Sanders, BM, BSc’; Riccardo D'Agostino, PhD’; * Here, we present 12-month efficacy, safety, tolerability, and participant-reported outcome results
David Dorey, MMath®; Kathryn Brown, PhD?; Christina Donatti, PsyD®; Sherene Min, MD, MPH®; from a planned interim analysis of EMBRACE part 1

Jan Losos, PhD®

Study Design

Randomized, open-label, multicenter, phase 2b study conducted at 45 sites in the United States and Puerto Rico

Key inclusion/exclusion criteria -
N ywm S LVB 60 mg/kg IV Q4M +
Qa0 . & CAB LA 400 mg IM QM (n=50)¢
« On stable ART for 26 months g
+ 22 HIV-1 RNA measurements <50 ¢/mL - LVB 3000 mg + rHuPH20° SC Q4M +
in the 12 months before screening g CAB LA 400 mg IM QM (n=49)¢
- Phenotypic sensitivity to LVB 5]
(ICgo <2.0 pg/mL and MP1 >98%)® } Oral SOC ART (n=26)
+ No prior ART switch due to VF 2 ! , .
+ CD4+ cell count 2350 cells/mm’ Day 1 6 months 12 months
« No active HBV co-infection® 1 1
Primary Secondary endpoint
endpoint Plasma HIV-1 RNA 250 ¢/mL
at Month 12
(FDA Snapshot algorithm)
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Efficacy at Month 12 (FDA Snapshot, full analysis set) | | o participants in the LVB IV Group Met CVF Between Months 6 and 12

94 uLVB IV + CAB IM (n=50) LVB IV + CAB IM LVB SC + CAB IM Oral SOC ART
88 (n=50) (n=49) (n=26)
82 sLVB SC + CAB IM (n=49 Parameter Participant 1 Participant 2 Participant 1 Participant 2 Participant 3 Participant 12
Baseline LVB ICy, pg/mL 1.26 0.60 0.80 0.94 1.26
= Oral SOC ART (n=26) Baseline INSTI RAMs None None None None None None
Time of rebound Month 3 Month 6 Month 3 Month 1¢ Month 12 Month 9
HIV-1 RNA at CVF, ¢/mL 1810 3200 363,000 1290 114,000 214
LVB ICy at CVF, pg/mL® >50 3.34 1.08¢ 0.66' 11.98 -
CAB RAMSs at CVF® None None Q148R? None TI7A, N155H L7419
CAB fold-change at CVF® 0.52 1.34 2.17 1.33 2.60 0.58
6 10 4 0 8 8 * LVB SC group: 2 participants met CVF by Month 6; there was 1 additional CVF by Month 12
* No participants in the LVB IV group and 2 participants in the LVB SC group had CAB RAMs at CVF
HIV-1 RNA250 ¢/mL  HIV-1 RNA <50 ¢/mL No virologic data » 3/5 participants in LVB groups had baseline LVB IC4, <1 pg/mL; phenotypic sensitivity alone does not explain CVF
Y500 S5M4Y 1269 47/50 40149 2326 W50 449" 2126 * 3/5 participants developed reduced sensitivity to LVB at CVF (IV, n=2; SC, n=1)
Conclusions

At 12 months, LVB with CAB LA maintained virologic suppression, demonstrating durable efficacy in an
adult population with baseline LVB sensitivity

* LVB IV demonstrated a more favorable safety and tolerability profile than LVB SC
* No new safety signals or additional AEs were identified between Month 6 and Month 12

* These findings support the continued evaluation of LVB IV Q6M with CAB LA IM Q2M in part 2 of EMBRACE,
which is fully enrolled

* LVB is part of ViiV Healthcare's broader efforts to develop innovative ultra-long-acting therapies that address the
diverse needs of people affected by HIV and transform HIV care
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Laurie A, VanderVeen'*, Lisa Selzer’, Yu Hu', Jiani Li', Ross Martin', Nan Zhang', Kwad Mponponsuo', Joseph Eron?, Sean E. Collins’, Christian Callebaut’

‘Glisad Scences. Inc., Foster City, CA, USA. "University of North Carclina, Chapel Mill, NC. USA
“Presenting suthor

Figure 1. Phase 2 Study Design

! td tmhihi t LEN, TAB, and LEN, TAB, and LEN, TAB, and
. LEN,, the ﬁrstTm-cIass HIV-1 capsid inhibitor, is gpproved for the trea_trpent of S e e odep
multidrug-resistant HIV-1 and for HIV-1 prevention, and can be administered % (Day 1) (Week 26) (Week 52)
subcutaneously twice yearly>” 4 i "
+ TAB (3BNC117-LS, GS-5423) and ZAB (10-1074-LS, GS-2872) are bNADs that target the S SRS Pt
HIV envelope (ENV) and can also be dosed twice yearly® . :)lrv;zRgoAn::: copies/mL T
— TAB targets the CD4-binding site while ZAB targets the V3 glycan on the HIV-1 ENV® - On stable oral ART (s2
* InaPhase 2, ongoing, open-label study (NCT05729568; Figure 1), LEN, TAB, and ZAB ) gmgzmonms
are being investigated in combination as a twice-yearly treatment for HIV-1 2200 cells/uL f;}“&';’
) o ) ) ) + HBV-negative Continue Oral Stable Baseline Regimen P d ZAB'
— Twice-yearly LEN, TAB, and ZAB maintained virological suppression (HIV-1 RNA + i mrec it o hoth pr
<50 copies/mL) in 96% and 89% of participants with HIV-1 highly susceptible to both bNADbs (ICgo S2 pg/mL)® A Y
bNADbs at Weeks 26 and 52, respectively (Figure 2)'2 Primary Endpoint  Secondary Endpoint

*By PhenoSense® HIV mAb Assay (Monogram Biosciences),
T, antiretroviral therapy, bNAD, broadly neutralizing antibody, HBV, hepatitis B virus; IC,,, 90% inhibitory concentration; LEN, lenacapavir,
mAb, monocional antibody, Q6M, every 6 months; R, randomized; TAB, teropavimab; ZAB, zinlirvimab.
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[Switch] LEN-TAB-ZAB%®™ 52 Week Resistance Data

Figure 2. Virologic Outcomes by US FDA Snapshot Algorithm at Weeks
26 and 52

B LEN, TAB, and ZAB (n=53)

1993 B Oral Stable Baseline Regimen (n=27)
o On-Treatment (Post-Baseline thru
Week 52) Analysis
’;- 60 -
H %% 9% 3 participants (5.7%) in the LEN,
§ 40 TAB, ZAB arm and O in the SBR arm
met resistance analysis criteria
20 +
2% w o5
n=1 n=1*
o HIV-1 RNA  HIV-1 RNA No Virologic HIV-1 RNA  HIV-1 RNA No Virologic
250 copies/mL <50 copies/mL Data in 250 copies/mL <50 copies/mL Data in
Window Window
( J \ J
| |

Week 26' Week 527
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Relative Exposures to LEN, TAB, and ZAB Through Week 52 Il"_ [ ] | Q( |,

» Exposures of LEN (Figure 8A), TAB (Figure 8B), and ZAB (Figure 8C) in the three participants with virologic rebound were relatively lower than the

study population median; however, they still fell within the range observed in participants who remained virologically suppressed SCHOOL OF

MEDICINE

Figure 4. Virologic Analysis of Participant 1 Figure 6. Virologic Analysis of Participant 3
1,000,000 LEN, TAB, and ZAB BIFITAF Vialt 1,000,000 -
i Screening | Week 12 | Week 24 | Week 26 b LEN, TAB, and ZAB BIFITAF Screening
~ 100,000 i HV.A RNA, coples/mt 2 335 | 287000 | 3550 i ] HIV-1 RNA, coples/mL <20 248 262
2 ) 100,000 -
E 5 RAMs
% | CA None None - Q67H -El
7} 10,000+ i RT - - - None 3 . ! CcA = AF None
S | IN - - - None s 10,000 - i i RT _ _ None
; ZAB susceptibility signature S i
x 1000 I N332 glycan N332 | N332 < i i L - - fions,
g f ENV d;“"'" AF gm:g‘ g;y;ian not @ 1000 i i ZAB susceptibility signature
T 100- 50 copies/mL Drug susceptibility ;’ i M mz t:y:«;?
4 ! glycan _ glycan
= / 8 ° LEN (FC from WT) = 0.8 = 52 100 i ‘ ENV b b
10- : T : T Y TAB (ICg [pg/mL]) 1.53 AF 1.58 AF ( o 7/ { 050 detected detected
Screening 0 4 e 12 18 2‘:’ .3: 28 32 36 40 44 48 52 ZAB (ICy, [pg/mL]) 0.72 AF >50 AF P il | i Drug susceptibility
Screening o 12 24 3% 4 e 72 LEN (FC from WT) - AF AF
" = not tested. Blue circles indicate resistance testing visits. Week
AF, assay failure; B/F/TAF, bi ide; CA, capsid; ENV, envelope; FC, fold change; ICy,, 90% inhibitory concentration; : TAB (ICy [pg/mL]) 0.36 AF AF
IN, LEN, if; RAM, resi mutation; RT, reverse transcriptase; TAB, teropavimab; WT, wild-type; ZAB, zinlirvimab. SGs: L )
ZAB (ICy, [pg/mL]) 0.17 AF AF
. ici i i > -* = not tested. *These were re«(asls for wroioglc rebound conﬂrmallon as per protocol, Blue circles indicate resistance testing visits,
Participant 1 developed LEN resistance (Q67H) and resistance to ZAB (IC4, >50 pg/mL) at Week 24 e my‘aﬂm Aty Lde: CA, capeid, ENV, onvelopes FC, fold change; ICa, 90% inhi i
— This participant had rapid HIV-1 RNA suppression after switching to oral LEN.| + RAM, RT, reverse SGS, single-genome sequencing; TAB, teropavimab; W, “""“W’ 2B, zinbrvima.

bictegravir/emtricitabine/tenofovir alafenamide (B/F/TAF)
« Participant 3 had persistent low-level viremia after restarting oral B/F/TAF with no resistance detected

Figure 5. Virologic Analysis of Participant 2 — This participant resuppressed 180 days following initiation of oral B/F/TAF

w1 To be Exposures of LEN, TAB, and ZAB in the 3
| e — participants with viral rebound were

) ’j: S Faar — relatively lower than the study population

e wit 7 el e median but fell within the range observed

" = not tested. *“These were re-tests for virologic rebound oonﬁrmahon as per protocol. Blue circles indicate resistance testing visits.
AF, assay failure; B/F/TAF, bi ide; CA, capsid; ENV envolopo FC, fold change; IC,,, 90% inhibitory concentration;

e e A e i e e S e W 00 e In participants who remained suppressed
« Participant 2 had predicted loss of ZAB susceptibility at Week 52 without LEN resistance
— This participant had rapid HIV-1 RNA suppression after switching to oral B/F/TAF
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* Ultra-Long CABINST
* Phase | PK data and modelling support Q4M IM

«  GS-3242NsT
* Next gen INSTI with potential for g4M injectable dosing in pre-clinical study

« \VH184INsTI
* Next gen INSTI with phase | PK data exploring g6M SC dosing

o VH_4990apsidlnhibitor
*  Phase | PK data support Q6M dosing of IM and maybe SC
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*  Weight Loss and lower A,C CraneH, etal
»  Weight, BMI, BP, CVD Risk LeeD:etal

* Liver Fibrosis MaJ etal

» Subclinical CVD Risk Eckard A, etal

° Smoking Crane H, et al
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*  Weight Loss and lower A,C CraneH, etal

a b
) Semaglutide Tirzepatide ) Semaglutide Tirzepatide
n=2,187 n=497 n=2,164 n=492
/ Setting & Participants \ - m . y :
Centers for AIDS Research Network of Integrated 21 " =
@ Clinical Systems (CNICS) Cohort 2 . T -
P £ j: 0.25 (-0.31, -0.19)
CNICS is a 10-site cohort of adult PWH engaged 8 3.1(:34,2.7) £
0 0 in care at academic clinics across the US pet “' § 0'6
I Y \ S -5 < ’
g & o
h_l 1[[} New-users of semaglutide or tirzepatide were & 6 = 2:
included in this study & s
\ / g 7 a2aasy 3 °': 0.64 (087, 0.42)
-8

Difference: -3.1 (-4.3, -1.9) Difference: -0.39 (-0.63, -0.16)
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*  Weight, BMI, BP, CVD Riskteeb.etal .\ usions

1. PWH who initiated tirzepatide (whether for obesity or for
DM) lost mean weight of ~14.5 kg (31.9 Ibs) or 13.8% of
their baseline total body weight at 12 months

. 6_1 PWH were prescrit?ed tirzepatidg (22 had concurrent 2. This degree of weight loss is slightly less than that seen in
diabetes [PWH/D], 39 did not have diabetes [PWH/nD] people without HIV — 17% weight loss at 12 months [5]

» 26.2% (16/61) of PWH discontinued tirzepatide prior to 1 3. As expected, PWH/nD lost more weight than PWH/D
year: Gl side effects (3), non-Gl side effects (3), supply 4. Statistically significant reductions were seen in BMI, A1C,
issues (2), insurance issues (7), lack of efficacy (1) SBP with significant increase in HDL; all improvements

likely contributed to lowering 10-Year ASCVD risk scores
5. Unfortunately, ~26.2% of PWH discontinued tirzepatide
prior to the end of 12 months due to a combination of side

Tirzepatide use in PWH led to statistically significant .
effects, insurance and supply-related challenges

reductions in body weight, BMI, systolic blood pressure,
A1C, and 10-year ASCVD risk scores.

However, 26.2% (16/61) of PWH tirzepatide
prior to 1 year due to insurance/supply-related challenges.
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° Live r F| b ro Si SMa J,etal Table 3. Change in FIB-4 after semaglutide initiation? in PWH with moderate-to-

advanced fibrosis using adjusted?® linear mixed models with a priori
stratifications.

METHODS Baseline Stratum in PWH with
Moderate-to-Advanced Fibrosis

« Setting: 10 geographically diverse §it.es of I No HBV
the CFAR Network of Integrated Clinical it o 48 765 0.03

#Obs | AFIB-4 95% CI

-0.20, -0.06

<0.001

018,023 08
Systems (CNICS) cohort* __ No HCV 374 4,146 013 -0.20,-0.05 <0.01
s mmeancd]| | oy 108 1564 -007 -022,007 03
* Inclusion: all adult PWH initiating No Alcohol Use 149 2043 -008 -0.18, 002 0.1
semaglutide for diabetes and/or weight loss A.cﬁﬁﬁfﬁtseb Any Alcohol Use 168 1682  -0.06 -0.18,0.05 0.3
with data for FIB-4 calculations (4/2018 — Hazardous Use 59 525 014  -0.37,0.09 0.2
W Low dose 284 3124  -016 -0.25,-0.07 <0.001
. Se"[‘;i':f'de High dose 46 695  -021 -043,001 006
Unknown dose 152 1,891 001 -0.13,011 09

moderate-to-advanced liver fibrosis with the greatest declines in
advanced fibrosis.
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* Subclinical CVD RiskEckardA, ?tal

e}

65%
Trial profile.  [249 patients assessed 60 o
for eligibility 50
4
[ 108 enrolled | 30
20
[ 108 ranc'jomized | 10
o o

Q

Sesenanedior | | Rmeskned ko pincebe end T - < In the current analysis, we did not
intention-to-treat analysis analysis demonstrate any statistically significant
% of Participants in the Semaglutide Group by 10-Year effects of semaglutide on measures of
8 withdrawn before week 32 8 withdrawn before week 32 ASCVD Risk Category at Entry and Week 32 subclinical vascular function and calcified
2 lost to follow-up - 3 lost to follow-up . :
1 incarcerated 3 scheduling conflicts . S atherosclerotic plaque.
A SSIeaRI conss I Wenedio poncetve ) 50% < However, significant effects were seen in 10-
, + 4 . year ASCVD risk estimate and hsCRP, both
E 46 completed | | 46 completed ; " established measures of CVD risk, and a
~~=""*|interventional | | interventional [*~"""~ trend toward improved oxygen consumption,
phase phase " 2% 2% a measure of cardiometabolic health.
20% T
15%
'—‘ 2% 2%
' .
Low Borderline Intermediate High

WEntry @Week 32
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° SmokingCrane H, et al

METHODS RESULTS CONCLUSIONS
« Setting: Centers for AIDS Research Network of msmmmsssssssssossssssssess ! —
Integrated Clinical Systems (CNICS) Cohort : 204 PWH reported smoking at semaglutide initiation ! ' PWH reduced their smoking intensity by 2.7 cigarettes
« CNICS is a 10-site cohort of adult PWH engaged in | ~~~ "~~~ """ ================= per day, or 26%, after initiating semaglutide for
care at academic clinics across the United States royo\ 76% male Mean smoking: % management of weight or diabetes
. (PTG E R IR e WH} ST 10.5cigs/day  ———> | Findings should be verified over a longer period of time
* Participants: PWH who self-reported ongoing cigarette e 9.3 pack-years o _ o
use at the time of semaglutide initiation for weight or é Mean age: | We confirmed that smOkmg |ntenS|ty was stable in this
diabetes management 51 years (£10) cohort during the control period prior to initiation

______________________________ 78% had BMI 230
' S . . "y
Outcome: Change in smoking intensity (cigarettes per day) | Mean time on SG:  95% had diabetes @ | Semaglutide may result in additional benefit to overall
from pre-initiation to post-initiation of semaglutide ) 375 days (+ 327)  69% hypertension O 1 health in PWH
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GLP-1 Receptor Agonists:
Are They a Cure for Everything?

Todd T. Brown, MD, PhD
Professor of Medicine and Epidemiology
Division of Endocrinology, Diabetes, & Metabolism
Johns Hopkins University
Baltimore, Maryland, USA
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GLP1RA for Obesity-related Conditions

| 20% MACE (SELECT) Semaglutide Secondary Prevention

Heart Failure 1 13% Clin Summary Score Preserved Ejection

| 40% HF Events Fraction
MASH | 29% Steatohepatitis Resolution Semaglutide
| 14% Fibrosis
Sleep Apnea | 64% sleep apnea events (apnea- Tirzepatide
hypopnea index)
Chronic Kidney | 20% albuminuria FDA approved for
Disease | 22% in composite kidney endpoint diabetic kidney disease
(FLOW) (semaglutide)
Knee | 21% WOMAC Pain Score

Osteoarthritis
MACE: Major Adverse Cardiovascular Event; MASH: Metabolic-Dysfunction Associated Steatohepatitis

EJM. 2023 Kosorod, Lancet. 2024, Sanyal NEJM, 2025 Malhorta NEJM, 2024, Apperioo, Nalure Med, 2025

HUNC
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GLP1RA for Obesity-related Conditions

Conditii

Are CVD benefits of GLP-1 RAs mediated
by weight loss? : SELECT Trial

Primary Cardiovascular Endpoint

A Primary Cards wlar C ite End Point

L

CvD

Heart Fail

T HR 0.80 (95% C10.72-0.90)

Placebo

Semagiutide

Decrease in waist circumference explains
~33% of MACE benefit

—_— T T Y T T 1
0 6 12 18 4 0 ¥ 9 @

Cumulative Incidence (%)

MACE: M:

| ov— YV ‘Vi T T T L4 L
6 12 18 24 30 36 4 4
4. NEMACE: CVD death R e

non-fatal M|, non-fatal stroke

No. at Risk

Placebo $801 3652 3487 8326 8164 7101 $660 4015 1672
o e ~at 2025

Deanfield, Lancet 2025 Semaglutide 8803 3695 8561 8427 8254 7229 S777 4126 1734
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= Are CVD benefits of GLP-1 RAs mediated
e DY GLP1 RA in the Treatment of Substance Use Disorders

Change from baseline in craving

. : Lab self-administration of alcohol (g)
GLP-1 receptors found in brain reward areas :

Robust pre-clinical data in animal models of:
* Alcohol
» Opioids %
* Nicotine
» Psychostimulant addictions
Randomized phase 2 clinical trial evidence
emerging
> 20 RCTs ongoing including three in PWH
. NE MACE: C » Cocaine use disorder
non-fatal \ » Alcohol use disorder
Deanfield, Weekly Semaglutide in Adults with Alcohol Use Disorder
9 week randomized, controlled trial in 48 people with AUD
Weekly Semaglutide: 0.25 mg x 4w; 0.5 mg x4w

80

20

o
=]
=]

Alcohol consumed, g
=
(=]
"
=)

"~
=

-

=]

Percentage change in alcohol craving
| |

MACE: M:

Placebo Semaglutide Weeks 1-4 Weeks 5-

Lab alcohol self- administration, craving
Significant decrease in cigarettes/day

Srinivasan, J Endo Soc, 2025 Hendershot, JAMA Psychiatry, 2025

SCHOOL OF
MEDICINE
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GLP1RA for Obesity-related Conditions Adverse Effects of GLP1 RAs

Conditii

CJAe

Are CVD benefits of GLP-1 RAs mediated —
B DY GLP1 RA in the Treatment of Substance Use Disord v @"“ P

MASH
£

CvD

Lab self-administration of alcohol (g) Change from baseline in cravi

GLP-1 receptors found in brain reward areas :

Osteoarth
MACE: M;

Gallbladder
disease

"~
=

-

=]

?Thyroid
cancer S

emerging
> 20 RCTs ongoing including three in PWH
4 NE MACE: C » Cocaine use disorder
non-fatal » Alcohol use disorder RS
Deanfield. Weekly Semaglutide in Adults with Alcohol Use Dis¢ . / fv
9 week randomized, controlled trial in 48 people with \ B
Weekly Semaglutide: 0.25 mg x 4w; 0.5 mg x4w
Lab alcohol self- administration, craving
Significant decrease in cigarettes/day

o . . X Reduced _ euro- .
Sleep Ap Robust pre-clinical data in animal models of: i bowel morilty Koo so28
. A|COhO| g‘ R':l:nr‘l-:} 7.’\«-“-,> aven =
o &0 2 il gastric by ™
Chronic K| » Opioids a s ° L|_| g, Y )
Disease  Nicotine % % ‘ : x o
« Psychostimulant addictions g® e N i @ £%%e, PRetinopethy
Knee Randomized phase 2 clinical trial evidence g 3

?Pancreatitis
?Cancer

Placebo Semaglutide Weeks 1-4 Weeks 5

Sarcopenia

Ilu

Srinivasan, J Endo Soc, 2025 Hendershot, JAMA Psychiatry, 2025
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Conditii

Are CVD benefits of GLP-1 RAs mediated
GLP1 RA Discontinuation Rates

bY GLP1 RA in the Treatment

GLP-1 receptors found in brain reward areas
Robust pre-clinical data in animal models of:

* Alcohol

» Opioids

* Nicotine

» Psychostimulant addictions
Randomized phase 2 clinical trial evidence
emerging
> 20 RCTs ongoing including three in PWH
4. NE.MACE: C » Cocaine use disorder

non-fatal \ » Alcohol use disorder

MACE: Mi

Deanfield

Srinivasan, J Endo Soc, 2025

Time to discontinuation of GLP-1 RA

100}

80

60

|
40

Patients without DM

1 Year D/C Rates Patients with DM

Proportion discontinued, %

Non-DM: 65%

I
I
I
DM: 46% :
I
1

. Time since initiation
No. at risk

Patients with type 2 diabetes 36709
Patients without type 2 diabetes 15696

HUNC

SCHOOL OF
MEDICINE

Adverse Effects of GLP1 RAs

Factors Associated with D/C

* Age =65 years

» Black race
Low Income
Less weight loss
Gl adverse effects

Rodriguez, JAMA Network Open, 2025 n=125, 474 initiated on GLP-1 RA
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GLP1RA for Obesity-related Conditions Adverse Effects of GLP1 RAs

Are CVD benefits of GLP-1 RAs mediated
by GLP1 RA in the Treatment GLP1 RA Discontinuation Rates

GLP-1 receptors found inlbra T Weight Regain after GLP1 RA Discontinuation

Robust pre-clinical data in animal mo
* Alcohol &§[¢ Comparison Intervention Control
» Opioids
» Nicotine Pharmgcologi_cal interventiops currently Non:pha rmac_ological weight
- Psychostimulant addictions or previously licensed for weight loss loss interventions or placebos

Randomized phase 2 clinical trial evid ¢ 6322
. R wWilltgg,
emerging SR

o ; ; —— All medication — — Newer incretin mimetics
> 20 RCTs ongoing|iNC SRS, th outcomes ---= All incretin mimetics —— Behavioural programmes
o4, NE. MACE: C » Cocaine use disorder 5

non-fatal » Alcohol use disorder

MACE: M:

Weight loss phase

Deanfield,

Should we adopt an induction/maintenance strategy?
How slowly should we taper off these medications?
How best should we support usage with behavioral programs? Role of for Al coaching?

W= baseline weight for newer -
- incretins: 1.4 years
1 1 1

24 38 52 76 104
West, BMJ, 2026 Time since end of intervention (weeks)

Srinivasan, J Endo Soc, 2025

Change in body weight
from baseline (kg)

-15
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GLP1RA for Obesity-related Conditions Adverse Effects of GLP1 RAs

Are N
by GLP1 RA

GLP1 RA in Older Adults: Loss of Lean Mass

GLP-1 receptors
Robust pre-clinic
* Alcohol
» Opioids
* Nicotine
» Psychostimu
Randomized phe
emerging
> 20 RCTs ongol
» Cocaine use
* Alcohol use

MACE: M:

d.NE.MACE: C
non-fatal |

Deanfield,

Srinivasan, J Endo ¢

Clinical Infectious Diseases

Change in Lean Mass in
GLP-1 RA Clinical Trials

Effects of Semaglutide on Muscle Structure and Function
in the SLIM LIVER Study
berge:

-al weight
r placebos

Results: Change in physical function CROLE E

A| coaching?

Parameter Baseline Week 24 Change, Baseline to Week P-

24 (estimate, 95% CI) value

Is the effect of GLP-1 RA on muscle mass clinically relevant in certain populations?
Does the dose or rapidity of weight loss matter for muscle mass?
Can the effects be attenuated with protein intake and/or resistance training?

speed (<1 metersisecond) Yes: 31 (63%) Yes: 22 (46%) o '

-10'
STEP-1 S|

» General population:
annual decrease in lean mass over 50 years ~1-2%

Rossi, Acta Diabetologia, 2025

West, BMJ, 2026 Time since end of intervention (weeks
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GLP1RA for Obesity-related Conditions

CvD

B by gLp1RA GLP1RAin Older Adults: Loss of Lean Mass

 GLP-1rece
» Robust pre-
» Alcohol
* Opioids
* Nicotine
» Psycho
 Randomize
emerging
+ >20RCTs
wineMACE: ¢ Cocaint
non-fatal » Alcohol

MACE: M:

Deanfield,

Srinivasan, J

Are G R

Rate of Hip/Pelvis Fractures per 100
Person-years in SELECT by Age

1

05

What is the effect of GLP-1 RA on BMD and fracture?

Are there certain sub-populations at increased risk?

14

7 10

<55 years 255 to <65 years 265 to <75 years 275 years
Semaglutide Placebo

Kushner, Obesity, 2025, calculated from Table S5;
numbers above columns represent absolute number of events

HUNC

SCHOOL OF
MEDICINE

Adverse Effects of GLP1 RAs

-al weight
r placebos
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Is our exuberance for GLP-1 RAs rational or irrational?

 This class of medications has transformed the
treatment of multiple diseases
« We are only at the beginning of this transformation.

 Data should guide GLP-1 RA use, not enthusiasm
 Global access will be a major challenge that requires
careful management.
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Oral Abstract Session-03

Monday, February 23, 2026

117 - Relationship of Inflammatory,
Cardiac, and Lipid Biomarkers to
Cardiovascular Events in REPRIEVE

Steven Grinspoon
Massachusetts General Hospital, Boston, MA, USA

Financial Relationships:

Dr Grinspoon reported Self: Grants/grants pending with Gilead Sciences, Inc, Kowa
Pharmaceuticals America, Inc, and ViiV Healthcare.
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Methods

Atherosclerotic Cardiovascular
Disease in PWH

ApoB100( e : - ) - N
oxLol Dyslipidemia : Endothelial Dysfunction

LGS B B SR s PLA2G7, NOS3, MEF2A, ITGB3, etc.
Lp(a) 3 . 4
Poster #655 LDL R/

hsCRP [ Chronic Inflammation A (Subclinical Cardiac Dysfunction?

Damage

IL-6 IL-1B, IL-6, TNF-a, IL-10, etc. -
\_ N S 9 FABP3, NT-proBNP, cTnT, GDF15, etc. ¥

We measured baseline levels of clinically relevant biomarkers and assessed:
« Association with incident MACE in residual risk analyses

— Cox models adjusted for randomization and CVD risk by PCE equation
Added predictive value of biomarkers for MACE

— C-statistic and AUC at 5-yrs (AUCYS)
Modification of pitavastatin effect by biomarker level

— interaction with randomized treatment

HUNC

SCHOOL OF
MEDICINE

hs-cTnT
proBNP
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Participant Characteristics

All

(N=7005)

Without MACE
(N=6819)

Natal sex
Age (years)
GBD Super Region

PCE risk score (%)
CD4 count (cells/mm?)
HIV-1 RNA (copies/mL)

Male

Median (Q1, Q3)
High Income

Latin Am. and Carib
S.East/East Asia
South Asia
Sub-Saharan Africa
Black or AA

White

Asian

Median (Q1, Q3)
Median (Q1, Q3)
<LLQ

LLQ -< 400

400+

68%

50 (45, 55)

55%
16%
8%
4%
16%
44%
35%
13%

4.5(2.1,7.0)
455, 834

87%
1%
2%

68%

50 (45, 55)

55%
16%
8%
4%
17%
44%
35%
13%

4.4 (2.1,7.0)
629 (455, 835)

87%
10%
2%

Pooled Groups

(N=186)
73%

53 (49, 56)
78%
10%

5%
4%
3%
46%
38%
9%

6.4 (4.4,9.3)
616 (448, 799)
83%
14%

3%

With MACE

Pitavastatin
(N=74)

72%

53 (49, 56)
78%
14%
4%

1%
3%
45%
42%
5%

6.3 (3.9, 9.3)
620 (429, 784)
82%
15%

3%

HUNC

SCHOOL OF
MEDICINE

Placebo
(N=112)

74%
53 (49, 57)

79%
7%
5%
6%
3%
46%
36%
12%

6.7 (4.8, 9.2)

612 (465, 826)
84%
13%
3%
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f;_f_“)lncreased Inflammation and Subclinical Cardiac Dysfunction in
2> 4 Asymptomatic Low-Moderate Risk ART-treated PWH

hs-CRP (mg/L) IL-6 (pg/mL)

B >10 (14%) B 6.4+ (9%)

B 3.1-10 (35%) W 3.3-6.3 (24%)
B 1-3(31%) B 1.5-3.2 (48%)
<1.5 (19%)

hs-cTnT (ng/L)

MW 8+ (18%)
W 6-7 (17%)
W 3-5 (46%)

<3 (19%)

Clinical threshold
for elevated values

The estimated probability density function, and mean (circle), median (dash), Q1-Q3 (box) and P5-P95 (whiskers).
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Estimated Effects of Baseline Cardiac and Inflammatory Biomarker
Interactions on MACE Hazard (Ad Hoc Analysis)

Adjusted for PCE and randomized treatment

IR/1000PY
Interaction between ... N (#events) HR 95% CI P-value

... cardiac markers (NT-proBNP x hs-cTnT) 6665
Both normal 2931 3.55 (56) 2 ref. 0.031

* Elevations in each inflammatory biomarker Only NT-proBNP elevated 1396 3.72(28) | 1.0

. . . Only hs-cTnT elevated 1525 5.63 (45) o 1.1
alone was associated with a higher hazard iy it L )3

Of MACE ... inflammatory markers (hs-CRP x IL-6) 6665
— Even higher hazard with elevations in SES o =lfouatn iee)
Only hs-CRP elevated 1658 4.84 (43)
both Only IL-6 elevated 594 6.39 (20)
Both elevated 1637 8.26 (69)

Markedly hlgher MACE hazard among ... cardiac and inflammatory markers 6665

Normal or isolated cardiac marker elevation + ...

those Wlth eIevations in a” CardiaC Both inflammatory markers normal 2483 2.37 (32)
Only hs-CRP elevated 1504 4.69 (38)

’a”nd mfIammato markers Only IL-6 elevated 481 6.23 (16)
— Although small numbers Both inflammatory markers elevated 1384 6.02 (43)
Both cardiac markers elevated + ...
Both inflammatory markers normal 293 8.60 (13)
Only hs-CRP elevated 154 6.39 (5)
Only IL-6 elevated 113 7.16 (4)
Both inflammatory markers elevated 253 21.37 (26)

050 10D B4
Hazard Ratio (95% CI)

)
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Conclusions and Future Directions

Asymptomatic PWH with low-moderate traditional cardiovascular risk, well-treated on
ART are characterized by inflammation and subclinical cardiac dysfunction

Inflammatory pathways, particularly IL-6, representing innate immune activation, and
subclinical myocardial dysfunction related strongly to MACE in residual risk analyses

Clinically relevant biomarkers in these pathways used in combination may improve
risk prediction for CVD in PWH

Further research is needed to better understand:

- Mechanisms by which specific inflammatory and cardiac pathways contribute to MACE
-Utility of biomarkers from these pathways for HIV specific CVD risk prediction algorithms
-Role of adjunctive therapies for residual immune activation in combination with statins




Hypertension in REPRIEVE

RESULTS

« 7,769 participants enrolled from 5 global burden of disease
(GBD) regions: median age 50 years (IQR 45, 55) and 2,419

* Prevalence of baseline hypertension: 36% (95%CI 35, 37);

varied by GBD region; more common in women (Figure 1)
* 1,911 participants (69%) had pre-existing hypertension
» 1,578 were on antihypertensive medications (including 29
started on antihypertensive medications at baseline)
» 333 not on medications
» 869 (31%) previously undiagnosed

* Hypertension more common with traditional risk factors:
* Older age (50+ yrs), Black or African American race in high-
income region, higher BMI, reduced renal function (GFR < 9
mL/min) (Figure 1)

* Among 1,882 participants with pre-existing hypertension, 39%

(95%CI 37, 41) were uncontrolled

+Varied by region with control most common in nign income

countries (Figure 2)

Hoffman R, et al.

HUNC
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Figure 1: Prevalence of the composite baseline hypertension outcome Prevalence of
Hypertension
Risk Factor n / N (95% ClI)

Overall - 2780/77690.36 (0.35, 0.37)
A%e (gears)

40-4 2l 1144 /3730 0.31 (0.29, 0.32)

50-59 ™ 1353 /3361 0.40 (0.39, 0.42)
s§50+ [l 283/ 6780.42(0.38, 0.45)

ex

Female H 955/24190.39 (0.38, 0.41)

Male o 1825 /5350 0.34 (0.33, 0.35)
GBD region

High Income ™ 1542 /4095 0.38 (0.36, 0.39)

Latin America / Caribbean g 524 /1423 0.37 (0.34, 0.39)

South East / East Asia (! 141/ 5900.24 (0.20, 0.27)

South Asia = 165/ 504 0.33 (0.29, 0.37)

Sub-Saharan Africa - 408 /1157 0.35 (0.33, 0.38)
Race in HIC

White ] 702 /2154 0.33 (0.31, 0.35)

Black or African American [ag] 765 /1675 0.46 (0.43, 0.48)

Other —— 75/ 2660.28 (0.23, 0.34)
BMI (WHO race-based classification)

Low/Normal ] 838/31730.26 (0.25, 0.28)

Overweight I~ 1040 /2814 0.37 (0.35, 0.39)

Obese 899/17750.51 (0.48, 0.53)
Smoking status

Never ] 1425 /3922 0.36 (0.35, 0.38)

Former ag! 744 /1905 0.39 (0.37, 0.41)

Current F 609 /1933 0.32 (0.29, 0.34)
eGFR (mL/min per 1.73 mm?)

90+ ] 1404 /4334 0.32 (0.31, 0.34)

<90 ] 1375 /3433 0.40 (0.38, 0.42)
CD4 count (cells/mm?)

<200 ——ti 77 1 2300.33(0.27, 0.40)

200-349 (! 296/ 8310.36(0.32, 0.39)

350-499 sl 516 /1441 0.36 (0.33, 0.38)

500+ I 1891 /5267 0.36 (0.35, 0.37)
Duration of prior ART (y)

<5 2al 578/1704 0.34 (0.32, 0.36)

5-10 e 77412307 0.34 (0.32, 0.35)

10+ 3] 1427 /3756 0.38 (0.36, 0.40)
Entry ART re?imen class

NRTI + INST [ag] 777 11991 0.39 (0.37, 0.41)

NRTI + NNRTI I 1256 /3669 0.34 (0.33, 0.36)

NRTI + PI [ag] 484 /1435 0.34 (0.31, 0.36)

Other (! 263/ 6740.39(0.35, 0.43)

0.0 0.2 0.4 1.0

Prevalence (95% Cl)
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2026
ACC/AHA/AACVPR/ABC/ACPM/ADA/AGS/A
PhA/ASPC/NLA/PCNA Guideline on the
Management of Dyslipidemia: A Report of
the American College of
Cardiology/American Heart Association
Joint Committee on Clinical Practice
Guidelines

Writing Committee Members, Roger S. Blumenthal, MD, FACC, FAHA, FASPC, FNLA, Chair, Pamela B. Morris, MD, FACC, FAHA, FASPC, FNLA,
Vice Chair, Mario Gaudino, MD, FAHA, FACC, JC Liaison, Heather M. Johnson, MD, MS, FAHA, FACC, FASPC, JC Liaison, , Timothy S. Anderson,
ittner, MD, MSPH, FACC, FAHA, MNLA, MAACVPR, ... SHOWALL ..., and John T. Wilkins, MD, MSc, FAHA | AUTHOR INFO &

Key updates:

Early prevention: Screening and lifestyle interventions should begin in childhood, with earlier
pharmacologic therapy—especially for those with familial hypercholesterolemia or LDL 2160
mg/dL in young adults.

New risk tool: The PREVENT-ASCVD equations replace the older pooled cohort equations to
estimate 10- and 30-year cardiovascular risk for adults aged 30-79, guiding treatment
decisions.

Lower LDL-C targets:

e <100 mg/dL for borderline/intermediate risk
e <70 mg/dL for high risk
e <55 mg/dL for very high-risk patients or secondary prevention.

Testing and biomarkers: A once-in-a-lifetime Lp(a) check and apolipoprotein B testing are now
recommended to refine risk assessment. Coronary artery calcium (CAC) scoring is advised
when treatment decisions are uncertain.

Therapy approach: Statins remain first-line, but ezetimibe, PCSK9 inhibitors, bempedoic acid,
inclisiran, and evinacumab are recognized as important add-ons when targets aren’t met.

Lifestyle foundation: Diet, exercise, healthy weight, tobacco avoidance, and adequate sleep
remain the cornerstone of prevention and treatment.

Overall, the guideline’s central theme is “lower LDL earlier and for longer” to reduce lifetime
cardiovascular risk and prevent heart attack and stroke.

ChatGPT
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| Originally Published 13 March 2026 | & M) Check for updates
. . »
Sex Age (years) SBP (mmHg)

2026 o Male Female
ACC/AHA/AACVPR/ABC/ACPM/ADA/AGS/A

PhA/ASPC/N LA/PC NA Guide"ne on the Total Cholesterol (mg/dL)" HDL Cholesterol (mg/dL)
Management of Dyslipidemia: A Report of Lo 29100 Lt

the American COI Iege Of BMI (kg/m?)* Diabetes Current Smoking
Cardiology/American Hea rt Association e 555 Any history of diabetes. Any cigarette use within the last 30 days

30-79 90-200

*
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The following three predictors are optional for further personalization of risk assessment. When they are clinically indicated or
available,

If available or indicated, select "Yes" and enter the value.

UACR (mg/g) HbAIC Zip Code

UACR is clinically indicated for individuals with HbAlc is clinically indicated for individuals with valid 5-digit zip code is needed to estimate
chronic kidney disease, diabetes, or diabetes, prediabetes, overweight, or obesity, or social deprivation index [SDI]

hypertension those with history of gestational diabetes o No Yes

 Use PREVENT-ASCVD Calculator o~ =
< ©
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Start early
Go low

Lipid Lowering to Reduce ASCVD Risk

Screen Check
EARLIER REGULARLY

* Screen at age 22y if family « Screen lipids again at age
1

history of premature 9y

ASCVD, severe « Recheck at least every 5y

hypercholesterolemia, or FH and use PREVENT-ASCVD
» Screen at ages 9-11y to to identify risk

identify FH and other lipid

disorders

Wiggins BS, et al. JACC. 2026;m(m):H-H.

Aim for
LOWER LDL-C

Treat
LONGER

LDL-C goal:
* <100 mg/dL for PREVENT-
ASCVD <10%

* <70 mg/dL for PREVENT-
ASCVD 210%, FH, DM with
risk factors, CAC 2100 AU

* <55 mg/dL for clinical
ASCVD at very high risk*

* Check lipids 4—12wk after
start or dose change of lipid-
lowering therapy, then
every 6—12mo thereafter

» Benefits increase with
longer therapy; tailor
duration to individual risk
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Other matters that matter: Defunding Science M

MEDICINE

Reuters World v Business v Markets v Sustainability v Legal’ Commentary v More v
The Trump administration restructures federal US to cut $600 million in public health
health agencies, cuts 25% of staff grants to Democrat-led states,

MARCH 28, 2025 - 4:14 AM ET Bloomberg reports
HEARD ON MORNING EDITION

m - ) (a) (<]
Y esieHm= PN BRIINA i lzin February 10, 2026 2:09 AM GMT+1 - Updated February 10, 2026 ‘ u /‘ ‘\Aa ‘ <

. World Report

www.thelancet.com Vol 407 February 21, 2026

@ Congress compels the Trump Administration to spend
science and health funding

Proposals for huge cuts to NIH and CDC budgets have been rejected, to the relief of scientists.
Susan Jaffe reports from Washington, DC.



Other matters that matter: Defunding Assistance @UNC

MEDICINE

Figure 1
Medicaid Disenroliment Due to Work Requirements

under Different Scenarios
I
9%

2. CBO estimates of national work requirements
show lower federal spending and an increase in

the number of uninsured, but no increase in 'Eﬁ:ﬁﬁ%ﬁ:ﬁ:mztfzmgz,
employment. = Lose Eligibility Due to Not Meeting

Work Requirement

Assumed Disenroliment Rate:

Already Working or Exempt Low (5%]) Low (5%) High (15%) High (15%)
Subject to Work Requirement Low (25%) High (50%) Low (25%) High (50%)
Total Number Losing Coverage 1.4M 1.7M 3.7M 4.0M
Note: Components may not sum to totals due to rounding. KFF

Source: Kaiser Family Foundation analysis




Other matters that matter: What if Ryan AUNC

SCHOOL OF

White went away?

HIV Incidence Could Rise by 73% in 30 States Projected results: 30 states, aggregated
if Ryan White Ends: A Simulation Study

Cessation 2.5-year Interruption

Melissa Schnure', Ryan Forster?, Joyce L. Jones', Catherine R. Lesko?, D. Scott Batey’, Isolde Butler*, Dafina Ward®,
Karen Musgrove®, Keri N. Althof’, Mamta K. Jain’, Kelly A. Gebo', David W. Dowdy?, Maunank Shah', Parastu Kasaie’,

Anthony T, Fojo'

Infections (n)
Infections (n)

\-—

‘Johns Hopkins University School of Medicine; “Johns Hopkins Bloomberg School of Public Health; *Tulane School of Social Work;
‘Crescent Care; *Southern AIDS Coalition; *Birmingham AIDS Outreach; "UT Southwestern Medical Center

== Cessation == Continuation == Continuation 2 5-year Interruption

What happens to HIV incidence if the
Ryan White program were discontinued?

T — Projected results: 30 states, aggregated

“If all Ryan White programs ended indefinitely, Cessation 2.5-year Interruption
what percentage of virally suppressed individuals

would stop taking ART consistently among these

groups?”

Survey responses

) €
Any Ry.n 37% loss of viral é 40 ( é
suppression \_\
White Services (IQR: 10-60%) g £ ’ -
OAHS /
£Outt,p?tient T > 2d ~
7 t 202 2024 2
HeaTth g:rzgyes ) == Continuation ri’ S-year Interruption
49% loss of viral ¢
suppression 117,431 [30,863 — 213,440] 68,264 (18,180 - 123,309]
(IQR: 25-70%) more infections more infections

73% [19 - 132%) 43% [11 -T77%)]
180 responses from 41 states



Other matters that matter: What if Ryan AUNC

White went away? P
HIV Incideqce Could Rige by ?3°/o in 30 States Projected results: 30 states, aggregated
if Ryan White Fnds: A Simulation Sfudy .~ .
e ONclusions |
wenme* HIVincidence could rise by 73% in 30 States if Ryan White ends, or by —
e 43% if programs experience a 2.5-year interruption |-
« Impacts of cessation vary substantially at the state level, ranging from 42%
in Indiana to 147% in Colorado

;Jplion

* Ryan White services play a critical role in preventing transmission of

—tyTeE v— - - - L
65% loss of vi 20.0004
Suppressiol
/
)
X L

2020 202 203
== Continuation R S-year Interruption

TE

49% loss of viral £
rrrrr 1 ‘r
suppressiol
117,431 [30,863 — 213,440] 68,264 [18.180 . 123,309]
more infections more infections

180 responses from 41 states 73% [19 - 132%) 43% [11-T77%)



Other matters that matter: Devaluing science
has consequences

' - ‘ Measles (Rubeola)
" U.S. Hospitalizations

2026

5%
Weekly measles cases by rash onset date Total Hospitalized (74 or 487
cases
2022-2026* (as of March 19, 2026)
Percent of Age Group Hospitalized

350measles cases

7% (23 of 314)

300 Under 5 years

250

560 5-19 years 3% (23 of 781)
150

100 20+ years 7% (27 of 385)

50

Age unknown 14% (1 of 7)

Jul. Nov. Mar. Jul. Nov. Mar.
2024 2025 2026

HUNC

SCHOOL OF
MEDICINE

2025

Nn%

(242 of 2,285
cases)

18% (106 of 584)

6% (57 of 1,015)

12% (79 of 673)

0% (0 of 13)



Other matters that matter: Devaluing science

has consequences

Home | JAMA | New Online

March 5,2026 | 3 min read & Add Us On Google
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SCHOOL OF
MEDICINE

Research Letter Tylenol orders in pregnant people plummeted
o - S after Trump falsely linked the medicine to
US Newborn Hepatitis B Virus Vaccination Rates : P y
autism
Joshua M. Rothman, MD, MS1; Brian Kwan, MD, M52'3; Christopher A. Longhurst, MD, MS1'3; etal
» Author Affiliations | Article Information q}‘i’& o A NN NN o o e
EASSQERESGERRSaCaSCaae
> House brie S
o® i
. & 9 . g 2 240+ Tylenol
Predicted vs. actual Hep B birth doses per live births, .o
U.S. estimates 3 220-’?//\/\\/\_\
1.0+ £ 2 0
@ £ & 2001
£ 0s] === 190
2 i 180
= Focus on forecasted time frame
g 064 0.90+ S 2 50
= S Leucovorin
g 0.85 /.,\’_/.f\" -2 457 forchildren aged 5-17
§ 0.4+ N—"\- % 22 404
o 0.80- ; §s
2 SE 354
o Series 0.75 1 Eg 35
o 02 Actual B 30
H = ARIMA forecast 0.70 ; : - - § o
i — Training 2022 2023 2024 2025 2026 = 3
0 : : : . ; . , ; . 20
2017 2018 2019 2020 2021 2022 2023 2024 2025 2026

15-

Source: Rothman et al., 2026 Figure Source: Scientific American.




Other matters that matter: Distrusting BUNC

politicized public health leadership R

Most States Now Depart From Federal Guidelines for Childhood
Vaccines, Including All States with Democratic Governors

States relying on non-
federal sources for some or
all routine childhood
vaccine recommendations,

by governor’s party ID, as
of Jan. 20, 2026.

o I
ID WYy

- QO 000

B Republican Governor

B Democratic Governor

Note: *Has departed from federal
recommendations for at least one

MO
childhood vaccine.**Virginia’s governoris a OK LA AL GA
Democrat as of Jan. 17, 2026; the state may

choose to change its position regarding
vaccine recommendations soon. X FL
Source: KFF, State Recommendations for

Routine Childhood Vaccines: Increasing
Departure from Federal Guidelines KFF
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* Vote
 Local, State, National
* Midterm, term, special elections

 Make sure you are registered
* NeedanID? Get an ID.

* Mail-in ballots early (follow the instructions!) -
*  Unite \

* Speakup ‘
*  Show up /
- Be aforce for truth VOt

* Resist nonsense
* Control cynicism
Embrace logic





http://www.clinicaloptions.com/

