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Financial Relationships With Ineligible Companies
(Formerly Described as Commercial Interests by the

ACCME) Within the Last 2 Years

Dr Gandhi reported no relevant financial relationships with
ineligible companies. (Updated March 26, 2026)

Learning Objectives

After attending this presentation, learners will be able to:
= Summarize how new drugs may be used to improve care for
people with HIV
= List new and investigational drugs for HIV
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New ART: Injectables and Beyond

Why we need new ART

Why we need new ART

New Drugs
New Drugs
How we will use new drugs
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But we’re going to try! How we will use new drugg

Side 4

Why we need new ART

e >30 drugs for treating people with HIV: high rates of viral suppression,
low rates of toxicity

e Current regimens have limitations:
¢ Weight gain, drug interactions
¢ Daily oral dosing: challenge for some of the most vulnerable people

¢ Concerns about drug resistant HIV

¢ High costs in many countries around the world

Why we need
e Side 5

Why we need new ART: Examples

25 yo F. Virologically suppressed on ART. Wants to take
fewer medicines: worried about side effects
Need: Simplified regimens with fewer drugs

People Doing

Well on ART

45 yo M. Depression. Intermittent adherence with daily

SOEL N oral therapy.
Daily Oral ART Need: Long-acting regimens (oral or injectable)

People with 55 yo M with HIV since 1990s. Has been on multiple
Multi-drug regimens. Now has virus resistant to all classes.
Resistant HIV Need: New drugs with activity against resistant virus

Why we need
Side &
new ART
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Desiderata: “Things Wanted or Needed”

People Well People Struggling People
on ART with Daily Oral ART § drug Resistant HIV
24 v -

Fewer drugs
Less toxicity vV v v
Reduced Dosing Frequency v VY
High Barrier to Resistance v v
Active against drug resistant HIV - VY
Less Visibility/Reduced Stigma - VY v
Safety During Pregnancy v v v

Side 7

Investigational Antiretroviral Drugs ‘
Entry inhibi 7
Maraviroc — approved
Enfuvirtide -- approved In
Ibalizumab -- approved ~ drugs in red
Fostemsavir — approved Capsid inhibitors
Broadly neutralizing Abs = Lenacapavir — approved
[ &g >
Reverse Transcriptase Inh. (RTI) gyl e
Nucleoside RTI — many approved (==} nhibitors (PI)
Nonnucleoside RTI (NNRTIs) . | \ ¢ .’; A /q Many
Many approved [ R (C G“:
UIonTvi::e(ULO; MK-8507) - ;mﬁi\f}\ S ﬁ Epprove
ide RT ion strand transfer inhibitors (INSTI)
inhibitors: Islatravir (ISL), MK-8527 Many approved
—=x Ultra-long-acting CAB; VH-184; GS-3242 || cenarin, Senaiir
sies
8
o) Need #1: Simplified Daily Regimen with Fewer Drugs
/g/ Doravirine (DOR)/Islatravir (ISL): Switch Studies

« ISL: nucleoside reverse transcription translocation inhibitor (NRTTI).
+ Doravirine (DOR): NNRTI
* Switch studies: PWH with HIV RNA <50: DOR/ISL vs. continuing BIC/FTC/TAF (n=513;
double blind); DOR/ISL vs. continuing oral ART (n=551; open label)
« Switching to DOR/ISL non-inferior to continuing previous regimen (96 weeks)
+ DOR/ISL: 1/342 participants (0.3%): emergent resistance (DOR). M184V at baseline (proviral

DNA), week 24 ( itive to ISL, 7.4-fold usceptibility). BIC/FTC/TAF: no resistance
« DOR/ISL: HBV reactivation (n=6; transient low-level viremia); new HBV infection (n=5)

« Similar efficacy, safety in mild/moderate renal insufficiency (eGFR 30 to <60)
* Submitted to US FDA for switch indication: PDUFA: April 28, 2026

Calson A, et al. CROI 2026. Abstract 514LE. Orkin CM, et al. CROI 2026. Abstra

515LB. Post F et al, CROI 2026 Abstract 518

Hew ans
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//\/ Doravirine (DOR)/Islatravir (ISL): Initial Therapy

* Treatment-naive (n=500): randomized to DOR/ISL vs. BIC/FTC/TAF

* DOR/ISL non-inferior to
s s 12074537,
BIC/FTC/TAF (wk 48) A

* Emergent resistance: 2 of 269
participants (DOR/ISL) i
+ VL>1 million at baseline 1
* VL>100,000 at discontinuation ; M
* Mi184vorl. |
* DOR-R; ISL2 to 7 fold decreased :

susceptibility
* DOR/ISL: 3 HBV infections

Rockstroh JK, et al. CROI 2026, Abstract 177.
Rockstroh JK et a, Lancet HIV, 2026

New dnogs

10

Weight Gain Similar with DOR/ISL and BIC/FTC/TAF
59 @ poRAsL
& micrcas

About 4 kg in both El
groups £
i
£
-
'
§
i

Basoino Woek 24 Woek 48

v o i S o o Lancot uw'lz"ry:zs”

11

Published March 30,
2026. www.iasusa.org

MD!

MO,
Clinical setting Recommendation

Adults with viralogically suppressed HIV.1; no Tl or NNRTI DOR/ISL is an appropriate switch aption
resistance history

MIBALV anly

MBIV + TAMLZ

KESR flone or with MISAI/Y] DOR/ISLis an appropriate switch option due ta hypersusceptibiity
ndusced by K6SA
Avmbiguous MIB4I by proviral ONA Potential APOBEC.induced artact, conbrm with historical RNA

‘genotypes before using 1S

M184 1/V only: Clinical data lacking; consider alternative regimens until
more data available unless ial k fits of ISL igh uncertainty

Hew ans
e
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How Might We Use DOR/ISL (if approved)?

e People for whom integrase inhibitor therapy is not optimal or
should not be used:

¢ Drug interactions that preclude use of integrase inhibitors, eg taking
multivalent cations multiple times per day

¢ Adverse events on integrase inhibitors

¢ Virus with integrase inhibitor resistance but susceptibility to
islatravir and doravirine

13

Need #1: Simplified Daily Regimen with Fewer Drugs
Bictegravir/Lenacapavir (BIC/LEN) in People on Complex ART Regimens

« Phase 3 study (ARTISTRY-1) Week 48 Virologic Outcomes
US FDA Snapshot Analysis
« Adults with HIV suppression on 100 T 935
: . * 80 ® BICLEN (n = 371)
complex multi-tablet regimen (n=557) I = Conpe rogmen
H n=186)
* Randomized: continue multi-tablet £%
regimen or switch to daily BIC/LEN £ s 04 32 54
single tablet regimen s HIV-1 RNA HIV-1 RNA No Virologlc Data*
> 50 ciml <50 ciml
« Baseline median age, 60 yr; duration * X # L ? "
HIV treatment, 28 yr; ARV pills/day, 3; * No treatment emergent resistance
twice-daily ARV dosing, 39%; PI- « Total/LDL cholesterol improved after
containing regimen, 77%. switching to BIC/LEN
vk OM, o al CRO! 2026, Abstact 181, Orin M ot l, Lancet, 2026
o
/)/ BIC/LEN in People Switching from BIC/FTC/TAF:
ARTISTRY-2
Week 48 Virologic Outcomes
 Adults with HIV suppression on
BIC/FTC/TAF (n=574) B e
rw WRFITAF (n = 101}
* Randomized: continue BIC/FTC/TAF or E 0
$o
switch to daily BIC/LEN i, L
TR i3
* BIC/LEN: 4 participants with HIV RNA HO R et o

>50 to <1000; 1 participant with HIV
RNA 10,700; resuppressed on PI-
containing regimen

« 1 participant on BIC/LEN developed
R263K integrase mutation (prior RAL
and DTG exposure)

Meissner EG, et al. CROI 2026, Abstract 513

15
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How Might We Use BIC/LEN (if approved)?

* Simplify therapy for people who are taking complicated multi-tablet regimens
because of drug resistant HIV

e Decreased pill burden
* Less frequent dosing (once daily)
e Able to stop boosted protease inhibitors = fewer drug interactions

e Improved lipids if Pls are stopped

* Recent studies also support use of dolutegravir + TXF/FTC or
bictegravir/FTC/TAF in people who have virologic suppression on boosted
protease inhibitor regimens even if nucleoside RTI resistance present

16

Need #2: Less frequent dosing

Long-acting oral or injectable therapy

17

Weekly Oral Dosing
Oral Weekly Islatravir (ISL) + Lenacapavir (LEN)

* PK of oral ISL and oral LEN support once weekly dosing

* Phase 2: switching virologically suppressed people with HIV to oral ISL 2 mg + LEN
300 mg weekly

Phase 3: ISLEND-1 and -2

https://clinicaltrials. gov/study/NCT06630286

ISL/LEN (2 mg/300 mg): one tablet per week
(enrollment complete; results likely in 2026)

Colson A et al CR

YRR )
250 Capiestinl. <50 Capiesnl.

18
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///‘ Weekly Oral Dosing
- MK-8507 (Ulonivirine, ULO) + Islatravir

« ULO: Oral non-nucleoside reverse transcriptase inhibitor (NNRTI)

* T1/2 ~ 70 hours; once weekly dosing. Resistance profile similar to doravirine

* Phase 2b study: switching to ISL 20 mg + ULO weekly maintained HIV suppression
* Decreases in lymphocyte and CD4 counts

A couble ind. acthv convalod, shase
‘and safaty o ulaniing s corination wi
ppressod aculs bing wih HIV.

RIAS 2025 FIoml s s oo

ART strateqles

Phase 2B: ISL 2 mg + ULO 200 mg weekly: switch study ongoing (NCT06891066)

DiamondT, e, . CROI 2021; Ankrom W, et al. IV 1 o ;i 1 ' .

Side 19!

New dnogs

19

HIV Broadly Neutralizing Antibodies (bNAbs): B Cells that
secrete bNAbs can be isolated and cloned to produce clinical
product

Monoclonal Antibody
Product

Slide courtesy of Dr. Marina Caskey

20

How do bNAbs work?

By binding to HIV envelope, bNAbs prevent virus from entering cells and
thereby inhibit HIV replication

Mechanism of viral inhibition different than small molecule
antiretroviral drugs; therefore, resistance to antiretroviral therapy (ART)
does not affect bNAbs

bNADbs target HIV rather than human proteins; in general, quite safe

bNAbs are being evaluated for HIV treatment, cure and prevention

21

The IAS-USA Annual Update on HIV Management in Atlanta, Georgia, April 22, 2026

Page 7



‘\||” Every 6-month Dosing: LEN + TAB + ZAB

. . PWH with HIV suppression who switched to LEN, TAB
* Lenacapavir (capsid inhibitor) + 2 and ZAB or continued daily oral therapy (wk 52)
bNAbs, Teropavimab (TAB), 100 93%

Bun ’
Zinlirvimab (ZAB): Phase 2 LN TAB/EAS (753

80 { [cContinue oral ART (n=27)

* 3 participants: confirmed virologic

2

failure; 2 with emergent resistance (both
lost susceptibility to ZAB, 1 developed

Patients (%)

N
8

LEN resistance)
20

Weighed >100 kg; lower bNAb exposures

LEN + TAB/ZAB moving into phase 3 o

il
HIVRNA HIVRNA
i k26

Ogbuagu O et al, EACS 2025, PS09.2

New drugs

22

jr EMBRACE: bNAb Lotivibart (N6LS) with Cabotegravir

* Phase 2b study of participants with HIV . .
Virologic Outcomes at month 12

suppression on oral ART who had (FDA Snapshot)
. S - 100
phenotypic susceptibility to lotivibart (LVB) 1108 60 mghs v (e 94% -
« LVB IV every 4 months + CAB monthly, LVB o] DURRRIT S e 82%
+rHUPH20 SC + CAB or continue oral ART B omiso0ART (20
£ 60
* LVB IV + CAB maintained virologic 2
suppression in 94% of participants % 40
&
* IV LVB had more favorable safety and 2
tolerability than SC LVB o 1%
| 4%
» EMBRACE 2: LVB IV every 6 months plus ° RNA
250 Copies/mL <50 Copies/mL

CAB IM every 2 mo. (fully enrolled)

Roll C-P, et al. CRC

Abstract 176

23

Long-Acting Investigational Agents

* VH-499: Capsid inhibitor

* Treatment naive people with HIV (oral dosing): >2 log reduction in HIV RNA

* PK simulations support twice yearly dosing of injectable VH-499

* Phase 2b CINERGY trial in treatment naive adults
* VH-184: Third generation integrase inhibitor

* Active in vitro against HIV resistant to dolutegravir

« Treatment naive people with HIV (oral dosing): HIV RNA declines >2 log

* PK simulations support twice yearly dosing of injectable VH-184

* Phase 2b INNOVATE study: VH-184 with FTC/TAF in treatment naive people with HIV
* GS-3242: Long-acting injectable integrase inhibitor

 Oral dosing: >2 log reduction in HIV RNA

* PK data: every 4 mo. dosing; studies, every 6 month dosing. Phase 2 trials

s Absvact 153 Fogg Let 3, CRO1 et - 3

24
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Every 12-month Dosing
Lenacapavir in People without HIV

Formulations with 5 or 10% ethanol.

Intramuscular (IM) injection

Dose, volume higher than every 6-month
approved dose (5000 mg vs. 927 mg) >
achieved high trough levels

Phase 3 single arm trial with 3000 mg LEN IM
(PURPOSE-365). n=350.

Jogiraju V et al, Lancet 2025;
https://clinicaltrials.gov/study/NCT07047716

New drugs

25

Additional Needs: Long-Acting; Activity against Drug Resistant HIV

ISL+ULo CAB/RPV ULA

G51720+ GS4182

Dose Interval
(hold)

« Weekly oral dosing Longer acting (LA) options

o ISL+LEN ¢ Monthly: MK-8527 for PrEP (phase 3)
o ISL+ULO (Ulonivirine, s Every 4 months: CAB/RPV ULA
NNRTI) ¢ Every 6 months: LEN + TAB/ZAB (phase 3);

Lotivibart (N6LS) (phase 2), VH-499 (phase 2),

VH-184 (phase 2)
Acknowledgement: Malachi Keo

¢ Implants Side 26

26

Implants

* TAF implant in women without HIV not tolerable due to local
reactions (~1/3 removed early); drug delivery lower than expected?*

* Dolutegravir implant in mice: delivered adequate levels for 6 months;
biodegradable and removable?3

Gengiah, et al. CROI 2024, Oral abstract 123.
2Benhabbour, et al. CROI 2024, Abstract 137; 3Foster, et al. CROI 2024, Abstract 557.

Side 27/

27
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How we will use the new drugs

Side 28]

28

Who Will We Treat with Long-Acting ART?

For most people, oral daily ART will remain effective and convenient

Injectable ART is good option for people who prefer not to take daily pill and
those who struggle with taking daily oral regimen

« Cabotegravir/rilpivirine long-acting injectable reduces regimen failure in people
who have adherence challenges with daily oral therapy. (Rana A et al, NEJM, 2026)

« Cabotegravir/lenacapavir trials imminent (ACTG A5341/PALACE; ACTG
A5433/LANCET)

Combining visits for injections with other appointments may be helpful, e.g.
picking up methadone refills, psychiatrist/psychologist/support groups

How will we use.
oW drugs? Side 29!

29

Who Will We Treat with Long-Acting ART?

Considerations:

Long PK tail; need for oral bridging if missed injection; reminders

Logistics of administration

Managing toxicities if they develop

What to do if recipient becomes pregnant

What to do if people require use of medication that interacts with
long-acting ART

Case management support critical for people with adherence
challenges.

How will we use:
new drugs? Side 30

30
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Need #3: New Drugs with Activity Against Drug Resistant HIV
* 55 yo M with HIV since 1990s. —
3
* Has been on multiple regimens. [——— |
mn
* Now has virus resistant to most e
available classes. o
o - .}
ECE
.
o Em——
I
I
=
1 =1
——
w ——
U
E—
How will we use I —
new drugs? Side 31 |4

31
Potential Drugs for Multi-drug Resistant HIV
IR I
Ibalizumab JV*
Fostemsavir vV
Lenacapavir (Capsid inhibitor) yV*
Islatravir (NRTTI) Possibly
Broadly Neutralizing Antibodies W
VH-184, VH-499, GS-3242 o
sl *EDA approved! S s
32

How we will use new drugs (if and when approved)

25 yo F wants to take fewer medicines > New daily and
weekly regimens may offer greater flexibility for people
who prefer fewer drugs or weekly dosing

People doing
Well on ART

People 45 yo M intermittent viral suppression = long-acting
STEEIEATGE formulations may improve adherence; need support
DENOIEIGEEE  systems to facilitate delivery and ensure follow-up

People with 55 yo M with virus resistant to all available classes >
Multi-drug novel drugs in new classes promise hope. For people on
Resistant HIV complex regimens = simplified therapy

Howwill we use.
new

Side 33,

33
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What about cost?

How will we use.
e Side 34

34

Cost and Access

* Novel agents may not be cost-effective if price is high

* New drugs need to be priced to ensure access to people in
countries around the world

VA

By 2030, up to 4.6 million people may need 2" line
therapy in Africa, and some will need novel drugs for drug
resistant HIV

Side 35
How will we use. Wilham et al, JAIDS, 2020; Jonsen, J Law, Medicine and Ethics, 1986; McKie and Richardson,
oW drugs? SocialScience and Medicine, 2003; Orr and Wol, Theory Dec, 2015; Esil , Lancet HI, 2016

35

ART: Injectables and Beyond

Why we need new ART: need to overcome limitations of
current therapies with fewer drugs, less frequent
dosing, activity against resistant HIV

New drugs in development: target novel mechanisms;
pipeline of long-acting agents; however, need to
develop innovative access and delivery systems

>
IMROSSIBTET 0 SEE TH
FUTURE IS

How we will use new drugs: depends on person and
But we’re going to try! their needs. For all people with HIV, must redouble
efforts to provide more options, reduce costs, and
ensure equitable access around the world

Side 36!

36
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Side 37/

« Cindy Donovan
« Babafemi Taiwo
» Rafael Campo

» Martin Rhee

Acknowledgements

* Melanie Thompson

« Jose Arribas
* Trip Gulick
+ Sadie Cowan

+ Malachi Keo

37

IAS-USA

Q and A Session

38
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