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Nitika P. Pai, McGill University, Montreal, Canada




#1.TogetherTakeMe Home (#200LB)

TTMH: Campaign Strategies

OWN YOUR
SEXUAL
HEALTH

= CDC developed a marketing plan to reach priority
audiences in jurisdictions that are the focus of the Ending
the HIV Epidemic (EHE) initiative
= Priority audiences for the first year of the program
— Black and Latino gay, bisexual and other men who have sex with men

Together Take Me Home (TTMH)

In March 2023, CDC’s Let’s Stop HIV Together campaign,
partnered with Emory, BHOC, NASTAD, Orasure and
Signal
The initial goal was a web-based platform to distribute
at least 200K free HIV self-tests each year for 5 years
Eligibility

v 17 years or older

— Transgender women of all races/ethnicities
— Cisgender Black women

= Paid and organic outreach strategies on social and digital e
platforms, as well as on the ground activities with partners |[ERYEER

HOGAR GRATIS
— BHOC partnered with apps to promote the program including direct iy
links to the program from within apps as well as free ad placements

v Living in the US including Puerto Rico
Individuals can order up to 2 kits every 90 days

People who are taking PrEP or ART encouraged to share Togetber TakeMeHome: User Experience
the test instead of using it themselves

* Dating apps

CDC marketing — (Google, Facebook, etc.)
AIDS Vu

* Other partner promotions

| )4?»1;

Prom

Materials

* Arrive Together TakeMeHome website
* Eligibility (US address &=17 years old)
* Orders 1 or 2 HIVSTSs

* Customer service

* Post-Order
* 10 & 60 day




HIV self-test orders & surveys initiated by 1/22/2024

Together TakeMeHome Daily and Cumulative HIVST orders since Launch

Orders
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*Race, Ethnicity, Current Gender, sex of sex partners
**Surveys are sent at 10 days and 60 days after the order is placed

Demographics — 151,926 unique individuals*

= 52% <35 years old

— 7% over 55 years old
= 80% Male, 19% Female, <1% intersex

Populations served by TTMH, N=195,584*

. . . . Population Overall N (%) Of those with sufficient
= 35% White NH, 31% Hispanic/Latino (any race), 24% Black NH information N (%)
= Current Gender Identities were diverse Key Populations 84,452 (43.2%) 84,452 (72.1%)
— 74% man (MSM, BW, TGW)
— 18% Woman Other Populations 32,704 (16.7%) 32,704 (27.9%)
— 2.6% Transgender Woman, Transfeminine Insufficient information 34,770 (17.1%)
— 1.4% Transgender man, Transmasculine to categorize**

— 5.3% Other non-binary, genderqueer, or gender fluid No Information*** 43,658 (22.3%)



Among those who completed a follow-up survey
(IN=7,319%)
= 90.4% had used at least one of their tests (by time of survey)
= 27.7% had shared at least one test with someone else
= 630 (8.6%) reported STI testing after receiving their test
= 396 (5.4%) reported starting PrEP after receiving their test

= 176 (2.8%) reported at least one reactive self-test

Proportion of Priority populations reporting never Proportion* reporting at least one positive HIV
testing for HIV before ordering a self-test B self-test
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#2.bNAbs

Oral Abstract Session-03 | Clinical Trials of Novel

Antiretroviral Therapies
10:00 AM - 12:00 PM « Mile High Ballroom 1-2-3

l

—

Introductions (Part 1)

115 Single Dose Administration of MK-8527, a Novel nRTT, in

10:05 4w Adults With HIV-1
Russ P. Carstens, Yash Kapoor, Ryan Vargo, Arinjita Bhattacharyya,
Graigory Garrett, Jean-Francois Denef, Kemira Naidoo, Liliana Preotescu,
Richard Kaplan, Mohammed Rassool, Johannes Lombaard, Randolph P.
Matthews, 5. Aubrey Stoch, Marian lwamato, Gillian Gillespie

116 Antiviral Activity, Safety, and Pharmacokinetics of G5-1720: A
10:13 4 NovelWeekly Oral InSTI
(Carl ). Fichtenbaum, Mezgebe Berhe, Jose Bordon, Jacob P. Lalezan,
Godson Oguchi, Gary Sinclair, FurongWanag, Brie Falkard, Haeyoung
Zhang, Eva Mortensen, Jared Baeten, Moti Ramgo pal

117 VH3810109 (N6LS) in Adults With HIV-1 Who Are ART-Naive:
10:21 Phase lla BANNER Efficacy Data
PeterLeone, Alejandro Ferro, Sergio Lupo, Joseph McGowan, Paul Benson,
Marisa Sanchez, Stefan Schneider, Paul Wannamaker, BetaWin, Judah
Abberbock, Viviana Wilches, Margaret Gartland, Max Lataillade, Jan Losos

118 AFirst-in-Human Study of the Trispecific HIV-1 Broadly

10:20 44 Neutralizing Antibody, SAR441236
Athe Tsibris, Yu £ Zheng, Edmund Capparelli, Katherine Rodriguez,
Randall Tressler, Antoine Deslandes, Katherine Shin, Philip Marzinek,
Lucio Gama, Baiba Berzins, Chanelle Wimbish, Chih-Jen Wei, Gary
Mabel, Daniel R. Kuritzkes, Pablo Tebas

Questions and Answers (Part 1)
Introductions (Part 2)

119 Safety and Efficacy of VRCO7-523LS Plus Long-Acting

1:0044 Cabotegravir in the Phase || ACTG AS357 Trial
Babafemi Taiwo, Yu E. Zheng, Katherine Rodriguez, Leah Burke,
Jackie Reeves, Paul Wannamaker, Lucio Gama, Christos Petropoulos,
Kimberly K. Scarsi, Pablo Belaunzaran-Zamudio, Ronald ['Amico,
Katharine ). Bar, Pablo Tebas, for the ACTG A5357 Team

120 Lenacapavir Plus bNAbs for People With HIV and Sensitivity to
11:08 4 EitherTeropavimab or Zinlirvimab
Joseph ). Eron, Paul P. Cook, Megha Mehrotra, Hailin Huang,
Marina Caskey, Gordon Crofoot, Edwin Delesus, Linda Gorgos, Laurie
VanderVeen, Olayemi 0. Osiyemi, Cynthia Brinson, Sean E. Collins

121
10:16 au

—)

122
M:24am

Therape utic Efficacy of a Triple Combination of HIV-1 Broadly
Neutralizing Antibodies

Boris D. Juelg, Victoria E. Walker-Sperling, Kshitij Wagh, Kathryn
Stephenson, Jlinyan Liu, Malika A. Boudries, Roberto C. Arduino, Lucio
Gama, Elena Giorgi, Richard A. Koup, Michael 5. Seaman, Charlotte-
Paige M. Rolle, Edwin De Jesus, Bette Korber, Dan H. Barouch

Randomized Trial of Cabotegravir and Rilpivirine Long-Acting
inAfrica (CARES): Week 48 Results

Cissy M. Kityo, lvan K. Mambule, Simiso Sokhela, Reena Shah, Caroline
Otike, Jose ph Musaazi, Kimton Opiyo, Fiona Cresswell, Charity Wambui,
Gilbert Ategeka, Josphat Kosgei, Logashvari Naidoo, Fafad. Boateng,
MicholasPaton



Oral Abstract Session-03

#2.bNAbs Banner (#117) ot

BANNER Study Design

Randomized, open-label, 2-part, multicenter study of N6LS in ART-naive adults

Single N6LS infusion

Randomized Monotherapy endpoint criteria
1:1 — (Days 11-84)
2 = + Virologic non-response (viral nadir
Inclusion criteria E decline <0.5 log,, c/mL by Day 11)
+ Virologic rebound (VL rebound of 21.0
* Age 18-65 years logqo ¢/mL increase from nadir or to
" 3 <0.5 log;, ¢/mL from baseline)
HIV-1 RNA 25000 ¢/mL l * Missing/Delayed data from previous visjé
» CD4+ cell count Reached Day 84
3
2250 cells/mm Ram::r:lzed o N6LS 700 mg (=10 mg/kg?) IV (n=16)
- ART-naive i -
=
@
N6LS 700 mg (~10 mg/kg?) SC (n=16) |, Participants receive INI-based SOC
T T 7/ >
Day 1 Day 11 Day 84
Monotherapy Response-guided SOC SOC- 48 weeks

1 * N6LS antibody susceptibility screening was not performed; instead, N6LS susceptibility was determined retrospectively
.- using the PhenoSense® monoclonal antibody assay (Monogram Biosciences, South San Francisco, CA)




N6LS antiviradctivity
BANNER Part 2: SC Antiviral Activity correlatedwith drug exposure!

o, 03 J * Lower exposures were
c % 0.0 & /./..—o observed with SC vs IV
£ ¢ -0.3 1 - administration using the
58 051 @ same N6LS dose
S ; -084T 40 mg/kg IV
w + .
5> 4018 | #2800 mg (<A mahkg) VN e . Lower SC exposure due to
cE L, T EE L et mm) first-pass lymphatic
& o -1.3 1 «=8=700 mg (~10 mg/kg) IV N
= o~ elimination
o5 -1.5 1 £ | —e—70mg (~1 mgkg) IV
= i& -18 {a 700 mg (~10 mglkg) SC * The SC response was as
-2.0 : : : : : | expected when considering
Baseline Day 1 Day 3 Day 6 Day 9 Day 11 Day 14 N6LS exposures achieved
(24 h)
Part 1 Part 2
N6LS 280 mg IV N6LS 700 mg IV N6LS 70 mg IV N6LS 700 mg SC
Viral dynamic measures, N6LS 40 mg/kg IV (~4 mg/kg?) (~10 mg/kg?) (~1 mglkg?) (~10 mg/kg?)
median (range) (N=8) (N=6) (N=16) (N=16) (N=16)
Viral nadir from baseline, log,, c/mL -1.72 (-2.60, -0.60) -1.18 (-2.18, -0.30) -1.54 (-2.22, -0.41) -0.43 (-1.29, -0.12) |-0.50 (-2.13, —-0.09)
Time to viral nadir, days 16 (5-21) 9 (7-16) 9 (6-27) 7 (2-23) 9 (1-50)
Time to viral rebound among 35 (12-78) [n=8] 18 (14-29) [n=9] 22 (14-43) [n=14] 13 (10-22) [n=7] 17 (11-63) [n=8]

responders, days

IV, intravenous; NELS, VH3810109; SC, subcutaneous; VL, viral load.
#For a 70-kg individual.



Conclusions

* Robust antiviral response was observed with N6LS and was correlated with N6LS exposure’;
this exposure-dependent antiviral activity was consistent with reports for other bNAbs?

* Baseline viral sensitivity to N6LS was an important predictor of N6LS concentrations required to achieve
antiviral effect’

* Lower SC viral response was as expected when considering N6LS exposures achieved

* The SPAN study explores the safety and tolerability of higher doses of N6LS, including SC with

rHuPH20

in HIV-negative adults and is presented in Poster 6393 40 mg/Kg: 30 ml (3000 mg)!!

* Results from BANNER and SPAN support the ongoing clinical development of N6LS as
an ultra-long dosing strategy into phase 2b (EMBRACE, NCT05996471)

bNAbD, broadly neutralizing antibody; Cmax, maximum plasma concentration; IV, intravenous; N6LS, VH3810109; SC, subcutaneous.
1. Edwards et al. EACS 2023; Warsaw, Poland. Poster eP.A.099. 2. Caskey et al. Nafure. 2015;522:487-491. 3. Win et al. CROI 2024, Denver, CO. Poster 639.
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39 | The End of Oral? How Long-Acting Formulations Are Changing the
Management of Infectious Diseases

Charles W. Flexner, The Johns Hopkins University,
Baltimore, MD, USA




#3. CARES (#122)

Studz Design

Phase 3b, Randomized (1:1), Open-Label, Active-Controlled, Multi-Centre, Parallel-Group, Noninferiority Study

Main eligibility criteria Study treatment

+ 218 years of age Oral ART (SOC)
* On stable oral therapy: TDF + 3TC/FTC + DTG/NVP/EFV
TDF + 3TC/FTC + DTG/NVP/EFV* n=256
= HIV-1 RNA <50 copies/mL at
24-12m prior to and at screening] o], ife) | CAB (600 mg) + RPV (900 mg) LA
+ No history of Rx failure Oral IM Q8W
- No HBV infection e n=256
Study timepoint I | | | | | T g
Day -28 -1 Day 1 Week 4 Week 24 Week 48 Week 72 Week 96
1 | 1
Confirm HIV-1 RNA <50 copies/mL Randomization (1:1) l ! VE’aI load every 24 weeks l }

l Safety laboratory monitoring at weeks 4, 8 (LA), 12 (SOC), week 24, then every 24 weeks ]

Py
| Stored PBMC at baseline: proviral DNA *quenoed for archived resistance and subtype determin‘ation (batched, retrospective)

Primary endpoint at
*3TC/FTC/TDF, lamivudine/emtricitabine/tenofovir disproxil fumarate; DTG, dolutegravir, NVP; nevirapine; EFV, Was
efavirenz; CAB, cabotegravir; LA, long-acting; Q8W, every 8 weeks; RPV, rilpivirine; SOC, standard of care . )
Kityo et al. CROI 2024; Virtual and Denver, CO.



Outcomes & Analysis

Primary outcome:
* Proportion of participants with plasma HIV-1 RNA <50 copies/mL at week 48 (FDA snapshot)

* Non-inferiority assessed in the intention-to-treat (ITT) population, 10% NI margin

« Sensitivity analysis done in per-protocol population

SCREENED
N= 1039

Secondary / other outcomes:
* Proportion of participants with plasma HIV-1 RNA =50 copies/mL (FDA Snapshot; ITT, 4% NI margin)

* Proportion of participants with confirmed virologic failure (CVF; 2 consecutive HIV-1 RNA 2200
copies/mL taken 4-6 weeks apart)

« Safety and tolerability
« Treatment satisfaction (HIV Treatment Satisfaction Questionnaire change version; HIVTSQc)

Excluded N= 527
375- Anti-HBc positive

Randomised
N=512

33- HBsAg positive
119- Other Criteria

Long-acting Therapy
N=255

| 2 Withdrew consent |

v

Completed week 48
N=253

Oral Therapy
N=257

| 2 Withdrew consent |

A 4
Completed week 48
N=255

99% retention at Week 48




Baseline Characteristics

CAB + RPV LA Oral ART (SOC) Overall

Characteristic (n=255) (n=257) (N=512)
™) Female sex, n (%) 146 (57.2) 149 (58.0) 295 (57.6)
Age, median (IQR), years 43 (36-51) 42 (35-49) 42 (35-51)
BMI=30 kg/m2, n (%) 57 (22.4) 51(19.8) 108 (21.1)
Black race, n (%) 254 (99.6) 256 (99.6) 510 (99.6)

Time on first-line ART, median (IQR), years 8 (4-13) 7 (4-13) 8 (4-13)
Prior exposure to NNRTI, n (%) 189 (73.7) 191 (74.3) 380 (74.2)
INSTI regimen at screening 231 (90.6) 240 (93.4) 471 (92.0)

NNRTI regimen at screening 4(9.4) 7 (6.6) 41 (8.0)

Archived DNA analysis *

1 v 83 s

119/213 (55.9)
25/200 (12.5)

115/201 (57.2)
26/177 (14.7)
17/200 (8.5) 21/177 (11.9)

15/95 (15.8) 14/85 (16.5)
10/95 (10.5) 5/85 (5.9)

Viral subtype A1, n/n (%)
RPV resistance mutations, n/n (%)
RPV intermediate/high-level resistance, n/n (%)

CAB resistance mutations, n/n (%)
CAB intermediate/high-level resistance, n/n (%)

234/414 (56.5)
51/377 (13.5)
38/377 (10.1)

29/180 (16.1)
15/180 (8.3)

+  * Retrospective, batched sequencing performed on archived viral DNA extracted from PBMCs stored at baseline

= "Viral subtype, resistance mutations and drug susceptibility were determined using the Los Alamos National Laboratory

Panel, and Stanford algorithm respectively




Virologic Outcomes at Week 48 (ITT)

Adjusted Treatment Difference (95% Cl)
100 4 J6.9% 97.3% Proportion with plasma HIV-1 RNA <50 copies/mL

CAB + RPV LA
80 1 B CAB + RPV LA Q2M (n=255) 10%
- 05 ] 24
NI margin
3.4

60 - Oral SOC (h=257)

-12-10 -8 6 4 -2 0 2 4 6 8 10 12
40 - Difference (%)

Proportion with plasma HIV-1 RNA 250 copies/mL |

20 1 CAB +RPV LA

Proportion of participants (%)

2.4% 1.9% 0.8% 0.8% |
| F— 1
0 6 5 247 250 2 2 22 i 4% NI margin
Virologic non-response | Virologic success No virologic data !
250 copies/mL <50 copies/mL ——r—r—r—r
( P ) ( P ) -12-10 8 6 4 -2 0 2 4 6 8 10 12
Difference (%)

Primary outcome - proportion with plasma HIV-1 RNA <50 copies/ml:
* Main analysis (ITT): adjusted difference -0.5% (95% CI, -3.4 to 2.4), meeting the non-inferiority criterion
» Sensitivity analysis (per-protocol): adjusted difference -0.3% (95% CI, -3.0 to 2.3) confirming non-inferiority

. . 10
Note: minor changes in numbers from abstract Kitvo et al. CROI 2024: Virtual and Denver. CO.



Participants with virological failure

CAB + RPV LA Oral ART Difference (95% CI)
Confirmed virological failure (VL 2 200 copies/ml x 2) 1(0.4%) 0 04(-041t01.2)

+ One additional virological failure (unconfirmed) in CAB + RPV LA arm (died before retest; HIV-unrelated cause)

Participant with confirmed virological failure Participant with virological failure (unconfirmed)
» Failure at week 48 (VL = 8,608 copies/ml) » Failure at week 48 (VL = 44,984 copies/ml)
* No delayed injections * No delayed injections
+ Female, Uganda * Male, Uganda
- Baseline BMI: 25.9 kg/m? - Baseline BMI: 22.0 kg/m?
+ Subtype A1 » Subtype D
* Resistance mutations [Stanford resistance levell: * Resistance mutations [Stanford resistance level]:
Baseline*: No NNRTI or INSTI mutations Baseline*: K103N/S, E138A [RPV low]; no INSTI mutations
Failure: Failure:
V108I, E138K, V179L [RPV high] K103N/S, V106V/A, E138A [RPV low]
E92E/V, N155H, L74M [CAB intermediate; DTG nil] G118R [CAB high; DTG intermediate]
* Re-suppressed on TDF/3TC/DTG once daily

12

% ) . . . .
Retrospective, batched sequencing performed on archived viral DNA extracted from PBMCs stored at baseline Kitvo et al. CROI 2024: Virtual and Denver. CO.



Injection Site Reactions (Week 48)

Grade 1 Grade 2 Grade 3
Any ISR, n (%) 161 (63.1) 26 (10.2) 1(04)
Pain 161 (63.1) 23 (8.6) 0 (0)
Swelling 17 (6.7) 3(1.2) 0
Nodule 13 (5.1) 0 1(0.4)
Erythema 3(1.2) 1(0.4) 0
Induration 1(04) 1(0.4) 0
Rash 1(0.4) 0 0
Pruritus 1(04) 0 0
Discharge 0 1(0.4) 0
Abscess 0 2 (0.8) 0

* Most ISRs were grade 1 or 2; only 1 grade 3; none were grade 4;
* Only 1 (injection-site sterile abscess) led to treatment discontinuation



#3. LATITUDE (#212LB) @& Ml

A5359-Long-Acting Therapy to Improve Treatment success in Daily IifE
Phase Ill prospective, randomized, open-label trial
Monthly IM CAB/RPV-LA vs. oral Standard of Care (SOC) ART

PWH who have barriers to adherence: -
a Poor viral response despite oral ART for 26 months. study deSIQ n

Loss to clinical follow-up with ART non-adherence 26 months.

No Hepatitis B
No INSTI or RPV RAM historically or by screening.

Step 3
No exclusion based on CD4* T-cell, HIV VL, active substance/alcohol use or (52 weeks)
unstable housing. (22 active ARVS) Arm A:
+ CAB/RPV-LA (Q4W)*

CEls Arm B: SOC AR

Step 4

Stepl: Adherencesupport QM..M [ e

+ economicincentives!!

Primary Outcome: Regimen failure defined as
the earliest occurrence of confirmed virologic
failure or treatment discontinuation in Step 2 @\

LATITUDE ACTG™




Study population (Step 1 and Step 2)

Characteristic Total
(N=434)
40 (32,
Age, years Median (Q1, Q3) 51)
<30 88(20%)
31-50 232(53%)
51+ 114 (26%)

‘ Sex atbirth  Female 129 (30%)

Tr gender Spectrum 21 (5%)

Characteristic

Baseline HIV-1 RNA
(c/mL)

Baseline CD4*T
(cells/imm?3)

Step 1 Total
(N=434)
<200 141 (32%)
201-10,000 110 (25%)
10,001-100,000 121 (28%)
>100,000 62 (14%)
Median (Q1, Q3) 270 (116, 498)

Race Black/African American 277 (64%) Step 2 Treatment Arm

White 117 (27%) Characteristic CAB/RPV-LA soc

Other/multiple/unknown 40 (9%) (n=146) (n=148)
Ethnicity Hispanic/Latino 75 (17%) :'N': (zcm;'“"' HIV-1 o ) TV -
History of IDU  Cwrrently « Previous.  1(14%) g . 5ine CDA+T Median (Q1, 417 (198, 374 (198,
Non-Adherence (cells/mm3) Q3) 688) 605)
criteria Lost to follow-up 87 (20%)

Poor response 283 (65%)

Both 64 (15%) * including 8 participants with HIV-1 RNA >10,000 ¢/ml in -
Time since HIV the CAB/RPV-LA arm
Dx, years Median (Q1, Q3) 13(7,21)

LATITUDE ACTG@
Safety/tolerability/timing of injections for participants
initiating CAB/RPV-LA in Step 2

Total
Characteristic (n=135)
Participants with at least 1 ISR, n (%)

(Pain, tenderness, nodule)
Grade 2 3

Injection Timing Categories, n (%)

Early injection (<21 days)
On Time (21-<36 days)

Delayed injection (236 days)

Missed Injection

77 (57%)
3 (2.2%) 4=

6 (1%)
1,092 (93%) 4um
40 (3%)

36 (3%) 4=



Results-All Outcomes

Primary Outcome

Regimen Failure

Difference Nominal 98.75% CI
-14.5% (-29.8%, 0.8%)

> 100%

% 80%

L

o

& 60%

- 38.5%

= Tl 241%

g 20%

— |

v 0%

CAB/RPV-LA SOC

Number of participants

Regimen

Failure » d
VF 5 28
TRT-DISC 23 19

LATITUDE

Secondary Outcomes

Virologic Failure

Difference Nominal 98.75% Cl
-18.2% (-31.1%, -5.4%)
E 100%
S 80%
L
[=]
s 60%
g o
: D 25.4%
=
E 0%  7.2% -
o 0%

CAB/RPV-LA SOC

Number of participants

Virologic

Failure »

Treatment-related

Failure

Difference Nominal 98.75% Cl
-16.6% (-29.9%, -3.3%)
> 100%
S 80%
8
& 60%

E o
g o= 26.2%
E 20%| 9.6% -
-
o 0%

CAB/RPV-LA SOC

Number of participants
Treatment-related
Failure
VF 6 28
TRT-DISC (AE) 3 1

Permanent Treatment
Discontinuation

Difference  Nominal 98.75% ClI

-4.1% (-18.0%, 9.8%)

> 100%

S 8o%

3

& 60%

2 0¥

z 20.9% 24.9%

£ 20%

-

O 0%

CAB/RPV-LA SOC

Number of participants

Permanent
TRT-DISC - -

@
ACTG "




Participants with confirmed VF in Step 2

RAM Evaluation

With new RAM, n

Without new RAM, n
D/c without confirmation

sample, n
HIV-1 RNA <400 c/mL, n

le not coll

tad

P

CAB/RPV-LA Oral SOC ART Total
(n=6) (n=28) (n=34)
2 2
Week 18 Week 37
E138EK; G140GS; Q148K; K103R A71V; V771; V1061 4
Week 49 Week 48
E138K; Q148K; K20KR; M230ML M1841
3 19 22
[1] 2 2
1 3 4
[1] 2 2
&
ACTG
Conclusions

* Considering all endpoints together, CAB/RPV-LA demonstrated
superiority when compared to daily oral SOC ART in PWH in
the US who face barriers to adherence and have a prior history
of virologic non-response or loss to follow-up.

* Clinical trials in this important population are feasible.

* These data support the use of LAl in this population. Future

clinical trials should assess use of CAB/RPV in actively viremic
patients.
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Comment & Response
March 1, 2024

Updated Treatment Recommendation on Use of
Cabotegravir and Rilpivirine for People With HIV
From the IAS-USA Guidelines Panel

Paul E. Sax, MD'; Melanie A. Thompson, MD?; Michael S. Saag, MD?; et al
*» Author Affiliations | Article Information

JAMA. Published online March 1, 2024. doi:10.1001/jama.2024.2985

When supported by intensive follow-up and case manage-
ment services, injectable cabotegravir and rilpivirine (CAB-RPV)
may be considered for people with viremia who meet the cri-
teria below when no other treatment options are effective due
to a patient’s persistent inability to take oral ART (rating Alla un-
der the conditions described).

« Unable to take oral ART consistently despite extensive efforts
and clinical support

« High risk of HIV disease progression (CD4 cell count <200/uL
or history of AIDS-defining complications)

» Virus susceptible to both CAB and RPV

above. However, no randomized clinical studies exist to sup-
port this recommendation, and available data are limited by
small numbers with variable follow-up, variation in dosing regi-
mens, and insufficient information regarding the types and in-
tensity of clinical support deployed. To generate more robust



24-Week Viral Suppression in Patients Starting Long-Acting CAB/RPV Without HIV Viral Suppression

628

Matthew D Hickey. Janst Grochawski, Francis Mayorga-Munoz, Elizsbeth Imbert, Jehn D. Szumewski, Jon Oskarsson, Mary Stisis, Samantha Ditwrth, Ayesha Appa, Diane ¥ Haviir. Manica Gandhi, Katerina Christopoulos

BACKGROUND

« LA-CABIRPY is FDA-approved in the United States as a
switch stratagy for paopla with HIV (PWH) who are virally
suppressed on Gral antielroviral therapy (ART).

+ Early data from elinical cohorts suggest that HIV viral
suppression can be obtained in most patients Initiating LA-
CAB/RPY with an unsuppressed virsl load, but there s no
data on whether initial viral suppression is sustained.

+ We sought to evaluate longer-temm v
eutcomes following inifiaion of LA-C
pecple who were not virally suppressed at baseline.

METHODS

“¥iral suppressian outcomes now updated 1o 48 weeks®

+ We ponducted 8 refraspective eohort study of PWH who
initiatad LA-CAB/RPY st Ward 86, a teaching hospilal-
affiliated, publicly-funded HIV cinc in San Francisco

« e have 266 PWH who Inlisted LA-CABIRPV, this
analysis incluged those who nitiated LA-CABRPY

injectable ART, e.. with a
baseline HIV viral load (VL) 250 copiesimL and whe
started prior to 5-Dee-2022 (thus having 258 weeks prior
o database closure for oulcome ascartainment)

+ Our linic protocal was to start all unsuppressad patients
on every 4 waek dasing, with optional change to every &
week dosing after 3-5 months supprassion

roviaw of

Division of HIV. Infocticus Disaase, & Glosal Medicne, Universiy of Galfcrréa, San Francisco, G, Unitsd States

Among 59 people with HIV
initiating LA-CAB/RPV with HIV
RNA 250 copies/m,

93% were
virally suppressed (<50 copies/mL)
at 48 weeks (95% <200 copies/mL)

RESULTS
+ 286 PWH have received 1 dose of LA-ART as of 31-Jan-2024 {101 with baseline VL 250 copiesiml
and 185 with basalin VL <60); Ward 88 administers ~18 injectabie medicabions/day in lotal
* 59 PWH started LA-CABIRPV with VL 250 copies/mL by 5-Dec-2022 & included in analysis
+ 4g-week Viral Suppression:
- B1% (48150) LA-CABIRPV and )
* 93% (55/58) wors virally suppressad <50 capiesimL (LA-CAB/RPV + alternative ART)
+ 95% (56/58) were virally suppressed <200 copiesiml (LA-GABIRPY + alternative ART)
+ Virologic failure: 3 patients (5%) had virologic failura with emergent resistance (soe Table 3)
+ 2 within & weeks of

LA-CAB/RPV injaction dates, and HIV viral load
measuraments

+ Primary outcome: HIV viral suppression (<50 copiesimL)
and LA-CABIRPV persistence (not discontinued o late by

14 days at 48 weeks), using closest VL. lo 48+/-B wecks

- Secondary outcome:

« Any HIV viral supprassion <50 copiasimL at 48 wesks
{on LA-CAB/RPV or altemative ART)

+ Any HIV viral suppression <200 coplesimL at 48 wesks
(on LA-CABIRPY or altemative ART)

« Virelogic ailire, defined as <205 VL deciine al 4 weeks
ar VL 2200 copies/mL after initial viral suppression with
emergent CAB- or RPV-associsted resisiance mulatons

~ Proportion ranslticning lo every & week dosing

+ Proportion of patients wilh any injection >7 and >14
days late

* 1 following LA»CAEfRF'\:, did not rasur:; oral ART
+ Dosing interval: 19 (32%) ransitioned to every 8 waek dosing by wesk 48
* Late injections: 17 (29%) had at least one injection >7 days late and 8 (14%) >14 days late
+ 3 wars lost to follow-up; remainder parsisted on LA-CABIRPY and were suppressed at week 48

Figure 1. Y Via Suppression ot 45 weehs

follawing initation of LA-CAB/R
i boscis HIY VA 50 coptemmt. (58] Diconineed UACAB/RPYand
rasamad oral ART
o5% Failurn with
- Omtime inections z -
+ Lot 19 Folkow-up 80 off | ART, - 1 oM

-

SUMMARY AND CONCLUSION

+ Ward 88 started 8 LAART program for those withoul &
with adherence challenges in 2021, now with 268 PWH

* Among thase initiating LA-CAB/RPY with HIV RNA 250
capiasimi., 4B-week viral suppression to <50 capiesim|
was §3%, with 81% persisting on LA-CAB/RPY

+ In populstion facing significant psychosocial challenges,
loss to follow-up was low following LA-CABIRPY iniiation

* LA-ART can ba an Impertant tool for impeoving virel
supprassion among patients facing adharance challenges

Case Series Examining the Long-Acting Combmatlon of Lenacapavur ELL Cabotegraw

Monica Gandhi;' Lucas Hil

Background

- Injectable cabotegravir (CABNripiviring (RPV) is the

only combination long-acting (LA) antiretroviral
treatment (ART) regimen approved for HIV

RPV s not effective among individuats with
nonnucleaside reverse lranscriptase inhibitor
(NNRTI) resistance (when the mutations are RPV
resistance associated mulations, RAMs). which has
>10% prevalence in many couniries (Figure)
Lenacapavir (LEN) is a LA capsid inhibitor given
every six months but has not been studied in
combination with other LA agents

Methods

* Four clinics where providers are using either LA

CAB/RPV or LA CAB paired with LA LEN for selected
patients with adherence challenges off-abel were
identified (UCSF Ward 86, UCSD Owen Clinic,
MetroHealth's HIV Clinic, UPenn Clinic) and a case
series assembled

All patients in this series experienced challenges o
taking oral ART which is why LAART was prescribed
Variables, including sex; gender, age; race; ethnicity;
current housing status; substance use; viral load (VL)
prior to starting LEN/CAB; durafion between CAB
doses (every 4 or B weeks); whether injectable RPV
was also given; viral mutations in the NNRTI or
INSTI class; BMI; fime on the regimen; and LEN
injection site reaction gamered from medical record
IRB approvel in dlinics o present data if no patient
identifiers

Figure: Rates of NNRT| resistance fries as

i, J=m

son;? Katerina (
Laura Bamford;

1 Ann A\ Y,

In this case series of 34 patients on LEN/CAB from
four U.S. academic medical centers, high rates of

CAB/RPV cannot be used in LMICs with high rates

e
et

i b

virologic suppression (94%) were seen (up from
47% at baseline). Clinicians used LEN/CAB for
adherence challenges and NNRTI resistance.

These data support a clinical trial of LEN/CAB as

of NNRTI resistance
4) of LEN/CAB in this case series

Table: Details of patients (;
A4

number

: Call for a Trial

34: T6% male; 24% cisftrans female;
41% Black; 38% Latinofa; median age 47 [range 28-
75] years; 29% and 71% on CAB every 4 or 8
weeks) reported challenges adhering to oral ART
(Table)

+ Reason(s) for using LENIGAB with or without RPY

were: either documented of suspected NNRTI
mutations (n= 21, 53%}, inlegrase mutations (n=5,
15%), high VL (n=8, 18%), or continued viremia on
CABIRPV alone (n=4, 12%)

Injection site reactions on LA-LEN were reported in
4% (32% grade |, 12% grade 2).

All patients but two (32/34; 94%) suppressed (VL<
75 copiesimL) after starting LEM at a median of 8
(4-18) weeks, with 16/34 (47%) suppressed at
baseline.

Conclu:

First case series of patients on a novel combination
of lang-acting ART with LEN (subcutaneous every &
months) and CAB (intramuscular every 4-B weeks)
with or without RPY

Al experienced adherence challenges with oral ART
Most comman reasan for use of this ofi-abel
combination was NNRTI mulations

Overall, viral suppression doubled from 47% at
baseline lo 34% on LEN/CAB

* Patients with documented or suspected NNRT|

mulations ail achieved suppression on LEN/CAB

* Due to prevalence of NNRT| mutations worldwide

{Flgure}, GABIRPY not spproved s LAART by

of WHO report 2021 (RPY 2.7-18.7%)

countries (LMICs)

et
s B 'rnmrum. in 2024, disparities exist in availabillty of
[ LAART batween high and LMICs

s « Trial needed lo study LEN/CAB In patients with

S NNRITI resistance workivide given this disparity; this

e case series serves as a call for this il
et}
e

NIAIDNIH

UC San Diego

+ MetroHealth




#5. ISLLEN QW oradwitch (#208LB)

A Phase 2, open-label, active-controlled study in virologically suppressed PWH?

. o Extension phase
Inclusion criteria

Viral load <50 c/mL on B/F/TAF® SE2mg. 5 EENSH0 mgioral QUL

* No history of virologic failure ¢
+ CD4 count 2350 cells/gl 11
* Lymphocytes 2900 cells/pl

+ No HBV infection

ISL 2 mg + LEN 300 mg oral QW
B/IFITAF QD

I | U T
D1 w12 w24 w48 Visits every 12 weeks

Primary endpoint: Proportion with HIV-1 RNA 250 c/mL at Week 24 per FDA Snapshot algorithm

Secondary endpoints: « Exploratory endpoints®: ’ - . . .
_ Proportion with HIV-1 RNA 250 ¢/mL at Weeks 12 and 48  Tremtmentomennt vedisianca il gl R aseline Demographic and Disease Characteristics

— Proportion with HIV-1 RNA <50 c¢/mL at Weeks 12, 24, and 48 — Participant-reported outcomes
— Change from Day 1 in CD4 Total (N=104) ISL + LEN (n=52) BIFITAF (n=52)
— Adverse events (AE) leading to study drug discontinuation Median (range) age, years 40 (26-76) 40 (28-67) 40 (26-76)
- PK parameters® Female at birth, n (%) 19 (18.3) 10(19.2) 9(17.3)
Gender Identity, n (%)
3NCT05052996. hFm’ at least the previous 24 veeks “600 mg qLEN was g_wen on Day 1 and Day 2 for P loap,ng. d N=106; dosed, r_~1=1_o4'. *Will be presented ‘ Transgender female 1(1.0) 1(1.9) 0
in future p BIFITAF, D, day: HBV, hepatitis B virus; ISL, islatravir; LEN, lenacapavir; PK, pharmacokinetic:
PWH, people vith HIV-1; QD, daily: QW. weekly: W, week. Non-binary/third gender 1(1.0) 0 1(1.9)
Race, n (%)
White 52 (50.0) 25(48.1) 27 (51.9)
Black 37 (35.6) 21 (40.4) 16 (30.8)
Asian 3(2.9) 2(3.8) 1(1.9)
American Indian or Alaska Native 3(2.9) 1(1.9) 2(3.8)
Native Hawaiian or Pacific Islander 1(1.0) 0(0) 1(1.9)
Other 8(7.7) 3(5.8) 5(9.6)
Ethnicity, Hispanic, or Latinx, n (%) 30 (28.8) 13(25.0) 17 (32.7)
Mean (SD) CD4, cells/uL 786 (249.5) 755 (223.6) 818 (271.3)
2500 cells/ul, n (%) 96 (92.3) 46 (88.5) 50 (96.2)
Mean (SD) absolute lymphocytes x 10%/uL 1.94 (0.556) 1.94 (0.445) 1.95 (0.652)

BIFITAF, bictegravir/emtricitabine/tenofovir alafenamide; c/mL, copies/mL; ISL, Islatravir; LEN, lenacapavir; SD, standard deviation



Efficacy at Week 24

100 1 942 942 W ISL + LEN; n=52
80 - W B/F/TAF; n=52
60 -

Participants, %
40 -
20 -
a 5.8b

19 3.8

0 — T
HIV-1 RNA HIV-1 RNA No data in
250 c/mL <50 c/mL window

n 1 0 49 49 2 3

Participants in both treatment groups maintained high rates of virologic suppression

aDiscontinued due to non-drug related adverse event with HIV-1 RNA <50 c/mL at time of discontinuation, n=2. bDiscontinued for other reason with HIV-1 RNA <50 c/mL at time of
discontinuation, n=3.

BIFITAF, bictegravir/emtricitabine/tenofovir alafenamide; c/mL, copies/mL; ISL, islatravir; LEN, lenacapavir . N
Participant on ISL + LEN with HIV-1 RNA 250 c/mL at Week 24

- » Resuppressed at Week 30 without

Screening <50 change in regimen

Day 1 251 « Adequate levels of plasma ISL and LEN
Week 24 64 - No emergent resistance detected

Week 30 <50

« Participant remains on study drug




Safety Summary

Any AE 40 (76.9) 38 (73.1)
- Treatment-related AEs (TRAE) 9(17.3) 3(5.8)
Grade 1 and 2 TRAEs 9(17.3) 3 (5.8)

Occurring in 22 ISL + LEN participants

Dry mouth 2(3.8) 0

Nausea 2(3.8) 0

mm)  Grade 3 and 4 TRAEs 0 0
Serious AE 3 (5.8)2 0

mm)  Serious TRAE 0 0
AE leading to study drug discontinuation 2 (3.8)0 0

TRAE leading to discontinuation 0 0

3Serious AEs included large intestine perforation and renal colic (in the same participant), pneumonia, and neurclogic anesthetic complication.
b arge intestine perforation and renal colic, n=1; acute hepatitis B infection, n=1.
AE, adverse event; B/FITAF, bictegravir/emtricitabine/tenofovir alafenamide; ISL, islatravir; LEN, lenacapavir; TRAE, treatment-related adverse event

No Grade 3 and 4 laboratory abnormalities were clinically significant,

except ALT elevation seen in a participant with acute hepatitis B



CD4 and Absolute Lymphocyte Count Changes Through Week 24

Change in CD4 == |SL+LEN; n=52 Change in Absolute Lymphocyte Counts
=@= B/F/TAF; n=52 0.3 -

300 -
1 0.2 4
Mean ) Mean
0, 7 -4 7
(Sr?aﬁgil) 100 - ©95% cry O
, change, 0
cells/pL W P=03477 %100 el - P = 0.6301
-100 - -0.1
| e 1
o 0.2 1 -0.04¢ -
_300 1 1 1 1 1 1 1 1 1 1 1 1 1 -03 T T T T T T T T T T T T 1
D1 W4 W8 W12 W18 W24 Mean Values D1 W4 W8 W12 W18 W24

Mean Values
ISL + LEN 755 738 729 732 766 755 ISL + LEN 194 193 197 1.94 1.98 1.92
B/FITAF 818 787 813 758 767 761 B/FITAF 195 197 199 199 1.97 1.96
» No between-group differences in CD4 and absolute lymphocyte count changes at Week 24
« No participants discontinued due to CD4 or absolute lymphocyte count decreases

3n=50. n=50. ‘Least square mean difference. In=49.
B/FITAF, bictegravir/emtricitabine/tenofovir alafenamide; Cl, confidence interval; D, day; ISL, islatravir; LEN, lenacapavir; SD, standard deviation W, Week




Interactive Symposium-09 | Follow Your Heart: Managing
Cardiovascular Disease Risk in HIV
4:00 PM - 5:30 PM - Mile High Ballroom 4

Objectives: At the completion of the session, participants will be able to:

« Summarize the findings from the REPRIEVE (Randomized Trial to Prevent
Vascular Events in HIV) Trial and the implications for clinical practice

« Identify the potential mechanisms underlying excess cardiovascular risk in
people with HIV

« Discuss challenges to the implementation of cardiovascular risk reduction in
different clinical settings globally

Target Audience: This session is directed to clinicians and researchers involved
in cardiovascular disease prevention and treatment for people with HIV.

Level of Knowledge: Itis assumed that the participants are familiar

with research on cardiovascular and metabolic complications of HIV infection.

Conveners

Matthew J. Feinstein, Northwestern University, ‘ ‘
(hicago, IL, USA

Franck Boccara, Sorbonne Universite, Paris,
France

400 PM | Overview of the REPRIEVE Trial

Steven K. Grinspoon, Massachusetts General Hospital, Boston,
MA, USA

T 45]4:05PM | Sex Differences in Atherosclerotic CVD Risks
and Mechanisms: Insights From REPRIEVE
Markella V. Zanni, Massachusetts General Hospital, Boston, MA, USA

46| 4:25 PM | Inmunomodulation and Cardiovascular
Disease: Lessons Learned From HIV

PriscillaY. Hsue, University of California San Francisco, San
Francisco, CA, USA

" 47| 445PM| Implications for Implementing CVD Risk
Prevention Strategies for Low- and Middle-Income Countries
Mpiko Ntsekhe, University of Cape Town, Cape Town, South Africa

5:05 PM | Panel Discussion

What's New in the Guidelines

Updated: February 27, 2024
Reviewed: February 27, 2024

For people with HIV who have low-to-intermediate (<20%) 10-year ASCVD risk estimates:

+ Age 40-75 years

* When 10-year ASCVD risk estimates are 5 to <20%, the Panel recommends initiating at least moderate intensity statin
therapy (Al).

» Recommended options for moderate intensity statin therapy® include:
+ Pitavastatin 4mg once daily (Al)
+ Atorvastatin 20mg once daily (All)
+ Rosuvastatin 10mg once daily {All)

+ When 10-year ASCVD risk estimates are <5%, the Panel favors initiating at least moderate intensity statin therapy (CI).
The absolute benefit from statin therapy is modest in this population, therefore the decision to initiate a statin should

take into account the presence or absence of HIV-related factors that can increase ASCVD risk.

+ Same options for moderate intensity statin therapy as recommended for 10-year ASCVD risk estimates of 5 to <20%
(see above)

+ Ape <40 years

+ Data are insufficient to recommend for or against statin therapy as primary prevention of ASCVD in people with HIV. In
the general population, lifestyle modifications are recommended for people age <40 years, with statin therapy
considered only in select populations (see AHA/ACC/Multisociety Guidelines).

https:// clinicalinfo.hiv.gofen/ guidelineghiv-clinicatguidelinesadult-
and-adolescentarv/whats-new
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Placebo

Pitavastatin

Months

People with HIV

Changes in LDL and biomarkers were not significantly associated

Randomized to
pitavastatin or placebo

e
&

Oral Abstract Session-07

Tuesday, March 5, 2024

with changes in noncalcified plaque volume

v

Olink target 96 panels

Proteomic markers
Cardiovascular
Cardiometabolic
Immuno-oncological

Coronary CT

Noncalcified plaque volume|

558 individuals passed all criteria for

proteomic analysis
272 received Pitavastatin
286 received Placebo




#6. REPRIEVE PCOLCE (#151)

Proteins differentially expressed over time

between treatment groups

False di t Decreased expression
alse discovery rate
ry ANGPTL3 Angiopoietin-related protein 3: Involved in

corrected p value regulation of lipid and glucose metabolism.
15 ® p<0.05 Mannose-binding protein C: Calcium-
e Pp=005 % [ MBL2 dependent lectin involved in innate immune
PCOLCE defense. i
Tissue factor pathway inhibitor: Inhibits factor
k TFPI Xa directly. It possesses an antithrombotic

action and the ability to associate with
lipoproteins in plasma.
10 TRAIL Tumor necrosis factor ligand superlamlly
1ember 10: Induces ap«
~Increased e expresslon
( | MHC class | polypeptide d A-Bi
MBL2 NRP1] Acts as a stress-induced self- anngen that is
TRAIL \ MIC-A/B
/ pesssa s recognized by gamma delta T-cells. Binding to

5 / KLRK1 leads to cell lysis.

\ \ Neuropilin-1: Receplor involved in the
ANGPTL3

P MIC-A/B | NRP1 development of the cardiovascular system, in
The treatment effect of pitavastatin was largest on PCOLCE;
0 relative change compared to placebo: 24% [95% Cl: 18-31%, p<0.001]

0.0 0.2 <
log,-fold change [NPX] ‘ RO I§

-10gyop

)
5

Plaque structural decomposition

Total plaque volume

Noncalcified plaque (S350HU) Calcified plaque
Fibro-fatty (<130HU) et

LDL vs. noncalcified plaque

1

NCP log;o-fold change [mm?]

-100 0
LDL change [mg/dL]

PCOLClIprocollagenG

endopeptidaseenhancerl

Acelera maduracion
procolageng con agregacion de
calcio en la pared vascular.
Estabiliza la placa!



Protein changes vs. noncalcified plaque change

S % change in  95% Confidence % change in  95% Confidence
NCP interval P NCP interval P
|LDL 1.5 [-1.2;4.3] 0.26 -0.1 [-3.0; 2.9] 0.95
|ANGPTL3 -19.8 [-34.0; -2.6] 0.026 23 [-20.3; 31.3] 0.86

'MBL2 -18.7 [-315:-35] 0018 -11.0 [-26.9; 8.4] 0.25

MIC-A/B -11.1 [-36.2; 23.7] 0.48 - - -

|[NRP1 -30.0 [-53.0; 4.3] 0.08 = = e

[-42.9:-18.7]  <0.001 [-45.3; -13.4]

Doubling in PCOLCE expression was associated with a decrease
in noncalcified plaque by -31%, [95%CI: -45%; -13%, p=0.002]

are for per ing in protein expressi C RO I%




