In Case You Missed It: Updates from

Recent Publications and Meetings

_ Roger Bedimo, MD T

.mmssor of Medicine / Qy

University/ of Texas Southwestern Medical Center

VA North Texas Health Care System

Dallas, Texas

Financial Relationships With Ineligible Companies (Formerly

Described as Commercial Interests by the ACCME) Within the
Last 2 Years:

Dr Bedimo has received research funding from ViiV
Healthcare and serves on the Scientific Advisory Board
for Merck & Co., Inc., ViiV Healthcare, and Gilead
Sciences, Inc., and Theratechnologies. (Updated
11/2/21)

Slide 2

» Strategies for HIV prevention
= HPTN 083/ HPTN 084
= Newer Long-Acting Options
« Strategies for antiretroviral-naive people living with HIV
= TAF/FTC, DTG during pregnancy (IMPAACT 2010/VESTED)
« Strategies for treatment-experienced people living with HIV
= DTG vs. DRV/r (NADIA study)
» Metabolic complications in people living with HIV
= Weight Change with ARV Switch
» Cancer Prevention in people living with HIV
= ANCHOR trial
+ Challenges in prevention of COVID-19 in immunosuppressed
= Do people with HIV respond well to COVID-19 vaccines?
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Unmet Needs for HIV Prevention?
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HPTN 083:
PrEP with IM CAB vs. TDF/FTC =

Phase 2b/3 randomized, double-blinded HIV PrEP international study
* Study pop: High-risk adult MSM/TGW (N=4570)
= 67% <30 yo; 12% TGW; 50% Black in U.S.
+ Study reg: vs. TDF/FTC po daily
+ DSMB stopped study early! SR
* Results:
= New HIV infections:
13 (CAB) vs. 39 (TDF/FTC)
= HIV incidence rates (/100 pt yrs):
0.41 (CAEfx) vs. 1.22 (TDF/FTC)
= Safety:

y:
ISR 81% (CAB) vs. 31% Splacebo)
2% of CAB participants d/c

» Conclusion: CAB non-inferior and superior!

CAB, cabotegravir; FIC, emtricitabine; MSM, men who have sex with men; TOF,
Slide 6 tenofovir disoproxi fumarate; TGW, transgender women

PTN

Landovitz. 1AS 2020 #OAXLB0101
NEJM. 2021 Aug 12;385(7):595-608

HPTN 084:

PrEP with IM CAB vs. TDF/FTC

Phase 2b/3 randomized, double-blinded HIV PrEP international study
+ Study pop: High-risk cis-gender women (N=3224)

= Age 18-45 years.
+ Study reg: CAB oral (5 wks)~>IM g2 mos vs. TDF/FTC po daily
* Results:

= New HIV infections:
4 (CAB) vs. 36 (TDF/FTC)

= HIV incidence rates (/100 pt yrs)
0.20 (CAB) vs. 1.86 (TDF/FTC)

= Safety:
» Conclusion: CAB non-inferior and superior!
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Islatravir Oral PrEP

* Population PK simulations:

+ Conservative PK threshold of ISL-
TP is set as 0.05 pmol/106 PBMC
cells (~1Q=5) for HIV prevention

* Monthly oral ISL dose of 60 mg is
selected for phase 3 HIV-1
prevention trials

= ISL-TP concentrations will
exceed the PK threshold within
a couple of hours

= ISL-TP concentrations will be
maintained above the PK
threshold from first dose of
administration in all participants

Sides Patel. CROI 2021

Monthly oral dose of ISL 60 mg is expected to maintain systemic
ISL-TP concentrations above the PK threshold

ISL 60 mg is expected to provide adequate tissue exposures

(85w PK analysis from an angaing Phase 2a tral {Protocol 016)
d an ate gistribution of ISL-TP'

L10bserved ratio of ISL-TP In target
and comparable to 3 provius ISL

Islatravir Implant

« Double-blind, placebo-controlled
trial in low-risk participants:

Panel A: 48 mg; Panel B: 52 mg;
Panel C: 56 mg

Twelve (8 + 4 design) per panel
Subdermal placement in upper
arm

Implant in place 12 weeks,

followed by 8 weeks post-removal

PK (plasma and PBMC), EKGs,

vital signs, safety labs collected

throughout

« 56 mg implant projected to lead
to concentrations above
threshold for 52 weeks

Matthews. CROI 2021
Slide 9

Size of Implant
¢ t2mm

Intracellular ISL-TP PK threshold of 0.05 pmol/10° cells
maintained throughout placement for two highest doses

EKG, electrocardiogram; PBMC, peripheral blood mononucear cell;
PK, pharmacokinetics.

Ultra-long-acting removable drug delivery
system for HIV treatment and prevention

« After ATLAS and FLAIR:
= Longer acting options being
developed
= Need option to remove the
injected nanosuspension in
case of a medical emergency
+ Implantable DTG:*
= In-situ forming implant:
Injection->solidification>
possible easy removal
= Potential for PrEP and ART
= Drug delivery for up to 9 mo. in
humanized mice and 140 days

in non-human primates
Slide 10
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1. Kovarova. Nature Communications 2018.
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Unmet Needs for Treatment Experienced

with Current Antiretroviral Options?

«  After Failure of NNRTI-based Therapy:

INSTI-based ART in treatment-experienced. Efficacy vs. Pl-based ART? Despite
NRTI resistance?:

SECOND LINE: RAL + 2 NRTIs non-inferior to LPV/RTV + 2 NRTIs.t

EARNEST: RAL + 2 NRTIs non-inferior to RAL + PI; sup to Pl mono.?
o DAWNING: DTG + 2 NRTIs superior to LPV/RTV.3

* NADIA Trial:#
= More contemporary Pl; Second-line INSTI;

464 participants failing first-line NNRTI-based therapy

DTG vs. DRV/RTV each with TDF/FTC or ZDV/3TC

At baseline: 50% had K65R and 86% had M184V

Excellent virologic response at wk 48: DTG: 90.2%; DRV/r: 91.7% (diff. -=1.5; 95%
Cl: -6.7 to 3.7, P=0.58)
1. Lancet 2013; 381: 2091-99; 2. Paton. N Engl J Med 2014; 371: 234-47; 3. Aboud. Lancet
Slide 11 %u Dis 2019; 19: 253-64; 4. Paton. NEJM. 2021 Jul 22;385(4):330-341.
—_—

NADIA Trial: Viral Suppression at Week 48

Subgroup Dolutegravie Darunavie Difference in Percentage Points (95% C1)

153/169 905)
59/66 (89.4

Darunavie Better Dolutegravir Better

fter NNRTI therapy failure, DTG or DRV/r + TDF/FTC efficacious, regardless of amount of
NRTI resistance.

Slide 12 Paton, NEJM, 2021 Jul 22:385(4):330-34.

Unmet Needs for ART in Pregnancy?

» Prompt ART crucial to optimize maternal outcomes and prevent MTCT:
= No adequate data on safety and efficacy of Dolutegravir or Tenofovir
alafenamide during pregnancy

» IMPAACT 2010/VESTED Trial:
= 214 weeks of pregnancy; no previous ART
= DTG + TAF/FTC vs. DTG + TDF/FTC vs. EFV/TDF/FTC
= Viral Suppression at Delivery:

Combined dolutegravi Efavirenz, emtricitabine, and  Difference Inproportions  pvalue
(95%0C)

group (n=211)

HIV-1RNA <200 copies per mi

o Treat analysis

Per-protocol analysis

US FDA snapshor

igorithmt

Slide 13 Lockman. Lancet 2021 Apr 3;397(10281):1276-1292
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Adverse Outcomes

Composite adverse pregnancy
outcome: spontaneous abortion
(at <20 weeks), stillbirth (at 220
weeks), preterm delivery (at <37
weeks), or small for gestational
age (birthweight <10th %ile for
gestational age, adjusted for
sex).

DTG+FTC/TAF vs. DTG+FTC/TDF:
—8-8% (~17-3% to -0-3%)
DTG+FTC/TAF vs. EFV/FTC/TDF:
—8-6% (~17-1% to ~0-1%)

Preterm Delivery:
DTG+FTC/TAF vs. EFV/FTC/TDF:
~6-3% (~11-8% to —0-9%)
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Weight Gain on INSTI, TAF or Weight Loss on
TDF, EFV? Likely Both...
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Weight Gain on INSTI, TAF or Weight Loss on

TDF, EFV? Likely Both...

« Pooled analysis of 12 prospective clinical trials of switch in virologically
suppressed (n = 4166) vs. remaining on SBR (n = 3150)

« Greatest risk with switch from EFV to RPV or EVG/cobi and switch from TDF
to TAF. Switch from ABC to TAF was associated with less weight gain than

switch from TDF to TAF
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Unmet Needs for COVID-19 Prevention?

CDC is recommending that moderately to

severely immunocompromised people

receive an additional dose:

« Been receiving active cancer treatment

+ Received an organ transplant "

+ Received a HSCT within the last 2 years

+ Moderate or severe primary
immunodeficiency

« Advanced or untreated HIV infection

+ Active high-dose corticosteroids or other
immunosuppressive medications

https:// cdc.qo 019-ncov/vaccineslt html.
Herishanu. Blood. 2021;137(23):3165-3173
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Percent of subjects with antibody response after two mRNA COVID-19
vaccine doses by immunocompromising condition and study (n=63)
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Do PLWH Respond Well to COVID-19 Vaccines?

« Cohort of 100 PLWH (median CD4: 511, only 5% viremic) and 100 without HIV

+  75% received Pfizer/BNT162b2 and 25% mRNA-1273/Moderna

« Predictors of poor response: low CD4 count, unsuppressed viremia and Pfizer

« Each 100 CD4 cell increase - 28% (GMR 1.28;95% ClI:1.16-1.41)higher IgG
and 22% higher sVNT (GMR 1.22;95% CI: 1.09-1.37)

19G Concentration Among PLWH: CD4, Viral Load, Vaccine
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+ All 7 individuals with CD4+ T-cell counts<200 cells/ul.
without IgG/sVNT Response
+ No IgG Non-Response among Moderna Reciplents

side19  Spinelli M, et al. Abstract LB8. IDWeek; Sept. 29-Oct. 3, 2021 (virtual meeting)
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https://www.cdc.gov/coronavirus/2019-ncov/vaccines/recommendations/immuno.html
https://www.cdc.gov/vaccines/acip/meetings/slides-2021-08-13.html

Treating Anal Cancer Precursor Lesions

Reduces Cancer Risk for People With HIV

* 4446 PLWH with high-grade squamous intraepithelial lesions (HSIL)
randomized to either HSIL treatment or active monitoring.®

+ 21 clinical sites around the United States

« Treatment arm: HRA-guided ablative therapy (most patients) or topical
(imiquimod thrice weekly x 16 wks, fluorouracil bid x 5d then g2 wks x 16 wks,
or trichloroacetic acid g 3 weeks x 12 wks)

« Treatment arm: recurrent HSIL were re-treated; active monitoring arm: watched
closely with HRA and yearly biopsy to check for progression to ASCC.

« Al participants received HRA g 6 months, and rates of anal squamous cell
cancer compared b/w groups.

« “Chances of progression to anal cancer were significantly reduced”23

1. https:/fwww.clinicaltrials.gov NCT 02135419
2. https//iansociety.org. Accessed October 8, 2021
Slide 20 3. Goldstone. Diseases of the Colon & Rectum: November 1, 2021
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