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Compounds in clinical development for treatment and prevention
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Link JO, et al. Nature 2020;584:614-8; Bester SM, et al. Science 2020;370:360-4.
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Introduction

¢ Lenacapavir (LEN, GS-6207) is a long-acting first-in-class inhibitor of HIV-1 capsid protein

— In clinical development for treatment and prevention of HIV-1 infection

¢ Highly potent activity (ECsq: 50—-100 pM), with a low clearance and slow release kinetics?

— Can be administered orally (daily or weekly) or subcutaneously (every 6 months)2-4

¢ CALIBRATE was designed to generate exploratory clinical data to supportthe future
development of LEN-containing regimens

QY Phase 2/3 LEN 83% virologic
- CO in heavily Tx-experienced + OBR Week 52 suppression
PWH?>6 (CROI 2022)7
. LEN
Calibrs Phase 2 in Tx-naive PWHS3 + Week 28 94% virologic
FITAF suppression

F/TAF, emtricitabine/tenofovir alafenamide; OBR, optimized background regimen; PWH, people with HIV; Tx, treatment.
1. Link JO, et al. Nature 2020;584:614-8; 2. Begley R, et al. AIDS 2020, abstr PEB0265; 3. Begley R, et al. CROI 2020, abstr 470; 4. Daar E, et al. CROI 2020, abstr 469; 5. Segal-Maurer S, et
al. CROI 2021, abstr 127; 6. Molina J-M, et al. IAS 2021, abstr OALX01LBO02; 7. Ogbuagu O, et al. CROI 2022, abstr 1047; 8. Gupta SK, et al. IAS 2021, abstr OALB0302.



Calibrate

Study Design

Induction Maintenance
BL Week 28 54 80
| | | ]
U= F/TAF oral QD TAF oral QDt
Treatment naive
e o
n=53
Key eligibility criteria: Open label LEN SC Q6M*
" ARVnave Randomized F/TAF oral QD BIC oral QDt
= HIV-1 RNA 2200 copies/mL Q Q
0 >200.0U0 copias n=25 F/TAF oral QD

Mediana Cd4: 430 cél/ml

B/F/TAF oral QD

*LEN oral lead-in (600 mg on Days 1 and 2, 300 mg on Day 8) followed by LEN SC 927 mg on Day 15; F/ TAF 200/25 mg; TParticipants in TG 1 and 2 will need HIV-1 RNA results <50 copies/mL
at Weeks 16 and 22 to initiate either TAF 25 mg or BIC 75 mg at Week 28; those with HIV-1 RNA =50 copies/mL will discontinue study at Week 28; ¥LEN 600 mg on Days 1 and 2, followed
by LEN 50 mg from Day 3; F/ITAF 200/25 mg; §B/F/TAF 50/200/25 mg.

ARV, antiretroviral; BIC, B, bictegravir; BL, baseline; QD, once daily; Q6M, every 6 months; SC, subcutaneous; TG, treatment group. S Gupta Oral Session #68




Calibrate

Efficacy at Week 54 (FDA Snapshot)

TG 2: LEN SC + F/TAF to LEN SC +

BIC
TG 3: LEN QD + F/TAF
100 - 90 02 TG 4: BIFITAF
85 85
80 -
60 -
Participants, %
40 A
20 -
11
4 6 6 10 g
0 0 —
HIV-1 RNA <50 copies/mL HIY-1 RNA =50 copies/mL No HIV-1 RNA Data
n= 47152 45/53 2/52* 2/53+t 3/521 3/52 6/53
44/52 23/25 0/25 5/52 2/25

¢ Inthe pooled SC LEN group (TG 1+2: initially in combination with F/TAF, then with TAF or BIC),
88% (92/105) achieved and maintained virologic suppression at Week 54

S Gupta Oral Session #68

*3 participants (2in TG 1 and 1 in TG 2) discontinued due to not meeting the protocol criteria of having HIV-1 RNA <50 copies/mL prior to Week 28;
t1 participant discontinued on Day 2; 2 of the 3 participants with HIV-1 RNA =50 copies/mL at Week 54 were suppressed in subsequent visit.
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¢ Baseline CD4 of the overall study population:

median 437 cells/puL
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. . Calibrate
RGS'Stance Analy5|3* TG 1: LEN SC + F/TAF to LEN SC + TAF
TG 2: LEN SC + F/TAF to LEN SC + BIC

TG 3: LEN QD + FITAF
— TG 4: BIFITAF

TG 2 TG 3

Participants, n n=53 n=52

Participants meeting the resistance testing criteria 1 1 3 il

Emergent LEN resistance 0 O 0

¢ Emergent LEN resistance in 2/157 (1.5%) participants

— One participant in TG 2 developed Q67H+K70R (LEN fold change=20) in CA at Week 10,
preceded by M184M/l in RT (IDWeek 2021)t

Pattern of mutation emergence suggests incomplete adherence to F/TAF

— One participant in TG 3 developed Q67H (LEN fold change=7) in CA at Week 54
« Nonadherence to F/TAF as assessed by pill count and drug levels

— Both participants later re-suppressed on a regimen of INSTI + 2 NRTI

*Genotypic and phenolypic resistance testing parformed on any participants with confirmed HIV-1 RNA 250 copies/mL and <1 logyy HIV-1 RNA reduction from Day 1 at the Week 10 visit, at

any visit after achieving HIV-1 RNA <50 copies/mL and a rebound to 250 copies/mL, and at any visit, with >1 log,, increase from the nadir; *Previously presented (Gupta SK, et al. IAS 2021,
abstr OALB0302, VanderVeen L, et al. IDWeek 2021, oral 73).

CA, HIV capsid; INSTI, integrase sirand fransfer inhibitor; NRTI, nucleofide reverse franscriptase; RT, reverse transcriptase.

S Gupta Oral Session #68



Adverse Events Calibrate
(excluding ISRs)

B/FITAF
TG 4

210% Particiﬁants in LEN total, % n=25
Headache 13% 12%
Nausea 13% 4%
COVID-19 10% 12%

¢ No SAEs related to study drug

¢ No Grade 4 AEs related to study drug

¢ No discontinuations due to non-ISR AEs

¢ Gastrointestinal AEs: SC LEN (TG 1+2) vs oral LEN (TG 3)

— Nausea: 14% vs 12%
— Diarrhea: 7% vs 10%
— Vomiting: 4% vs 8%

S Gupta Oral Session #68

ISR, injection site reaction; SAE, serious adverse event.



Calibrate

Injection Site Reactions

After 1st SC Dose After 2nd SC dose

at Week 1 at Week 26 Median duration
ISR Types* n=103t n=95t (CEVE)
Swelling 14% 12% 11
Erythema 14% 18% 5
Pain 15% 9% 4
Nodule 11% 8% 195
Induration 9% 6% 202

¢ Mostly Grade 1 or 2 ISRs
— One Grade 3 ISR (nodule) after the second SC dose

¢ Three participants discontinued due to ISRs:
— Two due to induration (both Grade 1, after the first SC dose)

— One due to erythema and swelling (Grade 1, after the second SC dose)

S Gupta Oral Session #68

*Includes those >5% at both Weeks 1 and 26; tTG 1+2 (ie, those who received =1 dose of SC LEN and still on study or last study date in 2-week interval).



Lenacapavir in Heavily Treatment-Experienced people (Ph I1/1ll)

Key eligibility criteria Functional monotherapy Maintenance
= HIV-1 RNA 2400 c/mL (14 d)

= Resistance to =2 agents

from 3 of 4 main ARV classes
— t
= =2 fully active agents from n=24 =EL S R JUIE S
4 main ARV classes Failing regimen OBR*
Randomized cohort

NO | (double blind)

O S . cod Oral LENT LEN SC Q6M for 52 wkt
creening perio

. Prerandomization repeat HIV-1 RNA Failing regimen OBR#

= Decline 20.5 log,; c/mL
(vs screening); or

OCopeIlo + <400 cimL

IDPEI'I IaheI]* OBR# BR*

3 participants were enrolled in Cohort 2 as they did not meet randomization criteria, while Cohort 1 was sfill enrolling; 33 enrolled in Cohort 2 after enrollment

if Cohort 1 was completed; TAdministered as 600 mg on Days 1 and 2, and 300 mg on Day 8; LEN SC administered as 927 mg (2 x 1.5 mL} in abdomen on Day 15;
Inwvestigational agents, such as fostemsavir, were allowed; atazanavir (ATV), ATV/cobicistat, ATV/ritonavir, efavirenz, entecavir, tipranavir, and nevirapine were not
illowed. ARV, antiretroviral; d, day; Q6M, every 6 months; SC, subcutaneous; wk, week.

Primary endpoint achieved in prior analysis: 20.5-log decline in HIV-1 RNA with oral LEN 88% vs
placebo 17% at Day 14 in randomized cohort (P <.0001)*
Secondary endpoints: HIV-1 RNA <50 ¢/mL, <200 ¢/mL at Week 26 in randomized cohort?

‘Oral LEN administered as 600 mg on Days 1 and 2, 300 mg on Day 8.
ISC LEN administered as 927 mg (2 x 1.5 mL) in the abdomen on Day 15.

1: Segal-Maurer, CROI 2021. 2. Molina. IAS 2021. Abstr OALX01LBO2,



Efficacy in Randomized Cohort (n=36)
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Emergent LEN Resistance”

Randomized Cohort: n=36 Nonrandomized Cohort:
n (%) (presented at IAS 2021, EACS 2021 n=36

Participants meeting critenia for resistance testing 11 (31) 10 (28)

Emergent LEN resistancet? (1 (11) 4 {11D
M66I 4 2
QB7TH/K/N 1 2
K70H/N/R/S 1 3
N74D/HIS 3 0
A1055/T 3 1
T107A/C/N 1 3

*Capsid genotypic and phenotypic resistance testing performed on any participants with confirmed HIV-1 RNA =250 ¢/mL and =1 log,, HIV-1 RNA reduction from
Day 1 at Week 4 visit, at any visit after achieving HIV-1 RNA <50 ¢/mL and rebound to =50 c/mL, and at any visit with =1 log,, increase from nadir; HIV-1,
protease, reverse-tfranscriptase, and integrase genotypic and phenotypic testing were performed if rebound or suboptimal virologic response were confirmed;
TDeveloped during maintenance period (Week 4 [n=5], Week 10 [n=2], and Week 26 [n=1]).

* No additional participants with LEN resistance were observed in the randomized
cohort after Week 26

» All 8 participants with emergent L EN resistance remained on LEN

— All 8 participants were at high risk of emergent LEN resistance: no fully active drugs in OBR (n=4
M’ e to OBR (n=4)

— 3 participants resuppressed at a later visit: 1 without and 2 with OBR change

O Ogbuagu Poster #1047



Adverse Events (excluding ISRs)*

210% Total in Any Grade, % (n) Total LEN: N=72
Diarrhea 13(9)
Mausea 13 (9)
COVID-19 11 (8)

*Serious adverse events (AEs) not related to study drug: malignant neoplasm and dizziness (n=1); abdominal pain, pancreatic mass, Clostridivm difficile colitis,
and angina pectoris (n=1); anal squamous cell carcinoma, proctalgia, impaired healing, and anal cancer (n=1); femoral neck fracture (n=1); COVID-19 {n=2);
prneumonia (n=1); and septic shock, renal impairment, and shock (n=1). ISRs, injection-site reactions.

Incidence of ISRs Related to SC LEN*

After 1st SC Dose After 2nd SC Dose
at Week 1 at Week 26 Median

ISR Types, % N=T2 n=70 Duration, d
Swelling 26 13 12
Erythema 24 11 6

Pain 22 21 3
Nodule 22 11 180
Induration 11 10 118

*Only includes AEs related to LEN and excludes those not related to it.

+ Mostly Grade 1 or 2 ISRs

¢+ No Grade 4 ISRs, but 2 participants had Grade 3: 1 participant with swelling and
erythema, which resolved in 4 and 8 d, respectively, and 1 participant with pain,
which resolved in 1 d

+ All nodules were Grade 1, except in 1 participant who had 2 AEs of Grade 2 nodules,
each after the 2nd and 3rd injections (both resolved after 3 d)

+ 1 participant discontinued study drug at Week 52 due to an ISR (nodule; Grade 1) O Oab Poster #1047
gbuagu roster
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VISEND STUDY: Trial Design

» 144-week randomised, open-label, noninferiority study
in Zambia:

1,201
Participants

B2b: AZT/3TC+ATVr (n=197)

» Post-baseline visits at week 12, 24, 48, 72, 96, and 144

» Enhanced counselling for two consecutive VL 250 cp/mL and genotypic resistance
testing for individuals with two consecutive VL 21,000 cp/mL

+ Primary endpoint: Proportion VL<1,000 cp/mL at Week 144 (FDA snapshot)

| Mulenga Abstract #135



VISEND ARM B: HIV-1 RNA <50 cp/mL

Intention-to-treat analysis (ITT)

100
90
80
70
HIV-1 RNA
<50

copies/mL
by Week 50

48 (%) 40
30
20
10

TAFED
n=211

TLD

n=208

ZDVI3TC  ZDVI3TC
+ATVIir +LPVir

=197 =167

Per-protocol analysis (FDA Snapshot)

88%

TLD
n=208

|

ZDV/3ATC  ZDVI3TC
+ATVIr  +LPVir

n=197 n=167



NADIA 96 WEEKS

Background

WHO Public Health Approach NADIA

* Second-line therapy (after EFV +2NRTI failure):
* DTG + 2NRTls
* Switch TDF/3TC [first-line] to ZDV/3TC [second-line] — no resistance testing for NRTI selection

* Simplified monitoring: sparse VL, safety tests
NADIA Aims
* |s DTG non-inferior to Pl (DRV/r) in second-line therapy (when NRTI resistance high)

* |s TDF/3TC non-inferior ZDV/3TC in second-line therapy?

* Tested in settings with treatment delivery, monitoring relevant to public health
approach

NADIA Week 48 results
* DTG non-inferior to DRV/r (but 4 cases of DTG resistance)
* TDF/3TC non-inferior to ZDV/3TC

Paton, Musaazi, Kityo et al. NEJM 2021; 385: 330-4_

NADIA Trial Design

Eligible patients:

On TDF+3TC/FTC+NNRTI regimen for 2 6m
With treatment failure (VL 2 1000 copies/ml X 2)

2 X 2 factorial randomisation

| RANDOMISATION 1

|

TDF

3TC

DRVIr (800mg/100mg od)

RANDOMISATION 2

*TDF added to ZDV/3TC group if
HBV coinfection

TDF
+
3TC

Follow up for 96 weeks

Main outcome: Viral load < 400 copies/ml at week 96

Uganda, Kenya, Zimbawe N: 464 Mediana Cd4 194 cél/m, y CV >100.000 (28%). M184V/| (86%); K65R/N (50%)
N Paton Abstract #137




Efficacy outcomes (W96): DTG vs DRV/r

Outcome Dolutegravir Darunavir Group | Difference P
Group (N=229) (95% Cl1) %
(N=235)
HIV-1 RNA level, intention-to-treat population — no (%)
< 400 copies/ml (ITT) 211(89.8) 199 (86.9) 2.9 (-3.0to 8.7) 0.332
= 400 copies/ml m) ﬁ) -
No virological data 4 (1.7) S (2.2) -
-  Withdrew because of AE/death 3 (1.3) 5 (2.2)
-  Withdrew for other reasons 1 (0.4) 0
HIV-1 RNA level < 400 c/ml (sensitivity analyses) — no (%)
< 400 copies/ml (adjusted) 90.2 86.7 3.5 (-2.9 to 9.8) 0.278
VL < 400 copies (per protocol) 201 (92.2) 192 (91.0) 1.2 (-4.0 to 6.5) 0.652
Secondary and other efficacy outcomes — no (%)
VL < 1000 c/ml (ITT) 213 (90.6) 203 (88.6) 2.0 (-3.6 to 7.5) 0.481
VL< 50 c¢/ml (ITT) 189 (80.4) 172 (75.1) 5.3 (-2.2 to 12.9) 0.168
VL rebound = 1000 ¢/ml, confirmed 20 (8.5 26 (11.3) -2.8 (-8.3 to 2.6) 0.306
VL rebound = 1000 c/ml, confirmed 7 o - -
with =21 major RM to DTG or DRV*
Efficacy Outcomes (W96): TDF vs ZDV
Outcome Tenofovir Group Zidovudine Group | Difference P
(N= 233) (N=231) (95% Cl1) 2%
= i ion-to- tion — oo (%)
< 400 copies/ml (ITT) 214 (91.8) 196 (84.8) 7.0 (1.2 to 12.8) 0.019
[=A00 copies/mI 13 (5.6) 32 (13.9) ° = -
No virological data 6 (2.6) 3 (1.3) - =
-  Withdrew because of AE/death 6 (2.6) 2 (0.9)
- Withdrew for other reasons o 1 (0.4)
HIV-1 RNA level < 400 ¢/ml (sensitivity analyses) — no (%)
< 400 copies/ml (adjusted) 92.4 84.5 7.9 (1.9 to 14.0) 0.01
< 400 copies (per protocol) 206 (95.4) 187 (87.8) 7.6 (2.4 to 12.8) 0.005
Secondary and other efficacy outcomes — no (%)
< 1000 c/ml 216 (92.7) 200 (86.6) 6.1 (0.6 to 11.6) 0.03
< 50 c/ml 188 (80.7) 173 (74.9) 5.8 (-1.8 to 13.3) 0.133
rebound = c/ml, confirme . 3.7 (-14.4 to -
VL rebound = 1000 c/ml, confirmed with 2 S - -
=1 major RM to DTG or DRV*

* >1 major DTG mutation: 7
=1 major DRV mutation: O

N Paton Abstract #137



IMPROVING INTESTINAL BARRIER USING
GLUCAGON-LIKE PEPTIDE-Z2 ANALOG REDUCES
ARTERIAL INFLAMMATION IN PEOPLE WITH HIV

Coauthors: Caroline Diggins, Shibani Mukerji, Douglas Kwon, Charles Saylor, Lediya Cheru,
Jae Sim, Meaghan Flagg, Bjorn Corleis, Emily Rudmann, Shady Abohashem, Ahmed Tawakol

Janet Lo, M.D., M.MSc.

Massachusetts General Hospital and Harvard Medical School
Boston, MA / USA

Cardiovascular Comorbidity in PWH

« Stroke and coronary artery disease are higher in people in PWH
* Immune activation contributes to atherosclerosis development

» 8F-fluorodeoxyglucose (FDG) uptake, a measure of
macrophage metabolic activity in atherosclerotic plaque, that
predicts cardiovascular events, is increased in PWH

Non-HIV

In health
 Several studies have established intestinal permeability and . Intestinal damage with HIV infection

microbial transl ion im n f i Immune changes including:
inflcaronbmaat'i:oan ﬁ]ol_?la\}/os“/as portant causes of systemic & * CDA4+T cells in the Gl tract are depleted during HIV infection, especially Th17
ubramanian et al.

cells
» Loss of IL-17 producing CD161+CD8+ mucosal associated invariant T cells
Structural damage:
« Enterocyte apoptosis
« Decreased tight junction and adherens junction protein expression

Currer et al. JAIDS 2003; Triant et al. JCEM 2007; Lo et al. AIDS 2010; Chow et al. JAIDS 2012; Freiberg et al. JAMA Int Med 2013 * Increased intestinal permeability
Figueroa et al. JACC Cardi et al. Ann Neurology 2012; Kelly et al. Stroke 2019
Brenchley et al. Nat Med 2006; Ancuta et al. PLoS One 2008 ; Lederman et al. Adv Immunol 2013; Somsouk et al. AIDS 2015

etal. Nature 2006; et al. J of Virology 2006"; Estes et al. PLoS Pathog 2010; Nazli et al. PLoS Pathog 2010;
Kiatt et al. Mucosal Immunol 2012; Cosgrove et al. Blood 2013

. Lo HIV Antivirals and Outcomes Abstract #134



Intervention: Glucagon-like peptide-2

* GLP-2 is a gastrointestinal hormone
released by intestinal L-cells that regulates [ PR o
intestinal epithelial cell growth and G S R l . ]
functions related to absorption of nutrients — g . ' - i . 4 "

n_mcfsal y l Teduglutide (GLP-2 agonist)
» GLP-2 restores intestinal epithelium and i
promotes mucosal healing

* In animal models of intestinal injury, GLP-2 , LS Lzl ® L gl ) GO

= - 0 % . A Gut growth = &
reduces intestinal permeability, microbial oS ot = / 4
4Blood flow

translocation and intestinal inflammation { nfammaton

. . Fi odified from Druck I. JCI 2017
« A GLP-2 analog, teduglutide, is FDA g - 5 N 7
approved for short bowel syndrome e G s o

Immune activation
p

Reduce CV & _ &
inflammation < = g D
Drucker et al. AJP 1999

Cani et al. Gut 2009

Drucker et al. JCI 2017

Study Design

Double-blind, placebo-controlled, randomized (1:1) proof of concept trial of
GLP-2 analog teduglutide 0.05mg/kg/day SC vs placebo in PWH on ART

Baseline INTERVENTION End of study
visits teduglutide visits

0
Intestinal biopsies Intestinal biopsies
FDG-PET for Arterial inflammation FDG-PET for Arterial inflammation
Plasma and sera collection Plasma and sera collection
PBMC Collection PBMC Collection
Targeted metabolites assessed in piasma by LC-MSMS Targeted metabolites assessed in plasma by LC-MS/MS

J. Lo HIV Antivirals and Outcomes Abstract #134 CROI 2022



Results: Primary Endpoint Teduglutide reduced peripheral activated CD8+ cells
Change in Arterial Inflammation

Treatment effect= -21% Primary analysis
20 Carotid arterial inflammation:

Target-to-background ratio of most diseased segment of index
carotid vessel,
ANCOVA p=0.01

1.5 0.20

1.0 0.15

0.51
ITT (including participant in placebo group who stopped ART)

ANCOVA p=0.03 0.101

Sensitivity analysis:

» Adjusting for statin use, carotid arterial inflammation decreased
with teduglutide compared to placebo (p=0.02)

= Adjusting for smoking status, carotid arterial inflammation
decreased with teduglutide compared to placebo (p=0.03)

0.05;

e
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Change in intestinal Th17 cells Teduglutide prevented the decline of citrulline,
a measure of small intestinal functional mass
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In teduglutide treated group, change in duodenal Th17 cells related to
change in citrulline, a marker of small bowel health: r = 0.98, p = 0.002

J. Lo HIV Antivirals and Outcomes Abstract #134
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Introduction

= Retention in care and viral suppression

THE COOPERATIVE RE-ENGAGEMENT improve HIV outcomes among people Health Department

Generates list of clients identified

CONTROLLED TRIAL (CoRECT): DURABLE s L, —
VIRAL SUPPRESSION ASSESSMENT suboptimal nationally (50-60%).

Jesse O’Shea’,Robyn Neblett Fanfair', George Khalil', Tiffany Williams?, Kathleen s .
Brady?, Alfred DeMaria?, Liisa Randall*, Heidi Jenkins®, Nasima Camp?, Crystal
Lucas?3, Marianne Buchelli®, Taraz Samandari’, Paul J. Weidle!

Data to Care (D2C) is a strategy with
goals of improving the HIV continuum
by using HIV surveillance data to

'Division of HIV Prevention, Centers for Disease Control and Prevention, Atlanta, GA, USA - : : > Client/
y ’ i 4 = - Co icat
2Social and Scientific Systems Inc. : Ident'fy andre engage PWH who may Provider Patient

3Philadelphia Department of Public Health, Philadelphia, PA, USA e _ i be newly out-of-care (00C).
“Bureau of Infectious Disease and Laboratory Sciences, Massachusetts » OETEN OV AP
Department of Public Health, Boston, MA, USA
SConnecticut Department of Public Health, Hartford, CT, USA
Monitoring Selected National HIV Prevention and Care Objectives By Using HIV Surveillance Data United States and 6 Dependent Areas, 2019

. X 5 { 3 . \ hitps://www.cdc.gov/hiv/library/reports/hiv-surveillance/vol-26-no-2/content/national-profile htmi
Disclosure: None £ =7 AT, / o T https://veww.cdc.gov/hiv/effective-interventions/treat/data-to-care/

Results: % Achieving Durable Viral Suppression

Randomized Control Trial Design (August 2016 — June 2018)

Health Department generates Out-of-Care Collaborating Clinics generate Out-of- W Intervention Standard of Care
List with Viral Load and CD4 Data Care List with Appointment Data 100
~ 90
Monthly / Combined
Case Conferences = Out-of-Care Case List 80
> & R =067 =0.67 =0.35 =0.20
N=1893 Study Coordinator § e =i =S L
Randomizes w 60
1 T 46.7
¥ ¥ = 50 433 424 - 45.0 20.7 444 42.5
Disease 3 s g o ) 37.3
I teroentiGn Active Intervention: Locate, Contact, Standard of Care: Usual Linkage and g 40
Sk Facilitate Re-entry to Care Engagement in Care Services Q
Specialists o 3p
| I
¥ 20
Primary Outcomes
. Re-engagement: CD4 count and/or HIV viral load within 90 days of randomization; 10
. Retention in care: at least two CD4 count and/or HIV viral load measurements >3 0
months apart within 12 months of randomization
. Viral Suppression: one HIV-1 RNA of <200 copies/mL within 12 months of OVeral | CT MA PHL
randomization.
s et e Tl s 304 . Durable HIV viral suppression at 18 months n=1893 n=654 n=630 n=609




DO INCENTIVE VOUCHERS IMPROVE [ SN CRCl
HIV TREATMENT OUTCOMES AMONG

Behavior Incentive Value Frequency

KEY POPULATIONS IN INDIA?

. Pre-ART follow-up INR 250 (USD ~3.5) Once every 6 months
Sunil Solomon
Johns Hopkins University School of Medicine ART initiation INR 500 (USD ~7) One time
Baltimore, MD
.Tf’ék“l‘iﬁ’.ﬁ;' INR 100 (USD ~1.3) Once every 3 months

Once per documented refill

St u dy Ove rV | eW Timely ART refill INR 150 (USD ~2) (ART usally dispenend monthii)

* Pair-matched (n=8 pairs) cluster randomized trial among MSM Vi ra | Su ppression over ti me

and PWID clients registered at an Integrated Care Center (ICC)

. HIV testing Needle and 100
- Ll B PERSON- bl
ENTERED e0 UNAIDS 95-95-95 target

1CTc.
g‘..;, sk Nadcakn SLCENTL e e e e e o e e e e e e e e e e e e e e e e e e e e e e e e e e e e e = e e = e e = e e = = =
- Antiretroviral 07 ‘::vw
"=J e T Nad g ¥ UNAIDS 90-90-90 target
= A M ———————— e
ﬂ! g S g
T 2 5 60
— - 8 sg ot 49.4 49.9
oy infection STIGMA FREE counseling |
management =
A -
; c 40
- = i
\'& o
= E 30 26.1
&
20
10
0

Baseline Month & Month 12 Month 18

B Intervention ® Contral



PrEP

Compounds by modality and indication

Treatment
Islatravir l Albuvirtide Islatravir
Lenacapavir bNabs { Ml 934
Mi 254 Lenacapavir
ORAL INJECTABLE
Elsulfavirine
Prevention
5 | Istatravir
Dapivirine IVR v aso Len |
Reis8s IVRTOPICAL/ || 1mPLANTS acapavir | implant
: : MPT PATCHES/IM
TAF/EVGinsert  Tenofovir IVR ~ INSTIMAP
EVO-100gel Dapivirine +C C@ ‘ TAF implant
MB66 film prevention pill - RPVIM

Conferonce on Retroviruses and Opportunistic Infections



CROI 2022: more HIV prevention choices are finally
becoming a reality...with even more on the horizon

5 PrEP AGENTS HAVE (OR ARE PENDING)
APPROVAL

* Tenofovir/emtricitabine (TDF/FTC) — US FDA approved (2012) and
licensed for use as PrEP in many countries; recommended by WHO

* TDF — Recommended by WHO

* Tenofovir alafenamide/emtricitabine (TAF/FTC) — FDA approved for
MSM, transgender women who have sex with men — but not for receptive
vaginal sex (2019)

« Dapivirine ring — EMA: “positive scientific opinion” (2020). WHO
recommended as “complementary prevention approach in addition to othe
safer sex practices” (2021). FDA review pending

« Cabotegravir long-acting injectable — FDA approved for PrEP for men
and women (2021)

L. Oluoch Workshop 12 Feb CROI 2022



Background

HPTN 083: Phase 2b/3 randomized controlled trial of
increased-risk, HIV-uninfected MSM + TGW at 43 sites in 7
countries

HPTN 083 and 084 demonstrated that long-acting injectable
cabotfgravur (CAB-LA) is superior to daily oral TDF/FTC for
HIV PrEP across populations and regions

4566 Eartlclpants were enrolled, 37.2% from the US, 43%
from Latin America, 16.5% from Asia, and 3.3% from Africa
12.5% transgender women
49.8% of US enroliment is Black

67.4% < 30 yo

. Approved by the FDA for PrEP:
RJ Landovitz Abstract #96 December 20, 2021

= am

B Approved for PrEP

Submitted for approval
for PrEP




HPTN 083 Study Design

STEP 1 STEP 2 STEP 3 STEP 4
Every day for 1 year OPTIONAL
Every day Every 2 months for . Every day for 5 weeks
for 5 weeks YYSRR.5 L9 approximately 3 years G: )
|
% 2 shots, 4 weeks apart

s ; <
3 ' 2
S 2]
o < then every 2 months
v w
£ -
3 o i) 9
8 i N,
)™ = on on onanan En En G R ED G SR D S GD GD D G SR SR D SR G D SR SR SR SR D SR G R SR an e e e J | |
3 W
> (11]
S < BREE
! € ! X | >
i | N | >
o Wl Daily
@ ' Jp
! J I o s
DF/ )
L ]
f 1
&& ) TorFTcpin @ ) Piacebo for TOFFTC pil
Cabotegravir (CAB) pil @ Placebo for cabotegravir (CAB) pill
C:)l Cabotegravir (CAB) Injection {“__H Placebo for cabotegravir (CAB) Injection

RJ Landovitz Abstract #96



HIV Incidence: CAB vs. TDF/FTC

Updated Primary Blinded Period

HIV Incidence Hazard Ratio [95% CI)

[*]
L4

Favers CAB

w

41 Infections R

1.5 "'fg

I Inoieros: Ha! 300 PY
L5}

1 14 Infections oy LN
oS 0.44
o 1204 By 3188 Py !
ket b 0 0.75 1 1.23 2
L & Cwsladieis & widvr il
Open fo
Enrallmeant
12-16-2018
DEC-2016 JUM-201T DEC-2017 JUN-2018

RJ Landovitz Abstract #96

Year 1 Unblinded Analysis Period

HIV Incidence

1 Year

Superiority
INon-Interiotity

Hazard Ratio (95% CI)

Favors CAB

1.23

M masgin

Year 1 Unblinded
Analysis
05-14-2021

35
31 Infections
3 1 [
8 25 - 2.20
g 2 l
= 1.5 - 11 Infections
€ T
= 1 0.76
0.5 - l
o - _ 1455 PY | 1410 P f |
CAB TDFFTC
n=1662 n=1627
Cl, canfidence interdal
Primanry
Analysis
05-14-2020
1
DEC-2018 JUN-2019 DEC-2019 JUN-2020

] |

DEC-2020

JUM-2021 DEC-2021



Study Product Adherence

TDF/FTC

o
7 / 7777 7 77777
|57 I T
100%
75%
50%
10%
25% 13%
10% || 429 12%
24%
e - oy -
0%
TFV-'DP Plas'ma TF\;-DP Pla;ma TFV'-DP Plas;ma
inDBS TFV in DBS TFV in DBS TFV
Updated Primary Year 1 Unblinded Combined Period
Blinded Period Period

RJ Landovitz Abstract #96

TFV-DP categories

. 21250 fmol/punch

[[] 700 - <1250 fmol/punch
700+ fmol/punch

D 350 - <700 fmol/punch
[] LLOQ - <350 imol/punch

BPea

Plasma TFV categories
[l 240 ng/mL
D LLQ — <40 ng/mL

Detectable TFV in Plasma

[:] BLQ

Cabotegravir

100%
91.5% 79.9% 87.9%

75% -

50% -

25%

0,
i ]l 29 (] =5 1| 124%

Upda'lted Ye;r 1 Coml;lned
Primary Unblinded Period
Blinded Period
Period

Initial injection = 6 weeks of coverage

Subsequent injections = 10 weeks of coverage
Injection given >16 weeks after the prior = 6 weeks of coverage

CAB Injection Coverage
D Covered

[ ]Net Covered



CAB-LA PrEP: Early detection
of HIV infection may reduce
INSTI resistance risk

Susan Eshleman, MD/PhD

Johns Hopkins University School of Medicine
Baltimore, MD USA

Risk of Resistance

* In HPTN 084- No sero-converters in the CAB arm had integrase
resistance.

* HPTN 083- 5/13 with integrase resistance
* Use of Qual RNA assay would detect HIV infection potentially in time

A2 (0, 60,69) None E138K, Q148K E138K, Q148K
C1(0,10,14) Q148R E138 E/K, G140 G/S, Q148R E138 E/K, G140 G/S, Q148R
c3(0,1) E138A, Q148R E138 E/K, G140 G/S, Q148R Not applicable
D3(0,112,117) None 263K 236K

D4 (0) G140A, Q148R Not applicable Not applicable

Marzinke, JID 2021

INSTI Genotyping

Prior testing — HPTN 083 CAB arm

* CAB arm: 16 HIV infections among 2,282 enrolled (4 baseline, 12 incident)

* VL >500 ¢/mL - GenoSure PRIme assay (Monogram Biosciences)

* 5/16 cases had INSTI resistance (includes 1 baseline case)

* 2 cases had no results (VL <500 at all visits) Marzinke, JID 2021; 224:1581

Low VL INSTI resistance testing
* Qualitative RNA test positive (LLOD 30 copies/mL), VL <500 ¢/mL
* Single genome sequencing assay (Univ of Pittsburgh)
Halvas, J Clin Invest 2020; 130:5847
* INSTI RAMs - Stanford HIV Resistance Database

Key Findings

In 5/7 cases, major INSTI RAMs were first detected in samples with
low VLs - not just in high VL "breakthrough" samples

Use of a RNA assay for HIV screening would have detected infection
before a major INSTI RAM was detected (4 cases) or before
additional major INSTI RAMs accumulated (2 cases)

S Eshelman Abstract #95



MACAQUE MODEL: CAB-LA PROTECTS AGAINST | L Oluoch Workshop 12 Feb CROI 2022

HIV — EVEN IN PRESENCE OF STI

» STls increase HIV risk
* Do treatable STls impact PrEP
efficacy?

All CAB-treated animals protected; controls
infected after median of 2 challenges

Previous macaque model suggested

100+
slightly decreased TDF/FTC efficacy u s CAB-LA treated (6/6 uninfected: double STI model)
in presence of chlamydia and T. 3™ == Confrol (/5 uninfected; double STI model)
o= - CAB-LA treated (6/6 uninfected: triple STI-DMPA model)

vaginalis < s0- Control (0/3 uninfected: tripie STI-DMPA model)
Macaque model of vaginal infection 5
with C trachomatis, T vaginalis, g 404
syphilis, DMPA; CAB-treated vs -
controls = '

« Multiple vaginal SHIV challenges 0 —t——— —

« CAB-LA present in vaginal ® 2 4 ¢ & 1 12 % U

number of SHIV challenges

secretions; high concentrations

in plasma Vishwanathan SA. AIDS;2022:36:169

IN SITU FORMING IMPLANTS WITH CABOTEGRAVIR FOR ULTRA LONG-ACTING PREP

1 Wlassud!, B Kaovarava, A Wong-Sam', O Ihnh', E Edwards', % Mrogz’, 1 Mitchel’, W Hesedne! 10 "'l'-cllll'ls‘l. R Shivvastava®, 1 Gascia?, O Dohard !, G CGarcsa-Lerma!, 5 B Baihabbos4
Yemiers for Misease Costrel arad Peevesiio, Atlanta, G0 Linged Stakea
Taternational Cester far the Advancement of Tearslatiosal Seience, Diviaon of Infectioes Do, Cotter S AIDS Rescarch, Univessity of Monh Carelin o Clapel Hill, Clagel Hill, BC, Usingd Staes
haimt Dxeparmend of Bwomedical Engineenng. Morh Caroling Stae Usiversity and The Universine of ®orh Careling ot Chapel Hill, Chaped Hill, B0, Unated Siies
Thvimon of Fharmacosnginesmg and Molecubar Pharmacesiics, UM Eshelman School of Pharmecy, Universey of Morth Carclire ¢ Chapel Hill, Clepel Hill, MO, Lintted Sees

BACKGROUND

= Bi-manlbly Cabotegrasir kang-acling {CAE LA] is
awalabie as a new oplion for HIV prevention
Bicagradatka in 2ibu Teeming implants (I1SFI)

RESULTS (CONTINUED)

* CAB |5Fktreated animals exposed baice-weekly
i SHI starting & waek £ (n=2) or waek 12 [n=2)
poed adminislration (Fig 28 and 2B, respectively)

ISFls releasing CAB were safe and fully protected

macaques from rectal SHIV infection for up to 6 months

releasing CAB represent an atiractive ulira lang-
aching dalivary platiorm that can provide sustained

Taibde 1. Mesdinn [rangs) CAD concemfraions in plasma in= ug i &) and feess =)

were fully protected after 8 SHIV expasures (iotal

. : o | : . o . AN-IDHE (191 gl etk 1 | Meiid | Wil | Peee1r | Mesi ik | Pess 0 | S ol 3F axposuiras). Plasma CAB kevels in animal
g release fof saveral monthe b yeans bul can be - RH-EANT (148 ragitg el ] ] P - P e Fa- 1048 remained above de PR-IC,, al waek 24
remaved to ierminabe freatment if needed. Wa PR R T3 e - i | ua | &0 and madntained full protection following an
. » 4 w =1 =3 1 g B ML 1IN
evaluated dng release, drug 18l after ramaval, and et Il = | acdianal & SHIV exposures (Fig 26).
A ] nicrong | e e | i |

PrEF afficacy af CAB ISFIs in macagues.

+ FH-IOTECTTE gt

e om g m g a e ey



MODELING: CAB COULD SUBSTANTIALLY
IMPACT SOUTH AFRICA’S HIV EPIDEMIC

& Assuming B ! Pl’l){t(‘ltd sc.ﬂc-up b.'m.:hnc
» 90% efficacy for preventing HIV 160 | = Sp.
* Mean duration of continuous use of 5 < 140 3 2y |
Sl
 Delivering CAB LA to 10% of adults could -
avert >15% of new HIV infections from 2023 < '™]
to 2050 § 9
* Delivering CAB to 10% of “high-risk young  ; 60}
women"” could decrease HIV incidence by £ 4!
. 1) Adcles 2 Men ) Women (4 High (5) High
ruk sk voung

wuomen women

Smith JA. JiD 2021;224:1179

L. Oluoch CROI 2022



PrEP LENACAPAVIR 6 monthly subcutaneous injection

Trial name Active

(protocol number) Population comparator Study design  Primary Endpoint
" Adolescent girls and young |  FTC/TDF or | RARCOMIZA COMOIE| - | EN vs bHIV
o e PU RPOSE 1 women at high risk FTC/TAF coritrolled F/TAF vs bHIV
@
)
e Men, TGM and non-binary Randomized, double
o people who have sex with blind, placebo-
’;& men; transgender women at FTC/TOF controlled LEN vs bHIV
Study design: counterfactual analysis
Use of recency assays to identify incident infections in screening population as a comparator
PURPOSE 1: PURPOSE 2
« External control: bHIV in those not on PrEP based on recency assay in screened population, X k n i Pr ; : n tack ”
ek EAMR RO LBIIVIEC i g i nogete DA & Morey 201EK COG Gta echround HIV ncidonc eximaton oy o 00 U3)
FITAF 200725mg oral dally, F/TOF 200/300mg oral daily + Dosing: Day 1« LEN 927mg SC « 600mg oral, Day 2 - 800mg oral, followed by 927mg SC q26weeks; F/TOF
« Internal Active Control: F/TOF 200v300mg oral dally
« Locations: South Alrica and Uganda * Internal Active Control: F/TOF and bHIV placebo-estmation (Glicaen, et al IDWeek 2020)

* Locations: US, Peru, Brazd, South Alrica

PURPOSE 1 NCT04994509: PURPOSE 2 NCT04925752

==, P LONG ACTING LENACAPAVIR PROTECTS AGAINST INTRAVENOUS CHALLENGE WITH SIMIAN-TROPIC HIV J8leL]s

G cain

Adrienne E. Swanstrom’, Bing Lu?, Kelly Wang®, Jim Zheng?, Matthew W, Breed®, Kristin E. Killoran®, Joshua Kramer?, Jorden L. Welker', Paul D. Bieniasz®,
Theodora Hatziicannou*, Robert J. Gorelick’, Wade Blair?, Stephen R. Yant?, Jeffrey D. Lifson’, Gregory Q. Del Prete’
"AIDS and Cancer Virus Program, and *Laboratory Animal Sciences Program, Frederick National Laboratory for Cancer Research, Fredenck. MD, USA; “Gilead Sciences, Foster City, CA, USA. “Laboratory of Retrovirology. Rockefeller University. New York. NY, USA

Results

Conclusions *t 4.LEN Potency against stHIV In Vitro 3. LEN PrEP vs IV stHIV Challenge
JA) 3

Plasma Viral Loads

* Asingle subcutaneous LEN injection effectively prevented simian-tropic  * - SHIV-AT9 and i , i rormvcTe

HIV infection in a stringent, high dose intravenous challenge model > < mrress st e 258 e T K e
= These findings highlight the utility of this stHIV/PTM model and support ... T oo e i

the ongoing clinical development of long-acting LEN for PrEP e than SVmac239 B .

stHIV-A19 CA Sequence




ISLATRAVIR: POTENT, LONG-ACTING ARV

First in class nucleoside reverse
transcriptase translocation inhibitor
(NRTTI) - inhibits translocation, delays

chain termination
> ~\
2O
PR

- - - - — S ——
wwes 2 & ya £ £ . . . —

1 1 0 1 | -
i 1 | | | s 1oy
- - - - - { 4 .
oo GOTTET EIN RS ’ : -
EE
S _—

FIGURE 1. baov: 4 0 frvedon sacieouds rvene Bomaorpiow tosdocetor rhbar ek mubgie sechonens of
whow @) WWurnar F bt ot wh be £ ety geoup = e, P Y byt e = swmerd ood Pe D R o

w rwd (B DI0na o Sen mdtetos D emtecbape (P termoy Boe bem une of Cx Bendag et wccepmenoe we e [0 GA

SNom L] Deloyed chowr wrmoton teccawe of e Loty ond T Spdery grogs prevesrng et s

Markowitz M. Curr Op HIV/AIDS 2020:15:27
Ankrom W. CROI 2021; #2101
Matthews RP. Nature Med 2021:27-1712

L. Oluoch Workshop 12 Feb CROI 2022

» Long intracellular t,, (~190 h after oral
administration)

» Potent: Intracellular concentration of
ISL-TP in PBMCs at I1C;,=9.7 fmol/108
cells

» Antiviral efficacy in HIV treatment
studies

» Oral once-weekly ISL prevented SHIV
transmission in rectal challenge studies
of male rhesus macaques

» Under study as monthly oral; yearly
implants well tolerated in Phase 1



Comparable ISL-TP levels across tissue types and cells

Mc Donald
Abstract #1238

ISL-TP Concentration over Time in Mucosal Tissues and Cells

ISL 60 mg ISL 120 mg
E 1 190 g § 100 g -~ Cervical Tissue
i 10 10 « Vaginal Tissue
0.1 g g -»- Rectal Tissue
1 i 1
- = Rectal Cells
0.01
01 o g . 01 3 - = PBMC
g_ E 8_ = = PBMC PK Threshold
& 0.001-7 T vy /e r— +0.01 @ & £ 0.01 &
d. 0 4 24 28 d'
= Weeks =
Note: PK threshold of 0.05 pmol/10® PBMC is derived from phase 1b clinical study, p linical PrEP and PEP dies, and rel b hmarking data from literature

(Patel M, et al. Abstract 87, presented at CROI 2021)

Weight: Median percent change RBP/Creatinine Ratio: Median percent change
from baseline through week 24 from baseline through week 24
£ " -@-1SL60mgQM  ~@-ISL120mgQM  ~@-Placebo I 55.0
g s £ , E 450
5 g ‘ § 35.0 ~8-I5L 60 mg QM ~@-ISL 120 mg QM ~@-Placebo
237 30 [ I I = 250
af sl g u
1E ol e
3 ® s o [ A4 ! 0.2 Eg 0 B ]
8 . 1.0 it I | I & .1:.2 T
$ 3 <250 ;
3.0 E -35.0
Week 0 4 8 12 16 20 24 -45.0
n oo % U] [ 8 ] 8 -55.0
! Week 0 12 24
n 4 4 “ 42 A 3 44 > = » ®
* Median percent changes from baseline in weight were small and comparable for ISL 60 mg QM and placebo groups R . i

« Slight increases in weight were observed for participants in the ISL 120-mg QM group
I0R, interquartie range. « Small and similar decreases in urinary retinol-binding protein/creatinine ratios were seen across

all treatment groups during the active treatment phase




TWO PHASE 3 RCTs OF ISLATRAVIR BEGAN IN
2021...

. MPOWER 22 ¢9 MERCK

» Monthly oral ISL and placebo vs
TDF/FTC and placebo

+ Cis-gender women in Africa and Merck Announces Clinical Holds on Studies
USA Evaluating Islatravir for the Treatment and
» IMPOWER 24 Prevention of HIV-1Infection

* Monthly oral ISL and placebo vs
either TDF/FTC and placebo or
TAF/FTC and placebo

» Cisgender men and transgender
women who have sex with men

https://'www.merck.comy/news/merck-announces-
clinical-holds-on-studies-evaluating-isiatravir-for-the-
treatment-and-prevention-of-hiv-1-infection/

Due to decrease in lymphocytes
and CD4+ cells in some
participants

Hipotesis: analogos de la adenosina - Hallazgos similares en TDF/DDI

L. Oluoch Workshop 12 Feb CROI 2022



Plenary session C Orkin

Islatravir : Nucleoside Reverse Transcriptase Translocation Inhibitor

Long-Acting Oral Long-Acting Injectable
islatravir + lenacapavir  islatravir + lenacapavir

Once-Weekly Oral Once-Monthly Oral

Istatravir Collaborative i i
MK8507 (NNRTI) it SRS
development
Once-Daily Oral Treatment PrEP Once-Yearly Implant
islatravir + doravirine program £erRIe gl islatravir

Islatravir development : Current Status

Full hold Not starting
Long-Acting Oral Long-Acting Injectable
islatravir + lenacapavir  islatravir + lenacapavir

Full hold
Once-Weekly Oral . F‘;/:l H:I,vtd -
Islatravir Collaborative TICETIONHNY,
MK8507 (NNRTI) Treatment islatravir
development
Partial hold T ¢ Not starting
Once-Daily Oral [oatmen PrEP program Once-Yearly Implant

program

islatravir + doravirine islatravir




TENOFOVIR RING
6.’“

Background

* Vaginal rings offer a user-centered, reversible, long-
acting prevention approach
» Several studies have evaluated tenofovir (TFV) in
topical formulations for HIV prevention*
— TFV 1% vaginal gel demonstrated protection in CAP0o04
— BUT not consistently effective likely due to low adherence
— Topically delivered TFV may also prevent HSV-2 acquisition
» Extended duration vaginal rings (q 3 months) could:

— Help increase adherence and thus, effectiveness
— Reduce cost as well as clinic and user burden

*Abdool Karim Q et al. Science 2010 and 2020: Marrazzo JM et al. NEJM 2015: Delanv-Moretiwe S et al. Lancet ID 2018: Marrazzo JM et al. JID 2010

Acceptability

==
Ovonll how much do you like the ring?

ni.

1= Emem«yunlkt 5= Neutral 10 = Exuomob,lu

o TRV
30 wncabo

On 10-point Likert Scale:
* Most participants liked the rings
— Median (IQR): 8 (7-9) 0
* Most were likely to use the ring 0
if found effective
— Median (IQR): 9 (7-10)

20

Participants (%)

1

If the ring Is found to be effective for HIV prevention, how likely
would you be to use It In the future If it were avallable?

" TFV

- \

* Placebo|

30

20

i ‘ ‘L
ol wm l |

1 2 3 “ S 6 7 8 9 10
1 = Extremely disicke S = Neutral 10 = Extremely like

Participants (%)

|
|
|

MTN-038 Overview

* Phase | (safety, PK, acceptability), 2-arm, randomized (2:1) trial:
—1.4 g TFV polyurethane ring
— Placebo ring
* 49 HIV-uninfected participants assigned female sex at birth
— Healthy
— Age 18-45
* 3 study sites
— University of Pittsburgh

— University of Alabama at Birmingham

— San Francisco Department of Public Health . MTN

s L etk

Geometric mean TFV concentrations in
plasma, CVF, and rectal fluid

N
/
/
————

CVF TFV (ng/mg)
A==
Rectal Fluid TFV (pg/mg)
.

Visht

‘"'Rectal Fluid'

Visit

[Prasmal

* Thax Was 34 days for CVF and rectal fluid, 59 days in plasma
* Mean TFV concentrations declined at day 91 across compartments

Visit

CVF

TMTN

IICrOtICIIn Trnies Neswork

A Liu Oral Abstract Sessions #8382



AC MONOCLONALES

PHASE 1 TRIAL OF SUBCUTANEOUSLY ADMINISTERED VRCO07-523LS AND PGT121 00856

Sharana Mahomed®, Migsl Garrett!, Edrmund Capparelliz, Farzana Osman’, Tanuja Sengiah’, Derserse Archary!, Cheryl Baxter', Penny Moare?, Quarnraisha
Abdonl Karim?, Dan Barouch?, Patricia E. Fast®, John R Mascaola®, Julie E. Ledgersood®, Lynn Marris®, Salim S, Abdoal Karirm® for the CAPRISA 0128 study team ‘(ﬂ R.'I: -."

Sl ol el BALES o saer of Fosadaod i Bl s, Dl Soulh A, SUveairiety of Laloryad B Do, 288 Duige, U8, Uivikie] Bakis. Shaless |esl e b Dovesssiibis Ok, Meveribes]) Soul Akas, ‘Uil b vspioge Sid Wiy Hipdeon
Beth maued Dapcoress bieckos! Crander, Bosion, Bl 5, Srdsmaonsl A DR spcone | nilie, S sk, WY Linded Smaess, Paoces astaaich Dondes [WR1 | Mdalaayl inaisie of ey sera inbecion sl Dieasss, Wi, Berheads, Rasyiarg, LiEA

LONG ACTING DORAVIRINE FoR TREATMENT AND PREVENTION OF VAGINAL VIH
TRANSMISSION (M Kovarova) Ratones, 5 meses

Injectable long-acting I1SFI formulation of doravirine

protects from multiple high-dose vaginal HIV exposures.

Figura 1. Enlosded raltise of DOR fos LA-DDR
I5A  formulstiens. (A BALAR:  medd wind
i nalired with aptmised LA-DOR ermukidien (B8
mg CHIH pmr mouss) and plasms cneeniaabon aae !
meanrs ior 71 weaks; n=d, marum acpeied IC355]
BZ rpmi, [B) Tisses phsma DOR concenrakon
mtice in selecied teomsem 5 oamekm sHar LA-DOR D

B T - a p .. 7 pdminmtration, m=3, LM = lyrph nodes
- 'h--||r\.'.lll S——— :-—-\.r- ..":f"} # ""f;al"“(-\?'l‘ :
DR EF | ety L e pee— [
Geometric mean TFV concentrations in | e

plasma, CVF, and rectal fluid

TENOFOVIR RING

Plasma TFV (pg/mi)
CVF TFV (ng/mg)
Rectal Fluid TFV (pg/mg)

Qo
23

Visit Visit Visit

Plasma [cvF| 'Rectal Fluid |

* T.,.x Was 34 days for CVF and rectal fluid, 59 days in plasma

* Mean TFV concentrations declined at day 91 across compartments
TMTN_ 10201

A Liu Oral Abstract Sessions #32



Evaluating Adherence

Ring adherence

Based on estimated dapivirine
release calculated using residual
drug (RD) levels in returned rings

Non-use

* RD levels showing release of <0.gmg

Some use

* RD levels showing release of 0.9 to
<4.0mg

Consistent with 28 days of use

* RD levels showing release of 24.omg

Product Choice

Oral PrEP adherence i
Measured via tenofovir P In Ferioa 3
diphosphate (TFV-DP) levels in
dried blood spots (DBS) q
Non-use Of 227 (92%) participants who
* TFV-DP levels of <16fm0|IDBS punch reached the choice period,
So us more than 2/3 (152) chose the 67
. TFV-DP Ievels of 16-700fmol/DBS [hE
PunCh Randomization sequence in
ngh adherence the crossover period was not
» TFV-DP levels of 2 700fmol/DBS punch associated with product
choice Ring (67%) = Oral PrEP (31%) = Neither product (2%)

We compared the proportion of visits with high adherence between
the crossover and choice periods for each product

\ HPTN Estimating benefits from using on-demand oral PrEP by
\ Hv prevention MSM in US and Thailand: A Modeling study

— Tricls Network Sarah Stamninld," M Moo, Marie-Cimate Bk tames P ughan, ' Debresh Donrl, 2 Dobromir B’

"Fred Hutohireson Cancer Ressarch Camier, Saaithe, Washington, UEA, *impedial Coliege London, UK, *Unbiersity of Washinglon, Gaatle, LEA

ACKGROUND
Dally and on-demand pra-axposure proghylaads (PrEF) with
ol TOF-FTC aree Both effective al praventng HIV acuistion
among mes who have sex wilh men (MSH)

Oy dally FrEP & recommanded In 16 US

GOAL: identify sub-groups of M3M wha would have
higher effectiveness or significantly lower pills taken
wilh gimilar affectivenass when using on-demand PIEF

IETHODS

Simulated the reducton in HIY rsk in twa syrhetiz cobarts of

10,000 MSM prestibed oral PrER in Harlam end Banghok

FrEF adherence and sexual behavior patiems were

callbratad 1o data from tha HIV Pravanion Tnaks Netaark

(HPTH) D67 PrEP efficacy was hased on nuimber of pils per

wnik [Andarsan, 2012, Sci Trarel Med)

FrEP affectivaness was based on the numbar of pils aken

around indvidual's sex acts

Individuals wara ug'mﬂaly FrEP for & months and on-

frequency) benefit most
from switching to on-
demand PrEP

MSM with low adherence
to daily PrEP (not low sex

Higher adherence when given a choice (MTN-034)

Oral PrEP Chose oral Chose p-value
adherence Prep ring/neither

FIGURE 3. Thase for whom an-demend 2141 rEP was. Bacpaliow st 32(2c%) s (80w e High adherence to oral PrEP
il by Adharancss b dady FrER {A & B) aned sa fausincy least once A e e
‘CSQ.[.T..".L'L'“‘...'.L:".’.."ZLM Alwaysgreen 39 (58%) 28 (42%) P

strongly associated with

Non-use (red): TFV-DP levels of <16/mol/DBS punch A
choice of oral PrEP (p<0.001)

TFV-DP levels of 16-700fmol/DBS punch
High adherence (green): TFV-DP levels of 2 700fmol/DBS punch

Ring adherence Chose ring Chose oral
PrEP/neither

No such association was
observed for ring choice

i
-—l E
. .
i .i
i ’U
]

= LN AT MEA R T RN LV L T
" .

Red/yellow at least 134 (67%) 65 (33%) 0.8
once (p=0.85)
Always green 19 (66%) 10 (35%)
Non-use (red): RD levels showing release of <0.9mg
d Y RD levels showing release of 0.9 to <4.0mg
Consistent with 28 days of use (green): RD levels showing release of 24.0mg

na
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MULTIPURPOSE TECHNOLOGY: POTENTIAL
FOR DECREASING MULTIPLE HEALTH RISKS

* Globally, major health risks for young women gy

are unintended pregnancy and HIV and other < Gels (Vaginal & Rectal)
STis
» Important considerations for MPT development:
* Minimal to no drug-drug interactions

Films (Vaginal & Rectal)

" Fast Dissolving Inserts (Vaginal & Rectal)

« Minimal to no systemic or local side effects i
» Easy to manufacture and administer with o
minimal discomfort = Microaray Patches
+ Easy removal or reversal of formulation in 5
case of emergency or adverse effects
« Preferences of target populations T e
The Initiative for Multipurpose Technologies.
https://mpts101.org

Young IC, Benhabbour SR. Polymers 2021;13:2450

L. Oluoch Workshop 12 Feb CROI 2022

MPTs by Indication (n=26)

= HIV+Pregnancy
a HIV+Pregnancy +Non-HIV STis
s HIVeNon-HIV STis

u Pregnancy+Non-HIV STis

MPTs by Development Stage (n=26)

30
23
20 = Precinical Stage
15

Cinical Stage 1 8 2
10

= Cinical Stage 3
& Pre Invroduction




Unmet need for long-acting multipurpose prevention
technologies (MPTs)

PROBLEM

» 38 million people worldwide are living with HIV

» Approximately 50% of all pregnancies are unplanned

» Condoms are the only multipurpose prevention technology (MPT)

LONG-ACTING INJECTABLE FOR
PREVENTION OF HIV AND
UNPLANNED PREGNANCY

SOLUTION - Injectable MPT in situ forming implant (ISFI)
* Long-acting (> 3 months)

* Subcutaneous administration
« Biodegradable and removable

Isabella Young

New Investigator Scholarship Recipient

University of North Carolina at Chapel Hill
Chapel Hill, NC, USA

Biodegradable polymer Diffusion-mediated
Water-miscible organic Water influx
solvent

APIs

g

Phase Inversion
Y S

c/’D‘

: Polymer degradation-mediated

Assess feasibility of an MPT ISFI with Dolutegravir (DTG)
+ contraceptive (medroxyprogesterone acetate (MPA,
Depo Provera®) or etonogestrel (ENG, Nexplanon®))

Engineer a more clinically translational MPT ISFI with
Cabotegravir (CAB) and MPA or ENG

90 dias, ratones DTV o CAB

DTG ISFI demonstrated feasibility and ultra-long-
acting release from ISFI' December 2021

Z S :
Abikty to remave (only i needed) Cabenuva (CAB + RPV) for HIV treatment approved
PK and efficacy studies in humanized mouse January 2021

models showed protection against HIV'

Apretude (CAB LA) for HIV prevention approved

Relatve docrease
W plasma DTG (%)

| Young . Oral Abstract Sessions #80
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Assessment of systemic inflammation 3 & i

Utilize enzyme-linked immunosorbent y (ELISA t TNF-a and IL-6 (major pro-inflammatory cytokines responsible
for immune response activation) at 3, 7-, 30-, 60 ( on (n=3-6 per group per timepoint)

Tumor necrosis factor alpha (TNF-a) and interleukin-6 (IL-6) are inflammatory cytokines produced by
macrophages and/or monocytes at the site of inflammation

IL-6

N
w
J

DTG/ENG
DTG/MPA
CAB/MPA
CAB/ENG
Control
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Pharmacokinetic study of islatravir and etonogestrel implants in macaques

Michele B Daly!, Andres Wong-Sam?, Limying Li,%, &rchana Erowi®, Gregory Gatbo!, Victoria Mrotz!, Catalina Forerol, soy Garg?, James Riicheld, Ariane Van der Straten®,. Wald Heneine, Serardo Sarca-Lermal, Charies Doband!, Leah KL Johnson®
Hoenars Tor Dissass Comtral &nd Preventia Arlacia, G, LIS, ‘BT Intematianal. Ressarch Trianghe Park, NC, LIS, "Univsersity of Califcenia San Francsca, Cenler Tar AIDS Preveslion Shedess, San Frandisoo, O, LS

Figure 4. Heat magp of implari-site reactions

BACKGROUND = = - - -
B
Freventian af HIY and trintended presmancies are publi Biodegradable implants with sustained delivery of ISL and ey SO T e o

Feealth pricxities. Methods that provide sustained release of drugs ENG for >3 months in nonhuman primates show promise i = § Sevar
can improve patient adherence and incresss efficocy of medications ; ; 3 Moderals
that requine cansistont dosing. Long-asting (LA} implants haue boan for multi-purpose prevention of HIV and pregnancy. ——
spceassfully used for comraception inchuding the FOW-approved 2 =
rezxplaron implant which releases the hormone etonogestrel [EMNG) RESULTS 1 Ml
B pieennt unintended pregnancy Bor u to 3 pean Figure 2. Concentrations of 15L-TP in PFEMCS -

L products for HIY pre [PrilF] are oD oo

= High
DN these medek. slatravir [ISL] s @ novel raclooside neserss i = Migl ::‘B":: ]i I.H:,IIFHME T:L‘:wﬁ Figure 4, Ireglards fof each animal (alumn) and the weekly
ErarScrgilase ranslocaton inkibaor that is phaspherylabesd witkin . E == Lo h;l- Elg,:t::nli 1:: ";I-r.q:na 4_:; Oraere soore [ranping from O - 4] are shown.
cellz to the active metabobte BS-triphosphate (15L-TP). The long '_l_ - oD pharmacakinetic target of 50 fro SUMMARY OF RESULTS
Falf-lite and potancy of IS0 maks itan ainract e camnddate for = E | TARGET ISL-TPAIDS PEMCE  (Target] and = Plasma I5L and I15L-TF in FEMCs wene sustained for >3 maonths.
delivey By an implant for L& PREF. g . T L loveer limit of quantification {LLOO Dose lnearity was chosred (Fig 2, Table 1)
= 10 LLOo are shoawn with dashed Bnas
Here, we evaluated safety and phasrmacokinetics of 151 and ENG 3 = 15L-TP weas detected i vaginal ard rectal tissue |Takbe 10,
= 15L did not altber natural cycling of p4 (Fig 3A, day 0-35)

implants in fomale pig-tailed macagues. o P
il ) = EMG lewvels ware sioble and sulliceest to suppress pd

FAETHODS Days post implantation rrndirtinen hu A 14 mast imelaneasinn (Fle L8 and ami

MB Daily Abstract# 444

First-in-line 3D-printed MPT IVR demonstrates sustained

drug release and was well-tolerated in sheep and macaques

« 3D CLIP IVRs were loaded with EFdA, ENG, and : Fig. 2 In vitro
EE (3.7 wt%, 0.19 wt%, and 0.04 wt% H release of
respectively) for in vitro release study in SVF F EFAA/EE/ENG in
(sheep pH 7). Release samples were collected 5 simulated vaginal
and drugs guantified by HPLC. All drugs exhibited 5 fluid {SVF, sheep
low burst in the first 24 h (<10%) and sustained ¥ | pH 7) at 37°C.
zero order release over 180 day (Fig.2). T T

Tirme {days)
+ MPT IVRs were administrated to 4 female sheep (4.03-6.48 mg/kg EFdA, 0.2-0.3 mg/kg ENG, and
0.05-0.07 mg/kg EE) for a 21-day pharmacokinetic study. Plasma, vaginal biopsies, and fluids were

collected (Fig. 3).
Macaque-sized IVRs (25 mm OD & 6.0 mm CSD) with Islatravir were administered to 3 female non-

| Young .
human primates for a 30-day pharmacokinetic study. Plasma, PBMCs, vaginal biopsies, and fluids

Next‘generatlon were collected. (Fig. 4).

. . . .D:JH.U: s - Fig. 3 _DTJ:: . Fig. 4
Islatravir/Etonogestrel/Ethinyl Estradiol MPT - e T 7 ATTS 11Te 10 iTe
Intravaginal Ring i s s L e S

17 7@ : B T B
Abstra Ct # 445 DJa“.‘.[I Day 7 m:::d D'“L . Day 3 Day 14 Day 28
- — Vaginal (distal and b o POME vaginal biapsy
collection prawimal} and Vaginal biopey i collection Sectsi st wolleuiion

rectal swabs



Circuncision Study population

HPTN 071 (PopART) is a cluster-

randomized trial
» Impact of a combination prevention Standard of care at
I t d t' package on population-level HIV current service
n ro u c Io n - incidence in Zambia and South provision levels
) Africa
2020 target * Included 21 study communities (12 in induding
* Voluntary Medical male circumcision (VMMC) 25 0 Over 7 million Zambia and 9 in South Africa) and 7
‘ ] ; ) ) voluntary medical b ART initiation ART initiation
is protective against HIV infection, with >60% male circumcisions matched triplets ' : accordingtocurrent | | accordingto current
. 20 missed » Communities in each matched triplet are national guidelines ot} I‘ ideli
protection é § e 17.94 assigned to: J . national guidelines
é% & 3 . Al’m A
; ; g5 + AmB
« Zambia and South Africa are among the 15 38 11.02 « ArmC
priority countries with a target to expand g % .= » Arms A and B included referral for
) ) - ES Sar medical male circumcision (MMC) for
medical male circumcision coverage to 80% = - HiVauninfected men
« Traditional male circumcision (TMC) practiced ¢ pr e S e m
as a rite of passage to adulthood in many
. . Cumuiati of Y ical male ci isions 15 priority countries from
Southern African communities 2016-2020, and targets for 2020
Male circumcision status and HIV incidence during HPTN
S e i 071 follow-up
Circumcision Incidence HIV infections | Adjusted hazard |P value
status (rate per 100 person-yr) ratios? (95% Cl)
i . - - . <0-
11 ’ 000 varones Medical 11/3458 (0-31) 0-30 (0-16, 0-55) 0-0001

0-84 (0-54, 1-31) 0-45

W 92/9402 (0-97) Ref. Ref.

KB Zewi d e AbSt ract #87 !Adjusted for community and age.




PrEP EN GESTACION

Evaluation of CAB-LA Safety and PK in Pregnant Women
\\\ HPTN in the Blinded Phase of HPTN 084

HIV Prevention Aurror Sinend Datany-Morethwa!, e F' Hoghes?, X0 Gun®, Brel Harmoem?, Crag W Hareo®, Jenniter Fasroet, Ribics [echans’, Seo: Finstac!, Suzsn Ford?, Inmes Boosey!, Adecls Sdmpye,

Trials Metwork Faphusi Landiovia®, Myron Coren'™, bine C. Hosssinpour', Mark &, Marzinkie on bl of HFTA 084 Shaty group s, | 155 5. Usevsidy 6 Wieafotiial e s, Sl A, 3 Usbobéaly of Meshosghn, Ssalin W, Lisked ki, 1 Fobd HukTumiin i
Bofirms, U3, i B, P8 8, D, 5, g, ') o, g g P, G, U i, 7 s Sopmrn, o, e o, .3, Unen s, 8 Fpfare i g e i
Dumembon, Demamca, ML Lssct a3 iy of otk Lou Aeeon, Lun Ao, D, e Stsn. ) iy of o Carcin i Chap . i 14,9 Linawc S

BACKGROUND RESULTS - PHARMACOKINETICS
HFTN 054 i & phase 3 randomized, doutie-tind, doubls- A FIOURE 1, Lmar mogpwssice o g [CAB] . v, o HITRB38 amd TR T
l:hnr|m:.-'l'l'ialI that showed hal long-acting injectable Resldual CAB_I—A Was genera”y We’“ , [r e ———

sl tolerated in pregnant women. The t, ..
i ;25 cOMparable between pregnant and
pragrancies howessr occurmed during the iral. We rapor non-pregr]an_t women. Ongoing Studies

an the safety and pharmacokinetizs of CAB.LA in women AR
i batama pregrant during the blinded phase of HPTH WI" examlne the Safety and _ plirliederlsrbirle
REGNANCY AND BIRTH OUTCOMES IN PREP EXPOSED & UNEXPOSED PREGNANT SOUTH AFRICAN WOMEN

084,
WETHODS pharmacology of CAB-LA in women
M a participant had a pasitive pregnancy best, blinded study

produst was wiihald and she was offered open-fatie who choose to continue CAB-LA
T.DF.'F'I'C. Pnsiliucnlugnml'\qrtsls were canfirmed at a 2nd
ibiieisnineabaskinaill through pregnancy.
braastfeeding. Parficipanis with CONFIRMED pregrancy

705

D. Joseph Davey' 2, D. Nyemba 2, R. Myvududu 2, N, Mashele 2, LG Bekker®, P. Gorbach', TJ, Coates’, L. Myer 2
. Wnivessity of Califormia, Los Angeles, CA, USA, 2niversity of Cape Town, South Alrica, *Desmend Tutwe HIV Centre, University of Cape Town, South Alrica

P 0 i

BACKGROUND

were unbindesd to study arm;, and continued followup visits; ) - H 1 H
Ll INants wiss 35566360 31 BTN and 12 MONMS, ANGISS  RESLLTS - SAFETY MM, There ane few sefely data an the use of oral PrEP in Rate of adverse pregnancy and birth outcomes high in
everts [AEs) post-confirmatian af pregrancy were: ; . . . 8 resan & bamier 1o implamantation 0 .
compared betwean #udy 8rma from ks of Arst poaltive There were 49 confimed pregnancies [‘29{:1\8,3]IDF.I-—I'C)n-lapartln:lpanhdmnglhu blln_dcdphasc gﬂmﬂp ng mi the populatIOH
pregrancy bast b last pragnaney follow up vist. nly of the sludy. Pragnancy iIncidence was 1.3 per 100 perser-years (py). CAB-LA paricipants (=6} o
parlicpants whi necaivan at least ang npelion wara exparianced mare pregrancy-assecisted AE (han TOFFTC parlicioanis (n=1). Al pregnancy- i . - . _ - _ o
included in the safety anatysis. The apparent lermiral phase associated AE (n=10} were judged as unrelated b study product and grade 13, No conpenital METHODS PI'-EP exposure in pregnancy 1s ﬂ(}f E-J‘SS(JC!afEd Mﬂfﬁ PrEP_PP
ml':f ?;g;nﬁﬂa?ﬁﬂ;cﬁ::;wizsztr anamalias ware observed. OF tha 43 participants (26 CAB-LA, 17 TOFFTE] with sonfirmad pragnancy » Based &l & primary care facility in Cape Town, the . . s B
- X ; - = ; X - - - x & Bemartur
oo caseaton) was compare o non-prognan woman D e08ied atleast one jecion, e ncidence of 2 rade 2AES n the CAB s was 13100 py [85% PrEP In pregnancy and postpartum (PrEP-PP] any increased adverse pregnancy or birth outcomes .
feoty HPTM D77 (w39}, & phisss 2 salsty and 6 B9, 3- 185 41100 py) ws, 165100 py (95% C1; 10222710000 py) in the TOFFTC am (p={064) study offarad HIV prevention counaeling ard FYEF o . .
phaemacokinstics siidy. MufSvariads Inear rogrossion s s e st TABES g i 7 - aps,  cansenling pregnant wormen (216 years) without HIV Oral PrEP should be integrated into PMTCT and ANC
akbagsed [aars associated with 11/2:0p candncen sagnil fraim thier first antenatal care (ARG wisit tiraegh 12
TABRLE 1 Prograncy sxsreace. by Wty i - Bod . ] . . . r
e e i Bt i’ postpartum care in high HIV incidence communities
] 2 %] 14{7E% + We compared pregnancy and birth owstoomes
::—»-r-m agj 9809 - - : - uaLE:m:‘: Hl:‘l 4IT|53 coneLy Inchidisg miccarrisgs, SREATh, RESULTS
" 1 1 Progeancy-induced hypariension i L] Rigsidual termiration) and birth out) birthweighl
Ingichanca saie (955 Ci il LE) 18013, 28] —— 1 o .58 wwinsics 1 -] weenen. 1 I:;:IMIT:W Lnﬁ;;:mﬁ: P * Batween August 2019 and January 2022, we sscartained neB97 pregrancy outcomes COMCLUSIONS
o <20 b 4 1 1D » prad . - ¥
R TR R = T — S B i ® o NONPIRGT <37 weaks' gestation] Bnd necnatal dealn) betwesn m:a" 9“:‘"" at ﬁ";‘:“‘: ”ﬂ‘:m‘?ﬂ' 14-31)
Incenca saia (184 Ci 15014, 22) 10008, 18] Wearmpkit abarsen H L] Congunfial anormalies™ L] L] LA ©onit R exposed fany PrEP uss whils pragnant) . n malemal age=2f years R, l Whill the cversil irsgquency of advars pregnancy and i
i unexposad fno ErEE use in pragnancy). absiacted = Gi% (n=831) were PrEP axposed autcames s high i this setiing, thess reassusing data
. ) : + Cweral, 94% had singleson Bve binhs suggest no  differences in pregnancy ouicomes
from rouline healih recards, and compered thase with ) e -
diinic-widke statistics fram the same period Tﬂf;ﬂ::::fpﬂ:m;m or alilliths in the PrEP expoged group va. 8% in the cmunn;\n:g: exposed fo FrEP o woman with no
+ Analysls of miscamiags and sblibiih wers rastrictsd to exposure -
mm':an who srisred :rue 20 and 35 weeks, + There were no differences in birlh oulcomes between ihe PrEP-axposed vs,
respactively unexpased (composite adverse birth outcome=14% in both groups; pe=0.99). ADMTIONAL KEY INFORMATION
A tha PrEP thai I h { it |
« Anallysls of birlh ouicames included all wamen wilh * Among the PrEF axposed, thare was na asseclation with duration of antenata
svailatle dats exposure and bifth suteames [p=0.84), Clinkcal triais reference: NCTOGR 18
+ Comparing slafsfics an birth culcomes in HiVsuminfecied women, the frequency of
advarsa bith oulcomes wes similar o levals in tha FrER axposad cobart (p={.005) Funding: 0JD, TJC and LM hawe funding fram NIMH
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Interacciones PrEP y hormonas

Results: PrEP Concentrations and HT Satisfactiori®™

Table 1. PrEP Drug Concentrations and Satisfaction Scores by Gender Identi

Transgender Women p-value |Transgender Men
(n=112) (n=60)
Week 12 TFV-DP Concentration, 0.26
fmol/punch

No hormone therapy 1885.8 (1058.7) (n=28) 1682.0 (791.6) (n=10)
Yes hormone therapy 1589.5 (819.1) (n=67) 1961.6 (966.4) (n=39)
'Body Image Satisfaction (SD)**

2.7 (0.80) (n=23) 2.2 (0.60) (n=10)
Week 24 2.6 (0.91) (n=19) 1.9 (0.62) (n=9)
Satisfaction with HT on gender

transition (SD)***
Week 0 1.9 (1.04) (n=23) 1.6 (0.70) (n=10)
Week 24 1.9 (0.89) (n=19) 1.7 (0.87) (n=9)

TFV-DP= tenofovir-diphosphate; SD= standard deviation; HT= hormone therapy
*Adjusting for confounding factors age, creatinine clearance and weight,
**Body Image Satisfaction summed 5 questions about desired physical effects from HT (low body image Is 1, high body image Is 5)

***Satisfaction with HT on gender transition is based on question “how satisfied are you with your HT on your gender transition?" (low satisfaction
score is 1, high satisfaction score is §

J Blumenthal Abstract #84



A Retrospective Analysis of Bone Loss in Emtricitabine-Tenofovir Therapy for HIV PrEP

lomeph €. Chang, PharmuD.,BCSCP; Duy Do, PhD.; Hectar Delgada, PharmoD., &Ph: An Huynh, Pharm. 0. Candidate 3023; Natalie Eanimian, Pharm. 0. Cardidate 2022;

+ Teruioevir DOpros | Fama o — Enarigiating [TEF-FTCH, 3 ooamasgly presribed e ation o
- Ear e e prophe e s (PYEPY, o dncaned with @ redwinid fisk of HI el on
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+ He e A OF (e L OEOD R s depeireien] phesiaegane
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- Of 7,698 patients, 217 developed osteopenia or osteoporosis by dexa SCAN (T-score < -1)

- Average follow-up time for the cohort is 502.6 days

- Patients in a continuous tto (90.8%) were more likely to develop osteopenia/osteoporosis compared to a
demand (9.2%) (p<0.001)

- Hepatitis B, CVD, CKD, age, baseline eGFR<90 mL/min/1.73 m2 and BMI were not associated with an
increase in the risk of osteopenia/osteoporosis after adjusting for other confounders

- Obesity conveyed a protective effect on the incidence of osteoporosis/osteopenia

- This study was able to confirm that TDF-FTC is highly effective against HIV infection even with low
adherence rate patients



HIV DRUG RESISTANCE AND CLUSTERING PATTERNS AMONG 839
SRERTES PREVIOUS PREP USERS WHO SEROCONVERTED
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A comparison of the proportion of PUWS and NPUWS who joined phylogenetic clusters, using a two-sided chi-
squared statistical test. B) The median cluster-specific reproduction number (of clusters with 20 or more
members) in the study period of clusters joined by either PUWS or NPUWS was compared using a Kruskal-Wallis
test. C) The phylogenetic viral diversification rate was compared by PrEP use and by clustering using a Kruskal-
Wallis test, followed by pairwise Mann-Whitney tests. D) The proportion of PUWS and NPUWS with baseline drug
resistance mutations to any or specific drug classes were compared using two-sided chi-squared tests.

Desde 2018 hasta 2021, 7465 personas recibieron PrEP con 15 (0,20 %) infecc. comparado con 314 nuevas
infecc,.en no usuarios de PrEP.

El uso previo de PrEP no se asocio con la agrupacion filogenética, las tasas de diversificacion viral, o la
resistencia a los farmacos.



192 edicion Perfect = choices for all

I Long-acting Microneedle
injection drug patch
e Long-acting 5 Subdermal
S -

S A

CONCLUSIONES G S
- 0

Adapted from Scarsi K, International Workshop on HIV & Women 2019.

La PrEP se postula como la estrategia mas eficaz en la actualidad para controlar la
pandemia VIH, pero la implementacion es lenta y desigual.

Diversificar las modalidades de PrEP permite que la seleccion individual aumente la
adherencia.

La PrEP oral a demanda disminuiria los efectos adversos.

Los LA han supuesto un cambio en el paradigma para PreEP (y tratamiento), siendo el
acceso (econdmico, logistico) sus principales limitaciones.

Es fundamental poder diagnosticar precozmente en pacientes bajo LA el fracaso
viroldgico o las infecciones incidentes mediante métodos mas sensibles que la

serologia.
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