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Planning Committee & Speaker Disclosures

* The staff and faculty involved with the planning
of today’s event do not have any conflicts of
Interest to disclose.

« David E. Koren: Speaker (Gilead Sciences and
ViiV Healthcare), Independent Consultant
(Merck & Co)
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Post Event Evaluation(s) and Continuing
Education Units (CEUs)

The previous process is specifically for general
certificates of attendance.

 If you are looking for nursing or other types of continuing
education credit, you may be directed automatically to
another post-evaluation survey, OR you will receive a

different email with another link to complete.

 Please contact the coordinator of the event or

maaetc@pitt.edu with any questions.

\dAlagtic MidAtlantic AIDS Education and Training Center



Needs

We have attempted to make this presentation compliant
with the Americans with Disabilities Act and Section 508 of
the Rehabilitation Act.

If you find that you need further accommodation, or
alternate means to utilize this presentation, please contact
us and we will attempt to further accommodate your needs.
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Today’s Objectives

 Review recent updates for HIV prevention from CROI
2025 which can be implemented immediately.

 Review recent updates for STI prevention from CROI
2025 which can be implemented immediately.

* Discuss recent data regarding antiretroviral agents
under development for HIV prevention

MidAtlantic AIDS Education and Training Center
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Suboptimal laboratory testing of PrEP users, US 2022-2023

100 Oral Prep
* For PrEP users, CDC recommends: =
= HIV laboratory-based testing at initiation and follow-up visits 70
= STl testing at initiation and follow-up visits E EE
= HBYV testing at initiation 30
= Creatinine testing for oral PrEP users ;"3

* Evaluated MarketScan database for those starting oral PrEP or
CAB-LA in 2022-2023

* >35,000 oral PrEP users, with >12,000 with follow-up 123
prescription 80
=  Only 38% had lab-based HIV testing at initiation; only 56% at follow-up £ zﬁ
453 CAB-LA PrEP users, 370 with follow-up prescription £
- Only 55% had lab-based HIV testing at initiation: 82% at follow-up .
* Also sub-optimal testing for STls at initiation -
£ 8 .,+§ ‘,&9'5"6\';0{9‘8’ :ﬁb&
Hoover et al, Abstract 1216, CROI 2025 e e lide 17
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Urban vs. Rural PrEP users, US 2023

* Used IQVIA Real-World Data

* >470,000 urban PrEP users received PrEP from >86,000 providers

» 59% received PrEP from a physician

= Traveled a median of 6.2 miles to receive PrEP

* >28,000 rural PrEP users received PrEP from >16,000 providers
» 56.3% received PrEP from NP or PA

= Traveled a median of 39 miles to urban provider or 36 miles to rural provider

* Distance and providers may be a barrier; consider telehealth and local
pharmacies to dispense PrEP to rural users

Zhu et al, Abstract 1223, CROI 2025 Slide 18
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Oral PrEP persistence in the US

Used IQVIA commercial prescription database

Evaluated PrEP persistence (continuous PrEP for at least 30 days)

Non-pers

= Women

istence more common in:

= Younger age (compared with 55-64 years)

= Black, H

ispanic, other race/ethnicity

= Public or cash payment

» Northeast, South, West (compared with Midwest)
= 2021-2022 (compared with 2017-2022)

Only ~40% of new oral PrEP users continued until 6 months
But, doesn’t take into account 2-1-1 users or people switching to CAB-LA

Huang et al, Abstract 1200, 2025 Slide 19
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Point-of-care urine tenofovir testing for PrEP adherence

Young MSM have high HIV incidence and challenges with PrEP adherence are
common

A prior study in Kenyan women of urine point-of-care (POC) tenofovir tests
demonstrated improved long-term PrEP adherence

Study of 49 US MSM <30 years old, randomized 2:1 to POC tenofovir tests
with 2 30-minute counseling sessions vs. standard of care; all done virtually
Of 31 ppts in the intervention arm:

= 100% successfully self-administered the urine tests

» 100% reported the intervention was somewhat/very acceptable
Over 3-month follow-up, increase in hair-levels of tenofovir consistent with 1-2
pill increase per week

= 6 of 8 intervention participants and O of 4 control participants with poor baseline adherence
increased to >4 doses/week

Spinelli, Abstract 1212, CROI 2025 slide 20
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CAB-LA uptake in 2 Kaiser systems

* KP Northern CA and mid-Atlantic
states (DC, MD, VA)

=  >5.4 million users
« CAB-LAimplemented: Results Cohort and CAB-LA uptake
=  Northern CA: May 2022 Patients started on CAB-LA .
«  Mid-Atlantic: March 2023 of9 —
* Compared with oral PrEP users, N=23,311 =
PrEP users 100
CAB-LA users: during study period ®
= Less likely: | N »
o Commercial insurance (82% vs. 89%) N=180 (0.8%) . g - —
= More likely: prescribed CAB-LA J s €,,aﬂ @‘p:- QJ.;P Q’y e’m 3"'9 s'ﬁ‘ . A
o Black (19% vs. 10%) e ey 20721030 Jume 2024
o Latino (34% vs. 24%)

o  Prior bacterial STI (45% vs. 28%)
o Hypertension (22% vs. 13%)

Traeger et al, Abstract 191, CROI 2025

Slide 21
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CAB-LA uptake in 2 Kaiser systems

* CAB-LA uptake low, but
persistence high

: = >90% on-time or early injections
Results CAB-LA persistence ot e
= o incident infections

Hﬂr at Du::mm Censorad® Suﬂ::;‘han'cﬂﬂ
7 Baseline o . .
. m s 180 20 35 87.9%(81.3921) ® CAB_LA reachlng pOpU|atI0ﬂS
)\5 ﬁ - months ko ¢
T G B B ® HeEsss underserved by oral PrEP
ko
25 e e = 24% of CAB-LA users had no
2 S o Cumulative probability of persisting 2 x
33 .| o5% C1 Sl history of oral PrEP at Kaiser
a A 6 months = 87.9%
12 ths = ?49% =
o, , , , , B * Real-world data guides
0 91 182 273 365 . .
Days since CAB-LA initiation Implemen’(atlon
N al risk (N discontinued) Of the 35 individuals who discontinued CAB-LA: o ) ‘
180 (11) 155 (9) 125 (12) 80 (3) 54 « 12 (34,3%) had oral PrEP prescribed after stopping CAB-LA = Late anGCtIOHS more Ilkely after first
_— . . + 2 (5.7%) had oral PrEP prescribed during CAB-LA use dose — needs more attention
*inciihimi caraored a Ganvoament from s plan o en of shely pariod (30 s 2024) N T T X i—
switching from CAB-LA to oral PrEP

Traeger et al, Abstract 191, CROI 2025

Slide 22
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HPTN 084 study design =il B

% Trials Network

Nov 2020, DSMB 78% of participants chose CAB-LA
recommends unblinding
Blinded Unblinded Open-label extension
c | ®
S O
ﬁ CAB-LA I CAB-LA % CAB-LA
S | || g
- TDF/FTC | | TDF/FTC £ TDF/FTC
o
i
1-2 HIV RT, Ag/Ab
HIV RNA , :
only at 1-2 RT, Ag/Ab HIV RNA each visit
Screening each visit
_Delany-Moretlwe, Abstract 195, CROI 2025 o4 4
Slide 26 it~ A
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HPTN 084: Results of RNA screening

* Almost 2500 participants included: 1927 on CAB-LA, 535 on TDF/FTC
= > 24,000 RNA tests (>20,000 on CAB-LA)

* Of these, 87 had >1 reactive HIV test
8 (9%) had HIV confirmed
o 4 of these had isolated RNA+, 3 on CAB-LA, no INSTI resistance
77 (88%) found to be HIV negative
o 12 of these had isolated RNA+; 5 of whom (42%) had CAB delays > 10 weeks

3 times as many false positives as true positives (12 vs. 4)

Unable to differentiate true positive from false positive based on quantification of RNA

* Authors concluded should consider costs & risks in developing testing
algorithms

Delany-Moretlwe, Abstract 195, CROI 2025

Slide 27
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Breakthrough infections on CAB-LA

* 7 persons diagnosed in clinical care on CAB-LA with breakthrough infection

= 6 had on-time injections

o 5 of these had protective levels of CAB
» 4 had non-reactive HIV Ag/Ab at first detected HIV RNA positive result
= 5had INSTI RAMs

o 1 high-frequency RAMs on population sequencing

o 4 additional had low-frequency RAMs on sensitive research assay

» All 7 started on DRV-based ART and have achieved HIV RNA <20 copies/ml

o 3 with low-frequency RAMs switched to provider selected INSTI-based ART and maintained viral suppression at 13-31 weeks

* Authors concluded long-term follow-up needed to determine the clinical
significance of low-frequency INSTI RAMs and durability of viral suppression
on INSTI-based ART

Koss et al, Abstract 1228, CROI 2025

Slide 28
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Breakthrough infections on CAB-LA

* 47 breakthrough infections in HPTN 083
* Resistance testing and VL done centrally, not available to sites
* Overall, 77% achieved viral suppression (< 50 copies/ml)

» 71% suppressed on INSTI, 81% on non-INSTI regimens as initial regimen
= [Additional 3 on INSTI (6%) and 1 on non-INSTI (2%) had VL of 50-78]
= 5 o0n non-INSTI regimens switched to INSTI: 4 suppressed, 1 unknown

* 41 ppts had resistance testing available

» O ppts (22%) had INSTI resistance prior to treatment, all suppressed including one with R263K
who was started on INSTI

* 2 of 3 without genotyping results failed to suppress, 1 each on INSTI/non-INSTI

* Conclusions: similar results for INSTI vs. non-INSTI regimens but need longer-
term f/u

Landovitz et al, Abstract 197, CROI 2025

Slide 29
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TAF/FTC in Cisgender Women Kiweewa et al, Abstract 194, CROI 2025
PURPOSE 1 Study Design

Randomized Blinded Cohort

Z e Z
Week 0 Week 26 Week 52+
1 i ]

Cross-Sectional Bl LEN SC every 26 weeks == n = 2134 Prespecified

Incidence Cohort + oral F/TAF placebo or F/TDF placebo (2:1) Interim Analysis®

50% of participants
completed = 52 weeks

HIV-negative
=] test and o
eligible® .

F/TAF oral daily ==
Primary analysis®:
1. LEN vs background HIV
2. F/TAF vs background HIV

+ SC LEN placebo every 26 weeks

Cisgender
women?

No PrEP and _— By
no HIV testing HIV-positive
1 past test > recency
3 months
assay used to
estimate
background
HIV incidence

F/TDF oral daily @)  Active control

L Secondary analysis':

+ SC LEN placebo every 26 weeks 1. LEN vs F/TDF
2. F/TAF vs F/TDF

Background HIV incidence B

Background HIV incidence is the incidence expected without PrEP that would have
been expected in a placebo group (the counterfactual HIV incidence)’? ClinicalTrials.gov: NCT04994509

Slide 31
The first participant was screened in August 2021, the 50th-percentile participant was randomized in May 2023, and the last participant was randomized in September 2023. *Eligibility criteria included: weight 2 35 kg, eGFR 2 60 mL/min, not pregnant.
'n numbers represent the full analysis sat for efficacy analyses. “Since the randomized blinded phase was stopped sarly due to an efficacy cutcome, the interim analysis served as the primary analysis. “IRR was assessed using a Wald test or bkelthood ratio test if
there were zero infections.’ = "IRR was assessed using Polsson regression or an exact conditional Poisson regression model in case of zero infections. eGFR, estimated glomerular filtration rate; F/TAF, emntricitabine/tenofovir alafenamide; F/TDF,
emtricitabine/tencfovir disoproxdl fumarate; IRR, incidence rate ratio; LEN, lenacapenir; PrEP, pre-exposure prophylads, SC, subautanecus. 1. Gao F, et al. Stet Commun Infect Dis. 2021;13:20200009. 2. Shac Y, Gac F. Stat Commun Inflect Dis. 2024,16:20230004,
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TAF/FTC no better than background or TDF/FTC,
but poor adherence

PURPOSE 1 Primary Analysis Adherence to Oral F/TAF Was Low
® Adherence by Post-Baseline Visit

L 2.41 s

S D

b 2.02 1.69 l . ||

& % 0 Adherence (ty

5 o = High

5 [’ ¢ 4 doses/we

: ;

£ f u

£ i .

= £

B 5 oo

1
9 0
Background i '3 F
4V incldence L AL - Wk 3 5
0 infections 19 nfections 16 Infectians r 200 204 192 m n
1935 PY 1832 Y 949 PY
39 HIV infections occurred in the F/TAF group'? Most participants in the F/TAF group had low adherence to oral tablets, and adherence declined over time'-2
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Incidence in F/TAF arm: 2.02 High (>4 doses/week) and medium (2-3
Incidence in F/TDF arm: 1.69 doses/week) adherence declined over time
Background incidence: 2.41

Kiweewa et al, Abstract 194, CROI 2025
Slide 32 slide 32
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Poor adherence in those who acquired HIV

Adherence
W bEgh (= £ domes ) week)
W sedium (2-3 doses Sweek)

Low (« T doses/ weoek)

=3n

Mizing data

Time Since Baseting of Study, weeks

Almost all participants in the F/TAF group who were diagnosed with HIV had evidence of low

adherence or a decrease in adherence over time

A o ot § S o, D e e S0 i s o oo s o O 4ot st s s e s oo
o TV A s i s e« 453 a4 455 .+ S, R o, T, i e A i st TFY.CF, i Sghamut

Longitudinal I i ek
Adherence a 5
Patterns g :

Lower Chance of HIV Infection Associated With Medium or
High Adherence to F/TAF: Consistent Results in Phase 3 PrEP Trials
PURPOSET

DISCOVER'

00
EC]

FITAF
% 2 doses/week vi & 1 hoes ek

Adhereneet

= High (2 4 otk )

Participants, %

Medium (2-3 doses/ week)

Participants, %

W Low (= ¥ dhomes wesk)

HIV acquisition risk was 89% lower in women who took at least 2 pills/week

Slide 33

Kiweewa et al, Abstract 194, CROI 2025
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PrEP PK/PD Differs by Site of Action

Tissue Pharmacokinetics Differ Tissue Effectiveness Differs
= I Rectal tissue o é &
o1 10000 | M FGT tissue =
£ |3 £
= =
£ am [
S| 1000 T 8
E Ol
. 3> 2 ~ecow
100 ol = é
o} T = .
£ | o
&l 10 Bl &
; 2k
O o 8
2 Bl 5 l
1 ‘1 ' v v L 8 %" XL 4 J:. I
TFV TFvVvdp FTC FTCtp AAROrenos . ! ' ' '
(by DBS) BLQ <2 2-3 4-6 7
Adapted from Cottrell ML et al. J Infect Dis, 2016 Jul 1;214(1):55-64, Anderson PL et al. CID, 2023 76(10):1850-3,
Cottrell et al, Abstract 157, CROI 2025  Slide 34 ‘-CR()I 2025
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* Predicted that 2-1-1 provides
85% protection for 5 days after
sex

* Protection increased (8-15%)
if use 2-1-1-1 (add one day)

» Should be explored in clinical
trials

Female Genital Tract

) I 1 L] I 1

0o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 Cottrell et al, Abstract 157
Days after Sex

Adapted from Cottrell ML et al, J Infect Dis, 2016 Jul 1;214(1):55-64 and Garrett KL et al, J Pharmacol Exp Ther. 2018 Nov; 367 (2):245-251, Slide 35
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STI PREVENTION



sTOMP: Study Design

. International, double-blind, placebo-controlled, randomized superiority phase Il study

Day 14 :
Day 29, Primary

Endpoint Cutoff Day 571

Adults with symptomatic
laboratory-confirmed or
presumptive HMPXV
<14 days; 21 active lesion*
(N =530)

Evaluation of clinical resolution, viral load,
safety, and patient-reported outcomes

*QOpen label for persons who were pregnant or had severe disease, and those with severe immune suppression
or severe skin disease (n = 250). Randomized patients were allowed open-label tecovirimat for disease

progression at any point or severe pain beginning on Day 5.
tStudy was stopped early based on an interim futility analysis requested by the independent DSMB.

. Primary endpoint: time to clinical resolution (defined as all skin lesions scabbed or epithelialized and all visible
mucosal lesions healed) by Day 29

. Secondary endpoints: daily pain score, HMPXYV detection in various compartments, and patient-reported
outcomes (study diary through Day 29, lesion self-assessment, Eq-5d-5L)

L o Aerc:
: M“\ MidAtlantic AIDS Education and Training Center




sToOMP: Baseline Characteristics

Characteristic Tecovirimat Placebo Total
(n =232) (n=112) (n = 344)

Median age, yr (range) 34 (27-40) 34 (28-41) 34 (28-40)
Sex, n (%)

= Male 228 (98) 111 (99) 339 (99)
= Transgender 6 (3) 5(4) 11 (3)
Race, n (%)

=  White 121 (52) 61 (54) 182 (53)
= Hispanic 107 (46) 44 (39) 151 (44)
Remote enroliment, n (%) 53 (23) 28 (25) 81 (24)
Time from symptom onset, days (range) 8 (6-10) 8 (6-10) 8 (6-10)
Severe pain (NRS: 7-10), n (%) 81 (35) 35 (32) 116 (34)
Lesions, n (range) 9 (5-18) 8 (3-17) 9 (4-18)
Proctitis, n (%) 85 (37) 37 (33) 122 (35)
Living with HIV, n (%) 86 (38) 31 (28) 117 (35)
Prior smallpox vaccine, n (%) 54 (23) 24 (21) 78 (23)

AETC ez,
MM\”C MidAtlantic AIDS Education and Training Center



STOMP: Time to Clinical Resolution

100 Clinical Resolution
< — Tecovirimat .
g 80 ~— Placebo -
]
s 60
£
g
= 40
£
3 20
sHR (nominal 98.09% Cl) = 0.98 (0.74, 1.31)
0 1 8 15 o5 29
Tecovirimat 225 166 89 47 19
Placebo 111 84 46 19 11

L 0 AETC =,
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STOMP: Treatment Switch due to Disease Progression or Severe Pain

100 ~ Clinical Resolution
SN Event,  Tecovirim .
S 80 % at
o — Tecovirimat
S 60 - AE 11 9 ecovirima
I= SAE 2 2 — Placebo
(V]
>
= 40 -
E
320~
0 i 1 _|—F=f
1 8 15 22 29
Tecovirimat 225 166 89 47 19
Placebo 111 84 46 19 11
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STOMP: Pain Outcomes in Confirmed Mpox and
Severe Pain at Baseline

Worst pain 10 =@ Tecovirimat
= o) =®= Placebo
8 I T Time- Tecovirimat Placebo Total
7 I & Weighted (n =81) (n = 35) (n =116)
. Change in
5 6 Pain
2 3 [ n 71 30 101
e i VEERRED)) 3.2(2.1) 3.1(2.0) 3.2(2.1)
3
2 l
No pain 0
Baseline 2 3 4 5 6 7 8 chaglo) il A2 A8 da 15

Treatment Day
No. With Measurement
Tecovirimat 81 63 66 66 61 58 58 53 54 45 49 46 47
Placebo g5 28 28 28 W3 ouy 2 28 20, 2 20 22, w70

=N 00D
O = 00 b

AETC ez,
M‘{'C MidAtlantic AIDS Education and Training Center




STOMP: Pain Outcomes in Confirmed Mpox

Worst pain 10 =@ Tecovirimat
= q ~®— Placebo

8
7

Y &

3

v 5

£

o [
3
2
: ”[IIIIIIIIII |

No pain 0 ~ ) g

Baselines28 i e 5.5 w6 . 78§81 19 105 116 2D

Treatment Day
No. With Measurement
Tecovirimat 232 188 187 185 184 172 172 163 161 152 150 156 152 14 15
Placebo i 5 Gm R B8 & /Y B B @50 78 74, .F90re, i
69 64
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STOMP: Viral Clearance

Index skin lesion swab Rectal swab

B Tecovirimat ® Placebo

Day 8: 48% vs 37% (P = .1)

100

S S
= o
2 Q

s
5 15}
9 @
— +
= [
a ()]

=)
"6 e}
= =2

Baseline 57 Baseline 29
Stud Da Study Day
No. With Measurement 1/ y No. With Measurement
Tecovirimat 14 14 13 11 11 11 Tecovirimat 14 14 13 12 12 12
Placebo 2 1 0 6 8 7 Placebo 5 6 7 4 6 1
70 71! 66 62 65 60 69 71 69 64 65 60

MidAtlantic AIDS Education and Training Center



Screening for syphilis and HIV in ED

Screening programs in EDs intended to capture syphilis/HIV in people not
seeking regular care

Hospital instituted screening for all ED pts <65 years; looked 2 years post-
implementation; chart review to determine new syphilis and HIV dx

If tested:

= Only those who had blood draw for other reasons, miss 17% of new syphilis, 24% of new HIV dx
» Only those with CBC, miss 24% of syphilis, 33% of HIV dx

»  Only those with GC/CT testing, miss 76% of syphilis, 69% of HIV

Authors concluded that all targeted screening misses a substantial proportion
of new diagnoses, and universal screening should be considered in high
prevalence communities

Stanford et al, Abstract 160, CROI 2025
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Treatment of syphilis in pregnant women

* Only recommended treatment for late latent syphilis or syphilis of unknown
duration during pregnancy is benzathine penicillin G (BPG) in 3 weekly doses

* 7-day intervals between BPG injections is gold standard

* Earlier data suggested 6-8 days doesn’t lead to more congenital syphilis
(OR 1.0, 95% CI 0.4-3.0)

* CDC STI treatment guidelines imply intervals up to 9 days are acceptable
without having to restart full 3-dose series

* (California surveillance data (2016-2023) used to analyze 3 groups:
1. Adequate treatment: BPGx3 at 6-8 day intervals
2. BPGx3 with at least one 9-day interval
3. Nol/inadequate treatment

Johnson et al, Abstract 161, CROI 2025 e

4
f)@(/
AETC i
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%% CS More Likely with 6-9d BPG Intervals vs Adequate Tx
: Tx Group Number of | Number of | CS P-value (chi Odds Ratio

CSinfants |incidence |iompmingcs | (logistic
proportion incidence) regression)
Adequate tx (6- 677 38 5.6% p=0.01 Reference
8d intervals) ekt (compared
to 9d)
One or more 9d 22 4 18.2% N/A 3.7
intervals (no (95%CI 1.2-
intervals outside 11.6)
6-9 days)
No/inadequate 410 151 36.8% p=0.08 9.8
treatment (compared (95%CI 6.7-
Johnson et al, Abstract 161, CROI 2025 to 9d) 14.4)

Slide 47
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Setting

« San Francisco AIDS Foundation’s Magnet Clinic,
a large sexual health clinic in the Castro neighborhood

« >6,000 unique patients seen in 2024
» Diverse clientele — cisgender MSM, transgender and gender diverse
« Of all cases identified in SF City/County in 2021, Magnet diagnosed
» 15% of early syphilis cases
* 16% of gonorrhea cases
+ 12% of chlamydia cases

Inclusion Criteria
» Magnet patients with >2 visits December 2022-December 2024
» Indication for doxy-PEP using SFDPH guidelines

(Barry et al, Abstract 164, CROI 2025 ﬁ CROI 2025
1ae
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Results — Analysis 1

Figure: Doxy-PEP continuum among patients of the San Francisco AIDS Foundation Magnet

Clinic with doxy-PEP indication, 2022-2024 (N=7,436)
100%

90%

80%

70%

60%

90%

40%

30%

20%

59% receive 61% report taking 61% report high
10% prescription =1 dose adherence

0%
Doxy-PEP Indicated Doxy-PEP prescribed Doxy-PEP initiated Doxy-PEP adhered

@ croi 2025

Bargy et al, Abstract 164, CROI 2025
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Results — Analysis 2

100%

90%

22% of patients with indication report high adherence

80%

Among patients with Doxy-PEP indication, high
adherence was lower among...
+ Age

» 17% among patients age 14-29
Race & ethnicity

* 19% among Black & African American patients
Housing status

* 13% among those unstably housed or experiencing

homelessness

HIV status/biomedical use

* 14% among those living with HIV

Doxy-PEP Indicated Doxy-PEP prescribed Doxy-PEP initiated Doxy-PEP adhered

@ croi 2025
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Barr32/ et al, Abstract 164, CROI 2025
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DoxyPEP for STI Prevention: Study Design

Observational study of DoxyPEP
efficacy on STl incidence over 2 yr at a
sexual health clinic in San Francisco

Enrolled N = 4592 people who used PrEP
and had 21 visit for sexual health
services pre- and post DoxyPEP
initiation period
Compared those who initiated
DoxyPEP on/after Nov 29, 2022
(DoxyPEP user) vs those who did
not initiate DoxyPEP from Nov 2022
- Sept 2022 (DoxyPEP nonuser)

— Initiated DoxyPEP: n = 2524

— Did not initiate DoxyPEP: n = 2068

Scott. CROI 2025. Abstr 163.

STl incidence evaluated each
quarter:
— <5 quarters pre- and post-DoxyPEP
initiation for users
— 5 quarters pre- and post-April 1,
2023, for nonusers (median quarter
of study period)
Main outcomes:

— STl incidence pre/post analysis (OR)
among DoxyPEP users and
nonusers

MidAtlantic AIDS Education and Training Center



DoxyPEP for STI Prevention: Baseline

Characteristics
Characteristic DoxyPEP Users (n = 2524) D°XVPEP2":)2';;‘SMS = Total (N = 4592)
Median age, yr (SD) 34.9 (10.1) 35.3 (11.1) 35.1 (10.6)
Race/ethnicity, %
= American Indian/Alaska Native 0.3 0.2 0.3
= Asian 16.4 16.2 16.4
= Black 3.8 5.0 4.3
= Hispanic or Latino/a 25.2 22.2 23.9
= Multiple 12.4 12.7 12.5
= Native Hawaiian/Pacific Islander 0.6 0.7 0.7
= White 32.8 34.6 33.6
= Declined/other/unknown 5.2 4.9 5.1
Gender, %
= Cisgender women 0.1 1.1 0.5
= Cisgender men 90.1 88.6 89.4
= Nonbinary 6.0 5.8 5.9
= Transgender women 3.0 2.9 2.9
= Transgender men 0.7 1.6 1.1
PrEP type, %
* [njectable 2.7 1.4 2.1
= Ondemand 14.6 14.9 14.7
Sdott FRnll:)?ani7|¥ Abstr 163 6.7 7.9 7.2
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DoxyPEP for STI Prevention: STI Incidence
Comparison

Pre-DoxyPEP Initiation Post-DoxyPEP Initiation

0.20

0.15 == DoxyPEP users . -
' & DoxyPEP nonusers | S TI Incidence in

Users vs OR 95% ClI |P Value
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Scott. CROI 2025. Abstr 163. Reproduced with permission.
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DoxyPEP for STI Prevention: STI Incidence in
DoxyPEP Users

Pre-DoxyPEP Initiation Post-DoxyPEP Initiation

i £

== Chlamydia STl Incidence
= Gonorrhea Pre- vs Post-

DoxyPEP Users
/ Shiamy

e t 3 Chlamydia
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— Syphilis
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Scott. CROI 2025. Abstr 163. Reproduced with permission.
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DoxyPEP for STI Prevention: STI Incidence in
DoxyPEP Nonusers

Pre-DoxyPEP Initiation Post-DoxyPEP Initiation

0.15
= Chlamydia STl Incidence
- S;pnhcmzhea Pre- vs Post-
0.10 DoxyPEP in OR 95% Cl |P Value
DoxyPEP
Nonusers

Based Proportion of STI-Positive Tests

—_—

A gy fodil o= @0 il 23 4 5

Quarters Pre-/Post-DoxyPEP Initiation

Scott. CROI 2025. Abstr 163. Reproduced with permission.
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The Pipeline...what’s coming?



Preferences for LEN vs. daily pill for PrEP

* Women in PURPOSE 1 study of LEN vs. daily TDF/FTC asked about their
preference in the future for PrEP modality
* At baseline:
* 67% preferred twice-yearly injection; % maintained preference through week 52
» 29% preferred daily pill; %2 maintained preference through week 52
= 4% no preference

* At week 52:
» % of those who had preference for pills switched to twice-yearly injections
» % of those with no preference switched to twice-yearly injections

* ~60% had greater confidence in their ability to maintain adherence and to feel

more protected with twice-yearly injection vs. daily pills (before results of
PURPOSE-1 known)

* This demonstrates importance of choice, as preferences change

Mansoor et al, Abstract 1230, CROI 2025
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Once-yearly formulation of LEN Singh et al, Abstract 154, CROI 2025
Study Design

Open-label, Phase 1 study evaluating the PK, safety, and tolerability of
a single 5000 mg? IM dose of two free-acid LEN formulations: Formulations 1 and 2

Cohort 1: Formulation 1 (5% EtOH; n = 20) Safety Assessments

* Laboratory evaluation

* Investigator-reported AEs

* Participant-reported
outcomes including

Cohort 2: Formulation 2* (10% EtOH; n = 20)

Study Population

w Day 1 510 15 100 200 300 pain measures on a
Healthy participants qualitative scale
with a low likelihood | | |
of HIV acquisition | |
Aged 18-55 years T T . PK Analysis/Outcomes
BMI s 35.0 kg}rﬂ2 L pK (AUCDijﬂ 1-365» Cm.‘l!!
s Clinic inpatient observation Trnaxs @nd Cyrouen)

, . + Compared LEN
Study drug dosing: two 5-mL IM gluteal | tio .
A=Ay S0y doRg: Dr U Mo concentrations between

once-yearly IM and

+  Single anytime PK samplec follow-up: Days 22-43 (+ 1 day), Days 57-141 (¢ 3 days), twice-yearly SC LEN
Days 169-393 (& 5 days)

* Intensive PK sample (< 5 minutes before dose, and 2, 4, 8,12, 24 and 36 hours post dose)

02 % Sl of 500 g/ mil. "Half of participants who recetved Farmulathon 2 were protreated for approsdemately 10 minwtes with an foe pack at the site of Injection. ‘A siogle amytine PR sample was collocted on Days 3, 4, 6, 8, 10, 15, 22, 29, 36, 43, 57, 71, 85, 113, 141, 169, 197, 225, 153,
281, 300, 137, 151, 365, 19, and 103, and st the ety t (1 ipplicasbiber)

AL, adverse event: AUC, area inder the concentration curve, AUCs . 1 s, Moa undes the concentration-thme curve for the once yearly dosing interval caloutated from days 1-36% BMI, body mass index; C.,, observed peak plasmas concentratbon;
Corogns @Stimated trough concentration at the end of 164 dayy; EXOM, ethanol; W, intremscular; LEN, lenacapevi; PR, phanmacokinetic; T, time to reach peak plasma concentration Slide 37
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Once-yearly LEN formulations maintain higher
plasma conc’s than twice-yearly LEN thru 56 wks

Formulation 1 Formulation 2
1000 1000
~a— Once-yearly IM LEN: Formulation 1 3 —8— Once-yearly IM LEN: Formulation 2
~a&= Twice-yearly SC LEN =&~ Twice-yearly SC LEN
-E' =
-9 100 - %. 100 - ————
) F oyl - * LH'
¢ [« 8, ; —~——
=8 ol
o% 3.
§§ 10 §§ 10
$ run, I vitrO E 5 ] ~Invitro
: (5] paEC,, >© paEC,
W o
-l " ]
D 4 B 12 16 20 24 28 32 38 40 44 48 52 56 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56
Weoks Post Dose Weeks Post Dose
Slide 38 Singh et al, Abstract 154, CROI 2025
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Participant-Reported Injection-Site Pain Diminished
Over Time

How would you rate your pain from the injection?
B Nohurt I Hurts litle bit ] Hurts little more [ Hurts even more [ Hurts whole lot [l Hurls worst
Formulation 1 vs 2

Formulation 1 (n = 20) Formulation 2 (n = 20)
100 4

80 4
60 4

40 4

Participants, %

20 4

Most participants reported no or mild pain, which typically resolved within 1 week

Siide 39 Singh et al, Abstract 154, CROI 2025
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Participant-Reported Injection-Site Pain Decreased With
Ice Pretreatment

How would you rate your pain from the injection?
B Nohut BB Hurts little bit  [] Hurts little more [} Hurts even more [ Hurls whole lot [l Hurts worst

Formulation 1 vs 2 Formulation 2 Without and With Pretreatment With Ice
Formulation 2 (n = 20) Without Ice (n = 10) With Ice (n = 10)
100 «

80 -
60 4 ; f
40 : . :
20 +
o : :
1 2 7 16 1 2 7 15 1 2 7 15
Day Day

Most participants reported no or mild pain, which typically resolved within 1 week

Participants, %

Pretreatment with ice decreased pain ratings on Days 1 and 2 for Formulation 2

Skide 40 Singh et al, Abstract 154, CROI 2025
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In Situ Forming Implants (ISFis) as MPT

* [njectable biodegradable copolymer
* Removable with a short PK tail

* |SFls formulated with CAB provided sustained CAB delivery and long-last
protection in NHP
* In rectal challenge study, 100% protection
= Sustained delivery of CAB for ~6 months

» Safe and well-tolerated for >1 year

* |SFI| of co-formulated CAB and hormonal contraceptive (MPA)

= High and sustained concentrations for >180 days

= Safe and well-tolerated in mice

Massud et al, Abstract 199, CROI 2025; King et al, Abstract 1236, CROI 2025 Slide 41
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ISFI suppresses ovulation and delivers CAB
up to 6 months

CAB/MPA ISFlIs provide complete suppression of ovulation in macaques CAB/MPA ISFI delivers sustained plasma CAB levels in macaques

I ik
maintained

s PR Ey

= |BF| maintained (A=3)
== ISFI removed {n=3)

v Rapid drop in plasma CAB levels to

= % 2 & BLOQ following ISFI removal
woaks
ISFis
Removed
Key findings:
B s v CAB released in plasma for up to 6 months
" T } ¥ ISFls co-formulated w/ BaSO, elicited slightly lower CAB release in macaques
Key findings: ¥ Rapid return to ovulation (2-3 weeks) compared to previous CAB IS:FI furmuhlisons‘: A
v Complete suppression of ovulation following ISFI removal
¥ Suppression maintained for duration of Young, Masaiad ol ol Nat. Comm. 2023

treatment (>6 months)

L5 NS ¥ AL ¥ A 13 ST 4 (R DD 87

Return to ovulation in 2-3 weeks CAB levels drop to BLOQ
following ISFI removal following ISFI removal

Massud et al, Abstract 199, CROI 2025 Slide 42
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ISFIs well-tolerated and do not migrate in macaques

CAB/MPA ISFIs are well-tolerated in macaques _

‘ ?w_-:wmmw * 1 of 6 macaques had
evere S recurrent AEs, resolved
RS: Right scapula Withln a WGEk aﬂer NSA'DS
3 Moderate and antibiotics

* X-ray demonstrated:
= Complete removal @ 3 mos

2 well-defined

slight = No migration through 6 mos
ISFI 1
e * Authors state warrants
onsimsse | B, none CAB/MPA ISFls to be
Note: macague RH-6 developed tested fOI' women
reoccurring adverse reactions (= 3)
which resolved within a week after tx

HHHHH abe. Devizion of ANYS (DANDS) Tabie for Grading the Severity of Adult and Pediatric Adverie fvents, 2017

Massud et al, Abstract 199, CROI 2025 Slide 43
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MidAtlantic AIDS Education and Training
Center - Contact Information

Howard University Local Partner Site:

Rodney Lewis Jr.,-Regional Coordinator
Anthony Green- Sr. Training Coordinator
Dr. Nkem P. Nonyel: Program Coordinator
Stacy White- Administrative Coordinator

2300 4t Street NW
Washington, DC 20059
(202) 806-0222
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Headquarters:
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Training Center

School of Public Health,
University of Pittsburgh
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maaetc@pitt.edu
www.maaetc.org
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Professor of Public Health, Medicine & Nursing
University of Pittsburgh
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