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Financial Relationships With Ineligible Companies

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

Dr Hazra reported serving as a consultant to Abbott
Laboratories, Gilead Sciences, Inc, and ViiV Healthcare. He
reported receiving research grant funding from Gilead
Sciences, Inc. (Updated October 29, 2025)

Learning Objectives

After attending this presentation, learners will be able to:

= Analyze the current HIV preexposure prophylaxis (PrEP)
landscape and differentiate between available prevention options

= Evaluate real-world outcomes and implementation considerations
for long-acting PrEP in key populations

= Describe available evidence on and public health implications of
doxycycline postexposure prophylaxis

= Assess emerging strategies for biomedical prevention of sexually
transmitted infections
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The PrEP Landscape in 2025
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F/TAF in Cisgender Woman

* Subanalysis PURPOSE-1, HIV incidence in F/TAF
arm not statistically different than background
incidence or F/TDF

Examined adherence through DBS TFV-DP
concentration in F/TAF and F/TDF arms

= 22doses/wk 67% at week 8 down to 16% at week 52
DBS data available in 37 of 39 incident cases in
F/TAF group

Participant Numer, n=37
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= 35/37 had low adherence (<2 doses/wk) H
= women with 2 doses/wk significantly lower likelihood of o
acquiring HIV. i 40
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Optimizing On-Demand Oral F/

Women

On-demand oral PrEP data needed in women o :

= Prior modeling studies suggest 2-1-1 PrEP provides protective "r’
drug levels in FGT for 5 days post-sex %

= Need for additional on-demand regimens for extended HE
protection (5-10 days) in women !

PK/PD modeling used to predict drug concentrations &
in the FGT of various on-demand regimens
= Protection levels assessed at 5, 7, and 10 days post-sex

Key findings

>80% protection at 5 days for all regimens
Adding a 4th day boosts 7-day protection
No regimen sustained protection for 10 days

Clinical studies on 2-2-2, 2-1-1-1, 2-2-1-1 regimens in
women are sorely needed

Key Takeaways.
AL 4 Day >80% at 7 days

2222>04% 27 dayx

Cotral ML at s CROI 2025, st
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PILLAR Phase 4 CAB-LA Implementation Trial: 12-Month Findings

PILLAR enrolled TGM and MSM (n=201) High Persistence and No Cases of HIV Acquisition Through Month 12
on CAB-LA

Prrvatence Y Acauiesn
* 17 US clinical sites mainly in EHE jurisdictions
* 26% Black, 38% Hispanicor Latino =201 85% 73% 0

¢ No HIV acquisitions observed throughout ey ran) 0 /0
the 12-month study period [T Va (n=0/201)

* High persistence through study period . !

= 85% of participants remained on CAB-LA at 6 m deited Through Last On Study Vil
months

* 72% participants remained on CAB-LA at 12
months

’ Over 10% of Participants Had an STI During the 12 Months
Treatment-related AEs uncommon o

13% (n=27) acquired STIduring study
period

CAB-LA is an effective and well-tolerated
PrEP method with high persistence rates !
among diverse populations = e et

Kran . et . CROI 2025. Abstact 166

ImPrEP CAB Brazil (The Choice Cohort)

* 1,447 participants (cisgender MSM, trans,
and non-binary people, ages 18-30
offered choice of CAB-LA or oral PrEP
(TDFIFTC)

Compared with 2,263 similar individuals
starting oral PrEP through Brazil's public
health system

| prep
jow corore I8

1 serac
1003 P of felowan| | 607.1 7ot falowp

Incidence rae:

* 83% chose CAB-LA (n = 1,200)
. N 818 chiecabers [ ot e chaoncars [ ol rep comrace b
. OHIV over 745.2 p y s i hicn |
in CAB-LA group . . A -
9 i over 607.1 pe y in
comparison group
PrEP coverage:
= CAB-LA96%
= Oral 64%
= Comparison 47%

Griszton

HIV Acquisition on CAB-LA PrEP

*  SeroPrEP analyzed seven individuals who acquired HIV ~ Table 1. Summary of participant characteristics
while on CAB-LA PrEP
+ A7 assigned male at birth (6 cisgender men) e siom)

s 03,7
* Median age was 38 years (range 23-67) oot BN - 2 niu. m‘
+ Median BMI of 27 kg/? (range 18-36), gy oo

* HIVRNAlevels at initial detection varied Adter ontme CAB-UA injections 696%) 7(2, 13} injections
* 30f7 presenting with <500 copies/mL After CAB-UA dscontruaten 1068 Smonths

+ Median HIV RNA was 4,410 copies/mL (range 100-2,400,000)  "*= "Séults t sl o detection

+ Standard antigen/antibodytests were reactive in 3 of 7 cases e o S :
« 1 participant had high-frequency major INSTI RAMs on Medion v RNA, / 4410100, 241107
population sequencing Caboregrivi concenbstion  plasea’
+ 4 addional partcipants had kow-requency major INSTI RAMS on Doy afer st CAB-AA necton 04,102
sensive researchassay Cobotegrm concenration. - 093(026,34)
* Allinitiated DRV-based ART and achieved viral bt bl
suppression within a median of 28 weeks. b
Detoctad by poputation equenciog?  1/6(47%)
Desecte by 565 Only? s (6791
HIV acquisition can occur on CAB-LA PrEP ORV-based innial ARY regimen 7(100%)
Ongoing research needed to the clinical ~ Swedto ST bwea s sum

implications of low-frequency INSTI RAMs

Koss CA, et al CROI 2025, Abstract 1228
Parikh UM, et al. OFID 2025,
sie o
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LEN FDA Approval and Guideline Updates

w NEW ENGLAND
JOURNAL o MEDICINE

‘ NEW
JOURNAL

10

HIV Acquisition on LEN PrEP (PURPOSE 1 & 2)

5 seroconversions across PURPOSE 1 & 2 studies

PURPOSE 1
= 2 new seroconversions ost rimary analysis T m——
« Case 1: Occurred after LEN discontinuation with
sub-therapeutic drug levels; no capsid inhibitor 1
mutations el "
- Case 2: Low-level viremia, target LEN levels, 1 tH
genotype unsuccessful i [ 23 '3
| t
PURPOSE 2
= 2 seroconversions on study L > =
- On-time injections, target concentrations L T

+ N74D capsid mutations detected in both
= 1 additional case (post-primary analysis):

« On-time injections, target concentrations

+ Q67H / K70R capsid mutations detected

side 11

Lenacapavir in Pregnancy and Lactation

_-E-

Confirmed pregnancies.

Participants with confirmed pregnancylies) 184 208

Pregnancy status, n (%)
Completed 186 (96.4) 207 (95.0) 97(99.0)
Unknown 70.6) 1150 1(1.0)

Live births, n (4" 126 (66.3) 119 (54.6) 56 (57.1)

Pregnancy losses, 1 (%) CIER)] 89 (40.8) 41(41.8)
Stillbietht 5(2.6) 62.8) 3@
Induced sbortion 35(18.1) 50 (22.9) B@15)
Spontaneous miscarriaged 20 (10.4) 3 (15.9) 15.15.3)

In total, 10 congenital abormalities were reported (six in LEN arm; four in F/TAF arm)*

Bekker LG etal. 145 2
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Lenacapavir in Pregnancy and Lactation

Across Week 26, Week 52, and Week 78 combined, a total of 107 first trimester, 99 second trimester,
59 third trimester, and 65 postpartum model-derived C, g data were available

Covup Stratified by Pregnancy Groups

LEN PK was similar when
Injections were administered in
the thigh versus in the abdomen

Week 26 Week 52 Week 78

Bekker LG et al. AS 2025 OAGO505

13
CAB-LA in Pregnancy Updates
* HPTN 084 OLE allowed (S—" __ —_—
continuation of CAB-LA PrEP E e
during pregnancy E
* 433 pregnancies (=% on CAB-LA N — =
at conception) B
* Most received 12—14 injections .
pre-pregnancy + ~4 additional
doses during pregnancy . Wi e mems
¢ 290 live births (75% CAB-LA Nu ‘;w
group) =
= Gestational age: 37-39 weeks Cl
= Median birth weight: ~3 kg !
= £11% small-for-gestational-age
14
Lenacapavir PK: Loading Dose Essential
Time to reach 1Q4 with and without
LEN oral loading2<
¢ Time to protection is 2 hours after Day 2 PO loading dose
* |If Day 2 dose missed, take dose as soon as possible
¢ If Day 2 loading dose never taken, time to protection ~28 days
15
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Lenacapavir Drug-Drug Interactions

Low, o

¢ LEN is substrate of P-gp, UGT1AT1,
CYP3A and inhibits CYP3A

Contraindicated meds: phenytoin,
carbamazepine, oxcarbazepine,
phenobarbital, rifamycin, St. John’s

wort

No increase on common AEs g rp
associated with PDE5 inhibitors -

nor statins in PURPOSE 2 ==

Auhingsanon A etal. EACS 2025,

16

Substance Use and LEN for PrEP

* More than a third of PURPOSE 2 s
participants receiving LEN
reported any substance use

Over 40% of participants reported
monthly or more frequent binge
drinking episodes

Approximately 37% reported any "
substance use

. . Data on ketamine
Substance use did not impact (also metabolized
adherence to SC LEN injections by CYP3A) remains

unclear at this time.

Low clinical interactions predicted
between SC LEN and fentanyl Clark J et al. IDWeek 2025 Abstract 302

.

17

3-Month vs 6-Month STl Screening With PrEP

¢ 428 MSM on PreP randomized to

- VS. - -
. STI positivity by it i
3-monthly STI screening post “s” T oty reauency

aptember 2011 - March 202
in the Netherlands Allvisits Scheduled PrEP-care Unscheduled, E
(1=2,150) visits un-between
@=1719) STiost visits

6-monthly group had fewer total
visits, but more additional STI
visits

No difference in STI
positivity between groups (29.1%
vs. 25.6%)

No. STis per 100 visis

Suggests 6-monthly monitoring

may be safe and cost-efficient for
PreP care OR([95%Cll,  115[0.97-1.37) 115[0821.26] 0.92(067-127]
o, vs 3imo.

pvale ot P=091 060

18
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Implications of Fewer PrEP Medical Visits

Routine
engagement:
Regular PrEP

check-ins facilitated
more consistent

interaction with the
healthcare system

Screening
& prevention:
Patients accessed
services like

STl

mental health

Chronic disease
management:
Some patients

hypertension,
diabetes) and
initiated long-term

Health
maintenance
mindset:
PrEP normalized
proacti h
monitoring

specially for

e oreated
trust that made
patients more
receptive to broader
health conversations
and interventions.

esp
those previously
disconnected

referrals. treatment.
from care.

MK-8527 Oral Once Monthly HIV PrEP

MK-8527 In Plasma

¢ MK-8527 — nucleoside reverse
transcriptase translocation inhibitor
with once monthly PK properties
when taken orally

Corcermaten v Too Pt s o sk

Six consecutive monthly doses of
MK-8627 were well tolerated with
safety profiles similar to that of
placebo

These Phase 2 results support |
clinical development of MK-8527 for |
oral monthly PrEP (EXPrESSIVE- :
10 & EXPrESSIVE-11)

Mayer KK otal IAS 2025

The HIV Prevention Pipeline

In development: In development: Newly Approved and
Preclinical and c| Efficacy rials under wa Recommended B e
Languaciing  Prevertive  Mubipurose. vaantnl Daperiine nisctais Hi¥treaiment Mo B femnale
Trants®  vesches  mgialeg annly S o | e "Ceme
HiK 8527
Long sctin s cuche i Vo
Vg Pt s e e
DAty Eheameisan
oral FiER
Vaginal Film  Vaginal Gel  injectable ‘And in implementation Daily PEP
= - iy cambnonl science projects: oral PHEP
PER/OC v prepwatch orgfrescarces! Eentanenfr
Possitie dusl it e TR some populstions
o market by 2026 " =
yoans  Broacy
hia e
HE i

et 2019, US FDA for ks and i s HiV ik D e p——

0 F he s B pHBiet i 85 1008 8 gana
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Sexually More than
Transmitted 2-2/milion

STIs were

Infections reported

Surveillance, b
2024 N of progress

continue.

Doxycycline (any formulation) 200 mg taken
as soon as possible within 72 hours of oral,
vaginal, or anal sex has been shown to
reduce syphilis and chlamydia infections by
>70% and gonococcal infections by
approximately 50% in MSM and TGW

23

Completed Doxycycline Prophylaxis Studies
. i

No Dorycycine PPX

123 per 100PY 33.2per 100PY 73% (p=0.02)

onHIV PrEP (1232) 37.7 por 100 PY 697 por 100PY. 47% (p=0.008)

62% (pe.001);
11.8% per quarter 30,5% per quarter
NNT: 5.3,
66% (p<.001);
PIEP (n=327) 10.7% per quarter 31.9% por quarter
NNT: 47
PAEP (n=502) 8.8per 100PY" 53.2per 100PY" 83% (p<0.0001)
PAEP (n=62) Oper 100PY* 816per 100PY™ 82% (p=0.011)
""""""" IV (1=52) 237 per 100PY 119.4per 100 PY 80% (p<0.001)
Women on HV PrEP (n=443) 25.1per 100PY. 290per 100PY. 12% (p=051)
Women sex workers (n=40) 79.2per 100 PY 2323per 100PY. 67% (p=0.02)

112p0r 100PY. 61% (p=0.11)

298par 100PY.

24
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BOX1.CDC tions for use of doxycycli for bacterial sexually transmitted infections prevention

Strength of recommendation and
Recommendation* quality of evidence'
Al
High-quality evidence supports this strong
recommendation to counsel MSM and TGW and
offer doxy PEP.

* Providers should counsel all gay, bisexual, and other men wha have sex
with men (MSM) and wansgender women (TGW) with a history of
at least one bacterial sexually transmitted infection (STI) (specifically,
syphilis, chlamydia or gonorthea) during the past 12 months about the
bencfits and harms of using doxycycline (any formulation) 200 mgonce
within 72 hours (not to exceed 200 mg per 24 hours) of oral, vaginal,
or anal sex and should offer doxycycline postexposure prophylaxis
(doxy PEP) through shared decision-making. Ongoing need for doxy
PEP should be assessed every 3-6 months,

= No recommendation can be given ar this time on the use of doxy PEP Evidence is insufficient t assess the balance of
for cisgender women, cisgender hetcrosexual men, transgender men,  benefits and harms of the use of doxy PEP
and other queer and nonbinary persons.

* Alchough not direcly assessed in the tials included in these guidelines, doxy PEP could be discussed with MSM and TGW who have not had a bacterial STI
diagnosed dusing, the previous year but will be parciipating in sexual activities that are known 1o increase likelihood of exposure o STls
See Table.

US Department of Health and Human Services | Centers for Disease Contral and Prevention | MMWA | June6, 2024 | Vol 73 | No.2

26

Citywide Impact of DoxyPEP Gmdellnes —
San Francisco, 2022-2023

Interrupted time-series analysis

Comparison of monthly STI cases before
(Jul 2021-Oct 2022) vs. after (Nov 2022—"

Nov 2023) guideline release R Foa
¢ Citywide doxyPEP rollout was assomated
with major declines in chlamydia and
syphilis, but not gonorrhea.
¢ Highlights potential population-level STI
prevention impact, while underscoring N M o M
need for ongoing resistance monitoring.

‘Sankaran M, et al. JAMA It Med 2025

High Sustained Effectiveness of Doxycycline PEP
for STI Prevention After Clinical Implementation

* Retrospective analysis of 4,149 clients at a San DoxyPEP for ST Prevention: STi Incidence in
Francisco sexual health clinic DoxyPEP Users
2,419 used DoxyPEP users vs 1,730 non-users

* Uptofive quarters before and after DoxyPEP initiation -
* Median age 30-39
= 89% cisgender men
* 3% White,24% HispaniclLatin, 17% Asian, 13% mltacial o E—n s g o
. Belore DoxyPEP initiation, vsers had a higher STI risk e T
compared to non-users (OR=5.33).
* Post-initiation, ST rates amon D PEP users i
declined significantly - Overall: 72% reduction
(OR=0.28) DoxyPEP for ST Prevention: STI Incidence in
* Chlamydia: 95% reduction (OR=0.05) DoxyPEP Nonusers
= Gonorrhea: 5% reduction (OR=0.45) O —
= Syphilis: 84% reduction (OR=0.16) o

Interrupted time series analysis indicated a sustained
decline in ST rates over time among users
Key findings

DoxyPEP uptake led to a substantial and sustained decrease in
bacterial STis

ScottH, st al. CROI 2025, Abstract 163,
Side 28
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Potential Impact of Doxycycline Post-Exposure Prophylaxis on Tetracycline Resistance in
Neisseria gonorrhoeae and Colonization with Tetracycline-Resistant Staphylococcus aureus

and Grouo A Stre

Health - Seattle & King County Sexval Health

Prevaloree of wtracycing rewstance amarg M5 vih 10
gonorhoese. PHSKC Sexual Howth Cinic, 2017-2024

* 0% of N ganorhasse olates in MSM were
tetracycine rositant in 2024, up from 27% n 2017

assodiated with N. gonanhoeseisclates haing

tetiaycline resistance in MSM (p=0.01)

* 5 awveus colonization was less common among
daxy PEP users than non-usess (7% s 36%.
002

* Doxy PER users were more likely to be celonized

with teteacychne resistant S aures (18% vs. 8%,

P<O.000T) and GAS {99% vs. 4%, p-0.008] than

non-users
mm]

29

Other Resistance Concerns

* Widespread use of doxyPEP will select for tetracycline-
resistant gonorrhea

¢ Limited long-term benefit for extragenital GC

* DoxyPEP will not be our answer to reducing GC infections

* Theoretical risk of selective dual-resistance GC isolates
(bacteria resistant to TCN as well as cephalosporin)

We must weigh these real AMR concerns with the
significant reductions seen in syphilis and chlamydia
infections

30

Syphilis Diagnostics in the DoxyPEP Era

¢ Delayed seroconversion — may extend >2 weeks after ulcer onset

¢ Potential impact of DoxyPEP on syphilis diagnostic algorithms
warrants monitoring

Seattle Sexual Health Clinic, 2023-2024 (n = 1,777 PrEP patients)
Median RPR titer: 1:8 in DoxyPEP users vs. 1:32 in non-users
Early syphilis: 12% among users vs. 88% among non-users
Possible explanations:

= Attenuated or delayed antibody response from recent doxycycline use

= Higher prevalence of past treated infections among DoxyPEP users
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So where do we go from here?

Striking similarities between HIV PrEP and DoxyPEP

* Novel biomedical intervention w/ significant impact in priority
populations

¢ Concerns of anti-microbial resistance/misuse
¢ Equity concerns regarding utilization and uptake
¢ Data in cisgender women are lacking

So, what'’s different now?
¢ Signals of higher interest in Black and Hispanic/Latinx men
* WE SHOULD KNOW AND DO BETTER

32

Weekly DoxyPEP Among Cisgender Women in Kenya
(dPEP Kenya Study)

* Open-label, single-arm pilot study

* Intervention: Doxycycline 200 mg once weekly
= Combines elements of PEP + PrEP (see next slide)

* 60 nonpregnant cisgender women (ages 18-30)

Key Findings to date
* 91% adherence to weekly dosing
* 61% reduction in chlamydia incidence

33

DoxyVAC Results — 4CMenB Vaccine

Data for MenB vaccination to prevent
GC was inconclusive

Small benefit (~20-30%) possible

Similar rates of cumulative as well as
symptomatic infections

Phase 3 trial of gonorrhea specific
vaccine completed August 2025

NHS begins roll-out of world-first
In meantime UK’s NHS has endorsed gonorrhoea vaccine programme
4CMenB vaccination in sexual-health
clinics August 2025

34
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Q and A Session

35
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