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Financial Relationships With Ineligible Companies
(Formerly Described as Commercial Interests by the

ACCME) Within the Last 2 Years

Dr Scott reported receiving grant funding from Gilead
Sciences, Inc. (Updated March 25, 2026)

Learning Objectives

After attending this presentation, learners will be able to:

= Describe recommended HIV testing for preexposure prophylaxis
(PrEP) initiation and follow up

= Describe management of possible PrEP breakthrough infections
= |nitiate and monitor long-acting lenacapavir for PrEP
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Case 1 — PrEP Start

¢ 30 yo cisgender woman is interested in starting PrEP
after one of her friends was diagnosed with HIV.

* She has no significant medical history. She was
diagnosed with vaginal CT approximately 5 years ago.

* She is open to oral PrEP or injectable PrEP, but is
leaning toward an oral PrEP option after doing some
online research and concern about pain and other
ISRs with injectable PrEP.

Recommendations for HIV PrEP

Insertive anallvaginal sex

Type of Exposure . On-Demand ; Every other month
_ Dally TOFIFTC | (p.1.4) TpF/FTG_| D2 TAFIFTC IM CAB-LA

Receptive anal sex
Receptive vaginal sex

Injection drug use

Pregnant and breastfeeding
people
Initiate with a double dose

Q0 8000

Individuals with reduced CrCl
(30-60 mL/min) or who have
osteopenia or osteoporosis

CDC: Preexposure prophylaxs for he prevention of HIV infaction i the United States—2021 Update: a clnical practice guideine;

Shared Decision Making

Counseling approaches

Seidman D CROI 2022; Dehlendorf, Contraception 2013; Dehlendorf, AJOG 2016; Sewell et al, Curr HIV/AIDS Rep 2021
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Lower Chance of HIV Infection Associated With Medium or
High Adherence to F/TAF: Consistent Results in Phase 3 PrEP Trials
PURPOSE1T" DISCOVER'

FrTas

£ <0001 £+ 2 domeweeh 13 1 dones/weeh)

100

Odds of HIV acqui: n Were
(odds ratio: 0.11; 95% CI: 0.012-0.49; p = 0.0006)%4

LCAELCEVEVS

* Expanding choice of PrEP options.

* Shared decision making is important to support
PrEP uptake.

* Purpose 2 data provide clinical data for the use
of TAF/FTC for PrEP among patients reporting
receptive vaginal sex (off FDA label use).
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Case 2 — HIV Testing

*25y0 trans_cllender woman who is interested in switching
from TAF/FTC to CAB-LA and contacts you prior to her
scheduled PrEP follow-up visit to request the change.

* She has been on PrEP for several years but has had more
trouble with adherence after starting a new job with variable
hours. Her partner is living with HIV and recently switched
to injectable CAB/RPV.

* Her PrEP follow-up visit next week and wants to come-in
for labs in advance of that visit.

11
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HIV viral load testing is not necessary for

CAB-LA

¢ Atinitiation or after a long hiatus, HIV screening should include an HIV RNA test

and a laboratory-based antigen-antibody test (evidence rating: Alla).

= If RNAtesting is unavailable, initiation of PrEP after a rapid HIV antibody test
and while awaiting a laboratory-based antigen/antibody test result is
recommended (evidence rating: BIIl).

For CAB-LA follow-up, a rapid HIV antibody test and laboratory-based
aﬂtigen/antibody test, not routine RNA testing, is recommended (evidence rating:

If RNA testing is not available, repeat antigen/antibody testing 1 month after
starting or resuming tenofovir-based oral PrEP (evidence rating: Alll).

CDC: Preexposure prophylaxis for the prevention of HIV infection in the United States—2021 Update: a clinical practice guideline .
Gandhi et al. JAMA 2025
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Performance Characteristics Em

1% Out of 26,528 RNA tests,
22 were false positive
False positive rate for Isolated HIV RNA+ results by site
PPV (95% CI)* FPR (95% CI)* os
US Sites
18.5% 0.08%
(7.0%,38.7%)  (0.05%,0.13%) 1" Non-US Sites
oo

9.1% X
(1.6%,30.6%)  (0.05%, 0.14%)

False-positve Rate

60% 0.06%
(17%,92.7%)  (0.01%,0.26%)
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ey
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LGAELCEVEVS

* HIV VL testing should be done at PrEP

initiation, if feasible.
* HIV VL testing not required for follow-up HIV

testing, even for CAB-LA, and more likely to

have false-positive HIV result than identify a
new case.

* If you have a positive HIV VL, would repeat test

to assess for possible false positive.

CDC: Preexposure prophylaxis for the prevention of HIV infection in the United States—2021 Update: a clnical practice guideline
Gandhi et al. JAMA. 2025
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Case 3 — Injectable PrEP

* 36 yo MSM has been on and off PrEP for the past 10 years.

* He has previously used TDF/FTC (Daily and 2—1—1[)). He recentlx
opened his relationship and is interested in injectable PrEP as he

has struggled with adherence.
* He has a history of HTN and diet-controlled DMII. He reports

occasional use of ketamine, GHB, and molly over the last 12
months .

* He travels often for work and vacation but has never missed a

scheduled appointment.

18

. 5o
“PURPOSE 1:Cisgender women ~PURPOSE 2: MSM, TG/NB

96% risk reduction c/w F/TDF 88% risk reduction c/w F/TDF
End of Randomized Blinded Phase* End of Randomized
' 1.94 Blinded Phase®
1.98 (1.25-2.86)
(1.48-2.59) |
\ a9
1 (0.48-1.61)
0.1
0.07 (0.02-0.31)
(0.01-0.25) L
179 1086
2134 2136 1068
» o 3 12
: - : 2843 1305
2953 2630 1291
LEN  FITAF FITDF LEN  F/TDF
Ndlovu, Abstract 128, CROI 2026 1t bstract 129, CROI 2026 Slide 21
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Dosing Schedule

Lenacapavir for HIV PrEP starts with oral loading dose of twa tablets and two SC injections plus two additional
tablets a day later. Continuation cansists of two injactions every 26 weeks, +/- 2 weeks.

TIIE) ) ) S)EPE)

In Office At Home In Offiee Continuation
Oral LEN: Oral LEN: SubQ LEN: EEXEEEXE
* 2300 mg tablets 2% 300 mg tablets * 25 Lsmlinjections
WEEK
MIEETION

Sub LEN: WINDOW

* 2 x1.5ml injections -

20250z

Patel et al MMWR Morb Mortal WKkly Rep 2025;74:541-549;

22

LEN Administration

¢ Lenacapavir injections are
administered SQ as 2 x 1.5-mL - =
injections on abdomen or thigh C] ¥

« Requires special 22G SQ needle provided in
kits.

* Non-abdominal sites seem to be
better tolerated.

* Off-label administration sites are back of arm
and buttock. (Likely to be submitted for on-
label indications soon)

¢ Improper administration (intradermal
injection) has been associated with
serious injection site reactions.

Image references: hitps://www.yeztugohcp.com/-
Jmedialaffinity/lendprephcpflell4p_dosing_admin_guide_digital_us-lenp-0133.pdf

23

LEN ISRs: Nodules are “a feature not a bug”

* Injection site reactions are common (60%)

* Pain can be mitigated (a lot!) with 10min of
ice prior to injection

* Nodules were the most common ISR
= Average Size: 4cm (about the size of a grape)
= Average Duration: 10.5 months

24
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Managing Missed Doses of LEN

Missed Day 2 Oral Initiation Dose
Anticipated Injection Delays
Take Day 2 oral initiation dose as soon as possible.
Injection delays greater than 2 weeks: Do not take Day 1 and Day 2 oral initiation doses on the
same day.

«  Lenacapavir tablets taken on interim basis (for up
to 6 months) until injections resume.

«  Dose: One 300mg tablet taken once every 7 days Missed Injections

Injection delays beyond 28 weeks since last injection
where no lenacapavir tablets have been taken:

«  Resumeinjections within 7 days of last oral dose.

o restartwithinitiation dosing.

Lenecapavir label d paf

25

LEN and Recreational Drugs

Potential Interaction

Lenacapavir for PrEP

GHB (Gamma-hydroxybutyrate)

Quality of evidence: Ver

Summary:

Description:

Liverpool University HIV Dr checker: ht heck

26

LEN and Recreational Drugs

Methamphetamine

‘Qualiy of evidance: Very Low

Liverpool University HIV D checker:

27
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Lenacapavir Drug-Drug Interactions

Contraindicated

Amiodarone, disopyramide, quinidine, ivbradine

Carbamazepine, eslicarbazepine, oxcarbazepine, phenobarbital, phenytoin
St John's wort

Rifampin (but for rifabutin, rifapentine “look for alternative.”)

Cobicistat, darunavir, atazanavir, ritonavir, tipranavir, efavirenz, etravirine

Use caution, start with lowest dose
= Simvastatin, lovastatin

= Opioids

= Benzodiazepines

¢ OK:
. ;wta\éa—, rosuva-, atorvastatin; famotidine; TAF; voriconazole; DOACs but monitor for
eeding

*see yeztugo_pi.pdf for detailed guidance on dose adjusting LEN

28

Prevalence of potential DDIs with LEN for HIV PrEP

* Used IQVIA database to see
what DDIs might be expected
in LEN PrEP users

DDls anticipated from most
PrEP users is uncommon

0.5% would require LEN adjustment

*13% would require dose adjustment |1
of other med

Most common DDls were ED

drugs (11.5%); recommend

lower dose if using LEN

|

Simvastatin, dexamethasone,
rivaroxaban, warfarin,
triazolam were next most
common

[jEEERENERENN]

Tao, Abstract 1062, CROI 2026 Sice 2]
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Updates on PURPOSE 1 and 2 and beyond

No new safety signals; no additional discontinuations due to ISRs in
either trial

During randomized blinded phase, total of 5 breakthrough infections
= 2in PURPOSE 1 (cisgender women'’s trial)

o One had discontinued LEN and was on open label F/TDF; the other had therapeutic drug levels and low-
level viremia with seroconversion 13 weeks after the first positive viral load

= 3in PURPOSE 2 (MSM and transgender/non-binary trial)

o The one new acquisition occurred despite on time injections and LEN levels within the range seen with other
participants. Diagnosis occurred at the first positive Ag/Ab test, with VL > 2 million copies

Of the 5 infections, 3 had N74D and 1 had Q64H, K70R. The other ppt

was on F/TDF at the time of acquisition and had no mutations

= The authors hypothesized these mutations were due to monotherapy, as their study of
>25,000 samples in two databases had only 4 with N74D

Although not perfect, breakthrough infections rare with LEN,

seroconversion may be delayed

Ndlovu, Abstract 128; Cantos Lucio, Abstract 129; Cox. Abstract 130; CROI 2026 Side 30

30
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LGAELCEVEVS

* LEN has high efficacy in clinical trials.

* ISRs especially nodules, are very common but
alternative sites seem to be more tolerable.

* Available references including HHS guidelines,
Liverpool app/website, FDA package insert, and NCC

* "Phone a pharmacist"!
= LEN DDIs are complex and appears that there is no DDI with

recreational drugs (Also not seen in clinical trials).

* N74D can develop with LEN failures or when starting

in the setting of unrecognized infections.

Gandhi et al. JAMA. 2025

31

Case 4 — Discordant HIV tests

¢ 27 yo cisgender man currently on 2-1-1 comes in for his routine
PrEP follow-up and reports intermittent use in the last three
months.

He denies any acute HIV symptoms but does report COVID-19
symptoms last month after his two roommates were diagnosed,
although he tested negative.

HIV testing at the visit:

= Rapid HIV Ab Negative

= Lab-based HIV Ab/Ag Positive

= Confirmatory Geenius Negative.

= Reflex HIV viral load Pending (will take about 7 days to result)

32

LGAELCEVEVS

Quarterly PrEP Screening

Ambiguous or Discrepant HIV Tests
1. Confirm the presence or absence of infection
- Repeat serologic or RNA tests (DNA tests not validated)
- Use a test from another manufacturer
2. Manage antiretroviral drugs

Continue PrEP Stop PrEP Start ART
if adherent reassess HIV Status if not adherent to PrEP

Maintains Protection
Risk of Resistance

Facilitate Diagnosis Drug Related AEs
Risk of Infection Confirm Diagnosis

Smith et al OFID 2018; Stekler JD et al OFID 2018; Saag M et al JAMA 2018

35
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For rapid expert consultation and advice on
HIV and PrEP management

Potential Breakthrough HIV Acquisition on Oral or Injectable PrEP

RESEARCH STUDY

To better understand HIV acquisition on oral
or injectable PrEP

=, seroprep.ucsfedu

| 415-539-5688 E 4 E
seroprep@ucsf.edu N '_i
ERLE:

) I3

=)

Contact the team to learn about study eligibility for
individuals With confirmed or suspected HIV-1 diagnosis while:
on any form of PrEP.

36

Case 5 — PrEP or nPEP

* 32 year old man. Goes to a local sex club most weekends. He
was prescribed daily F/TDF for PrEP three times over the last
{lvls years and agreed to take it but never started: "I'm not a pill

aker.

* Started long-acting injectable CAB 9 months ago.

* Comes to clinic for CAB 24 weeks since last CAB injection

* Had condomless rece%tive anal sex with several partners of
unknown HIV status 48 hours ago

* He asks “Can | get my shot today?”

37

Timeline of his injections

Week0 Weekd Week 12 Week 20
Today:
* 24 weeks since last dose
L + Condomless RAI with several
@ = caBinjection partners 48 hours ago

() =  Missedinjection

40
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Predicted time vs concentration profiles after
IM CAB
5|+ Every 8 week maintenance dosing
13 1xPA-IC90: mini inhibitory i
Modeled CAB ; +  4xPA-IC90:correlate of protection (target level)
pharmacokinetics 2|+ 3 months after last CAB dose = = = = =—
-~ Smuse mactan
§ + 6 months after last CAB dose = =— =— = = o precicson inlerval
|— orwisss—n
2 A LA M inecton
1 s H B '
I NI ] 5 2 SR B S The "Tail”
4x PAIC0 = § \ g N ~—
0.664 ug/mL 3 ~
8 ] —pa 4 K s B A ~
L
0108 I B
‘Adapted from Han et al. Popuiation G2M rogmen: PO 30 mg QO hor 4 weeks, 1 =2
pharmacokinetics of cabotegravir 005 | LAIM 800 mg st 2 hours e the s PO cose ~
folowing aminstraton of oal ablet o100 morh roater. e 0nce evey 2 moniha 1 =
and ong-acting inramuscuar Ly . . . + -
infection n adult HIV-1-fected and
uninfocted subjects. Br J Gl 1o 123456789 nne w wlw 2 2 u =
Eparmecal. 2122 Oct AR 014e0 Tl Time aftr tho fs! cabotogravi long-acting ntramuscutar infection (morth) -

41

What happened next

* Benefits of PEP explained
= Risk of exposure in last 48h
= CAB is not PEP
= Possibility of masked infection, CAB resistance if infected and in the
eclipse period

¢ Testing for acute and chronic HIV was (-)

. Z’atient reluctantly agreed to try nPEP and resume CAB in 28
ays

Returned three months later:

= HIV Ab/Ag Reactive

= CD4 count 653/mm3; HIV RNA 5,330 c/mL
= Genotype showed: no mutations

= Suppressed on: BIC/TAF/FTC

42

Q and A Session
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