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Learning Objectives

1. Discuss rationale and recommendations for providing
HIV PrEP

2. Evaluate data supporting lenacapavir use in HIV PrEP

3. Review pharmacotherapeutic options available for HIV
PrEP including prescribing considerations

AETC 5
South Central

Background

Introduction

= HIV continues to be a world-wide epidemic
= 39.9 million people living with HIV globally (2023)
= 1.3 million people newly infected with HIV globally (2023)
= Median HIV prevalence among adults is 0.8% globally
= 2.3% higher among young women and girls (age 15 to 24)

= 7.7% higher among gay men and other men who have sex
with men

= 9.2% higher among transgender people
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HIV Prevention

Progress in HIV prevention continues with an overall 12% decline in
estimated HIV infections from 2018 to 2022.

HIV

0

{Ending | Qverall Goal: Decrease the estimated number of new
| Epkdemic | HIV infections to 9,300 by 2025 and 3,000 by 2030.

Prevention Modalities

1. Avoiding exposure to HIV
= Risk reduction programs
= Safe sex education

2. Pre-exposure prophylaxis or PrEP
= Antiretrovirals taken prior to HIV exposure to prevent infection
3. Post-exposure prophylaxis or PEP

= Antiretrovirals (usually 3) taken immediately following HIV
exposure to prevent infection

4. Treatment as prevention or TasP
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How PrEP Works

e, W, |

PrEP Options

Oral Injectable
« Tenofovir disoproxil fumarate/ « Cabotegravir IM (CAB)
emtricitabine (F/TDF) * Apretude®
* Truvada®  Lenacapavir SubQ (LEN)
« Generic available * Yeztugo®

« Tenofovir alafenamide/
emtricitabine (F/TAF)
* Descovy®

@ AET

South Central
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Who Should be Considered

= People who are not infected with HIV but are at ongoing
risk of infection

= Sexually active
= Exposure through IV drug use

Who Gets PrEP

All sexually active adults and adolescents should be

informed about PrEP for prevention of HIV acquisition

1. Inform all patients about PrEP availability

2. PrEP therapy is recommended for patients reporting
behaviors that put them at substantial ongoing risk of
HIV exposure and acquisition (sexual and IVDU)

3. PrEP should be provided to anyone who requests it
regardless of assessed risk

Lenacapavir
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HIV Capsid
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Site of Activity

Host cell .

lllustration: Cognition Studio, Inc. and David H. Spach, MD

Lenacapavir

= December 2022 - Sunlenca®
= Used in combination with other antiretrovirals for treatment of
HIV in heavily treatment-experienced adults
= June 2025 - Yeztugo®
= Used alone as a single agent for prevention of HIV infection in
people at risk from sexual exposure
= |nitial oral dosing in combination with 2 subcutaneous
injections, followed by 2 subcutaneous injections every 6
months

*PURPOSE 2

PURPOSE
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“PURPOSE 1 Study Design

LEN and F/TAF for PrEP among Cisgender Women

Randomized Blinded Cohort
-

S P
Week 0 Week 26 Week 52+
L 1 )

Cross-Sectional LEN SC every 26 weeks s 1 Presp

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

B F/TAF oral daily N

+ SC LEN placebo every 26 weeks

F/TOF oral daily @7 _ Active control o= 1068 Pt )

+ SC LEN placebo every 26 weeks v pesmtreer (acherenee o e

Background HIV incidence NN
2 PrED, that wouid have

background Bockgrousd MV icidence s the incdence expected w
| 1V incidence been expecied i @ placebo yrous fthe eouaterf

Baseline Characteristics

| _FrOAFn=2137 | F/TDF,n-=i070 |
Age, years, median {range) 2101625 2106 26r 1101629
| TR 56 (2.6) 45 (2.1) 23 (2.1) ]
Black race,” n (41 T 5.9 756 (1007 TR B0
Highest education level college/university, n (%) 183(8.6) 198 (5.) 109010.2) Participants
Marital status, n (%)
Married Wiy 30(1.4) 17 (1.8}
Living with primary partrer 148(6.9) e T8
STs, n %)
Chlamydia trachomatrs s20243) 562 26.3) 263 (246 X
Nefsseria ganarrhoeae 197 0.0 178 8.3) 90184 South Africa
Trchamanas vaginalis 15472y 165 (1.7) Q0.7 -
Syphilis s707) ELE B e
Any prior use of PrEP, n (¥) 14346.7) 260 661
Any priar HIV testing, n (%) 1713 480.1) 1731 (81.0) 860 (80.4)
Madian time since last KIV test, menths (1, Q3) 68047, 115) 66148, 110) 65(46,11.0)

Baseline demographics and clinical characteristics were balanced across randomized groups
== == = F

S paricgants wer: kel deeiced

fenamide for HIV prevention in cisgender women: interim analysi
y. Available at: hitps:/huwn udy-investigato

Zero HIV Infections in Cisgender Women
receiving LEN

2.41

LEN demonstrated 100%
HIV prevention efficacy

compared with background
HIV incidence and was
superior to F/TDF'

HIV Incidence per 100 PY (95% CIja8

DF
16 infections
989 PY

1 phase 3 ial. HIV Drug Therapy
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Adherence to Injections Was High While Adherence
to Oral F/TAF and F/TDF Was Poor

Injection Adherence Adherence by TFV-DP Concentration in 10% Cohort
FITAF FITDF

10
LEN injections were on time
(< 28 weeks from last injection)? for:

» 91% (1832/2012) at Week 26 = W@ *"“::“'
* 94% (836/894) at Week 52 g doses/week)
e Medium
; 40 12-3 doses fweek)
On-time Injection rate was similar for » [
LEN and placebo (F/TAF and F/TDF)
injections 0
ook ) s 0 om oBom
W TR T

LEN and F/TAF Are Safe and Well Tolerated
P PR T .

1631 (76.3) 1665 (77.9) B30 (77.6)
Geade 12 111520 1078 50.4) 511 49.8)
Grade = 3 Cn 95 14.4) 50 .7
Serious AEs 2.8 B0 303
AEs leading to discontimuation of study drug s@ar 2(=0.1F °
AES occurring in 210 of participants, n (%)
Headache 285 13.3) 382 (16.5) 155 (145)
Urinary tract infection 07 (14.4) 305 (14.3) 163 (15.2)
Genitourinary chlamydia infection 300 (14.0) T (14.8) 129 (12.1)
Upper respiratory tract infection a0 74 (12.8) (1.3
Wausea 144 6.7) 2341091 12 (133
vomiting 125 (5.8 25(11.0) 107 (10.0)
Laboratory abnormalities, 1 with 21 post.basatine result 2126 2113 1054
Ay Grade 2 1.7 () 1929 50.7) 1904 (90,11 59 (91.0)
i Geoh il theFITAF gy tome e 10y dg . venihto
Adverse events were consistent with prior LEN, F/TAF and F/TDF trials™
o i T ;

'PUPOSE 2 Study Design

Randomized Blinded Cohort
P

P
week 0 Week 26 Week 524

Cross-Sectional
Incidence Cohort

LEN 5C every 26 weeks -

pecified
interim analysis

+ oral F/TDF placebo
CGBMSM,

and eligible* Primary analysis?:
LN vs background HIV

F/TDF oral daily ) active contral  n = 1086°

Secondary analysis’

HIV positive, + 5C LEN placebo every 26 weeks Lt o

background Background HIV incidence I
HIV incidence

Background HIY incidence (s ehe intidence expected without PrEP, o
e enected s ploces Sroup (the counterfictudd HY i
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Incidence Cohort:
Enrolled from June 2021 to December 2023

n =378 (8.2%) n =45 (11.9%)
diagnosed classified as
4634 with HIV recently infected
participants
screened with Safoty analyss sot Intention-to-troat
HIV test e 41:" n = 3271 randomized n = 3265 included in
negative and received 21 dose
and eligible of study drug il

n = 6 diagnosed
with HIV on Day 1

(excluded from [T analysis)

Baseline Characteristics

| chocsctorine | _ievn-am | Fioka-ioss | Participants
Age, years, median frange) 28 17-74) w0773
Age T6to < 25, years n 51 752 (34.4) 431,60
Hon-White race.*n (3) 1453 (66.8) T4 (60,31
HispaniciLatine ethnicity” n (51 1T 6.2) 675 (6200
Gender identity, n (%)
Cispender man 1897 777} ) Brazil 35.6%
Gender-siverse w3 wa Us 20.6%
SThs,n %) Peru 13.7%
Chiamydia o gonoerheata w182 207 200y Thatland 11.6%
Btk 1 0d)] S 1) South Africa 10.9%
He prior HIV test, n (%) wrary 308.28.1)
Any prior fetime use of PrEP, n (¥) s wa Argentina &.9%
Set-reparted use of stimulants with sex I ast 12 wks, 0 (%) o125 mass Mexico 0.4%

Two HIV Infections in Participants Randomized to LEN

4
> 2.37
z
g 3
15
g2 ? 0.93
ci
b5
£
>
T 0.10
0
Background LEN
HIV incidence st

v s rup 4834 LI, 217 FITIF, 1005 7% 05 S M rcience roup 167, 3.4

12,0373, 7O 0,28, 1.7

10



Primary Analysis Secondary Analysis
LEN Superior to bHIV Incidence  LEN Superior to F/TDF

| 0.
LEN LEN {rp—et

0.01 0.8
| P <0.0001

Fowors FITOF

dence Rate Ratéo (95% CI

HIV Incidence Rate Ratio (95% CI)

LEN superior  F/TOF superior

LEN reduced HIV infections by 96% compared with background HIV incid
d by 89% compared with daily oral F/TDF

Adherence to LEN Injections Was High and Consistent
Adherence to F/TDF Was High but Declined Over Time

Injection Adherence Adherence by TFV-DP Concentration in 10% Cohort

Participants (%)

[ 13 2 » sz
10z 100 % s kS

LEN and F/TDF Are Safe and Well Tolerated

-
any 803 70

Grado £ 3 584 35) Median change from

e o baseline in eGFR:

AEs i t disconcinuation of sudy dg Te1p + Week 26: +1.2 mL/min fn
AEs accurring in = 5% of participants, n (%)

Rectal chiamydia infection 813 128012 the LEN group vs

Oropharyngeal gonccoccal nfecion o s -3.0 mL/min in the F/TDF

Reeta gnococcal fection min LT .

Uper resgiratory tract Infection 1487 mm a0

ey o nm + Week 52: +0.6 mL/min in

I e @

Influenza 12051 6 1 the LEN group vs

Lot sy e g -2.9 mL/min in the F/TDF

— e &6 group (P = 0.0024)
Laboratary sbnormaiies,  with 2 1 ost-aseioe resuls

Ay Grage 11, m 31 )

or gay, bisexual, an
ved male at birh: interim analy
Peru. Avallabl at: i

gender-nonbin:
for Prevention

e (33 )
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Injection-Site Reaction Frequency and Grade
Diminish With Subsequent Injections

- LEN is injected into the SC space and o P vema
farms a drug depot that may be e A i T
palpable under the skin but is usually e ' REE REE B

not visible

* As the drug elutes over time, the
depot gets smaller, and the nodules
resalve or reduce in size substantially
prior to the next injection

= The frequency of ISRs, including
nodules, decreased with subsequent
doses (also observed previously in
PURPOSE 1" and with HIV treatment?)

Lenacapavir Dosing

= 2 Initial pills (300mg
each) plus 2
subcutaneous injections
(463.5mg each = 927mg — oav2

total) on day 1
= 2 more pills on day 2 UO*EH 00
= Repeat injections given

every 6 months (+2- p

week window)

Initiation Continuation

EVERY
6 MONTHS

i

Renal/Hepatic Dosing

= Dosing with Renal Insufficiency
= Mild, moderate, and severe (CrCl 215 mL/min): no adjustment
= Not studied in end stage renal disease (CrCl <15 mL/min)

= Dosing with Hepatic Impairment
= Mild-to-Moderate (Child-Pugh Class A or B): no dose adjustment
= Severe (Child-Pugh Class C): unknown

8/26/2025
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Drug Interactions

= Substrate of P-glycoprotein, UGT1A1, and CYP3A
= Inhibitor - CYP3A (moderate)
= Caution with some CYP3A substrates: anticoagulants, statins,
corticosteroids
= Not recommended to administer with strong or moderate
CYP3A inducers

= Anticonvulsants: carbamazepine, oxcarbazepine, phenytoin,
phenobarbital

= Antimycobacterials: rifampin, rifapentine, rifabutin
= Caution with strong CYP3A inhibitors

Injection Site Reactions
= Serious injection site reactions with accidental intradermal
injection
= Necrosis and ulceration

= Most common: nodules (63-64%), pain (31-56%),
induration (4-16%), erythema (1-17%)
= Nodules median duration — 350 days (297 days in another
trial), median diameter — 3 cm
= <1% discontinued due to adverse events

Lenacapavir Administration

Figure 1 Needie Injoction Kit
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Lenacapavir Monitoring

= Prior to each injection
= HIV Ag/Ab
= HIV RNA
= Not defined
= STl screening interval
= Hepatitis C screening interval

Review

= Currently approved for PrEP in people at risk of HIV from
sexual exposure

= Only used in people with a negative HIV test

= Dosing
= Today: 2 shots and 2 pills
= Tomorrow: 2 pills
= In 6 months: 2 shots

= Administered in office, subcutaneous in abdomen (thigh
approved for alternate site)

= High incidence of injection site reactions

PrEP Options

Oral Injectable
+ Tenofovir disoproxil fumarate/ « Cabotegravir IM (CAB)
emtricitabine (F/TDF) * Apretude®
* Truvada® * Lenacapavir SubQ (LEN)
« Generic available * Yeztugo®

+ Tenofovir alafenamide/
emtricitabine (F/TAF)
+ Descovy®

8/26/2025

14



8/26/2025

Tenofovir DF  Daily Adutsand  CrCl>60  None Renal toxicity ~ Pharmacy $11,100/yr
Jemtricitabine adolescents  mi/min | bone mineral
(Truvada®) (235 kg) density
Tenofovir AF Daily Adutsand  CrCl>30  P-gpinducers 1 lipids Pharmacy $31,800/yr
Jemtricitabine adolescents  mi/min Weight gain?
(Descovy?) (235 kg)*
Cabotegravir  Every 8 Adultsand  CrCI>15  UGT1A1 Injection site  Pharmacy and/or  $25,900/yr
M weeks adolescents  mi/min inducers reactions medical
(Apretude®) (235 kg)
Lenacapavir  Every 6  Adultsand CrCI>15  P-gp, Injection site  Pharmacy and/or  $28,200/yr
SQ (Yeztugo®) months  adolescents mi/min UGT1A1,and ~ reactions medical

(235 kg) CYP3A4

inducers

*Not for people at risk of HIV via vaginal receptive sex
**Estimated cost based on GoodRX.com in Oklahoma City at Walgreen’s (generic Truvada® and Descovy®).
Estimated wholesale acquisition price forApretude® and Yezlugo
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Resources
= National Clinician Consultation = AETC National HIV Curriculum

Center = AETC National PrEP Curriculum
Hotlines for: = Hepatitis C Online Training
* HIV/AIDS Management = HIVMA Resource Directory
= Perinatal HIV/AIDS . . X

- = National Prevention Information
= Hepatitis C

Network
= Additional SCAETC trainings

= SCAETCECHO@salud.unm.edu
= Add your local partner site contact email

Substance Use
PEP: Post Exposure Prophylaxis
PrEP: Pre-Exposure Prophylaxis

= National AETC Support Center = Southcentral AETC Website
= Project ECHO = https:/hsc.unm.edu/scaetc/

@ AET

HIV Resource App

HIV Care Tools

The new AETC Program app supports health care
providers with point-of-care tools for HIV screening,
prevention, and care. Take us with you!

s

South Central

8/26/2025
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