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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




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 globa
= Median HIV prevalence among adults is 0.8% g

= 2.3% higher among young women and girls (age °

ly (2023)

obally
510 24)

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

with men

= 9.2% higher among transgender people



https://www.unaids.org/en/resources/fact-sheetUNAIDS
https://www.unaids.org/en/resources/fact-sheetUNAIDS
https://www.unaids.org/en/resources/fact-sheetUNAIDS

HIV Prevention

Progress in HIV prevention continues with an overall 12% decline in
estimated HIV infections from 2018 to 2022.
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I ﬁ?eding Overall Goal: Decrease the estimated number of new
| Epidemic | HIV infections to 9,300 by 2025 and 3,000 by 2030.
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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

Source: whatisprep.org SHARON OKADA sokada@sacbee.com
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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®




Recommendations/Guidelines

US Population Recommendation Grade
Preve ntatlve Adolescents and The USPSTF recommmends that clinicians prescribe preexposure A.
SerViceS TaSk adults at increased prophylaxis using effective antiretroviral therapy to persons who are at
risk of HIV increased risk of HIV acquisition to decrease the risk of acquiring HIV.

Force | - | | |

See the Practice Considerations section for more information about
(U S PSTF) identification of persons at increased risk and about effective

antiretroviral therapy.

Dept Of Health and Human US Public Health Service
Services (DHHS) and PREEXPOSURE PROPHYLAXIS FOR

Centers for Disease Control | | 0 O HE UNITED STATES
and Prevention (CDC)

— 2021 UPDATE

A CLINICAL PRACTICE GUIDELINE

[12]

AET #ﬁ.ﬁ:ugg.?&? gmgmm U.S. Preventive Services Task Force. Preexposure prophylaxis for the prevention of HIV infection. JAMA 2023;330(8): 736
South Central Centers for Disease Control and Prevention: U.S. Public Health Service: Preexposure prophylaxis for the prevention of HIV infection in the United

States - 2021 Update: A Clinical Practice Guideline. https://www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2021.pdf



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

AET #ﬁiﬁguggm':gagmm U.S. Preventive Services Task Force. Preexposure prophylaxis for the prevention of HIV infection. JAMA 2023;330(8): 736
South Central Centers for Disease Control and Prevention: U.S. Public Health Service: Preexposure prophylaxis for the prevention of HIV infection in the United 1 3

States - 2021 Update: A Clinical Practice Guideline. https://www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2021.pdf



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

&
nm  Centers for Disease Control and Prevention: U.S. Public Health Service: Preexposure prophylaxis for the prevention of HIV infection in the United [ 1 4 ]

States - 2021 Update: A Clinical Practice Guideline. https://www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2021.pdf



Lenacapavir
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Capsid Structure

Monomers Polymers Clusters Early Capsid Assembly HIV Capsid
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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

&
m - Sunlenca prescribing information; available at: https://www.gilead.com/-/media/files/pdfs/medicines/hiv/sunlenca/sunlenca_pi.pdf [ 20 ]

Yeztugo prescribing information; available at: https://www.gilead.com/-/media/files/pdfs/medicines/hiv/yeztugo/yeztugo_pi.pdf



“"PURPOSE 2

CGBMSM, TGW, TGM, and GNB in
the US, South Africa, Peru, Brazil,
Mexico, Argentina, and Thailand

N=3271
‘ITATIVE
220

“PURPOSE 1

Cisgender adolescent
girls and young women in
South Africa and Uganda

N =15345

QUALITATIVE
N =230

“PURPOSE 3
US Cisgender

ﬁ‘}l'-"UR‘J:’OSE -
us PWID

“PURPOSE 5
FR/UK

PURPOSE
\

Made possible by HIV/AIDS Bureau, Health Resources and Services Administration of the US Department of Health and Human Services (Contract

AETC AIDS Education &
Training Center Program 2 1

South Central number U10HA28686). Available at: https://www.iasusa.org/rwcc2024-training-slides/#1541629986017-fa37ddf5-bofo




=
~PURPOSE 1 Study Design

LEN and F/TAF for PrEP among Cisgender Women

Randomized Blinded Cohort
4 V4 V4

Week 0 Week 26 Week 52+
L | ]

Cross-Sectional i =
: % of participants
Incidence Cohort + oral F/TAF placebo or F/TDF placebo (2:1)

completed > 52 weeks

1 Primary analysis9:
HIV-negative A F/TAF oral dai[y =y 1. LEN vs background HIV
; test and = 2. F/TAF vs background HIV
Cisgender | | eligibleb + SC LEN placebo every 26 weeks Suconidary analysiie:

a 1. LEN vs F/TDF
women 2. F/TAF vs F/TDF
Not o PrEp: J F/TDF oral daily @)  Active control

Exploratory analysis:

no HIV testing | T + SC LEN placebo every 26 weeks FYBI, S e e TN
in past HIV-positive

3 months test - recency
assay used to

ietin Background HIV incidence S

background Background HIV incidence is the incidence expected without PrEP, that would have
HIV incidence been expected in a placebo group (the counterfactual HIV incidence)'2

Prespecified interim analysis

ClinicalTrials.gov: NCT04994509

2The 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 > 35 kg, eGFR > 60 mL/min,

not pregnant. n numbers represent the full analysis set for efficacy analyses. 4IRR was assessed using a Wald test or likelihood ratio test if there were zero infections. 2 ¢IRR was assessed using Poisson regression or an exact conditional Poisson
regression model in case of zero infections. eGFR, estimated glomerular filtration rate; F/TAF, emtricitabine/tenofovir alafenamide; F/TDF, emtricitabine/tenofovir disoproxil fumarate; HIV, human immunodeficiency virus; IRR, Incidence rate ratio
LEN, lenacapavir; PrEP, pre-exposure prophylaxis; SC, subcutaneous. 1. Gao F, et al. Stat Commun Infect Dis. 2021;13(1):20200009. 2. Shao Y, Gao F. Stat Commun Infect Dis. 2024;16(1):20230004.

AET AIDS Education &
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Bekker, et al. Annual persistence in use of twice-yearly lenacapavir versus daily oral PrEP in the PURPOSE 1 phase 3 trial. HIV Drug Therapy [ 22 )

Glasgow; November 10-13; Glasgow, UK. Available at: https://www.purposestudies.com/study-investigators



Baseline Characteristics

Age, years, median (range 21 (16-25 21 (16-26)2 21 (16-25
Age 16 to <18, years, n (%) 56 (2.6) 45 (2.1) 23 (2.1)
Black race,” n (%) 2135 (99.9) 2136 (100) 1068 (99.8)
Highest education level college/university,© n (%) 183 (8.6) 198 (9.3) 109 (10.2) Participants
Marital status, n (%)
Married 26 (1.2) 30 (1.4) 17 (1.6)
Living with primary partner 148 (6.9) 132 (6.2) 73 (6.8)
STls, n (%)
Chlamydia trachomatis 520 (24.3) 562 (26.3) 263 (24.6) 84.3%
Neisseria gonorrhoeae 197 (9.2) 178 (8.3) 90 (8.4) South Africa
Trichomonas vaginalis 154 (7.2) 165 (7.7) 82 (7.7)
Syphilis 57 (2.7) 63 (2.9) 29 (2.7) Jgsa.:il
Any prior use of PrEP, n (%) 143 (6.7) 121 (5.7) 71 (6.6)
Any prior HIV testing, n (%) 1713 (80.1) 1731 (81.0) 860 (80.4)
Median time since last HIV test, months (Q1, Q3) 6.8 (4.7, 11.5) 6.6 (4.8, 11.0) 6.5 (4.6, 11.0)

Baseline demographics and clinical characteristics were balanced across randomized groups

Seven participants were subsequently determined to have had HIV infection at the time of randomization, and thus 5338 were included in the modified intention-to-treat efficacy analysis. 20ne participant was aged 25
years at screening but tumed 26 by randomization—this was not a violation of eligibility criteria. PAll non-Black participants were multiracial; “Sample size LEN: 2136; F/TAF: 2134; F/TDF: 1069
Q, quartile; STI, sexually transmitted infection.

AIDS Education &
AET Training Center Progom —— Bekker, et al. Twice-yearly lenacapavir or daily oral emtricitabine/tenofovir alafenamide for HIV prevention in cisgender women: interim analysis 23
South Central results from the PURPOSE 1 study. AIDS 2025; July 22-26; Munich, Germany. Available at: https://www.purposestudies.com/study-investigators



Zero HIV Infections in Cisgender Women
receiving LEN

4 -
S 2.41
BQ -
o 3 2.02 1.69 e ~N
a LEN demonstrated 100%
(=] . .
e, HIV prevention efficacy
o compared with background
@ HIV incidence and was
§ 1 superior to F/TDF1:2
\_ J
> 0
I
0 I
Background LEN F/TAF F/TDF
HIV incidence 0 infections 39 infections 16 infections
1939 PY 1932 PY 949 PY

LEN demonstrated 100% efficacy for HIV prevention in cisgender women':2

aDverall n: background HIV incidence group, 8094; LEN, 2134; F/TAF, 2136; F/TDF, 1068. "95% Cls: background HIV incidence group, 1.82-3.19; LEN, 0-0.19; F/TAF, 1.44-2.76; F/TDF, 0.96-2.74.
Cl, confidence interval; F/TAF, emtricitabine/tenofovir alafenamide; F/TDF, emtricitabine/tenofovir disoproxil fumarate; HIV, human immunodeficiency virus; LEN, lenacapavir; PY, person-years.
1. Bekker L-G, et al. N Engl J Med. 2024;391:1179-92. 2. Bekker L-G, et al. Oral presentation at the 25th International AIDS Conference, July 22-26, 2024; Munich, Germany.

AIDS Education &
AET Training Genter Progom —— Bekker, et al. Annual persistence in use of twice-yearly lenacapavir versus daily oral PrEP in the PURPOSE 1 phase 3 trial. HIV Drug Therapy

South Central Glasgow; November 10-13; Glasgow, UK. Available at: https://www.purposestudies.com/study-investigators




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

F/TAF F/TDF

LEN injections were on time 80

(< 28 weeks from last injection)? for: .
< b

= 91% (1832/2012) at Week 26 > ol ’:d:izf”ce

= 94% (836/894) at Week 52 5 (= 4 doses/week)
% 40 Medium
5 l (2-3 doses/week)
& HLow

- Gl . .. 20 (< 2 doses/week)
On-time injection rate was similar for
LEN and placebo (F/TAF and F/TDF)
injections 0 - . ,

Week 8 39
n 200 204 1 92 171 82 106 103 101 86 43

On-time adherence to injections was high

Most participants in both the F/TAF and F/TDF groups had low adherence to oral tablets, and adherence declined over time':2

Participants who presented late required negative HIV testing to reinitiate study product, which included reloading with oral LEN or placebo. "Preselected 10% sample of participants assessed for TFV-DP concentrations in DBS (adherence cutoffs for F/TAF: low < 450
i = < , high = ' . .

] . . : - !
medium = 450 to < 900, high = 900 fmol/punch; and for F/TDF: low < 350, medium = 350 to < 700, high = 700 fmol/punch). DBS, dried blood spot; TFV-DP, tenofovir diphosphate; F/TAF, emtricitabine/tenofovir alafenamide; F/TDF, emtricitabine/tenofovir disoproxil fumarate
8 HIV, human immunodeficiency virus; LEN, lenacapavir. 1. Bekker L-G, et al. N Engl J Med. 2024;391:1179-92. 2. Bekker L-G, et al. Oral presentation at the 25th International AIDS Conference, July 22-26, 2024; Munich, Germany

AETC ?IDS Eduguiiongc
raining Center Program
South Central

Bekker, et al. Annual persistence in use of twice-yearly lenacapavir versus daily oral PrEP in the PURPOSE 1 phase 3 trial. HIV Drug Therapy [ 25 ]

Glasgow; November 10-13; Glasgow, UK. Available at: https://www.purposestudies.com/study-investigators



LEN and F/TAF Are Safe and Well Tolerated

LEN F/TAF F/TDF
Adverse Events?, n (%) n=2138 n=2137 n = 1070
Any 1631 (76.3) 1665 (77.9) 830 (77.6)
Grade > 2 1111 (52.0) 1078 (50.4) 533 (49.8)
Grade = 3 88 (4.1) 95 (4.4) 50 (4.7)
Serious AEs 59 (2.8) 85 (4.0) 35 (3.3)
AEs leading to discontinuation of study drug 5 (0.2)b 2 (<0.1)c 0
AEs occurring in 210% of participants, n (%)
Headache 285 (13.3) 352 (16.5) 155 (14.5)
Urinary tract infection 307 (14.4) 305 (14.3) 163 (15.2)
Genitourinary chlamydia infection 300 (14.0) 317 (14.8) 129 (12.1)
Upper respiratory tract infection 271 (12.7) 274 (12.8) 121 (11.3)
Nausea 144 (6.7) 234 (10.9) 142 (13.3)
Vomiting 125 (5.8) 235 (11.0) 107 (10.0)
Laboratory abnormalities, n with 21 post-baseline result 2126 2113 1054
Any Grade > 1, n (%) 1929 (90.7) 1904 (90.1) 959 (91.0)

Six deathsd all in the F/TAF group; none related to study drug per investigator

Adverse events were consistent with prior LEN, F/TAF and F/TDF trials'-4

aAEs are treatment emergent in persons who received at least one dose of study drug; AEs exclude injection site reactions; AEs coded according to Medical Dictionary for Regulatory Activities, Version, 27.0 and graded by the Division of AIDS Table
for Grading the Severity of Adult and Pediatric AEs, Version 2.1. bn = 1 for each of: nausea, decreased creatinine renal clearance, increased hepatic enzyme, spontaneous miscarriage, suicide attempt/major depression. cn = 1 for each of: suicide
attempt/depressive symptoms/drug overdose, angioedema. 9Asphyxia secondary to strangulation, non-accidental burns, knife stab to chest, hemorrhage due to traffic accident, autopsy-confirmed ischemic cardiomyopathy, and ovarian cancer.
AE, adverse event. 1. Gupta SK, et al. Lancet HIV. 2023;10(1):e15-e23. 2. Ogbuagu O, et al. Lancet HIV. 2023;10(8):e497-e505. 3. Mayer KH, et al. Lancet. 2020;396:239-54. 4. Baeten JM, et al. N Engl J Med. 2012;367:399-410.

AIDS Education &
AET Training Center Progom —— Bekker, et al. Twice-yearly lenacapavir or daily oral emtricitabine/tenofovir alafenamide for HIV prevention in cisgender women: interim analysis [ 26 ]

South Central results from the PURPOSE 1 study. AIDS 2025; July 22-26; Munich, Germany. Available at: https://www.purposestudies.com/study-investigators
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“"PURPOSE 2 Study Design

Randomized Blinded Cohort

4 4 4

Week 0 Week 26 Week 52+
L 1 | |

Cross-Sectional
Incidence Cohort

LEN SC every 26 weeks

Prespecified

interim analysis
+ oral F/TDF placebo

50% of participants
completed > 52 weeks

CGBMSM, HIV negative

‘aibleb
TGW, and eligible Primary analysis¢:
TGM; F/TDF oral daily @) Active control  n = 1086¢ LEN vs background HIV
GNB HIV positive Secondary analysis®:
’ LEN vs F/TDF
Not on PrEP, recency assay + SC LEN placebo every 26 weeks vs

no HIV testing
in past data used to

3 months estimate

background Background HIV incidence 8
HIV incidence

Background HIV incidence is the incidence expected without PrEP, that would have
been expected in a placebo group (the counterfactual HIV incidence)!-?

ClinicalTrials.gov: NCT04925752

On Days 1 and 2, all participants received a pharmacologic loading dose of 600 mg oral LEN or matched oral placebo. #The first participant was screened in June 2021, the 50th percentile participant was randomized in August 2023, and the last
participant was randomized in December 2023. PEligibility criteria included: age =16 years, weight > 35 kg, eGFR = 60 mL/min, not pregnant. “n numbers represent the full analysis set for efficacy analyses. “IRR was assessed using a Wald test."?

IRR was assessed using Poisson regression. CGBMSM, cisgender gay and bisexual men who have sex with men; GNB, gender nonbinary individuals; IRR, incidence rate ratio; TGM, transgender men; TGW, transgender women.
1. Gao F, et al. Stat Commun Infect Dis. 2021;13:20200009. 2. Shao Y, Gao F. Stat Commun Infect Dis. 2024;16:20230004.

South Central gender-nonbinary people who have sex with partners assigned male at birth: interim analysis results from the PURPOSE 2 Study. 51" HIV Research
for Prevention Conference (HIVR4P); October 6-10;Lima, Peru. Available at: https://www.purposestudies.com/study-investigators

AIDS E i g 0 . . . .
AETC Tmiimg“g:;':;", g‘mmm Kelley, et al. Twice-yearly lenacapavir for HIV prevention in cisgender gay, bisexual, and other men, transgender women, transgender men, and [ 27 ]




Incidence Cohort:
Enrolled from June 2021 to December 2023

n=378 (8.2%) n=45(11.9%) Calculatio

diagnosed classified as background

4634 with HIV recently infected incidenc

participants
SC reened With Safety analysis set Intention-to-treat
HIV test n= 425.6 n = 3271 randomized n = 3265 included in
HIV neg.a.tlve and received >1 dose efficacy analyses
and eligible of study drug

n = 6 diagnosed
with HIV on Day 1

(excluded from ITT analysis)

AETC (o iaeatint om  Kelley, et al. Twice-yearly lenacapavir for HIV prevention in cisgender gay, bisexual, and other men, transgender women, transgender men, and
South Central gender-nonbinary people who have sex with partners assigned male at birth: interim analysis results from the PURPOSE 2 Study. 5" HIV Research 28

for Prevention Conference (HIVR4P); October 6-10;Lima, Peru. Available at: https://www.purposestudies.com/study-investigators



Baseline Characteristics

LEN, n = 2183 _| _F/TDF, n - 1088 Participants

Age, years, median (range) 28 (17-74) 29 (17-73)
Age 16 to < 25, years, n (%) 752 (34.4) 344 (31.6)
Non-White race,? n (%) 1453 (66.8) 742 (68.3)
Hispanic/Latine ethnicity,® n (%) 1378 (63.2) 675 (62.0)
Gender identity, n (%)
Cisgender man 1697 (77.7) 846 (77.8) Brazil 35.6%
Gender-diverse 486 (22.3) 242 (22.2) US 20.6%
STIs, n (%) Peru 13.7%
Chlamydia or gonorrhea<d 382 (18.2) 207 (20.0) Thailand 11.9%
>yphilis 54 (3.5) 4 (4.9) South Africa 10.9%
No prior HIV test, n (%) 597 (27.3) 306 (28.1)
Any prior lifetime use of PrEP, n (%) 515 (23.6) 249 (22.9) Al ()2
Self-reported use of stimulants with sex in last 12 wks, n (%) 491 (22.5) 271 (24.9) Mexico 0.4%

Baseline demographics and clinical characteristics were balanced between randomized groups

Six participants were subsequently determined to have had HIV infection at the time of randomization, and thus 3265 were included in the modified intention-to-treat efficacy analysis. Race data were unavailable for eight participants in the
LEN group and two participants in the F/TDF group. °Ethnicity data were unavailable for one participant in the LEN group. <LEN: n = 2096; F/TDF: n = 1036. ITT participants with any STI while at risk of HIV in study. Testing for T vaginalis was
performed at investigator discretion (1 T vaginalis diagnosed at baseline in the LEN group). 9Diagnoses for chlamydia or gonorrhea were based on rectal, pharyngeal, and urine testing at a central laboratory. STI, sexually transmitted infection.

AIDS E i o a . . . .
AETC T,mimg“g:;':;",&mgmm Kelley, et al. Twice-yearly lenacapavir for HIV prevention in cisgender gay, bisexual, and other men, transgender women, transgender men, and [ 29 ]

South Central gender-nonbinary people who have sex with partners assigned male at birth: interim analysis results from the PURPOSE 2 Study. 5" HIV Research
for Prevention Conference (HIVR4P); October 6-10;Lima, Peru. Available at: https://www.purposestudies.com/study-investigators




Two HIV Infections in Participants Randomized to LEN

4 -
> 2.37
o -
S 3
i
S5
O 2- 0.93
5 )
v
O
£ 1 -
. 0.10
O +
Background LEN F/TDF
HIV 1ncidence 2 infections 9 infections
1938 PY 967 PY

Median follow-up: 39.4 weeks

aQverall n: background HIV incidence group 4634; LEN, 2179; F/TDF, 1086. ®95% Cls: background HIV incidence group 1.649, 3.417; LEN 0.012, 0.373; F/TDF 0.426, 1.768.
Cl, confidence interval; PY, person-years.

AIDS E i g 0 . . . .
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South Central gender-nonbinary people who have sex with partners assigned male at birth: interim analysis results from the PURPOSE 2 Study. 51" HIV Research
for Prevention Conference (HIVR4P); October 6-10;Lima, Peru. Available at: https://www.purposestudies.com/study-investigators




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

- | n I
| |
| Z |
I I ud
= e P
0.04 =¥ - 0.11 18
LEN 4—i ol S LEN {4 : o i
0.01 0.18 3 e 0.02 0.51 St 8
P < 0.00012 L 8 P = 0.0025 i
I Q I
| |
| I
} } }
0 1 0 1
HIV Incidence Rate Ratio (95% Cl) HIV Incidence Rate Ratio (95% Cl)

Lower than bHIV LEN superior F/TDF superior

LEN reduced HIV infections by 96% compared with background HIV incidence

and by 89% compared with daily oral F/TDF

2HIV IRR vs background HIV was assessed using a Wald test'; PHIV IRR vs F/TDF assessed using Poisson regression.
bHIV, background HIV incidence.
1. GaoF, et al. Stat Commun Infect Dis. 2021;13:20200009.
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for Prevention Conference (HIVR4P); October 6-10;Lima, Peru. Available at: https://www.purposestudies.com/study-investigators



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

100
Adherence®
LEN injections were 807 mHigh
on time for:2 g 67 66 62 (= 4 doses/week)
« 90% (1729/1912) at Week 26 w e 32 79 Medium
« 93% (678/727) at Week 52 s (2-3 doses/week)
. L. . :3 40 mLow
On-time injection rate was + 11 (< 2 doses/week)
similar for LEN and placebo & 7
(F/TDF) injections 20
Week 8 13 26 39 52
n 102 100 98 65 37

*Participants randomized and treated after the clinical hold was lifted. "Preselected 10% sample of participants assessed for TFV-DP concentrations in DBS (F/TDF: low < 350, medium = 350 to < 700, high = 700 fmol/punch). DBS reflects
adherence over the past B-12 weeks.1

9 1. Castillo-Mancilla JR, et al. AIDS Res Hum Retroviruses. 2013;29:384-90.

AET AIDS Education &
Training Center Program

Ogbuagu, et al. Twice-yearly lenacapavir PrEP in cisgender gay, bisexual, and other men, transgender women and men, and gender-nonbinary

South Central people (PURPOSE 2). HIV Drug Therapy Glasgow 2024; November 10-13, 2024; Glasgow, UK. Available at: [ 32 )
https://www.purposestudies.com/study-investigators



LEN and F/TDF Are Safe and Well Tolerated

F/TDF, n = 1088
Any 1607 (74) 803 (74)
Grade = 2 1173 (54) 594 (55) Medlan change from
Grade = 3 91 (4) 65 (6) b li ; GFR:
Serious AFs 71 3) 43 (4) aseline in eGrK.
AEs leading to discontinuation of study drug 7(<1) 7 (<1)p = Week 26: +1.2 mL/min in
AEs occurring in 2 5% of participants, n (%) c
Rectal chlamydia infection 289 (13) 128 (12) the LEN group vs
Oropharyngeal gonococcal infection 283 (13) 119 (11) -3.0 mL/min in the F/TDF
Rectal gonococcal infection 233 (11) 99 (9) <
Upper respiratory tract infection 148 (7) 77 (7) el (P 0.0001 )
Diarrhea 146 (7) 75 (7) = Week 52: +0.6 mL/min in
Headache 119 (5) 76 (7)
Influenza 120 (5) 66 (6) the LEN gr(_)u[_) A
Latent syphilis 114 (5) 44 (4) -2.9 mL/min in the F/TDF
Nausea 89 (4) 67 (6) group (P =0.0024)
Laboratory abnormalities, n with > 1 post-baseline resultc
Any Grade = 1, n (%) 1822 (85) 937 (87)

4 deaths in the LEN group and 2 deaths in the F/TDF groupd; none related to study drug per investigator

The frequency of adverse events and laboratory abnormalities was similar between arms,

with the exception of changes in eGFR (significantly different at Week 26 and Week 52).
Safety was consistent with prior LEN and F/TDF trials'-3

aExcluding injection-site reactions; AEs coded according to Medical Dictionary for Regulatory Activities, Version 27.0, and graded by the Division of AIDS Table for Grading the Severity of Adult and Pediatric Adverse Events, Version 2.1.
bAEs leading to discontinuation of study drug in > 1 participant in any group: decreased creatinine renal clearance (2 participants in the F/TDF group). “Among participants with post-baseline results: LEN n = 2153; F/TDF n = 1071.
dLEN group: cerebrovascular accident and pulmonary thromboembolism, car collision, sudden death with an undetermined cause, and suicide; F/TDF group: intracranial hemorrhage and undetermined cause. AE, adverse event.

1. Gupta SK, et al. Lancet HIV. 2023;10:e15-23. 2. Ogbuagu O, et al. Lancet HIV. 2023;10:e497-505. 3. Mayer KH, et al. Lancet. 2020;396:239-54. 4. Baeten JM, et al. N Engl J Med. 2012;367:399-410.

5. Bekker L-G, et al. N Engl J Med. 2024;391:1179-92.

AIDS E i o a . . . .
AETC T,mimg“g:;':;",&mgmm Kelley, et al. Twice-yearly lenacapavir for HIV prevention in cisgender gay, bisexual, and other men, transgender women, transgender men, and

South Central gender-nonbinary people who have sex with partners assigned male at birth: interim analysis results from the PURPOSE 2 Study. 5" HIV Research
for Prevention Conference (HIVR4P); October 6-10;Lima, Peru. Available at: https://www.purposestudies.com/study-investigators




Injection-Site Reaction Frequency and Grade
Diminish With Subsequent Injections

Nodule Pain Erythema

=2 T T e e Uhie 16 St e LEN Placebo LEN Placebo LEN Placebo

forms a drug depot that may be

100 Y pumy —— —— | ——— - —
palpable under the skin but is usually - ' BEE ERE -
not visible e 80 | !

= As the drug elutes over time, the £ 60 : :
depot gets smaller, and the nodules a | i
resolve or reduce in size substantially 5 40 i |
prior to the next injection £ .0 | |
» The frequency of ISRs, including 0 i !

nodules, decreased with subsequent
doses (also observed previously in
PURPOSE 11 and with HIV treatment?) ®

M No ISR Grade 1 M Grade 2

Among 15,239 LEN or placebo injections, only 29 participants discontinued due to AEs of ISRs;
26 in LEN group and 3 in the F/TDF group

AEs coded according to Medical Dictionary for Regulatory Activities, Version 27.0. Subcutaneous nodules, injection-site pain, and erythema were the most commonly reported ISRs; over the period of study, they occurred in 63.4%, 56.4 %, and
17.3% of participants in the LEN group, respectively, versus 39.2%, 53.4%, and 19.4% of participants given placebo injections; Grade 1 and 2 ISRs are shown, Grade 3 ISRs in the LEN group: n = 4 pain, n = 3 erythema; F/TDF group: n = 1 pain.
LEN n: baseline, 2183; Week 26, 1859; Week 52, 744. Placebo n: baseline, 1088; Week 26, 946; Week 52, 379. ISR, injection-site reaction.

1. Bekker L-G, et al. N Engl J Med. 2024;391:1179-92. 2. Kumar P, et al. Abstract EPB184 presented at the 24th International AIDS Conference, July 29 to August 2, 2022; Montreal, Canada.
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South Central gender-nonbinary people who have sex with partners assigned male at birth: interim analysis results from the PURPOSE 2 Study. 51" HIV Research
for Prevention Conference (HIVR4P); October 6-10;Lima, Peru. Available at: https://www.purposestudies.com/study-investigators




Lenacapavir Dosing

. 2 Inltlal pIIIS (300mg Initiation Continuation
each) plus 2

subcutaneous injections
(463.5mg each = 927/mg

EVERY

total) on day 1 O 6”]11[ DOAE]Z 6 MONTHS
" 2 more pills on day 2 ' E Eﬂj o e
= Repeat injections given

every 6 months (+2- T o o s (o5 s

week window)

&
nm Yeztugo prescribing information; available at: https://www.gilead.com/-/media/files/pdfs/medicines/hiv/yeztugo/yeztugo pi.pdf [ 35 ]




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

m - Sunlenca prescribing information; available at: https://www.gilead.com/-/media/files/pdfs/medicines/hiv/sunlenca/sunlenca_pi.pdf




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

m - Sunlenca prescribing information; available at: https://www.gilead.com/-/media/files/pdfs/medicines/hiv/sunlenca/sunlenca_pi.pdf




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

information; available at: https://www.gilead.com/-/medialfiles/pdfs/medicines/hiv/yeztugo/yeztugo_pi.pdf [ 38 ]




Lenacapavir Administration

Figure1  YEZTUGO Withdrawal Needle Injection Kit Components

18G, 1%z inch 22G, V2 inch
@ it o SYRINGE || WITHDRAWAL NEEDLE W INJECTION NEEDLE
X X x2 x2

NOTE: all components are for single use.

Figure2 YEZTUGO Injection Steps for Withdrawal Needle Injection Kit

Prepare Vial Attach 18G Fill Syringe Remove 18G
Make sure that: 0 ~  Withdrawal Needle N ~  Withdrawal Needle
- Vial and f to Syringe : from Syringe
prepared Remove Inject
syringe contain |<a@p 1.5 mL
ayellow of air .
solution with Pink ‘ intc: Elung e 9
. — via i
no particles (Clean vial hub !i‘llthdraw
« Contents are stopper
not damaged |with f contents ‘
* Product is slcohol
not expired wips /
AN /
Attach 22G Injection Needle Inject 1.5 mL
to Syringe, Expel Air Bubbles, Selectand Clean an of Yeztugo Administer
and Prime to 1.5 mL Injection Site Subcutaneously 2nd Injection
@ = Injection site Insert h
options (at least 2
inches from navel) fully Repeat
steps for
i 2nd injection
preferred at least 4inches

from first
injection
site

| b/‘;s"
== acceptable

AIDS Education &
AET Training Genter Progom Y eztugo prescribing information; available at: https://www.gilead.com/-/media/files/pdfs/medicines/hiv/yeztugo/yeztugo_pi.pdf
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Lenacapavir Monitoring

* Prior to each injection
= HIV Ag/Ab
= HIV RNA

= Not defined

= STl screening interval
= Hepatitis C screening interval

&
nm Yeztugo prescribing information; available at: https://www.gilead.com/-/media/files/pdfs/medicines/hiv/yeztugo/yeztugo pi.pdf [ 40 ]




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®




Tenofovir DF Daily Adultsand  CrCIl > 60 None Renal toxicity Pharmacy $11,100/yr

/emtricitabine adolescents ml/min | bone mineral
(Truvada®) (235 kg) density
Tenofovir AF Daily Adults and  CrCIl > 30 P-gp inducers 1 lipids Pharmacy $31,800/yr
/emtricitabine adolescents ml/min Weight gain?
(Descovy®) (=35 kg)*
Cabotegravir  Every 8 Adultsand CrCI> 15 UGT1A1 Injection site Pharmacy and/or $25,900/yr
IM weeks adolescents ml/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 ml/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 for Apretude® and Yeztugo®

AETC AIDS Education & Descovy prescribing information; available at: https://www.gilead.com/~/media/Files/pdfs/medicines/hiv/descovy/descovy_pi.pdf
Training Cenfer Progam 1 )vada prescribing information; available at: https://www.gilead.com/-/media/736839e6330640e58f0d73f518c9abaf.ashx 43

SOUTh Cemml Yeztugo prescribing information; available at: https://www.gilead.com/-/media/files/pdfs/medicines/hiv/yeztugo/yeztugo_pi.pdf
Apretude prescribing information; available at: https://gskpro.com/content/dam/global/hcpportal/en_US/Prescribing_Information/Apretude/pdf/APRETUDE-PI-PIL-IFU.PDF
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= Centers for Disease Control and Prevention: U.S. Public Health Service: Preexposure prophylaxis for the prevention of HIV
infection in the United States - 2021 Update: A Clinical Practice Guideline. https://www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-
prep-quidelines-2021.pdf

= National HIV Curriculum. Available at: https://www.hiv.uw.edu/
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Resources

= National Clinician Consultation

Center

Hotlines for:

= HIV/AIDS Management

= Perinatal HIV/AIDS

= Hepatitis C

= Substance Use

= PEP: Post Exposure Prophylaxis
= PrEP: Pre-Exposure Prophylaxis

= National AETC Support Center

* Project ECHO

AETC National HIV Curriculum
AETC National PrEP Curriculum
Hepatitis C Online Training
HIVMA Resource Directory

National Prevention Information
Network

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

Southcentral AETC Website

= https://hsc.unm.edu/scaetc/



http://nccc.ucsf.edu/
http://nccc.ucsf.edu/
http://nccc.ucsf.edu/
https://aidsetc.org/
https://aidsetc.org/
https://projectechoannualreport.unm.edu/
https://projectechoannualreport.unm.edu/
https://aidsetc.org/nhc
https://aidsetc.org/nhc
https://aidsetc.org/resource/national-hiv-prep-curriculum
https://aidsetc.org/resource/national-hiv-prep-curriculum
https://www.hepatitisc.uw.edu/
https://www.hepatitisc.uw.edu/
https://www.hivma.org/globalassets/ektron-import/hivma/hivma-resource-directory.pdf
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https://npin.cdc.gov/
https://npin.cdc.gov/
https://npin.cdc.gov/
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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!

Lt
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