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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
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Background
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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

6UNAIDS Global HIV & AIDS statistics – Fact sheet. Available at: https://www.unaids.org/en/resources/fact-sheetUNAIDS

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

7U.S. Statistics: https://www.hiv.gov/hiv-basics/overview/data-and-trends/statistics

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

10https://www.promise-prep.be/en/wat-is-prep-en/

PrEP Options
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Oral
• Tenofovir disoproxil fumarate/ 

emtricitabine (F/TDF)

• Truvada®

• Generic available

• Tenofovir alafenamide/ 

emtricitabine (F/TAF)

• Descovy®

Injectable
• Cabotegravir IM (CAB)

• Apretude®

• Lenacapavir SubQ (LEN)

• Yeztugo®

Recommendations/Guidelines

12

US 

Preventative 

Services Task 

Force 

(USPSTF)

Dept of Health and Human 

Services (DHHS) and 

Centers for Disease Control 

and Prevention (CDC)

U.S. Preventive Services Task Force. Preexposure prophylaxis for the prevention of HIV infection. JAMA 2023;330(8): 736

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
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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

13
U.S. Preventive Services Task Force. Preexposure prophylaxis for the prevention of HIV infection. JAMA 2023;330(8): 736

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 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

14Centers 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

Lenacapavir

15
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HIV Capsid

16https://life4me.plus/en/news/lenacapavir-len-croi2021-7263/

Capsid Structure

17National HIV Curriculum. Available at: https://www.hiv.uw.edu/

Capsid Structure

18National HIV Curriculum. Available at: https://www.hiv.uw.edu/
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Site of Activity

19

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

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

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

▪ Initial oral dosing in combination with 2 subcutaneous 
injections, followed by 2 subcutaneous injections every 6 
months

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

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

P
U

R
P

O
S

E

21Made possible by HIV/AIDS Bureau, Health Resources and Services Administration of the US Department of Health and Human Services (Contract 

number U1OHA28686). Available at: https://www.iasusa.org/rwcc2024-training-slides/#1541629986017-fa37ddf5-b9f9



8/26/2025

8

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

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

23Bekker, et al. Twice-yearly lenacapavir or daily oral emtricitabine/tenofovir alafenamide for HIV prevention in cisgender women: interim analysis 

results from the PURPOSE 1 study. AIDS 2025; July 22-26; Munich, Germany. Available at: https://www.purposestudies.com/study-investigators

24Bekker, et al. Annual persistence in use of twice-yearly lenacapavir versus daily oral PrEP in the PURPOSE 1 phase 3 trial. HIV Drug Therapy 

Glasgow; November 10-13; Glasgow, UK. Available at: https://www.purposestudies.com/study-investigators 
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25Bekker, et al. Annual persistence in use of twice-yearly lenacapavir versus daily oral PrEP in the PURPOSE 1 phase 3 trial. HIV Drug Therapy 

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

26Bekker, et al. Twice-yearly lenacapavir or daily oral emtricitabine/tenofovir alafenamide for HIV prevention in cisgender women: interim analysis 

results from the PURPOSE 1 study. AIDS 2025; July 22-26; Munich, Germany. Available at: https://www.purposestudies.com/study-investigators

27
Kelley, et al. Twice-yearly lenacapavir for HIV prevention in cisgender gay, bisexual, and other men, transgender women, transgender men, and 

gender-nonbinary people who have sex with partners assigned male at birth: interim analysis results from the PURPOSE 2 Study. 5 th HIV Research 

for Prevention Conference (HIVR4P); October 6-10;Lima, Peru. Available at: https://www.purposestudies.com/study-investigators
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28
Kelley, et al. Twice-yearly lenacapavir for HIV prevention in cisgender gay, bisexual, and other men, transgender women, transgender men, and 

gender-nonbinary people who have sex with partners assigned male at birth: interim analysis results from the PURPOSE 2 Study. 5 th HIV Research 

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

29
Kelley, et al. Twice-yearly lenacapavir for HIV prevention in cisgender gay, bisexual, and other men, transgender women, transgender men, and 

gender-nonbinary people who have sex with partners assigned male at birth: interim analysis results from the PURPOSE 2 Study. 5 th HIV Research 

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

30
Kelley, et al. Twice-yearly lenacapavir for HIV prevention in cisgender gay, bisexual, and other men, transgender women, transgender men, and 

gender-nonbinary people who have sex with partners assigned male at birth: interim analysis results from the PURPOSE 2 Study. 5 th HIV Research 

for Prevention Conference (HIVR4P); October 6-10;Lima, Peru. Available at: https://www.purposestudies.com/study-investigators
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31
Kelley, et al. Twice-yearly lenacapavir for HIV prevention in cisgender gay, bisexual, and other men, transgender women, transgender men, and 

gender-nonbinary people who have sex with partners assigned male at birth: interim analysis results from the PURPOSE 2 Study. 5 th HIV Research 

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

32
Ogbuagu, et al. Twice-yearly lenacapavir PrEP in cisgender gay, bisexual, and other men, transgender women and men, and gender-nonbinary 

people (PURPOSE 2). HIV Drug Therapy Glasgow 2024; November 10-13, 2024; Glasgow, UK. Available at: 

https://www.purposestudies.com/study-investigators

33
Kelley, et al. Twice-yearly lenacapavir for HIV prevention in cisgender gay, bisexual, and other men, transgender women, transgender men, and 

gender-nonbinary people who have sex with partners assigned male at birth: interim analysis results from the PURPOSE 2 Study. 5 th HIV Research 

for Prevention Conference (HIVR4P); October 6-10;Lima, Peru. Available at: https://www.purposestudies.com/study-investigators
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34
Kelley, et al. Twice-yearly lenacapavir for HIV prevention in cisgender gay, bisexual, and other men, transgender women, transgender men, and 

gender-nonbinary people who have sex with partners assigned male at birth: interim analysis results from the PURPOSE 2 Study. 5 th HIV Research 

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

Lenacapavir Dosing

▪ 2 Initial pills (300mg 
each) plus 2 
subcutaneous injections 
(463.5mg each = 927mg 
total) on day 1

▪ 2 more pills on day 2

▪ Repeat injections given 
every 6 months (±2-
week window)

35Yeztugo prescribing information; available at: https://www.gilead.com/-/media/files/pdfs/medicines/hiv/yeztugo/yeztugo_pi.pdf

Renal/Hepatic Dosing

▪ Dosing with Renal Insufficiency

▪ Mild, moderate, and severe (CrCl ≥15 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

36Sunlenca prescribing information; available at: https://www.gilead.com/-/media/files/pdfs/medicines/hiv/sunlenca/sunlenca_pi.pdf
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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

37Sunlenca 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

38Yeztugo prescribing information; available at: https://www.gilead.com/-/media/files/pdfs/medicines/hiv/yeztugo/yeztugo_pi.pdf

Lenacapavir Administration

39Yeztugo 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

▪ STI screening interval

▪ Hepatitis C screening interval

40Yeztugo prescribing information; available at: https://www.gilead.com/-/media/files/pdfs/medicines/hiv/yeztugo/yeztugo_pi.pdf

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

41Yeztugo prescribing information; available at: https://www.gilead.com/-/media/files/pdfs/medicines/hiv/yeztugo/yeztugo_pi.pdf

PrEP Options

42

Oral
• Tenofovir disoproxil fumarate/ 

emtricitabine (F/TDF)

• Truvada®

• Generic available

• Tenofovir alafenamide/ 

emtricitabine (F/TAF)

• Descovy®

Injectable
• Cabotegravir IM (CAB)

• Apretude®

• Lenacapavir SubQ (LEN)

• Yeztugo®
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Interval Population Renal 

Dosing

Interactions Adverse 

Effects

Acquisition Cost**

Tenofovir DF 

/emtricitabine 

(Truvada®)

Daily Adults and 

adolescents 

(≥35 kg)

CrCl > 60 

ml/min

None Renal toxicity

↓ bone mineral 

density

Pharmacy $11,100/yr

Tenofovir AF 

/emtricitabine 

(Descovy®)

Daily Adults and 

adolescents 

(≥35 kg)*

CrCl > 30 

ml/min

P-gp inducers ↑ lipids

Weight gain?

Pharmacy $31,800/yr

Cabotegravir 

IM 

(Apretude®)

Every 8 

weeks

Adults and 

adolescents 

(≥35 kg)

CrCl > 15 

ml/min

UGT1A1 

inducers

Injection site 

reactions

Pharmacy and/or 

medical

$25,900/yr

Lenacapavir 

SQ (Yeztugo®)

Every 6 

months

Adults and 

adolescents 

(≥35 kg)

CrCl > 15 

ml/min

P-gp, 

UGT1A1, and 

CYP3A4 

inducers

Injection site 

reactions

Pharmacy and/or 

medical

$28,200/yr

43

*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®

Descovy prescribing information; available at: https://www.gilead.com/~/media/Files/pdfs/medicines/hiv/descovy/descovy_pi.pdf

Truvada prescribing information; available at: https://www.gilead.com/-/media/736839e6330640e58f0d73f518c9abaf.ashx

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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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/

46

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!

47
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