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Talk summary

•Why do we need (long-acting) PrEP?

•How does long-acting PrEP work?

•What LA PrEP options are available in South Africa
and hopefully coming soon?

•How and in whom should we be prescribing LA PrEP?

•Can we foresee a future of LA PrEP for all who need
it?



Show of hands: Do we need LA PrEP in
SA?



Do we really need LA PrEP in South
Africa?



Why do we need PrEP?
HIV Infections and Deaths in South Africa

https://www.spotlightnsp.co.za/2019/07/18/hiv-in-sa-seven-graphs-that-tell-the-story/



Why do we need PrEP?

Okango et al, Lancet HIV, 2026
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Why do we need PrEP?

• Because current HIV prevention methods are
not sufficient

• But do we need long-acting PrEP?

Jin & Ahmed et al., Lancet Glob Health, 2025



Why do we need long-acting  PrEP?
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Why do we need long-acting  PrEP?
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Van der Straten et al, PLoS One,
2014

Why do we need long-acting PrEP?

…



Delany-Moretlwe et al., Lancet, 2022

Why do we need long-acting PrEP?

Oral PrEP (32
infections)

LA injectable CAB PrEP (2 infections)



Why do we need long-acting PrEP?

Becker et al., NEJM, 2024



Chen-Charles et al, AIDS & Behav, 2025
Tolley et al, PLoS One, 2024



Why do we need long-acting PrEP?

• Because current HIV prevention methods are
not sufficient

• Because LA PrEP works very, very well.
• And, at least among many young women in

Southern Africa, daily oral PrEP is not a
preferred modality

• At prices ~R,1000/year, it is projected to save
the health system money

Jin & Ahmed et al., Lancet Glob Health, 2025



Show of hands: Do we need LA PrEP in
SA?



How the heck do LA injectables work?



Cabotegravir
Lenacapavir

Islatravir
Alimatravir



How do long-acting injectables work?

Magar et al, Expert Op Drug Deliv,
2025

Nayan et al, Adv Drug Del Rev, 2023



How do long-acting injectables work?

Magar et al, Expert Op Drug Deliv,
2025

Nayan et al, Adv Drug Del Rev, 2023

Lenacapavir



Long-acting pharmacology in 5 minutes!
Toxicity
threshold (e.g.
TD50)

Therapeutic
concentration
(e.g. EC 90)



4-5 days (intracellular)

2-3 days (intracellular)

6-8 days (intracellular)

6-12 weeks

8-12 weeks



How does long-acting PrEP work?

• Pharmacologically
• By remaining active for long periods

• Logistically
• By preventing the need for ~daily adherence
• By removing the stigma of taking HIV

medicines
• By enhancing convenience

Jin & Ahmed et al., Lancet Glob Health, 2025



What LA PrEP options are there?

• The graveyard of PrEP promise in SA
• IM rilpivirine
• IM cabotegravir?
• Oral islatravir

• What is (mostly) available in SA and how do we use it
• Oral TDF/FTC
• SC lenacapavir

• What is (hopefully) coming down the pike
• (Even longer acting) SC lenacapavir
• Oral alimatravir
• …and more



Two-monthly IM rilpivirine

• Used as part of a long-acting treatment regimen in the United
States

• Never truly advanced down the PrEP pipeline very far
• Storage challenges

• Resistance challenges (NNRTI cross-resistance)

• Production and licensing challenges



Two-monthly IM cabotegravir

• HPTN 084 shows strong efficacy in reducing HIV infection
compared to oral TDF/FTC among young women in South
Africa

Delany-Moretlwe et al., Lancet, 2022



2022



Two-monthly IM cabotegravir



Two-monthly IM cabotegravir



Monthly oral (and implantable) Islatravir

• Translocation inhibitor

• Extremely promising PK profile
• Evidence of active levels in

lymphocytes 4-8 weeks after
final dosing in early-stage trials

• Phase III RCTs stopped due to
finding of reduced lymphocyte
counts in people taking
islatravir

• Drug was abandoned as a
PrEP agent (currently in use as
weekly and daily agent for
ART)

Plank et al, J Infect Dis, 2025



Where does that leave us



Show of hands: Have you prescribed oral
PrEP?



A quick refresher on using PrEP



In whom should I use PrEP?

• People at risk for HIV
• Adolescents and young adults

• People with more than one partner or a history of STIs

• HIV-negative members of sero-discordant partnerships

• People who use drugs

• Sex workers

• Migrants

• Men who have sex with men

• Pregnant and breastfeeding women

https://knowledgehub.health.gov.za/elibrary/updated-guidelines-provision-oral-pre-exposure-prophylaxis-prep-persons-substantial-risk



In whom should I use PrEP?

•In whom should you NOT
consider the use of PrEP?

https://knowledgehub.health.gov.za/elibrary/updated-guidelines-provision-oral-pre-exposure-prophylaxis-prep-persons-substantial-risk



Who is medically eligible for PrEP?

• Adolescents >35kg

• HIV uninfected ( PrEP is not treatment)
• Rapid antigen test negative

• No signs/symptoms of acute HIV infection (fatigue, fever, LAD, rash, sore
throat)

• No contraindications to the selected therapy (e.g., TDF/FTC, LEN)

https://knowledgehub.health.gov.za/elibrary/updated-guidelines-provision-oral-pre-exposure-prophylaxis-prep-persons-substantial-risk



Baseline evaluations before starting (oral)
PrEP
• HIV testing

• STI screening

• HBV sAg testing
• Not a contraindication, refer to

a physician

• Counseling on PrEP options

• Renal function (if >30 years
old, pregnant, and/or known
renal disease risk such as
HTN or DM)

• Start PrEP same day!

https://knowledgehub.health.gov.za/elibrary/updated-guidelines-provision-oral-pre-exposure-prophylaxis-prep-persons-substantial-risk



Maintenance of (oral) PrEP

• Return after 1 month

• Then prescribe 3-monthly  with HIV and STI testing at each visit
(and annual creatinine if high risk)

https://knowledgehub.health.gov.za/elibrary/updated-guidelines-provision-oral-pre-exposure-prophylaxis-prep-persons-substantial-risk



Show of hands: Have you prescribed LEN?



Lenacapavir for HIV Prevention

Di Perri et al, Inf Med, 2023
Dvory-Sobol et al, Curr Opin HIV/AIDS, 2021

• First-in-class capsid
inhibitor

• Highly potent, acts at
multiples stages of HIV life
cycle

• No pre-existing drug
resistance

• Extremely long half-life
• Oral (10-12 days)
• SC (8-12 weeks)



What’s the same  about LEN for PrEP?

• Eligibility: (mostly) the same!
• At risk or believes to be at risk for HIV

• Confirmed HIV-negative adolescents (>35kg) or older

• Screening and preparation: (mostly) the same!
• Rapid HIV testing (and confirmation of new acute HIV symptoms)

• STI screening

• HBV testing

• Pregnancy testing

• Counsel about all prevention options

• Two points to keep in mind
• Few data on LEN use in people over 50

• Creatinine monitoring is not required for LEN



What’s the same  about LEN for PrEP?

• Efficacy and safety in pregnancy!
• PURPOSE-1 (SA PrEP Study) pregnancies: 184 (LEN), 208 (F-TAF), 95 (F-

TDF)

Bekker et al, Lancet HIV, 2026
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What’s the same  about LEN for PrEP?

• Efficacy and safety in pregnancy!
• PURPOSE-1 (SA PrEP Study)

• HIV infections in newborns
• LEN: 0/184

• F-TAF: 4/208

• F-TDF: 1/95

Bekker et al, Lancet HIV, 2026



What’s different  about LEN for PrEP?

• Dosing and frequency of LEN

*If next dose received within two weeks of the 6-month window (<28 weeks), no oral dosing need for subsequent
doses



Dvory-Sobol et al, Curr Opin HIV/AIDS, 2021



https://www.prepwatch.org/wp-content/uploads/2025/12/South-Africa-Lenacapavir-Guidelines-Dec-2025-Signed.pdf



What’s different  about LEN for PrEP?

• Drug interactions (CYP3A4 metabolism)

• Rifampin
• Induces CYP3A4

• Co-administration reduces LEN levels

• Must start lenacapavir prior to starting rifampin
• If already on rifampin, guidelines suggest use of an alternate agent until rifampin

course is over

https://www.prepwatch.org/wp-content/uploads/2025/12/South-Africa-Lenacapavir-Guidelines-Dec-2025-Signed.pdf



Show of hands: Have you prescribed
rifampin in someone taking LEN?



What’s different
about LEN for
PrEP?

https://www.prepwatch.org/wp-content/uploads/2025/12/South-Africa-Lenacapavir-Guidelines-Dec-2025-Signed.pdf

Rifampin co-
administration



What’s different  about LEN for PrEP?

• Do not use if taking other CYP3A4 inducers:
• Carbamazepine (for epilepsy)

• Phenytoin (for epilepsy)

• Phenobarbital (for seizures)

• St. John’s Wort (herbal supplement)

• Select appropriate statin if indicated
• Atorvastatin, pravastatin, pivastatin do not interact with LEN

• Simvastatin and lovastatin: start with low dose and titrate



Is it here for good (stay tuned)?



What is coming down the pike?



12-monthly lenacapavir

Jogiraju et al, Lancet HIV, 2025

3 000 mg

927 mg



12-monthly lenacapavir



Once monthly oral alimatravir

• Next-generation translocation inhibitor (same family as
islatravir)

• Promising PK data at 12mg dose (11mg dose being used in
trials)

 Mayer et al, IAS, 2025

720 hours = 1 month



Once monthly oral alimatravir



Once monthly oral alimatravir



https://lapal.ch/hiv-dashboard



Can we foresee a future of HIV PrEP for
all who need it?



Can we foresee a future of HIV PrEP for
all who need it?

•We know how and where people want PrEP access
• Convenience
• Low-cost or free access (including transportation and time

away from work, school, family support)

• Stigma-reducing options (eg LA formulatins)
• Socially acceptable options (barber shops, pharmacies)

Deitrich et al, BMC Health Serv Res, 2021
Martin et al, AIDS & Behavior, 2025

Bassett et al, JAIDS, 2026



Nongena et al, Glob Health Sci & Pract, 2026



Montgomery et al, JAIDS, 2021
Castle et al, Under review

Men in SA express a
preference for longer-acting
PrEP modalities delivered in
convenient, male-friendly
locations (eg outside
shabeens)



Can we foresee a future of HIV PrEP for
all who need it?

•How and where are we providing PrEP in practice?

Insanity is doing the same thing over and over
again and expecting different results



Thank you for your attention!

Mark Siedner, MD MPH

mark.Siedner@ahri.org

mailto:Mark.Siedner@ahri.org



