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Disclosures

As of October 2025, the following medications are approved by the U.S. Food 

and Drug Administration (FDA) for use as HIV pre-exposure prophylaxis 

(though may not be approved for all populations): 

2012: FTC/TDF (Truvada)

2019: FTC/TAF (Descovy)

2021: Long Acting Cabotegravir (CAB-LA, Apretude) 

2025: Lenacapavir (as Yeztugo)

This talk may include discussion of non-FDA approved strategies for HIV 

prevention.

I have no conflicts of interest or relationships to disclose.



Disclaimer

Funding for this presentation was made possible by 5 TR7HA53202‐02‐00 

from the Human Resources and Services Administration HIV/AIDS 

Bureau. The views expressed do not necessarily reflect the official policies 

of the Department of Health and Human Services nor does mention of 

trade names, commercial practices, or organizations imply endorsement 

by the U.S. Government. Any trade/brand names for products mentioned 

during this presentation are for training and identification purposes only.



CDC Clinical Recommendations

https://www.cdc.gov/mmwr/volumes/74/wr/pdfs/mm7435a1-H.pdf



Lenacapavir updates

• June 18, 2025: FDA approved
- https://www.gilead.com/-/media/files/pdfs/medicines/hiv/yeztugo/yeztugo_pi.pdf 

• July 9: Global Fund secures agreement to obtain LEN for 2 million people at cost.
- https://www.theglobalfund.org/en/news/2025/2025-07-09-global-fund-secures-access-breakthrough-hiv-prevention-drug-lenacapavir/

• July 14: WHO recommends LEN along with point-of-care HIV testing.
- https://www.who.int/publications/i/item/9789240111608

• September 18: CDC issues clinical recommendations for use of LEN as PrEP
- https://www.cdc.gov/mmwr/volumes/74/wr/pdfs/mm7435a1-H.pdf
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Clinical Recommendation for Use of Lenacapavir for HIV Prevention

https://www.cdc.gov/mmwr/volumes/74/wr/pdfs/mm7435a1-H.pdf

"Lenacapavir, administered as subcutaneous injections 

every 6 months, is recommended as an HIV PrEP 

option in persons weighing ≥77 lbs (≥35 kg) who would 

benefit from PrEP. This is a strong recommendation, 

based on high certainty of evidence."



Clinical Recommendation for Use of Lenacapavir for HIV Prevention

https://www.cdc.gov/mmwr/volumes/74/wr/pdfs/mm7435a1-H.pdf

Assessing LEN eligibility

1. Assess HIV acquisition risk.

2. Rule out acute HIV infection.

3. Identify any significant drug interactions or 

contraindications.



Clinical Recommendation for Use of Lenacapavir for HIV Prevention

https://www.cdc.gov/mmwr/volumes/74/wr/pdfs/mm7435a1-H.pdf

Consider PrEP in persons at risk for HIV

-People with STIs

-Men who have sex with men

-People w HIV+ sex partners without VL suppression

-People who engage in transactional sex

-People who are incarcerated

-People who share needles



Assessing risk of sexual HIV acquisition (2021 CDC guidelines)

https://stacks.cdc.gov/view/cdc/112360



Clinical Recommendation for Use of Lenacapavir for HIV Prevention

https://www.cdc.gov/mmwr/volumes/74/wr/pdfs/mm7435a1-H.pdf

Rule out HIV infection before initiating.

-Same day POC testing ok, but do not use oral fluid.

-All: laboratory-based Ag/Ab test (w/i 7 days before).

PLUS

-HIV RNA test obtained on day of initiation OR

- Follow-up laboratory-based Ag/Ab test in 4 weeks.

Limited data suggest protection after 2nd oral dose.

Follow up testing every 6 months.



Clinical Recommendation for Use of Lenacapavir for HIV Prevention

https://www.cdc.gov/mmwr/volumes/74/wr/pdfs/mm7435a1-H.pdf

Rule out HIV infection (switching)

- Laboratory-based Ag/Ab test

-Confirm HBV status



Ruling out HIV infection with Lenacapavir (Package Insert)

https://www.gilead.com/-/media/files/pdfs/medicines/hiv/yeztugo/yeztugo_pi.pdf

Initiation requires Ag/Ab testing + RNA

Follow-up testing requires a test approved for diagnosis of 

acute or primary HIV infection.



Lenacapavir drug interactions

https://stacks.cdc.gov/view/cdc/232180#tabs-3



Lenacapavir drug interactions

https://www.gilead.com/-/media/files/pdfs/medicines/hiv/yeztugo/yeztugo_pi.pdf

• Strong CYP3A inducers should not be started for 2 days after 

LEN initiation.

– supplemental full dose injection + 2 oral doses, Q6 months.

• Moderate CYP3A inducers may be started anytime.

– half dose injection on day inducer started, Q6 months.

• No dosing recs for people already on inducers.



Other dose adjustments

https://www.gilead.com/-/media/files/pdfs/medicines/hiv/yeztugo/yeztugo_pi.pdf

• No dose adjustment in renal impairment as low as 15mL/min.

• No dose adjustment with mild-mod (Child-Pugh Class A or B) 

hepatic impairment.

• Caution should be exercised in use of LEN in elderly (>65 yo) 

individuals due to greater frequency of concomitant illnesses or 

medications.



Clinical Recommendation for Use of Lenacapavir for HIV Prevention

https://www.cdc.gov/mmwr/volumes/74/wr/pdfs/mm7435a1-H.pdf

Minimizing injection site reactions

-Use 90° angle (no less than 45°) to avoid interdermal 

injections.

- Ice packs, topical/oral analgesics may decrease 

reactions.



Clinical Recommendation for Use of Lenacapavir for HIV Prevention

https://www.cdc.gov/mmwr/volumes/74/wr/pdfs/mm7435a1-H.pdf

Missed doses

-Window is +/- 2 weeks.

- If missed, prescribe one 300mg oral dose Qwk for up 

to 6 months.

-Resume maintenance injection within 7 days of oral.



Acknowledgment

This Mountain West AIDS Education and Training (MWAETC) program 

is supported by the Health Resources and Services Administration 

(HRSA) of the U.S. Department of Health and Human Services (HHS) 

as part of award  5 TR7HA53202‐02‐00 totaling $2,820,772 with 0% 

financed with non-governmental sources. 

The content in this presentation are those of the author(s) and do not 

necessarily represent the official views of, nor an endorsement by, 

HRSA, HHS, or the U.S. Government. 


	Slide 1: PrEP for HIV Prevention Lenacapavir
	Slide 2: As of October 2025, the following medications are approved by the U.S. Food and Drug Administration (FDA) for use as HIV pre-exposure prophylaxis (though may not be approved for all populations):   2012: FTC/TDF (Truvada)  2019: FTC/TAF (Descovy)
	Slide 3
	Slide 4: CDC Clinical Recommendations
	Slide 5: Lenacapavir updates
	Slide 6: Clinical Recommendation for Use of Lenacapavir for HIV Prevention
	Slide 7: Clinical Recommendation for Use of Lenacapavir for HIV Prevention
	Slide 8: Clinical Recommendation for Use of Lenacapavir for HIV Prevention
	Slide 9: Assessing risk of sexual HIV acquisition (2021 CDC guidelines)
	Slide 10: Clinical Recommendation for Use of Lenacapavir for HIV Prevention
	Slide 11: Clinical Recommendation for Use of Lenacapavir for HIV Prevention
	Slide 12: Ruling out HIV infection with Lenacapavir (Package Insert)
	Slide 13: Lenacapavir drug interactions
	Slide 14: Lenacapavir drug interactions
	Slide 15: Other dose adjustments
	Slide 16: Clinical Recommendation for Use of Lenacapavir for HIV Prevention
	Slide 17: Clinical Recommendation for Use of Lenacapavir for HIV Prevention
	Slide 18

