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HIV PrEP Medications and Dosing Options
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Module 1: HIV PrEP Fundamentals
Lesson 3: HIV PrEP Medications and Dosing Options
 

You can always find the most up-to-date version of this document at
https://www.hivprep.uw.edu/go/hiv-prep-fundamentals/hiv-prep-medication-options/core-concept/all.

 

Background

There are four medications approved by the United States Food and Drug Administration (FDA) for HIV
preexposure prophylaxis (PrEP): oral tenofovir DF-emtricitabine (TDF-FTC), oral tenofovir alafenamide-
emtricitabine (TAF-FTC), long-acting injectable cabotegravir (CAB-LA), and lenacapavir subcutaneous
injections (LEN-SQ).[1,2] These medications have unique characteristics, and clinicians should be familiar with
appropriate indications and populations for use of these medications for HIV PrEP. Tenofovir disoproxil
fumarate (TDF), tenofovir alafenamide (TAF), and emtricitabine (FTC) are nucleoside reverse transcriptase
inhibitors (NRTIs). The NRTIs work by blocking the HIV enzyme reverse transcriptase, which plays a critical
role in converting HIV RNA into HIV DNA. Cabotegravir is an integrase strand transfer inhibitor (INSTI); this
medication inhibits the function of the HIV integrase enzyme, which normally functions to integrate newly
formed HIV DNA into human DNA. Lenacapavir is a capsid inhibitor that has multiple sites of action in the HIV
life cycle, including restriction of nuclear import of the HIV capsid core, inhibition of HIV capsid disassembly,
and alterations in capsid assembly.
[Activity] A. Medications: Mechanism of Action
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HIV PrEP Medications

Tenofovir DF-emtricitabine (TDF-FTC)

Indication: Tenofovir DF-emtricitabine (TDF-FTC) is indicated by the FDA for HIV PrEP to reduce the
risk of sexually acquired HIV in adults and adolescents (weighing at least 35 kg) who are at risk of
acquiring HIV. Individuals must have a negative HIV test prior to starting TDF-FTC for HIV PrEP.
Although TDF-FTC does not have an FDA indication to prevent HIV through injection drug use, it is
recommended by the Centers for Disease Control and Prevention (CDC) as HIV PrEP for people who
inject drugs (PWID).
Formulation: A single oral tablet of TDF-FTC is a two-drug fixed-dose combination that consists of
tenofovir DF (TDF) 300 mg and emtricitabine (FTC) 200 mg. In the United States, there are now
multiple generic versions of TDF-FTC, and these generic versions are at a dramatically reduced price
compared with the brand-name medication.[3,4]
Dosing: Tenofovir DF-emtricitabine is a two-drug, fixed-dose combination that contains 300 mg of
tenofovir DF and 200 mg of emtricitabine. For HIV PrEP, TDF-FTC is approved for 1 tablet daily dosing.
It is also used off-label as on-demand (2:1:1) non-daily dosing for men who have sex with men.
Food Requirements: Take with or without food.
Use in Persons with Renal Impairment: For use as HIV PrEP, TDF-FTC is not recommended in
persons who have an estimated creatinine clearance Figure 2) and answer the Check on Learning
questions below.

[Q] Lenacapavir Subcutaneous Injection Technique

[Q] Lenacapavir Oral Bridge
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Use of HIV PrEP Medications with Renal Insufficiency

Among the four medications recommended for HIV PrEP, only TDF-FTC is associated with a significant risk of
nephrotoxicity. The following table summarizes recommendations for the use of HIV PrEP medications in
persons with renal insufficiency (Table 1). These recommendations are based on the prescribing information
for TDF-FTC, TAF-FTC, CAB-LA, and LEN-SQ.

[Q] Use of TDF-FTC with Renal Insufficiency
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On-Demand (2-1-1) Oral HIV PrEP

On-demand HIV PrEP is the concept of taking oral HIV PrEP centered around specific sexual events.[1,16] The
term on-demand HIV PrEP is also commonly referred to as 2-1-1 or non-daily PrEP. Since CAB-LA is not
administered on a daily basis and is not taken on an on-demand basis, we recommend not using the older
term “non-daily” HIV PrEP when describing on-demand or 2-1-1 HIV PrEP. On-demand HIV PrEP with TDF-FTC
was shown to be highly effective for MSM in the French IPERGAY study.[16] Oral TDF-FTC is the only
medication that has been studied for use as on-demand HIV PrEP.

Recommendations for On-Demand HIV PrEP: On-demand HIV PrEP is only recommended with oral
TDF-FTC and only when used in MSM. Although TDF-FTC is not FDA-approved specifically for use as on-
demand HIV PrEP, several major guidelines recommend on-demand TDF-FTC as an HIV PrEP option for
MSM.[1,17] There are no other medications that are FDA-approved or recommended for use as on-
demand HIV PrEP.
Dosing Schedule with On-Demand HIV PrEP: The recommended TDF-FTC dosing schedule for on-
demand HIV PrEP (for a single episode of sex) consists of taking two tablets 2-24 hours before sex,
one tablet 24 hours after the initial 2-pill dosing, and one tablet 48 hours after the initial 2-pill dosing.
If sexual activity continues, one tablet daily of TDF-FTC should continue, ensuring that two doses
(taken 24 hours apart) have been taken after the last sexual encounter.

Exercise

Review the On-Demand HIV PrEP Guide below (Figure 3) and use this guide to answer the Check on
Learning questions below.

[Q] On-Demand Dosing

[Q] On-Demand Dosing for Multiple Sex Episodes

[Q] On Demand Dosing after Gap of 24 hours Since Last Dose
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Choice of PrEP Medication for Selected Groups

Choosing an appropriate HIV PrEP medication should take into account multiple factors, including type of
sexual activity the patient engages in, FDA approval for the indication you are considering prescribing, patient
preference for oral versus injectable, renal function, hepatitis B status, medication cost, financial and
insurance considerations, and clinic infrastructure for providing the HIV PrEP medications. The table below
summarizes major indications for each of the three FDA-approved HIV PrEP medications and how the CDC
recommends using these medications for HIV PrEP (Table 2).

Exercise for Choosing HIV PrEP Medications

Review the section and table above related to Choice of HIV PrEP Medications for Selected Groups and then
answer each of the 8 case scenarios in this interactive exercise. (Figure 5) NOTE: this exercise is in the
process of being updated to incorporate the option of using lenacapavir subcutaneous injection (LEN-SQ) for
HIV PrEP.
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HIV PrEP Tools for Clinicians: Medications

The National HIV PrEP Curriculum team has created HIV PrEP Tools for Clinicians based on the 2021 CDC
HIV PrEP Guidelines.[1] These tools includes a component on Medications for HIV PrEP that provides a step-
by-step determination to guide the appropriate choice of HIV PrEP medications. These tools also provides a
guide for the assessment for HIV PrEP indications and a guide to baseline and monitoring laboratory
evaluation. It is important to note that these tools are intended to help guide and educate clinicians, but all
final decisions regarding indications for HIV PrEP, medication choices, and laboratory monitoring should be
based on the clinician’s judgment (Figure 6). Access these tools by clicking TOOLS on the top navigation bar;
once on the Tools page you can use any of the tools directly on the website and by installing it on your mobile
device. NOTE: The HIV PrEP Tools for Clinicians is in the process of revision to include lenacapavir as an option
for HIV PrEP. 
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Summary Points

The FDA has approved four medications for HIV PrEP usage: oral TDF-FTC, oral TAF-FTC, CAB-LA, and
LEN-SQ. A negative HIV test is recommended prior to initiation of HIV PrEP, regardless of which
medication is used.
Oral TDF-FTC is indicated for HIV PrEP in adults and adolescents who weigh at least 35 kg (77 lb) to
prevent sexual acquisition of HIV infection. For persons with an estimated creatinine clearance less
than 60 mL/min, TDF-FTC is not recommended. Oral TDF-FTC is also recommended by the CDC to
prevent HIV acquisition for people who inject drugs.
Oral TAF-FTC is indicated for HIV PrEP in adults and adolescents who weigh at least 35 kg (77 lb) to
prevent sexual acquisition of HIV, excluding individuals at risk of acquiring HIV from receptive vaginal
sex. For persons with an estimated creatinine clearance less than 30 mL/min, TAF-FTC is not
recommended, unless the person is receiving chronic hemodialysis.
CAB-LA is indicated for HIV PrEP in adults and adolescents who weigh at least 35 kg (77 lb) to prevent
sexual acquisition of HIV. CAB-LA is administered as a single 600 mg (3 mL) injection 1 month apart
for 2 consecutive months and then every 2 months thereafter. An optional lead-in with oral
cabotegravir 30 mg once daily may be used for approximately 1 month to assess the tolerability of
cabotegravir. There are no renal restrictions, except that cabotegravir has not been studied in persons
with end-stage renal disease (CrCl less than 15 mL/min) who are not on hemodialysis.
LEN-SQ is indicated for HIV PrEP in adults and adolescents who weigh at least 35 kg (77 lb) to prevent
sexual acquisition of HIV. Use of lenacapavir for HIV PrEP requires a 2-day initiation phase dosing
followed by LEN-SQ administered as a 927 mg dose of lenacapavir (two 463.5 mg injections) every 6
months. There are no renal restrictions, except that lenacapavir has not been studied in persons with
end-stage renal disease (CrCl less than 15 mL/min) who are not on hemodialysis.
On-demand (2-1-1) HIV PrEP is only recommended with oral TDF-FTC and only when used for MSM.
Dosing for a single episode of sex is two tablets 2 to 24 hours before sex, one tablet 24 hours after the
first two tablets, and one tablet 48 hours after the initial two tablets. With ongoing sexual activity, TDF-
FTC one tablet daily (at 24-hour intervals) should continue until two doses have been given (24 hours
apart) after the last sexual encounter.
Factors to consider when choosing an appropriate HIV PrEP medication include the individual’s type of
sexual activity, medication preferences, renal function, hepatitis B status, medication cost, financial
and insurance considerations, and clinic infrastructure for providing injectable medications.
For MSM there are four recommended options for HIV PrEP: TDF-FTC, TAF-FTC, CAB-LA, and LEN-SQ.
For women there are three recommended HIV PrEP options for preventing HIV acquisition via vaginal
sex: TDF-FTC, CAB-LA, and LEN-SQ. For women who are pregnant, CAB-LA is not recommended due to
insufficient safety data.
For people who inject drugs, TDF-FTC and LEN-SQ are the recommended medications to use for HIV
PrEP.
The use of HIV PrEP medications in adolescents requires the adolescent to weigh at least 35 kg (77 lb).

Page 7/19

https://www.hivprep.uw.edu


Citations

1. Centers for Disease Control and Prevention: US Public Health Service: Preexposure prophylaxis for the
prevention of HIV infection in the United States—2021 Update: a clinical practice guideline. December
2021:1-108.
[CDC] - 

2. Patel RR, Hoover KW, Lale A, Cabrales J, Byrd KM, Kourtis AP. Clinical Recommendation for the Use of
Injectable Lenacapavir as HIV Preexposure Prophylaxis - United States, 2025. MMWR Morb Mortal Wkly
Rep. 2025;74:541-9.
[CDC] - 

3. Ard KL, Walensky RP. Payments for Preexposure Prophylaxis in the United States: Too Much for Too
Few. Ann Intern Med. 2020;173:844-5.
[PubMed Abstract] - 

4. Walensky RP, Horn T, McCann NC, Freedberg KA, Paltiel AD. Comparative Pricing of Branded Tenofovir
Alafenamide-Emtricitabine Relative to Generic Tenofovir Disoproxil Fumarate-Emtricitabine for HIV
Preexposure Prophylaxis: A Cost-Effectiveness Analysis. Ann Intern Med. 2020;172:583-590.
[PubMed Abstract] - 

5. Kearney BP, Yale K, Shah J, Zhong L, Flaherty JF. Pharmacokinetics and dosing recommendations of
tenofovir disoproxil fumarate in hepatic or renal impairment. Clin Pharmacokinet. 2006;45:1115-24.
[PubMed Abstract] - 

6. Mugwanya K, Baeten J, Celum C, et al. Low risk of proximal tubular dysfunction associated with
emtricitabine-tenofovir disoproxil fumarate preexposure prophylaxis in men and women. J Infect Dis.
2016;214:1050-7.
[PubMed Abstract] - 

7. Mugwanya KK, Wyatt C, Celum C, et al. Changes in glomerular kidney function among
HIV-1-uninfected men and women receiving emtricitabine-tenofovir disoproxil fumarate preexposure
prophylaxis: a randomized clinical trial. JAMA Intern Med. 2015;175:246-54.
[PubMed Abstract] - 

8. Mugwanya KK, Wyatt C, Celum C, et al. Reversibility of glomerular renal function decline in HIV-
uninfected men and women discontinuing emtricitabine-tenofovir disoproxil fumarate pre-exposure
prophylaxis. J Acquir Immune Defic Syndr. 2016;71:374-80.
[PubMed Abstract] - 

9. Glidden DV, Mulligan K, McMahan V, et al. Brief Report: Recovery of Bone Mineral Density After
Discontinuation of Tenofovir-Based HIV Pre-exposure Prophylaxis. J Acquir Immune Defic Syndr.
2017;76:177-182.
[PubMed Abstract] - 

10. Mirembe BG, Kelly CW, Mgodi N, et al. Bone Mineral Density Changes Among Young, Healthy African
Women Receiving Oral Tenofovir for HIV Preexposure Prophylaxis. J Acquir Immune Defic Syndr.
2016;71:287-94.
[PubMed Abstract] - 

11. Mulligan K, Glidden DV, Anderson PL, et al. Effects of Emtricitabine/Tenofovir on Bone Mineral Density
in HIV-Negative Persons in a Randomized, Double-Blind, Placebo-Controlled Trial. Clin Infect Dis.
2015;61:572-80.

Page 8/19

https://www.hivprep.uw.edu
https://stacks.cdc.gov/view/cdc/112360
http://www.ncbi.nlm.nih.gov/pubmed/40966169
http://www.ncbi.nlm.nih.gov/pubmed/32894691
http://www.ncbi.nlm.nih.gov/pubmed/32150602
http://www.ncbi.nlm.nih.gov/pubmed/17048975
http://www.ncbi.nlm.nih.gov/pubmed/27029778
http://www.ncbi.nlm.nih.gov/pubmed/25531343
http://www.ncbi.nlm.nih.gov/pubmed/26914909
http://www.ncbi.nlm.nih.gov/pubmed/28639995
http://www.ncbi.nlm.nih.gov/pubmed/26866954


[PubMed Abstract] - 

12. Kiweewa FM﻿, Ahmed K﻿, Nair G﻿, et al. Adherence to F/TAF in cisgender women prevents HIV with low
risk of resistance or diagnostic delay [CROI abstract 194]: in special issue: abstracts from the CROI
2025 Conference on Retroviruses and Opportunistic Infections. ﻿San Francisco, CA. 2025. Top Antivir
Med. 2025;33:52.
[Top Antivir Med] - 

13. Mayer KH, Molina JM, Thompson MA, et al. Emtricitabine and tenofovir alafenamide vs emtricitabine
and tenofovir disoproxil fumarate for HIV pre-exposure prophylaxis (DISCOVER): primary results from
a randomised, double-blind, multicentre, active-controlled, phase 3, non-inferiority trial. Lancet.
2020;396:239-54.
[PubMed Abstract] - 

14. Delany-Moretlwe S, Hughes JP, Bock P, et al. Cabotegravir for the prevention of HIV-1 in women:
results from HPTN 084, a phase 3, randomised clinical trial. Lancet. 2022;399:1779–89.
[PubMed Abstract] - 

15. Landovitz RJ, Li S, Eron JJ Jr, et al. Tail-phase safety, tolerability, and pharmacokinetics of long-acting
injectable cabotegravir in HIV-uninfected adults: a secondary analysis of the HPTN 077 trial. Lancet
HIV. 2020;7:e472-e481.
[PubMed Abstract] - 

16. Molina JM, Capitant C, Spire B, et al. On-demand preexposure prophylaxis in men at high risk for HIV-1
infection. N Engl J Med. 2015;373:2237-46.
[PubMed Abstract] - 

17. Gandhi RT, Bedimo R, Hoy JF, et al. Antiretroviral Drugs for Treatment and Prevention of HIV Infection
in Adults: 2022 Recommendations of the International Antiviral Society-USA Panel. JAMA.
2023;329:63-84.
[PubMed Abstract] - 

References

Antoni G, Tremblay C, Delaugerre C, et al. On-demand pre-exposure prophylaxis with tenofovir
disoproxil fumarate plus emtricitabine among men who have sex with men with less frequent sexual
intercourse: a post-hoc analysis of the ANRS IPERGAY trial. Lancet HIV. 2020;7:e113-e120.
[PubMed Abstract] - 

Bekker LG, Das M, Abdool Karim Q, et al. Twice-Yearly Lenacapavir or Daily F/TAF for HIV Prevention in
Cisgender Women. N Engl J Med. 2024;391:1179-92.
[PubMed Abstract] - 

Centers for Disease Control and Prevention: US Public Health Service: Preexposure prophylaxis for the
prevention of HIV infection in the United States—2021 Update: clinical providers’ supplement.
December 2021:1-53.
[CDC] - 

Jogiraju V, Weber E, Hindman J, et al. Pharmacokinetics of long-acting lenacapavir in participants with
hepatic or renal impairment. Antimicrob Agents Chemother. 2024;68:e0134423.
[PubMed Abstract] - 

Kelley CF, Acevedo-Quiñones M, Agwu AL, et al. Twice-Yearly Lenacapavir for HIV Prevention in Men

Page 9/19

https://www.hivprep.uw.edu
http://www.ncbi.nlm.nih.gov/pubmed/25908682
https://www.iasusa.org/tam/april-2025/
http://www.ncbi.nlm.nih.gov/pubmed/32711800
http://www.ncbi.nlm.nih.gov/pubmed/35378077
http://www.ncbi.nlm.nih.gov/pubmed/32497491
http://www.ncbi.nlm.nih.gov/pubmed/26624850
http://www.ncbi.nlm.nih.gov/pubmed/36454551
http://www.ncbi.nlm.nih.gov/pubmed/31784343
http://www.ncbi.nlm.nih.gov/pubmed/39046157
https://stacks.cdc.gov/view/cdc/112359
http://www.ncbi.nlm.nih.gov/pubmed/38456707


and Gender-Diverse Persons. N Engl J Med. 2025;392:1261-76.
[PubMed Abstract] - 

Landovitz RJ, Molina JM, Buchbinder SP. Preexposure Prophylaxis for HIV: Updated Recommendations
From the 2024 International Antiviral Society-USA Panel. JAMA. 2025 Jun 27. Online ahead of print.
[PubMed Abstract] - 

Marzolini C, Gibbons S, Seddon D, Khoo S. Drug-drug interactions potential with the HIV-1 capsid
inhibitor lenacapavir. Expert Opin Drug Metab Toxicol. 2025;21:161-72.
[PubMed Abstract] - 

Molina JM, Charreau I, Spire B, et al. Efficacy, safety, and effect on sexual behaviour of on-demand pre-
exposure prophylaxis for HIV in men who have sex with men: an observational cohort study. Lancet
HIV. 2017;4:e402-e410.
[PubMed Abstract] - 

Molina JM, Ghosn J, Assoumou L, et al. Daily and on-demand HIV pre-exposure prophylaxis with
emtricitabine and tenofovir disoproxil (ANRS PREVENIR): a prospective observational cohort study.
Lancet HIV. 2022;9:e554-e562.
[PubMed Abstract] - 

Ogbuagu OE, Avihingsanon A, Segal-Maurer S, et al. Efficacy, safety, and pharmacokinetics of
lenacapavir oral bridging when subcutaneous lenacapavir cannot be administered. AIDS.
2025;39:639-48.
[PubMed Abstract] - 

Singh R, Shelton M, Olson I, et al. Effect of Food Intake or Coadministration With an Acid-Reducing
Agent on Lenacapavir Pharmacokinetics Following Oral Administration. Clin Pharmacol Drug Dev.
2025;14:324-32.
[PubMed Abstract] - 

Page 10/19

https://www.hivprep.uw.edu
http://www.ncbi.nlm.nih.gov/pubmed/39602624
http://www.ncbi.nlm.nih.gov/pubmed/40576995
http://www.ncbi.nlm.nih.gov/pubmed/39411777
http://www.ncbi.nlm.nih.gov/pubmed/28747274
http://www.ncbi.nlm.nih.gov/pubmed/35772417
http://www.ncbi.nlm.nih.gov/pubmed/39912752
http://www.ncbi.nlm.nih.gov/pubmed/39844693


Figures

Figure 1 Long-Acting Injectable Cabotegravir for HIV PrEP: Guide
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Figure 2 Lenacapavir for HIV PrEP: Guide
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Figure 3 On-Demand (2-1-1) Dosing for HIV PrEP: Guide
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Figure 4 Long-Acting Injectable Cabotegravir (CAB-LA) Dosing Schedule

Illustraton: David H. Spach, MD
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Figure 5 Exercise for Choosing HIV PrEP
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Figure 6 HIV PrEP Tools for Clinicians: Medications
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Table 1.

Recommendations for HIV PrEP Medication Dosing in Persons with Renal Insufficiency

Estimated Creatinine Clearance HIV PrEP Medication
TDF-FTC TAF-FTC CAB-LA LEN-SQ

≥60 mL/min Normal Dosing Normal Dosing Normal Dosing Normal Dosing
30-59 mL/min Not recommended Normal Dosing Normal Dosing Normal Dosing
15-29 mL/min (not on hemodialysis) Not recommended Not recommended Normal Dosing Normal Dosing
<15 mL/min (not on hemodialysis) Not recommended Not recommended Unknown* Unknown*
<15 mL/min (on hemodialysis) Not recommended Normal Dosing† Normal Dosing‡ Normal Dosing§

Abbreviations: TDF-FTC = tenofovir disoproxil fumarate-emtricitabine; TAF-FTC = tenofovir alafenamide-emtricitabine; CAB-LA = long-acting injectable
cabotegravir; LEN-SQ = lenacapavir subcutaneous injection
*Effects on the pharmacokinetics are unknown in persons with end-stage renal disease who are not on hemodialysis
†On days of dialysis, administer the dose after completion of hemodialysis
‡Since cabotegravir is >99% protein bound, hemodialysis is not expected to alter the exposure of cabotegravir
§Since lenacapavir is >99% protein bound, hemodialysis is not expected to alter the exposure of lenacapavir
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Table 2.

HIV PrEP Medications and Use in Specific Groups and Situations

Group/Situation HIV PrEP Medication Options
TDF-FTC TAF-FTC CAB-LALEN-SQ

Men who have sex with men Recommended Recommended RecommendedRecommended
Women who have sex with men Recommended Not Recommended* RecommendedRecommended
Men who have sex with women Recommended Recommended RecommendedRecommended
People who inject drugs Recommended Not recommended† Not recommended†Recommended
On demand option‡ Possible option‡ Not recommended Not recommendedNot recommended
Adolescent boys (≥35 kg) Recommended Recommended RecommendedRecommended
Adolescent girls (≥35 kg) Recommended Not recommended* RecommendedRecommended
Abbreviations: TDF-FTC = tenofovir disoproxil fumarate-emtricitabine; TAF-FTC = tenofovir alafenamide-emtricitabine; CAB-LA = long-acting injectable cabotegravir; LEN-SQ = lenacapavir
subcutaneous injection
*At this time, the use of TAF-FTC is not FDA-approved or recommended by the CDC for the prevention of vaginal acquisition of HIV, but there are unpublished data that suggest an 89%
reduction in risk for HIV acquisition in women who had biomarker evidence of taking at least a mean of 2 doses of TAF-FTC per week.
†This HIV PrEP medication may be considered in people who inject drugs if there is an indication for use to prevent sexual acquisition of HIV.
‡The on-demand option applies only to men who have sex with men and only with use of TDF-FTC.
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