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What is PrEP?

• PrEP is biomedical HIV prevention: using medications to prevent HIV 
transmission

• There are now 3 FDA-approved medications for HIV prevention: 2 fixed-
dose combination pills and one intramuscular injection

1. Tenofovir disoproxil fumarate/emtricitabine 300/200mg (TDF/FTC)

• Truvada®

• Generic TDF/FTC

2. Tenofovir alafenamide fumarate/emtricitabine 25/200mg (TAF/FTC)

• Descovy®

3. Cabotegravir – long acting (CAB-LA) 

• Apretude®



PrEP Effectiveness

• PrEP is now estimated to be 99% effective in preventing sexual 
transmission of HIV 
• With optimal or consistent use (taken at least 4 times per week)

• Effectiveness estimate remains 74-84% for prevention of transmission from injection drug use

• U.S. Preventive Task Force “A” grade for PrEP 

“The USPSTF recommends that clinicians offer preexposure prophylaxis (PrEP) with effective 
antiretroviral therapy to persons who are at high risk of HIV acquisition.”

https://www.cdc.gov/hiv/risk/estimates/preventionstrategies.html; US Preventive Task Force, JAMA. 2019;321(22):2203-2213.



CDC 2021 PrEP Guideline Updates

• PrEP indications

• HIV testing and safety monitoring

• PrEP medications

• PrEP prescribing options

www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2021.pdf



PrEP Indications

2021 update:  all sexually active adults and adolescents                              
should be informed about PrEP

Clinicians should continue to assess for:

• Substantial risk of HIV acquisition

• Documented negative HIV test within one week before prescribing 
PrEP 

• No signs or symptoms of acute HIV infection 

• No contraindicated medications

• Estimated creatinine clearance ≥30 ml/min for oral PrEP medications

www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2021.pdf



PrEP Indications

Identifying people at “substantial risk of acquiring 
HIV infection,” 2017 guidance

www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2021.pdf



PrEP Indications

Identifying people at “substantial risk of acquiring HIV infection,”     
2021 update

“Patients who request PrEP should be offered it, even when no specific 
risk behaviors are elicited.”

www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2021.pdf



PrEP Indications

Identifying people at “substantial risk of acquiring HIV infection,”     
2021 update

“Because most PWID are also sexually active, they should be assessed 
for sexual risk.”

www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2021.pdf



PrEP Medications

Oral medications

Injectable medication

www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2021.pdf



HIV Testing and Safety Monitoring

• HIV testing at PrEP initiation should include HIV RNA assay (viral load) for 
specific situations:
• People with acute HIV symptoms
• People with a possible HIV exposure in past 4 weeks
• Initiation and follow up for cabotegravir-LA
• Restarting PrEP - taking oral PrEP in past 3 months or  cabotegravir-LA in past 12 

months

• Follow up interval for kidney function testing lengthened from 3 months to 
annually for individuals taking oral tenofovir-containing medication
• 6 months for >50 years old or baseline kidney disease 

• Annual cholesterol testing for people on TAF/FTC

www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2021.pdf



PrEP Prescribing Options

• Nondaily PrEP (aka on-demand or 2-1-1 PrEP)
• Can only be used for MSM with TDF/FTC medication
• May be considered for people who have sex less frequently, or can anticipate or delay sex at 

least 2 hours prior
• Importance of counseling

• Same-day PrEP starts
• HIV testing with laboratory-based HIV Ag/AB or HIV RNA test is preferred, POC fingerstick 

Ag/Ab acceptable
• Oral fluid testing should NOT be used

• PrEP via telehealth
• Obtain HIV testing from a laboratory or home specimen collection kit
• Prescribe 90-day fills to facilitate adherence

www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2021.pdf



PrEP medications

•Comparing oral TAF/FTC and TDF/FTC

•On-demand PrEP

• Long-acting injectable PrEP: CAB-LA

•PrEP medications and hormone therapy



TAF/FTC (Descovy) vs. TDF/FTC (Truvada) for PrEP
DISCOVER trial

Double-blind randomized trial with active 
control group 

• Enrolled 5,387 HIV-negative MSM and transgender 
women (TGW) engaging in condomless anal sex
• Mean age was 36, 9% Black, 1% TGW

• Participants randomized to TAF/FTC (Descovy) + 
placebo or TDF/FTC (Truvada) + placebo

• TAF/FTC demonstrated to be non-inferior to 
TDF/FTC in preventing sexual transmission of HIV

FDA approval of TAF/FTC in October 2019 for sexual 
transmission of HIV

 Including people with chronic kidney disease with 
creatinine clearance >30 mL/min

 Excluding for receptive vaginal sex
Hare C, et al. ABSTRACT 104, CROI 2019.



TDF/FTC (Truvada) vs. TAF/FTC (Descovy)



On-demand (211) PrEP
IPERGAY 

Randomized control trial (RCT) of 
event-driven PrEP with TDF/FTC vs. 
placebo, 2012-2014 

• Enrolled 400 MSM in France and 
Montreal

• 14 new HIV infections in control 
arm (incidence (6.6/100 person 
years) vs. 2 infections in 
treatment arm (0.91/100 person 
years) over median 9 months

Placebo arm stopped early by 
DMB in 2014 

• 86% relative risk (RR) reduction 
(p=0.002); open label extension 
showed  97% RR reduction

Molina et al. NEJM; 2015.



On-demand (211) PrEP

• TDF/FTC for on-demand PrEP is 
not currently FDA-approved in 
the U.S., but is approved for use 
in Europe,  Australia and Canada

• CDC 2021 and International 
Antiviral Society (IAS-USA) 2018 
guidelines recommend on-
demand PrEP as an alternative to 
daily PrEP for MSM who have 
infrequent sexual exposures

• Demonstration studies in France 
(Prevenir) and Amsterdam 
(AmPrEP) show comparable HIV 
incidence rates in cohorts using 
on-demand PrEP or daily PrEP

• Programs around the U.S. are 
offering on-demand PrEP to 
expand options for patients



Long-acting injectable 
cabotegravir (CAB-LA) has 
recently been 
demonstrated to be safe 
and effective in preventing 
sexual transmission of HIV  





Delany-Moretlwe S et al. HIV4P 2021, LB1479; 
Landovitz RJ et al. AIDS 2020, #OAXLB01

Women in the CAB 
group had an 89% 
lower risk of HIV 
infection, compared to 
the TDF/FTC group

Participants in the 
CAB group had a 66% 
reduction in HIV 
infections, compared 
to the TDF/FTC group



Cabotegravir-LA vs. TDF/FTC + TAF/FTC

CAB-LA             
(Apretude)

Effectiveness 

MSM, trans women, heterosexuals: 
>99% effective

PWID – not studied

Safety

Kidney function not affected, does not 
need to be monitored

Injection site reactions common, 
usually mild, first 2-3 visits

Cost: 

~$3,700 per dose (every 8 weeks)



Cabotegravir-LA PrEP

• CAB-LA injections every 8 weeks 
superior to oral TDF/FTC in 
preventing HIV infection in two 
large RCT studies

• Difference appears to be driven 
by higher adherence to CAB-LA

• Demonstration projects 
evaluating implementation 
models for different 
populations are ongoing

https://www.hptn.org/research/studies/hptn084



PrEP & Gender Affirming Hormones

ImPrEPT sub-study 
• Large cohort study of PrEP adherence, with sub-study evaluating bi-directional 

effects of PrEP and gender affirming hormone therapy
• 172 participants enrolled in the sub-study, 49 TGW and 39 TGM completed the 

study
• Tenofovir levels and serum sex hormones measured at baseline and week 12
• Desired hormone effects and satisfaction measured at baselines and week 24

• Individuals taking and not taking hormone therapy had similar tenofovir 
levels at baseline and week 12

• Serum estradiol levels not affected by TDF/FTC; serum testosterone levels 
slightly lower in those taking TDF/FTC,  but not clinically significant

• No change in the perceived effects of hormone therapy among those 
taking TDF/FTC for PrEP

Blumenthal J, et al. CROI 2022, Abstract #84



PrEP Implementation

• PrEP disparities & lessons from contraception

• CAB-LA implementation

• PrEP persistence

• Truvada lawsuits and misinformation



PrEP Disparities

CDC HIV Surveillance Data Tables, 2021



Lessons from Contraception

Relationship Between MCPR for 113 Surveyed 
Countries and Number of Available Methods, 
According to the 50% Accessibility Rule, 2009. 

Abbreviation:  MCPR, modern 
contraceptive prevalence rate.

Ross J et al, Glob Health Sci Pract 2013;1:203-212

• More options associated 
with greater use

• Different populations may 
have different preferences 
for prevention technologies

• Each additional option 
associated with 4-8% 
increase in uptake



HPTN 083 Cabotegravir-LA vs. TDF/FTC      
Subgroup Analysis

Landovitz R et al, NEJM 2021.



Lessons from Contraception

Adapted from Seidman D, Symposia CROI 2022;  
Dehlendorf, Contraception 2018; Sewell et al,  Curr HIV/AIDS 2021.



Cabotegravir-LA Implementation

• Clinical
• Visits every 2 months
• Requirement for HIV RNA testing
• “Long tail” and risk of developing resistance                  

if HIV exposure occurs after stopping

• Program
• Storage, space and staff for injections
• Unique counseling and navigation needs

• Cost
• CAB-LA >$25K/year
• Insurance coverage will likely vary

CDC PrEP Guidelines 2021; Nielan et al, Ann Int Med 2022.



PrEP Persistence

• High rates of retention seen in early 
demonstration projects have not 
been borne out in routine clinical care

• 37-62% discontinuation rates 
within 6 months reported

• Higher rates of discontinuation 
among adolescents and African-
American patients, concerning for 
exacerbating disparities

Pre-exposure Prophylaxis Uptake and 
Discontinuation Among Young Black Men 

Who Have Sex With Men in Atlanta, Georgia

Serota DP, et al. Clinical Infectious Diseases, 71(3): 574-82; August 2020.



Adolescents and PrEP Persistence

Havens P et al, Clinical Infectious Diseases, Volume 70, Issue 4, 15 February 2020, Pages 687–691

• ATN 110 (MSM ages 18-22) 

• ATN 113 (MSM ages15-17)

Open label demonstration     
studies

PrEP was well tolerated, 
acceptable, minimal AE

• Drop off in adherence                                       
over time and with              
longer visit intervals 

Tenofovir Levels By Race/Ethnicity in ATN 113



Strategies to Support PrEP Persistence

What
• Same-day or rapid PrEP starts

• Injectable long-acting medication

• Offering on-demand PrEP

How
• Navigation and panel management

• Mobile health engagement

• Structured adherence counseling

• Drug monitoring and feedback

Where
• Telehealth 

• Express-lane style visits

• Pharmacy-based PrEP



Tele-PrEP Programs

Virtual PrEP Program for 

Adolescents and Young Adults



Pharmacy Based PrEP



Truvada Lawsuits

• 2020 personal-injury lawsuits 
against Gilead have have 
continued to receive attention on 
social media 

• Concerns that this has led to 
increased medical mistrust around 
PrEP

• No new adverse effects (AE) of 
TDF/FTC (Truvada) reported – but 
heightened awareness/concern 
around known AE, and some 
inaccurate rumors

https://www.thebody.com/article/those-truvada-lawsuit-ads-you-see-everywhere-may-hinder-public-health



PrEP and Kidney Function

• Kidney toxicity is rare (<1%) among people who use TDF/FTC for PrEP
• Higher risk with age >50 or pre-disposing conditions like diabetes, 

hypertension, with recommendation for more frequent monitoring

• People with kidney disease that is not severe (CrCl >30 ml/min) are 
still eligible to use TAF/FTC

• People with kidney disease also have the option to use CAB-LA

www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2021.pdf



PrEP and Bone Health

• There is no evidence that TDF/FTC increases fracture risk

• CDC does not recommend routine monitoring of bone mineral density
Individuals with a history of osteoporosis or fragility fractures may consult 
with a specialist to determine the most appropriate PrEP medication and 
monitoring

www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2021.pdf



PrEP Resources

• Clinical guidance

• Navigation resources

• Paying for PrEP



PrEP Resources: Clinical Guidance

nccc.ucsf.edu

National PrEP Line: free clinician consultations



Search for 

PrEP providers in 

your area. 

In collaboration with 

NPIN/PrEPLocator.

HIV-prevention and 

payment assistance 

resources in English 

and Spanish. 

For patients and 

providers.

PrEP Resources: Navigation



Comprehensive manual to support frontline staff engaged in navigation services for 

PrEP access and adherence.

A living document. Frequently updated with changes in healthcare landscape.

pleaseprepme.org/PrEPNavigatorManual

Frontline Provider Training 

A free, self-directed, online training based on current data and 

clinical best practices designed to support and empower frontline 

staff in providing inclusive, affirming PrEP services.

pleaseprepme.org/PrEPNavTraining

Frontline Provider Manual 

http://pleaseprepme.org/PrEPNavigatorManual
http://pleaseprepme.org/PrEPNavTraining


Paying for PrEP

• Patient medication costs
• Insurance – patients should not have copays for oral PrEP 

with USPSTF Grade A recommendation
• Uninsured – federal Ready, Set, PrEP program; manufacturer 

assistance programs
• Generic PrEP is now available

• Patient visit and associated costs
• Insurance – should not have copays with USPSTF Grade A

• PrEP program costs
• Billing insurance
• 340-B programs



Generic PrEP is here

• Generic TDF/FTC available since 2020

• Prices now down to $30 per month supply

Adapted from E. Corbin-Gutierrez, NASTAD.



Paying for PrEP

Check out our Financing PrEP
webinar recording.

getSFcba.org/resources/financing-hiv-
prep-webinar



What’s in the pipeline for PrEP?

• Subdermal implants

• Vaginal rings, gels, inserts, 
films

• Rectal gels, inserts, 
enemas

• More options for 
injectable and oral 
medications – including 
long-acting pills

• Multipurpose prevention 
technologies (MPTs): 
contraceptive + PrEP

https://www.avac.org/infographic/future-arv-based-prevention



Questions?


