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1. Understand the role of PrEP in ending HIV
2. Explain PrEP medication effectiveness and safety
3. Understand Guideline -Based PrEP provision

Objectives
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I know about PrEP
 Not at all, a little bit, some what, a lot

I have experience with PrEP provision.
 Yes or No

“My biggest question or concern about PrEP is….
 ______________________”

POLL #1
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Ending the HIV Epidemic Strategies
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DHHS, accessed 2021
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Status Neutral
Strategies to stop HIV transmission
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Treatment 
as 

Prevention
U=U

Condoms
Pre-Exposure 
Prophylaxis
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STI 
Diagnosis & 
Treatment

Post-Exposure 
Prophylaxis
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Syringe 
Service 

Programs
(SSP)

6

Biomedical prevention strategies using 
antiretrovirals (ARVs)
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HIV Pre-Exposure Prophylaxis (PrEP)
• Chemoprophylaxis using antiretrovirals (ARV) taken before 

exposure to HIV

What is Pre-Exposure Prophylaxis? 7
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2012 2019 2020 -2021 2021 2024+

CAB

Oral
Tenofovir Disoproxil Fumarate + Emtricitabine (TDF/F)
Tenofovir Alafenamide + Emtricitabine (TAF/F)*

Injectable Cabotegravir (CAB)

*

*not approved for vaginal exposures

A
2023

A
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Identifying PrEP Candidates
8
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CDC, PrEP Guidelines 2021

No
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Identifying PrEP Candidates
9
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Be mindful of 
persons who inject 
other substances

CDC, PrEP Guidelines 2021
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Trial Population Intervention Outcome Interpretation

iPrex MSM & TGW TDF/FTC vs plac. 44% reduction, 92% if 
adherent

TDF/FTC 
effective

Partners 
PrEP

Serodifferent 
Heterosexual

TDF/FTC vs TDF 
vs plac.

75% reduction among all TDF/FTC 
effective

VOICE Cis-Women 5 arms (oral & 
vag TDF v plac)

Not effective, but 
poor adherence

Adherence 
matters most

Bangkok 
Study

PWID TDF vs Placebo 49% reduction, 
74% if adherent 

TFV effective 
in PWID also

DISCOVER MSM & TGW TDF/F v TAF/F 0.34/100PY vs 0.16/100PY TAF/F 
Noninferior

ANRS 
Ipergay

MSM & TGW On-Demand 
TDF/F v Placebo

86% Risk Reduction On-Demand 
effective also

*PURPOSE 1 Cis-Women LEN v TDF 
TAF v TDF

Background: 2.41
LEN 0, TAF 2.02 (39), TDF 
1.69

Adherence 
still matters

PrEP Efficacy – Tenofovir
10
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Grant et al, NEJM 2010; Baeten et al, NEJM 2012; Marrazzo et al, NEJM 2015; Choopanya et al. Lancet 2013; Mayer et al. Lancet 2020; Molina et al, NEJM 2015; 
Bekker et al., NEJM 2024
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Effectiveness relies on appropriate dosing.

Men = 4x/week  Women = 6-7x/week 

Drug Levels and Adherence
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Anderson et al, Sci Transl Med 2012
Grant et al, Lancet ID 2014
CDC PrEP Guidelines, 2021

11

7 days until protective in rectal 
tissues

Rectal TFV-dp levels at least 10x 
higher than cervicovaginal 
tissues

21 days until protective in 
cervicovaginal tissues or blood
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12
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7 Post-approval studies (2012-2020)
-Botswana
-India
-Kenya
-South Africa
-Uganda
-US
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• TDF/FTC
• statistically significant GFR 

decline, but clinically 
significant?

• TDF/FTC as PrEP only 
indicated for GFR >60ml/min

PrEP and Renal Safety
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Ascher et al. AIDS 2020
Tang et al. JAIDS 2018

13
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• TAF/F superior to TDF/F in 
bone/renal endpoints

SCHOOL OF MEDICINE

DISCOVER – TAF/F 

Mayer et al. Lancet 2020

14
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Sex at birth

TDF/FTC

TAF/FTC

Female

CKD 
Osteoporosis, 
or risk factors

Yes

Lipids?
Weight gain?
Preference?

TAF/FTCTDF/FTC

Male

No

This is a general guide and is subject to change

15Choosing 
PrEP TDF/FTC 
or TAF/FTC
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TAF/FTC (n=2694) TDF/FTC (n=2693)
Any SE 545 (20%) 630 (23%)
Diarrhea 135 (5%) 160 (6%)
Nausea 114 (4%) 123 (5%)
Headache 59 (2%) 57 (2%)
Fatigue 43 (2%) 72 (3%)
Abdominal Pain 26 (1%) 35 (1%)
Flatulence 22 (<1%) 32 (1%)
Abdominal discomfort 18 (<1%) 30 (1%)
Weight Change +1.1kg -0.1kg
Fractures 53 (2%) 53 (2%)
Non-traumatic* 1 (<0.1%) 2 (<0.1%)

Tenofovir Adverse Effects
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Mayer et al. Lancet 2020
GI Effects rapidly declined over 2-4 weeks after starting PrEP

16
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• FDA approved cabotegravir for PrEP in December 2021
• Approved for all persons regardless of sex assigned at birth
• Adults and Adolescents >35kg
• HPTN 083 – MSM/TGW
• HPTN 084 – CGW 

Long-Acting Cabotegravir 17
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PO 
Placebo

IM 
Active

PO 
Active

IM
Placebo

CAB 
Placebo
TDF/F 
Active

PO CAB
TDF/F 

Placebo

Open-Label Extension
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• 52 Infections
• 13 in CAB (0.41/100PY)
• 39 in TDF (1.22/100PY)

• 46 additional HIV  
infections in extension

• 42 after unblinding (11 
CAB/31 TDF/F)

SCHOOL OF MEDICINE

HPTN 083 - Cabotegravir LA

Landovitz et al. NEJM 2021
Landovitz et al. CROI 2022

18

HR 0.33 – 0.34: 
66% Risk Reduction

• 4566 Total Participants
• 68% < 30years
• 12% TGW
• 1698 US participants

• Median age 27
• 50% Black/AA 
• 7% TGW
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• >3,000 cisgender women, Median Age: 25y
• 38 total infections: 

• 4 CAB (0.2 incidence rate)
• 1 baseline, 3 incident HIV

• 34 TDF/FTC (1.79 incidence rate)

• HR 0.11 (95% CI 0.04-0.32)
• 62% detectable drug in TDF/FTC 

HPTN 084 – Cabotegravir LA

SCHOOL OF MEDICINE

19

Delany-Moretlwe S, et al. Lancet 2022

HR 0.11
89% Risk Reduction
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Cabotegravir – Injection Site Reactions
20
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Landovitz et al. NEJM 2021

HPTN 084
Cabotegravir  TDF/F

HPTN 083

Delany-Moretlwe S, et al. Lancet 2022

HPTN 083 Injection Site Reactions 
• Most common in first 3 injections
• Pain (61%), tenderness (24%)
• Begin 1 d and resolve by 3d
• Improve over time
• Only 2.4% d/c due to ISR
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PURPOSE 1 21
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PURPOSE 1 22

SCHOOL OF MEDICINE
Bekker et al., NEJM 2024



Oral and injectable PrEP are all highly effective, and all 
are considered safe.

“My biggest question or concern about PrEP (so far) 
is….______________________”

Reflection and Poll
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Updated CDC Guidelines 24
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https://www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2021.pdf 

https://www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2021.pdf
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• Choice
• Addition of cabotegravir
• Clarification of TDF/F v TAF/F
• Inform all sexual active adults and adolescents of PrEP

• Timing
• Same-day starts
• Event-driven dosing

Notable Changes in 2021 Guidelines 25
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• Important factors regardless of PrEP agent:
• HIV testing – must be confirmed HIV negative
• STI testing
• Adherence counseling
• Sexual risk and behavioral counseling

Providing PrEP 26
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• If no recent 
PrEP use

HIV Testing for PrEP – Initial 27

SCHOOL OF MEDICINE

CDC PrEP Guidelines, 2021
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• Delayed 
seroconversion 
or detection of 
HIV  infection 
due to presence 
of PrEP agent.

• ~98d from time 
of infection to 
detection in 
CAB

• ~32d among 
TDF/F

HIV Testing for PrEP – Follow-up 28
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CDC PrEP Guidelines, 2021
Marzinke et al. JID 2021



© UAB. All Rights Reserved.

Daily Oral PrEP – Labs/Visits 29
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• Adherence and sexual health assessment and counseling

• Prescription for 90 days TDF/FTC or TAF/FTC

• Follow-up appointment in 3 months

Daily Oral PrEP – Tenofovir Prescribing 30
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CDC PrEP Guidelines, 2021
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CAB PrEP 31
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CDC PrEP Guidelines, 2021
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32
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Landovitz et al., NEJ M 2024
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CAB-LA – Other Considerations 33
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• Cost
• Copay and medication assistance through ViiV 

(www.viivconnect.com) 
• Cost effectiveness (compared to TDF/F or TAF/F)
• Clinic acquisition

• Implementation
• More frequent visits (every two months)
• Viral load testing

• Equity
• Disparities in uptake and persistence

Neilan et al. Ann Int Med 2022
Sharfstein et al. JAMA 2022

http://www.viivconnect.com/
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• “2-1-1 Dosing” is very effective but it is not currently 
approved by FDA but is included in CDC recommendations

• IAS-USA gives alternative recommendation for this 
modality compared to daily but only in MSM/TGW

Event-Driven (On-Demand) PrEP

SCHOOL OF MEDICINE

CDC PrEP Guidelines 2021
Saag et al. JAMA 2018
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• Persons who are AFAB (due to insufficient evidence and 
concern of drug levels in cervicovaginal tissues)

• MSM who cannot adhere to this regimen

• When using TAF/F due to lack of data

• Chronic HBV Infection

• Other considerations to discuss with patient
• What do they think about spontaneity? 
• Can they plan their encounters at least 2 hours in advance?

When to avoid Event -Driven PrEP 35
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• HIV can be effectively prevented

• USPSTF gives PrEP a GRADE A Recommendation

• PrEP is safe and highly effective

• Adherence is key for oral PrEP and ART. 

• New agents will help make this easier but new agents 
require renewed attention to implementation and equity!

Conclusion



CDC Guidelines help us provide PrEP effectively and 
safely.

I feel more confident in my understanding of PrEP.
 No way, kinda, definitely.

“I am still concerned about ______________________”

Final Reflection and Poll
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Thank you!
rgravett@uabmc.edu
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