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Learning Objectives

Upon completion of this presentation, 

learners should be able to:

ÅAnalyze the results of recent studies of oral 
and topical chemoprophylaxis

ÅUtilize PrEP appropriately as part of a 
comprehensive HIV prevention package

ÅMonitor patients who are prescribed PrEP



Off-Label Disclosure

The following off-label/investigational 

uses will be discussed in this 

presentation:

ÅUse of antiretrovirals for prevention, 

including tenofovir, emtricitabine, 

lamivudine, maraviroc and raltegravir
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PrEP Overview

ÅART for prevention:  rationale

ÅResults of  recent trials

ÅLessons learned

ÅWhat do we still need to know?
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HIV Prevention: Current Targets
(Mayer and Venkatesh, AJPH, 2010)

Condom and HIV testing promotion

Individual interventions

Couples interventions

Community-based interventions

Structural interventions

Barrier protection

Blood screening

IDU harm reduction

Antiretroviral therapy

(PMTCT, treat

infected partners)

STI treatment

Alter Behavior

Barrier protection

Infection control

Circumcision

PEP, PrEP

Topical microbicides

Vaccines

STI treatment

Decrease Host

Susceptibility

Decrease Source

of Infection
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Per-Act Risk for HIV Acquisition                    

Exposure Route Risk per 10,000 exposures 

Blood transfusion 9,000

Needle-sharing injection drug use 67

Receptive anal intercourse 50

Percutaneous needle stick 30

Receptive penile-vaginal intercourse 10

Insertive anal intercourse 6.5

Insertive penile-vaginal intercourse 10

Receptive oral intercourse 1

Insertive oral intercourse 0.5
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Why Antiretroviral Agents

for HIV Prevention?
ÅAnimal data

- Multiple drugs have decreased HIV transmission as 

PEP or PrEP

ÅHuman data

- PMTCT

- Occupational PEP after percutaneous exposures

- Non-occupational PEP experience (no RCT)

ÅTolerability of newer antiretroviral agents

ÅIncreased affordability

ÅChallenges with other approaches (eg, vaccine)
Connor EM, et al. N Engl J Med. 1994;331:1173-1180.

Cardo DM, et al. N Engl J Med. 1997;337:1485-1490.

Grant RM, et al. Clin Infect Dis. 2010;50(suppl 3):S96-S101.

Venkatesh KK, et al. Future Virol. 2010;5:405-415.
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Not all ART may be equal for Prevention:

Ratio of Genital:Blood Plasma Levels

Nicol MR, et al. Clin Pharmacol Ther. 2010;88:598-609.
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Ratio of 1.0: genital tract AUC=blood plasma AUC.

Genital tract exposure within 2 and 1 hour of dosing for women and men, respectively.
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PEP: Guidelines
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PEP vs. PrEP

ÅPEP has been associated with decreased 

subsequent risk when coupled with counseling, 

but not as a stand alone (Martin, Roland)

ÅMSM in Brazilian study who took AZT/3TC  PEP 

were less likely to become HIV-infected 
(Schechter)

ÅBut, most of those infected assumed their 

partner was not HIV-infected

ÅSo, ñteachable momentò makes the case for PEP

ÅInability to assess risk in real time, esp. for those 

who are frequently risky make the case for PrEP
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PEP: Fenway Experience

Fenway Health 1997-2007

Å558 PEP cases (368 not part of clinical trial, 190 part of 2 

tenofovir-based Phase IV PEP trial)

ÅMost common regimens: TDF/FTC, AZT/3TC, AZT/3TC or 

TDF/FTC + PI, TDF/FTC + RAL

ÅTDF/FTC

- most common regimen used

- most often completed overall regimen (73%)

Å4 total infections ïall had documented adherence problems 

and/or ongoing sexual risk taking before and after PEP 

administration

Mayer KH et al, JAIDS, 2009
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PEP: Guidelines

Drug Choice

Å 2 drugs or 3? Increased tolerability vs. Extra protection

Å Early OPEP studies confirm monotherapy is very 
successful, so key is to pick regimen that will contain at 
least one active drug and maintain adherence for 28 day 
course

Å Once-a-day regimen is more likely to maintain adherence

Å Newer drugs are associated with increased tolerability and 
completion rates

Å Must consider prevalence of drug resistance in addition to 
source patient data

Bassett IV, et al. CID. 2004;39:395-401.

Mayer KH, et al. AJPH. 2010;100:1867-1876
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