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TECHNICAL BULLETIN SERIES

Post-Exposure Prophylaxis (PEP)

What is post-exposure prophylaxis?
•	 Post-exposure prophylaxis (PEP) is a biomedical HIV 

prevention intervention that involves HIV-negative 
individuals taking anti-retroviral medication after po-
tential exposure to HIV through blood, semen, rectal or 
vaginal fluids, or breast milk.1, 2  

•	 PEP has been used to reduce HIV transmission from 
many routes of exposure, including 

•	 Occupational exposures (eg, needle stick inju-
ries, scalpel cut injuries)3, 4

•	 Sexual exposures (eg, unprotected sex, condom 
failure, sexual assault)2, 5-7

•	 Percutaneous exposure from injection drug use2, 7

•	 Neonates exposed to HIV through breast milk or 
during birth2, 8

What is the biological plausibility 
behind the use of PEP? 
•	 Taking anti-retroviral medications immediately after 

exposure to HIV may reduce the viral replication of HIV, 
which could interrupt or lower the risk of HIV transmis-
sion to HIV-negative individuals recently exposed to HIV.1

What is the evidence suggesting PEP’s 
effectiveness?
•	 Animal studies and observational (non-experimental) 

studies suggest that PEP can reduce HIV transmission.2, 

4, 6, 8 There are no experimental (randomized con-
trolled) trials on PEP;5 a randomized-control trial would 
require the inclusion of a comparison arm of partici-
pants who are not provided PEP. Given that previous 

studies suggest that PEP works, this would withhold 
a potentially viable intervention from those in great 
need, and hence would be considered unethical.   

•	 PEP is believed to be most effective when it is adminis-
tered as soon as possible, up to 72 hours after expo-
sure, and continuing for a course of 28 days.8

•	 PEP does not completely eliminate the risk of HIV 
transmission; failure of PEP to prevent HIV infections 
has been documented.9 Missing substantial doses of 
anti-retroviral medication has been linked to PEP’s 
failure to reduce HIV transmission.10 

What are the recommendations for 
non-occupational PEP?
•	 Since 2005, the US Centers for Disease Control and Pre-

vention (CDC) has recommended the use of PEP to pre-
vent HIV transmission after sexual exposure, injection 
drug use exposure, or other non-occupational exposures 
under the following settings: when there is “substantial 
risk for HIV exposure” (eg, rectal, vaginal, percutaneous 
exposure to body fluids) from a source who is known to 
be HIV positive, and within 72 hours of exposure.2    

•	 The CDC recommends a case-by-case evaluation for 
the use of PEP in the following scenarios:

•	 When the HIV status of the possible exposure 
source is unknown

•	 When more than 72 hours have passed since 
exposure

In case-by-case situations, the CDC recommends that clini-
cians and patients consider the risks and benefits associated 
with PEP use. In settings where more tolerable and safer anti-
retrovirals are available, clinicians may recommend that the 
potential benefits of PEP outweigh the possible risks and side 
effects from the medications.2    
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•	 The CDC does not recommend use of PEP in cases 
where there is no substantial risk for HIV exposure (eg, 
exposure from saliva or sweat).2 

•	 For those receiving PEP, HIV prevention counseling is 
also recommended to reduce behaviors that could lead 
to future exposure to HIV, and to avoid possible for-
ward transmission in the event that PEP fails and the 
person becomes HIV positive.2, 11 Adherence counseling 
is also encouraged to maximize medication compliance 
and reduce PEP failure.9 

•	 Those receiving PEP should also be followed over the 
duration of their PEP regimens, monitored after PEP 
use with laboratory safety evaluations (liver enzymes, 
creatinine levels, etc), and tested for HIV, sexually 
transmitted diseases, and hepatitis B and C.2    

What are other considerations for PEP 
as an HIV prevention strategy?
•	 Awareness of PEP use, particularly for non-occupa-

tional exposures, among men who have sex with men 
(MSM) remains limited, even in high-income countries: 

•	 Among a sample of MSM in New York City, a 
majority of whom had unprotected sex, only 
36% were aware of PEP.12

•	 In the EXPLORE study of over 4000 MSM 
across the United States, only 47.5% were 
aware of PEP.13

•	 There are concerns that availability of PEP may me-
diate risk-taking behaviors and offset the potential 
benefits of the intervention. However, data from 
observational studies among those who have received 
non-occupational PEP do not support these concerns; 
sexual risk behaviors do not appear to increase signifi-
cantly after PEP use.13-15

•	 Data on the cost-effectiveness of non-occupational 
PEP are mixed. PEP is believed to be a “cost-effective 
complement to existing HIV-prevention efforts” 
in many metropolitan areas in the United States.16 
However, in Australia, non-occupational PEP is seen as 
cost-effective only among those who have engaged in 
unprotected receptive anal sex, but not in other non-
occupational exposures.17

What do recent data on access and 
knowledge of PEP among MSM tell us?
From June through August 2010, the Global Forum on MSM 
and HIV (MSMGF) conducted a global study on access to and 
knowledge of HIV prevention strategies—including PEP—
among more than 5000 gay men and other MSM.18 The re-
sponses to self-reported questions on access, knowledge, and 
desire to learn about PEP are listed below, including overall 
responses and responses stratified by region and age group.

Access to PEP

•	 Overall, a modest proportion of respondents (18%) re-
ported having easy access to PEP in their communities.  

•	 By region, Australia had the highest proportion 
of participants who reported easy access to PEP 
(56%), followed by Europe (38%), and North 
America (27%). Asia/Pacific (8%) had the low-
est proportion of participants reporting easy ac-
cess to PEP, followed by Central/South America 
and the Caribbean (10%), Africa (15%), and the 
Middle East (18%). 

•	 By age group, MSM under 25 years old had the 
lowest proportion of participants that reported 
easy access to PEP in their communities (8%), 
followed by the 25–40-year-old age group 
(14%); the age group with the highest propor-
tion of MSM who reported easy access to PEP 
was MSM over 40 (26%).

Knowledge and Desire to Learn About PEP

•	 Overall, only 21% of respondents rated their knowl-
edge of PEP as an HIV prevention intervention as “very 
knowledgeable.” Many participants (44%) rated their 
knowledge of PEP as “not knowledgeable at all.” Over-
all, 89% of participants agreed (67% strongly agreed, 
22% somewhat agreed) that they would “like to learn 
more about male PEP to prevent transmission of HIV 
among gay men/MSM.”

•	 By region, Europe had the highest proportion of 
participants who reported being “very knowl-
edgeable” about PEP (56%), followed by Austra-
lia (41%) and North America (40%). Asia/Pacif-
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ic had the lowest proportion of participants who 
reported being “very knowledgeable” about PEP 
(7%), followed by Central/South America and 
the Caribbean (21%), the Middle East (29%), 
and Africa (30%). The desire to learn about PEP 
to prevent HIV transmission among MSM was 
highest among participants from Central/South 
America and the Caribbean—where 86% of 
participants “strongly agreed” that they would 
like to learn more about PEP—followed by Asia/
Pacific (79%), Africa (76%), and the Middle East 
(69%). Interest was lowest among men from 
Europe (29% “strongly agreed”), followed by 
men from Australia (30%) and men from North 
America (48%). 

•	 By age, a small proportion of MSM below 25 
(10%) rated being “very knowledgeable” about 
PEP compared to MSM between 25 and 40 years 
of age (14%) and MSM above 40 (28%). MSM 
below 25 expressed the strongest desire to learn 
about PEP as an HIV prevention strategy (78% 
“strongly agreed” that they would like to learn 
more about PEP), followed by the 25–40-year-
old group (74%) and those 41 years old and 
older (54%).

Conclusions 
PEP can be effective at reducing HIV transmission, if begun 
within 72 hours of exposure to HIV and used consistently 
over the course of 4 weeks. While the most effective method 
for HIV prevention is avoiding exposure, PEP can be beneficial 
when exposure has already occurred or potentially occurred. 
PEP has been recommended for sexual exposures and other 
non-occupational exposures by the CDC since 2005. 

Awareness remains a major hurdle, as many MSM are not 
aware of PEP as an HIV intervention, even in settings where it 
is available for non-occupational exposures. Yet despite very 
modest rates of access, there is considerable interest in learn-
ing more about the use of PEP as an HIV prevention strategy 
for MSM. It is imperative to inform gay men and other MSM 
about all existing HIV prevention strategies, including PEP, 
and the scale-up of these interventions should be accelerated. 

In keeping with rights-based principles of health, HIV-negative 
individuals exposed to HIV should be informed about PEP as 
an option to prevent HIV transmission and should be given 
access to PEP if they desire to use it. Individuals offered PEP 
should be made aware of the limitations of PEP, including the 
possibility of failure to prevent HIV transmission, and potential 
adverse events. 
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