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The 2014 World Health Organization (WHO) guidelines for postexposure prophylaxis (PEP) developed recom-
mendations for PEP irrespective of exposure source in recognition of the need to simplify eligibility assessment
and prescribing practices. Traditionally, separate PEP guidelines have been developed according to exposure
type, with difference guidelines for occupational exposure, nonoccupational exposure, and sexual assault. Rec-
ognizing the need to improve uptake and completion rates for PEP, the WHO 2014 guideline does not differ-
entiate between exposure sources, but rather provides recommendations across all exposures. Recommendations
for simplifying prescribing approaches and supporting adherence are also provided. In translating this guidance
into national PEP guidelines, countries are encouraged to consider the need to provide PEP in a way that max-

imizes uptake and completion rates.
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In June 2014, the World Health Organization (WHO)
convened an expert Guideline Review Group to review
the evidence and formulate new recommendations for
postexposure prophylaxis (PEP) for human immuno-
deficiency virus (HIV). Previous guidelines for HIV
PEP issued by WHO in 2007 [1] were based on expert
opinion and focused on HIV PEP for adults following
occupational exposure and sexual assault; these guide-
lines recommended providing a 2- or 3-drug PEP regi-
men following the risk assessment of the exposure and
the potential background drug resistance at population
level. Antiretroviral (ARV) recommendations for HIV
PEP followed WHO guidelines for antiretroviral therapy
(ART) at that time [2].

The latest WHO guidelines, released in December
2014 [3], were developed based on a series of systematic
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evidence reviews and followed the methods of the Grad-
ing of Recommendations Assessment, Development
and Evaluation, in which recommendations and their
strength are formulated based on a formal assessment
of the quality of the evidence [4]. In addition to assess-
ing the quality of the evidence, the WHO guidelines de-
velopment process considered additional elements of
importance to end users such as values, preferences,
feasibility, and cost.

The WHO 2014 PEP guidelines are based on the
public health approach to delivering HIV services that seeks
to ensure the widest possible access to high-quality ser-
vices at a population level, aiming for a balance between
best proven standard of care and feasibility [5]. In the
case of PEP, the aim is to simplify prescribing and
align regimens for PEP with those currently used for
ART.

Traditionally, separate PEP guidelines have been
developed according to exposure type, with different
guidelines for occupational exposure, nonoccupational
exposure, and sexual assault. Recognizing the need to
improve uptake and completion rates for PEP, the WHO
2014 guideline does not differentiate between exposure
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sources, but rather provides recommendations across all expo-
sures. Recommendations for simplifying prescribing approach-
es and supporting adherence are also provided.

This article summarizes the main recommendations of the
2014 WHO PEP guidelines, and provides references for key ev-
idence reviews that underpin these recommendations.

ELIGIBILITY ASSESSMENT

Exposures Associated With HIV Risk

Estimates of HIV transmission risk per act vary among popula-
tion groups and are difficult to interpret due to multiple con-
founding factors [6]. The estimated risk of HIV transmission
via sexual exposures ranges from 4 per 10 000 exposures for con-
domless insertive penile-vaginal intercourse to 138 per 10 000
for condomless receptive anal intercourse [6]. The risk of percu-
taneous needle stick is in the range of 23 per 10 000 exposures to
an infected source [6]. Various factors may affect the risk of
transmission, including presence of other sexually transmitted
infections, plasma and anogenital viral load of the source patient
if known to be HIV-infected, and circumcision status [7].

Assessment of the Exposed Person’s HIV Status

HIV PEP is not indicated if the exposed person is already HIV-
infected. Individuals found to already be HIV-infected should
be referred to appropriate services for eligibility assessment
for ART according to national guidelines. Ruling out prior
HIV infection is important because in some settings PEP com-
prises a 2-drug regimen, which if provided to HIV-infected in-
dividuals may lead to the development of drug resistance. In
settings of lower prevalence, determination of exposure risk
should be made on a case-by-case basis. Overall, only a small
number of people (~1%) discontinue PEP because individuals
considered at risk were subsequently found to be HIV-infected
[8]. Nevertheless, HIV testing in the context of PEP should in-
clude initial testing of the exposed individual to identify those
who may not benefit from PEP but could benefit from ART. If
HIV testing is performed at the initial visit, a rapid test should
be performed that can provide results within 2 hours, and often
within 20 minutes. As in all other situations, HIV testing should
be voluntary, and consent for HIV testing should be obtained
with standard pretest and posttest counseling according to national
and local protocols. Where the individual has limited or no capac-
ity to consent (most commonly children), a parent or guardian
can provide consent. Risks and benefits of testing should be suf-
ficiently explained to the child and parent/guardian so that an
informed decision can be made. However, assessment of HIV
status of the exposed individual should not be a barrier to ini-
tiating PEP. In emergency situations where HIV testing and
counseling is not readily available but the potential HIV risk
is high, or if the exposed person refuses initial testing, PEP

should be initiated and HIV testing and counseling undertaken
as soon as possible.

Assessment of the Source’s HIV Status
Determination of the HIV status of the source person should be
conducted to guide appropriate clinical action and inform the
exposed individual, and where possible the source, of their
HIV status. According to published studies, around 9% of indi-
viduals starting PEP are subsequently discontinued because the
source case is subsequently considered to have low or no risk of
transmitting HIV [8]. However, ascertainment of source HIV
status may be difficult in some settings (eg, sexual assault),
and PEP initiation should never be delayed by the availability
of the source’s HIV test results. In settings with generalized
HIV epidemics and those among key affected populations
with high infection burden (eg, men who have sex with men,
injection drug users, sex workers), it is reasonable to assume
that all sources of unknown HIV status pose a risk of infec-
tion. If the source is determined to be HIV-infected, provision
should be made to link them to appropriate treatment and care.
If the source is established to be HIV negative, PEP should be
discontinued.

Best-practice guidance for PEP eligibility assessment is sum-
marized in Table 1.

Table 1. Practical Guidance for Assessing Postexposure
Prophylaxis Eligibility

e HIV PEP should be offered and initiated as early as possible in
all individuals with an exposure that has the potential for HIV
transmission, and ideally within 72 hours.?

o Eligibility assessment should be based on the HIV status of the
source whenever possible and may include consideration of
background prevalence and local epidemiological patterns.”

e Exposures that may warrant HIV PEP include:

o Bodily fluids: blood, blood-stained saliva, breast milk,
genital secretions; cerebrospinal, amniotic, peritoneal,
synovial, pericardial, or pleural fluids.

o Mucous membrane: sexual exposure; splashes to eye,
nose, or oral cavity.

o Parenteral exposures.

e Exposures that do not require HIV PEP include:

o When the exposed individual is HIV already positive.

o When the source is established to be HIV negative.

o Exposures to bodily fluids that do not pose a significant
risk, ie, tears, non-blood-stained saliva, urine, and sweat.

In cases that do not require PEP, the exposed person should be

counseled about limiting future exposure risk. Although HIV testing

is not required, it may be provided if desired by the exposed
person.

Abbreviations: HIV, human immunodeficiency virus; PEP, postexposure
prophylaxis.

@ Although PEP is ideally provided within 72 hours of exposure, there may be
instances when patients are unable to access services within this timeframe.
Providers should consider the range of other essential interventions and
referrals that should be offered to clients presenting after the 72-hour period.
® In some settings with high HIV prevalence or where the source is known to
be at high risk for HIV infection, all exposures may be considered for PEP
without a risk assessment.
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PEP REGIMENS AND PRESCRIBING PRACTICES

Previously, PEP guidelines recommended different PEP regi-
mens for different circumstances, with 2 drugs recommended
as standard and the addition of a third drug in situations of
known risk of ARV drug resistance in the source person or
the community [1]. More recent national guidelines have shifted
toward recommending a 3-drug regimen for all, given the avail-
ability of less toxic and better tolerated medications and consid-
ering the difficulty in evaluating the risk of drug resistance and
need to simplify prescribing [9]. Providing 3 drugs for HIV PEP
is also consistent with recommendations for treatment, the
standard for which is triple-combination therapy. Although
the addition of a third drug increases expense and the potential
for drug-related toxicity, reported PEP completion rates are
similar comparing 2- and 3-drug regimens [8].

There may be situations where only 2-drug regimens are
available for PEP, or where the risk of additional toxicity
outweighs the benefit. This is an acceptable option, supported
by evidence from animal studies with PEP [10] as well as
other ARV-based prevention interventions, including prevention
of mother-to-child transmission [11] and preexposure prophy-
laxis [12].

Recommendations for preferred drug regimens for adults and
children are summarized in Table 2. These recommendations
are based on systematic reviews of adverse drug reactions and
completion rates associated with different PEP drugs in adults
[13] and children [14], together with considerations of drug cost
and availability in resource-limited settings [15].

The new WHO guidelines also provide recommendations for
PEP prescribing and adherence support. Prompt PEP initiation
(within 72 hours postexposure, but the sooner, the better) and
completion of the full 28-day course of ARV drugs for HIV PEP
are thought to be required to maximize the benefit of the inter-
vention. Prescribing practices vary in the methods of dispensing
ARV drugs following initial risk assessment. Partial prescrip-
tions, often referred to as “starter packs,” consist of an initial
supply of drugs and have been used as a way to ensure that
final serostatus determination and counseling could be com-
pleted prior to the wider use of rapid testing techniques. Al-
though dispensing of a partial prescription is still used in
many settings to facilitate rapid initiation of PEP by nonspecial-
ist healthcare professionals, the current ART regimens are suf-
ficiently well-tolerated that all healthcare professionals should
be able to initiate and dispense the full 28-day course of
ARVs for PEP, and monitor patients for uncommon side
effects.

Evidence from a systematic review conducted to inform the
guideline process suggested that acceptance and completion
rates are better among people given a full 28-day course of
PEP compared to those provided with a starter pack [16].

Table 2. Recommended Regimens for Postexposure Prophylaxis
for Adults, Adolescents, and Children

Number of antiretroviral drugs:
e A 2-drug PEP regimen is effective, but 3 drugs are preferred.
(Conditional recommmendation, low quality of evidence)

Preferred antiretroviral regimen for adults and adolescents:
e TDF + 3TC (or FTC) is recommended as the preferred backbone
regimen for HIV PEP in adults and adolescents.
(Strong recommendation, low-to-moderate quality of evidence)
e LPV/ror ATV/r are suggested as the preferred third drug for HIV
PEP in adults and adolescents. Where available, RAL, DRV/r, or
EFV can be considered as alternative options.
(Conditional recommendation, very low quality of evidence)

Preferred antiretroviral regimen for children <10 y:

e 7DV +3TC is recommended as the preferred backbone for HIV
PEP in children aged <10y. ABC + 3TC or TDF + 3TC (or FTC) can
be considered as alternative regimens.

(Strong recommendation, low quality evidence)

e LPV/ris recommended as the preferred third drug for HIV PEP in
children aged <10y. An age-appropriate alternative regimen can
be identified among ATV/r, RAL, DRV, EFV, and NVP.
(Conditional recommendation, very low quality of evidence)

Prescribing frequency:
e A full 28-day prescription of antiretrovirals should be provided for
HIV PEP following initial risk assessment.
(Strong recommendation, very low quality of evidence)
Adherence support:
e Enhanced adherence counseling is suggested for all individuals
initiating HIV PEP.
(Conditional recommmendation, moderate quality of evidence)

Abbreviations: 3TC, lamivudine; ABC, abacavir; ATV, atazanavir; DRV, darunavir;
EFV, efavirenz; FTC, emtricitabine; HIV, human immunodeficiency virus; LPV,
lopinavir; NVP, nevirapine; PEP, postexposure prophylaxis; /r, boosted with
ritonavir; RAL, raltegravir; TDF, tenofovir; ZDV, zidovudine.

Prescribing the full course at the initial assessment could be
considered less resource intensive, as in the majority of
cases it may negate the need for a follow-up appointment
[16]. The guideline development group considered that provi-
sion of a partial prescription with the necessity to return for
follow-up appointments could increase inequity in populations
with limited access to healthcare facilities. It was therefore
recommended that a full 28-day prescription of ARVs should
be provided for HIV PEP following initial risk assessment;
this is a strong recommendation, but based on very low quality
of evidence.

Finally, recognizing the poor completion rates for PEP, and
considering the evidence that enhanced adherence support
may benefit adherence, the WHO 2014 PEP guidelines recom-
mend that enhanced adherence support be offered as part of
PEP; this is a conditional recommendation based on moder-
ate-quality evidence. Providing enhanced counseling was con-
sidered to be potentially more resource intensive, including
costs to train staff and monitoring of outcomes, and to possibly
require increased time; however, current PEP completion rates
are low in almost all settings, and there is a need to consider
specific interventions to improve outcomes. As with routine
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counseling, the availability of adherence counseling should not
delay PEP initiation. Health workers who are already involved
in adherence counseling and patient education could support
this task. The committee identified this area as one in need of
further research, to define the optimally efficient and effective
ways to provide PEP adherence counseling.

CONCLUSIONS

The 2014 WHO PEP guidelines developed recommendations
for PEP irrespective of exposure source in recognition of the
need to simplify eligibility assessment and prescribing practices.
In translating this guidance into national PEP guidelines, coun-
tries are encouraged to consider the need to provide PEP in a
way that maximizes uptake and completion rates.
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