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PEP
guidelines

• Available via the SAHCS:
http://www.sahivsoc.org/Files/Guideline%20on%20the%20management%20of%20occ
upational%20and%20non-occupational%20exposure%20(PEP)%20(Mar%202016).pdf
• Sensible (and short)

WHO has a strict
grading system for
their
recommendations

• Almost all PEP recommendations categorised as 'very low quality of
evidence’ – much is based on biological plausibility, observational cohorts
and extrapolation from treatment and PrEP
• Much of PEP decision-making is based on sensible risk assessments

ENHANCED ADHERENCE SUPPORT
COMPLETE 28 DAYS = FULL COURSE

The only ‘moderate evidence’ WHO
recommendations

What has changed in the PEP world?
• Previously ‘high risk’ vs. ‘low risk’ – now simply: Do you give ARVs or not?
• More medications – third drug routinely added
PEP = TDF + 3TC/FTC + DTG
• Safer medications
– Zidovudine (AZT, used for decades) replaced with tenofovir
– PIs and NNRTIs replaced with InSTIs
• ‘Starter packs' are no longer recommended – associated with poorer completion rates
• Broader applications – now beyond traditional occupational exposure to all
exposures
• Realisation that perfect data unlikely to ever be forthcoming for PEP
– Studies to test complex and variable exposures are extremely difficult to perform
– Studies to test two vs. three drugs or different regimens would be large and expensive – questions
the point when current regimens are safe, and even the older, toxic ones are effective
– Much of the data from PrEP can probably be extrapolated to PEP
– Much of the challenge regarding PEP is now focused on completing the treatment course

Post Exposure Risk…..determines PEP recommendation

Viral Load
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PEP’s biggest
clinical
challenge: Risk
vs. benefit in
giving ARVs

• Weigh up rare but serious side-effects vs. very rare HIV
transmission event (for a disease that is now easy and inexpensive
to treat)
• At most extreme – imagine a 0.1% chance of renal or liver failure
(both with huge implications) vs. 0.1% chance of getting HIV (easily
treatable)
• Calculating risk of either is near-impossible – needs sensible
approach that acknowledges both
• Extremely important to pay attention to the broader context
• However, especially if the source case is unknown, the process can
be complex – particularly where >10% of adult population is HIVpositive

(or rather
risk vs. risk)

OCCURRENCE OF HIV PATIENTS HIGH
WITHIN SOUTH AFRICA’S HEALTHCARE SETTING

The old
classification
of risk
(UNAIDS)

Type of exposure (HIV)

Risk

Needlestick injury

0.3%

Mucous membrane

0.1%

Receptive oral sex

0 - 0.04%

Incentive vaginal sex

<0.1%

Incentive anal sex

<0.1%

Receptive vaginal sex

0.01 - 0.15%

Receptive anal sex

<3%

Needle-sharing (intravenous drug use)

0.7%

Transfusion

90 - 100%

Updated CDC risk table – 2016
• Clearly shows major differences in different
forms of exposure
• The risk of non-occupational exposure (see
needle-sharing, receptive anal intercourse) is
far greater than needlestick injury, hence
recognition of the need for PEP for these
exposures
• Even percutaneous needlesticks are highly
variable (size of needle, hollow vs. solid, etc.)
• South African blood for transfusion is
considered very safe – intensive screening of
donors and donations

(helps with

Differentiate
infectious
from noninfectious

the difficult
questions
from laypeople)
Noninfectious
• Tears
• Saliva
• Sputum
• Sweat
• Urine
• Stools

Infectious
• Blood or any blood-stained
fluids, tissues
or other material
• Vaginal secretions or penile preejaculate and semen
• Fluid from body cavities such as
pleural, pericardial, amniotic,
peritoneal, synovial and
cerebrospinal fluid
• Breast milk
In addition, HIV is not spread
from insects – e.g.
mosquitoes, bedbugs

Simplified indications for HIV PEP

Status of the source
Types of exposure
HIV-positive or unknown

HIV-negative

Percutaneous exposure to blood or potentially infectious fluids

Give PEP to exposed individual

No PEP

Mucous membrane exposure, including sexual exposure,
mucocutaneous splash or open wound contact, with blood or
potentially infectious fluids

Give PEP to exposed individual

No PEP

Mucous membrane exposure including sexual exposure,
mucocutaneous splash or open wound contact, with non-infectious
fluids

No PEP

No PEP

Intact skin exposure to infectious or non-infectious fluids

No PEP

No PEP

Simplified indications for HIV PEP
Status of the source
Types of exposure
HIV-positive or unknown

HIV-negative

Percutaneous exposure to blood or potentially infectious fluids

Give PEP to exposed individual

No PEP

Mucous membrane exposure, including sexual exposure,
mucocutaneous splash or open wound contact, with blood or
potentially infectious fluids

Give PEP to exposed individual

No PEP

Mucous membrane exposure including sexual exposure,
mucocutaneous splash or open wound contact, with noninfectious fluids

No PEP

No PEP

Intact skin exposure to infectious or non-infectious fluids

No PEP

No PEP

ͣ See prior slide

Other issues
that influence
HIV
transmissibility

• Presence of blood in fluid; amount of
blood
• Type of injury – deep needlestick injury
vs. scratch
• Duration of exposure
• VL and clinical state of source person –
VL is very predictive of transmission risk
in PMTCT, sexual transmission and
needlestick studies

Classic division:
clinical vs. nonclinical
• (vs. PMTCT, not covered in
these guidelines)

Occupational exposure – healthcare workers
(continued)
• For HCWs it is important to
remember: ‘You are more at risk of
HIV off-duty than on-duty’ – i.e.
occupational risk creates huge stress,
but is actually very unusual
• In general, needlestick injury and
other ‘accidents’ are not seen as
accidents – they are the result of poor
work-safety environments
• Major medico-legal consequences if
the employer or third party is
potentially liable, hence this may
justify more toxicity monitoring

Which
healthcare
workers think
they are at
risk?

• Studies: Most at risk are laboratory technicians and junior
nurses and doctors – but many people think surgical
interventions are highest risk
• Surgeons/obstetricians
• HIV transmission with a hollow needle very low risk
• No confident HIV transmission to a surgeon very rare
• Practically this makes sense: surgery is usually performed in
a very controlled environment – lighting, paralysed patient,
often daylight hours in the case of cold surgery
• Intake wards/casualty is a different story – late, junior,
exhausted staff on shift, under-staffed, confused/intoxicated
patients

Non-health-facility exposure – high diversity

How effective
is PEP?

• If you take it? Probably >90% (off low baseline
risk in most cases)
• Almost all failures associated with poor
adherence, suboptimal dosing or delayed ART
• Very high biological plausibility from other
situations:
• Animal data convincing
• PMTCT convincing
• PrEP data suggests ARVs are extremely effective

How quickly should we give
PEP?
• The quicker the better, but animal models suggest no
efficacy after 72 hours
• Risk-benefit ratio starts to move firmly away from any
benefit the longer you wait
• Non occupational PEP- often heavily delayed exposures –
HCWs often have on-site access and protocols, so
dispensing happens quickly and more predictably

Pinto AI, 1997;Spira LA 1996

Post exposure prophylaxis must be initiated within 2436 hours of exposure, 48 hours may be too late.
Slide courtesy of Robin Shattock

Post Exposure Prophylaxis
• 28 days subcutaneous TDF administered to macaques after
IV or IVag prevented 100% of infections if given within 24 or
36 hours respectively
(Tsai CC; Otten RA)
• 6 weeks of AZT given with 48 hours to neonates reduced HIV
(Sperling RS 1996)
infection in PMTCT
• Case-control study HCWs occupationally exposed to HIV: a
28-day course of AZT was protective (OR: 0.19, 95% CI:
(Cardo DM 1997)
0.06–0.52)
• 28 days of TDF started at different post-exposure intervals in
vaginally exposed macaques; only one seroconversion in an
animal started on PEP 72 hours post-exposure was found
compared to none in the 24- and 48-hour post-exposure
groups; (P=0.018).
(Otten Ra 2000)

Efficacy of “on demand” PrEP against vaginal infection
 Pigtail

macaques are preferred species

 Lunar menstrual cycle and changes in hormone levels similar to women;
recapitulates potential fluctuations in susceptibility to HIV/SIV infection
 High susceptibility to SIV/SHIV without the use of exogenous progestins such
as depo provera
 Understand

how differences in drug penetration in rectal/vaginal
tissues may affect PrEP efficacy
TFV-DP 24h
(fmols/mg
tissue)

FTC-TP 24h
(fmols/mg
tissue)

Vaginal

4 (4-5)

151 (145-179)

Rectal

166 (5-697)

72 (24-118)

Lymphoid tissue

6 (3-17)

76 (25-115)

Relative penetration
VT:RT

0.02

2.10

Slides courtesy of Gerardo Garcia-Lerma

Radzio et al., PLoS One 2012

Efficacy of “on demand” oral PrEP against vaginal SHIV
infection in macaques
FTC/TDF
SHIV (+2h)
REPEATED
FOR 4 FULL
MENSTRUAL
CYCLES

1 day before/2h after

100
% uninfected macaques

FTC/T
DF
(-1
day)

75
50
Controls

25
0

0

1

2

3

4

Number of menstrual cycles

Radzio et al., PLoS One 2012

Drugs used for PEP
• A large number of ARVs have been used through the years –
• However, regimens have been simplified now, and are considered much safer
• The most important consideration is to complete the course
• Never give more drugs at the expense of adherence – two drugs taken well is probably sufficient
protection
• All regimens last 28 days – there is no benefit beyond this time (and some data show significantly less
benefit if taken for a shorter time)
• Animal data suggest that <2 weeks is much less effective – 28-day course completion is critical
• Children weighing <35 kg have different dosing (see another session)
• Side-effects appear to be more common in HIV-negative than in HIV-positive patients – hence a major
consideration

Which third
agent? A
history

• Initially, just AZT/3TC, recommended for almost
two decades
• Early on, NVP was tried with AZT/3TC – but had
severe hepatic side-effects (including one
requiring a liver transplant), rapidly removed
• EFV also associated with side-effects, and
concerns regarding efficacy in face of rising
resistance
• PIs used routinely for many years, despite poor
tolerability and some toxicity
• Finally, raltegravir (RAL, an older integrase
inhibitor) and subsequently DTG (and other new
InSTIs) preferred

Why do we
give a third
drug?

WHO recommendation

(or even a second drug?)
• No data on this – i.e. whether adding additional drugs gives additional protection or whether
one drug is better than the other
• but:
• Two classes and additional antivirals thought to be more potent
• Problem is toxicity and cost – easier now with cheap, integrase inhibitors (inSTIs) (and FTC and
3TC have minimal side-effects)

Which third drug?
• In the past we used protease inhibitors (PIs): lopinavir/ritonavir safer than atazanavir/ritonavir;
darunavir/ritonavir now an option
• Efavirenz (EFV) – unpopular due to side-effects, and theoretically not effective
• InSTIs – decreased price, excellent side-effect profile, now used routinely
• Attractive also because of rapid effect on viral load
• New drugs (including injectables) are on the horizon
• Unlikely to ever get efficacy data (see above) – will be a safety/adherence issue
Second-generation integrase strand transfer inhibitors (InSTIs)
are the most potent group of ARVS currently marketed
(e.g. dolutegravir, bictegravir, cabotegravir)

• Dosed as 300 mg daily (dosing for children similar to adults if
aged >12 years and weighing >35 kg, otherwise dose
adjustments are necessary)

Tenofovir
disoproxil
fumarate
(TDF)

• Commonly combined with other ARVs in single tablets (or by
itself), by many generic manufacturers – multiple
combinations with other NRTIs and NNRTIs (mainly EFV) and
InSTIs.
• In South Africa, used routinely in PrEP (as TDF/FTC or TDF/3TC)
and treatment (as TDF/FTC or TDF/3TC, combined with EFV or
DTG)
• Most important component of PrEP and probably same for
PEP – limited studies show singular use almost as effective as
with FTC
• Additionally, TDF is highly potent against HBV (important for
HIV treatment; raises the question of its use for HBV
prophylaxis, although vaccination is a much better idea)

Tenofovir
disoproxil
fumarate
(TDF) toxicity
profile

• Extensive evidence base – now regarded as very
safe, with caveats below
• Evidence base is significant in both treatment and
PrEP
• Can be prescribed while waiting for creatinine
results (see later) – there is no reason to delay –
provided the patient can be contacted if result is
abnormal
• Very well tolerated, minor gastrointestinal
discomfort (appetite loss, mild nausea), headache
– very rare to discontinue for these complaints

Tenofovir
disoproxil
fumarate
(TDF) toxicity
profile – renal
toxicity

• Excreted almost totally by the kidney –
glomerular (70%) and tubular (30%) mechanisms
• Usually makes an existing problem worse in
treatment – especially if the patient is ill (sepsis,
dehydrated, cancer, on other nephrotoxic drugs)
or has an HIV-related renal disease
• This is not the case with PEP, where prevention
is initiated in healthy people
• Pre-emptive screening for renal function makes
PEP initiation very safe
• Renal toxicity potentiated by probenecid,
acyclovir, non-steroidal anti-inflammatories
(NSAIDS), PIs – but even then, TDF usually does
not cause problems

Tenofovir
disoproxil
fumarate
(TDF) toxicity
profile – renal
toxicity

• A calculated GFR ≥50 ml/min/1.73m2 before
starting TDF means that PEP, PrEP or treatment
can be started with confidence; most
guidelines recommend repeating
measurements in the first 1 - 3 months of
treatment followed by 6-monthly – not an issue
with PEP
• Dose reduction of TDF is possible in the face of
abnormal renal function, but very rarely done
(and should be done in consultation with an
expert)
• TAF safer for the kidneys – may replace TDF in
future.

DISCOVER: Wk 96 Renal Safety
• In bone safety substudy (n = 375), hip and spine BMD changes significantly more
favorable with FTC/TAF vs FTC/TDF (P < .001) in overall groups
Mean % BMD Change
From Baseline

Spine

Hip

FTC/TAF

FTC/TDF

P Value

FTC/TAF

FTC/TDF

P Value

Wk 48

+0.5 (n = 159)

-1.1 (n = 160)

< .001

+0.2 (n = 158)

-1.0 (n = 158)

< .001

Wk 96

+1.0 (n = 144)

-1.4 (n = 140)

< .001

+0.6 (n = 140)

-1.0 (n = 137)

< .001

Wk 96 Renal Outcome

FTC/TAF (n = 2694)

FTC/TDF (n = 2693)

P Value

-0.6

-4.1

< .001

Renal discontinuations, n

2

6

NA

Fanconi syndrome, n

0

1

NA

Median change from baseline in eGFRCG, mL/min

Ogbuagu. CROI 2020. Abstr 92.

Tenofovir disoproxil
fumarate (TDF) toxicity
profile – bone toxicity
• Irrelevant for PEP

Tenofovir disoproxil fumarate (TDF) –
safety summary
• TDF is a safe drug regarding renal
clinical safety, at least in the short to
medium term, and easy to monitor
• TAF, once it enters the market, may
decrease both renal and bone toxicity
(?? cost)

What is TDF
routinely
paired with?

• Emtricitabine (FTC)
• Only available as co-formulation with TDF, no standalone tablet
• Very safe
• Extremely rare cases of red cell aplasia described –
no need to monitor, presents as severe anaemia and
resolves once discontinued, very unusual after only
one month for PEP
• Lamivudine (3TC) is an alternative to FTC
• similar
• Also co-formulated with TDF in many generics;
available as stand-alone tablet
• Red cell aplasia risk, also very rare
Note: WHO and others regard FTC and 3TC as
interchangeable

Alternatives
to TDF:
Zidovudine
(AZT)

• Oldest ARV, the original PEP drug, has
significant short-term side effects
• In general – avoid in adults unless you cannot
give TDF (or d4T)
• Dosed at 300 mg BD, available as coformulations and in many generic forms
• No food restrictions, no significant DIs
(although side-effects can overlap –
e.g. nausea on AZT with emergency
contraception, antibiotics)
• Dose reduce in renal failure (very rarely an
issue in PEP)

Alternatives to TDF:
Zidovudine (AZT) –
toxicity and management

• Many and diverse side effects, many of which start
within days
• Non-specific common symptoms – headache,
tiredness, lassitude, insomnia, myalgias; use active
symptom control
• Gastrointestinal symptoms
• Nausea, loss of appetite, vomiting – relatively
common; control symptoms
• Metal taste in mouth
• Haematological
• Unusual to see clinical effects after 28 days, but
occasionally can occur
• Most common are anaemia, neutropoenia,
macrocytosis
• Baseline Hb, WCC of uncertain value, but
recommended especially in formal occupational
exposure, as medical legal issue

• To improve the lives of
people living with HIV
• To promote rapid viral
suppression
• High genetic barrier to
resistance
• Fewer Side Effects
• Smaller tablet-easier
to take

Preferred
third agent:
Dolutegravir
(DTG)

• Second-generation InSTI
• Dosed 50 mg daily, multiple co-formulations with
TDF/FTC
• Good resistance barrier – no community resistance in SA,
poised to be introduced into first line treatment in South
Africa early 2020
• No food restrictions; but significantly decreased
absorption with polyvalent cations (supplements,
antacids, laxatives, buffers)
• DIs with metformin (dose-reduce metformin),
rifampicin (double-dose DTG)
• Otherwise no renal or hepatic dose adjustments – use
with care in sever liver disease
• Slight increase in creatinine – due to tubular handling,
not a cause of renal dysfunction

Preferred third
agent:
Dolutegravir
(continued)

• Side-effects
• Well tolerated – insomnia, altered
dreams common but mild
• Very rarely, neuropsychiatric sideeffects, hepatitis (not a reason to
monitor)
• Weight gain with sustained use (not
an issue with PEP)
• Importantly: neural tube defect
concern disappearing
• Safe if given after 8 weeks of
pregnancy – useful during
pregnancy

Tsepamo: NTD Prevalence by ARV Agent and Timing,
August 2014 to March 2019
“99.8% of the
women for whom
folate was
prescribed started
taking folate during,
not before,
pregnancy”

Deliveries With Neural
Tube Defect (%)

1.0

0.5
0.30
0.10
0

0.04

At Conception
Total NTDs per exposures, n/N
 Prevalence difference, % (95% CI)

Zash. NEJM. 2019;381:827.

0.03

0.08

DTG

Non-DTG

EFV

DTG During
Pregnancy

5/1683

15/14,792

3/7959

1/3840

70/89,372

Reference

0.20
(0.01-0.59)

0.26
(0.07-0.66)

0.27
(0.06-0.67)

0.22
(0.05-0.62)

HIV Negative

Tsepamo study – new NTDs and
exposures 1 April 2019 to 30 April 2020
NTDs

Exposures

Total

28

39,200

DTG at conception

2

1908

Non DTG at conception

6

4569

EFV at conception

5

2999

DTG started in pregnancy

1

741

17

30,258

HIV negative

There were two new NTD cases with DTG conception exposure: one lumbosacral myelomeningocele
(spina bifida) and one encephalocele.

1 in 1000

Zash R et al. Update on neural tube defects with antiretroviral exposure in the Tsepamo Study, Botswana.
AIDS 2020 virtual. 6–10 July 2020. Oral late breaker abstract OAXLB0102.
https://cattendee.abstractsonline.com/meeting/9289/presentation/3500

International Guidance on DTG Use at Conception
DHHS: Starting DTG in Persons
of Childbearing Potential[1]
 Perform a pregnancy test and discuss
benefits/risks of DTG at conception
 Recommended: if using effective
contraception
 Alternative: if trying to conceive;
if sexually active, not planning to
conceive, not using contraception
EACS[2]: DTG not recommended in women who wish to conceive or
who become pregnant while on ART; initiate after 8 wks of pregnancy
https://www.who.int/news-room/detail/22-07-2019-who-recommends-dolutegravir-as-preferred-hiv-treatment-option-in-all-populations
1. DHHS Guidelines. December 2019. 2. EACS Guidelines. November 2019.

Alternatives
to
dolutegravir

• Raltegravir (RAL)
• First-generation InSTI
• No generics, no FDCs
• 400 mg BD
• Very well tolerated, mild weight gain with prolonged use,
neuropsychiatric as per DTG
• Useful in pregnancy, paediatric cases
• No food restrictions, cation interaction as with DTG
• Major DI with rifampicin, contraindicated
• Otherwise no renal or hepatic dose adjustments – use with
care in severe liver disease
• Rilpivirine (RPV)
• NNRTI, low dosage (50 mg), no FDC in South Africa
• Food restrictions, DIs: rifampicin, PPIs, antacids reduce
absorption
• Good safety and resistance profile in treatment, almost no
data in PEP

Alternatives to
dolutegravir
(continued)

• Protease inhibitors
• All taken with food except lopinavir; all cause
gastrointestinal effects (common: nausea, loss
of appetite, bloating, vomiting, diarrhoea) and
hepatitis (unusual with PEP); no need to
monitor
• None co-formulated with NRTIs
• Steadily fallen away as InSTI’s are far better
tolerated, and PI-induced side-effects
(especially gastrointestinal) are a major concern
in short-term completion
• All have significant DIs with a large number of
medications, including over-the-counter and
off-the-shelf medications
• No dose adjustments with renal dysfunction;
avoid if liver disease; regarded as safe in
pregnancy regarding teratogenicity

Alternatives to
dolutegravir
(continued)

• Protease inhibitors (continued)
• Atazanavir/ritonavir (ATV/r)
• Dosed 300 mg/100 mg daily for adults
• Mild dyslipidaemia, hyperbilirubinemia
(occasional visible jaundice), renal stones – all
rare with short-term PEP use
• Lopinavir/ritonavir (LPV/r)
• Dosed 400 mg/100 mg BD for adults
• Least well tolerated of the PIs – gastrointestinal
side-effects can be significant
• Darunavir/ritonavir (DRV/r)
• Dosed 600 mg/100 mg BD for adults
• Best tolerated PI; rarely rash (sulphur-linked
allergy)

• Clear low-risk exposures – often the patient simply needs
reassurance
• HIV-positive patients – if positive, need to start ARVs long
term (see module), non-ARV interventions (for HBV, etc.)
remain the same
• HIV-unknown status is not a contraindication (as it is in PrEP)

Who should
not get PEP?

• If at all concerned regarding the third drug (wants
pregnancy, sketchy history regarding liver disease, etc.), then
omit the third drug (remember – TDF alone is probably very
effective), but these situations are rare
• HIV-unknown status of exposure source: if status is
subsequently found to be negative, then can stop PEP
immediately
• No documented cases of ‘window-period’ transmission to
HCWs in the US

• All cases must be referred to a South African
care/forensic site – Thuthuzela Care Centres are open 24
hours a day, provide a comprehensive service, including
liaison with police
• If none available nearby, then most state and private
institutions have experience dealing with sexual assault

Sexual assault

• List of sites:
https://www.unicef.org/southafrica/hiv_aids_5080.html
• Do not delay giving PEP and other components of the
service – return rates and completion rates are low post
sexual assault; it is essential to counsel and start
immediately
• LifeLine’s Rape Crisis Centre: 0861 322 322; Women
Abuse Helpline: 0800 150 150

•

Sexual assault (continued)

Clinician can immediately assist with:
• HIV PEP
• Emergency contraception in WOCP, e.g. levonorgestrel 1.5 mg PO stat
• HBV protocol
• STD prophylaxis may have to be obtained elsewhere – with contraception;
associated with significant gastrointestinal side-effects

What if the exposure source
person is on ART?

• Depends on type of exposure
• For people on stable ART, for most exposures,
PEP is not indicated unless exposure is
transcutaneous (e.g. needlestick injury,
assault)
• If drug resistance is suspected in the source –
often the case for inpatients – then consult an
expert: in general, the principle is to use drugs
from different classes (PIs are useful)
–genotyping is often recommended but of
uncertain value (and should never delay PEP)

Can we force the source
person to test for HIV?

• Can be done (with
legal approval), but
practically extremely
lengthy, complex,
legally risky and
usually unnecessary
• Practically, can add
significant delays
• Assume source is
positive, and do not
delay prescription

Pregnant/breastfeeding women

• PEP not contraindicated in pregnant/breastfeeding women
• Only concern is if the woman seroconverts, high viral load
in breastmilk may lead to transmission to child
– discuss breastmilk alternatives

• Worst-case scenario: PEP is started in someone
with HIV – and with modern regimens, this is
not usually an issue, as long as HIV status is
verified as soon as possible
• Three-drug modern regimen is suppressive if
HIV-positive – unlike PrEP – so resistance
concerns are much smaller
• Needs a calm assessment – if the patient is
assessed as not in the right space for an HIV
test result (e.g. post sexual assault), start PEP
and ensure follow-up testing
• What if we do not have the recipient’s HIV status?

Common
questions
from patients
and suggested
responses

• ‘I don’t care if the exposure is low risk; I want protection!’
– Explain the (rare) severe side-effects of the drug, and
the unlikelihood of transmission (often useful to frame in
terms of other extreme events: ‘You are more likely to get
struck by lightning’)
• ‘If I have multiple courses of PEP, can I get resistance?’No, resistance only occurs if HIV infection is established,
or if breakthrough infection on PEP happens
• ‘How quickly does it work?’ – It is more important to get
PEP within 72 hours and complete the 28-day course; if
this is done, then it is highly effective
• ‘I am not tolerating drug [name]; what should I do?’ –
Active symptom management, reassurance, consider
quickly replacing offending drug

• HBV infection is very common and highly transmissible
(far more so than HIV) during transcutaneous exposure

Why hepatitis
B virus (HBV)
screening/
vaccination?

• Screening and vaccination is strongly encouraged in
HCWs
• TDF/FTC is highly effective against HBV – concern that
stopping PEP in someone with chronic HBV may give a
liver ‘flare’ – rise in liver enzymes as HBV resumes
replication (in practice, extremely rare)
• Practically, screen and vaccinate if resources allow, but
should not pose a reason not to use PEP
• Watch liver function and alert patient to return if
symptoms appear (abdominal pain, non-resolving
nausea, jaundice)

What is the process?

• Wash the injury site with soap, irrigate mucous
membranes if not done
• Record history of exposure – perform risk
assessment
• Assess whether eligible for PEP, and if so, then
start ASAP
• Ongoing adherence support
• Emphasise condom use during PEP – if the
patient seroconverts, then high VL will mean
high risk of HIV transmission to partner – wait
until confirmatory HIV test is negative before
stopping condom use
• Do the basics right ...

• Baseline (results not needed to start PEP, but
patient must be contactable should results
require action)
• HIV (licensed RDT acceptable, must document
result; ideally, formal laboratory ELISA)
• Creatinine
• HBsAg (if transcutaneous exposure)
• Syphilis (if sexual exposure)
• FBC (or Hb) (if using AZT)
• Additional blood tests as needed, e.g. hepatitis
C virus (HCV) if exposure source is intravenous
drug user
• Do the basics right ... (continued)

Follow-up
• Fourth-generation HIV ELISA testing at 6 weeks and 3 months after
exposure occurred
• VL monitoring or p24 antigen testing is not recommended in the setting
of PEP
• Quantitative VLs usually give false-positive results as PEP is highly
effective
• Testing beyond 3 months is advised in the following settings:
• Ongoing high-risk behaviour or exposure
• HIV status at 3 months is indeterminate

Follow-up

Hepatitis B virus

• Recurrent PEP is an indication for PrEP
• The concern: Could PEP fail?

PEP to PrEP
transition

• i.e. patient is actually HIV-infected, suppressed
and antibody response is attenuated from PEP
(three drugs) – and now a transition to PrEP (two
drugs) will lead to viral resistance
• There is no perfect way to rule out HIV acquisition
• Practically, discuss this with the patient, and try to
advocate for condom use as long as possible during
this window
• Offer PrEP after negative HIV test

What if the
exposed
person
becomes
infected with
HIV?

• Biggest fear is resistance: Very unlikely to be an
issue with modern PEP
• Breakthrough infection rarely associated with
resistance in PrEP (which is only two drugs)
• PEP is three drugs – will prevent HIV if taken
properly; breakthrough only likely if the course
is not taken properly (and likely inadequate
drug pressure then to get resistance in a month
with modern PEP regimens)
• Newly positive patients should be started
urgently on ARVs, ideally with a resistance test –
seek guidance

New horizons (2020)

Injectable, implantable and new oral formulations may be here in
next months to years

PEP is highly effective if full course is taken

Summary
points

PEP is always part of a broader assessment
of interventions – do not forget the non-ARV
interventions

Assessment as to whether to give or not can
be complex, especially for non-health-facility
exposures

Ensuring a non-judgemental, sensitive
approach is one of the clinicians’ major roles

Other resources

Download on the
Google Play store:
https://play.google.com/sto
re/apps/details?id=io.ionic.
prep_clinical_guideline&hl=
en_ZA
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What is PEP?
Prevention of HIV after an
exposure.
The exposure can be:
• Occupational (e.g. needle stick
or eye splash in the workplace).
• Non-occupational (e.g.
exposure during sex or rape).

How do you know if PEP is needed?
• An HIV negative person has been exposed to
someone else’s body fluid in the recent past.
• This is an emergency. Every moment counts!
• PEP should not be used regularly – if
exposure to HIV is frequent PrEP should be
discussed.
• Principles of management for occupational
and non-occupational exposure are similar.

PEP care pathway

PEP case 1
• XM is a research nurse in a clinical trials unit. She recapped a needle
after phlebotomy and as she clicked the top shut, the needle pierced
her thumb.
• She is well, but is breastfeeding a 7 month old child.
• How do you approach this situation?

PEP case 1 – occupational exposure
• Call a senior staff member; refer to unit guidelines.
• Source patient: wash the wound immediately with water and soap.
request rapid HIV test, Hep B, VDRL.
• Staff member: request rapid HIV test, Hep B, VDRL
start triple drug ART ASAP (before results if need be)
discuss risks of continuing / stopping breastfeeding
arrange follow-up
• Both: HCT, counselling about results.
• Later: safety in the workplace; disposal of sharps!

PEP case 2
• You are a GP in a private practice. Your patient LS has a new partner
and has not discussed HIV status with him.
• The condom burst during sex 2 nights ago and she is really anxious
about the risk of HIV infection; but was too embarrassed to come
forward earlier.
• How do you manage this situation?

PEP case 2 – non occupational exposure
• HIV: HCT and request rapid HIV test, Hep B, VDRL.
Commence three drug ART (discussion of SE, adherence, duration)
• STIs: Recommend STI prophylactic medication.
• Contraception: check whether using contraception, offer emergency
oral contraception.
• Counselling: does she need PrEP?

PEP case 3
• YN is a young man who presents with anal pain. On discussion he
reveals he was raped 9 days ago. He has been too embarrassed to tell
anyone until now. He has not told his family that he is MSM.
• On examination he has a purulent anal discharge.
• How do you manage this young man?

PEP case 3 (non-occupational exposure)
• HIV: HCT and request rapid HIV test, Hep B, VDRL.
To late to commence PEP
• STIs: Manage anal discharge syndromically.
• Counselling: psychologist; traumatic experience.
• Police: he may want to lay charges, this is a criminal act.

https://sahivsoc.org/SubHeader?slug=sahcs-guidelines

https://stacks.cdc.gov/view/cdc/38856

