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Introduction
This guideline is an update to the Southern African HIV Clinicians Society (SAHCS) 2020 
recommendations on HIV pre-exposure prophylaxis (PrEP).1 Previous SAHCS guidance was 
limited to the provision of oral emtricitabine/tenofovir disoproxil fumarate (F/TDF) 
PrEP. This update includes newer PrEP modalities, including the monthly dapivirine vaginal 
ring (DVR) and the long-acting cabotegravir intramuscular injection (CAB-LA). It also 
introduces upcoming modalities such as the long-acting lenacapavir subcutaneous injection 
(LEN).

Background
Significant progress has been made to control the HIV epidemic in South Africa. Since 2010, AIDS-
related deaths have decreased by 66%, and new HIV infections have decreased by 58%.2 Despite 
this progress, about 150 000 new HIV cases were reported in South Africa in 2023, which equates 
to 410 new infections per day.2 With no imminent cure, prevention remains the key to epidemic 
control, hence the significant role of PrEP.

Since 2016, when oral PrEP was initially made available to select sites in South Africa, the provision 
of PrEP has been scaled up and, as of December 2024, 1 780 919 individuals were initiated on 
oral PrEP across 4291 facilities.3,4 The DVR and CAB-LA were approved for use by the South 
African Health Products Regulatory Authority (SAHPRA) in  2022, and  the South  African 
National Department of Health (NDoH) released guidelines  for  both  products  shortly 
thereafter.5,6 However, as of  April 2025, they have not  been included in  the  South African 
Essential Medicines List, are not yet considered standard of care in the public sector, and 
implementation is limited to a few select study and pilot sites. In the private sector, access to the 
DVR is  steadily  increasing, but the introduction of CAB-LA is  likely  to depend on demand, 
cost,  and  willingness of medical aids to reimburse. At present,  widescale use of CAB-LA 
in the private sector may only occur once generic equivalents are approved.

Expanding access to PrEP and newer PrEP modalities, particularly for individuals who 
are disproportionately affected by and at higher risk of acquiring HIV (including pregnant and 
lactating people [PLP], people who engage in sex work, transgender and gender diverse [TGD] 
people, adolescent girls and young women [AGYW], people who use drugs [PWUD] including 
people who inject drugs [PWID], and gay, bisexual and other men  who have sex with men 
[GBMSM]), could help reduce the number of new HIV infections.

This guideline aims to increase accessibility to PrEP within the South African context. Key 
updates are detailed in Box 1.

The NDoH PrEP guideline7 provides valuable guidance for the South African public 
sector; however, in settings with greater resources and more PrEP options, this guideline provides 
additional information to enhance the implementation of HIV prevention modalities.

Initiating pre-exposure prophylaxis
PrEP should be offered as part of an integrated sexual and reproductive health (SRH) 
package  that  includes options for HIV prevention to all individuals with a negative 
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HIV  test  result, and who are likely to be exposed to 
HIV or who request PrEP. Figure 1 details how to initiate 
PrEP.

Selecting an HIV testing strategy
HIV testing recommendations in the context of PrEP include 
the following:

•	 HIV testing is one part of the recommended three-step 
process to exclude HIV infection (Figure 1, Step 1).

•	 Test at initiation, 1 month after initiation, and at each 
follow-up visit thereafter, before PrEP is provided – 
every 3 months for oral PrEP and DVR, and every 2 
months for CAB-LA.

•	 Follow the NDoH HIV testing algorithm (Figure 2) 
which recommends three tests to ensure the reliability 
of positive HIV rapid diagnostic test (RDT) results – a 
screening test, confirmatory test 1 and confirmatory 
test 2, with three different HIV assays. This will ensure 
that a 99% positive predictive value is maintained and 
aid in avoiding false-positive diagnoses.

•	 Either a third-generation (HIV antibody) and/or a 
fourth-generation (HIV antigen/antibody) pre-
qualified HIV RDT can be used.

•	 Individuals with inconclusive RDT results should receive 
confirmatory testing with a lab-based HIV enzyme-linked 
immunosorbent assay.

•	 If resources allow and to reduce the risk of initiating 
CAB-LA during acute HIV infection, before HIV 
antibodies can be detected, an HIV nucleic acid 
antigen test (NAAT) or HIV RNA-1 viral load test can be 
considered. NAAT assays prior to the initiation of 

BOX 1: Key updates to the Southern African HIV Clinicians Society HIV pre-
exposure prophylaxis guidance.

Key updates:
• �Expanded eligibility for all PrEP options: PrEP should be offered to all HIV-

negative individuals who are at risk of acquiring HIV, as well as to anyone who 
requests it, independent of risk.

• �Increased choice of PrEP products: Addition of the DVR and CAB-LA 
as PrEP options and information about upcoming modalities, such as lenacapavir.

• �Expanded eligibility for intermittent use of PrEP: Eligibility now includes all 
individuals assigned male at birth who are not on hormone therapy. 

• �PrEP products for pregnant and lactating people (PLP): Addition of CAB-LA as an 
option for PLP after risk-benefit assessment.

• �Addition of HIV self-testing (HIVST): This is as an option for initiation and 
maintenance on oral PrEP and the DVR (but not for CAB-LA). 

• �Increased accessibility to PrEP: A differentiated and simplified approach is 
recommended. 

• �Integration with other services: PrEP should be offered as part of an integrated 
HIV prevention and sexual and reproductive health (SRH) package.

• �Guidance on the transition from post-exposure prophylaxis (PEP) to PrEP, and 
PrEP to PEP. 

• �PrEP is not a lifelong commitment: Individuals may choose to start, stop and 
restart PrEP throughout their lives, depending on their lifestyle and 
requirements.

• �Guidance on switching between PrEP products: This depends on the individual’s 
preferences, circumstances and availability of PrEP products.

• Inclusion of a suggested approach to comprehensive PrEP-choice counselling.

• �Updated recommendations for safety screening and monitoring.

PrEP, pre-exposure prophylaxis; DVR, dapivirine vaginal ring; CAB-LA, long-acting 
cabotegravir intramuscular injection.

Source: Adapted from National Department of Health.6 Please see the full reference list of Macdonald P, Nair G, Wattrus C, et al. Southern African HIV Clinicians Society guideline on pre-exposure 
prophylaxis to prevent HIV. S Afr J HIV Med. 2025;26(1), a1713. https://doi.org/10.4102/sajhivmed.v26i1.1713 for more information
PEP, post-exposure prophylaxis; PrEP, pre-exposure prophylaxis; SRH, sexual and reproductive health; STIs, sexually transmitted infections.

FIGURE 1: Steps to follow when initiating HIV pre-exposure prophylaxis.

Step 1:
Exclude HIV infection

• Assess possible exposure to HIV within the past 72 hours and if there is a need for PEP (instead of PrEP). 
• Assess for signs or symptoms of acute HIV infec�on combined with a history of possible exposure to HIV within the past month. 
• Conduct an HIV test.

Step 2: Provide PrEP choice
counselling

• Provide comprehensive PrEP counselling to enable the individual to make an informed and suitable choice. 
• Include a discussion on available PrEP op�ons (see Table 1).

Step 3: Screen
for PrEP eligibility • Check for allergies, hypersensi�vi�es and contraindica�ons to possible PrEP op�ons (see Table 1). 

Step 4: Provide information
on chosen PrEP method

(see Table 1)

• Provide detailed informa�on on the individual's chosen PrEP method, including possible side effects. 
• Explain dosing and counsel about effec�ve use. 

Step 5: Perform baseline
safety screening

(see Table 2)

• Perform required baseline screening depending on PrEP product choice.
• Do not delay PrEP ini�a�on while wai�ng for results (unless essen�al). 

Step 6:
Provide SRH services

• Provide addi�onal SRH services and encourage condom use and contracep�on if applicable. 
• Reinforce that PrEP does not prevent STIs and pregnancy.

Step 7:
Initiate PrEP • Ini�ate PrEP on the same day that it is requested, unless the individual needs more �me to consider PrEP ini�a�on or choice of PrEP. 

Step 8: Schedule
a follow-up visit • Schedule a follow-up visit in 1 month.

http://www.sajhivmed.org.za
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CAB-LA can help prevent the risk of integrase 
strand  transfer inhibitor (INSTI) resistance associated 
with undiagnosed HIV infection in the context of CAB-LA 
exposure. If point-of-care NAAT testing is not available, 
the risk of delaying PrEP initiation should be weighed 
against the risk of HIV acquisition, while waiting for the 
result. The impact of these resistance mutations on the 
effectiveness of the current first-line antiretroviral therapy 
(ART) treatment regimen of tenofovir/lamivudine/
dolutegravir (TLD) is currently unknown.

•	 If resources allow, NAAT assays can also be considered 
during follow-up on CAB-LA, in addition to an HIV 
RDT, to help detect HIV within the context of the Long-
acting Early Viral Inhibition (LEVI) syndrome. It is 
worth noting that, in a recent analysis from HPTN083,8 

false-positive results have been uncommonly reported, 
suggesting that NAAT results should be used with 
caution.

•	 HIV self-testing (HIVST) may be used instead of provider 
testing when initiating or continuing oral PrEP or the 
DVR, but is not currently recommended for use with 
CAB-LA. In the event of a positive test result obtained 
through HIVST, this should be confirmed by a trained 
healthcare provider as soon as possible.

Pre-exposure prophylaxis choice 
counselling
Comprehensive counselling on PrEP choice is essential 
when multiple PrEP products and modalities are available.

Choice counselling should ideally be conducted by a 
trained healthcare provider, after HIV counselling and 
testing has been performed, and HIV-negative status 
confirmed. Counselling should always be person centred, 
considering the user’s personal preferences alongside 
eligibility for one  or other choice. Figure 3 details a 
suggested process.  Box  2 provides general messages 
on  PrEP choice counselling, and Box 3 provides more 
information on PWUD.

Individuals who are pregnant, lactating or planning to 
conceive, and who are at risk of HIV exposure should be 
encouraged to consider PrEP because (1) there is a higher 
infection risk, especially in the third trimester and 
postpartum period12,13; (2) the benefits of PrEP extend to 
protecting the infant by protecting the mother; and (3) the 
risks to the infant are likely to be minimal. Counselling 

Discrepant results: refers to any combination of HIV test outcomes to an
individual which does not allow a final HIV status to be determined as per the HTS Policy 

Screening test reactive (+)
Confirmatory test 1 reactive (+)

Confirmatory test 2 non-reactive (-) 

Screening test reactive (+)
Confirmatory test 1 non-reactive (-)

2nd screening test reactive (+)

Perform HIV screening test

Screening test reactive (+) Screening test non-reactive (-)

Confirmatory test 1 Report HIV negative (-)

Confirmatory test 1 non-reactive (-)Confirmatory test 1 reactive (+)

Confirmatory test 2 Repeat screening test only
(Do not repeat the whole algorithm)

2nd screening test
non-reactive (-) 

2nd screening test
reactive (+) 

Confirmatory test 2
non-reactive (-)

Confirmatory test 2
reactive (+)

Report HIV negative (-)Discrepant resultsDiscrepant results

Report as HIV inconclusive and
refer for HIV ELISA testing 

Report as HIV inconclusive
and refer for HIV ELISA testing 

Report HIV positive (+)

Source: National Department of Health.6 Please see the full reference list of Macdonald P, Nair G, Wattrus C, et al. Southern African HIV Clinicians Society guideline on pre-exposure prophylaxis to 
prevent HIV. S Afr J HIV Med. 2025;26(1), a1713. https://doi.org/10.4102/sajhivmed.v26i1.1713 for more information
ELISA, enzyme-linked immunosorbent assay; HTS, HIV testing services.

FIGURE 2: South African National Department of Health HIV testing algorithm. 

http://www.sajhivmed.org.za
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should cover the risks and benefits of using oral PrEP and 
CAB-LA, depending on their level of risk of HIV exposure, 
preference and ability to adhere to a daily pill or injection. 
Please see Pre-exposure prophylaxis in pregnant and lactating 
people for more detail on PLP.

Currently available pre-exposure 
prophylaxis options
Table 1 details available PrEP options in the South African 
setting, and Table 2 details appropriate safety screening and 
monitoring.

Integrated HIV prevention and  
sexual and reproductive health 
package
PrEP should be offered as part of an integrated HIV 
prevention and SRH package to all individuals with a 
negative HIV test, and who are likely to be exposed 
to HIV or who request PrEP. Box 4 outlines the recommended 
core services, along with additional services to consider or 
for which to establish referral pathways.

Differentiated service delivery
To improve PrEP uptake and persistence within an integrated 
HIV prevention and SRH service, and recognising that PrEP 
users are generally healthy, a differentiated service delivery 
model has been proposed.14 This model leverages existing 
platforms and introduces alternative delivery options outside 
traditional public health services, including private practice 
clinicians, mobile clinics, pharmacies, schools, and courier 
services. Task shifting of PrEP provision from doctors 
to nurses, and other trained and authorised providers such 
as  pharmacists and counsellors, is encouraged. The 
simplification of PrEP provision aims to make access easier 
while maintaining quality of care. One example is multi-
month dispensing, which allows for the provision of up to 6 
months’ supply of oral PrEP or the DVR at follow-up visits, 
combined with HIVST kits. This approach reduces the need 
for frequent visits to a healthcare facility or a clinician, 
streamlining access to the service.14,15,16

STEP 1: Provide
general HIV counselling

• Provide general HIV risk-reduc
on counselling.
• Confirm that the individual iden
fies themselves as being at risk of acquiring HIV and/or that they want to adopt a means

of protec
ng themselves against HIV.

STEP 2: Provide HIV
prevention counselling,

including PrEP counselling

• Provide informa
on about all available HIV preven
on strategies, including condoms, partner tes
ng, VMMC, PEP and PrEP.
•  If PrEP is iden
fied as a strategy of interest by the individual, provide detailed informa
on about available PrEP op
ons

(see Table 1).

STEP 3: Contextualise PrEP
in the individual’s life

• Discuss the pros and cons of each PrEP product and suitability for their lifestyle, enabling the individual to make an 
appropriate and well-informed choice.

STEP 4: Encourage
self-reflection

• Encourage the individual to consider the different PrEP op
ons in their daily life and circumstances.
• Decision support tools, such as the NDOH PrEP quiz, can be used to assist decision-making.

STEP 5: Assess
readiness for PrEP

• Confirm that the individual is interested in using the product and has confidence in their ability to use the chosen product
(i.e.: take a daily pill, self-insert the ring, return for injec
ons).

STEP 6: Help the individual
make a well-informed

PrEP choice

• Taking the above steps into account, including the individual’s interest, preference, and confidence in using PrEP, enable a final and 
well-informed decision on which PrEP product to ini
ate.

Source: Adapted from National Department of Health5,6,7 and World Health Organization.25 Please see the full reference list of Macdonald P, Nair G, Wattrus C, et al. Southern African HIV Clinicians 
Society guideline on pre-exposure prophylaxis to prevent HIV. S Afr J HIV Med. 2025;26(1), a1713. https://doi.org/10.4102/sajhivmed.v26i1.1713 for more information
VMMC, voluntary medical male circumcision; PEP, post-exposure prophylaxis; PrEP, pre-exposure prophylaxis; NDoH, National Department of Health.

FIGURE 3: How to provide comprehensive choice counselling for pre-exposure prophylaxis.

BOX 2: General messages on pre-exposure prophylaxis choice counselling.
General messages:
• �PrEP should be framed as a positive, responsible choice that is part of a 

comprehensive package of HIV prevention and SRH services.

• �Individuals should be supported in making their own decisions regarding PrEP 
choice.

• �Additional guidance may be needed during pregnancy and lactation.

• PrEP does not need to be a lifelong commitment.

• �PrEP methods can be switched to accommodate lifestyle changes and the 
individual’s level of risk.

PrEP, pre-exposure prophylaxis; SRH, sexual and reproductive health.

BOX 3: A note on pre-exposure prophylaxis for people who use drugs, including 
those who inject drugs.

Notes:
• �There is very limited evidence on PrEP use in PWUD9 and currently no efficacy 

data for CAB-LA and DVR in this group.

• �It is important to remember that PWID can also acquire HIV through sex, 
including particularly high-risk groups such as GBMSM who engage in 
ChemSex.10

• �PrEP should be offered as part of a comprehensive harm reduction programme. 
See here the SAHCS Guidelines for Harm Reduction11 for further information.

Note: Chemsex refers to the use of stimulant drugs in sexualised settings to enhance the 
sexual experience among gay, bisexual, and other men who have sex with men. Also known 
as party and play (PnP), and slam sex (when in the context of injecting drugs)10 Please see the 
full reference list of Macdonald P, Nair G, Wattrus C, et al. Southern African HIV Clinicians 
Society guideline on pre-exposure prophylaxis to prevent HIV. S Afr J HIV Med. 2025;26(1), 
a1713. https://doi.org/10.4102/sajhivmed.v26i1.1713 for more information
PrEP, pre-exposure prophylaxis; PWUD, people who use drugs; PWID, people who inject 
drugs; GBMSM, gay, bisexual and other men who have sex with men; DVR, dapivirine vaginal 
ring; CAB-LA, long-acting cabotegravir intramuscular injection; SAHCS, Southern African HIV 
Clinicians Society.

http://www.sajhivmed.org.za
https://doi.org/10.4102/sajhivmed.v26i1.1713
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Follow-up visits
Figure 4 details what should be done at PrEP follow-up visits.

Cycling on and off pre-exposure 
prophylaxis
It is important that individuals who choose to start, stop and 
restart PrEP do so safely, and that they are well educated about:

•	 The lead-in time until protection against HIV, when 
starting or restarting PrEP.

•	 How to safely stop the PrEP method after their last 
potential exposure, and the need to use alternative HIV 
prevention methods, if necessary.

Cycling on and off CAB-LA intermittently is not 
recommended, because of the long tail, and the need to cover 
with other HIV prevention methods (usually oral PrEP), to 
prevent INSTI resistance if HIV infection occurs during the 
period of subtherapeutic tissue levels.

Switching between pre-exposure 
prophylaxis products
Individuals may choose to switch between PrEP products, 
depending on their preferences, changing circumstances, 
and the availability of certain PrEP products. If there is 
ongoing potential exposure to HIV, providers should support 
an individual to choose an alternative PrEP method and 
support them to switch correctly and safely to maintain 
optimal protection against HIV.

Both the lead-in time to effectiveness of the new product, 
and the waning effectiveness of the current product, need 
to be considered when switching. Simultaneous use of the 
two products for a limited period, to cover their lead-in 
and tail periods, may be considered.19 For example, an 
individual may be on both CAB-LA and oral PrEP for 7 
days when stopping oral PrEP and starting CAB-LA. There 
are limited data on the safety of using more than one PrEP 
product at once, but no serious concerns are anticipated.

TABLE 2: Safety screening and monitoring.
Screening PrEP option Who At PrEP initiation At PrEP follow-up Note

HIV infection • �Oral PrEP (TDF/FTC)
• CAB-LA
• DVR

All Essential Essential
• �CAB-LA: 1 month after 

initiation, and then every 
2 months

• �Oral PrEP and DVR: 1 
month after initiation, and 
then every 3 months

• �Use point-of-care HIV Ab and/or HIV Ab/Ag 
RDTs

• �HIVST can be used for Oral PrEP and DVR but 
not for CAB-LA

• �Consider NAAT testing if available, when 
initiating CAB-LA

Renal function Oral TDF-based PrEP 
only

Well individual, 
≤ 30 years

Recommended
(but not essential)

Not required • �Avoid oral TDF-based PrEP if:
 �eGFR < 50 mL/min if > 16 years
 �eGFR < 80 mL/min if 10–16 years.

• �PrEP can be started while awaiting results
• �As kidney function may vary, day-to-day, eGFR 

can be repeated to re-assess eligibility

Well individual, 
> 30 years

Recommended 6–12 monthly

Individuals with 
comorbidities 
(hypertension 
and diabetes)

Recommended 6-monthly

Concomitant 
nephrotoxic 
medication

Recommended 6-monthly

Pregnant Recommended 3 and 6 months after 
initiation (during pregnancy)

• �Avoid oral TDF-based PrEP if serum creatinine 
> 85 μmol/L.

• �PrEP can be started while awaiting results.
• �As kidney function may vary, day-to-day, eGFR 

can be repeated to re-assess eligibility
Liver function
(ALT and AST)

CAB-LA All Optional unless 
concomitant hepatitis B 
(then recommended)

Not required Consider if suspected hepatotoxicity (e.g. high 
alcohol use)

Hepatitis B
(HbsAg)

Oral PrEP
CAB-LA

All • Recommended
• �Testing availability 

should not be a barrier 
to PrEP initiation

Not required • �CAB-LA provides no benefit in hepatitis B 
infection, unlike TDF which can be used to 
treat hepatitis B and may be preferred

• �PrEP can be started while awaiting results
• �If HbsAg positive, consider specialist referral

Hepatitis C Oral PrEP
CAB-LA

All • Recommended
• �Testing availability 

should not be a barrier 
to PrEP initiation

Not essential • �CAB-LA provides no benefit in hepatitis C 
infection

• �If hepatitis C positive, rather consider oral 
TDF-based PrEP and refer for DAA treatment

• PrEP can be started while awaiting results
STI screen,
(Including 
Chlamydia 
trachomatis, 
Neisseria 
gonorrhoea, 
syphilis)

• �Oral PrEP (TDF/FTC)
• CAB-LA
• DVR

All Recommended Symptom screen 3 monthly
If available, STI testing 6 
monthly

• �STI diagnostic testing is recommended even if 
asymptomatic

• �If not available and symptomatic, manage 
syndromically

Pregnancy • �Oral PrEP (TDF/FTC)
• CAB-LA
• DVR

Females of 
reproductive age

Recommended, if 
applicable

Recommended, if applicable • �Rapid pregnancy tests can be used.
• �If pregnant, PrEP options include oral PrEP 

and CAB-LA following risk-benefit counselling.

Source: Adapted from National Department of Health5,6,7 and World Health Organization.19 Please see the full reference list of Macdonald P, Nair G, Wattrus C, et al. Southern African HIV Clinicians 
Society guideline on pre-exposure prophylaxis to prevent HIV. S Afr J HIV Med. 2025;26(1), a1713. https://doi.org/10.4102/sajhivmed.v26i1.1713 for more information
PrEP, Pre-Exposure Prophylaxis; DVR, dapivirine vaginal ring; CAB-LA, long-acting cabotegravir intramuscular injection; TDF, tenofovir disoproxil fumarate; FTC, emtricitabine; eGFR, estimated 
glomerular filtration rate; IM, intramuscular; CAB, cabotegravir; STI, sexually transmitted infection; RDT, rapid diagnostic test; AST, aspartate transaminase; ALT, alanine transaminase; HBsAg, 
Hepatitis B surface antigen; DAA, direct-acting antiviral; HIVST, HIV self-test; NAAT, nucleic acid amplification test; Ab, antibody; Ag, antigen; STI, sexually transmitted infection.

http://www.sajhivmed.org.za
https://doi.org/10.4102/sajhivmed.v26i1.1713
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Table 3 details how to safely switch between PrEP products.

Post-exposure prophylaxis to 
pre-exposure prophylaxis  
(and pre-exposure prophylaxis to 
post-exposure prophylaxis) 
transitions
PEP is the administration of a short course of ART to an 
individual who has an HIV-negative test and who may have 
been exposed to HIV, in order to prevent acquisition of the 
virus. PEP can effectively prevent infection in a person 
exposed to HIV when initiated as soon as possible, ideally 
within 24  h, and at least within 72  h post-exposure. The 
global recommendation for PEP is a three-drug regimen 
involving, whenever possible, an integrase inhibitor (usually 
dolutegravir).25 Table 4 details how to safely transition 
between PEP and PrEP.

Managing missed pre-exposure 
prophylaxis doses
There are many reasons why PrEP users may miss a dose 
or more, and PrEP providers should be supportive and 
non-judgemental when this happens. This is often a good 
time to discuss different PrEP options, choices and the 
effective use of PrEP, within an integrated HIV prevention 

BOX 4: Components of an integrated HIV prevention and sexual and reproductive 
health package.

Core services:
• HIV counselling and testing, including partner testing.
• Risk reduction counselling.
• Provision of condoms (male and female) and lubricant.
• Provision of PEP (if indicated).
• PrEP choice counselling.
• Provision of PrEP.
• STI screening and treatment (including partner notification[s]):

 �Ideally aetiological testing: Chlamydia trachomatis, Neisseria gonorrhoea, 
Treponema pallidum (syphilis), Trichomonas vaginalis.

 STI syndromic management if STI testing unavailable.
• Hepatitis B and C screening.
• Pregnancy screening in women of reproductive age.
• Provision of contraception. 
• TB screening (and partner screening/notification when applicable).
• Mental health screening, counselling and referral when necessary.
• �Gender-based violence and intimate partner violence assessment and 

response.

Additional services to consider / referrals:
• General primary healthcare services (when applicable).
• Antenatal care.
• Termination of pregnancy.
• Antiretroviral treatment for individuals and their partner(s) (when applicable).
• Gender-affirming care services (when applicable).
• Harm reduction services for people who use drugs.
• Prevention, assessment and treatment of cervical cancer. 
• HPV vaccination.

Source: Adapted from National Department of Health7 and World Health Organization.19 

Please see the full reference list of Macdonald P, Nair G, Wattrus C, et  al. Southern 
African HIV Clinicians Society guideline on pre-exposure prophylaxis to prevent HIV. S Afr 
J HIV Med. 2025;26(1), a1713. https://doi.org/10.4102/sajhivmed.v26i1.1713 for more 
information
PrEP, pre-exposure prophylaxis; PEP, post-exposure prophylaxis; STI, sexually transmitted 
infection; TB, tuberculosis; HPV, human papilloma virus.

PrEP, pre-exposure prophylaxis; PEP, post-exposure prophylaxis; SRH, sexual and reproductive health; STIs, sexually transmitted infections; CAB-LA, long-acting cabotegravir intramuscular injection; 
DVR, dapivirine vaginal ring.

FIGURE 4: HIV pre-exposure prophylaxis follow-up visits.

Step 1:
Check-in with the individual

on how things are going

• Ask about PrEP use since the last visit and assess effec	ve use.
• Ask about and manage any side effects.
• Ask about any interim medical issues or new medica	ons.
• Review and discuss the results of any inves	ga	ons (if applicable).
• Discuss inten	ons and establish willingness to con	nue PrEP.

Step 2: Exclude
HIV infection

• Assess possible exposure to HIV within the past 72 hours and if there is a need for PEP (instead of PrEP).
• Assess for signs or symptoms of acute HIV infec	on combined with a history of possible exposure to HIV within the past month.
• Conduct an HIV test.

Step 3:
Provide comprehensive
PrEP choice counselling

• Provide comprehensive PrEP counselling to enable the individual to make an informed and suitable choice.
• Include a discussion on available PrEP op	ons (see Table 1) if the individual wants to switch.

Step 4: Provide
counselling for effective

PrEP use (see Table 1)
• Provide counselling for the exis	ng or newly chosen PrEP product, including possible side effects.

Step 5: Perform
safety monitoring • Perform safety monitoring if applicable (see Table 2).

Step 6: Provide
comprehensive SRH
services (see Box 3)

• Provide addi	onal SRH services and encourage condom use and contracep	on if applicable.
• Reinforce that PrEP does not prevent STIs and pregnancy.

Step 7: Provide PrEP • Provide the chosen PrEP product, and repeats (if applicable).

Step 8: Schedule
the next follow-up visit

• Schedule follow-up visit:
– CAB-LA: 2-monthly
– Oral PrEP and DVR: 3 monthly

http://www.sajhivmed.org.za
https://doi.org/10.4102/sajhivmed.v26i1.1713


Page 8 of 11 Guideline

http://www.sajhivmed.org.za Open Access

and SRH context. Table 5 details how to manage a missed 
PrEP dose.

Managing HIV seroconversion
HIV seroconversion while on PrEP is very unlikely if it is 
used effectively, but can occur if:

•	 PrEP is initiated in an individual with pre-existing HIV 
infection that is missed.

•	 PrEP is not used effectively, and HIV exposure occurs 
after starting PrEP (break through infections).

If HIV seroconversion occurs, PrEP should be stopped and 
ART started immediately, or as soon as possible after the 
diagnosis of HIV is confirmed.

If the individual is using oral PrEP (daily or intermittently) or 
the DVR before HIV seroconversion, first-line ART (TLD) can 

be started, as the risk of developing HIV drug resistance with 
oral PrEP and the DVR is low.

If the individual is using CAB-LA, there is a possibility that 
drug resistance may develop to dolutegravir as both 
cabotegravir and dolutegravir are INSTIs. There are three 
possible scenarios to consider when HIV seroconversion 
occurs in the context of CAB-LA use:

•	 Undiagnosed HIV infection at CAB-LA initiation.
•	 Breakthrough HIV infection while on CAB-LA.
•	 HIV infection acquired after stopping CAB-LA, while 

levels of CAB-LA are waning in the 12-month tail period.

The diagnosis of HIV might be delayed due to the suppression 
and inhibition of the HIV virus by CAB-LA, resulting in 
false-negative HIV tests. This is known as the LEVI syndrome, 
and if ongoing CAB-LA injections continue (as HIV 
infection is masked), then the monotherapy may result in the 
development of INSTI resistance.26

When HIV seroconversion occurs in the context of CAB-LA 
in  any of the above three scenarios, TLD should be 
started  immediately, and an HIV drug-resistance test done. 
Consultation with an experienced clinician is also recommended.

Pre-exposure prophylaxis in 
pregnant and lactating people
PrEP is recommended for all PLP who are at risk of HIV 
exposure, because pregnancy is a time when the risk of HIV 
infection and transmission to the infant is higher, with the 

TABLE 3: Switching between pre-exposure prophylaxis products.
Switch Note

Oral PrEP or DVR to 
CAB-LA

• �Use oral PrEP or DVR for 7 days after starting 
CAB-LA.

CAB-LA to Oral PrEP or 
DVR

• �Start oral PrEP or DVR 8 weeks after the last 
CAB-LA injection (less than 8 weeks can be 
considered if it facilitates engagement in care 
and retention).

• �CAB-LA provides protection for 8 weeks after 
the last injection. Thereafter, the level of CAB 
decreases, reducing the level of protection 
against HIV, and increasing the possibility 
of resistance to ART if HIV infection occurs, 
for up to 12 months after stopping CAB-LA. 
An alternative HIV prevention method should 
be used for any ongoing possible HIV 
exposure for up to 12 months after stopping 
CAB-LA. 

Oral PrEP to DVR • Use oral PrEP for 7 days after DVR insertion.

DVR to Oral PrEP • �Use the DVR (or alternative HIV prevention, such 
as condoms) for 7 days after starting oral PrEP. 

Source: World Health Organization.19 Please see the full reference list of Macdonald P, Nair G, 
Wattrus C, et al. Southern African HIV Clinicians Society guideline on pre-exposure 
prophylaxis to prevent HIV. S Afr J HIV Med. 2025;26(1), a1713. https://doi.org/10.4102/
sajhivmed.v26i1.1713 for more information
Note: The ideal strategy for transitioning between different PrEP products, including 
overlapping use of PrEP products, is not currently known. There is also limited data on the 
safety of using more than one PrEP product at a time. There is no evidence suggesting that 
using multiple PrEP products at the same time results in any advantage in terms of reduced 
risk of HIV acquisition (beyond the advantages of each PrEP product individually).
PrEP, pre-exposure prophylaxis; DVR, dapivirine vaginal ring; CAB-LA, long-acting 
cabotegravir intramuscular injection; CAB, cabotegravir; ART, antiretroviral therapy.

TABLE 4: Transitioning from post-exposure prophylaxis to pre-exposure prophylaxis 
and pre-exposure prophylaxis to post-exposure prophylaxis.
Transition Note

PEP to PrEP
(Oral PrEP, DVR or CAB-LA)

• �Start oral PrEP/DVR/CAB-LA immediately after 
completing the 28-day course of PEP and after 
confirming a negative HIV result.

• �PrEP initiation following PEP can be managed the 
same as anyone else starting PrEP.

• �Immediate transition from PEP to PrEP is 
recommended for individuals who have an ongoing 
risk of HIV exposure. 

PrEP to PEP • �PEP is not usually required if PrEP is used as 
prescribed; but if there are concerns about 
adherence it may be safer to pause PrEP and start 
PEP instead to ensure protection.

• �Providers should educate all PrEP users about PEP, 
and emergency STI prophylaxis and contraception 
should the need arise.

Source: World Health Organization.19 Please see the full reference list of Macdonald P, Nair G, 
Wattrus C, et al. Southern African HIV Clinicians Society guideline on pre-exposure 
prophylaxis to prevent HIV. S Afr J HIV Med. 2025;26(1), a1713. https://doi.org/10.4102/
sajhivmed.v26i1.1713 for more information
PrEP, pre-exposure prophylaxis; PEP, post-exposure prophylaxis; DVR, dapivirine vaginal 
ring; CAB-LA, long-acting cabotegravir intramuscular injection; STI, sexually transmitted 
infection.

TABLE 5: Managing missed pre-exposure prophylaxis doses.
Modality Note

Oral PrEP
(Daily or 
intermittent)

• If 1 dose is missed, take 1 tablet as soon as remembered.
• �If > 2 days without dose, restart oral PrEP as prescribed.
• Counsel for additional protection, if required.

DVR • �If expelled/removed and no exposure to unhygienic 
environment, rinse ring in clean water and immediately reinsert.

• Alternatively, replace with new ring.
• Counsel for additional protection, if required.

CAB-LA • Dosing schedule after unplanned missed injections:
How much time has passed since the missed target injection date?
• If ≤ 4 weeks since target injection date:
 Resume injections as soon as possible.
 Continue with every-2-month dosing schedule thereafter.

• If ≥ 4 weeks since target injection date:
 Repeat initiation injections (2 injections 1 month apart).
 Continue with every-2-month dosing schedule thereafter.

Oral PrEP bridging for planned missed injections:
If an individual plans to miss their target injection date by > 7 days, 
daily oral prep can be prescribed to bridge the gap between 
injections.
Start oral PrEP on the target injection date and continue daily until 
able to return.
When the individual returns, apply the same dosing schedule as 
above:
How much time has passed since the missed CAB-LA target 
injection date?
• If ≤ 4 weeks since target injection date:
 Resume injections as soon as possible.
 Continue with every-2-month dosing schedule thereafter.

• If ≥ 4 weeks since target injection date:
 Repeat initiation injections (2 injections 1 month apart).
 Continue with every-2-month dosing schedule thereafter. 

Source: Adapted from National Department of Health7 and World Health Organization.19 

Please see the full reference list of Macdonald P, Nair G, Wattrus C, et al. Southern African 
HIV Clinicians Society guideline on pre-exposure prophylaxis to prevent HIV. S Afr J HIV Med. 
2025;26(1), a1713. https://doi.org/10.4102/sajhivmed.v26i1.1713 for more information
PrEP, pre-exposure prophylaxis; DVR, dapivirine vaginal ring; CAB-LA, long-acting cabotegravir 
intramuscular injection.

http://www.sajhivmed.org.za
https://doi.org/10.4102/sajhivmed.v26i1.1713
https://doi.org/10.4102/sajhivmed.v26i1.1713
https://doi.org/10.4102/sajhivmed.v26i1.1713
https://doi.org/10.4102/sajhivmed.v26i1.1713
https://doi.org/10.4102/sajhivmed.v26i1.1713
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risk more than doubling during pregnancy and the 
postpartum period.12,13

Women who acquire HIV during pregnancy or lactation have 
a higher chance of transmitting HIV to their infants. 
Consequently, primary HIV prevention for PLP has emerged 
as a key global health and South African HIV prevention 
priority.

As of April 2025, PrEP options for PLP in South Africa 
include daily oral PrEP and CAB-LA following risk-benefit 
counselling. The DVR is not approved for use in PLP, 
although evidence suggests that it is safe to use in pregnancy, 
and SAHPRA approval is pending.

Oral PrEP: Studies have shown that exposure to TDF and 
FTC during pregnancy among women living with HIV is safe 
and well tolerated. A recent systematic review27 identified 14 
studies that evaluated or will evaluate maternal and/or 
infant outcomes following oral PrEP exposure during 
pregnancy or lactation. None of the completed studies found 
differences in pregnancy or perinatal outcomes associated 
with oral PrEP exposure. Most pregnant people do not 
experience significant side effects from oral PrEP; however, 
about one in 10  may have side effects such as nausea, 
abdominal cramps, or headache. These are usually mild and 
resolve in the first few weeks. Some side effects of oral PrEP 
may also be confused with symptoms of early pregnancy 
(e.g. nausea, vomiting, and fatigue).

CAB-LA is well tolerated in pregnant women. Maternal, 
pregnancy, and immediate infant outcomes (as defined by 
WHO recommended endpoints) are comparable to F/TDF, 
with expected background rates. Pharmacokinetic (PK) 
analyses showed a decline in concentrations, particularly in 
the third trimester, although these declines were above target 
thresholds, and no HIV infections occurred during 
pregnancy.28,29 Currently, no dose adjustment is required; 
however, analyses are ongoing to confirm this. Regarding 
infant outcomes, the use of CAB-LA has not been associated 
with an increase in spontaneous abortions or congenital 
abnormalities.28,29,30 Details regarding CAB exposure in 
infants who breastfeed is unknown. It is expected that 
transmission through breastmilk is minimal and similar to 
levels seen for dolutegravir, but this will be confirmed in 
ongoing studies.

The DVR has not yet been approved by SAHPRA for use in 
PLP; however, there is now data to indicate its safety for use 
in both pregnant and lactating people,17,18 with pregnancy 
and infant outcomes being similar to or lower than local 
background rates.18,27,31 Dapivirine exposure to infants during 
breastfeeding is safe, and the quantity of dapivirine in 
breastmilk from a DVR is minimal.29,32,33

When choosing PrEP during pregnancy and lactation, it is 
important to consider all potential risks and benefits, making 
decisions on a case-by-case basis. Common (and temporary) 
side effects, such as nausea and fatigue, which can occur in 

both early pregnancy and early PrEP use, should be discussed 
during counselling, and reassurance provided to encourage 
PrEP use and support ongoing adherence.

Upcoming modalities
The HIV prevention pipeline has many products in pre-
clinical and clinical development, including preventive 
vaccines, broadly neutralising antibodies (BNAbs), monthly 
oral pills, vaginal rings, vaginal and rectal gels, vaginal films, 
long-acting injectable antiretrovirals, and multi-purpose 
prevention technologies (MPTs) designed to reduce the risk 
of HIV and sexually transmitted infections and/or provide 
effective contraception for women.34

Most relevant, and within reach is lenacapavir (a 6-monthly 
subcutaneous long-acting PrEP injection), a monthly pill 
with the nucleoside reverse transcription translocation 
inhibitor (MK8527), the three-monthly DVR, and a dual 
prevention pill combining oral PrEP and the oral 
contraceptive, levonorgestrel.

Lenacapavir (LEN) is a first-in-class multi-stage capsid 
inhibitor that can be administered every six months via 
subcutaneous injection. The FDA is expected to approve LEN 
for HIV prevention soon, following the promising results of 
the PURPOSE 135 and PURPOSE 236 studies. PURPOSE 1 
evaluated the efficacy and safety of LEN for HIV prevention 
in cisgender women from South Africa and Uganda, aged 16-
25 years. Among the 2134 cisgender women receiving twice-
yearly LEN, none acquired HIV, demonstrating 100% 
effectiveness. LEN was also safe for women who became 
pregnant while using it. Participants and infants continue to 
be followed in the open-label extension phase and will 
contribute to pharmacokinetic (PK) data.35 PURPOSE 2 
showed that LEN reduced the risk of acquiring HIV by 96% 
compared to background HIV incidence among 2183 
participants, including cisgender men, transgender men, 
transgender women, and nonbinary individuals aged 16 
years and older.36 PURPOSE 1 also assessed the protection 
against HIV of daily oral tenofovir alafenamide, but this did 
not differ from background HIV infection rates or the 
standard oral F/TDF.35 A matched control study of drug 
levels confirmed this was likely due to inadequate adherence 
by the women in the oral PrEP arms.

MK8527 is a long-acting nucleoside reverse transcriptase 
translocation inhibitor which due to its antiretroviral potency 
can be administered monthly as a small pill. Phase 2 dose 
finding studies are completed and phase 3 trials will be 
commencing in 2025. It is hoped efficacy data may be 
available in 2027.

A three-monthly DVR is also in development, and offers 
several advantages over the monthly DVR, including 
reductions in cost, waste and replacement frequency, and 
acceptibility.37 Recent data suggest that the efficacy of the 
3-month ring will be at least equal to that of the 1-month 
DVR, and provide an extended-use option.38,39

http://www.sajhivmed.org.za
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The dual prevention pill: This MPT is the first to contain 
PrEP. An application for regulatory approval of this 
combination of two already approved products (TDF/FTC) 
and oral contraception (ethinyl estradiol and levonorgestrel) 
was made in 2024, and it is anticipated that approvals will be 
received in late 2025. Bioequivalence studies have confirmed 
that available concentrations of active drugs in the MPT are 
the same as for each individual product.40

Tenofovir/levonorgestrel (TFV/LNG) vaginal ring: A phase 
2a study conducted among Kenyan women showed that the 
TFV/LNG ring was safe and well tolerated. PK studies 
indicated that clinical efficacy for prevention of HIV-1, HIV-2 
infections and pregnancy were highly likely.41

BNAbs administered as infusions or subcutaneous injections 
are also being considered as a type of immune-based 
prophylaxis.42 This is based on the proof-of-concept studies 
that showed that the BNAbs were protective if it matched the 
circulating HIV.43

Quick-start oral PrEP for women for intermittent use is also 
being discussed, and inclusion in guidelines is contingent on 
the availability of supportive efficacy data. This is also known 
as the 2:7 method, as opposed to the 2:1:1 method for men. 
Two tablets are taken 2–24  h before exposure and then 1 
tablet is taken every day for 7 days after possible exposure.

Conclusion
More than 10 years after TDF-based oral PrEP was first 
approved for use for HIV prevention, two novel long-acting 
modalities have been approved within a relatively short space 
of 2 years of each other (DVR and CAB-LA). Six-monthly LEN 
shows great promise, and regulatory approval is eagerly 
awaited. Additional long-acting methods and MPTs and 
devices are set to enter clinical trials, or have shown promise in 
early clinical development. Several mechanisms have been 
proposed to increase accessibility and guidelines developed to 
allow providers to confidently offer and manage individuals 
who choose PrEP. Advances toward holistic, person-centred, 
preference-based PrEP provision will bring us closer to 
realising our goal to end HIV.
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