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SOUTH AFRICAN NATIONAL DEPARTMENT OF HEALTH
NEMLC SUMMARY REPORT ON UPDATES MADE TO THE
THE STANDARD TREATMENT GUIDELINES AND ESSENTIAL MEDICINE LIST GUIDANCE PRODUCTS
PHC Chp 11 HIV and AIDS

Document Version Control
	Report Version 
	Date
	Detail

	V1.0
	16/10/2025
	Update – provisional draft STG for PrEP



Specific guidance products 
	No
	Guidance Product
	Tick
	Number

	1.
	Primary Health Care Level STGs – HIV 
	√
	11

	2.
	Adult Hospital Level STGs 
	
	

	3.
	Paediatric Hospital Level STGs 
	
	

	4.
	Tertiary and Quaternary EML
	
	



Summary Tables
Medicine Amendments
Medicine amendment recommendations, with supporting evidence and rationale are listed below. If appropriate can include non-medicine amendments if appropriate (for example if item has a large impact on how medicine is accessed). Kindly review the medicine amendments in the context of the respective standard treatment guideline (STG). Include updates post initial publication first or mark/highlight appropriately. 
	STG/SECTION
	GUIDANCE PRODUCTS 
(Tick relevant)
	MEDICINE / MANAGEMENT
	ADDED / DELETED / AMENDED
	TI* CONSIDERATIONS (if applicable)  

	
	PHC STGs & EML
	AH STG & EML
	PaedH STG & EML
	TQ EML
	
	
	

	Report Version v1.0: HIV Pre-exposure prophylaxis (PrEP)

	
	√
	
	
	
	Lenacapavir
	ADDED subject to SAHPRA registration and reference price being met.
	n/a


*Therapeutic Interchange


Report V1.0
PHC HIV Chapter 11  
Section 11.11 HIV Pre-exposure prophylaxis (PrEP)

Medicine Treatment:
LENACAPAVIR: Added (subject to reference price being met)
NEMLC Recommendation:
The NEMLC strongly recommends the use of Lenacapavir (LEN) for HIV PrEP based on the evidence reviewed. Inclusion on the EML is however subject to registration by the South African Health Products Regulatory Agency (SAHPRA) and contingent upon the reference price (as modelled in the economic analysis) being met.
The NEMLC supports acceptance of the Global Fund’s grant towards the procurement of lenacapavir. While the Committee notes potential equity concerns with this limited grant, it does present opportunity to further our understanding of pharmacovigilance concerns, as well as facilitate the development of a strategy for a scaled roll out of lenacapavir once procured  at the stated reference price.
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STG Update: PHC Chapter 11 Section 11.11 HIV PrEP
Proposed draft updates to the STG are included below for external comment. 

Eligibility for HIV PrEP: ‘Individuals at substantial risk of HIV infection’ has been removed as a criterion for HIV PrEP eligibility in line with the NDoH PrEP guideline (2021)[footnoteRef:2] which recommends that ‘Any person requesting PrEP, should be considered for PrEP, even if he/she may not be perceived to be at risk by the provider.’  [2:  National Department of Health. 2021 updated guidelines for the provision of oral pre-exposure prophylaxis (PrEP) to persons at substantial risk of HIV infection https://knowledgehub.health.gov.za/elibrary/updated-guidelines-provision-oral-pre-exposure-prophylaxis-prep-persons-substantial-risk] 

Contraindications to oral PrEP – renal function: The threshold of eGFR <60mL/min has been retained as a contraindication to the use of TDF-FTC as oral PrEP, in accordance with the South African Health Products (SAHPRA)-approved professional information leaflet[footnoteRef:3]. [3:  Professional Information Leaflet. Truvada®. Pharmacare Limited. Most recent amendment: 27 Nov 2015. Accessed online chrome-extension://efaidnbmnnnibpcajpcglclefindmkaj/https://www.sahpra.org.za/wp-content/uploads/2020/02/Truvada_PI_Aspen_MCC-format-27-November-2015.pdf] 

Screening investigations – baseline screening for hepatitis B: Baseline screening for hepatitis B is recommended for oral PrEP users as an alert to monitoring for a hepatitis flare up upon discontinuation of oral PrEP. Hepatitis flare up has not been identified as a risk with the use of lenacapavir, which is not contra-indicated in patients diagnosed with hepatitis B. 
Screening investigations – liver function testing for oral PrEP: Liver function screening (i.e. alanine transferase (ALT)) in individuals identified as hepatitis B surface antigen positive (HBsAg +ve) has been removed from the STG. Individuals identified as HBsAg +ve and who are initiated on oral PrEP should be referred for specialist monitoring and care as TDF-FTC may potentiate the risk of hepatic adverse effects. Furthermore, there is a risk of hepatitis flare upon discontinuation of TDF-FTC.
Management of potential drug-drug interactions: The NEMLC has noted discordant international guidance on the management of potential drug interactions with lenacapavir. More specifically, the Federal Drug Administration (FDA) in the United States provides dose guidance for lenacapavir in individuals requiring subsequent treatment with interacting medicines such as TB and antiepileptic medicines[footnoteRef:4], while the European Medicines Agency (EMEA) advises against concomitant use of medicines that could potentially interaction with lenacapavir[footnoteRef:5]. The NEMLC recommends that lenacapavir be avoided in individuals receiving treatment with medicines that have a potential to interact with lenacapavir. This conservative approach is recommended as evidence on the use of lenacapavir is still evolving and while supplies of lenacapavir remains constrained. Guidance on potential drug interactions with lenacapavir can be sourced online: https://www.hiv-druginteractions.org/checker. [4:  Federal Drug Administration approved prescribing information for Yeztugo. Last reviewed 6/2025 accessed online https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/220020s000lbl.pdf]  [5:  European Medicines Agency. Summary of product characteristics: Yeytuo. Accessed online https://www.ema.europa.eu/en/documents/product-information/yeytuo-epar-product-information_en.pdf] 

Lenacapavir - delayed injections and use of oral bridging: For individuals in the continuation phase, who present at weeks 26-28 after their last lenacapavir injection for a repeat injection, a single oral dose of lenacapvir 300mg should be administered in addition to the six monthly subcutaneous injection. Available evidence supports extended use of oral bridging for up to six months after the last lenacapavir injection (in the event of extended delays to injection administration). However, the limited access of lenacapavir via the Global Fund GC7 allocation, requires a considered approaching towards ensuring optimal use of a limited resource. NEMLC therefore does not recommend extended bridging with oral lenacapavir beyond a single dose. Individuals who present more than 28 weeks after their last lenacapavir injection will require that lenacapavir be re-initiated as per the recommended initiation regimen.
	PROPOSED STG UPDATE 
11.11 Pre-exposure prophylaxis (PrEP)
Z20.6 + Z29.2
Consult the most recent National Department of Health Guideline for PrEP eligibility criteria.
DESCRIPTION
Pre-exposure prophylaxis (PrEP) is the use of antiretroviral medicines by HIV-negative individuals before potential exposure to HIV to prevent them from acquiring HIV infection. 
PrEP only protects against HIV infection; it does not offer protection against other STIs or pregnancy.
PrEP should be used as part of a package that also includes condoms; lubricants for anal sex; STI management; screening and management of intimate partner violence; sexual and reproductive health services; medical male circumcision; and HIV services, including counselling and testing, HIV management, ART, and PEP.
All individuals requesting PrEP should be assessed and initiated if eligible.

Individuals initiated on PrEP must meet the following criteria:
· HIV-negative.
· Willing and able to adhere to PrEP.
· Prepared to come for repeat HIV testing every 3 months if on oral PrEP or every 6 months if on injectable PrEP.
· No contra-indications to or drug interactions with available PrEP options.
· No suspicion of acute HIV-infection (see clinical features, below).
Clinical features of acute HIV infection
	Symptoms
	Signs

	Malaise, anorexia, myalgia, headache, sore throat, sore glands, rash 
	Fever, sweating, viral meningitis, generalised lymphadenopathy, hepatosplenomegaly, pharyngitis, truncal rash, orogenital herpetiform ulceration, oral/oesophageal candidiasis, cervical adenopathy 



CONTRAINDICATIONS TO PrEP
General contraindications to PrEP
· Pre-existing HIV infection or unknown HIV status.
· Young women/men <35 kg or <15 years of age who are not Tanner stage 3 (sexual maturity) or greater.

Contraindications specific to PrEP options
	Oral PrEP (tenofovir/emtricitabine (TDF+FTC))
	Injectable PrEP 
(lenacapavir (LEN)) 

	· Estimated creatinine clearance or eGFR <60 mL/min.
· Use of nephrotoxic medicines e.g. aminoglycosides.
· Unwilling or unable to adhere to daily oral PrEP.
	· Estimated creatinine clearance or eGFR <15 mL/min or on renal replacement therapy.
· Severe hepatic impairment (Child-Pugh Class C).
· Unwilling or unable to adhere to 6 monthly injectable PrEP.



SREENING INVESTIGATIONS BEFORE STARTING PrEP

	Investigation
	Screen applicable 
	Purpose
	Action

	
	Oral PrEP
	Injectable
PrEP
	
	

	HIV test
(using algorithm in the HTS guidelines*)
	Yes
	Yes
	Assessment of HIV status.
	If HIV-negative, consider PrEP
If HIV-positive: Link to treatment and care services.

	Estimated creatinine clearance 
(eGFR)
	Yes
	No
	To identify pre-existing renal disease.
	Do not initiate oral PrEP if creatinine clearance/eGFR <60 mL/min. Repeat creatinine clearance two weeks after baseline screen if baseline eGFR < 60mL/min. If renal function returns to normal and other PrEP criteria are met, oral PrEP may be initiated. Refer for further investigation if renal function remains abnormal - injectable PrEP may be considered if eGFR > 15mL/min.

	Hepatitis B surface antigen (HBsAg)
	Yes
	No but may screen for hepatitis B once injectable PrEP commenced
	To caution those with hepatitis B infection of risk of hepatitis flare upon discontinuation of oral PrEP.
Hepatitis flare not identified as a risk with lenacapavir.

	Assess eligibility for vaccination if available (see table below). 
If HBsAg-positive, refer to specialist.

	Urine pregnancy test
	Yes
	Yes
	To identify if pregnant.
	Provide counselling covering risk of HIV infection during pregnancy and benefits of taking PrEP.

	RPR
	Yes
	Yes
	To diagnose syphilis infection for treatment.
	Manage according to STI guidelines.

	Syndromic STI screening
	Yes
	Yes
	To diagnose and treat STI.
	Manage according to STI guidelines.


Table 11.13: Screening investigations before starting PrEP
*HIV Testing Services guidelines
Note:
· If symptoms or signs of acute HIV infection are present, PrEP should be postponed until symptoms subside and a repeat rapid HIV test after 4 weeks remains negative.
· TDF + FTC is active against hepatitis B (HBV) infection. HBV infection is not a contra-indication to PrEP, but will require LFT monitoring in patients on oral PrEP. Discontinuation of TDF + FTC in patients with HBV requires referral to a specialist because of a risk of a hepatitis flare.
Hepatitis B immune status and oral PrEP eligibility
	Hepatitis B surface antigen (HBsAg)
	Hepatitis B surface antibody (HBsAb)
	Action

	Negative (-)
	Negative (-)
	Start PrEP: TDF+FTC or lenacapavir may be offered
Vaccinate with Hep B vaccine concurrently if available.

	Negative (-)
	Positive (+)
	Start PrEP: TDF+FTC or lenacapavir may be offered
No Hep B vaccine needed

	Positive (+)
	N/A
	Start PrEP: TDF+FTC or lenacapavir may be offered.
Refer for HBV evaluation and monitoring of liver function. 



Table 11.14: PrEP eligibility determined by hepatitis B immune status

Note:
· PrEP users with chronic hepatitis B infection who develop abnormal liver function tests should be referred for assessment.
PrEP follow up and monitoring
	Activity
	Frequency

	Confirmation of HIV-negative status
	Oral Prep: At 1 month, then every 3 months.
Injectable PrEP: At 1 month then every 6 months

	Address side effects
	Every visit.

	Adherence counseling
	Every visit.

	Estimated creatinine clearance
	Frequency dependant on pregnancy status, age and co-morbidity:
	Age/ 
pregnant
	Co-morbidity
	Creatinine

	<30 years
	None
	n/a

	30–49 years
	None
	Baseline

	<50 years
	Diabetes/ hypertension
	Baseline, annually

	≥ 50 years
	None
	Baseline

	≥ 50 years
	Diabetes/ hypertension
	Baseline, annually

	Pregnant
	n/a
	Baseline, 3 & 6 months




	STI screening and treatment
	Every visit.

	PrEP supply
	Oral PrEP (TDF+FTC): 1 month supply, then 3 monthly supply.
Lenacapavir. Loading dose tablets: Day 1 tablets to be administered during clinic visit with supply for Day 2. Injections to be administered by healthcare staff every six months. 

	Behavioural sexual risk reduction counseling
	Every visit.


Table 11.15: Monitoring of person(s) on PrEP

PREP REGIMENS AND SAFETY
ORAL PREp (TDF-FTC) REGIMEN 
A fixed dose combination formulation of: 
Tenofovir disoproxil fumarate (TDF), oral, 300 mg daily. 
AND
Emtricitabine, oral, 200 mg daily.
Note: To reach adequate protective levels in tissues, 7 days of daily dosing are required. Individuals should be counselled that additional barrier protection should be used until therapeutic levels achieved.

SAFETY
Relevant medicine interaction information with TDF + FTC combination
	Medicine
	Interaction information
	Advise

	Standard TB medicines
	No interaction.
	No need for dose adjustments.

	Hormonal contraception
	No interaction.
	Hormonal contraception does not affect PrEP effectiveness, nor does PrEP affect hormonal contraceptive effectiveness.

	Nephrotoxic medicines
	Increase risk of renal side effects.
	Avoid daily oral PrEP regimen. 
Advise other prevention methods or consider injectable PrEP regimen.


Table 11.16: Oral PrEP drug interactions

Side effects of TDF + FTC combination
	Major 
	Renal toxicity, decreased bone mineral density, extremely small risk of lactic acidosis and hepatic steatosis or steatohepatitis.

	Minor
	Gastrointestinal symptoms (diarrhoea, nausea, vomiting and flatulence), unintentional weight loss.


Table 11.17: Side effects of oral PrEP
Note:
· Minor side effects are relatively common (approximately 1 in 10 individuals in the first 1 to 2 months).
· Mild and self-limiting; do not require discontinuation.
· Renal toxicity and decreased bone mineral density usually reversible upon stopping TDF + FTC.

[bookmark: _GoBack]INJECTABLE PREP (LENACAPAVIR) REGIMEN
	Initiation
Day 1
	LEN, subcutaneous injection, 927 mg (2X1.5mL injections)
AND
LEN, oral, 600 mg (2 X 300 mg tablets)

	Initiation 
Day 2
	LEN, oral, 600 mg (2 X 300 mg tablets)
· Do not take the Day 1 and Day 2 oral doses on the same day.

	Continuation
	LEN, subcutaneous injection, 927 mg (2X1.5mL injections) every six months or 26 weeks from the last injection.


Table 11.18: Dose regimen for initiating lenacapavir as PrEP

MANAGEMENT OF MISSED DOSES OF LEN
a) INITIATION PHASE - MISSED ORAL DOSE ON DAY 2
· LEN, oral, 600 mg (2 X 300 mg tablets), take as soon as possible. 

b) CONTINUATION PHASE – DELAYED INJECTION
	Time since last injection
	Dosage recommendation

	26-28 weeks
	LEN, oral, 300 mg (1 X 300 mg tablets) as a single dose
AND 
LEN, subcutaneous injection, 927 mg (2 X 1.5mL injections).
· Administer injection on same day as single oral dose.
· Continue with LEN injection every six months or 26 weeks from the last injection.


	› 28 weeks
	Reinitiate LEN as per table 11.18 above
· Reassess if injectable PrEP still suitable for the client.
· Confirm HIV status is still negative.



Table 11.19: Management of injection delays during continuation phase


SAFETY
Some common drug interactions with lenacapavir listed below. For more comprehensive information on drug interactions, see https://www.hiv-druginteractions.org/checker.

	Medicine groups
	Interaction information
	Recommendation

	Standard TB medicines:
· Rifabutin
· Rifampicin
· Rifapentine
	Potential interaction
	Use oral PrEP instead until TB treatment completed.

	Hormonal contraception
	No interaction.
	No dose adjustments required

	Anticonvulsants: 
· Carbamazepine
· Phenobarbital
· Phenytoin
	Potential interaction
	Refer to doctor for switching to alternative anticonvulsant treatment.



	Illicit/recreational drug use
· Ketamine
	Potential interaction
	LEN may increase ketamine-related effects such as respiration depression and hallucinations.
Avoid use of ketamine

	Erectile dysfunction
· Sildenafil
· Tadalafil
· Vardenafil
	Potential interaction
	LEN may potentiate the effects of erectile dysfunction medicines.
Avoid concomitant use of erectile dysfunction medicines.


Table 11.20: LEN drug interactions
Note:
· Due to the long half-life of injectable lenacapavir, drug interactions may be significant for up to 9 months following subcutaneous injection.


Side effects of lenacapvir
	Major 
	Injection site reactions, including necrosis and ulcer (often linked to improper administration) , headache, nausea

	Minor
	Dizziness, vomiting, diarrhoea


Table 11.21: Side effects of LEN
Note:
· Major side effects reported in at least 5% (approximately 5 in 100 individuals in the PURPOSE 1 and/or 2 studies).
· For individuals who may need to switch from LEN to oral PrEP, initiate oral PrEP within 28 weeks of the last LEN injection.

STOPPING PREP
PrEP should be stopped if individual: 
· Tests HIV-positive.  
· Develops renal disease (for oral PrEP: eGFR <60mL/min and injectable PrEP eGFR < 15mL/min)
· Is non-adherent to PrEP. 
· Does not need or want PrEP. 
· No longer meets eligibility criteria. 
· Presents with safety concerns where the risks of PrEP use outweigh potential benefit.

Note:
· Continue oral PrEP for 7 days after the last potential HIV exposure. 
· Patients with chronic HBV may experience a hepatitis flare on discontinuation of oral PrEP.
· Injectable lenacapvir has an extended washout period and drug levels decline slowly during the tail period. During the tail period, protection against HIV diminishes although the potential for drug interactions remains.

REFERRAL
· HBsAg-positive
· Discontinuation of TDF + FTC in patients with HBV.
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Figure 11.10: PrEP initiation algorithm




NEMLC Report_PHChp 11_HIV_4C_3 Nov 2025	  							8

image1.jpeg




image2.jpeg
«\ff) health

i Department:
), Health
REPUBLIC OF SOUTH AFRICA

i




image3.emf

image4.emf

