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Much progress made in the past 4 decades regarding available ART for 
treatment and especially prevention



What should an ideal long-acting ART  look like? 

• Discrete, minimizes stigma

• No requirement for daily pill-taking

• Easy to take, palatable 

• If pills taken, as few as possible, should be FDC 

• Also consider TB prevention e.g., TB vaccine (in future), newer TPT regimens

• Currently cost and access to CAB/RIL treatment are HUGE barriers 

• Pre-existing NNRTI resistance is also a challenge

• Refrigeration requirements?

• HCW training 



Who would benefit from LA 
agents?



Pregnant and lactating 
women and people 



Although antenatal HIV seroprevalence has eventually declined, it still remains 
concerningly high  (data from 28 Feb-8 April 2022)

NICD, 2024



95-95-95 cascade, including viral load coverage, results receipt and suppression 
are still not optimal 

NICD, 2024



• Among 178 319 pregnant WLHIV, 345 174 VL tests
• First ANC 85 545 (48%) ART experienced 
• Proportions of viraemia VL> 50 copies/ml, 39 756 

(53.6%) first VL; 14 780 (36.9%) at delivery and 24 328 
(33.5%) postpartum. 

• Conclusion: Despite high-ART coverage among pregnant 
women in South Africa, only 63% of WLHIV achieved 
viral load less than 50 copies/ml at delivery. 

Moyo, AIDS, 2021; Moyo, SAMJ, 2021 

Low VL suppression on EFV



Fairlie, JAIDS, 2023 Myer, CID, 2016



Dolutegravir coverage has scaled up in the past few years, but VL data on DTG not yet available  

NICD, 2024



Numerous risk factors for suboptimal adherence in 
this group (especially postpartum)

• Myer: 

    - Younger age (IRR for 18–22 years of age vs ≥34 years of age, 3.67 [95% CI, 1.78–7.56]), 

    - ART initiation during the third trimester (IRR vs first trimester, 2.21 [95% CI, 1.13–4.34])

    - Previous defaulting on ART (IRR, 2.94 [95% CI, 1.29–6.69])

    - Postpartum period- each additional month associated with 11% increase in incidence of viremia (IRR, 1.11 [95% 
CI, 1.07– 1.15]).

• Other: 

    - Late ANC booking 

    - Elevated VL in pregnancy 

    - Fewer number of antenatal visits

   -  Alcohol use

   - Stigma

   - IPV

   - Lack of disclosure 

Myer, CID, 2016; Fairlie, JAIDS, 2023; Fairlie, Peds and HIV workshop, 2024



Mixed progress with treatment studies 

A5425/I2043 (PRACTICAL)
Evaluating CAB/RIL postpartum in higher risk WLHIV



Adolescents 



Adolescents are 
going through 
many changes and 
life experiences 
that make 
treatment 
adherence difficult 



ALHIV

Unique needs:

• Vertically HIV infected-highly treatment 
experienced, may have lost a parent, 
usual adolescent difficulties may be 
amplified, chronic illness, growth 
stunted, delayed puberty compared to 
peers

• Newly infected adolescents may lack 
support-might not want to disclose to 
parents (not required to do so for 
testing, treatment), might be difficult to 
disclose to partner/friend or support 
system

HSRC 2021



Gaps in achieving 90-90-90 goals

HSRC, 2021



Conclude: “The slightly higher exposure in the adolescent participants is 

clinically insignificant. 

•No dose adjustment is recommended for adolescent participants (12 to 

<18 years of age) weighing at least 35 kg in accordance with the current 

label for CAB.”



Weld, JAIDS, 2019



U=U as a motivation for good ART adherence, especially in 
adolescents where disclosure to a partner may be difficult 

Treatment as 
prevention 
(TASP)



Children 



Despite progress towards Prevention of Vertical HIV transmission, around 120 K 
children still infected in 2023 and children have poor 95-95-95 outcomes 



Caregiver perspectives:
Current treatment options often involve adherence 
challenges, impact the lives of children, their caregivers, and 
their interactions within broader social settings. Caregivers 
felt that implants as a long-acting approach to HIV treatment 
may offer distinct advantages compared to the current 
treatment options. However, caregivers also cited some 
apprehensions about the hypothetical implant that they felt 
would limit acceptability if not addressed during its 
development. 
Generally: 
- Current treatment challenges
- Perceived advantages of the implant
-      Uncertainties and potential disadvantages

“Lord, let there be at least a way [of administering HIV 
treatment] for children that is simpler. Because I have seen with 
my child... because no child asks for this [HIV positive status].” 

I know personally it was painful as my hand was painful for two 
weeks [after insertion of the contraceptive implant]. So, like, in 
terms of pain, how do you overcome it as doctors and all that?” 

Scorgie, AIDS PATIENT CARE AND STDS, 2022 Hawley, AIDS and Behaviour, 2024 (in press)



There are a few paediatric LAI studies ongoing….



Issues for LAI and treatment

Pros

- Improved adherence in chaotic periods

- Easier to administer 

- Possibly fewer visits 

- Decreased VL=decreased risk of 
vertical/horizontal transmission

Cons

- Resistance (esp with background high 
NNRTI resistance, increased risk of 
failure if VL increased)

- Increased staff capacity

- Painful and tricky to administer (z-track, 
RIL very viscous=painful 



LAI as treatment-who should get it? 

Will result in increased numbers of PLHIV on ART
Decreased morbidity and mortality secondary to AIDS-related deaths
Less benefit in people with VL < 1000 copies/ml
Increased risks of INSTI resistance and NNRTI resistance 
In people with VL < 1000 cps/ml, more adherent and therefore less risk of resistance compared to those with VL > 1000 
cps/ml
Cost-effective if cost $120 per year and used in PLHIV with VL > 1000 cps/ml = suboptimal adherence 

Increased implementation complexity: 
- Including cold chain
- Syringes, mechanism (z-track)
- Co-administration of two separate products 
- Possible need for an oral CAB–RPV dose lead-in dose (evaluate toxicity)
- Rule out hepatitis B before stopping tenofovir
- Treatment for active tuberculosis
- 1/2-monthly clinic visits, and time required at clinic 

Phillips, Lancet Global 
Health, 2021



Long-acting agents in HIV 
prevention in niche 
populations



Increased risk of HIV acquisition in pregnancy and postpartum 

Pooled vertical transmission rate 22.7% 
2-3 times higher risk of vertical transmission with 
incident compared to chronic HIV infection

Drake, PLOS Med, 2014Thomson, JID, 2018 



www.avac.org
May 2024

We have two new approved products.....and a new product on the horizon

Does not include 
the 3-monthly 
ring or 
4-monthly CAB-
LA: regulatory 
pathway and 
timeline unclear.

Current 
products 
available 
through IS 
studies

Early announcement for Len!

Slide courtesy of Saiqa Mullick



BioPIC Implementation Study Tracker

44
CAB for PrEP 
and DVR 
Implementati
on Science 
studies across 
the globe:
Some studies are happening in 
more than one country, with a 
total of 44 studies 
in 23 countries

USA: 9

Brazil: 2

Côte 
d’Ivoire: 1

Zambia: 2

South 
Africa: 11

Mali: 1

Burkina Faso: 1

Togo: 1

Ukraine: 1
France: 1

Belgium: 1

Thailand: 1

Vietnam: 1

Malaysia: 1

Australia: 1

Uganda: 4

N

S

EW

Kenya: 3

Malawi: 6

Zimbabwe: 4

Botswana: 1

Mozambique: 1

Eswatini: 3

Lesotho: 2

PrEParing for New Products: Geographically 

Currently no demonstration studies on Lenacapavir.
• Project PrEP
• Catalyst
• DREAMS PrEP Choice

Slide courtesy of Saiqa Mullick

https://www.prepwatch.org/resources/implementation-study-tracker/


PrEP coverage remains low in routine services  

NICD, 2024



Increasing data available on LAI, specifically CAB-LA 

Slide courtesy of Sinead Delany-Moretlwe



No difference in weight gain during 
pregnancy across exposure groups 
No difference in modes of delivery across 
exposure groups 

Slide courtesy of Sinead Delany-Moretlwe



Similar composite birth outcomes, 
although high rates of spontaneous and 
elective abortions in the prior CAB group 
No difference in infant growth parameters 
per exposure group

Slide courtesy of Sinead Delany-Moretlwe



Slide courtesy of Sinead Delany-Moretlwe



PrEP and special populations

Slide courtesy of Saiqa Mullick



Adherence to Lenacapavir 
was excellent, to F/TDF 
and F/TAF  poor 
No safety concerns
Injection pain improved 
with each dose 

Bekker, AIDS 2024, Bekker, NEJM, 2024

PURPOSE 1 Study 



Of particular concern is the low adherence to oral TAF or TDF 

Bekker, AIDS 2024, Bekker, NEJM, 2024



HIV prevention and 
cure/optimization in children 



NIAID, 2024; Cunningham, JID, 2020

bNAbs hold promise for treatment (cure, viral control)
 and prevention



Potential for LAI in infant prophylaxis

• CAB LA

• Lenacapavir

• bNAbs

• Potential gamechanger especially where difficulties with maternal ART adherence 
during breastfeeding 



Benefits of LAI Drugs in African Context

• Improved Adherence:

o Many patients struggle with daily oral medications due to stigma, forgetfulness

o This may occur more frequently during “chaotic” life periods

o LAI drugs administered every few weeks or months ensure steady exposures, VL suppression 

• Reduced Stigma:

o Monthly or quarterly injections are discrete, reducing stigma associated with daily oral medication.

• Lower Healthcare Resource Burden:

o Fewer clinic visits required, relieving pressure on overburdened healthcare systems (but skill required)

• PrEP:

o LAI PrEP can significantly reduce the transmission of HIV among high-risk populations

o Cabotegravir, lenacapavir extremely promising

• Treatment for PLHIV:

o LAI antiretroviral therapy (ART) may benefit those with adherence issues, reducing treatment failure and 

resistance.



Challenges and Considerations

• Infrastructure and availability:

o Rural areas may lack facilities to administer LAI drugs consistently

o Solutions include mobile health clinics or integrating LAI into existing health programs like maternal 

and child health

o Capacity building of healthcare workers on preparation and administration of LAI

• Cold Chain Requirements:

o Some LAI formulations require refrigeration, challenging in areas with unreliable electricity

• Cultural and Perception Barriers:

o Local populations may prefer oral treatments or traditional remedies, necessitating community 

education and awareness campaigns

• Cost: (THIS IS A HUGE ISSUE)

o LAI drugs are more expensive than oral alternatives.

o Long-term savings through reduced clinic visits, improved outcomes may offset costs

• ACCESS is also a HUGE issue, unclear registration paths etc



Conclusion

• LA Drugs as a Game-Changer:

o For Africa, especially niche populations, LAI drugs may have a huge impact on HIV treatment and prevention

o For PLHIV, reduce vertical and horizontal transmission

o Increase choice for HIV prevention

o However, success hinges on overcoming logistical, economic, and cultural challenges

• Unfortunately, not a silver bullet (Especially for treatment)

      - Resistance

      -  Oral lead-in 

      - Cost 

      - Availability

      - Accessibility

• Will require advocacy and commitment from HCW and patients 
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