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Current challenges to oral PrEP
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CAB- LA Is generally safe and effective as PrEP

HPTN 083
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A Cisgender men and transgender
women who have sex with men

4,566 participants

Argentina, Brazil, Peru, US, South
Africa, Thailand, Vietham (43
sites)

Results: 66% reduction in HIV

infections in CAB-LA arm compared
to TDF/FTC.
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Both trials were unblinded early in 2020 as CAB

HPTN 084 O 84

Long-acting |niec19b\e Forthe Epidemic

A Cisgender women 18 to 45 years
A 3,224 participants

A Uganda, Kenya, Malawi,
Zimbabwe, Eswatini, South Africa,
Botswana (20 sites)

Results: 88% reduction in HIV
infections in CAB-LA arm compared
to TDF/FTC.

-LA demonstrated to be effective in preventing

HIV compared to daily oral PrEP. CAB -LA likely confers an adherence advantage



Protective effect of CAB - LA sustained

- HIV incidence: CAB vs TDF/FTC
HIV Incidence: CAB vs. TDF/FTC
Combined blinded and unblinded period, through Dec 2021
Combined Efficacy Analysis HR 0.11; 95% C10.05 - 0.24
HIV Incidence Hazard Ratio (95% CI)
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HPTN 083 66% risk reduction for CAB-LA vs. TDF/FTC in HPTN 084 89% risk reduction for CAB-LA vs. TDF/FTC in

Year 1 unblinded phase

A HR=0.34 95% CI 0.17:0.67 A HIV infections associated with poor/absent CAB-LA use

A Majority of CAB infections d/t injection delays or O6 A No on-injection breakthrough infections
months off-CAB-LA

Y1 unblinded phase



CAB- LA: delayed detection of HIV

A CAB-LA delayed detection of HIV with conventional diagnostics
2 CAB-LA suppresses viral replication and delays antibody production
2 Prolonged monotherapy may lead to INSTI resistance in rare cases
2 Resistance can be overcome by other (non-INSTI) HAART regimens
2 Use of a sensitive HIV RNA assay may detect early infection and prevent INSTI resistance
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CAB- LA: Pregnhant and breastfeeding women
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Women wish to conceive
safely without fear of HIV

infection
Confirms importance of
I l ongoing evaluation of CAB
. safety and pharmacology in
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A In pregnant women who received CAB-LA up until pregnancy diagnosis
2 No congenital anomalies

2 Residual CAB-LA generally well tolerated during pregnancy
2 Drug concentrations comparable in pregnant vs non-pregnant women



CAB- LA: interactions with hormone therapy
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A Analysis of CAB-LA PK and contraceptive levels for DMPA, NET-EN and etonorgestrel pending; significant interactions not expected
A Limited data on interactions with testosterone therapy



HIV Prevention Trials Network (HPTN)
b ongoing open - label trials of CAB - LA PrEP

AProtocol amendment to offer open-label CAB LA
2 includes participants from adolescent (<18 years population) in adolescent sub-study
2 Includes optional oral lead in
2 Includes HIV RNA testing as part of HIV testing algorithm

2 Includes relaxed contraceptive requirements and option to consent for active dosing through
pregnancy with additional data collection on safety and PK in pregnancy and lactation

A Additional activities to support implementation decisions

Extended interval dosing 8 vs 12 weeks in women

Evaluation of performance of current HIV diagnostic algorithm

Evaluation of VL platforms for future use for VL testing, incl. POC or near POC

Drug levels associated with protection analysis HPTN
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Costs, cost - effectiveness, pricing and access

The Relative Cost-Effectiveness of Long-Acting Injectable

Annals of Internal Medicine ORIGINAL RESEARCH ) )
Cost-Effectiveness of Long-Acting Injectable HIV Preexposure Cabotegravir Versu-s Oral PI‘?'EXPOSUTE Prophylaxis: A_
Prophylaxis in the United States Modelled Economic Evaluation and Threshold Analysis
A Cost Effectiveness Analysis in South Africa Based on the HPTN 083 and 084 Trials
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A Concerns that prices may limit access despite effectiveness
A Cost-effectiveness analyses highlight that incremental benefits may not justify large price differential

Neilan, 2022 (USA) Jamieson, in press 2020

2 CAB-LA would be value for money if annual 2 CAB-LA could avert 3x more HIV infections

price <$6600 higher than generic F/TDF and save 3x more life years
2 |.e. <branded F/TDF or F/TAF and < half 2 Cost per CAB injection should be < 2x cost of
current CAB-LA/RPV price 2-month supply of TDF/FTC to be cost-
effective

2 Acceptable range cost per injection range of
cost per injection $9 -$15



Costs, cost - effectiveness, pricing and access

A Access will be constrained unless
there is tiered pricing for LMIC

A Coalition for Preparing for Access to
CAB-LA Together via Voluntary
Licensing (PrEP-ACT VL Coalition) will
support coordinated work towards the
goal of broad access to CAB-LA for
PreP in LMICs.

2 Led by MPP with ViiV Healthcare

2 Recent announcements confirm
agreements around voluntary
licensing with MPP



