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• Additional evidence required to determine role of LA therapy in treatment programs in Africa:

• Most of the population affected by HIV-1 are Black African women
• HIV-1 subtypes are different (majority A1)
• High levels of NNRTI exposure and pre-treatment resistance 
• Care and treatment strategies are different, with infrequent viral load and safety monitoring

• Aim:

CARES

To assess non-inferiority of switching virologically-suppressed adults to CAB + RPV LA every 8 weeks vs. 
continuing maintenance therapy with oral standard of care (SOC) in a sub-Saharan African population 
managed using a Public Health Approach

Kityo et al. CROI 2024; Virtual and Denver, CO.



Study Design

Day 1 Week 48 

Study treatment
Oral ART (SOC)

TDF + 3TC/FTC + DTG/NVP/EFV 
n=256 

• ≥18 years of age

• On stable oral therapy: 

    TDF + 3TC/FTC + DTG/NVP/EFV*                    

• HIV-1 RNA <50 copies/mL at  

≥4-12m prior to and at screening

• No history of Rx failure 

• No HBV infection

−1

CAB (600 mg) + RPV (900 mg) LA 
IM Q8W 
n=256

Randomization (1:1) Confirm HIV-1 RNA <50 copies/mL

Optional 
Oral 

CAB + RPV

−28

Primary endpoint at 
W48

Week 96 Week 4 Day 

Phase 3b, Randomized (1:1), Open-Label, Active-Controlled, Multi-Centre, Parallel-Group, Noninferiority Study

*3TC/FTC/TDF, lamivudine/emtricitabine/tenofovir disproxil fumarate; DTG, dolutegravir; NVP; nevirapine; EFV, 
efavirenz; CAB, cabotegravir; LA, long-acting; Q8W, every 8 weeks; RPV, rilpivirine; SOC, standard of care

Study timepoint

Week 24 Week 72 

Viral load every 24 weeks 

Stored PBMC at baseline: proviral DNA sequenced for archived resistance and subtype determination (batched, retrospective) 

Main eligibility criteria 

Kityo et al. CROI 2024; Virtual and Denver, CO.

Safety laboratory monitoring at weeks 4, 8 (LA), 12 (SOC), week 24, then every 24 weeks 



Adherence and Timing of Injections
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Days from target injection date

• 211 (82.7%) participants received all scheduled injections within the protocol-mandated 7-day window
• 96% of 1758 scheduled injections were within the protocol-mandated 7-day window
• Well tolerated overall; side effects as predicted including ISRs

Kityo et al. CROI 2024; Virtual and Denver, CO.



Virologic Outcomes at Week 48 (ITT) 

Primary outcome - proportion with plasma HIV-1 RNA <50 copies/ml:
• Main analysis (ITT): adjusted difference -0.5% (95% CI, −3.4 to 2.4), meeting the non-inferiority criterion   
• Sensitivity analysis (per-protocol): adjusted difference -0.3% (95% CI, -3.0 to 2.3) confirming non-inferiority

2.4%

96.9%

0.8%1.9%

97.3%

0.8%
0

20

40

60

80

100

Virologic non-response                                        
(≥50 copies/mL)

Virologic success
(<50 copies/mL)

No virologic data

Pr
op

or
tio

n 
of

 p
ar

tic
ip

an
ts

 (%
)

CAB + RPV LA Q2M (n=255)

Oral SOC (n=257)

247 25056 2 2

Proportion with plasma HIV-1 RNA <50 copies/mL 

-12 -10 -8 -6 -4 -2 0 2 4 6 8 10 12

–2.2 0.3

CAB + RPV LAOral SOC

–10% 
NI margin

Difference (%)

Oral SOCCAB + RPV LA 

-12 -10 -8 -6 -4 -2 0 2 4 6 8 10 12
Difference (%)

–3.4

4% NI margin

Proportion with plasma HIV-1 RNA ≥50 copies/mL 

Adjusted Treatment Difference (95% CI)
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Kityo et al. CROI 2024; Virtual and Denver, CO.



Participant with confirmed virological failure

• Failure at week 48 (VL = 8,608 copies/ml)
• No delayed injections
• Female, Uganda
• Baseline BMI: 25.9 kg/m2

• Subtype A1
• Resistance mutations [Stanford resistance level]: 
    Baseline*: No NNRTI or INSTI mutations
    Failure:  

V108I, E138K, V179L [RPV high] 
E92E/V, N155H, L74M [CAB intermediate; DTG nil] 

• Re-suppressed on TDF/3TC/DTG once daily

Participants with virological failure
                   CAB + RPV LA Oral ART      Difference (95% CI) 

Confirmed virological failure (VL ≥ 200 copies/ml x 2)      1 (0.4%)    0       0.4 (-0.4 to 1.2) 

+ One additional virological failure (unconfirmed) in CAB + RPV LA arm (died before retest; HIV-unrelated cause) 

Participant with virological failure (unconfirmed)

• Failure at week 48 (VL = 44,984 copies/ml)
• No delayed injections
• Male, Uganda 
• Baseline BMI: 22.0 kg/m2

• Subtype D 
• Resistance mutations [Stanford resistance level]: 
    Baseline*: K103N/S, E138A [RPV low]; no INSTI mutations
    Failure:  

K103N/S, V106V/A, E138A [RPV low]
G118R [CAB high; DTG intermediate] 

* Retrospective, batched sequencing performed on archived viral DNA extracted from PBMCs stored at baseline
Kityo et al. CROI 2024; Virtual and Denver, CO.



Summary: at week 48, CAB + RPV LA every 8 weeks: 

Had high efficacy: 
• 97% had VL suppression < 50 copies/ml; non-inferior to oral ART (SOC)
• 0.4% had CVF (1 participant); resuppressed on DTG, once daily 
• This was achieved in the public health approach with sparse viral load monitoring; and despite population with 

high rates of obesity; prior NNRTI exposure and RPV resistance mutations; different subtypes (majority A1)

Had a good safety profile and was well tolerated: 
• 1.2% had severe (≥ grade 3) AE related to study medication; 1.2% serious AEs
• Injection site reactions were mainly Grade 1-2; only 1 leading to discontinuation

Increased treatment satisfaction: 
• Greater increase from baseline in satisfaction score in participants who switched to CAB + RPV LA versus those 

continuing oral SOC

Overall conclusion 
This demonstration of safety and efficacy of CAB + RPV LA is the essential first step to discussing a potential role for 
LA in treatment programs in sub-Saharan Africa using the public health approach.

Conclusions

Kityo et al. CROI 2024; Virtual and Denver, CO.

























CAB 4 monthly

• Phase 1, 38 participants

• Evaluation of the approved CAB 200 mg/mL (CAB200) formulation SC with 
recombinant human hyaluronidase PH20 (rHuPH20) and a new CAB 400 mg/mL 
(CAB400) formulation administered SC or IM without rHuPH20

• Safety and PK results indicate low potential to achieve less frequent dosing with 
CAB200 and rHuPH20

• The new CAB400 formulation (SC and IM) exhibits favourable safety and PK 
commensurate with dose intervals of ≥4 months and is in ongoing clinical 
development

Han et al. CROI 2024; Virtual and Denver, CO.



Implementing LA CAB+RPV 
therapy in six UK clinics & 
in the community - ILANA 
(poster 621)
• Implementation study

• ILANA cohort of PWHs who 
switched to CAB+RPV LA Q2M. 

• First 6 months in the clinic with an 
option to receive the drug in the 
clinic or community from M6-M12.

• M4 analysis evaluated PWHs 
perspectives on feasibility and 
acceptability of CAB+RPV LA, and 
on potential community delivery 
through validated implementation 
questionnaires at baseline and 4 
months.



Implementing LA CAB+RPV therapy in six UK clinics & in the 
community - ILANA (poster 621)

• By month 4, ILANA patient participants found injectable CAB+RPV 
increasingly feasible and appropriate, and treatment satisfaction 
increased. 

• In contrast, perceptions of receiving injections in the community 
in the future did not change. 

• Black participants were less likely to find the injection and the 
community setting appropriate compared to white participants



24-Week Viral Suppression 
in Patients Starting LA 
CAB/RPV Without HIV Viral 
Suppression (poster 628)

• Retrospective cohort study of 
PWH who initiated LA-
CAB/RPV (publicly funded HIV 
clinic in San Francisco).

• Start all unsuppressed 
patients on Q4W dosing, with 
option to change to Q8W 
dosing after 3-6 months 
suppression. 

• Primary outcomes: VS and LA-
CAB/RPV persistence (not 
discontinued or late by >14 
days at 48 weeks)



• 286 PWH received ≥1 dose of LA-
ART (101 with baseline VL ≥50, and 
185 with baseline VL <50). 

• 48 week VS: 
• 81% (48/59) remained on LA-

CAB/RPV and were virally 
suppressed (VL <50)

• 93% (55/59) were virally 
suppressed (VL <50) (LA-CAB/RPV 
+ alternative ART)

• 95% (56/59) were virally 
suppressed (VL <200) (LA-
CAB/RPV + alternative ART). 

24-Week Viral Suppression in Patients Starting LA CAB/RPV Without HIV Viral 
Suppression (poster 628)



• Fourteen participants who were living without HIV and received a 600 mg single thigh injection in the 

Phase 1 study 208832 and 118 participants who were living with HIV and received thigh injections (400 

mg QM × 4 or 600 mg Q2M × 2) after ≥3 years of gluteal injections in the Phase 3b ATLAS-2M study 

provided CAB concentrations for the analysis

• The absorption rate of thigh injection was lower in females than males and decreased with increasing 

BMI

• The bioavailability of thigh injection was estimated to be 89.9% of gluteal injection

• Simulations demonstrate the potential for chronic thigh injections QM and intermittent thigh injections 

both QM and Q2M of up to two consecutive thigh injections, but not for chronic Q2M thigh injections

• CAB + RPV LA thigh administration has not been approved by regulatory agencies, as long-term safety 

and efficacy are unknown

Han et al. CROI 2024; Denver, CO. Poster 617.
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Han et al. CROI 2024; Denver, CO. Poster 617.

Population PK simulations demonstrate the potential for chronic thigh 

injections QM and intermittent thigh injections both QM and Q2M of up to 2 

consecutive thigh injections but not for chronic Q2M thigh injections



Take Home Points

• In the CARES Study in Africa, LA CAB+RPV was non inferior to SoC oral ART 
using a public health approach

• In the LATITUDE Study, in people with HIV with adherence challenges, LA 
CAB+RPV was superior to SoC oral ART

• Data from the MOCHA Study support safety and efficacy of switch to LA 
CAB+RPV among adolescents with HIV

• In people with HIV who were viraemic at initiation, LA CAB+RPV was effective 
through to 48w



Thank You!



Thank You!
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