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Long-acting agents in 2025…
Approved agents

Injectables
• Ibalizumab (Q2W)

• CAB/RPV Q1M
• CAB/RPV Q2M
• Lenacapavir Q6M (SC)



Long acting agents in 2025… and beyond
Approved agents

Injectables
• Ibalizumab (Q2W)

• CAB/RPV Q1M
• CAB/RPV Q2M
• Lenacapavir Q6M (SC)

Drug pipeline

HIV i-base.info



Boyd et al. Lancet 2017
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Drug-related challenges

Patient-related challenges



Drug-related challenges

Patient-related challenges

Healthcare (system)-related challenges

Expected challenges (in 2015)

Havlir et al. Curr Opin HIV AIDS 2015



Challenges with
current LA-drugs



CAB/RPV limitations

Fairhead et al. Clin Infect Dis 2024 – Hickey et al. Clin Infect Dis 2025

9. Use in virologicaly uncontrolled patients Yes Appears useful – not yet recommended



CAB/RPV efficacy in RCTs

• High level of efficacy in RCTs
• Small number of virological

failures (VF) ∼ 1%
• LATTE-2: 2/230 
• SOLAR: 3/454
• CARES: 2/255
• ATLAS 2M: 10/1045
• CARISEL: 1/430
• FLAIR: 4/283

Virological outcomes after CAB + RPV LA or daily oral ART1−4

Manalu et al. J Antimicrob Chemother 2024 – Perez-Navarro et al. Clin Infect Dis 2025LA Oral treatment



RCTs and real-life data support low risk of VF
Perez-Navarro et al. Clin Infect Dis 2025



RCTs and real-life data support low risk of VF The true challenge :  treatment-emergent resistance

Perez-Navarro et al. Clin Infect Dis 2025
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RCTs and real-life data support low risk of VF The true challenge :  treatment-emergent resistance



Defining the optimal monitoring of LA-
CAB/RPV
• Frequency of viral load monitoring?



Defining the optimal monitoring of LA-
CAB/RPV
• Frequency of viral load monitoring?
• Is there a role of TDM? 

• If yes, in which cases ?



Interpreting CAB/RPV TDM

No difference of drug plasma levels between cases and controls

Cases = failing
Controls = success



Defining the optimal monitoring of LA-
CAB/RPV
• Frequency of viral load monitoring?
• Role of TDM? 
• The role of patient-reported outcomes (PROM) and experience

measures (PREM)?



PLWH expectations 
and challenges with
the use of LA-agents



Why do patients initiate LA-CAB/RPV ?

Primary reason reported by participants
• BEYOND study, USA
• Q1M and Q2M

Dandachi et al. Open Forum Infect Dis 2025



Injection-naïve patients’ concerns

Survey of PLWH receiving oral cART, South Carolina, USA

Efficacy

N = 160

Adekunle et al. AIDS Patient Care and STDs 2023



Injection-naïve patients’ concerns

Survey of PLWH receiving oral cART, South Carolina, USA

N = 160

Safety
Efficacy

Adekunle et al. AIDS Patient Care and STDs 2023



Acceptability of injection-site reactions

totally acceptable not at all acceptable

Murray et al. AIDS Behav 2020



LA-CAB/RPV Q8W: patients’ perspectives

Jonsson-Oldenbütte et al. J Acquir Immune Defic Syndr 2024 - J Gutner et al. Int Assoc Provid AIDS Care. 2024 

CARISEL study (12M)

• 54 (13%) participants 
discontinued treatment 
prematurely – with AE (mainly 
ISR) as main reason

• Participants found CAB + RPV LA 
Q2M to be an acceptable, 
appropriate, and feasible 
treatment option.



Injection-naïve patients’ concerns

Survey of PLWH receiving oral cART, South Carolina, USA

Organisationnal

N = 160

Safety

Efficacy

Adekunle et al. AIDS Patient Care and STDs 2023



BREACH cross-sectional study

• Preliminary results (∼ 33% recruitment)

Courtesy of R. Nasreddine



CAB/RPV real world adherence

BEYOND study (US)

• 3% (of 2101) injections missed
• Oral bridging in half of missed injections

• 90,5% of received injections were within +/- 7 days of target date
• 4,5% early injections (∼12 days before target)
• 5% late injections (∼11-14 days after target)

Dandachi et al. Open Forum Infect Dis 2025



• Implementation study of 
CAB/RPV in vulnerable
populations with complex
needs

• Single center, Australia
• 60 participants
• Involvement of 

multidisciplinary health
service (social worker, HIV 
nurse, welfare assistant) 

CAB/RPV real world adherence

Levin et al. IAS con ference 2023



Injection-naïve patients’ concerns

Survey of PLWH receiving oral cART, South Carolina, USA

Others

N = 160

Organisationnal
Safety

Efficacy

Adekunle et al. AIDS Patient Care and STDs 2023



Stigma and CAB/RPV-LA

Dandachi et al. Open Forum Infect Dis 2025

Proportion of participants feeling stigmatized by HIV-1 treatment



Health-care providers/system 
and LA-agents: challenges 
and future directions



Implementation of LA-CAB/RPV 
Health care providers’ perspective

• CARISEL study
• Similar acceptability, 

appropriateness and 
feasibility found for 
standard vs enhanced
implementation strategies

Gutner et al. J Int AIDS Soc 2024



Challenges with CAB/RPV Q2M

Gutner et al. J Int AIDS Soc 2024



Future directions
Alternative LA therapies

Derrick et al. OFID 2018



Graham et al. J Int AIDS Soc 2023



BREACH cross-sectional study

• Preliminary results (∼ 33% recruitment)

Courtesy R. Nasreddine



BREACH cross-sectional study

• Preliminary results (∼ 33% recruitment)

Courtesy R. Nasreddine









Orkin et al. Clin Infect Dis 2024
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Thank you !
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