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PLAN: HOT TOPICS  

• DTG 

• Long-Acting Cabotegravir and Rilpivirine Injectable Therapy



• DTG RESIST study combined data from HIV cohorts to examine 
- Level / patterns of drug resistance mutations (DRMs) 
- identify risk factors for dolutegravir resistance.

• 599 study participants (real-world data from different settings)
viraemic on dolutegravir-based ART 

• Most participants were men living with HIV-1 subtype B





LIMITATIONS: 

Genotypic resistance testing before starting 
or switching ART might have prevented some 
individuals from receiving dolutegravir

Dominance of HIV-1 subtype B

Duration of viraemia while receiving 
dolutegravir were relatively short



WHO : DTG resistance in resource-limited 
settings?

• ART regimens are highly standardized (TLD)

• Drugs are recycled

• Access to adherence support limited

• Viral load and resistance testing is (very) limited

• Risk for drug stock-outs higher

• DDI (rifampicin use)





PLAN 

• DTG 

• Long-Acting Cabotegravir and Rilpivirine Injectable Therapy



QUESTION 1: GENETIC BARRIER OF CAB/RPV? 



Virological Failure After Switch to Long-Acting 
Cabotegravir and Rilpivirine Injectable Therapy

• The virological efficacy of LA CAB/RPV was assessed in multiple 
randomized clinical trials

• Low risk (1.4%) for confirmed VF
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• Limited data from few realworld cohorts, confirming high efficacy 
rates as observed in the trials

• Uncertainty on the reasons behind the failure

• Selection of resistance-associated mutations





QUESTION 2: CAB/RPV

Do you inform your patient of a higher risk of VF 
and emergence of resistance, with possible 
consequences on U=U,  with injectables CAB/RPV 
compared with DTG- or BIC-based oral ART? 



JAMA. 2023;329(1):63-84. doi:10.1001/jama.2022.22246





QUESTION 3: VL monitoring (CAB/RPV)

1) 2x/year (1x/3 injections)

2) 3x/year (1x/2 injections) 

3) 6x/year (at each visit/injection)

4) another



VL monitoring: how often? 







3 of the 5 cases had no known risk 
factors at baseline; the others had 
only high BMI

All cases acquired NNRTI RAMs and in 4 
cases there was also selection of INSTI 
RAMs



ANALYSIS

• CASE A: Patient’s body mass index (BMI) increased from 29.0 to 33.5 
kg/m2 during the treatment course, the needle length was not adjusted.

• CASE B: findings were suggestive for a problem with the administration
of 1 of the CAB injections during the loading phase

• CASE C: low CAB. No reason for these pharmacokinetic findings could be 
identified

• CASE D: no factors for the consistently low CAB and RPV levels could be 
identified

• CASE E: prolonged dosing interval between the second and third series 



Risk of VF and resistance to CAB/RPV

• It is important to consider baseline risk factors (NNRTI exposure?) 

• Also to continuously reconsider evolving risks 

• Intensified VL monitoring depending on patient’s profile? 



Thank you



• Synthesis on a systematic literature review conducted from January 2020 to 
March 2024 on RWE use of CAB+RPV for treatment.

• 27 studies with available data on VF, including 5048 individuals who were 
virally suppressed at switch. 

• The duration of follow-up varied greatly (range 1–24 months) and thus 
estimating a pooled VF rate across studies would be uninterpretable due to 
the heterogeneity between studies




