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ABSTRACT
Background: Cabotegravir (CAB) + Rilpivirine (RPV) Long Acting (LA) has shown its efficacy and tolerability in Phase 3 studies and has been
commercialized since 2022 in Italy for virally suppressed people with HIV-1 (PWH). Real life clinical data on the effectiveness and
discontinuation of CAB+RPV LA is scarce.
Methods: All PWH enrolled in the Icona Cohort who started CAB+RPV LA as maintenance therapy with viral load (VL) < 50 cp/ml at start and
with at least one follow-up (FU) were included. Baseline of the analysis was the first CAB-RPV injection. Incidence and time to treatment
discontinuation (TD) and to virological failure (VF, 2 consecutive VLs > 50 cp/ml or 1 VL>1000 cp/mL followed by ART-change) were
estimated using the Kaplan-Meier method. Moreover, Cox regression models, adjusted for age, sex and mode of HIV transmission were
employed. Fine-Gray models were fitted to investigate predictors of TD for toxicity.
Results: Overall, 470 virologically suppressed PWH started CAB+RPV LA, with a median FU of 8.1 months (interquartile range, IQR, 4.7-
10.5). Main characteristics are presented in Table 1. Notably, 11.1% of subjects were females, 33.2% >50 years and 7.4% had BMI > 30
kg/m2. Oral lead-in was prescribed in 16% of cases.
44 treatment discontinuations were observed, with an incidence rate of 13.9 x 100 person year follow up (PYFU) (95% confidence interval, CI,
10.3-18.7%). One-year estimated cumulative probability of TD was 14.2% (95% CI 10.1-19.7%). Causes of TD were toxicity/adverse events
(6.6%), PWH’s choice (2.1%), virological failure (0.2%), pregnancy (0.2%), drug-drug interactions (0.2%) (Table 2). Incidence rate of TD for
toxicity/adverse events was 9.8 x 100 PYFU (95%CI 6.9-13.9%) and 1-year cumulative probability of TD for toxicity/adverse events was
10.9% (95% CI 7.1-16.4%).
Factors associated to TD overall at multivariable Cox regression models were heterosexual sexual intercourses (aHR 2.76, 95% CI 1.33-5.70)
and IDU as risk factor (aHR, 6.65, 95% CI 1.91-23.16) (Table 3). Heterosexual had also a higher risk of discontinuation due to toxicity (aSHR
3.64, 95% CI 1.58-9.37)
Two VFs were observed, with 1-year cumulative probability of VF of 0.63% (95% CI 0.15-2.62%). One VF was in a subject with HIV subtype
B/F1, no previous resistance associated mutations (RAM) to NNRTI or INSTI, BMI 29.7 kg/m2, who failed with VL of 55 cp/ml and then 69
cp/ml and resuppressed without ART change. The other was in a subject with subtype B, no previous RAM to NNRTI (INSTI not tested), BMI
24.9 kg/m2, who failed with 636 cp/ml and 66,500 cp/ml; resistance test showed K101K/E, E138E/A and E157Q at failure and ART was
changed firstly in FTC/TAF/BIC and then in DRV/c/TAF/FTC.
Conclusions: This analysis shows good short-term effectiveness of CAB-RPV LA, with a low rate of virological failure. A 14% probability of
discontinuation overall and 10% for toxicity/adverse events emerged, higher than in phase 3 studies but similar to other real-life data.
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