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Background Main results Resistance and injection adherence Outcomes after virological failure

Long-acting cabotegravir plus rilpivirine (CAB+RPV Protocol-defined VF occurred in 28/3,349 participants (0.8%). Median time to VF- Among those with hystorical genotype available (17/28,60.7% )mutations All 28 participants with VF switched to oral ART: 17/28

LA) is an established maintenance option for related discontinuation was 9.1 months (IQR, 7.1-13.3). Twenty of 28 events expected to compromise CAB+RPV were not identified. At failure, clinically (60.7%) received protease inhibitor-based regimens, mainly

virologically suppressed people with HIV. Extended (71.4%) occurred by month 12, including 17 between >6 and 12 months; only 8 relevant emergent INSTI RAMs were detected in 16/28 (57.1%), NNRTI RAMs in darunavir-based; 8/28 (28.6%) received B/F/TAF; and 3

real-world data on treatment persistence, timing of events occurred thereafter. 14/28 (50.0%), and either class in 19/28 (67.9%); dual-class resistance received other regimens. At database lock, 24/28 (85.7%)

virological failure (VF), resistance and outcomes occurred in 11/28 (39.3%). 9/28 (32.1%) did not develop RAMs after VF. had achieved virological resuppression. The remaining four

after failure remain limited. Permanent discontinuation occurred in 370/3,349 participants (11.0%). Recorded 27/28 VF cases (96.4%) had PDC 100%, and none had PDC <90%.0Overall, failures occurred close to the analysis cut-off and had limited
discontinuation-related events included other non-virological reasons in 248 (7.4%), PDC<90% was 0.7%. Six participants had one delayed injection interval, but post-switch follow-up.

Objective injection-site reactions in 79 (2.4%), systemic adverse events in 54 (1.6%), and VF none had =2. Thus, most failures occurred despite apparently appropriate

T e (e . . in 28 (0.8%); categories could overlap recorded injection timing; PDC does not measure injection technique or What happened when virological failure occurred?
(0] evaluate ong-term VIrologicCa suppression, A. Systemic adverse events B. Injection-site reactions pharmaCOkinetiC exposure. RELATIVITY cohort: 28 protocol-defined virological failures among 3,349 participants

treatment persistence, discontinuation patterns, (. [ = T . _ _ _
timing and resistance consequences of VF, injection able 2. Characteristics and outcomes of the 28 virological failures
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Nationwide, multicenter, ambispective RELATIVITY cohort BMI 230 kg/m 9/28 (32.1%) | Absolute cohort risk of emergent INSTI *
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and/or NNRTI resistance: 0. 57% The remaining 4 had limited post-switch
cen te I'S across the treated cohort.
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- A T T o PDC 100% 27/28 (96.4%) - o -
P o p u a t Io n a n e I g I I Ity: C. VI r°|°g|cal fallu re D' Other reasons VF = virological failure; RAM = resistance-associated mutation; ART = antiretroviral therapy; Pl = protease inhibitor; B/F/TAF = bictegravir/emtricitabine/tenofovir alafenamide.

Adults with HIV-1 RNA <50 copies/mL on oral ART and at Emergent INSTI and/or NNRTI RAMs 19/28 (67.9%)
CAB+RPV LA initiation, with =1 intramuscular dose before
December 31, 2024.

Figure 3. Resistance and outcomes after virological failure.
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Conclusions

Definition of virological failure:

Two consecutive HIV-1 RNA values =200 copies/mL or . . . . . . . . . . . . BMI, body mass index; IQR, interquartile range; PDC, proportion of days covered,;
! 6 12 18 24 30 36 6 12 18 24 RAM, resistance-associated mutation; VF, virological failure.
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— : " : A . . I - 5 " " Timing of virological failure events treatment persistence beyond 2 years in routine clinical care.

Outc_on_1es e statlstlcal analys_ls: . Figure 1. Event-free survival by recorded discontinuation-related event. 37 ] i
Descriptive summaries and Kaplan—-Meier estimates of VF 26 1 |
and discontinuation. Injection adherence: PDC with a +7- Table 1. Cohort profile and overall outcomes |

day dosing window. Missing data were not imputed.

VF was rare (0.8%,) and clustered predominantly within the
first 12 months. When VF occurred, emergent INSTI and/or
NNRTI resistance was frequent.

Characteristic Value
Participants 3,349

Participating centers 53
Results

Follow-up, median (IQR), months 25.1 (19.3-30.8)

| Performing resistance testing on VF and individualized rescue
therapy remain important. Most individuals with VF
subsequently resuppressed on oral ART.

Virological failure cases

The cohort included 3,349 participants followed for a ) ) ) _
median 25.1 months (IQR, 19.3-30.8). HIV-1 RNA was Pre-switch regimen including INSTI 2y 2 (70

<50 copies/mL in 3,197/3,309 (96.6%). Among 3,280 Previous VF documented 108/3,349 (3.2%)
evaluable schedules, 99.3% had PDC =90%. Overall,

2,979/3,349 (89.0%) remained on CAB+RPV LA. Historical genotype available* 1,540/3,235 (47.6%) e -
’ ’ ) Months of follow-up
HIV-1 RNA <50 copies/mL** 3,197/3,309 (96.6%) @ =iomoiths A >i2wmenths

PDC >90% 3,257/3,280 (99.3%)
Persisting on CAB+RPV LA 2,979/3,349 (89.0%)

The limited number of VF events and incomplete historical

8/28 (28.6%) occurred after month 12 genotype availability preclude robust inference regarding
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Figure 2. Timing of virological failure after CAB+RPV LA initiation. Funding: ViiV Healthcare ISS grant. Sponsor had no role in study

design, data collection, analysis, interpretation or writing.
ClinicalTrials.gov: NCT07703748
Contact: luisbuzonmartin78 @gmail.com

*Among participants with evaluable genotype-availability data. **Closest evaluable viral-load assessment. 20/28 VF events (714%) occurred by month 12

IQR, interquartile range; INSTI, integrase strand transfer inhibitor; PDC, proportion of days covered.
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