
Authors
M. Poliseno1, M. Giotta2, F. Marascia3,4, G. Micheli5, F. Portunato6, C. Seguiti7, E. Zappulo8, A. Vergori9, E. Quiros-Roldan7, S. Lo Caputo10, A.
Saracino1, A. Tavelli11, A. Antinori9, A. d’Arminio Monforte11, A. Cozzi-Lepri12, on behalf of Icona Foundation Study Group

Af�liation
1Clinic of Infectious Diseases, Department of Precision and Regenerative Medicine and Jonian Area (DiMePreJ), A.O.U.C. Policlinico di Bari,
Bari, Italy, 2School of Medical Statistics and Biometry, Department of Interdisciplinary Medicine, University of Bari "Aldo Moro", Bari, Italy,
3Department of Health Promotion, Mother and Child Care, Internal Medicine and Medical Specialties “G. D’Alessandro”, University of Palermo,
Palermo, Italy, 4Infectious and Tropical Diseases Unit, Sicilian Regional Reference Center for the Fight against AIDS, AOU Policlinico “P.
Giaccone", Palermo, Italy, 5Dipartimento di Sicurezza e Bioetica - Sezione di Malattie Infettive, Università Cattolica del Sacro Cuore, Rome,
Italy, 6Infectious Diseases Unit, IRCCS AOU San Martino-IST, University of Genoa, Genoa, Italy, 7Fondazione Poliambulanza Istituto
Ospedaliero, UOC Medicina Generale, Brescia, Italy, 8Department of Clinical Medicine and Surgery, Section of Infectious Diseases, University
of Naples "Federico II", Naples, Italy, 9Clinical Infectious Diseases Department, National Institute for Infectious Diseases Lazzaro Spallanzani
IRCCS, Rome, Italy, 10Clinic of Infectious Diseases, Department of Clinical and Surgical Sciences, University of Foggia, Foggia, Italy, 11ICONA
Foundation, Milan, Italy, 12Centre for Clinical Research, Epidemiology, Modelling and Evaluation (CREME), Institute for Global Health,
University College London, London, UK

ABSTRACT
Background: Higher long-term antiretroviral treatment (ART) success is reported in People living with HIV (PLWH) remaining on their �rst-line
ART over an extended period. This study estimates the current incidence and the leading causes for �rst-line ART discontinuation among ART-
naive PWH after the advent of Integrase Strand Transfer Inhibitors (INSTI), a more effective, less toxic, and better-tolerated ART option.
Materials and Methods: The analysis included all >18 years ART-naive PLWH enrolled in the ICONA Foundation study cohort, who started
their initial ART over January 1, 2012, to December 31, 2022. ART discontinuation was de�ned as either discontinuing or modifying ≥1 drug in
the initial regimen (excluding backbone and booster). All PLWH were followed up until either discontinuation or their last follow-up visit or death
before December 31, 2023. The cumulative incidence of �rst-line ART discontinuation due to simpli�cation, failure, or toxicity, was calculated
separately for each of the reasons for discontinuation treating the other reasons as competing events and strati�ed by regimen type ( 2DR vs
3DR) and the class of the anchor drug included in the initial regimen (NNRTI, PI, INSTIs). Gray's Test was employed to compare the cumulative
incidence curves over time. Multivariable competing risk Cox regression analysis was performed to compare the risk of discontinuation
according to initial regimens after controlling for potential confounding factors (the full list is shown in Table 1 footnote).
Results: Out of 10,462 ART-naive PLWH, a total of 5,261 (50%) discontinued their �rst ART by December 31, 2023. The median (95%
Con�dence Interval, CI) persistence in the �rst ART by Kaplan-Meier estimates was 6.52 (6.37-6.64) years. There was strong evidence for a
difference in the cumulative incidence of discontinuations due to simpli�cation and toxicity by type of initial regimen (p-value<.0001) but not for
discontinuing due to treatment failure (p-value=0.12), Figure 1. By 4 years the cumulative risk of discontinuation for simpli�cation was 2.7% for
PLWH starting 3TC+DTG, 6.3% for PLWH on INSTI-based,8.5% on NNRTI-based, and 16.4% on PI-based regimens, respectively; for toxicity
the same risks were 7.3% for 3TC+DTG, 9.5% for INSTI-based, 14.4%for NNRTI-based, and 16.6% for PI-based regimens, respectively. Table
1 shows the results of the multivariable competing risk Cox regression model comparing 3TC/DTG with all other types of regimens initiated and
separately for each of the reasons for discontinuation.
Conclusions: In the INSTI era, a non-negligible proportion of ART-naive patients within the ICONA cohort still discontinue their �rst-line ART,
mainly for simpli�cation or toxicity. INSTI 2DR showed a lower rate of discontinuation for simpli�cation/toxicity than PI- and NNRTI-based
regimens. However, INSTI 3DR were also more frequently discontinued because of toxicity than NNRTI-based regimens.
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