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Abstract
Background: New regimens are becoming available for heavily treated patients with reduced therapy
option. Thus, it becomes important to determine the prevalence and characteristics of this population in
the present cART scenario of very potent and safe drugs. We aim to analyse the prevalence as well as
the virological and clinical outcomes of heavily treated experienced (HTE) patients who could be eligible
for fostemsavir (FTV).
Methods: We included all participants of the Icona cohort with ≥1 clinical visit in 2009-2019. HTE were
defined according to the antiretroviral and viro-immunological history (Def1) in participants with
unsuppressed or stable HIV-RNA (Def2) who could be eligible for FTV (Fig1A). Prevalence of HTE has been
calculated overall and stratified by year and gender. Among HTE, Kaplan-Meier method was used to
estimate the cumulative probability of virological failure >200 copies/mL (VF) and of a clinical endpoint
including AIDS, severe non-AIDS events (SNAEs by NADC-START definition) and death.
Results: A total of 200/ 13,285 (1.5%) patients were defined as HTE (Fig 1B). Of these, 85 participants
satisfied the definition of HTE eligible for FTV (Fig1C). At the last clinical visit, 11/85 (12.9%) had
unsuppressed HIV-RNA and 74 were virologically stable but compromised. Main patients’ characteristics
at baseline, by HTE status are shown in Table 1. Overall, the prevalence of HTE was 0.64% (95%CI
0.51-0.69), and, looking at the different calendar years, it declined from 1.15% (0.82-1.56) in 2009 to
0.68% (0.52-0.87) in 2019. A higher prevalence has been identified in females vs. males (OR=2.82;
95%CI 1.85-4.37).
43/85 of HTE subjects (50.6%) experienced a VF over follow-up; the estimated risk of VF was 43.8% (95%
CI 32.9-54.7) by 3-years. The composite endpoint of clinical progression or death was experienced by 23
(27.0%) HTE patients (8 AIDS, 13 SNEAs and 2 deaths), with a cumulative probability of 33.4%
(20.6-46.2) by 10-years.
Conclusions: In the era of effective and safe cART regimens, few patients (0.64% of our cohort) satisfy
the definition of HTE eligible for FTV therapy. Actually, the prevalence of HTE is declining over calendar
year. Although a minority, this population is at high risk of virological failure and clinical progression and
new effective therapeutic options are needed.
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