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Abstract

Background: Doravirine (DOR), the most recent antiretroviral drug of the NNRTI lass, demonstrated to
overcome limitations of previous NNRTIs including low genetic barrier, CNS toxicity, food requirement,
and showed a favourable safety profile, especially on metabolic side effects. However, as a direct
comparison of DOR versus INSTI regimens in randomized trials is lacking, the clinical characteristics of
PLWH assigned to different regimens is crucial and could affect outcomes in real world.

Aim of the study was to investigate the sociodemographic and clinical drivers of starting or switching to a
doravirine (DOR) versus an INSTI-based regimen.

Methods: All PLWH enrolled in the Icona cohort, who after January 2020 (date of DOR availability in
Italy) started a first line DOR- or INSTI-based 3 drug regimens (DR) (Naive Group) or switched for the first
time to DOR or a 3DR/2DR INSTI-based regimen while on virological suppression (Experienced Group),
were included in this observational study. Demographic and clinical data were compared according to
different groups. Chi-square or U-Mann-Whitney or one-way ANOVA tests were used to compare baseline
characteristics. A logistic regression model was used to explore factors associated with DOR start and a
multinomial logistic analysis was used to explore factors associated to switch to INSTI vs DOR regimen.
Results: The baseline characteristics of 62 naive PLWH starting 3DR DOR and 1,341 starting 3DR INSTI
were compared; features associated with DOR use were intravenous drug use, smoking, higher CD4
count and CD4:CD8 ratio, lower HIV-RNA and nadir CD4 count, higher BMI and LDL levels, and a longer
disease duration (Table 1). In adjusted multivariate models, higher CD4 (AOR 1,43, 95%CI1,09-1,86,) and
not Italians remained significantly associated with DOR use (Italians vs non Italian DOR use: AOR 0,20,
95%Cl 0,05-0,91).

In the experienced group, DOR, 2DR INSTI and 3DR INSTI regimens were initiated in 308, 1,594 and
1,134 PLWH, respectively, whose characteristics were differently distributed as shown in Table 2.

12.8% of DOR group were switching from a Pl-based, 18.3% from an INSTI-based, and 64.0% from
another NNRTI-based regimen, 4.9% from other regimens.

Independent factors of prescribing DOR were being females and diabetes (only vs 2DR-INSTI), older age
(vs 3DR-INSTI), high tryglicerides, high HDL and disease duration (vs both 2DR-and 3DR-INSTI).
Conclusions: DOR is preferentially used by clinicians for ART-naive PLWH with less advanced HIV
disease, and, in case of switching with suppressed viral load, in females and older dyslipidemic PLWH.
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Overall, clinicians’ choices were in agreements with guidelines and were in line with the lower toxicity of
doravirine-regimen.

Supported in part by a research grant from Investigator-Initiated Studies Program of Merck Sharp &
Dohme LLC. The opinions expressed in this paper are those of the authors and do not necessarily
represent those of Merck Sharp & Dohme LLC
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