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Abstract

Background: Despite the preferential use of unboosted INSTI drugs, darunavir (DRV) is still
recommended in all major guidelines and widely used. This study provides insight into the characteristics
of People Living with HIV (PLWH) who started darunavir/cobicistat/emtricitabine/tenofovir alafenamide
(D/C/F/TAF) in a real-world setting.

Materials and Methods: Observational study using data from the multicentre Italian ICONA Cohort
starting from January 2017. PLWH who started from ART-naive D/C/F/TAF, 3TC/DTG, FTC/TAF/INSTI or
FTC/TAF/RPV regimen or PLWH who switched from any other regimen to D/C/F/TAF were included,
regardless of HIV-RNA and the type of regimen (single and multi-tablet). The objective was to evaluate
predictors of starting D/C/F/TAF from ART-naive vs several comparator groups (1. FTC/TAF/INSTI; 2.
FTC/TAF/RPV; 3. 3TC/DTG) or switching to D/C/F/TAF for the first time from another non boosted-DRV (b-
DRV) based regimen. Unadjusted and adjusted logistic regression models were constructed to identify
factors associated with the probability of starting from naive D/C/F/TAF vs. other considered regimens. In
the ART-experienced group, a comparison between subjects with or without a b-DRV regimen before the
switch was performed. Unadjusted and adjusted logistic regression models were fitted to identify factors
associated with the switch to D/C/F/TAF without previous exposure to b-DRV.

Results: 2050 ART-naive subjects were included, of which 289 (14%) started D/C/F/TAF, 158
FTC/TAF/RPV (7.7%), 238 3TC/DTG (11.6%) and finally 1365 FTC/TAF/INSTI (66.6%). Main patients’
characteristics are shown in Table 1. Predictors of starting D/C/F/TAF over 2DR INSTI-based,
FTC/TAF/INSTI-based or FTC/TAF/RPV are shown on Table 2; AIDS diagnosis at presentation, high HIV-RNA
load and low CD4 count (<200 cells/mmc) are some of the most common independent predictors.
Compared to FTC/TAF/RPV and 3TC/DTG the D/C/F/TAF had a higher probability of being started in a
‘rapid-ART’ timeframe. 685 PLWH switched for the first time to D/C/F/TAF, 34% in the STR formulation;
80% of subjects were male, median age was 47 years (37-54), 78% Italian, 42% heterosexual and 39%
MSM. Median CD4 cell count was 568 cells/mmc (358-793) and 20% had HIV-RNA >50 copies/ml at
switch. 212 PLWH (31%) did not have b-DRYV in the previous regimen. In the adjusted logistic regression
model, independent predictors of switching to D/C/F/TAF from non b-DRV regimen were recent calendar
year of switch, female sex, non-Italian, HIV-RNA > 50 copies/ml at switch, a higher number of previous
virological failure and serum glucose > 100 mg/dL (Table 3).

Conclusions: The well-known potency and high genetic barrier of b-DRV make D/C/F/TAF one of the
main choices for ART-start in advance naive and highly viraemic patients. In patients switching from non
b-DRV regimen, D/C/F/TAF is considered a valid option in subjects with a long history of ART, previous
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virological failures, or current failure at switch.
The study was partially funded by an unrestricted research grant from Janssen
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Table 1. Main patients’ characteristics according to first ART regimen Tatde 2
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Table 3. OR and Adjusted OR of switching to FTC/TAF/DRV/cob without boosted-DRV use in the
previous regimen by fitting logistic regression models

OR 95%Cl  p AOR* 95%CI p
Gender, Female (vs. Male) 172 117 253 0.005 |1.80 1.06 3.06 0.029
Calendar year of cART start, per imore 254 211 3.06 <0.001|2.47 2.02 3.02 <0.001
Maode of HIV transmission
Heterosexual 1,00 1.00
DU 183 111 3.01 0.017 |143 0.74 277 0.293
MSM 094 065 1.35 0723 (147 080 239 0127
Other/Unknown 111 0.56 2.20 0.767 |1.25 0.58 2.71 0.575
Non-italian 218 150 3.17 <0.001(1.62 1.02 2.60 0.041
Not Emploted/invalid 196 1.26 3.05 0.003 |1.61 0.92 279 0.094
HIV-RNA > 50 copies/mL 297 2.03 435 <0.001(2.18 1.35 3.51 0.001
CD4, cells/mme
>500 1.00 1.00
350-500 078 049 1.25 0304 (0.84 0.49 1.44 0529
200-350 079 048 130 0354 (063 0.34 116 0137
<200 242 141 416 0001 |1.52 0.77 3.01 0.224
Serum Glucose > 100 mg/dL 1.88 1.25 2.82 0.003 [1.81 1.12 2.93 0.016
Number of previous VF* before switch to FTC,TAF ,DRV,cob
o 1.00 1.00
1 167 073 3.79 0.222 |1.07 040 282 0.896
>1 198 125 3.14 0004 |1.80 1.01 321 0.045

*Adjusted for all the factors showed in Table
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