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Switching from 3TC/DTG and RPV/DTG to Triple Drug and Dual Pl-Based
therapies for toxicity/intolerance: data from the ICONA cohort

A. De Vito1-2, A. Tavelli 3, A. Giacomelli 4, M. Mazzitelli 5, M. Ceccarelli 6, F. Balena 7, L. Alessio 8, M.L. Colombo 9, S. di Giambenedetto 10, D. Canetti 11, R. Rossotti 12,
R. Gagliardini 13, S Lo Caputo 14, A. Cozzi-Lepri 15, A. d’Arminio Monforte 3 on behalf of Icona Foundation Study Group

Introduction/Summary

Table 1. Demographic and clinical characteristics of 2660 people who

® Two-drug regimens (2DR) [lamivudine started a treatment with 3TC/DTG or RPV/DTG
(3TC)/dolutegravir(DTG) or No Dfisc?nti_n!.:ation Dist;onti;\huation |
. e . . . or toxicity or 'or other -value
rilpivirine(RPV/DTG)] are generally well discontinuation 3" " ¥ 7 reasons P
tolerated. Number of PWH ! 2,505 (94 .2) 93 (3.5) 62 (2.3)
AFAB, n(%) 441 (17.6) 28 (30.1) 1 (17.7) 0.009
" There is a proportion of people with HIV |40 ™% | 47080560) 440(60540) 0000570 0123
PWH) who develops toxicity/intolerance to Time on ART
( ) . P y (years), median 56(3.19.2) 5.1 (3.0 8.6) 3.9(1.910.3) 0.547
these regimens and are switched back to (IGR)
three-drug regimens (3DR) or dual Pl-based ollar. "t(%)f 2,178 (86.9) 80 (86.0) 58 (93.5) 0.206
. ISk factor for
theraples (2DR-P|/b). acquiring HIV, n(%)
) ) Heterosexual | 886(35.4) 43 (46.2) 20 (32.3) 0.399
® The frequency and factors associated with IDu I 174 (6.9) 6(6.5) 4(6.5)
. MSM 1,296 (51.7) 40 (43.0) 36 (58.1)
these switches have been poorly Other/Unknown 149 (5.9) 4(4.3) 2(3.2)
investigated. History of AIDS, 291 (11.6) 13 (14.0) 13 (21.0) 0.066
n(%)
- Zenit HIV-RNA
Study DeSIgn (log10 copies/mL) 4.7 (4.25.3) 4.7 (4.25.3) 4.7 (4.25.5) 0.527
. . median (IQR)
® We included all PWH enrolled in the Icona Zenit HIV-RNA > 001 (36.9) 3 (363) 24 400) 0,580
cohort who switched to 3TC/DTG or :“;‘:30(‘:’;:"‘“"“L ' ‘ ' ‘
RPV/DTG with a plasma viral load (pVL) <50 (cells/mL), median 34928;20(;8‘0 3305'28(10?0‘0 3395‘34(10?7'0 0.965
copies/mL excluding people with a positive o) i count at
; 7285 (551.0 726.0 (575.0 653.0 (482.0
HBSAg ﬁgi)start, median 951.5) 969.0) 977.0) 0.541
® The primary aim was to estimate the Number of previous
. .. . regimens, median 2.0(1.03.0) 2.0(1.04.0) 2.0(1.04.0) 0.016
cumulative incidence of switch from (IQR)
3TC/DTG and RPV/DTG to 3DR or 2DR-PI/b :(’;‘;h”s INSTI, | 1,703 (68.0) 54 (58.1) 43 (69.4) 0.128
due to toxicity and intolerance (including as Previous DTG, n(%) | 1,122 (44.8) 25 (26.9) 27 (43.5) 0.003
events drug-dru interactions DDI Previous dual 290 (11.6 18 (19.4 8(12.9 0.073
g g ) ., (11.6) (19.4) (12.9)
. regimens, n(%)
pregnancies, other unknown reasons, and Previous treatment,
h , . n(%)
patients’ decisions). 2DR | 222(89) 15 (16.1) 7(11.3) 0.027
. . 2NRTLINSTI | 1,505 (60.1) 45 (48.4) 33 (53.2)
® Secondary objectives were to describe the 2NRT_NNRTI | 505(202) 21(226) 1(17.7)
; ; ; ; 2NRTI_PI | 156(6.2) 7(7.5) 3(4.8)
reasons behlnd. dlsfcontllnuatlons, and P 1747 5 (5.4) 6 (12.9)
predictors of the discontinuation Previous drug 285 (39.7) 55 (55.1) o7 (58.7) 0001
toxicity, n(%) ’ : ’ :
Methods ;’i‘l"l‘::zf':(},z)’°'°g'°a' 174 (6.9) 8 (8.6) 9 (14.5) 0.064
- . . Treatment, n(%)
An intention to trea_t approach has been aToDTe | 2078 ©30) 73.785) 50(0.6) 0486
used. PWH who switched to 2DR not PI- RPV/IDTG 427 (17.0) 20 (21.5) 12 (19.4)
based were considered still at-risk. 450 copiesimt.
b ples 5.0 (2.6 8.0) 4.1(2.37.0) 32(1.17.6) 0.013
u . . . . efore switch,
Predictors of the discontinuation due to median (IQR)
H e H ' H PWH: People With HIV; AFAB: Assigned Female at Birth; IQR: Interquartile Range; ART:
In_tOIerance/tOXICIty were i Identmed USIng- a Antiretroviral Treatment; IDU: Injective Drug User; MSM: Men Who Have Sex With Men;
Flne-Gray Cox regression for competlng INSTI: Integrase Strand Transfer Inhibitors; DTG: Dolutegravir; 2DR: Two-Drugs
t Regimen; NRTI: Nucleoside Reverse Transcriptase Inhibitor; NNRTI: Non-Nucleoside
events. Reverse Transcriptase Inhibitor; Pl/b: Protease Inhibitors/boosted; 3TC: Lamivudine;
RPV: Rilpivirine.
Results

® We included 2,660 PWH for a total of 6,708

Figure 1. Cumulative incidence of 3TC/DTG or RPV/DTG discontinuation due to
person-year-follow-up (PYFU). Of them,

toxicity or intolerance. Interruptions due to virological failure, participation in

2,078 (83%) started 3TC/DTG, and 427 clinical trials, and simplification to reduce the number of tablets were
(17%) RPV/DTG. The demographic and considered as competing events.
clinical characteristics are summarized in 5
Table 1.
.45+
® 93 (3.5%) people discontinued the treatment g 4
due to toxicity/intolerance with a five-years é 354
cumulative incidence of 5.93% (95%CI 4.49- é 34
7.65%) (Figure 1). g 25
® 63 (67.7%) PWH discontinued their regimen E 12
due to toxicity, 6 (6.5%) PWH chose to § ' |

discontinue, 8 (8.6%) due to pregnancy or for 0 |
being planning it, 4 (4.3%) due to DDI, and > ﬁ
12 (12.9%) due to unknown reason, yet ° ; : : -
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Results of 2

®  The most common toxicity affected the
nervous system in 25 people, gastrointestinal
issues in 9, and dyslipidemia in 8.

®  Regimens started after 3TC/DTG or
RPV/DTG discontinuation are detailed in
Figure 2.

®  In the multivariable analysis assigned
female-sex at birth (AFAB) [aSHR 2,05
(95%CI 1.30-3.25)], and previous toxicities
[aSHR 1.93 (95%CIl 1.24-3.01)] were
associated with an increased risk of
discontinuation.

®  Conversely, individuals previously exposed
to DTG had a lower risk [aSHR 0.52 (95%Cl
0.33-0.82]. After excluding discontinuation
related to pregnancy, AFAB was still
associated with a 50% higher risk of
interruption, although no longer significant

®  Results were consistent after excluding 12
people whose reasons for discontinuation
were unknown.

Figure 2. Regimens initiated after the 93 discontinuations due to
toxicity/intolerance
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Conclusion

® In our study the discontinuation of 2DR

regimens due to toxicities and intolerance
followed by a switch to a 3DR was rarely
observed.

® AFAB, "no previous history of DTG use, and

prior toxicities were key predictors of DTG
discontinuation. After these stops, clinicians
have chosen to avoid the use of DTG, and
consequently abandon altogether not-boosted
dual therapy as an option.

¥ These findings highlight the importance of

treatment tailoring and previous-regimen
assessment when starting a 2DR regimen.

maintained an undetectable HIV-RNA level. Years from dual-DTG start
Study Group References
BOARD OF DIRECTORS: A d'Arminio Monforte (President), A Antinori (Vice-President), S Antinori, A Castagna, R Cauda, G Di Perri, E Girardi, R lardino, A Lazzarin, GC Marchetti, C Mussini, E Quiros-Roldan, L Sarmati, B Suligoi, F von Schloesser, P Viale. SCIENTIFIC
SECRETARY: A d'Arminio Monforte, A Antinori, A Castagna, F Ceccherini-Silberstein, A Cingolani, A Cozzi-Lepri, A Di Biagio, E Girardi, A Gori, S Lo Caputo, G Marchetti, F Maggiolo, C Mussini, M Puoti, CF Perno, C Torti. STEERING COMMITTEE: A Antinori, F Bai, A Bandera, S 1. Duenas-Gutiérrez (_\,Y Buzén Lv Pedrero-Tomé Rv etal. Efficacy and Safety of Two-Drug

Bonora, A Calcagno, D Canetti, A Castagna, F Ceccherini-Silberstein, A Cervo, A Cingolani, P Cinque, A Cozzi-Lepri, A d'Arminio Monforte, A Di Biagio, R Gagliardini, A Giacomell, E Girardi, N Gianotti, A Gori, G Guaraldi, S Lanini, G Lapadula, M Lichtner, A Lai, S Lo Caputo, G
Madeddu, F Maggiolo, V Malagnino, G Marchetti, A Mondi, V Mazzotta, C Mussini, S Nozza, CF Peno, S Piconi, C Pinnetti, M Puoti, E Quiros Roldan, R Rossotti, S Rusconi, MM Santoro, A Saracino, L Sarmati, V Spagnuolo, N Squillace, V Svicher, L Taramasso, C Torti, A
Vergori. STATISTICAL AND MONITORING TEAM: A Cozzi-Lepri, S De Benedittis, | Fanti, M Giotta, C Marelli, ARodano’, A Tavelli. COMMUNITY ADVISORY BOARD: M Cernuschi, L Cosmaro, A Perziano, V Calvino, D Russo, M Farinella, N Policek, VL Del Negro.
BIOLOGICAL BANK INMI AND SAN PAOLO: M Augello, S Carrara, S Graziano, G Prota, S Truffa, D Vincenti, R Rovito. PARTICIPATING PHYSICIANS AND CENTERS: ltaly A Giacometti, A Costantini, V Barocci (Ancona); A Saracino, C Santoro, E Milano (Bari); L Comi, C
Suardi (Bergamo); P Viale, L Badia, S Cretella (Bologna); EM Erne, A Pieri (Bolzano); E Quiros Roldan, E Foca, C Minardi (Brescia); B Menzaghi, C Abeli (Busto Arsizio); L Chessa, F Pes (Cagliari); P Maggi, L Alessio (Caserta); G Nunnari, BM Celesia (Catania); J Vecchiet, K
Falasca (Chieti); A Pan, S Dal Zoppo (Cremona); D Segala (Ferrara); MA Di Pietro, C Costa (Firenze); S Lo Caputo, S Ferrara (Foggia); M Bassetti, E Pontali, S Blanchi, N Bobbio, G Mazzarello (Genova); M Lichtner, L Fondaco (Latina); S Piconi, C Molteni (Lecco); S Rusconi,
G Canavesi (Legnano); G Pellicano (Messina); G Marchetti, S Antinori, G Rizzardini, M Pucti, A Castagna, A Bandera, V Bono, MV Cossu, A Giacomelli, R Lolatto, MC Moioli, L Pezzati, S Diotallevi, C Tincati (Milano); C Mussini, M Menozzi (Modena); P Bonfanti, G Lapadula
(Monza); V Sangiovanni, | Gentile, V Esposito, N Coppola, FM Fusco, G Di Filippo, V Rizzo, N Sangiovanni, S Martini (Napol); AM Cattelan, D Leoni (Padova); A Cascio, M Trizzino (Palermo); D Francisci, E Schiaroli (Perugia); G Parruti, F Sozio (Pescara); D Messeri, SI Bonell
(Pistoia); C Lazzaretti, R Corsini (Reggio Emilia); AAntinori, R Cauda, C Mastroianni, L Sarmati, A Latini, A Cingolani, | Mastrorosa, S Lamonica, M Capozzi, M Camici, M Rivano Capparuccia, G laiani, C Stingone, L Gianserra, J Paulicelli, MM Plazzi, G d'Ettore, M Fusto
(Roma); | Coledan (Rovigo); G Madeddu, A De Vito (Sassari); M Fabbiani, F Montagnani (Siena); A Franco, R Fontana Del Vecchio (Siracusa); BM Pasticci, C Di Giuli (Terni); GC Orofino, G Calleri, G Di Perri, S Bonora, G Accardo (Torino); C Tascini, A Londero (Udine); G
Rattanin < Nicale (Vicenza)' ¢ Starnini < Dell'lenla (Viterho)

Regimens with Dolutegravir plus Rilpivirine or Lamivudine in HIV-1 Virologically
Suppressed People Living with HIV. Viruses. 2023;15(4):936. Published 2023 Apr 10.
doi:10.3390/v15040936

2. Punekar YS, Parks D, Joshi M, Kaur S, EvittL, Chounta V, Radford M, Jha D, Ferrante S,
Sharma S, Van Wyk J, de Ruiter A. Effectiveness and safety of dolutegravir two-drug
regimens in virologically suppressed people living with HIV: a systematic literature review
and meta-analysis of real-world evidence. HIV Med. 2021 Jul;22(6):423-433. doi:
10.1111/hiv.13050. Epub 2021 Feb 2. PMID: 33529489; PMCID: PMC8248313.



