LBPE18: Switching to dual therapy (atazanavir/ritonavir+lamivudine) vs. standard triple therapy (atazanavir/ritonavir+two nucleos(t)ides)

IS safe and effective in patients on virologically stable antiretroviral therapy: 48-week primary endpoint results from a randomized clinical trial (SALT study)
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BACKGROUND RESULTS TABLE 2. TABLE 5.

. . . . Combined antiretroviral treatment prior to study entry Safety summary
The problems associated with lifelong cART (adherence, toxicity, convenience, and cost) mean  ° 1D€ study population comprised 286 patients (Table 1,Table 2, and Figure 1). . e -

. . . . . . 1 . . reatment arm ATVr+3TC ATV/r + 2NUC(t)s
that simplification strategies must be sought. Monotherapy with boosted protease inhibitors is a  * Treatment efficacy was 83.6% for ATV/r+3TC vs. 78.4% for ATV/r+2NUC(D)s (Figure-2 and Ta- T NI ’ / ©
valuable alternative, although the non-inferiority of this approach compared with standard cART ble-3). Non inferiority was demonstrated and the results were consistent across the sensitivity n=120 n=l-l

: 4 eq . Toxicity-rel i i i
has not been demonstrated for all scenarios. Dual therapy based on boosted protease inhibitors analysis (Table-4). oxicity-related discontinuations
lus 3TC could help clinicians overcome some of the disadvantages of monotherapy, thus makin i i i : i DI/ITC = ATV i 8 o 27 ) e Discontinuations due to any AEs; n(%)" 222 102
plus . P ' g Py, g » At week 48 there were 9 virological failures (confirmed as HIV RNA >50 copies/mL): 5 in the TDF/FTC + LPV/r 14 10.3 20 14.5 34 12 4 HBR and/or ocular icterus , 3
it a viable alternative for most patients. ATV/r+3TC arm vs. 4 in the ATV/r+2NUC(t)s arm. Six could not be amplified because of low vi- TDF/FIC + DRV/r 3 5.9 13 9 4 21 - 5 Renal toxicity 0 )
ral load, and only 1 patient (ATV/r+2NUC(T)s arm) developed resistance mutations (M184V). ABC/3TC + FPV/r 2 1.5 4 2.9 6 2.2 Increased LFT results 1 1
METHODS No NRTI or PI resistance mutations were documented in the ATV/r+3TC arm. ABC/3TC + ATV/r 8 5.9 10 7.2 18 6.6 Nephrolithiasis 0 1
] _ _ . . . _ TDF/FTC + FPV/r 2 1.5 1 0.7 3 1.1 Osteoporosis 0 1
e Design: GESIDA 7011 (SALT study) is a 96-week multicenter, randomized, open-label, phase IV * Average change in CD4 count from baseline was +9.9 cells/uL for ATV/r+3TC and -9.2 cells/ . : :
linical trial th ATV TC with ATV /r+2NUC 1 q he d . ¢ h uL for ATV/r+2NUC(Ds (difference 19.1 cells/uL; 95% CI, -39.7 to 77.9). ABC/3TC + LPV/r 1 0.7 2 1.4 3 1.1 Hypersensitivity reaction to abacavir 0 1
clinical trial that compares /T+3TC wit /T+ (t)s (selected at the discretion of the ) | . o ] ZDV/3TC + LPV/r 0 0 3 2.2 3 1.1 Hypophosphatemia 0 1
1nvest1.gz.1t01.') 1m HIV—1nfectefl Pﬂt.leﬂts. on a stable .3-(11’. ug regimen X.VhO SWltCh. therapy .becal}se : .15 patients (5 .'8/0 ;evenly distributed bet.we.en t.he study groups) presented grade IV toxic- TDF/FIC + SQV/r 1 0.7 0 0 1 0.4 Grade III-IV AEs occurring in at least 1% of patients in either group
of toxicity, intolerance, or simplification. Randomization was stratified by active HCV infection ity. The proportion of grade III-IV AE was similar in both arms (Table-5). DDI/3TC + SQV/r 0 0.0 1 0.7 1 0.4 Any AEs 76 (54.3) 78 (51.1)
(HCV-RNA+) and switched cART (NNRTI, boosted PI, CCR5 antagonist, or integrase inhibitor).  There were 13 (4.6%) severe adverse events (Table-6). These were not related to the study TDF/FIC + EFV 30 22.1 31 22.5 61 22.3 HBR 69 (49.3) 72 (51.8)
Allocation concealment was ensured by means of a centralized web-based randomization pro- medication. ABC/3TC + EFV 8 5.9 5 3.6 13 4.7 Jaundice 0 (0.0) 2 (1.4
. . . . . . . TDF/FTIC + ETR 2 1.5 4 2.9 6 2.2 I d LFT It 2 (1.4 2(1.4
CCSS. « Changes in renal function, bone density, and fat gain/distribution between groups were ABC/3TC + NVP : 0 0 0.0 : 0.4 ncrealsie .4 rj: o 4 (2 8) , (1 4)
o Inclusion criteria: Age >18 years; treatment switch because of toxicity, intolerance, or simpli- similar | | | Hyperiipidemia (2.8) (1.9
fication; no previous treatment failure; no resistance mutations to the study medications; HIV IDE/FIC + ’ o ’ o= 6 o Thrombocytopenia 249 LOD
e . p : . y : e Changes in lipid values were related to previous TDF and/or PI use: percentage change in tri- TDF/FTC + RAL 4 2.9 2 1.4 6 2.2
: - . . *All iabl 1 :n (%);AEs: : HBR: h ili i ia:
RNA <50 COplCS/IIlL for = IIlOIlthS, and HBSAg negative status. gIYCCI‘IdCS was related to previous use of PI/r (-5.7%) vs. non-PI use (+7.1%) (p=004 D, per- ABC/3TC + MVC 0 . 1 0. 1 0.4 LFTX?;T}EE?;ZI?E::SCd as absolute number and percentage; n (%);AEs: adverse events; yperbilirubinemia
* Pr @aw objecti.ve: TO evaluate in the.per protocol popula.tion (r andomizc.:d pati.ents With no centage change in total cholesterol was associated with previous use of TDF (+1.6%) vs. no TDF Total 136 100.0 138 100.0 274 100.0 = Hypertriglyceridemia (n=5) and hypercholesterolemia (n=1)
major protocol violations) whether maintenance therapy with ATV/r+3TC is non-inferior to ATV/ (-5.6%) (p=0.015), and absolute change in the atherogenic index was related to previous use of | | | |
) . ) Information on previous cART was not available for 12 patients. TABLE 6
r+2NUC(t)s at 48 weeks (non-inferiority margin, -12%). PI/r (-0.2) vs.no PI (+0.03) (p=0.037). .
: . . . AB i Severe adverse events
* Treatment failure was defined as 2 consecutive HIV RNA levels >50 copies/mL at week 48,  Changes in neurocognitive function (global deficit score; 5 domains) was not significantly dif- TABLE 3 £, 4 " Lt
loss to fOllOW-up, or discontinuation/modification of randomized treatment ('LOVR). ferent between the study arms: -0.26 (95% CI, -0.4 to -0.07) ATV/r+3TC vs. -0.082 (95% (I, Treatment e cacy at 8 weeks (TLO VR; PP population; n_273) Treatment arm Adverse event Severity Treatment
: : .. . : interruption
« Safety assessments included adverse event recording, clinical laboratory tests, physical exami- -0.2 to +0.07) ATV/r+2NUC(D)s. ATV/r + 3TC  ATV/r + 2NUC(Ds - L+
. . . . . e . . HIV-RNA <50 copies/mL: n (%)* 112 (83.6) 109 (78.4) ATV/r+2NUC(1)s Toxicity due to drugs of abuse Grade 3 No
nation, neuropsychological testing, DEXA (for bone mineral density and fat distribution), vita- P , L : : S . . q
min D levels, and anthropometric measurements HIV-RNA >50 copies/mL > (4:5) 4(3.6) VT Avasculr P mecross e 0
) . Withdrawal of informed consent 7 (5.3) 9 (6.5) ATV/r+2NUC(t)s Acute myocardial ischemia Grade 3 No
Discontinuation because of adverse events 3(2.2) 10 (7.2) ATV/r+2NUC(0)s Vulvar abscess . Grade 1 No
C O N C LU S I O N S ) Loss to follow-up 5 (3.0) 5 (2.9) ATV/r+2NUC(t)s Cerebral toxoplasmco.s1s Grade 4 No
Death 1 (0.7) 0 (0.0) ATV/r+3TC Acute pyelonephritis Grade 3 No
Other 10.7) 2 (1.4) ATV/r+2NUC(t)s |Acute tracheobronchitis and respiratory failure | Grade 4 No
Switching to ATV/r+3TC is effective, safe, and non-inferior to ATV+2NRTIs in virologically suppressed HIV+ patients who need to switch cCART because rorarl  134100) 130 (100) ATV/r+2NUC()s Increased transaminase levels Grade 3 Yes
of toxicity, intolerance, or simplification. Patients with blips not leading to interruption of CART 19 (14.2) 23 (16.5) ATV; r+2NUC(D)s Cholelithiasis Grade Z No
ATV/r+3TC Alcoholic hepatitis Grade No
*All variables are expressed as absolute number and percentage; n (%) ATV/r+2NUC(t)s Acute renal failure Grade 4 Yes
ATV/r+3TC Thrombopenia Grade 4 No
FIGURE 1. TABLE 1. TABLE 4. | ) i for o 1 ATV/+31C Thrombopenia Grade 3 No
Study flow diagram (primary endpoint analysis [48 weeks]) Patient characteristics at baseline HIV RNA <50 copies/mL (%) at week 48, for the per protoco (PP) ATV/r+3TC Traumatic bone fracture Grade 3 No
and intent-to-treat (ITT) populations.
- - - - ATV/r+3TC ATV/r+2NUC(1) TOTAL (N=286)
' Eligible patients (n=290) ' (n=143) s (n=143) ATV/r+3TC (%) ATV/r + 2NUC(t)s Difference (95% CI) GESIDA-7011 Study Group: Complejo Hospitalario Universitario A Corufa, A Coruiia
M age (years 1R Sons | 206w | 530 FIV-RNA <50 coples/ml (PR TLOVID | 85,6 i [s2Cisw0Is P Aniede 10, oo Il M Men 4 Lipes 5. Ve P o SING
> EXCIUdeq (n:4? Female (%) 31.0 22.5 26.8 HIV-RNA <50 copies/mL (ITT; TLOVR) 78.3 76.2 2.1(-8.51t012.5) Cainzos T); Hospital Civil de Basurto, Bilbao (Munoz J, Ferrero OL, Zubero Zulibarria Z, Ibarra
e Screening failure (n=4) . HIV-RNA <50 copies/mL (PP; SNAPSHOT) 32.1 77.7 4.4 (-5.5t0 14.6) S, Santamaria Jauregui JM, Baraitzxaburu Artexe J); Hospital Costa del Sol, Malaga (Olalla J, De
Autochthonous Spanish (%) 79.6 80.3 79.9
Y . : : HIV-RNA <50 copies/mL (ITT; SNAPSHOT) 76.9 755 1.4 (-9.2 to 12.0) Arco A, De laTorre J, Prada JL); Hospital Clinico San Carlos, Madrid (Téllez MJ, Vergas J, Estada
Sub-Saharan African 5.6 2.1 3.9 V); Hospital Clinico San Cecilio de Granada, Granada (Hernandez Quero J, Pena Monje A, Parra
Randomized (n=286) J, Martinez M, Muiloz L, Sanchez V); Hospital Clinico Universitario de Santiago, Santiago de
Q HIV-1 B subtype 88.5 82.5 854 Compostela (Antela Lopez A, Losada Arias E, Prieto Martinez A); Hospital de Donostia, Donostia
HCV-RNA+ (%) 20.3 20.3 20.3 FIGURE 2. (Iribarren Loyarte JA, Ibarguren M, Azkune Galparsoro H, Bistinduy Odriozola MJ, Ortiz de
"Excluded (n=13) ) Previous AIDS-defining illness (%) 26.8 26.3 26.5 Main analysis (primary endpoint at 48 weeks) Ba.rron XC,I(;oeltlaga S.anche.z MS’VO-E Wmhmamll De Miguel MA, Pascuagi)ln(lje Lydia, Cz.lmlno'
e Not meeting inclusion criteria (n=10) : : X); H?sp1ta e la 1\//Iar1na Baixa de Villajoyosa, Valencia .(Ena J, Pascuau F, ador C, Benito C).,
B o Withdrawal of IC before initiation of treatment (N=2) Reason for switching (%): Hospital de Mataro, Barcelona (Barrufet P, Force L, Bejarano G); Hospital de la Santa Creu i
e Investigator decision (n=1) Intolerance > 8 4.3 35 4 ) Sant Pau, Barcelona (Domingo Pedrol P, Gutierren M, Mateo G); Hospital General de Jerez de
o 9 . - ' ' ' 9 5(y CI for the dlffe rence la Frontera, Cadiz (Terron A, Marin D, Bancalero P); Hospital General Universitario Gregorio
Toxicity 22.7 14.2 18.4 2 Maranon, Madrid (Cosin J, Berenguer J, Miralles P, Sanchez M, Lopez JC, Ramirez M, Cuellar I,
V simplification 245 31,5 231 < B B awaawa—aa=—aawaw Carrero A); Hospital General Universitario de Alicante, Alicante (Portilla J, Boix V, Merino E,
Included in per protocol analvsis (n=273 ' ' ' Reus S, Giner L, Pampliega M); Hospital General Universitario de Elche, Alicante (Gutierrez
PEr P y ( ) Risk behavior for HIV infection (%) 83.6% E Masia Conto M, Ramos Rincon JM, Padilla Urrea S, Robledano Garcia C); Hospital Infanta
- Elena and Hospital Juan Ramon Jiménez, Huelva (Suarez I, Fajarso Pico JM, Merino Munoz MD,
MSM 36.0 42.8 39.4 78.4% ) ) ) . . , )
F aVvors ATV/r+2N UC(t) S F aVors ATV/r +3TC - Martinez Marcos FJ, Rodriguez Gomez FJ); Hospital Infanta Leonor, Madrid (Troya Garcia J,
Heterosexual relations 37.4 32.6 35.0 Rayan P, Solis J, Palomero N); Hospital Universitari Germans Trias i Pujol, Barcelona (Clotet B,
¢ ¢ VDU 23.0 17 4 0.2 Chamorro A, Negredo Puigmal E, Echevarria P, Bonjoch A, Molto J, Puig J); Hospital Universitari
g - N\ g - N\ ' ' ' Son Espases, Mallorca (Riera M, Ribas Blanco MA, Marinescu C); Hospital Universitari Vall

AIIocate-d LA :_‘TC (n_1.34) - AIIocatt?d TSR 2.NUC(t)s. (n=139) Other 3.6 7.2 5.4 8 % D’Hebron, Barcelona (Crespo M, Navarro J,Van Den Eynde E); Hospital Universitario Central

¢ Received allocated intervention (n=134) ' A"OCﬂthn ' ¢ Received allocated intervention (n=139) . ™, + de Asturias, Asturias (Asensi V, Carton Sanchez JA); Hospital Universitario Doce de Octubre,

¢ Did not receive allocated intervention (n=0) ¢ Did not receive allocated intervention (n=0) BMI (kg/m? IQR) 25 (22-28) 24.8 (23-28) 24.9 (22.8-28) < S Madrid (Rubio R, Pulido E Matarraz M, Lagarde M, Portillo A); Hospital Universitario La Paz,
< + v < + v Known duration of HIV infection (years; IQR) 6.4 (3.4-11.4) | 5.6(2.7-11.1) | 5.9(3.2-11.3) _ _ - % < Madrid (Arribas JR, Estebanez M, Bernardino I, Zamora FJ, Montes ML, Gonzilez JJ, Pérez I,
-4.8% 95.2% 15.2% o Castro ]); Hospital Universitario Principe de Asturias, Madrid (Sanz Moreno J, De Miguel ],

Median nadir CD4 cell/pL (IQR) 204 (90-309) 222 (139-323) | 212 (108-318) : : : < Ar , . o . . . ) :
. ~N . ~N ranz A, Casas E); Hospital Universitario Ramon y Cajal, Madrid (Pérez-Molina JA, Dronda

LQSt to TOHOV_V'UP (n=9) LQSt to follovy—up (n=5) Median baseline CD4 cell/uL (IQR) 579 (397-770) 617 (441-801) 583 (417-784) . o E Moreno S, Fortun J, Pérez-Elias MJ, Navas E, Quereda C, Rodriguez-Sagrado MA, Lamas A);

Discontinuations (n=17) Discontinuations (n=29) ” e of ant o . 1 45 (266 . p 42 (246 Non-inferiority, A=-12% Hospital Universitario Reina Sofia, Cordoba (Rivero A, Jurado R, Garcia M, Camacho A, De la

4 Withdrawal of IC (n=7) ' FO"OW-Up ' ¢ Adverse events (n=10) Median months of antiretroviral therapy prior to study > (26:62) 1 (22-63) 5 (24-62) Torre J); Hospital Universitario Virgen de las Nieves, Granada (Pasquau J, Tapia A, Hidalgo C,

¢ Virological failure (n=5) ¢ Withdrawal of IC (n=9) entry (IQR) 0% Lopez MA, Martinez R, Garcia C); Hospital Universitario Virgen de la Victoria, Malaga (Santos J,

4 Adverse events (n=3) 4 Virological failure (n=4) Median months of viral load <50 copies/mL prior to 27 (16-49) 28 (15-58) 28 (15-51) Marquez M, Palacios R, Ruiz ], Nuiio E); Hospital San Pedro, Logrono (Oteo JA, Blanco JR, Sanz

¢ Prohibited medications (n=1; omeprazole) ¢ Investigator decision (n=1) study entry (IQR) M, Ib/arraV, Metola I;(Pérez L); Hospital Xeral Cies de Vigo, Pontevedra (Miralles C, Ocampo A,

¢ Death (n=1) ¢ Other (n=1) Switched treatment including (%): HOELNEEL A WERHELE 1)

\. 4 \. 4
+ + NNRTI 31.5 30.1 30.8
Boosted protease inhibitor 61.5 64.3 62.9 )
Patients without therapeutic failure at 48 wk Per protocol Patients without therapeutic failure at 48 wk ® ®
¢ 83.6% (112/134) - ® 78.4% (109/139) TDF 81.1 78.5 79.7 — Ensayo clinico aleatorizado, abierto, de no inferioridad y con seguimiento a 96 semanas,
Previous resistance to Stlldy drugs (%) 0 0 0 ® O ¢ sobre la eficacia de atazanavir/ritonavir+lamivudina como tratamiento de mantenimiento

IC: Informed consent BMI: body mass index; IQR: interquartile range; IVDU: intravenous drug user; MSM: men who have sex with men; NNRTI: non-nucleoside SEIMGC-GESIDA
reverse transcriptase inhibitor; TDF: tenofovir disoproxil fumarate.
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