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BACKGROUND CURRENT ANALYSIS TABLE 1.

Patient characteristics at baseline

* A pre-planned interim analysis was performed for safety

Combined antiretroviral therapy (CART) allows indefinite viral
purposes when one-third of the patients reached 24 weeks of BINAETC AN 7L

control for most HIV-infected patients, with very convenient and

(n=64) s (n=67) (N=131)
well-tolerated dosing schedules. Nevertheless, the problems asso- follow-up. Median age (years; IQR) 44 (37-50) 42 (33-47) 43 (35-49)
ciated with lifelong cART (adherence, toxicity, convenience, and * We established the following stopping rule: If the 99.95% Female (%) 26.6 22.4 24.4
cost) mean that simplification strategies must be sought. Mono- confidence interval of the difference in efficacy between study Autochthonous Spanish (%) 73.4 74.0 74.6
therapy with boosted protease inhibitors (lopinavir, darunavir, and arms in the per protocol population indicated inferiority of the Sub-saharan african 7.8 3.0 5.3
atazanavir) is a valuable alternative, although the non-inferiority of ATV/r+3TC arm, the trial was to be interrupted. HCV-RNA+ (%) 17.2 17.9 17.6
this approach compared with standard cART has not been demon- EeaiE alcgh(’l(a/n)d/ ooillicigon ; sl L7 1212
. consumption (%
.stra‘te.d for all scenarios. Dual therflp.y.based on boosted protease RESULTS Previous AIDS defining illness (%) i3 s .
inhibitors plus 3TC could help clinicians overcome some of the Reason for switching (%):
disadvantages of monotherapy, thus making it a viable alternative  * The study population comprised 131 patients. o erance e s s
i TABLE 1 & TABLE 2. ' : :
for most patients. Toxicity 20.3 13.4 16.8
» At week 24 there were no virological failures (confirmed as HIV Simplification 8.1 851 1.7

M ETH O DS RNA >50 COpifiS/ IIlL). FIGURE 2. Risk behavior for HIV infection (%)

. ) : . .59 .92.59 MSM 35.9 46.3 41.2
e Design: GESIDA 7011 (SALT study) is a 96-week multicenter, Tg;ag;m?t igffacy zwl\?lsj 37 5% (56/64) for ATV/r+3TC vs. 92.5% Het T 40.6 p—_ -

. o o . eterosexual reiations . . .
randomized, open-label, phase IV clinical trial that compares (62/67) for /T ©s VDU . o0 is
ATV/r+3TC with ATV/r+2NUC()s (selected at the discretion FIGURE 3 & TABLE 3. o 4°7 7'0 i 4

o o er o o .
of the investigator) in HIV-infected patients on a stable 3-drug * Average change in CD4 count from baseline was +57 cells/uL ed: £ HIV infection (IQR) £6(2.983) 412479 452679
. . Lo . edian years o infection : : :
regimen who switch therapy because of toxicity, intolerance, or and -27 cells/uL for ATV/r+3TC and ATV/r+2NUC(Ds, respec- , ,
implification. Randomization was stratified by active HCV infec- tively Median nadir CD4 cell/pL (IQR) 218 (69-310) 227 (145334) 226 (95-323)
Slmp 1 ) ] Y FIG 4 Median baseline CD4 cell/pL (IQR) 579 (404-702) 578 (425-796) 579 (423-784)
tion (HCV_RNA+) and switched cART (NNRTI’ boosted PI’ CCR5 ) Median months of antiretroviral 35.9 (25-48.7) 30.9(18.850) 34.4 (22.3-49.4)
antagonist, or integrase inhibitor). Allocation concealment was e Toxicity leading to interruption of treatment was secondary to therapy prior to study entry (IQR)
ensured by means of a centralized web-based randomization grade 3-4 hyperbilirubinemia with/without jaundice. Median months of viral load <50 24.5(16.3-39.8)  27.0 (15-46) 25 (15-43)
process. FIGURE 1. o Three severe adverse events were recorded.These were not re- copics/mi. prior to study entry (IQ)
lusi . . ) . . ) Switched treatment including (%):
* Inc usion .crlterla: Age >1.8 years, t%‘eatment sw.1tch because lated to study medication. NNRTT 28 28 28
Of. toxicity, 111’[.0161' ance, or S}mpllﬁcatlon; no pr eVl.OUS. treatment » ATV/r+3TC arm: acute pyelonephritis and traumatic bone fracture Boosted protease inhibitor 62.5 65.7 641
failure; no resistance mutations to the study medications; HIV- (no study treatment interruption for either case). TDF 459 o 1 240
RNA <50 copies/mL for =6 months; and HBsAg-negative status. » ATV/r+2NUC(0)s: toxicity due to drugs of abuse (transient study Previous resistance to study drugs (%) 0 0 0
* Pr imary ObjeCtiVC: TO evaluate in the p cr p r OtOCOI p Op ulation treatment 1nterrupt10n). IQR: interquartile range; IVDU: intravenous drug user; MSM: men who have sex with men; NNRTI: non-
(I'and()mized patients with no maj()r prOtOCOl ViOlatiOnS) the non- nucleoside reverse transcriptase inhibitor; TDF: tenofovir disoproxil fumarate.
inferior efficacy of maintenance therapy with ATV/r+3TC com- CONCLUSIONS:
pared to ATV/r+2NUC(t)s at 48 weeks (non-inferiority margin, TABLE 2.
-12%). Dual therapy with ATV/r+3TC seems to be as safe Combined antiretroviral treatment prior to study entry
 Treatment failure was defined as 2 consecutive HIV RNA lev- and effective in the short term as switching thera- Treatment arm
els >50 copies/mL at week 48, loss to follow-up, or discontinua- e el @il slhile S e Saa Rk 4 @ e
tion/modification of randomized treatment (TLOVR). Py 5 Y P Lfi q lg 5
. . . in treatment owing to simplification, intolerance, or - TDF/FIC+ATV/r 21 328 16 23.9 37 28.2
 Safety assessments included adverse event recording, clinical o 5 p ’ ’ TDF/FIC + LPV/r 10 15.6 - 17.9 - 16.8
laboratory tests (hematology, clinical biochemistry, fasting lipids, tOX1Ci1ty. TDE/FIC + DRV/r 5 7.8 6 9.0 11 8.4
and urinalysis), physical examination, neuropsychological test- ABC/3TC + FPV/r 1 1.6 i 6.0 5 3.8
ing, DEXA (for bone mineral density and fat distribution), vita- ABC/3TC + ATV/r 1 1.6 3 4.5 4 5.1
. : TDF/FTC + FPV/r 1 1.6 1 1.5 2 1.5
min D levels, and anthropometric measurements.
ABC/3TC + LPV/r 1 1.6 1 1.5 2 1.5
® DDI/3TC + SQV/r 0 0.0 1 1.5 1 0.8 ®
GESIDA-7011 Study Group: Complejo Hos- FIGURE 1. Preplanned Analysis  24W 48W 9%6W E:gﬁ : f;vv 154 27159 N 24254 289 262 il
pitalario Universitario A Coruna, A Coruna (Pe- Stu d d . 5 ’ 5 ' i
dreira Andrade JD, Castro Iglesias MA, Mena A, y dcsign : : : TDF/FIC + ETR 1 1.6 3 4.5 4 3.1
Lopez S,Vazquez P). Fundacién SEIMC-GESIDA, ABC/3TC + NVP 1 1.6 0 0.0 1 0.8
Madrid (Ramirez M). Hospital Arquitecto Mar- - i i i ™ ATV/r + 2 NUC(t)s TDF/FTC + NVP 0 0.0 1 1.5 1 0.8
cide, Ferrol (Marifio Callejo A, Sanchez S, Cain- Chronic HIV infection (v ATV/r + 3TC e 3 = ] e 4 31
z0s'T). Hospital Civil de Basurto, Bilbao (Mufioz (cART =1 year; VL<50 ¢/ml =6 months) . ' .
J, Ferrero OL, Zubero Zulibarria Z, Ibarra S, San- Randomization 1:1 stratified by 3rd drug Total 64 100.0 67 100.0 151 100.0
tamaria Jauregui JM, Baraitzxaburu Artexe J). and HCV coinfection

ZIOIS)pitlal TCostaJdlf)fl S((;l, Jl\gllz;i;a (Olalllg 1J De A;CO _ Transition phase: 4 weeks Follow-up 92 weeks (96 weeks total)

, De la Torre J, Prada . Hospital Clinico San

Carlos, Madrid (Téllez M]J, Vergas J, Estada V). TABLE 3 ¢
Hospital Clinico San Cecilio de Granada, Gra-
nada (Hernandez Quero J,Penia Monje A, Parra J,
Martinez M, Munoz L, Sanchez V). Hospital Clini-
co Universitario de Santiago, La Coruna (Antela

Discontinued therapy at 24 weeks

ATV/r + 2 NUC(t)s optimized

ATV/r + 3TC ATV/r + 2NUC(t)
s

Lopez A, Losada Arias E, Prieto Martinez A). Hos- — > Informed consent withdrawn 6 2
pital de Donostia, Donostia (Iribarren Loyarte L.

JA, Ibarguren M, Azkune Galparsoro H, Bistin- Follow-up 96 weeks LS te ey 1 5
duy Odriozola MJ, Ortiz de Barron XC, Goenaga Virological failure 0 0
Sanchez MA,Von Wichmann De Miguel MA, Pas- Other 1 0
Baixa de Villajoyosa, Alicante (Ena J, Pasquau E FIGURE 2. Blips not leading to treatment interruption* 6 7

Amador C, Benito C). Hosp ltzill de Mataro, Bar.ce- S d ﬂ d. I . 1 . 2 4 k * 13 blips corresponding to 12 patients. In one center (7 blips in 6 patients), most of the blips could be attributed to a
lona (Barrufet P, Force L, Bejarano G). Hospital tu Yy 11OW diagram ( nterim ana ySsi1S at wee S) change in laboratory technique.They were evenly distributed between treatment arms.

de la Santa Creu i Sant Pau, Barcelona (Domingo

Pedrol P, Gutierren M, Mateo G). Hospital Gen- . . ’
eral de Granollers, Barcelona (Deig E, Almuedo ‘ Eligible patients (n=136) '
A). Hospital General de Jerez de la Frontera, FIGURE 3.

Cadiz (Terron A, Marin D, Bancalero P). Hospital
General Universitario Gregorio Maranon, Ma-
drid (Cosin J, Berenguer J, Miralles P, Sanchez
M, Lopez JC, Ramirez M, Cuellar I, Carrero A).

Hospital General Universitario de Alicante, Ali- Y 99.95% CI for the difference

cante (Portilla J, Boix V, Merino E, Reus S, Giner RBandemized (n_ 13 5)
L, Pampliega M). Hospital General Universitario
de Elche, Alicante (Gutiérrez E Masia Conto M,

Ramos Rincon JM, Padilla Urrea S, Robledano
Garcia C). Hospital Infanta Elena-Hospital Juan (Excluded (n=4) n Favors ATV/r+2NUC(1)s Favors ATV/r+3TC
Ramon Jiménez, Huelva (Suarez I, Fajarso Pico e Not meeting inclusion criteria (n=3)

JM, Merino Mufioz MD, Martinez Marcos FJ, P « Withdrawal of IC before treatment
Rodriguez Gomez FJ). Hospital Infanta Leonor,

. ’ ) initiation (n=1)
Madrid (Troya Garcia J, Rayan P, Solis J, Palom- h J
ero N). Hospital Universitari Germans Trias i
Pujol, Barcelona (Clotet B, Chamorro A, Negre- V

do Puigmal E, Echevarria P, Bonjoch A, Molto J, Included in per protocol analysis (n=131)
Puig J). Hospital Universitari Son Espases, Mal-
lorca (Riera M, Ribas Blanco MA, Marinescu C).

Hospital Universitari Vall D’Hebron, Barcelona

Excluded (n=1) Main analysis

e Screening failure (n=1)

92.5%

0
(Crespo M, Navarro J, Van Den Eynde E). Hos- + + 0%

pital Universitario Central de Asturias, Asturias 7 ~N e ~N Stopping Rule: If the 99.95% confidence interval of difference in efficacy between study
(Asensi V, Carton Sanchez JA). Hospital Univer- Allocated to ATV/r + 3TC (n=64) Allocated to ATV/r + 2NUC(t)s (n=67) arms indicated inferiority of the ATV/r+3TC arm, the trial was to be interrupted
sitario Doce de Octubre, Madrid (Rubio R, Puli- ® Received allocated intervention (n=64) Allocation ® Received allocated intervention (n=67)

do E Matarraz M, Lagarde M, Portillo A). Hospital 4 Did not receive allocated intervention (n=0) 4 Did not receive allocated intervention (n=0)

Universitario La Fe, Valencia (Lopez Aldeguer ],

FIGURE 4.

Marino J, Lacruz J, Salavert M, Montero M, Cuél-
Changes in CD4 cell count from baseline

lar S). Hospital Universitario La Paz, Madrid (Ar-
ribas JR, Estebanez M, Bernardino I, Zamora FJ, ( Y
Montes ML, Gonzalez JJ, Pérez I, Castro ]). Hos- L(_)St to follovy—up (n=0)
pital Universitario Principe de Asturias, Madrid Discontinuations (n=8)

. Discontinuations (n=5)
(Sanz Moreno J, De Miguel J,Arranz A, Casas E). ¢ Withdrawal of IC (n=6) Follow-up ¢ Adverse events (n=3: 1xG3/2xG4 hyperbilirubinemia) o
Hospital Universitario Ramon y Cajal, Madrid 4 Prohibited medications (n=1; omeprazole) ’

é )

Lost to follow-up (n=0) Average change in CD4 cells/pL from baseline

. : . Withdrawal of IC (n=2
(Perez-Molina JA, Dronda E Moreno S, Fortun J, @ Adverse events (n=1; G4 hyperbilirubinemia) ¢* (n=2) 650 /o
Pérez-Elias MJ, Navas E, Quereda C, Rodriguez- N
600

Sagrado MA, Lamas A). Hospital Universitario
Reina Sofia, Cordoba (Rivero A, Jurado R, Garcia
M, Camacho A, De la Torre J). Hospital Univer-

sitario Severo Ochoa, Madrid (Cervero M, Jus- Patients without therapeutic failure at 24 wk Patients without therapeutic failure at 24 wk 3 550

dado JJ, Torres Rafael,Agud JL). Hospital Univer- ¢ 87.5% (56/64) ¢ 92.5% (62/67) (=0 Difference between arms at week 24: 84 cells/uL

sitario Virgen de las Nieves, Granada (Pasquau J, 8 500 | ATV/r+3TC: +57 cells/uL

Tapia A, Hidalgo C,Lopez MA, Martinez R, Garcia < ATV/r+2NUC(s)t: -27 cells/uL

C©). Hospital Universitario Virgen de la Victoria, o 95%Cl for the difference: 19-149 cells/uL

Malaga (Santos J, Marquez M, Palacios R, Ruiz J, IC: Informed consent O 450

Nuno E). Hospital San Pedro, Logrono (Oteo JA,

Blanco JR, Sanz M, Ibarra V, Metola L Pérez L). 400

Hospital Sant Pau i Santa Tecla, Tarragona (Pe-

drol E, Ruiz 8, Tasias M, Delegido A). Hospital © Baseine  Weekt2  Week2e
Xeral Cies dC/VlgO, Pontevedra (eralles C’ Oc- nﬂﬂ Ensayo clinico aleatorizado, abierto, de no inferioridad y con seguimiento a 96 semanas, ATV/r+2NUC(t)s 643 635 615
ampo A, Rodriguez A,Warncke F)

604 626 661

sobre la eficacia de atazanavir/ritonavir+lamivudina como tratamiento de mantenimiento

I:“NI]A':"']N en pacientes con supresion de la
SEIMC-GESIDA




