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Background: RAL Is a Ist In class integrase strand-transfer inhibitor. =Metaholic Statistical Approaches to Missing Data for the Mean Change from Baseline in Metabolic Parameters Body Composition Changes through 48 Weeks
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Overall Efficacy and Safety Results

parameters were compared between RAL-based and EFV-based regimens after 48 wks

of treatment. Meta bol ic Ana Iyses e RAL provided potent and statistically non-inferior viral suppression compared to EFV HDL K T CHOL RAL Group EFV Group
Methods: Pts were randomized in a double-blind study of RAL vs EFV, each with TDF/ Linid Profi e RAL exerted a greater immunilogical effect than EFV, measured by the increase in CD4 cell counts ¢ “ Baseline Mean % Baseline Mean %
FTC (n=563). Groups were compared for metabolic parameters, including fasting lipid * Lipid Frofiie Percent of Patients with Mean Change from Baseline . ) Region N | Mean (gm) | Changet(95% CI) N | Mean (gm) Changet(95% CI)
and glucose (glc) abnormalities according to DAIDS criteria, NCEP goals, and for reported - Last Observation Carried Forward approach HIV RNA <50 Copies/mL CD4 Cell Count (cells/mm?) . :g ) _ :;“VL Arms 35 1873 23 (6, 41) 41 1724 19 (12, 26)
lipodystrophy AE terms. DEXA scans were obtained on a subset of pts (n=76) at baseline _ o _ o _ _ n 100 86% 189 . | Legs 35 7056 16 (4, 29) 41 6306 16 (10, 22)
and Wk 48, to be followed at Wk 96. = If patlent§ initiated or mcr_ea.sed dosgge of lipid-lowering thgrapy, last a\{allable lipid s¢ 80 | 2 —200 U ] Appendicular EE 8929 17 (4, 30) a1 8030 16 (10, 22)
Results: At Wk 48, changes from baseline cholesterol (C), LDL-C, & triglycerides were values prior to the use of lipid-lowering therapy were used in the analysis gé& 82% EE 150 : : — Trunk == L1054 SACTER) = 10143 20 (12, 29)
. = . %o 60 i % T Week 0 Week 12 Week 24 Week 48 W‘;k"u —n s —
lower in RAL vs EFV recipients (each p<0.001); HDL-C was higher in the EFV * Body Composition (DEXA) and Glucose 23 52 163 o e % 30) e =, 25)
p p . I} . gher In e group "E ;’( 40 , % & 100 N = # of patients in the treatment group.
(p<0-001)- 26/281 on RAL and 42/282 on EFV had faStmg serum glc of any grade - Complete data set approach § & | ﬁé:?i:f::rli);i: (2.10) §§ 50 . [’ LDL L TRIG tMean % change from baseline are based on the measurements of the patients who were measured at baseline and the time point
(1-4); 1/26 on RAL was grade 3. AE of mild lipodystrophy were reported in 2 pts, both £z 20 o Nalue<0.001 °3 A (95% CI) =26 (4, 47) . - assessed. N | | |
on EFV. = Patients needed to have values at both baseline and week 48 to be included in the oL£ X €3 o6 ‘ RAL and EFV were administered with TDC/FTC as Fixed Dose Coformulation.
analysis 0481216 24 32 40 48 0 4 81216 24 32 40 48 . ey . m—
Body Composition Changes Through 48 Weeks Number of Contributing Patients Weeks Number of Contributing Patients Weeks : ——E " oy o
. ——— ) mg b.i.d.* 281 217 270 266 260 259 258 9 .
RAL 400 mg bid EFV 600 mg ghs Quadomabia 2w 251 28 29 27 20 260 ® ineomane: Mz mm  gm om0z o , w o STARTMRK: Body Composition
Baseline Mean % Baseline Mean % . . . 7in combination with TOF/FTC “im combination with TOFIFTC ’ ) , ' Cha nges th roug h Week 48
Regi N M Ch t(95% CI N M Ch t(95% CI ‘ 3
=900 ean (gm) anget(95% <) =an (gm) anget(95% C1) Basellne Chal‘actel‘IStICS e RAL was generally better tolerated than EFV Hgs e o e o et i o
Arms 35 1873.08 | 23.33 (5.95,40.72) | 41 1724.23 | 18.94 (11.80, 26.07) o . o -
- significantly fewer overall and drug-related clinical adverse events 30 — —
Legs 35 7055.66 16.31 (3.85, 28.77) | 41 6305.59 15.63 (9.59, 21.67) All Treated Patients Patients in the DEXA Sub-Study - significantly lower percentages of patients with CNS side-effects (<)
Appendicular | 35 8928.73 | 17.38 (4.34,30.42) | 41 8029.83 | 16.09 (10.15, 22.03) RAL EFV RAL EFV - safety profile was similar in subjects with and without hepatitis B and/or hepatitis C virus co-infection v GLUCOSE o = 25
60 m [<}]
Trunk 35 11683.73 | 17.01 (2.87, 31.15) | 41 10142.54 | 20.46 (11.72, 29.19) (N=281) (N=282) (N=54) (N=57) * For 96 week results, please see poster #H924b c 8
Total 35 20612.46 | 16.92 (3.52,30.32) | 41 | 18172.37 | 17.98 (10.89, 25.07) Gender, n (%) . —-— S 2 20
N = # of patients in the treatment group. Male 227 (81) 231 (82) 50 (92.6) 48 (84.2) —0=pry °\° e
™ % ch fi baseli based th ts of the pts wh d at baseli d the ti int H H H ® —_
asesaer;sed(.: ange from baseline are based on € measurements o € pts whno were measured a aseline an e time poin Female 54 (19) 51 (18) 4 (74) 9 (158) M ea n Cha nge from Ba Sel I ne In Meta bollc ) 8 :é 15 | wRA
RAL and EFV were administered with TDF/FTC Race/ Ethnicity, n (0/0) L/ Y o BEF
White 116 (41) 123 (44) 33 (61.1) 33 (57.9) Parameters at Week 48 ’ : = S 10 -
Black 33 (12) 23 (8) 14 (25.9) 9 (15.8) £ A § ©
Asian 36 (13) 32 (11) 0 (0.0) 1(1.8) 40 - . ) Il RAL S® 5.
- Hispanic 60 (21) 67 (24) 5 (9.3) 11 (19.3) — i) B EFV £
Overall StUdy DESlg n Native American 1(0) 1(0) 0(0.0) 1(1.8) 3 30 - £ £<0.001 ] . 0
Multiracial 35 (12) 36 (13) 2 (3.7) 2 (3.5) E) * 1<0.005 DAIDS-Graded Metabolic Abnormalities Appendicular Trunk Total
e Double-blind, randomized (1:1), non-inferiority study i 0
. ' . o . o RIS e = 20 - at Week 48
e RAL 400 mg bid vs EFV 600 mg ghs both in combination with tenofovir/emtricitabine Latin America 99 (35) 97 (34) -- -- S 50 -
(TDF/FTC as Fixed Dose Coformulation) Southeast Asia 34 (12) 29 (10) -- -- = m AL Ay & BRAL G384 BERY Ay EFY G 384 Investigator-reported Lipodystrophy
« Kev inclusion criteria North America 82 (29) 90 (32) 54 (100) 57 (100) < 10 < 36.9
y Europe/Australia 66 (23) 66 (23) -- -- o E RAL N=281 314 e Investigator-reported lipodystrophy (including fat tissue increased and lipoatrophy)
— no prior ART Age, in years § 0 = EFVN=262 were reported in 2 patients (0.4%), both in the EFV group.
— HIV RNA level >5000 copies/mL m:zi”ar(]s([;iin Ty — 3189(t9)67 — 319(10)71 38307-32'38t-921 3948-02(113-0(37 = o o S o < 2257 e Both adverse experiences were of mild intensity and neither were considered
- viral susceptibility to EFV, TDF, and FTC (19 to 67) (19 to 71) -0 (20 to 61) -0 (21 to 67) 10 % WV A ot'o s serious or resulted in discontinuation of blinded therapy.
. CD4 Cell Count, cell/mm? - ()\2\ Q Q ¢ o
 Endpoints Mean (SD) 219 (124) 217 (134) 228.9 (149.4) | 225.8 (148.9) A A v 0\)3 < 25 e Only 1 drug-related adverse experience was reported in 1 patient (lipoatrophy)
- Effi : Proportion with HIV RNA levels < ies/mL, change in CD4 cell n i i n= i i i
cacy: Proportio t evels <50 copies/mL, change in CD4 cell counts Median (min to max) _ 212 (1 to 620) | 204 (4 to 807) | 230.0 (1 to 573)| 202.0 (6 to 567) « The chanae from baseline in the T CHOL:HDL-C ratio was -0.3 for | which was considered possibly related to study therapy.
Safety/tol bility: ad ; . tral t CNS ts: lipid Plasma HIV RNA, log, B copies/mL g 0
cr?aigesoffgi IIJIaZéI?ne\:/erse experiences; central nervous system (CNS) events; lipi Mean (SD) - 5 (1) 5 (1) 5.0 (0.6) 5.0 (0.6) the RAL group and -0.1 for EFV group (p=0.292). Glucose TG LDL-C T Chol e There were no patients in the RAL treatment group that reported clinical adverse
- ; (Any Gr2110 (Any Gr 2500 (Any Gr2130 (Any Gr 2200 experience terms of ||podystrophy
Med t 5(3to6 5(4to6 4.9 (4to6 5.0(4to6 .
Inv:stlfgna::rre(::;nrizzj History of AIDS — _— e o) Gr 3&4 2251) Gr 3&4 2751) Gr 3&4 2190) Gr 3&4 >300)
- - Voo T aan | s | 503 | 605 Fasting Lipid Levels at Baseline and Week 48
Background and Objectives T
_ N _ _ _ _ Screening HIV RNA <50,000 74 (26) 80 (28) 15 (27.8) 5 (26.3) —~ 200 - (£200mg/dL) -
e Metabolic abnormalities have been reported with most antiretroviral therapies Hepatitis B or C Positive 20 (7) 19 (7) 2 (3.7) 4 (7.0 3 m ﬁ:ie"ne COI‘ICl USIOI‘IS
: o o . : - . = i
o RALﬁlls a novel HIV-1 integrase inhibitor with potent efficacy and a favorable safety Viral Subtype n (%) £ 175 ) (£150mg/dL) 400 mg BID e Through week 48, both the RAL and EFV regimens demonstrated modest Acknowledgements
pronie Clade IBd 219 (78) 230 (82) 52 (96.3) 52 (91.2) = 150 - 69 048 wk effects on serum lipids and glucose. I STARTMRK Study T
i i i it Non-Clade B 59 (21 47 (17 2 (3.7 3 (5.3 . . nvestigators udy Team
* We evaluated whether RAL treatment was associated with metabolic abnormalities Vissing - El)) - 22)) 0((0)) > §3 5; @ 200 mg BID e At week 48, the mean changes from baseline in total cholesterol, LDL- Merck Research
e Groups were compared for metabolic parameters: Baseline Plasma HIV RNA, n (%) ' = 125 - (<100mg/dL) _ cholesterol, HDL-cholesterol, and triglyceride concentrations were DS Derger & caros! [ Yezdanpanan LUk Madiga '-a":":k:r’"es
N . . L ! 2 (=) 8 Baseline significantly smaller for RAL than for EFV recipients. T.J. Frie A. Lazzarin K. Salmon-Ceron 1.D. Velez R. Leavitt
- fasting lipid and glucose abnormalities according to DAIDS criteria <50,000 copies/mL 79 (28) 84 (30) 19 (35.2) 19 (33.3) % 100 03 EFV . . o icks A chinanni Pl Girard JB Jamara B.-Y. Nauyen
. s i 600 mg qHS — The change in the total cholesterol/HDL-cholesterol ratio was not ozl & Foposto O ponper NS o J. Zhao
- NC | >50,000 copies/mL 202 (72) 198 (70) 35 (64.8) 38 (66.7) . e . . A B. Jin
NCEP goa S < 75 - Slgnlflcantl dlfferent between two treatment groups *J]. Lennox G.H.R. Smith A. Afani M.R. Salazar Castro X. Xu
. . <100,000 copies/mL 127 (45) 139 (49) 30 (55.6) 27 (47.4) 8 (240mg/dL) sk y arTerent o : : ' : S S e Lt amara aurequl e s Cae® A Rodgers
- Investigator-reported lipodystrophy AE terms 100,000 copies/mL 154 (55) 143 (51) 22 (44.3) 30 (52.6) S g EFV - A small decline in triglycerides concentration was noted in RAL PR G Faetieny . Santamaria Jaureoul L. Cabello Chav: A Willams-Diaz
. . . ! P - - 8 — 600 mg qHS ec‘ 'ents J.0. Morales-Ramirez H.J. Stellbrink A. Rivero Roman O.P. Srivastava E goatat:zdiener
e DEXA scans were obtained on a subset of patients (n=76) at baseline and Wk 48, to Baseline CD4 Cell Counts, n (%) ut Il s 48 recipi . *R.M. Novak R.E. Schmidt F. Smaill 3. Rajendran & e
- — H H" 0.0 o 0 0 *R.B. Pollard . Sierra S. Sungkanuparph .R. Pazare p
be followed at Wk 96 <50 cells/mm? 27 (10) 31 (11) 8 (14.8) 9 (15.8) © 25 f;‘flse'lrsaa'l‘z'gd e At week 48, DEXA showed minimal gains in body fat with no patterns of e S 3 Andrace n Viongeol . Dinaiare 5. Rawins
= *S. Santiago N. Quintero W. Manosuthi ole
- patients at US sites were e||g|b|e >50 ceIIS/mm3 and <200 ceIIS/mm3 104 (37) 105 (37) 15 (278) 19 (333) = 0 - guidelines) fat IOSS n bOth treatment groups' :S:I_.Sé::l;:gﬁ:; E.TF::Z:SS ;6§g22ﬁratpinyo ?’E\ilnln%
] ] _ ) >200 cells/mm3 150 (53) 145 (51) 31 (57.4) 29 (50.9) CHOL HDL LDL TG e Early experience with RAL suggests a favorable metabolic profile and *W.J. Towner G. Pialoux R. Zajenverg L enning
« Only sites with access to the necessary equipment were included Missing 0 (0) 1(0) 0 (0) 0 (0) minimal body composition changes in treatment-naive patients. D.P- Wright 2. Berars

-- indicates that only participants at US sites were eligible for the DEXA sub-study.
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