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ABSTRACT I | OBJECTIVES I RESULTS
Primary Objective Figure 2. HIV RNA < 50 copies/mL (CVR,NC =F Figure 4. ITT-Confirmed Virologic Response (NC =F Table 6. Selected Grade 3-4 Laboratory Abnormalities
Background g P g _ g P ry
ATV/RTV has similar efficacy to LPV/RTV with more favorable lipid and Gl profiles Demonstrate noninferiority of ATV/RTV once daily versus LPV/RTV twice daily - by Baseline CD4 Cell Count ATVIRTV LPV/RTV
in treatment-naive HIV-infected patients after 48 weeks of therapy. Efficacy and based on primary end point -= ATV/RTV (n = 440) ap < 0.05 / 100 p=NS p=NS \ “n=(f,}4)1) ("n=(f,}3)7
_ . = = (] (]
safety through Week (Wk) 96 are presented. — A -10%, ATV/RTV - LPV/RTV o) = LPVIRTV (n=443) %0 Total biirubin elevation (> 2.5 x ULN] 192 (44) 3(< 1)
Methods Primary End Point 0 - :: % 801  76% 219 719 78% oos B = > 200 cells/mm? ALT elevation (> 5 x ULN) 11 (3) 7(2)
Q % % % 70% % _< 3 i
Randomized, open-label, prospective study of once-daily ATV/RTV vs twice-daily _ _ _ _ £ 60 g 70 697 69% W 100 - <200 cells/mm AST elevation (> 5 x UiN) 11(3) 5(1)
LPV/RTV, both with fixed-dose tenofovir/emtricitabine in 883 treatment-naive Proportion of subjects with HIV RNA < 50 copies/mL at Week 48 2 S 60 58% ™ W 50- <100 cells/mm? ?r)'talll ggg:je:;egl G()TE3>) %12‘;0 ;?j%/)dL) ‘;7(2111)) 1(1)2 22)5)
. . . 0 < mm3 I I 2
patients. Analyses at Wk 96: % with HIV RNA < 50 copies/mL (c/mL), emergence — Principal analysis: confirmed virologic response, noncompleter = failure % 401 HIV RNA < 50 copies/mL: 74% ATV/RTV vs 68% LPV/RTV v 50 el Hyggrgw(;emia (= 251 mg/dl_% 3(<1) 2(<1)
: ) o . >
of resistance, adverse events (AEs), A CD4 cell count and fasting lipids. (CVR, NC = F) — intent-to-treat (ITT) g Difference estimate: 6.1% (95% Cl, 0.3% to 12.0%) S 40 o . . —
& 20 5 | e Change from baseline at 96 weeks in renal function:
Results — Supportive analyses: o T 30 — Median calculated creatinine clearance: -1% ATV/RTV and -2% LPV/RTV
(]
39 LPV/RTYV subjects (9%) switched to tablet formulation after Wk 48. * Time to loss of virologic response (TLOVR —ITT) OB/L : - o - - - - iy o € 10 T T
Efficacy Results at Wk 96 - As-randomized Subjects * Virologic response-observed cases (VR-OC) — on-treatment (OT) \ Weeks / k ° ATVIRTV LPV/RTV / (n = 441) (n = 437)
: N= 222 106 45 58 228 134 29 48 - :
" 050 Cr- P V) Secondary End Folnts Supporfve Anases MeanValue | BIL | Wk96 BIL | Wk96 DIffe“(es?sﬁf/a %?)tlmate
ATVIRTV LPV/ RTV (95% CI; P Value) : : : : ITT-TLOVR: HIV RNA < 50 copies/mL: ATV/RTV 70%, LPV/RTV 63%; 6.6% (0.4% to 12.7%). P val from Cochran-Armitage trend test. °
(n = 440) (n=443) ATVIRTV - LPVIRTV Proportion of subjects with HIV RNA < 50 copies/ml. at Week 96 OT-VR-OC: HIV RNA < 50 copies/mL: ATV/RTV 89%, LPV/RTV 88%: 1.6% (-3.1% to 6.2%). YEIES 81 oM LOCIan-ATmItags fend 185 (mg/dL) (13 42) (18 6%) A (13 5%) (13 8%) a ATWRT;I gol/- 5 LML
. . < = 0 0 -0.97/0
I(-I;D/RRI\II\IS\ =< IE%(()| %/TTL nIN (%) 3271440 (74) 302/443 (69) 6.1 (0.3 10 12.0; P < 0.05) Changes from baseline in absolute CD4 count through Week 96 Table 4. CVR (HIV RNA 50 f:oples/mL) Tree?tment Outcomes at TC (18) (2.0) 13% (.7) (2.4) 25% (-11.6% to -6.1%)
— Resistance profiles; virologic failures; genotypic and phenotypic testing Figure 3. ITT-Confirmed Virologic Response (NC = F) by Qualifying Week 96 Among Subjects With Advanced Disease LDL-C 92 1051 440, 93 10 | 479, AT%
Qualifying HIV RNA 1651223 (74) 1491225 (66) : ATVIRTV (n = 440) LPVIRTV (n = 443) (1.5) (1.7) (1.4) (2.0) (-0.9% t0 2.6%)
> 100,000 c/mL Adverse events (AEs) HIV Viral Load n (%) N (%) DL 37 4[| 36 B | o 5.5%
- 0 0 - 0 -0 K0
Baseline CD4 < 50 cells/mm’ 45/58 (78) 28/48 (58) Changes in fasting lipids; fasting lipid National Cholesterol Education Program oD < 500 HIS/QR4N ; 1>01080a880b i < 5 HI\C/DR4N ; 1>01080a880b (:)1-2) (?é%) (?1-3) (:)4%) ( 10'03);(0)/ 30-8 k)
: : < 2 < 2 =J.
VR-OC (OT) 326/365 (89) 302/345 (88) 1.6 (-3.1106.2, P=NS) (NCEP) shift, and ratios _, 190 7 [HIV RNA < 100,000 copies/mL] [ HIV RNA 2 100,000 copies/mL | (n = 58) (n=83) (n = 48) (n=64) Non-HDL-C | 45 19 || (15 23) | 2% (-13.0% to°_6_3%)
CD4, mean change from b £ 907 Virologic response 126 140 129 184 -24.5%2
baseline, cellsimm? 268 290 -21.2 (-43.3t0 0.9; P = NS) ﬁ’ 0 B2 709 74% CVR (NC = F) 45 (78) 59 (71) 28 (58) 39 (61) TG a7) @) 13% (3.9 (5.9) 50% (-29.9% to -18.8%)
R E s u L T s I 8 707 - Virologic failure 4 (7) 11 (13) 4 (8) 10 (16) e Values presented are observed values. Analyses using last observation carried forward (LOCF) are
Virologic failure was low in both arms (30/440 ATV/RTV, 29/443 LPV/RTV, 7%). S 60 - Discontinued 9 (16) 13 (16) 16 (33) 15 (23) consistent with the above results. Values were excluded after the start of serum lipid reduction therapy.
o _ . . Vg m ATV/RTV AEs 1(2) 1(1) 6 (13) 5 (8) 3P < 0.0001.
Grades 2-4 related hyperbilirubinemia was greater on ATV/RTV (7% vs < 1%); Table 1. Baseline Characteristics S = LPV/RTV Death 2(3) 3(4) 2(4) 1(2) Table 8. Fasting Lipids: NCEP and Ratios
grades 2-4 related diarrhea (12% vs 2%) and nausea (8% vs 4%) were greater on ATVIRTV LPVIRTV 5 Withdrew consent 1(2) 1(1) 3(6) 4 (6) ATVIRTV LPVIRTV
LPV/RTV. (n = 440) (n = 443) 'g 30 Nonadherent 1(2) 3(4) 3 (6) 3(5) (n = 441) (n = 437)
. . 20 A C
Mean percent A in fasting TGs and TC from baseline were significantly lower on Age, median (min, max) 34 (19,72) 36 (19, 71) @ o | - Other . 3 40 ° (0 24) 20 NCEP shifts up (= 1 category)
ATV/RTV vs LPV/IRTV (13% vs 50% and 13% vs 25%, respectively; P < 0.0001) Fomale. n (% 138 (31 139 (31 e CD4 cell count in cells/mm™
’ ’ : : emale, n (%) (31) (31) 0 . bHIV RNA in copies/mL. TC 16% 29%
Conclusions CDC Class C AIDS, n (%) 19 (4) 24 (5) k N= 217 218 223 225 / ¢Other includes: pregnancy, subject no longer meets study criteria, lost to follow-up. LDL-C 32% 40%
Noninferiority of ATV/RTV vs LPV/RTV was confirmed at Wk 96. In the ITT HIV RNA log,, copies/mL, median (min, max) 5.01(2.60, 5.88) 4.96 (3.32, 5.88) Figure 5. As-randomized CD4 Mean Change From Baseline G — 23% T — 49% T
analysis, ATV/RTV had higher response rates. This difference in response was HIV RNA = 100.000 copies/mL. n (%)? 993 (51 995 (51 aseline ee aseline ee
driven by discontinuations among subjects on LPV/RTV. ATV/RTV continues to S /_ . : COpLeS il )(A)) ( 1) ] ( ( 1)0) / 300 \ Total:HDL-C ratio > 5 23% 17% 27% 27%
ini i D4 cellsi/mm?, median (min, max 205 (2, 794 204 (4,8 . — == ATV/RTV (n =440)
demonsrate a better |Ip|d proflle and fewer Gl AEs vs LPV/IRTV. Table 3. Emergence of Resistance ATV/RTV LPV/RTV £ -== LPV/RTV (n=443) ® 2% of subjects on ATV/RTV versus 9% of subjects on LPV/RTV initiated lipid-lowering drugs on study.
CD4 < 50 cells/mm3, n (%) 58 (13) 48 (11) (n = 438) (n = 443) % 2507
STUDY DESIGN I Hepatitis B and/or C coinfection, n (%) 61 (14) 51(12) X}i{ghogric V{/aeigjl{% E(;ubjects without baseline phenotypic P! resistance) 28 (6%) 29 (7%) 8 200 CONCLUSIONS
2Qualifying HIV RNA. oug ° I
_ _ _ Paired genotypes 26 26 c 150 -
International, multicenter, open-label, randomized, 96-week study L Major P substitution® T 0 s Noninferiority of once-daily ATV/RTV compared with twice-daily LPV/RTV was
to determine the comparative clinical efficacy and safety of ATV/RTV and Table 2. Disposition Minor Pl substitution? e 1 S o confirmed at Week 96
. . . . . [}) 7]
LPV/RTV in treatment-naive HIV-1-infected patients (Figure 1). ATVIRTV LPV/RTV Total M1841/V 5 7 = - - " In the ITT analysis, ATV/RTV had higher response rates than LPV/RTV
_ - n (%) n (%) N (%) K65R 1 0 o 50 Mean mcr?ase n CD4 _ce"s,mm : 268 OATWRTV vs 290 LPVIRTV — This difference, not observed in the on-treatment analysis, was driven by
Figure 1. Study Design Randomized 440 443 883 TAMs (M41L, D67N, K70R, L210W, T215FY, K219EQ) 1 3 Difference estimate: -21.2 (95% Cl, -43.3 to 0.9) similar virologic efficacy and a higher rate of discontinuations among patients
< w Treated 438 (> 99) 440 (> 99) 878 (99) Paired phenotypes 25 23 0 . . . . . . : : . receiving LPV/RTV
creening/Enroliment Discontinued before Week 96 72 (16) 95 (21) 167 (19) PI phenotypic resistance ATV/RTV FC > 5.2 1 0 K oL 4 12 24 36 8 00 & o % High response rates with ATV/RTV were demonstrated irrespective of disease
AEs 13 (3) 22 (5) 35 (4) LPV/RTV FC>9 0 1 Weeks severity at baseline (high viral load, low CD4 count)
Death 6 (1 9 (1 1 (1 - ' ' ' ' '
ea . . _ (1) (1) (1) _ Other RTV-boosted Pls 2 4 Table 5. Adverse Events Summary e LPVIRTV Virologic failure rates were low and the emergence of resistance was infrequent
, o Lack of efficacy (Investigator specified term)P 16 (4) 10 (2) 26 (3) RTI phenotypic resistance | FTCFC >3.50r 3TCFC > 3.5 5 5 n = 441 = 437 with both regimens
HIV RNA > 5000 copies/mL, no CD4 cell count restriction ( ) (n ) . : : : .
Randomization (N = 883) Other 1(<1) 1(<1) 2 (<1) TDFFC>14 0 2 Serious adverse events (SAEs), n (%) 63 (14) 50 (11) ATV/RTV had a better lipid profile and more favorable gastrointestinal tolerability
Stratified: HIV RNA < 100,000 copies/mL vs > 100,000 copies/mL; geographic region Lost to follow-up 10 (2) 13 (3) 23 (3) Other NRTIs 3 5 Grade 2-4 treatment-related AEs?, n (%) 133 (30) 140 (32) than LPV/RTV
Poor/Noncompliance 12 (3) 16 (4) 28 (3) Grade 2-4 treatmergt- Jaundice 18 (4) 0 — Mean c_:ha.r]lgestfrorr]n l?]ase_line Ji(n fa}(sting TC ncl)_rlg_\/H/II'\D"ll_&/Ct,handt;\rG at Weglf 96
o2, were significantly higher in patients receivin an those receivin
Ere?nancy ts studv criteri 45 Sl’)l 37 iz’)l 712<(11) aAs-randomized subjects without baseline phenotypic resistance to on-treatment PI. :]el(g/:[:)ad AES 2 3%, Nausea 18 (4) 33 (8) ATV /R-?V yhig P 9 9
1 (1:1) 1 0 longer meets study critenia 1) <1) <1 b]AS-USA Pl mutations classified as major (D30N, V321, M46IL, 147AV, G48V, I50LV, I54ALMSTV, L76V, Diarrhea 11(2) 54 (12) . . . . .
Withdrew consent® 5(1) 18 (4) 23 (3) V82AFLST, 184V, N88DS, LI0M) or minor (L10FIRV, V111, L241, L33F, E35G, K43T, F53LY, Q58E, _ . — — — — Fewer gastrointestinal events were experienced by patients receiving
, A71ITV, G73ACST, T74P, N83D, L89V) according to the Stanford HIV Database. * 39 (9%) subjects on ATV/RTV versus 96 (22%) subjects on LPV/RTV initiated antidiarrheal medications ATV/RTV than those receiving LPV/RTV
ATV/RTV 300/100 mg qd (n = 440) LPVI/RTV 400/100 mg bid (n = 443) 339 subjects on LPV/RTV switched to tablet formulation between Weeks 48 and 96. eSingle subiect with both maior and minor substitutions: L10F. V321, K43T. M46L. A711. G73S. LIOM: * 7 subjects discontinued due to diarrhea (all on LPV/RTV) _ -
bl ack of efficacy was defined by the Investigator and could include reasons such as low adherence, AEs, y 'agd?tﬁ)ﬂgfgug‘j'ect Oon AT\a/J/oRTaV Withl eom:?gesnlt l:nlgjof'm substitutions at Week 48 not listed at Week 96 — 2 between Weeks 48 and 96 No new or unexpected safety events were identified
TDF/FTC 300/200 mg qd TDF/FTC 300/200 mg qd etc, in addition to increasing viral load as the reason for treatment discontinuation. due to subsequent virologic re-suppression. *3 discostinua;iotns on ,\A;VTV/kRT;gduztgéaundice/hyperbilirubinemia Once-daily ATV/RTV plus TDF/FTC demonstrated durable antiviral efficacy and
_ . _ S °Reasons for withdrawal of consent—ATV: nonspecific (2), relocation (2), AE (1); LPV: nonspecific (9), d - itutions: 09) additi — None between Vveeks 46 an safetv. This reaimen is an appropriate therapeutic option for antiretroviral-naive
ATV/RTV, atazanavir/ritonavir; LPV/RTV, lopinavir/ritonavir; TDF, tenofovir; FTC, emtricitabine. relocation (3), LPV tablet preference (3), AE (2), wants daily regimen (1). i?ﬁgpgel Eulbssl{[ﬁit:gur?sogfvxglilg||05?a:|\llur\é85¥(')A\VL\?ﬁ)hvll 2‘8&'}'#@761&')’)'(373(38’ L8V (LPV FC 6.09); additional ¢ Renal all-grade AEs: 4% in both arms aThrough 96 weeks. HIV-1y—infectedg atients pprop P P
— 1 discontinuation due to renal AE in each arm bExcluding laboratory abnormalities reported as AEs. P .
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