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CASTLE: 48-Week Results

Efficacy and Safety of Boosted Once-Daily Atazanavir and Twice-Daily Lopinavir Regimens in Treatment-Naive HIV-1 Infected Subjects
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Background Primary End P

= ATVir s as effective as LPVIr with more and Gl profiles in d HIV-
infected patients. Comparative data in ARV-naive patients are needed.
Methods

= CASTLE is a randomized, open-label, mulicenter, ongoing 96-week study 1o assess non-inferiorty
(10% margin) of ATV/r 300 mg/100 mg once-daily (QD) versus LPVir 400 mg/100 mg twice-daily, both
in combination with fixed-dose TDF 300 mg/FTC 200 mg QD, in treatment-naive patients. The primary
end point was the proportion of patients with HIV RNA < 50 cimL at week 48; planned secondary
assessments included percent with HIV RNA < 400 cimL, CD4 cell count change, and safety.

Results

= 883 patients randomized, 878 treated. Baseline (BL) demographics and characteristics were well
balanced. Median CD4 205 cellsimm?; median plasma HIV RNA 4.98 log,q c/mL.

t
= Proportion of subjects with HIV RNA < 50 c/mL at week 48
~ Principal analysis: ITT-Confirmed Virologic Response (CVR) - (NC = F)
~ Supportive analyses:
« ITT-TLOVR
- On-treatment-Virologic Response Observed Cases (OT-VROC)
Primary Objective
= Demonstrate noninferiority of ATV/r once daily vs LPVir twice daily based on primary end point
~ A-10%, ATVir - LPVIr
Secondary End Points.
= Immunologic response
= Safety and tolerability

Difference Estimate (95% CI) * Changes in fasting lipids
(ATVIr - LPVIr)
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Non-HDL 7 21 116 (-145,87) CDC Class C AIDS, n (%) 19(4) 24(5)
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= Atweek 48, mean CD4 increases from BL for ATV/r and LPV/r were 203 and 219 cells/mm?, CD4 cellsimm?, median (min-max) 205 (2-794) 204 (4-810)

respectively. Fewer patients on ATV/r (2%) than LPV/r (7%)" initiated lipid lowering therapy. The .
proporton of patlets with a TCHOL ratio > 5 a week 48 was 12% and 20% on ATVIr and LPVI, CD4 <50l n (%) 5809 iy
respectively. Patients on ATVir had a lower incidence of grade 2-4 treatment-related diarrhea (2% vs
11%) and nausea (4% vs 8%) than LPV/r. Grade 3-4 ALT/AST elevations were low (< 2%) in both Hepatitis B and/or C co-infection, n (%) 61(14) 51(12)
arms. Discontinuations prior to week 48 were: ATV/r, 9%; LPVIr, 13%. AE-related

were 2% and 3% on ATVIr and LPVIr, respectively. Three patients (< 1%) discontinued ATVIr due to
jaundice/hyperbilirubinemia.

Conclusions

= In treatment-naive patients, ATV/r demonstrated similar efficacy, a lower incidence of Gl-related AEs,
and a significantly better lipid profile (TC, TG, non-HDL) compared to LPVir. In combination with TDF

and FTC, both ATV/r and LPVIr

48 weeks.

*Original submitted abstract stated 8%, correct value is 7%.

STUDY DESIGN 1

= International, multicenter, open-label, randomized, 96-week study to determine the comparative
dlinical efficacy and safety of ATV/r and LPVIr in treatment-naive HIV-1 infected subjects

Screening/Enroliment
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HIV RNA < mn 000 cmi v 2 100,000 6/mL; geographic region

ATVIr 3001100 mg QD (n = 440)

TDF/FTC 300/200 mg QD

LPVIr 400/100 mg BID (n = 443)

TDF/FTC 3001200 mg QD

Disposition

Randomized 440 a3

Treated 438 (99) 440 (99)

Discontinued before wesk 48 39(9) 58(13)
Ags 102 143
Deatn 4 41
Lack of eficacy 5(1) 82)
Lost o follow-up (1) (1)
Poorinoncompliance (1) 9
Withdrew consent 41 130
Other (pregnancy, no onger meets study criteia, other) 4 4

Primary Efficacy End Point — ITT-Confirmed Virologic Response (NC = F)

= ATV n=a40

HIV RNA < 50 c/mL (78% ATV/r vs 76% LPVIr)
Estimated difference: 1.7 (95% Cl, -3.8%, 7.1%))

Percent Responders (SE)
8 & 8 8

ATV has noninferior antiviral eficacy compared with LBV
Supporting Analyses:

ITT-TLOVR: HIV RNA < 50 cimL: ATVIr 78% LPVIF 76%; 1.9 (36, 7.4)
OT-VROC: HIV RNA < 50 cimL: ATVIr 84%, LPVIr 87%;-3.5 (8.7, 1.8)

ITT-Confirmed Virologic Response (NC = F) by Qualifying HIV Viral Load

[V RNA< 100000 amL] [AIV RNAZ 100000 st ]
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Response Rate by Baseline CD4 Cell Count — Post Hoc Analysis.
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Responder (%) < 50 cimL.

ATVIF LPVIr
222 106 45 58 228 134 29 48

Pavalues are from Cochran-Armitage trend test

CD4 Mean Change

CD4 Mean Change (cellsimm?)

= ATVIF n=440
- LPVIr n=443

Increase in mean CD4 cells/mm?:
50 203 (ATVIr) vs 219 (LPVIT)
Estimated difference: -16.4 (95% CI, -35.9, 3.1)

Adverse Events Summary

24
Weeks

Serious Adverse Events (SAES) s1012) 42(10)
Al grade 2.4 reatment.related AEs* 115(28) 123 30)
Jaundice 16(4) o
Nausea 176) 306
AEs 2 30000
Diarthea 100 50(11)
Rash @) 9

Fasting Lipids Mean Percent Changes From Baseline (LOCF)

ine (%)

Change From Base

Difference estimates (%) 9.5 29 38 116 252

WATVE  WLPVIC *P<0.0001

= 2% of ATVIr vs 7% of LPVir subjects initiated lipi

lowering therapy during the study

CONCLUSIONS

= Once-daily ATVIr demonsrated comparable antiviral efficacy to twice-daily LPVIr, both in
combination with TOF/FTC, in treatment-naive patients

= In patients with advanced disease, ATVir was highly effective in achieving virus undetectabilty

. were g

with low rates of
Jaundice and hyperbilirubinemia were more commonly reported for ATVIr
Nausea and diarrhea occurred with greater frequency on LPVIr
= ATVIr had a significantly better ipid profile (TC, TG, non-HDL) compared to LPV/r
= Once-daily ATV/r plus TOFIFTC for
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*Excluging laboratory abriormalties reporied as AES

= Renal all grade AEs: 2% in both arms
= 1 discontinuation due 1o renal AE in each amm

Selected Grade 3-4 Laboratory Abnormalities.

Totalbifubin levatin (> 2.5 X ULN) 146 (34) 1(en)
ALT devation (5 ULN) 82 601)
AST clovation (> 5 x ULN) 9) 241
Total cholesterol = 240 maL) 0 708
Trigioendes (2 751 mgiaL) 2<1) 5@
Hyperglycomia (2 251 mg/dL) 10en 1(h)

= Change from baseline at 48 weeks i renal function
~ Mean serum creatinine: + 0.05 mg/dL ATVIr, + 0.02 mg/dL. LPVir
~ Median calculated creatinine clearance: 1% decrease in both arms.
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