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Screening/Enroliment

HIV RNA > 5000 c/mL, no CD4 cell count restriction
Randomisation (n = 883)
Stratified: HIV RNA < 100,000 c/mL vs > 100,000 c/mL; geographic region

ATVIr 300/100 mg OD (n = 440) LPV/r 400/100 mg BD (n = 443)

TDF/FTC 300/200 mg OD TDF/FTC 300/200 mg OD

(1:1)

Molina et al., Oral presentation 37 CROI Feb 2008, Boston, USA




Castle Study: Baseline Characteristics
ATV/r LPV/r

n = 440 n = 443
Age, median (min-max)
Famal,n ()
CDC Class C AIDS, n (%)

5.88) 5.88)

HvrNaztooooemL ey IEZICORIETICT
‘oD calmm, median (minmar)  NERIPEETINIPEACEIT)
Cpa<sOcelismmin(h)
Hepatitis B and/or C codinfection, n (%)

45 11)
51 (12

Castle study: Patient Disposition

ATV/r LPV/r
n = 440 n =443
n (%) n (%)

Randomized 443
Discontinued before week 48
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Castle Study: Primary Efficacy End Point
ITT-Confirmed Virologic Response (NC = F)

100 === ATVIr n=440
= |PV/r n=443

80

60

3o HIV RNA < 50 ¢/mL: 78% ATV/r vs 76% LPV/r
20 Estimated difference: 1.7 (95% Cl, -3.8%, 7.1%)

Percent Responders (SE)

ATV/r has non-inferior antiviral efficacy compared with LPV/r

Supporting Analyses:
ITT-TLOVR: HIV RNA <50 ¢/mL: ATV/r 78%, LPV/r 76%; 1.9 (-3.6, 7.4)
OT-VROC: HIV RNA < 50 ¢/mL: ATV/r 84%, LPV/r 87%; -3.5 (-8.7, 1.8)

Castle Study: Response Rate by Baseline CD4 Cell Count

Post Hoc Analysis

100
P=0.51 P=0.0085

78% 80%
HE >200 cellsi/mm?
B E 100 < 200 cells/mm?

EE 50 <100 cells/mm?
O <50 cells/mm?

Responder (%) < 50 c/mL

ATVIr LPVir
N= 222 106 45 58 228 134 29 48

P-values are from Cochran-Armitage trend test
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Castle Study: Adverse Events Summary

ATV/r LPV/r
n = 441 n =437
n (%) n (%)

 Serious Adverse Events (sags)  [IGIEE]
~ Jaundice
~ Nausea
 Diarrhoea
~Rash

164 | 0 |
17 (4)
10(2)
14.3)

2 Through 48 weeks.
b Excluding laboratory abnormalities reported as AEs.

Castle study: Fasting Lipids Mean Percent

Changes From Baseline (LOCF)
60 [TChoI] [LDL-ChoI] [HDL-ChoI] Non-HDL- TG

Chol

50

40

30

20

Change From Baseline (%)

Difference
estimates (%) 95 2.9 -3.8

W oAtvr N IPVr "P-00007
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Tablet LPV/r

400/100 mg BID
+ FTC/TDF

SGC LPVIr

400/100 mg BID
+ FTC/TDF

Tablet LPVIr

800/200 mg QD
+ FTC/TDF

Tablet LPV/r

400/100 mg BID
+ FTC/TDF

Tablet LPV/r

800/200 mg QD
+ FTC/TDF
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+ TDF/FTC placebo QD

+ ABC/3TC placebo QD
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24 Weeks(%)

VL<50
48 Weeks(%)

Discont from
AEs (%)

Benchmark("
Ralt +OBT
OBT

62
33

65
31

1.7
4.3

DUET®
Etrav+OBT
OBT

61
41

61
40

Motivate®
MVC bd + OBT
OBT

14
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*Triple class experienced

*Primary end point: mean VL
decrease at 48 weeks (ITT)
*Higher doses of Vicriviroc
evaluated than in previous trials
*30mg dose chosen for phase llI
trials

*No grade 3 or 4 ALT increase with
Vicriviroc

*Abs 39Lb,795

Mean Change in HIV-1 RNA from baseline

(log 10 copies/ml)

VCV30mg VCV20mg Placebo
+OBT +OBT +OBT
n =39 n =40 n =35

-1.77 -1.75
Difference:-.98 Difference: -.98
P=0.0017* P=0.0026*
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Strategies:

ART treatment

ACTG 5164: Study outcomes

Outcome Total Immediate: Deferred: P value

Time to start 12 days (9-13) |45 days OR (99%Cl)

(median IQR) (41-55)

No endpoint |36 (12.8%) |18 (12.8%) 18 (12.8%) -

Primary

Death or 54 (19.1%) |20 (14.2%) 34 (24.1%) -

AIDS

VL >50,n0 98 (34.8%) |54 (38.3%) 44 (31.25) -

progression

VL<50,n0 130 (46.1%) | 67 (47.5%) 63 (44.7%) P=0.215

progression

Secondary

Death/AIDS 54 (19.1%) |20 (14.2%) 34 (24.1%) P=0.035
OR=0.51(0.23-
1.15)
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