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Fig. 1 D

MEAN PLASMA CONCENTRATIONS OF FEBUXOSTAT (LINEAR TOP AND
LOG-LINEAR BOTTOM) FOLLOWING ADMINISTRATION OF A SINGLE ORAL
DOSE OF 80 mg FEBUXOSTAT RELEASED IN VARIOUS LOCATIONS
THE G1 TRACT IN 12 SUBJECTS
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Fig. 2

ESTIMATED PLASMA PROFILE FOR A 3-PULSE 80 mg DOSE OF
FEBUXOSTAT, PULSE 1 (D*0.3, t=0) IMMEDIATE RELEASE + PULSE 2
(D*0.3, t=5 h) 5 HOUR DELAYED RELEASE + PULSE 3 (D*0.45*0.4, t=10 h)
10 HOUR DELAYED RELEASE.
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Fig. 3

ESTIMATED PLASMA PROFILE FOR A 2 PULSE 80 mg DOSE OF

FEBUXOSTAT, PULSE 1 (D*0.2, t=0) IMMEDIATE RELEASE + PULSE

2 (D*0.75, =5 h) 5 HOUR RELEASE + 5% DOSE RELEASE IN COLON
(D*0.450.05, t= 10 h)
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Fig. 4

ESTIMATED PLASMA PROFILE FOR AN 80 mg EXTENDED RELEASE (ER)
FORMULATION OF FEBUXOSTAT, WHEREIN 90% OF ABSORPTION
COMPLETED IN 6 HOURS WITH Ka=0.462 h™1, AND 10% OF DOSE WAS
ABSORBED FROM THE COLON WITH FREL=0.45.

1.00 1

PREDICTED
o
S

0.01

SUBSTITUTE SHEET (RULE 26)



PCT/US2011/040418

WO 2011/159745

/11

0l 0l 0} 0l 0l 0l 0l 0l 31VdVY3LS O
L'EL €Sl g'0¢g C'6¢ 09 89l L've 9Ll % ASOLIOV
00 09 00 00 09 0 09 09 % Od3 119vddn3d
6t 09y 89} Lel £Gl G059 9 Lye % L0l Hd 130IAV
% NT00LX

00¢ 06l 0'Gl 00¢€ oSl 0'Gl 00¢ 00¢ ASOTTINOHdAH
L9l L9l L9l L9l L9l L9l L9l L9l % 1v¥1SOXNg34
LH 1O L4 E d 10 g |V NOILYTNINHOS

SNOILYTNAYOL 1378V1L XIMLY 3SYI 13 d3I4IAOW LYLSOXNE3d

G ‘B4

SUBSTITUTE SHEET (RULE 26)



WO 2011/159745 PCT/US2011/040418

6/11

Fig. 6

DISSOLUTION PROFILES OF FEBUXOSTAT MODIFIED RELEASE MATRIX
TABLETS (50 mg) IN pH 6.8, 0.5M PHOSPHATE BUFFER
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Fig. 7

PLASMA CONCENTRATION VERSUS TIME PROFILES IN DOGS FOR THE
FEBUXOSTAT FORMULATIONS DESCRIBED IN EXAMPLE 10
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Fig. 8A
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Fig. 10
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Fig. 11
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