WO 2012/019989 PCT/EP2011/063602

1/8

—a—5 hr SIF
——ae--5HR-SGF

% RELEASED

TIME (MIN)

Fig. 1A

1 10%—-r-r--mmmmmmremmmmm s oo s o

100%—------wmmm s Rt
90% - e
BO% -~ ----mmmmomgm e
7 0%~ & - :
B80%-1------ R —+—10 HR 5F
50%- &
A0V __;,{ ___________________________________________ - w1 0HR-SGF
30%-| -
20U f-erme gl oo

% RELEASED

0% T H ] i i 1 T ] 1
o D0 o0 D e o o Q@
NS D @ & N T o W
— N Mo WD~ O
=

TIME (MIN)

SUBSTITUTE SHEET (RULE 26)



WO 2012/019989 PCT/EP2011/663602

[+ B o]
g%

o~
$ 3

% DISSOLVED

B T e
Q) o memmm o e e e s o (o SRR P e
5 O
) o ® M
% 210 8 R T R et
o
Q &
2 I oSG
] ® nSIF
n o
=R 14 T S St
P4
o
1 T R R L b
0-¢ [ T ] T T T
0 2 4 & 8 10 12
HOUR
Fig. 3

SUBSTITUTE SHEET (RULE 26)



WO 2012/019989 PCT/EP2011/063602

3/8

-

B e e e e e e e

TOO Ao e e v SREEEEER [ L L LR P TR
] L4
a a e
= B0+ A
o "]
@]
e &
IJTJ 60_ ___________ L P * SGF
< oSIF
o
& .
= 40+~ BT mrmmmennersssnnernoaenese o
P R R L e L LR E LR Lt
s
O+ 7 Y T i T T 1
0 2 4 G 8 1C 12 14
HOUR

SUBSTITUTE SHEET (RULE 26)



WO 2012/019989 PCT/EP2011/063602

4/8

1204

L T TP TR

—

% RELEASED-NORMED

L il

100+

80

60+

40-

% RELEASE-NORMED

20

HOUR

Fig. 7

SUBSTITUTE SHEET (RULE 26)



WO 2012/019989 PCT/EP2611/063602

5/8

PK OF RO49217323 IN CYNOMOLGUS MONKEYS
(PRELIMINARY DATA) FOLLOWING DIFFERENT IMMEDIATE
AND MODIFIED RELEASE FORMULATIONS

DOSE: 0.3 myg/kg
~= F1 {8-10h Mod. Rel.) ~— F2 {5h membrane TpH contr)
——F3 (5h matrix pellets) —-- F4 (10h membrane *pH contr)
90 ~a Mod. Rel. tablet (5h) - Mod. Rel. tablet {10h)
——{rum. Rel, {fasted) s Imm. Rel. (fed}

T T T

o 1 2 3 4 5 6 7 8 9 10

TIME {h)

PARAMETER UNIT F1 F2 F3 F4
ACTUAL DOSE Img/kg] 0.25 0.26 £.29 0.25
Cmax £5D [ng/mi] 45t74 3B1a 3851141 332198
tmax + SD {h 32425 40100 354206 55117
11/21SD [h} 84121 78%55 83+29 B4 153

AUC(0-inf) £ SD [(nghy/mi] 4814158 4424453 560+172 4814228
AUC(0-48h) +5D [(nghi/mL] 477150 4344403 551143 409+178
AUC(C-inf)/DOSEXSD  [(ngh)/mL] (mgrkg) | 19244632 1700 +174 1962 £593 19244912
AUC(0-48h)/DOSE£SD  [InghY/mLl(mgrkg) | 19084608 1669 £155 19001493 1636+712
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