WO 2005/162271 PCT/EP2005/004400

S-cortisol {(nmol/L)

1/20

1200 -

1000

800 -

0 0,5 1 2 4 8 8 10 12 15 24
Time after admin (h)

Fig. 1



WO 2005/102271

PCT/EP2005/004400
Cumulative % dissolved
120 -
100
o _/o/""
£ &0
B 60 /
o ¢
& T
e 40
S r”
20
0 1 i T 1
0 5 10 15 20
Hours

Fig. 2



WO 2005/102271 PCT/EP2005/004400

3/20

S-Cortisol (nmol/L)

— T 7 T 1 * t v T T 1 T
am 40 &0 80 1000 120 1400 160

Time after admin (min)

Fig. 3



WO 2005/102271 PCT/EP2005/004400
1400
-
T | |
1000 -
g
| ]
£ an]
=3
- | |
2 60
o 1 =
3 o
w -t
200- .\-
; —m -
0 — T — | y i Y T T ] T T v 1
0 200 40 600 80 1000 1200 1400 16800
Time after admin (min)

Fig. 4



WO 2005/102271

S-Cortisol (nmol/L)

5/20

PCT/EP2005/004400

600

500

400 4

300 4

200 -

100 -

y

10

15

20 30

Time after admin (min)

45

60

90

120

Fig. 5




WO 2005/102271 PCT/EP2005/004400

6/20

600

500 - !

400 -

300 +

S-Cortisol (nmalll)

200 -+

100 -

0 & e &
A4 * v =T T T T T

0 5 11 15 20 30 45 60 90 120
Time after admin (min)

Fig. 6



WO 2005/102271

S-Cortisol (nmol/L)

7120

PCT/EP2005/004400

1000
200 ~
800
700 A
600 A
500 -
400 -
300 -
200 -
100 -

-

10

18

T T

20 30

Time after admin (min)

45

60

90

120

Fig. 7




WO 2005/102271 PCT/EP2005/004400

8/20

1200

1000

800 -

600 -

S8-Cortisol (nmol/L}

400 - "

200 -

0 T T T T ) T T T T
0 5 10 15 20 30 45 60 90 120 180

Time after admin (min}

Fig. 8



WO 2005/102271 PCT/EP2005/004400

9/20

1200

1000 -

400 -

600 -

400 -

S-Cortiseol {(nmolil)

200 -

0‘ T T T T T T T ¥ T
0 5 10 15 20 30 45 60 %0 120 180

Time after admin (min)

Fig. 9



WO 2005/102271 PCT/EP2005/004400

10/20

1000

900
800 -
700 -
600
500 -
400

S-Cortisol (nmol/L)

300 -
200 -
100 -

Do
1

0 3 5 10 15 20 30 45 60 90 120 180 240 360
Time after admin (min)

Fig. 10



WO 2005/102271 PCT/EP2005/004400

11/20

1000

900 4
800 -
700 -
600 A
500 -
400

S-Cortisol (nmol/L)

300 ~
200 +
100 -

0‘ T T T T T I T T T I T T ¥
6 1 3 5 10 15 20 30 45 60 90 120 180 240 360

Time after admin {min)

Fig. 11



WO 2005/102271 PCT/EP2005/004400

12/20

1000
900 -
800 -
700
600 -
500 -
400 -
300 A

S-Cortisol (nmol/L)

200
100 -

0 ¢ ¢ ; ; ; T L T T T T T T
0 1 3 5 10 15 20 30 45 60 90 120 180 240 360

Time after admin (min)

Fig. 12



PCT/EP2005/004400

WO 2005/102271
13/20
70
80 Wad
50 //m
o 0 //
P /

20

10

—+—Formulation C1
—1— Formulation C2

50 100

150
Tlme {min}

Fig. 13

200

250

300



WO 2005/102271 PCT/EP2005/004400

14/20

120

100

% of dose

&0
—— Formulation A1
-+~ Formulation A2
40

0 2 4 5 8 19 12 14 16
time (min}

Fig. 14



WO 2005/102271 PCT/EP2005/004400

15/20

Cumulative % released

—2— IR % of total
—a—ER 9% of total
-—+— Combined % of total

% released

Fig. 15



WO 2005/102271

16/20

PCT/EP2005/004400

% per hour

140
120
100
80
60
40
20

-20

Release rate, % released per hour

Fig. 16



WO 2005/102271 PCT/EP2005/004400

17/20

Cumulative amount released

120

100 * 4
/ﬂ' Mrﬁ

2 80
& M —+—IR + ER fast
o8 60 -
[ fxf" —— IR + ER slow
= 40 4

20 [

0 = T T T
0 10 20 30 40
Hours

Fig. 17



WO 2005/102271

PCT/EP2005/004400
Cumulative amount released
120
100 /(,,e X(A,n
E 80 / A
i
E 60 —+— IR + ER fast
[ / —a— IR + ER slow
= 40 :
20 -
O ¥ ] [}
0 10 20 30 40
Hours

Fig. 18



WO 2005/102271 PCT/EP2005/004400

19/20

Mouth (Oral Eavity)

. Lips
Gingiva (gums)
Hard palate
. Soft palate
LUy ula

Papillag of tongue Falatine fonsil

——— hMolars
Fremalar

Canine: “Tongus

Incisor

Fig. 19



PCT/EP2005/004400

WO 2005/102271

20/20

Buccal

c
o)
ﬁ
i
el
-m
=
=
©
©

: . .;v

-

Fig. 20



