WO 2008/077599 PCT/EP2007/011313

1/16

CYSTOMETRY IN ANESTHETIZED RAT WITH ACETIC ACID INFUSION

100 -
—'-.;.'; diclofenac gabapentin
8 80 flurbiprofen
0
2 %
z
g 60 -
8 nimesulide
<]
_g 40 _{" /\fehicle
G} A—ON O
> P————— —o——""
-
8 20+
(1]
=3

0 T T ! '
0.1 1 10 100 1000

log (dose) mg/kg i.v.

FIG. 1A



WO 2008/077599 PCT/EP2007/011313

2/16

CYSTOMETRY IN ANESTHETIZED RAT WITH ACETIC ACID INFUSION

100 -
T
&
a 80+
[’
2
£ naproxen
8 60-
3 / sulindac
(& pregabalin
[+
g /A /
= 40 s vehicle
S =5
B S
Q
k=]
8 20-
m
X

0 i i 1 I

0.1 1 10 100 1000

log (dose) mg/kg i.v.

FIG. 1B



% Bladder Volume Capacity (vs basal)

WO 2008/077599

3/16

PCT/EP2007/011313

CYSTOMETRY IN ANESTHETIZED RAT WITH ACETIC ACID INFUSION

160

120 -

(=]
[~}
]

8

combo 1:3

naproxen

A
th. additive 1:3

gabapentin

0.1

1 10 100

log (dose) mg/kg i.v.

FIG.2

1000



% Bladder Volume Capacity (vs basal)

WO 2008/077599

4/16

PCT/EP2007/011313

CYSTOMETRY IN ANESTHETIZED RAT WITH ACETIC ACID INFUSION

160 -
combo 1:10
120 4
abapentin
80 - gabape
a en =
naprox A
40 "
a—" _
th. additive 1:10
0 . . —
0.1 10 100 1000

log (dose) mgl/kg i.v.

FIG. 3



% Bladder Volume Capacity (vs basal)

WO 2008/077599

PCT/EP2007/011313

5/16

CYSTOMETRY IN ANESTHETIZED RAT WITH ACETIC ACID INFUSION

160 -
120 -
80 - com:o 1:30 gabapentin
naproxen
40 . /A
"
th. additive 1:30
0 T T 1
0.1 10 100 1000

log (dose) mg/kg i.v.

FIG. 4



% Bladder Volume Capacity (vs basal)

WO 2008/077599 PCT/EP2007/011313

6/16

'CYSTOMETRY IN ANESTHETIZED RAT WITH ACETIC ACID INFUSION

160 -
120 -
80 - combo 1:60 gabapentin
%
naproxen
40 4 A
A/A
th. additive 1:60
0 I ! i L
0.1 1 10 100 1000

log (dose) mg/kg i.v.

FIG. S



% Bladder Volume Capacity (vs basal)

WO 2008/077599

PCT/EP2007/011313

7/16

CYSTOMETRY IN ANESTHETIZED RAT WITH ACETIC ACID INFUSION

160
120 -
combo 1:100 .
80 - gabapentin
naproxen
40 -
A
« &
th. additive 1:100
0 . 1 1 L
0.1 10 100 . 1000

log (dose) mg/kg i.v.

FIG.6 -



% Bladder Volume Capacity (vs basal)

WO 2008/077599 PCT/EP2007/011313

8/16

CYSTOMETRY IN ANESTHETIZED RAT WITH ACETIC ACID INFUSION

160 -
combo 1:100

120

80 - gabapentin

flurbiprofen
7 / -
a{
th. additive 1:100
o 1 I I i
0.1 1 10 100 1000

log (dose) mg/kg i.v.

FIG.7



% Bladder Volume Capacity (vs basal)

WO 2008/077599 PCT/EP2007/011313

9/16

CYSTOMETRY IN ANESTHETIZED RAT WITH ACETIC ACID INFUSION

160 -
120 -
gabapentin
80 -
combo 1:3
*
nimesulide
40 - c*\—O—()/O
0 ] ] ] 1
0.1 1 10 , 100 1000

log (doée) mg/kg i.v.

FIG. 8



% Bladder Volume Capacity (vs basal) |

WO 2008/077599 PCT/EP2007/011313

10/16

CYSTOMETRY IN ANESTHETIZED RAT WITH ACETIC ACID INFUSION

160 -
combo 1:10

120 -

80 - gabapentin

%
nimesulide
40 + O\O———O/o
0 T ; T —
0.1 1 10 100 1000

log (dose) mg/kg i.v.

FIG.9



% Bladder Volume Capacity (vs basal)

WO 2008/077599 PCT/EP2007/011313

11/16

CYSTOMETRY IN ANESTHETIZED RAT WITH ACETIC ACID INFUSION
160 -

combo 1:10

120 -
diclofenac b "
80 - / gabapentin
Af
*
/A/

8

th. additive 1:10

-0 T T T ]

0.1 1 10 100 1000

log (dose) mg/kg i.v.

FIG. 10



% Bladder Volume Capacity (vs basal)

WO 2008/077599 PCT/EP2007/011313

12/16

CYSTOMETRY IN ANESTHETIZED RAT WITH ACETIC ACID INFUSION

160 -
120 -
xcombo 1:10
80 gabapentin
flurbiprofen A
40 § —
R AA additive 1:10
o 1 i i 1
0.1 1 10 100 1000

log (dose) mg/kg i.v.

FIG. 11



WO 2008/077599

% Bladder Volume Capacity (vs basal)

PCT/EP2007/011313

13/16

CYSTOMETRY IN ANESTHETIZED RAT WITH ACETIC ACID INFUSION

160 -
120 - combo 1:10
gabapentin
80
sulindac /
40 -
0 ] i 1 1
0.1 1 10 100 1000

log (dose) mg/kg i.v.

FIG. 12



WO 2008/077599 PCT/EP2007/011313

14/16

CYSTOMETRY IN ANESTHETIZED RAT WITH ACETIC ACID INFUSION
160

120 - combo 1:26

% Bladder Volume Capacity (vs basal)
=]
o
1

flurbiprofen
/ gabapentin
/ A /A
40 /A /A
A
th. additive 1:26
o —J F ) I 1 I
0.1 1 10 100 1000

log (dose) mg/kg i.v.

FIG. 13



WO 2008/077599 PCT/EP2007/011313

15/16

CYSTOMETRY IN ANESTHETIZED RAT WITH ACETIC ACID INFUSION
160

120 - combo 1:80

flurbiprofen

/ /A gabapentin

-

A/

th. additive 1:80

% Bladder Volume Capacity (vs basal)
8 3
| 1

Q
l—

{ 1 1 1 L

0.1 1 10 100 1000
log (dose) mgl/kg i.v.

FIG. 14



WO 2008/077599 PCT/EP2007/011313
16/16

CYSTOMETRY IN ANESTHETIZED RAT WITH ACETIC ACID INFUSION
160

120 -

/ combo 1:10

/A th. additive 1:10
" flurbiprofen /A

- pregabalin
A/A_—‘A D/D/D '

o—il ! i 1 I

0.1 1 10 100 1000

% Bladder Volume Capacity (vs basal)
3 3
] ]

log (dose) mg/kg i.v.

FIG. 15



