WO 2013/181232 1/16 PCT/US2013/043080

Tear Volume (mm Wicked)

AMILORIDE
12 -
10
- =Vehicle (Normal Rat)
8
-0-Cmpd: 1 mM (ExLac Rat)
6 ==Vehicle (ExLac Rat)
4
2 L] L) 1 L] v L}
0 1 2 3 4 5 6

Hours Post-Dose

Figure 1



WO 2013/181232

2/16 PCT/US2013/043080
COMPOUND 51
16 1
14 A
12 1 - =Vehicle (Normal Rat)
NoeeT T TTTITSS s ssm s -o-Cmpd: 1 mM (ExLac Rat)

= =Vehicle (ExLac Rat)

ik
m@
¥ 2y
FLF o
bl

w g EUX GER e SR CTR GI) U MM S SR OT3 T S S i 6

Tear Volume {mm Wicked)
oy
o

2 L L] L L] L)
0 1 2 3 4 5 6

Hours Post-Dose

Figure 2



Tear Volume (mm Wicked)

WO 2013/181232 3/16 PCT/US2013/043080

COMPOUND 75

b [
o+ [=)]
1 - |

o
[
1

- =Vehicle (Normal Rat)

[y
o
1

- - - - -9-Cmpd: 1 mM (ExLac Rat)

[+ ]
1

= =Vehicle (ExLac Rat)

(<2}
1

—

vvvvvvv

4 - > s e o s s s e 2

2 L L] L) L] T L]
0 1 2 3 4 5 6

Hours Post-Dose

Figure3



WO 2013/181232 4/16 PCT/US2013/043080

Tear Volume (mm Wicked)

COMPOUND 59
12 1
10 H -
"-u-----”--------&-a-
- =Vehicle (Normal Rat})
8
-9-Cmpd: 1 mM (ExLac Rat)
6 = =\/ehicle (ExLac Rat)
4 4 T m o am 4D s W O o G K A0 s M G G G e 5 o G
2 T L ¥ L 1 1

0 1 2 3 4 5 6
Hours Post-Dose

Figure 4



WO 2013/181232 5/16 PCT/US2013/043080

Tear Volume {mm Wicked)

COMPOUND 46
12 -
10 4~
\ "---b-“-’-“----------
- =Vehicle (Normal Rat)
8 -
-0-Cmpd: 1 mM {ExLac Rat)
6 = =\/ehicle (ExLac Rat)
l{é ) o
4 - " Bgm"‘l e R R h R —
2 T Ll ’ 4 ! !

0 1 2 3 q 5 6
Hours Post-Dose

Figure 5



WO 2013/181232

Tear Volume {mm Wicked)

ok
[

J

-y
o

o]

=]

o

6/16 PCT/US2013/043080

COMPOUND 45

TS T - e e -

- =Vehicle (Normal Rat)
-9-Cmpd: 1 mM (ExLac Rat)

= =\fehicle (ExLac Rat)

2 3 4 5 6
Hours Post-Dose

Figure 6



Tear Volume {mm Wicked)

WO 2013/181232 7/16 PCT/US2013/043080

COMPOUND145
14
12 -
10 - = =Vehicle (Normal Rat)
8 -o-Cmpd: 1 mM (ExLac Rat)
6 - ﬁ+ = =Vehicle (ExLac Rat)
AR
4 ] C”}‘mq-‘-c:::g o o5 B o € 53 s o £ o £ e i
2 L LI L] L) L] 1
0 1 2 3 4 5 6

Hours Post-Dose

Figure?/



WO

= = =
o ™ o N 'S

Tear Volume {mm Wicked)
+

2013/181232
8/16 PCT/US2013/043080
COMPOUND 82
4. - =Vehicle ([Normal Rat)
'uﬂ’---‘.-------------b-
i -¢-Cmpd: 1 mM {ExLac Rat)
—
i L - =Vehicle (ExLac Rat)
by .
0 1 2 3 4 5 6

Hours Post-Dose

Figure 8



WO 2013/181232
9/16 PCT/US2013/043080

COMPOUND 15

12 1
T
.g 10 -
-2 L D e - .-
2 = =Vehicle (Normal Rat)
£ 8
E -~Cmpd: 1 mM (ExLac Rat)
o
E ® 1 - =\/ehicle (ExLac Rat)
g “ i £ & _— ”
§ 4 | o R KNG W AT A s S €
|—-
2 L] L L) L] L) | ]
0 1 2 3 4 5 6

Hours Post-Dose

Figure 9



WO 2013/181232 10/16

Tear Volume (mm Wicked)

[0S
N

b
(]

o0

[+)]

£

COMPOUND 9

oo TR D AR Gy Gn G ER e Om W D W e . -

Hours Post-Dose

Figure 10

PCT/US2013/043080

= =Vehicle {Normal Rat)
-~-Cmpd: 1 mM (Extac Rat)

==V ehicle (ExLac Rat)



Tear Volume {mm Wicked)

WO 2013/181232

11/16
COMPOUND 42
16 1
14 -
12 -
10 -4
8 4
4
IS

4 {7 T s i o e e e G e e
2 L § L | L L] L] 1

0 1 2 3 q 5 6

Hours Post-Dose

Figure 11

PCT/US2013/043080

- =Vehicle (Normal Rat)
-#-Cmpd: 1 mM (ExLac Rat)

= =Vehicle (ExLac Rat)



WO 2013/181232 12/16

Tear Volume (mm Wicked)

L
N

ek
Q

o0

COMPOUND 116

1
\

- TP D AL e n YR WD D G - e .

L] L] L] T L{

0 1 2 3 4 5 6

Hours Post-Dose

Figure 12

Jr

PCT/US2013/043080

= =Vehicle (Normal Rat)
~#-Cmpd: 1 mM (ExLac Rat)

= =\/ehicle (ExLac Rat}



WO 2013/181232

I o
o o0 (= N
—

Tear Volume (mm Wicked)
-

13/16 PCT/US2013/043080

COMPOUND 102

o TP HR D AR EL e W - -

= =Vehicle (Normal Rat)
-¢-Cmpd: 1 mM {ExLac Rat)

- ~\/ehicle {ExLac Rat}

2 3 4 5 6
Hours Post-Dose

Figure 13



WO 2013/181232

Tear Volume (mm Wicked)

12

10

1
X

o i s e e
T ST D W A € M SI¥ LD TR G G 65 R @

14/16

COMPOUND 133

- T D D SRR e G e e e

Wi e AT

2 3 4 5 6
Hours Post-Dose

Figure 14

PCT/US2013/043080

= =Vehicle {(Normal Rat)
-8-Cmpd: 1 mM (ExLac Rat)

= =\ ghicle (ExLac Rat)



WO 2013/181232 15/16 PCT/US2013/043080

b b
= oo o N

Tear Volume (mm Wicked)
F-9

COMPOUND 90

'—---#----u-—--u-—----

——Vehicle {(Normal Rat)

+ -8-Cmpd: 1 mM (ExLac Rat)

= =\ehicle {ExLac Rat)

Hours Post-Dose

Figure 15



WO 2013/181232

Cmpd9

Amiloride

16/16

Drug

Figure 16

PCT/US2013/043080

Tissue

Epithelium

Endothelium

Epithelium

Endothelium



