1/11

Psoas
-~ Diaphragm

=

Compound A (M)

L] i
(= (=3
(=4 i
—

wnuwixepy o} patedwo)
[,,80] pexy je 82104 %

FIG. 1



% of Basal Maximal Tension

120+

2/11

Skinned Diaphragm
Force - Ca?* relationship

© Vehicle (1% DMSO)

- 0.5 uM Compound B
-+ 1 uM Compound B
-+ 10 uM Compound B

10°7 106 105

Log [Ca®*] (M)

FIG. 2



% of Basal Maximal Tension

3/11

Force - Ca®* relationship

120-

1004 © Vehicle 1% DMSO (n=5)
80- -& 0.1 uM Compound C
60- ~& 1 uM Compound C

~¢- 10 uM Compound C
40-
20-
of 5
10-8 10-7 10-6 10-5 10-4

Log [Ca®*] (M)
FIG. 3



o~

4/11

Diaphragm myofiber CSA
2000 - Diaphragm Type | Myofiber Area
3000+
1500 -

£ 10004
= o~
£
=4
5004

& &
& &
& Na & o
& & N
FIG. 4A FIG. 4B
Diaphragm Type lla Myofiber CSA Diaphragm Type lib/x Myofiber Area
3000~ 8000 -

6000

™
£ 40004
=

1000+
2000

L E

&
&

\5;0

FIG. 4C FIG. 4D



% of Maximum Sham Force

120+

100+

80+

601

40-

204

5/11

Bs Sham (n=10)

m |AD (n=10)

R
Frequency of Stimulation (Hz)

FIG. 5



% of Maximal Tension

6/11

Diaphragm Force/Frequency Relationship

*-5 uM vs. Veh
*-10 pM vs. Veh

1004 |p<0.05

B Vehicle
5 uM Compound B
B 10 \M Compound B

50+

LN I R RS
Frequency of Stimulation (Hz)

FIG. 6



Normalized Tension

7/11

Force during Fatigue Test

2
00 =s= \ehicle (n=12)

I" =s= 10uM Compound B (n=7)
150 ) ! " === 5uM Compound B (n=6)

"
L LT LT Tt

[ |
0 200 400 600
Time (sec)

FIG. 7



% of Maximum Sham Force

% of Maximum Sham Force

120+

100+

EEE Sham (n=10)

1) D ,19
Frequency of Stimulation (Hz)

== |LAD (n=10)

8/11

*p<0.05

Sham + 30 uM Compound D (n=9)

S e & & S

FIG. 8A

*p<0.05

@R |AD + 30 uM Compound D (n=10)

5 ® D S ® O &

Frequency of Stimulation (Hz)

FIG. 8B



% of Basal Maximal Tension

9/11

Skinned Diaphragm
Force - Ca?* relationship

1204
100+
804
60+ - SHAM (n=7)
=== SHAM + 3uM Compound D (n=8)
401 — LAD (n=7)
204 == LAD + 3uM Compound D (n=6)
04
10-8 107 10-6 10-5 10-4
Log [Ca?*] (M)

FiG. 9



% of Vehicle Maximal Tension

1205

1004

80"

204

10/11

* WT + 1uM Compound C
V- WT + Vehicle

- SOD + 3uM Compound C
@ SOD + 1uM Compound C
©- SOD + Vehicle

—1

-

-
-

-

© 0 o S © P &
Frequency of Stimulation (Hz)

FIG. 10



Tidal Volume (mi/breath)

o
F
J

=4
(7]
1

=
N
1

(=
-t
]

Fkek

11/11

Bl Vehicle
Bl 10 mg/kg Compound C



