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Figure 1. Reopresentative Plot of the Consentration-Effect Relationship of
Compournd {Iz} on Shot-Clreult Curvent by Caning Bronchisl Eplthelial Colls
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Figure L. Dose-Responss of Compountd (i) on Sheep MCT gt 4h Posbdoss
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Figure 3. Effect of Compourd {8} and HS on Shesp MCT at 4h post-tdoss
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Figure 4. Effect Compound {a} and HE on Bheep MOC ol 8h post-dose
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Figure 5. Effect of Sodiun Channel Block of Compound {i5) on Surface Liguld
Ratention §-8 b in the In viro CBE modsl,
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Resulls gre reported as the meen + B0~ indicales signflcance (o < 0.08) from
vahicle, T Indicates significance {p < 0.08) from amdlonide
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Figure 6. Effect of Compound {la) on Surface Liquid Retention at 24 hours in
the in vitro CBE model
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Results are reported as the mean + SD; * indicates significance (p < 0.05) from
control
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Flgure 7, Effect of ENaC Blocksrs | and Comparative Example ! on Sheep MOC
at 8 hws
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Figure §. Bffect of ENaC Blockers | and Comparative Example 1 on Sheop
Plasma Polassium Levels
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Figure & Comparizon of Comparative Bxample 4 and Compound 1 on Bheap
MOC at 4 Postdose

3 ¥ 024 mmalikg Compound {Is) ()
-8~ 240 nmoikg Comparatie Example 4 (8]

-z Yehicle (4 ml H,O00 {8}
-~ 24 nimoifkg Comparative Exampls 4 {3

28

% Mucus Clearance

SUBSTITUTE SHEET (RULE 26)



WO 2613/603386 PCT/US2012/044272
040

Figurs 10 . Comparative Example 4 Raises Plasma 1 at an Effective Dose
Compound 1 Has No Effect on Plasma K at 1000% an Bffective Dose In Shaep
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