PXRD of Compound 1 Hydrochloride Salt, Hemihydrate Form 11}
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DSC of Compound ! Hydrochloride Salt, Hemihydrate Form 111
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DMS of Compound 1 Hydrochloride Salt, Form 111
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PXRD of Compound 1 Hydroiodide Sait, Form I
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DSC and TGA of Compound 1 Hydroiodide Salt, Form I

3 9

Q J
5 oal =
i @
g 4
b

4-

é 70

.{\: T T T T T T T T t T T T T T ﬁﬁ

g 5 100 18 20 25
Bl '{empgga{g e f{‘,} _ Udersat V4 10 TA Dnstramsents

Figure 6

6/38



DMS of Compound 1 Hydroiodide Salt, Form I
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PXRD of Compound { Maleate Salt, Form I
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DMS of Compound 1 Maleate Salt, Form I
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DCS and TGA of Compound 1 Fumarate Salt, Form I
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DCS and TGA of Compound 1 Orotate Salt, Form I

!

S SRS S PR

-

=, £, 7o FoEURI Y
Wiferd gyt e

|
A g
}\ | -
A
i\\ i 2 l“%
_ i
! i
L .
AR -
!
;
Y
i
!
‘\
i
" 4
i" b i

ity

€ i i T
10 180

Temgeradue 'C)

Figure 18

18/58

o+ =

T

il

o

SR ‘?{
ki
Hiversal VEZA TR Inglrments




waight (% change)

DMS of Compound 1 Orotate Salt, Form [

Adsomtion/Desorption isotherm

0180
0180
0.154
044 /
(440 ekl M1
/T 0

R

#0113
0.160 -~ ! 008

~—O—Adsorption
- & +Desorpfion
0080
o
0080 - / Lz
L0 e
0
000 4
% i) ) 50 & 7t i) % 0
H4RH
Figure 19

19/58



PXRD of Compound 1 Orotate Salt Hydrate, Form I
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DCS and TGA of Compound 1 Orotate Salt Hydrate Form I
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DMS of Compound 1 Orotate Salt Hydrate, Form I
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PXRD of Compound 1 Di<-acetamidobenzoate Salt-Cocrystal Methy! Ethyl Kefone Solvate, Form [
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DCS and TGA of Compound 1 Di<d-acetamidobenzoate Salt-Cocrystal Methyl Ethyt Kefone Solvate, Form [
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DMS of Compound 1 Di4-acetamidobenzoate Salt-Coerystal Methyl Ethyl Ketone Solvate, Form |
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DCS and TGA of Compound 1 frans-Cinnamate Salt, Form |
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DMS of Compound 1 trans-Cinnamate Salt, Form I
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DCS and TGA of Compound 1 Heminapadisilate Salt, Form 1
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PXRD of Compound 1 Heminapadisilate Salt Solvate 1, Form I
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DCS and TGA of Compound 1 Heminapadisilate Salt Solvate 2, Form I
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PXRD of Compound ! (£-Mandelate Salt Hydrate, Form I
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DCS and TGA of Compound 1 (£)-Mandelate Salt Hydrate, Form |
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DMS of Compound 1 (£)-Mandelate Salt Hydrate, Form [
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PXRD of Compound 1 Hemipamoate Salt Hydrate, Form I
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DCS and TGA of Compound 1 Hemipamoate Salt Hydrate, Form |
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DMS of Compound 1 Hemipamoate Salt Hydrate, Form I
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Upper Limit of Release of Compound 1 Hydrochloride Salt Hemihydrate, Form IH {rom Modified-release
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Pharmacokinetics Simulation of 20-my Modified-release Formulation and 10-mg Immediate-release (IR
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Disselution Profile of Compound 1 Hydrochloride Salt Hemihydrate, Form III Tablets Coated with
Surelease®/Opadry® (83/15)
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Effect of the Surelease®/0padry® Ratio on Compound 1 Hydrochloride Salt Hemikydrate, Form 11 Release
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Eifect of IPMC K4M Level on Compound 1 Bydrochloride Salt Hemihydrate, Form IIT Release
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Rffeet of Surclease®/Opadry® Coating Level on Compound 1 Hydfochloride Salt Hemihydrate, Form I1I
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Day 26 Efficacy of Compound 1 after PO dosed at 24 mg/kg/day or
Osmotic Pump Infusion at 13,1 mg/kg/day (Infusion Rate, 0.63 mg/kg/hr) in Fed Male SD Rats.
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Mean Plasma Concentration of Compound 1 after PO dosed at 24 mg/kg/day or
Osmotic Pump Infusion at 15.1 mg/kg/day (Infusion Rate, 0.63 mg/kgfhr) in Fed Male SD Rats
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Mean AUCy of Compound 1 after PO dosed at 24 mg/kg/day or
Osmotic Pump Infusion at 15.1 mg/kg/day (Infusion Rate, 0.63 mg/kg/hr) in Fed Male SD Rafs,
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Mean Cy,; of Compound 1 after PO dosed at 24 mg/kg/day or
Osmotic Punrp Infusion at 13.1 mg/kg/day (Infusion Rate, 0.63 mg/kg/hr) in Fed Male 5D Rats,
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Individual Compound 1 Exposure Values after PO (24 mg/kg/day) or SC Osmotic Pump Infasion (13.1
o mg/kg/day, Infusion Rate, .63 mg/kg/h) in Fed Male SD Rats.
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Days 1-26 Efficacy of Compound 1 after PO dosed at 24 mg/kg/day or
Osmotic Pump Tnfusion at 15.1 mg/ke/day (Infusion Rate, 0,63 mg/kg/hy) in Fed Male 8D Rats
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Dissolution Profiles of Compound 1 Hydrochloride Salt, Bemihydrate Form [1I 20-mg Modified-release

Formulations with Soluble Coating
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Dissolution Profiles of Compound ! Hydrochloride Salt, Hemihydrate Form I 20-mg Moditied-retease
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Immediate-Release Mean Plasma Compound 1 Concentrations Versus Time on Day 1 in Humans
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Tmmediate-Release Mean Plasma Compound 1 Concentrations Versus Time on Day 14 in Humans
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