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Figure 2: Differential Scanning Calorimetry (DSC) and Thermal Gravimetric Analysis
(TGA) Thermogram of the Monohydrate Form of 3-(3-methoxy-4-((4-
methoxybenzyl)oxy)benzyl)-6-(1-methyl-1H-pyrazol-4-yl)-3H-imidazo[4,5-b]pyridin-2-

amine, Heated at 10°C/min
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Figure 3: Crystalline Structure of the Monohydrate Form of 3-(3-methoxy-4-((4-
methoxybenzyl)oxy)benzyl)-6-(1-methyl-1H-pyrazol-4-yl)-3H-imidazo[4,5-b]pyridin-2-

amine
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Figure S: Effect of API Loading on IVR Profile — 12% AP1/9:1 R202H:752H, 16% AP1/9:1
R202H:752H and 20% API/9:1 R202H:752H Microspheres
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Figure 6: DSC Thermograms of 16% API/9:1 R202H:752H and 20% AP1/9:1
R202H:752H Microspheres
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Figure 7: Scanning Electron Microscopy (SEM) View of
16% AP1/9:1 R202H:752H Microspheres (1500X)
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Figure 8: Scanning Electron Microscopy (SEM) View of
20% AP1/9:1 R202H:752H Microspheres (1500X)
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Figure 9: Effect of API Loading on IVR Profile — 15% API/R202H, 17% API/R202H and
19% API/R202H Microspheres
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Figure 10: Effect of API Loading on IVR Profile — 16% AP1/9.5:0.5 R202H:752H, 18%
AP1/9.5:0.5 R202H:752H and 20% AP1/9.5:0.5 R202H:752H Microspheres
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Figure 11: Effect Polymer Blend on IVR Profile - 16% API/R202H, 16% AP1/9.0:0.5
R202H:RG752H and 16% AP1/9:1 R202H:RG752H Microspheres
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Figure 12: Effect Polymer Blend on IVR Profile — 16% API/R202H, 16% AP1/9.5:0.5
R202H:RG502H and 16% AP1/9:1 R202H:RG502H Microspheres
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Figure 13: Formulations Showing Zero-Order IVR Profile for 180 Days — 15% API1/9:1
R203H:RG752H and 16% AP1/9.5:0.5 R202H:RGS02H Microspheres
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Figure 14: Effect of Co-Solvent Systems in Preparation on IVR Profile — 16% AP1/9:1
R203H:RG752H Microspheres — 9:1 DCM:MeOH, 9:0.5:0.S DCM:MeOH:BA, 9.5:.05
DCM:BA, 9:1 DCM:BA
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Figure 15: Effect of DCM:BA Co-Solvent System to Increase API Loading on IVR Profile
—16% API1/9:1 R202H:RG752H, 25% AP1/9:1 R202H:RG752H, 30% API/R202H, 40%

API/R202H, 25% API/R203H, 30% API/R203H, 40% API/R203H, 50% API/R203H

feit)

Microspheres
100
30 4
80 -
2 § {\ s 16% BZ38988 in 811 202H752H {0.2mL BA; 1.8mL DCM)
@ § A 3
i 53 4 0w (e 25% GZI88EES in 9:1 202HT52H (0.5mL BA; 1 BmL DCH)
g
°§ oo 3% GZIBESSB in 202H (0.26mL SA; 1.2mL DOM
L §
@ 4043 v 40% GZ389988 in 207H {G4mL BA- 1.2mL DOM)
2 O i e o et 4G% GZ389988 in 262H (05mL BA; 1.2mL DCM)
E
3 30 48 i 25% GZ3B88985 in 203H {G.2mL BA: 1.8mL DCMW)
3
¥
; e 30% GZASIEE in 203H (G.2mL BA: 1.8mL DOM)
20 4, i 4G% GZ309988 in 203H {04mL BA; 1.2mi DCM)
o 40% BZIBEI3B i 203H (G.5mL BA: 1.2mL DCM)
e 60% GZ368868 in 203H {05mL BA; 1.2mi DCM)
N X
\\'\“\\%\\\\\\,\,\\“\,\\\\“\“\\\‘ oo 5% GZIBSOSR in 203H (0EIML BA; 1.2mL DOM)
10 20 30 40 50 60 70 80
Time {days}

0

15/35



Figure 16: Scanning Electron Microscopy (SEM) View of Microspheres Prepared with

Micronized Suspension Microencapsulation Process (1500X)
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Figure 17: Effect of Micronized Suspension Microencapsulation Process on IVR Profile —

25% AP1/9:1 R202H:RG752H 39 mL 5% PVA + 2.6 mL EA, 25% AP1/9:1
R202H:RG752H 39 mL 5% PVA + 3.25 mL EA, 25% API/R203H 39 mL 5% PVA + 2.0
mL EA, 30% Microfluidized AP1/9:1 R202H:RG752H 39 mL 5% PVA + 2.0 mL EA, 40%
Microfluidized AP1/9:1 R202H:RG752H 39 mL 5% PVA + 2.0 mL EA, 30%
Microfluidized AP1/9:1 R202H:RG752H 39 mL 5% PVA + 2.0 mL EA, 30%

Microfluidized AP1/9:1 R202H:RG752H 39 mL §% PVA + 2.3 mL EA, 30%
Microfluidized API/R202S 39 mL 5% PVA + 2.0 mL EA, 30% Microfluidized API/R203S

39 mL 5% PVA + 2.0 mL Microspheres
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Figure 18: Scanning Electron Microscopy (SEM) View of
16% API/9:1 R202H:RG752H Microspheres, Solvent Extraction (1000X)
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Figure 19: Scanning Electron Microscopy (SEM) View of
16% AP1/9:1 R202H:RG752H Microspheres, Spray Drying (1000X)
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Figure 20: Effect of Microencapsulation Process on IVR Profile — 16% API1/9:1
R202H:RG752H Microspheres by Solvent Extraction (OW), 16% AP1/9:1 R202H:RG752H
Microspheres by Spray Drying (20% and 22.5% Polymer) and 16% AP1/9:1
R203H:RG752H Microspheres by Spray Drying (22.5% Polymer)
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Figure 21: Scanning Electron Microscopy (SEM) View of
16% API/1:1 R202H:R203H/No Additive Microspheres, Spray Dried (1000X)
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Figure 22: Scanning Electron Microscopy (SEM) View of
16% API/1:1 R202H:R203H/31.25 mg PEG Microspheres, Spray Dried (1000X)
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Figure 23: Scanning Electron Microscopy (SEM) View of
16% API/1:1 R202H:R203H/31.25 mg Poloxamer 407 Microspheres, Spray Dried (1000X)
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Figure 24: Effect of % 10kDa PEG or 1% Poloxamer 407 on IVR Profile — 16% API/1:1
R202H:R203H/No Additive, 16% API/1:1 R202H:R203H/31.25 mg PEG, 16% API/1:1
R202H:R203H/31.25 mg Poloxamer 407

100 ;
| et GZIBI998 in 50:50 22 2004
8
| ~Ee15% GEIBUNRE in 40.6:40.501 203 200K 1080 PES
80 - s EY BIIBRGHE i S1.8A8.5:1 20T AR Polokamar A0
0 -
89 -
58 -

Cumulative % Released

% 30 35 0

8
Time {days)

24/35



Figure 25: In vivo (Rat) IVR Profile — 16% AP1/9:1 202H:RG502H and 15% AP1/9:1
R203H:RG752H Microspheres
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Figure 26: ["*C] 3-(3-methoxy-4-((4-methoxybenzyl)oxy)benzyl)-6-(1-methyl-1H-

pyrazol-4-yl)-3H-imidazo[4,5-b]pyridin-2-amine Remaining Over Time (Rat Knee
Joint) — 16% AP1/9:1 202H:RGS02H and 15% API/9:1 203H:RG752H Microspheres
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Figure 27: 3-(3-methoxy-4-((4-methoxybenzyl)oxy)benzyl)-6-(1-methyl-1H-pyrazol-4-yl)-
3H-imidazo[4,5-b]pyridin-2-amine Concentration-Time Profiles (Rat Blood) — 16%
API/9:1 202:H:RGS02H and 15% API/9:1 R203H:RG752H Microspheres
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Figure 28: IVR Profile — 16% AP1/9:1 202:H:RG752H, 15% AP1/9:1 R203H:RG752H and
40% API/203H Microspheres
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Figure 29: 3-(3-methoxy-4-((4-methoxybenzyl)oxy)benzyl)-6-(1-methyl-1H-pyrazol-4-yl)-
3H-imidazo[4,5-b]pyridin-2-amine Concentration-Time Profiles — 16% AP1/9:1
202:H:RG752H, 15% AP1/9:1 R203H:RG752H and 40% API/203H Microspheres
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Figure 30: Measured or Simulated XRPD of Forms 1 to 4 (Anhydrous and Hydrate)
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Figure 31:

XRPD of Form 5 (Ethanol )
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Figure 32: XRPD of Form 9 (Acetone)

P R

e

S
2 . N
Y & N
& D X
S e N e

“ A&
YR N

L ™
oy
N
3
S - B N
= 3
3
3
R i o
i R
3 3
3
3
3
e b
H s 3
b b 3
b3
N 231 3 b
¥ b Ny )
3 H X 3
H} N .\'\} B

..
i
L0, I

hanriasanang iy
L

A v

<5

SThets - Sesle
3 T &
&mqw& Sl

o

32/35



Figure 33: XRPD Comparison of Form 10 (Acetone) and Form 9 (Acetone)
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Figure 34: XRPD of Form 11 (Acetonitrile)

SRR

RN

SIE4STSEE

e

gt
-

b
3
b
3

EE

A
A

RSS2 g

A R S A PRI RIS 8050565600050 LA

St vissis e,

Noreveroimnvont RN Nrean sy s

R $S35§Hii§ §i }jj}ii;

AHAUN solenig « F BEH PO
B

N ey &
T QRIS

34/35



in-2-amine

i

dazo[4,5-b]pyr

-1mi

Phases of 3-(3-methoxy-4-((4-methoxybenzyl)oxy)benzyl)-6-(1-

Solid Crystalline

methyl-1H-pyrazol-4-yl)-3H

Figure 35

A

SR

% :
w3 S
v S z
g ey z
0] i

e G B %2

F = g
7 o
g o 2 e
“ =
Regr N\‘
7
4

sla ~ Deale

N

foon
2

4

AN LI

Rl

3
3
3
i
y
s

s

St

b

et
gy

N

N

o
oy

Ansnaa A

i

e rpn L

: b
/ :
: P
b \u. 7
m w ..teﬁ\.‘.\.&.»n.w,
: 2 J
I RN S | SN S SR SR A S SN S SR S S I S
I 5 o iz 7 57 5 3 o
Z % # Z % % Z % Z s
% Z z % % % 7 % &

§:311 i1 g T AT

35/35



