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FIG. 1

Experimental and simulated powder patterns of N-((1R,25,5R)-5-(terz-butylamine)-2-
((S)-2-0x0-3-(6-(trifluoromethyl)quinazolin-4-ylamino)pyrrolidin-1-
yljeyclohexylacetamide, hemi-hydrate, Form H0.5-4

5.0+
4.0+
3
=
3
% w0
% Eosea .54 sl 05070
§ f\
* ] WMAN
E: ‘i i t \/\
S i Foun B A4 channent 16
i ] it
: H ;\:l & i;c“ N
1.0- AN i I P «
et - w A h - Y g‘\‘\\" \n‘: \“\e‘ l\.w.w‘ﬁ \.‘\-\'\»“;\!\{\\i‘"\v'“\v\u\ﬁ‘\\-
4 i H #
} . | § Wit !‘E! & 4 Foem HO e yei QRY
3 [ 5 i 83 Ny
y ‘w*-rﬁ:‘ l Vi IR :s §\&|~1i ﬁ\* L§ % £ {S",‘: . {‘f‘z By t% ﬁf} 2
FlVis ) i LA M St S B It Bl B N S
5 10 5 2 25 au 3

Two-Theta (deg}



227

FI1G. 2

Experimental and simulated powder patterns of N-((1R,2S,5R)-5-(tert-butylamine)-2-
((8)-2-0x0-3-(6-(triflueromethyl)quinazolin-4-ylamine)pyrrolidin-1-
ylcyclehexyDacetamide, free base, Form N-2
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FIG. 3

Experimental and simulated powder patterns of N-((1R,2S,5R)-5-(tert-butylamino)-2-

((S)-2-0x0-3~(6-(trifluoromethyl)quinazolin-4-ylamine)pyrrolidin-1-

yDcyclohexylacetamide, 1.75 moles H>O, Form H1.75-5
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F1G. 4

Experimental and simulated powder patterns of N-((1R,28,5R)-5-(tert-buiylamine)-2-
((S)-2-0x0-3-(6-(triflueromethyl)quinazolin-4-ylamino)pyrrolidin-1-
yleyclohexyDacetamide, mono-ethanol solvate, Form E-1
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FIG.5

Experimental and simulated powder patterns of N-((1R,28,5R)-5-(tert-butylamine)-2-
((S)-2-0x0-3-(6-(trifluoromethyl)quinazelin-4-ylamino)pyrrelidin-1-
yl)cyclohexyDacetamide, mono-acetic acid solvate, Form HAC-1
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FIG. ¢

Experimental and simulated powder patterns of N-((1R,28,5R)-5-(f¢rt-butylamino)-2-
((S)-2-0x0-3-(6-(trifluoromethyl)quinazolin-4-ylamino)pyrrolidin-1-
yhcyclohexylacetamide, mono-R-propylene glycol solvate, Form RPG-3
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FIG. 7

DSC of N-((1R,28,5R)-5-(tert-butylamino)-2-((S)-2-ox0-3-(6-
(triffuoromethyl)quinazolin-4-ylamino)pyrrolidin-1-yheyclohexyljacetamide, hemi-
hydrate, Form 10.5-4
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FIG. 8

TGA of N-((1R,28,5R)-5-(tert-butylamino)-2-((S)-2-0x0-3-(6-
(trifluoromethyl)quinazolin-4-ylamino)pyrrolidin-1-yl)cyclehexyljacetamide,
hemi-hydrate, Form H§.5-4
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FIG. 9

DSC of N-((1R,28,5R)-5-(tert-butylamine)-2-((S)-2-0x0-3-(6-
(trifluoromethyl)quinazolin-4-ylamine)pyrrolidin-1-yDcyclehexylacetamide, free base

Form N-2
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FIG. 10

TGA of N-({(1R,28,5R)-5-(tert-butylamine)-2-((S)-2-oxe-3-(6-

(trifluoremethyl)quinazelin-4-ylamino)pyrrolidin-1-yl)cyclohexyDacetamide,
free base Form N-2
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FIG. 11

Vaper Sorption Isotherm of N-((1R,2S,5R)-5-(tert-butylamino)-2-({S}-2-0x0-3-(6-
(trifluoromethyl)quinazolin-4-ylamino)pyrrolidin-1-yl)cyclohexy)acetamide,
free base Form N-2 at 25 °C
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F1G. 12

DSC of N-((1R,28,5R)-5-(tert-butylamino)-2-((S)-2-0x0-3-(6~
trifluoromethyl}quinazelin-d-ylamine)pyrrolidin-1-yl)cyclohexyhacetamide, 1.75 moles

H20, Form HL.75-5
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FIG. 13

TGA of N-((IR,28,5R)-5-(tert-butylamine)-2-((S)-2-0x 0-3-(6~
(trifluoremethyl)quinazolin-4-ylamine)pyrrolidin-1-yl)cyclohexylacetamide,
1.75 moles H;Q, Form H1.75-5
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FIG. 14

DSC of N-{{IR,28,5R)-5-(tert-butylamine)-2-((8)-2-o0x0-3-(6-
(trifluoremethy!)quinazelin-4-ylamino)pyrrolidin-1-yl)cyclohexylacetamide,
mono-acetic acid solvate, Form HAC-1
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FIG. 15

TGA of N-((1R,28,5R)-5-(tert-butylamine)-2-((S)-2-0x0-3-(6-
(trifluoremethyl)quinazolin-4-ylamino)pyrrolidin-1-y}eyclohexyl)acetamide,
mono-acetic acid solvate, Form HAC-1
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FIG. 16

DSC of N-((IR,28,5R)-5-(tert-butylamine}-2-((5)-2-0x¢-3-(6-
(triflueromethyl)quinazolin-4-ylamino)pyrrolidin-1-yl)cyclohexyl)acetamide, mono-
ethanol solvate, E-
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F1G. 17

TGA of N-{(1R,2S,5R)-5-(tert-butylamine)-2-((S)-2-0x0-3-(6-

{trifluoromethyl)quinazolin-4-ylamine)pyrrolidin-1-yDcyclohexyl)acetamide,
meno-ethanol selvate, E-1
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FIG. 18

DSC of N-{(1R,28,5R)-5-(tert-butylamino)-2-({S)-2-0x0-3-(6-
trifluoromethyl)quinazolin-4-yiamino)pyrrolidin-t-yl)cyclohexyl)acetamide, mono-R-
propylene glycel solvate, Form RPG-3
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¥iG. 19

TGA of N-({1R,25,5R)-5-(tert-butylamino)-2-((S)-2-0x0-3-(6-
(trifluoromethyl)quinazolin-4-ylamino)pyrrolidin-1-ylcyciohexylacetamide,
mono-R-propylene glycol solvate, Form RPG-3
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FI1G. 20

Intradermal challenge model in cynomolgus monkey: Example 1 mhnb:ted
mononuclear cell recruitment to skin

3 r [
= O
8 g .
q‘mgg P — n =4 per group
- 3 (2/sex)
S 'S hd
50
§ .-C(Q oo - -
0 | ® oo — -
Dose mg/kg 0 (Veh) 5 10 20
C.ar ("M, total) 0 99 248 512
Fold 1C90 cyno CTX 0 0.8 2 4

Example 1 (mg/kg)



21/27

FIG. 21

48-hour TG peritonitis in hCCR2 KI mouse: Example 1 inhibition of
monocyte/macrophage infiltration info peritoneal cavity
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Figure 22

hCCR2 KI mouse EAE: Example 1 treatment reduced clinical score
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Figure 23

Proton NMR spectra of Example 1, 2™ Alternative Preparation, Step 3— Compound 7
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Figure 24

Proton NMR spectra of Example 1, 2" Alternative Preparation, Step 4 — Compound 8
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Figure 25

Proton NMR spectra of Example 1, 2™ Alternative Preparation, Step 4 ~ Compound 9
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Figure 26

Proton NMR spectra of Example 1, 2" Alternative Preparation, Step 4 — Compound 10
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Figure 27

Proton NMR spectra of Example I, 2™ Alternative Preparation, Step 5— Compound 11
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