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Figure 1 - Chemical structure of CDDO myethyl ester
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Figure 2 ~ XRPD pattern of Form A (top) ang Porm B {(bottom) :
From top o bottom: unmicronized Form A (ZA), micronized Form A (2B), and Form B
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Figure 3 - DSC apd TG curve of CDDO methyl ester.

Sanmple: RTA-402 Filrs IMIMEEFP206I60937IDECVIB 1883 dsc
Size: 4.4000 mg [ Dparalon ket
Mathod: 25-250-10 Run Date: 2006-07-27 13:28
Commant: 102948, 0600ZE unmicronized, ©, W' Gimiry, 2479-95-02, i1, p1 Instruttent: DSC Q1000 VE.0 Build 275
2
8-
g ———ay ENATC
[ e i} _3_5}4&”3

Heat Flow {Wig}
2
i

prcirgd
-5 g T 1 T = i T ¥
£ 58 100 155G 200 50 . 306 355
S Up Temperature (°C) Universal V& 1D TA insruments
Sample: RTA-4G2 File: HALIMS\EPZU060837\TGAVI T2 tga
Sizer: %5850 mg T3A Operalor: KEL
Mathad: 25-350-10 Run Dzte: 27Jul2008.15:32
Camment. 102948, DE0028 wmicmnted, 19" Thnin, pt Tstrument: AatoTES 2980 V544
0.3390% waight oasup ta 150 C
\ JBO1B93mg)
100~ < 4 L
-t B 1. 100% wesipnt toss from 1500 2160
{003545ma}
a5
g
b
=g
1]
=
So-
ss -]
8 T g 00 Y 200 20 30 . 250

Temperaturs {°C) Unhrwusl V4,10 TA intnmmpets



4732

Figure 4 - Hot stage analysis of Form A - unmicronized
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Figure 4 {continued) Hot stage analysis of Form A - unmicronized,
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Figure 5 - Dynamic vapor sorption isotherm of Form A - unmicronized
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Figure 6- 3EM images of Form A - unmicronized .
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Figure § (continued) SEM IMAGES of Form A - unmicronized
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Figure 7 - Form A before (top) and after (bottom) stress at 195 °C.
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Figure & - NMR spectrum of Form A - unmicronized.
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Figure ¢ - MDSC curve of Form B CDDG methyl ester,
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Figure 10— Form B CDDO methyl ester before (top) and afler (bottom} stress,
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Figure 11 - NMR spectrum of Form B CDDO methyl ester.
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Figure 12 - ORTEP drawing of a single CDDO methyl ester molecule with labeling,

Atoms are represented by 50% probability anisotropic thermal ellipsoids.
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Figure 13 - ORTEP drawing of the contents of the asymmetric unit of Form A crystais.

Atomns are represented by 50% probability anisotropic thermal ellipsoids.
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Figure 14 - Packing diagram of Form A crystals viewed down the crystallographic a

axis.
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Figure 15 - Packing diagram of Form A crystals viewed down the crystallographic &

axis.
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Figure 16 - Packing diagram of Form A crystals viewed down the crystallographic ¢

ax1s.
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Figure 17 ~ Calculated X-ray powder pattern of Form A
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Figure 18 - Experimental XRPD of Form A
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Figure 19 - Comparison of the caiculated and experimental XRPD patterns of CDDG

methyl ester to the XRPD paitern of CDDO methyl ester
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Figure 28. Representative ;ﬁk:-t of the area under the curve for Form A and Fonm B
{amorphous), following a 4.1 mg/kg oral administration. Each data pomt represents the
mean plasma concentration of CDDO methiyl ester in 8 animals. Error bars represent

the standard deviation within the sampled pepulation,
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Figure 21. Animal #505M (top panel} and animal #507F (bottom panel)
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Figure 22. Animal #508F (top panel) and animal #502M (bottom panel)
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Figure 23, Thermograms of CDDO methyl ester hemibenzene solvate
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Figure 24 - Thenmograms of CDDO methyl ester dimethanol solvate
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Figure 25 - TGIR data of CDDO methyl ester dimethano] solvate
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Figure 26 - XRPD patte:m_s of CDDO methyl ester dimethanol solvate before (top) and
after (bottom) TGIR analysis {up o 140 °C).
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Figure 27 Overlay PDF, Form A vs. Form B. Local order similar from about 5 A o
about 20 A
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Figure 28 A PDF overlay of X-ray amorphous patterns for preparations of Form B
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Figure 29 — A schematic representation of space group P4,2,2 (#96).
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Figure 30 Mean blood concentrations of CDDO-methyl ester following single oral
administrations of CDDO-methyl ester capsules to male Cynomolgus monkeys (Phases
2 and 3)
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