CLAIMS

Claim 1. Use of an antioxidant inflammation modulator (AIM) in the manufacture of a
medicament for treating obesity in a subject in need thereof, wherein said AIM is

bardoxolone methyl.

Claim 2. The use of claim 1, wherein at least a portion of the bardoxolone methyl is present
as a crystalline form having an X-ray diffraction pattern (CuKa) comprising significant

diffraction peaks at about 8.8, 12.9, 13.4, 14.2 and 17.4 °20.

Claim 3. The use of claim 2, wherein the X-ray diffraction pattern (CuKe,) is substantially
as shown in FIG. 1A or FIG. 1B.

Claim 4. The use of claim 1, wherein at least a portion of the bardoxolone methyl is present
as an amorphous form having an X-ray diffraction pattern (CuKa) with a halo peak at

approximately 13.5 °26, substantially as shown in FIG. 1C, and a T,

Claim 5. The use of claim 4, wherein the T, value is in the range of about 120 °C to about
135 °C.

Claim 6. The use of claim 5, wherein the T, value is in the range of about 125 °C to about
130 °C.

Claim 7. The use according to any one of claims 1-6, wherein the sufficient amount of to

reduce the subject’s weight is a daily dose from about 0.1 mg to about 30 mg of the AIM.

Claim 8. The use according to any one of claims 1-6, where the AIM is administered

orally, intraarterially or intravenously.

Claim 9. The use according to any one of claims 1-6, where the AIM is formulated as a

hard or soft capsule or a tablet.

Claim 10. The use according to any one of claims 1-6, wherein the AIM is formulated as a

solid dispersion comprising (i) the compound and (ii) an excipient.
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Claim 11. The use of claim 10, wherein the excipient is a methacrylic acid — ethyl acrylate

copolymer (1:1).

Claim 12. The use according to any one of claims 1-11, wherein the subject does not also
suffer from renal disease, cardiovascular disease, diabetes, autoimmune disease,

respiratory disease, neurodegenerative disease, liver disease, infectious disease, or cancer.

Claim 13.  The use according to any one of claims 1-11, where the subject has diabetes.

Claim 14. The use according to any one of claims 1-11, where the subject does not have
diabetes.

Claim 15. The use according to any one of claims 1-11, where the subject has chronic

kidney disease (CKD) or exhibits one or more symptoms of CKD.

Claim 16. The use according to any one of claims 1-11, where the subject does not have
chronic kidney disease (CKD)

Claim 17. The use according to any one of claims 1-11, where the subject does not have

stage 4 chronic kidney disease (CKD).

Claim 18. The use according to any one of claims 1-11, where the subject has diabetic

nephropathy (DN) or exhibits one or more symptoms of DN.

Claim 19. The use according to any one of claims 1-11, where the subject does not have

diabetic nephropathy (DN)

Claim 20. The use according to any one of claims 1-11, where the subject does not exhibit
any symptoms of DN.
Claim 21. The use according to any one of claims 1-11, where the subject has insulin

resistance or exhibits one or more symptoms of insulin resistance.

Claim 22. The use according to any one of claims 1-11, where the subject does not have

insulin resistance.
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Claim 23. The use according to any one of claims 1-11, where the subject has glucose

intolerance or exhibits one or more symptoms of glucose intolerance.

Claim 24. The use according to any one of claims 1-11, where the subject does not have

glucose intolerance.

Claim 25. The use according to any one of claims 1-11, where the subject has cardiovascular

disease (CVD) or exhibits one or more symptoms of CVD.

Claim 26. The use according to any one of claims 1-11, where the subject does not have

cardiovascular disease (CVD) or does not exhibit any symptoms of CVD.

Claim 27. The use according to any one of claims 1-11, where the subject has fatty liver

disease (FLD) or exhibits one or more symptoms of FLD.

Claim 28. The use according to any one of claims 1-11, where the subject does not have

fatty liver disease (FLD) or does not exhibit any symptoms of FLD.

Claim 29. The use according to any one of claims 1-11, where the subject has been

identified as having cancer.

Claim 30. The use according to any one of claims 1-11, where the subject has been

identified as not having cancer.

Claim 31. The use according to any one of claims 1-11, where the subject has been

identified as having cancer and diabetes.

Claim 32. The use according to any one of claims 1-11, where the subject has been

identified as not having cancer and diabetes.

Claim 33. The use according to any one of claims 1-11, where if the sufficient amount were
administered to a non-obese subject, the non-obese subject’s weight would not be

reduced significantly.
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Claim 34. Use of a compound of the formula,

in the manufacture of a medicament for reducing a subject’s weight, where the subject

has been identified as (i) being overweight or obese; and (ii) not having diabetes.

Claim 35. Use of a compound of the formula,

in the manufacture of a medicament for reducing a subject’s weight, wherein:
(a) at least a portion of the compound is present as an amorphous form having
an X-ray diffraction pattern (CuKa) with a halo peak at approximately
13.5 °26, substantially as shown in FIG. 1C, and a T, from about 120 °C to
about 135 °C; and
(b) where the subject has been identified as
6) being overweight or obese; and

(il))  not having diabetes.

Claim 36. The use of claim 35, wherein the subject is a human and the amount is a daily

dose from 5 mg to 50 mg.
Claim 37. The use of claim 36, wherein the daily dose is about 10 mg.
Claim 38. The use of claim 36, wherein the daily dose is about 20 mg.

Claim 39. The use of claim 36, wherein the daﬂy dose is about 40 mg.
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CLAIMS

Claim 1. Use of an antioxidant inflammation modulator (AIM) in the manufa

medicament for reducing weight in a subject in need thereof.
Claim 2. The use of claim 1, where the subject has excess body fat.
Claim 3. The use of claim 1, where the subject is overweight.

Claim 4. The use of claim 1, where the subject’s body mass indey(BMI) is from 25 kg/m*
to 30 kg/m’.

Claim 5. The use of claim 1, where the subject is obese 0;/éxhibits one of more symptoms

of obeéity. /

Claim 6. The use of claim 5, where the obesity is cl/ /ss 1.

Claim 7. The use of claim 1, where the subjecf ”/éMI is from‘30 kg/m® to 35 kg/m>.
Claim 8. The use of claim 5, whefe the 0b/¢i$f is class II.

Claim 9. The use of claim 1, where th

Claim 10. The use of claim 5, Whgg, the obesity is class III.

Claim 11. The use of claim 1, ere the subject’s BMI is from 40 kg/m? to 80 kg/m?.

Y,

Claim 12. The use accordjfig to any one of claims 1-11, wherein the subject is a human

subject.

Claim 13. The use According to any one of claims 1-12, wherein the use also selectively

induces Nrf2 / the subject.

Claim 14, Tife use according to any one of claims 1-13, wherein the use also inhibits

ac on of NF-xB in the subject.
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Claim 15. The use according to any one of claims 1-13, wherein said AIM is a compougd of

the formula:

wherein:
W is an electron withdrawing group;

R; and R, are each independently:

alkoxydiylc<is),  alkenyloxydiylcss), — alky-

alkenylaminodiylc<is, ~or  alkenylamino-

each R; is indepen/f’éntly:

halo, oxo, amino, hydroxyamino, nitro, imino, cyano, azido,

hydrdxx
,,//mercapto, or thio;

alkenylc<iz),  alkynylesiz),  arylesiz),  aralkylecn),
heteroarylc<iz), heteroaralkylcsiz), acylc<iz), alkylidene(c<1z),
alkoxyc<iz), alkenyloxy(c<iz), alkynyloxy(c<iz),  aryloxy(csiz),
aralkoxyc<i2), heteroaryloxyc<iz), heteroaralkoxy(c<iz), acyl-
OXy(c<12), alkylaminoc<iz), dialkylaminocsiz), alkoxyaminocsi),
alkenylamino(c<i2), alkynylaminoc<iz), arylaminoecc<iz), aralkyl-

aminocs1z), heteroarylaminocsiz), heteroaralkylaminoic<ia), alkyl-

92




sulfonylaminoc<iz),  amidoc<izy,  alkyliminoe<o),

aminooxydiylcsig); and
y is from O to §;

or a pharmaceutically-acceptable salt or tautomer of the foy

Claim 16. The use according to any one of claims 1-13, 4

the formula:

wherein: »
W is an elegtron withdrawing group;

R, and Rf are each independently:

hydrogen, hydroxy, alkylc<s), substituted  alkylcss), alkenylcss),
substituted alkenylc<s), alkoxy(css) or substituted alkoxyicss); or
R, and R, are taken together and are alkanediylc«is), alkenediylic<is),

arenediylc<is), alkoxydiyl(cglg), alkenyloxydiylic<ig), — alky-
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laminodiylc<1z),  alkenylaminodiylcsigy, — Of
oxydiylc<is);
each Rj is independently:
hydroxy, halo, oxo, amino, hydroxyamino, nitro, imino, £ ano, ‘azido,
mercapto, or thio; “

alkylc<iny,  alkenylesiz),  alkynylesiz), 31”}’1((::), aralkylc<i2),

heteroarylc<iz), heteroaralkylc<i2), acylgé 2), alkylidene(c<12),

alkoxy(c<12), alkenyloxy(c<i2), alkynyloxy(c<iz),  aryloxy(csiz),

aralkoxy(c<iz), heteroaryloxyc<iz), /eteroaralkoxy(cslz), acyl-

Y.
Y.
7

oxy(cs1y, alkylaminocein), dialky/l inO(Cglz), alkoxyaminoc<i2),
alkenylaminoc<iz), alkynylami //@12), arylaminoc<iz), aralkyl-
aminocs<i2), heteroarylaminoi ’;iz), heteroaralkylamino(c<iz), alkyl-
sulfonylaminoc<i2), arr/l'/ /o(cglz), alkylimino(c;lz), alkenyl-

imino(cgz), alkyny11m1 (C<12)s arylimino(cgz), aralkylimino(cglg),

heteroarylimino(cgz).7” eteroaralkylimino(c<z), acyliminoc<iz) or a
substituted Versiog)/bf any of these groups; or
any two Rj; in (Rg‘,"y‘/ are taken together and are alkanediylic<s),

alkenediyl(g’ifé), arenediylc<is), alkoxydiylc<is), . alkenyloxy-

amino"k ydiylcsig); and

yis from 0 to 8;




Claim 17.  The use according to any one of claims 1-13, wherein said AIM is a compou of

the formula:

wherein:

W is an electron withdrawing group;

R, and R, are each independently: ,

hydrogen, hydroxy, alk}’l((jgg/ﬁ substituted  alkylic<g), alkenylcss),

R; and R, are taken to?fﬁer and are alkanediylc<is), alkenediylicsig),
/alk

arenediylcsis), /alkoxydiylcsis), — alkenyloxydiylcsis), alky-

alkenylaminodiylc<ig), ~or  alkenylamino-

/ heteroarylc<iz), heteroaralkylc<iz),  acylesiz), alkylidene(c<i2),
alkoxyc<iz), alkenyloxy(csiz, —alkynyloxy(csiz), — aryloxy(csiz,
aralkoxy(c<iz), heteroaryloxyc<iz), heteroaralkoxyc<iz, acyl-
0XY(c<12), alkylaminows<ia), dialkylamino(cs<iz), alkoxyamino(csiz),
alkenylamino(c<iz), alkynylamino(csizy, arylaminogsy), aralkyl-

amino(csiz), heteroarylamino(<i), heteroaralkylamino(csiz), alkyl-

sulfonylamino(c<iz), amidocs<iz),  alkyliminocsi), alkenyl-
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imino(c<iz), alkynylimino<iz), arylimino(csiz), aralkyliminom,
heteroaryliminoc<iz), heteroaralkylimino(csiz), acyliminogfi) or a
substituted version of any of these groups; or
any two R; in (R;), are taken together and are a nediyl(cgg),
alkenediylc<is), arenediylicsis), alkoxydiylc< alkenyloxy-
diylc<ig), alkylaminodiylc<is), alkenylaminod'(cg],g), or alkenyl-
aminooxydiyl(c<is); and | /

y is from 0 to 7;

Claim 18. The use according to any one of claims 1-13, whefein said AIM is a compound of
the formula: /
W
0]
wherein:

1 and R, are taken together and are alkanediylc<is), alkenediylic<is),
arenediylc<ig),  alkoxydiylc<ig, — alkenyloxydiylc<s), — alky-
laminodiylc<is),  alkenylaminodiylc<ig), or  alkenylamino-
oxydiylc<isy

each R; is independently:
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hydroxy, halo, oxo, amino, hydroxyamino, nitro, imino, cyano,

alkylcsz),  alkenylcciz), — alkynylesiz, — arylesiz,  apalkylesa),

mercapto, or thio;

heteroarylc<iz), heteroaralkylc<i2), acylcsi2), alidene(cgu),

alkoxycs<i2), alkenyloxy(c<iz)s alkynyloxy(cgz aryloxyc<12),

aralkoxyc<iz), heteroaryloxy(c<iz), heteroarglkoxyc<12), acyl-
0Xy(csi2), alkylaminoc<iz), dialkylamino ), alkoxyaminoc<12),

alkenylamino(c<i2), alkynylamino(cm),/rylamino(cslz), aralkyl-

amino(c<iz), heteroarylaminoc<iz), he/t,roaralkylamino(cgm, alkyl-

sulfonylaminoc<iz),  amidocsia),/ alkylimino(cglz),' alkenyl-

imiHO(cglz), alkynylimino(cglz), "i’ylimino(cglz), aralkylimino(cslz),

ANy

heteroaryliminocsiz), heteroayalkylimino(csiz), acylimino(csizy or a

substituted version of any ¢ Cthese groups; or

any two Rz in (Rs), are (;",ken together and are alkanediylc<is),

alkenediylc<is), ar ediylc<is), alkoxydiylcsis), alkenyioxy—
diylcers), alkylamit

odiylc<is), alkenylaminodiylc<is), or alkenyl-

/
aminooxydiylcéis); and

yis from O to 6;

or a pharmaceutically-acceptabls /salt or tautomer of the formula.
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Claim 19. The use according to any one of claims 1-13, wherein said AIM is a compouy i

the formula:

wherein:
W is an electron withdrawing group;
R, and R; are each independently:
hydrogeh, hydroxy, alkyl ng), substituted alkylces), alkenyl(csg),
substituted alkenyl ¢ ;g), alkoxy(css) or substituted alkoxy(c<s); or
R; and Ry are taken i‘;gether and are alkanediylc<s), alkenediylic<ig),
arenediyl(cg/"; alkoxydiyl(c<is), alkenyloxydiyl(cslg), alky-
laminodiy (Cg] s,  alkenylaminodiylcas), — or alkehylamino-
oxydiyl, ésm; ‘
each Rj is indepen)c}i}ltly:
hydroxyz;’/l alo, oxo, émino, hydroxyamino, nitro, imino, cyano, azido,
ercapto, or thio;
alkenylic<iy,  alkynylc<iz), aryl(cgm, aralkyl(c<ia),
heteroarylc<iz), heteroaralkylc<iz),  acylc<i2), alkylidenec<iz),
alkoxy(c<12), alkenyloxyc<12), alkynS’]OXY(cs12), aryloxy(csi2),
aralkoxy(c<12), heteroaryloxy(c<iz), heteroaralkoxyc<iz), acyl-
oxy(c<12), alkylamino(cs<iz), dialkylamino(csiz), alkoxyamino(c<iz),
alkenylamino(c<i), alkynylaminoc<iz, arylaminocsiz), aralkyl-

amino(c<i2), heteroarylaminoc<iy), heteroaralkylamino(cs<iz), alkyl-
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sulfonylaminoc<iz), amidog<iz),  alkyliminocsp), — al yl-
imino(c<iz), alkynylimino<iz), arylimino(csia), aralkylimjifoc<i2),
heteroaryliminoc<iz), heteroaralkyliminosi), acylimindc<ia) or a
substituted version of any of these groups; or

any two R; in (Rs), are taken together and are/ Ikanediyl(c518),
alkenediylc<ig),  arenediyl(cs<ig), alkoxydiylg), alkenyloxy-
diylic<is), alkylaminodiylc<is), alkenylamir}iyl(cgg), or alkenyl-

aminooxydiylcsigy; and /

y is from O to §;

Claim 20. The use of any one of claims 15 to 19, whereiy/

,Claim 21. The use of claim 15, wherein said AIM 1s

HsC.  CHj

21

22

NC

O e

hydrogen, hydroxy, halo, oxo, amino, hydroxyamino, nitro, imino, cyano,

azido, mercapto, or thio; or

alkylcaz,  alkenylc<izy,  alkynylcaz,  arylesiz, — aralkylesiz),

heteroarylc<iz), heteroaralkylc<iz), acylcsiz), alkylidenec<iz),
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alkoxy(c<i2), alkenyloxycstz), alkynyloxy(csiz), aryloxy(csiz),
OXY(c<i2), heteroaryloxyc<iz)s heteroaralkoxy(c<i2), acylg y(Cglz),
alkylamino(c<iz), dialkylaminocs<iz), alkoxyaminocsiy, alkenyl-
amino(c<iz), alkynylaminocsi2), arylamino(c<iz), amino(cgu),
heteroarylamino(c<iz),  heteroaralkylamino(cs1a), alkylsulfonyl-
amino(c<12), amido(cg1z), alkyliminoc<iay, 1keny1imin0(cgm,
alkynylimino(c<iz), aryliminogsiz), aralkylis in()(cgiz}, heteroaryl-
imino(c<12),  heteroaralkyliminocxia), / gcylimino(cgz) o or a
substituted version of any of these grc},

Vi . . . .
/yamino, nitro, cyano, azido,

Y is hydrogen, hydroxy, halo, amino, hydro;
mercapto, alkylc<iz), alkenylc<ia, %7/

heteroarylc<iz), heteroaralkylc<i2 ,// acylcsiz), alkoxycsiz), alkenyl-
(C<12) (Cs12) (c<12) (cs12)

ylcs12), arylsiz), aralkylc<i),

0XY(c<12), alkynyloxy(csiz), aryloxy/éslz), aralkoxy(c<i2), heteroaryloxyc<iz),
heteroaralkoxyc<i2), acyloxyy é/u), alkylamino(c<iz), dialkylamino(csiz),
alkoxyaminoc<i), alkenylar 'ino(csu), alkynylaminoc<iz), arylaminoc<iz),
aralkylaminoc<iz), hete t;arylamino(cgu), heteroaralkylaminoc<izy or '
alkylsulfonylamino(cg, /)/, and

or a pharmaceutically-acceptable 8 At or tautomer of the formula.
Claim 22. The use of claim 21, w, /érein said AIM is bardoxolone methyl.

Claim 23. The use of claimﬂ,f”' 2, wherein at least a portion of the bardoxolone methyl is

R,

present as a crystalling’ form having an X-ray diffraction pattern (CuKea) comprising

significant diffractio; ’/‘peaks at about 8.8, 12.9, 13.4, 14.2 and 17.4 °26.

Claim 25. THe use of claim 22, wherein at least a portion of the bardoxolone methyl is
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Claim 26. The use of claim 25, wherein the T, value 1s in the range of about 1'20 °C to # - out

135 °C.

Claim 27. The use of claim 26, wherein the T, value is in the range of about 12 to about
130 °C.

Claim 28. The use according to any one of claims 1-27, wherein the sufffcient amount of to

Y4

reduce the subject’s weight is a daily dose from about 0.1 mg to aboit 30 mg of the AIM.
/
Claim 29. The use according to any one of claims 1-27, whergﬁhe AIM is administered

orally, intraarterially or intravenously.

Claim 30. The use according to any one of claims 1-27,

hard or soft capsule or a tablet.

Claim 32.
copolymer (1:1).

Claim 33. The use according to any 9 ‘"“)e of claims 1-32, where the weight of the subject has

e of claim 35, where the BMI of the subject has been measured prior to

administep/ng the AIM and will be measured after administering the AIM.

Claim 37. The use according to any one of claims 1-36, wherein the subject also suffers

fr renal disease, cardiovascular disease, diabetes, autoimmune disease, respiratory
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disease, neurodegenerative disease, liver disease, infectious disease, cancer or has of will

undergo transplant.

Claim 38. The use according to any one of claims 1-36, wherein the subject ddes not also
suffer from renal disease, cardiovascular disease, diabetes, autoimphune disease,

respiratory disease, neurodegenerative disease, liver disease, infectious disease, or cancer.

Claim 39. The use according to any one of claims 1-36, where the subjgct has diabetes.
Claim 40. The use according to any one of claims 1-36, where fhe subject does not have
diabetes.

Claim 41. The use according to any one of claims 1-36, /here the subject exhibits one or

more symptoms of diabetes.

'Claim 42. The use according to any one of claimsﬁ,/—36, where the subject does not exhibit

any symptoms of diabetes.

Claim 43. The use according to any one , :

identified as having diabetes.

Claim 44. The use according to an / one of claims 1-36, where the subject has been

identified as not having diabetes/

Claim 45. The use according_;b any one of claims 1-36, where the level of a marker of

Claim 46. The use accyf /ding to any one of claims 1-36, wherein the subject has elevated

levels of at leas;/ne biomarker associated with diabetes, cardiovascular disease, renal

disease, fatty lj¥er disease or metabolic syndrome.

[

Claim 47. Thg use according to any one of claims 1-36, wherein the subject does not have
elevated/levels of at least one biomarker associated with diabetes, cardiovascular disease,

rensease, fatty liver disease or metabolic syndrome.
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Claim 48. The use according to any one of claims 1-36, wherein the subject does not ave
elevated levels of any biomarker associated with diabetes, cardiovascular diseagé, renal

disease, fatty liver disease or metabolic syndrome.

Claim 49. The use according to claims 46 or 47, wherein the biomarker . a marker of

insulin resistance, leptin resistance, adiponectin resistance, cardiovascul

dysfunction.

Claim 50. The use of claim 49, wherein the biomarker is a marker ofinsulin resistance.

Claim 51. The use of claim 50, wherein the biomarker is fastin/f lucose or hemoglobin Alc.

Claim 52. The use of claim 49, wherein the biomarker is 2 arker of leptin resistaﬁce.

/

Claim 53. The use of claim 49, wherein the biomarkeg/' é/a marker of adiponectin resistance.

Claim 54. The use of claim 53, wherein the biomg e:r is adiponectin.

Claim 55. The use of claim 49, wherein the b1 {marker is a marker of cardiovascular stress.
Claim 56. The use of claim 55, Wherein/, ;e biomarker is circulating endothelial cells or C-

. . /
reactive protein. /

Claim 57. The use of claim 55, wt drein the biomarker is circulating endothelial cells.

Claim 58. The use of clainy’ 57, wherein the biomarker is INOS-positive circuléting

endothelial cells.
Claim 59. The use of c 1m 49, wherein the biomarker is a marker of renal diseaée.
Claim 60. 4f claim 59, wherein the biomarker is serum creatinine.
Claim 61. se of claim 59, wherein the biomarker is cystatin C.

Claim 62. he use of claim 59, wherein the biomarker is uric acid.
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Claim 63. The use according to any one of claims 1-36, where the subject has chfbnic

kidney disease (CKD) or exhibits one or more symptoms of CKD.

Claim 64. The use according to any one of claims 1-36, where the subject ,,’-:I not have

chronic kidney disease (CKD)

Claim 65. The use according to any one of claims 17-36, where the - does not exhibit

any symptoms of CKD. /

Claim 66. The use according to any one of claims 1-36, wl}re the subject has been
identified as having CKD. /

Claim 67. The use according to any one of claims 1- 6, where the subject has been

identified as not having CKD.

serum creatinine level of 1.5-3.0 mg, ’L where the subject is a human male.
Claim 70. The use of claim 63, wh’}e the CKD is stage 4.

Claim 71. The use according/b any one of claims 1-36, where the subject does not have

stage 4 chronic kidney (}""lease (CKD).

Claim 72. The use ac/c//rding to any one of claims 1-36, where the subject has diabetic

nephropathy (DI>I//0r exhibits one or more symptoms of DN.
y

Claim 73. The yse according to any one of claims 1-36, where the subject does not have

diabetic ngphropathy (DN)

Claim 74. The use according to any one of claims 1-36, where the subject does not exhibit

any/'symptoms of DN.
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Claim 75. The use of claim 72, where the subject has been identified as having DN.
Claim 76. The use of claim 72, where the subject has been identified as not having ]

Claim 77. The use according to any one of claims 1-36, where the level of a parker of DN

in the subject has been measured or will be measured.

Claim 78. The use according to any one of claims 1-36, where the ad; nistering results in

an improvement in estimated glomerular filtration rate (eGFR) of/ he subject.

Claim 79. The use of claim 78, where the administering reduces the level of serum

creatinine in the subject.




Claim 88. The use of claim 85, where the subject has been identified as not having ip "

resistance.

Claim 89. The use according to any one of claims 1-36, where the level of marker of

insulin resistance in the subject has been measured or will be measured.

Claim 90. The use of claim 84, where the level of hemoglobin Alc in e subject has been

measured or will be measured.

Claim 91. The use of claim 84, where a blood sugar level of the glibject has been measured
/
or will be measured.

/

Claim 92. The use of claim 84, where the administering/‘/educés the level of hemoglobin
Alc or fasting blood glucose in the subject. /
*Claim 93. The use of claim 91, where a fasting/glucose level of the subject has been

measured or will be measured.

Claim 94. The use of claim 84, where th insulin sensitivity of the subject has been -

measured or will be measured by a h finsulinemic euglycemic clamp test.

Claim 95. The use of claim 84, wherg/a glucose disposal rate (GDR) in the subject has been

measured or will be measured. Vs

Claim 96. The use according’,"o any one of claims 1-36, where the subject has glucose

intolerance or exhibits opé or more symptoms of glucose intolerance.

Claim 97. The use acg"/ding to any one of claims 1-36, where the subject does not have

glucose intolerangé.

Claim 98. The yge according to any one of claims 1-36, where the subject does not exhibit

any symptgms of glucose intolerance.

Claim 99. The use of claim 96, where the subject has been identified as having glucose

intoderance.
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Claim 100.  The use of claim 97, where the subject has been identified as not having glfcose

intolerance.

Claim 101.  The use according to any one of claims 1-36, where the level of £ marker of

glucose intolerance in the subject has been measured or will be measured. /

Claim 102.  The use of claim 96, where the level of hemoglobin Alc in subject has been

measured or will be measured.

Claim 103.  The use of claim 96, where a blood sugar level of the ghibject has been measured
/

or will be measured. /

#

Claim 104.  The use of claim 96, where the administeringy{/educves the level of hemoglobin

Alc or fasting blood glucose in the subject.

'Claim 105.  The use of claim 103, where a fasting /glucose level of the subject has been

measured or will be measured.

Claim 106.  The use of claim 96, where th insulin sensitivity of the subject has been -

measured or will be measured by a hyp'”'ﬁrinsulinemic euglycemic clamp test.

Claim 107.  The use of claim 96, wher /a glucose disposal rate (GDR) in the subject has been

measured or will be measured. /

Claim 108.  The use according t; "any one of claims 1-36, where the subject has cardiovascular

disease (CVD) or exhib‘i/*/ one or more symptoms of CVD.

/
Claim 109.  The use accgrding to any one of claims 1-36, where the subject does not have

cardiovascular dig base (CVD) or does not exhibit any symptoms of CVD.

Claim 110.  The yge according to any one of claims 1-36, where the subject does not exhibit

any symptgms of CVD.

Claim 111. /'The use according to any one of claims 1-36, where the subject has been

idtiﬁed as having CVD.
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Claim 112.  The use according to any one of claims 1-36, where the subject has ."l

identified as not having CVD.

Claim 113.  The use according to any one of claims 1-36, where the level of a ma j of CVD

in the subject has been measured or will be measured.

Claim 114.  The use according to any one of claims 1-36, where the nugiber of circulating
endothelial cells (CECs) in the blood of the subject has been /“ easured or will be
measured. /

Claim 115.  The use of claim 114, where the CECs are iNOS-p /itive circulating endothelial 7

cells.

. y
Claim 116.  The use of claim 108, where the adminjétering also reduces the level of

circulating endothelial cells in the subject.

Claim 117.  The use of claim 116, where theﬁ/ydministering also reduces the level of

hemoglobin Alc or fasting blood glucose in /the subject.

Claim 118.  The use according to any onebf claims 1-36, where the subject has fatty liver

disease (FLD) or exhibits one or mg)/’é symptoms of FLD.

Claim 119.  The use according to afy one of claims 1-36, where the subject does not have

fatty liver disease (FLD) or és not exhibit any symptoms of FLD.

Claim 120.  The use accordir 4 to any one of claims 1-36, where the subject does not exhibit

any symptoms of FLI

Claim 121.  The use /,*‘é:cording to any one of claims 1-36, where the subject has been

i the subject has been measured or will be measured.
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Claim 124.  The use according to any one of claims 1-36, where the subject has been

identified as having cancer.

Claim 125.  The use according to any one of claims 1-36, where the / has been

identified as not having cancer.

Claim 126.  The use according to any one of claims 1-36, ,.ubject has been

identified as having cancer and diabetes.

Claim 127.  The use according to any one of claims 1-36, wh /e the subject has been

identified as not having cancer and diabetes.

reduced significantly.

Claim 129.  Use of a compound of the formula,

in tife manufacture of a medicament for reducing a subject’s weight, wherein:
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(a) at least a portion of the compound is present as an amorphous form h
an X-ray diffraction pattern (CuKa) with a halo peak at approxfmately
13.5 °20, substantially as shown in FIG. 1C, and a T, from abouy/120 °C to
about 135 °C; and

(b)  where the subject has been identified as
(i) being overweight or obese; and

(1)  not having diabetes.

Claim 131.  The use of claim 130, wherein the subject is a human gnd the amount is a daily

dose from 5 mg to 50 mg.

Claim 132.  The use of claim 131, wherein the daily dose is 3 /é)ut 10 mg.
/

Claim 133.  The use of claim 131, wherein the daily dos/ As about 20 mg.

, /
Claim 134,  The use of claim 131, wherein the daily dose is about 40 mg.




