CLAIMS

compound of the formula:
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or a pharmaceutically acceptable salt or tautomer thereof, in the manufacture of a

medicament for treating or preventing chronic kidney disease (CKD) or acute renal

injury in a patient in need thereof, wherein the medicament comprises a

pharmaceutically effective amount of the compound, and

wherein the patient has been identified as not having at least one of the following
characteristics:
(a) a history of left-sided myocardial disease;

(b) an elevated B-type natriuretic peptide (BNP) level; and

(c) an elevated albumin/creatinine ratio (ACR).: and

23.  The method-use of ettherclaim 1 er2, wherein the patient has been identified as not having

at least two of the characteristics.

34. The method-use of either claim 1 or 2, wherein the patient has been identified as not having
atleastall -three of the characteristics.
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84. The method-use according to any one aceerdingto-any-one-of claims 1-3-4-and-6-7, wherein

the patient does not have a history of left-sided myocardial disease.

1+45.  The method-use according to any one of claims 1-++4, wherein the patient does not have
an elevated BNP level.

166. The methed-use according to any one of claims +51-5, wherein the elevated-patient does

not have a BNP level is-greater than 200 pg/mL.

+7#7.  The methed-use according to any one of claims 1-+66, wherein the patient does not have
an elevated ACR.
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198. The methed-use according to any one of claims +81-7, wherein the elevated-patient does

not have an ACR -is-greater than 300 mg/g.

209. The methed-use according to any one of claims 1-849, wherein the patient’s estimated

glomerular filtration rate (eGFR) is greater than or equal to 45 mL/min/1.73 m2.

2110. The method-use according to any one of claims 1-820, wherein the patient’s eGFR is

greater than or equal to 60-20 mL/min/1.73 m?.

2811. The method-use according to any one of claims 1-2710, wherein the patient has been

identified as having chronic obstructive pulmonary disease (COPD).

2912. The method-use according to any one of claims 1-2710, wherein the patient has been
identified as not having COPD.
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4513. The method-use according to any one of claims 1-3912, wherein the patient does not have
stage 4 CKD.

4614. The method-use of claim 4513, wherein the patient does not have stage 3 or stage 4 CKD.
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4715. The method-use of claim 4614, wherein the patient does not have stage 2, stage 3, or stage
4 CKD.

5216. The method-use according to any one of claims 1-5}15, wherein the patient has been

identified as having cancer.

5317. The method-use according to any one of claims 1-5+15, wherein the patient has been

identified as not having cancer.

5418. The method-use according to any one of claims 1-5+17, wherein the patient has been
identified as having type 2 diabetes.

5519. The method-use according to any one of claims 1-5+17, wherein the patient has been
identified as not having type 2 diabetes.
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[~
R, CHs @,
Riis —CNL hato, —=Clwor —COOR wherein R ts —OH. alkoxyicr o —NHo.
atleylamino -4 or—NH—S{Op—alepkcr 4y
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—H—OH—SH—CN—FE—CE;;—NH0r=NCO;
—atkanediyvhe<g—Riy—alkenedivhcss—Ro-orasubstituted-version-of any-of
these-groups;-wheretnRy-is:

oxy(czsy—heteroaryloxycssy—acyloxycssy—atkylaminocssy
aminocss;——amidocssy————OC(ONH—atkykcsy;;
—OC(O)YCHNHCE(Q)O—-butyl—OCH —alkylthiocss)—or-a
stituted version of » ;

—CH2)CO) R whereinmris0—6-and Reis:

arykesgy—heteroeyeloatkylcsyatkoxycssatkenyloxy sy
aryloxycss;—aratkoxycss;—heteroaryloxycss—aeyloxycssy;
sulfonylaminocs,—amidocss—NH—alkoxyc<gy—NH—
heteroeyeloalkylcss;——NHCINOH)—alkydc<—NH-

Roand R taken together, are —O— or =NRy— wherein Ry is
hydrogen-oratkykcror
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Re—and—Ri—taken—together—are —O—or—NRo——wheretnRa—is
hydrogen-oraleyhc<yi-or
—NHCE(O)Re—whereinReis:
aryhesg—heteroeyeloatkyhess,—atkoxycsgr—aryloxyesey
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Ri—is—CNhale;—CH—or —C(O)R—wherein Ro—is—OH—altkexyyci 47— NHo;
alerdamineciayor—NH-—S(O)—alorkcr 4y

Ro-ishydrogen-ormethyk:

Ri-andRy-are-each

—atkanedivh ooy —Ri—atkenediyl ces —Rin—orasubstitted-verston-of-any-of
these-croups—whereRy-is:
oxycss)—heteroaryloxycss—acyloxycsy—alkylaminocss);
amiRo sy ——amidocss——OC(O)NH—alkeylc<s);
—OC(OYCHNHC(O)O—-butyl, —OCH,—alkylthiocss)—ora
betituted vorsion of » ;

arykess)—heteroeyeloalkylcssy—atkoxycsy)—atkenyloxycssy
aryloxycssy—aratkoxycss—heteroaryloxycssacyloxycssy
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e e e e e
hydrogen-or-alkykcss-or
Re—and-—Ri—taken—together—are —O—or—NRy——wherein—Rua—is
hydrogen-oralkyhcyior
—NHE(O)Re-whereinReis:

aryhesg—heteroeyeloatkyhess,—atkoxycsg—aryloxycssy
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R> Hj .
Riis —CNGhator —Claor —CeORwherein Rt —OH atkoxyicr oo —NHo
sleckitinen ) C oot SO —adledh o L

—H—OH—SH—CEN—F—CFE;:—NHor=NCO:

ateyhessy—atkenyhesyatkynyhessaryhesioaratieyhesioheteroarykcssy
heteroeyeloatiorhcsiayatkoxycsyarploxycn-acyloxywcss—atkyl-
aminocss;—dialkylaminocss;—atkenylaminocs—arylaminocssy
aralicylaminocss;——alkylthiocss;—aeylthiocss—alkylsalfonyl-
aminowesy,, or substituted versions of any of these groups:

—atkanedivh oo =R —alkenedivhcos =Ry or a substituted version ol any ol
these-groupss-wheretn Rois:

B ’ ’ B
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oxycss)—heteroaryloxycss—aeyloxycss—altkylaminocss);
aratkylaminoccs—heteroarvlaminocs——atkylsuHonyl-
amhocss);;——amidocss;———OC(O)NH—atkeykcssy:
—OC(O)CHNHE(O)O—1-butyl, —OCH—alkylthiocss)-or-a
substittted-verston-of-any-ol these-eroups:

— o e evhere i - Gand 2 e

arykcss);heteroeyeloatkyhcssy—atkoxycsy)—atkenyloxycssy
aryloxycsg)—aratkoxycss;—heteroaryloxycsg—aeyloxycssy
sulforylaminoec<s—amidocssy—NH—alkexyc<sm—NH—
heteroeyeloatieyhccs;—NHEMNOH) —alkyhcss;—NH-
amtdocay-or-a-substittted-verston-ofany-of these-groups:

e e L s s e S o
hydrogen-oratkyhccyi-or

Re—and—Ri—taken—together—are —O—or—NRo——wheretnrRa—is
hydrogen-oratkyhe<yof

—NHE(O)Re-whereinReis:
aryhesg—heteroeyeloatkyhess,—atkoxycsgr—aryloxycssy
o, c<y -diatorlamine csy arykamino, cog -orasubstitited
version ol any of these groups:
or-a-pharmaceutically-acceptable salt-ortantomer-thereot:
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23120. The methed-use according to any one of claims 1-19230, wherein the patient is a human

patient.
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—H—OH—SH—CEN;—F—CFE:;;—NH20r=NCO:;

alkylc<s)—atkenyhcssy—alkynyhessaryhesi—aralkykcsinheteroarylessy;
heteroeyeloalieylccioalkoxycssraryloxycanyaeyloxycssalkyl-
aminecss);—dtalcaminecss)—atkerylaminocss)—arylaminocss)y;
aralkylaminoczs;—atkylthioczs;—aeylthiocg—alkylsulfonyl-
#MHOC oy orstbstittted-verstons-ofany-olthese-eroups:
—atkanediyhcss—Ror—alkenediylc<s)—Ru-or-asubstituted-version-of-any-of
these groups, wherein Ry is:
heteroarykcssr—atkoxycssr—atkenyloxycss—aryloxycss—aralic
oxycsg)—heterearyloxycss—aeyloxycs—atkylaminocssy
diatkylaminoecss—atkenylaminoc<g——aryaminocssy;
aralloylamine ces;——heteroarylaminocss;—alkylsulfonyl-
aminocsy;——amidoess;;————OC(O)NH—alkylessy;
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—OCOHEH NHEOO—+-butyk—OCH  —alkevthio c<y —ora
beti | ) ‘ ol :
—(CH2), CO)R whereinm-is-0—6-and Reis:

ateykess—atkenyhess—atkynyhessy—aryhessy—aratkyhess—hetero-
arykessy—heteroeyeloatkyhessatkoxycssatkenyloxycss)
aryloxycsgy—aratkoxycsy;—heteroaryloxywcssy—aecyloxywcssy
atkoytamine o<y —diatkylamino csy —arytamino, cog —abked-
suHonylamino o amido,cane —NH—alkoxy,covc - —NH-—
heteroeyeloatkyt cog i NHENOH) —atkoyt ooy ——NH-
amido, <y or-astbstitted-verston-ofany-ofthese-groups:

—NHCE(O)Re-whereinReis:

aleylcss)—atkenykcssy—alloyyless—arylessy—aralkylcss;—hetero-
arylcssy—hetereeyeloalkylcss—alkoxycsg—aryloxycss)y
aratkoxyc<s—heteroaryloxycss—aeyloxyc<s—alkyl-
amme@s&;diaﬂeyiammeg@g&rapyhmmeg@gg;r%a—s&bsﬁ%u{ed

23421. The methed-use according to any one of claims 2331-20, wherein at least a portion of the

compound is present as a crystalline form having an X-ray diffraction pattern (CuKo)

comprising significant diffraction peaks at about 8.8, 12.9, 13.4, 14.2 and 17.4 °20.
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23522,

23623.

23724,

23825.

23926.

24427.

24528.

24629.

The method—use of claim 23421, wherein the X-ray diffraction pattern (CuKa) is
substantially as shown in FIG. 1A or FIG. 1B.

The methed-use according to any one of claims 2331-20, wherein 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

transition glass temperature (Ty).

The method-use of claim 23623, wherein the T, value is in the range of about 120 °C to
about 135 °C.

The method-use of claim 23724, wherein the T, value is in the range of about 125 °C to
about 130 °C.

The methed-use according to any one of claims 1-23825, wherein the pharmaceutically

effective amount is a daily dose from about 0.1 mg to about 300 mg of the compound.

The methed-use of claim 23926, wherein the daily dose is from about 2.5 mg to about 30

mg of the compound.

The method-use of claim 24427, wherein the daily dose is about 2.5 mg of the compound.

The method-use of claim 24427, wherein the daily dose is about 5 mg of the compound.
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24730. The method-use of claim 24427, wherein the daily dose is about 10 mg of the compound.

24831. The method-use of claim 24427, wherein the daily dose is about 20 mg of the compound.

24932. The method-use of claim 24427, wherein the daily dose is about 30 mg of the compound.

25733. The methoed—use according to any one of claims 1-23832, wherein the ecempound—is

administeredmedicament i1s formulated for administration orally, intraarterially or

intravenously.
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25934. The method—use according to any one of claims 1-23833, wherein the compound
medicament is formulated as a solid dispersion comprising (i) the compound and (ii) an

excipient.

26035. The method-use of claim 25934, wherein the excipient is a methacrylic acid — ethyl acrylate

copolymer.

26136. The method-use of claim 26035, wherein the copolymer comprises methacrylic acid and

ethyl acrylate at a 1:1 ratio.
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