alkyl, C3-C8 cycloalkyl, -(CH2)n-OR8, «(CH2)m-NR8(R9), —(CH»),-R7, or cyano, wherein
each alkylene is optionally substituted with C1-C4 alkyl;

each R5 is individually and independently hydrogen, C1-C6 alkyl, deutero-C1-C6
alkyl wherein the alkyl chain is partially or completely deuterated, branched C3-C8 alkyl,
halogen, cyano, fluoro-C1-C6 alkyl wherein the alkyl chain is partially or completely
fluorinated, —(CH2)m-C(O)NRE(RY), «(CH2)m-C(O)R7, —(CH;)n-OR8, —(CH,),;,-NR8(R9), or
—(CH2)w-R7, wherein each alkylene is optionally substituted with C1-C4 alkyl;

each R6 is individually and independently hydrogen, C1-C6 alkyl, branched C3-C8
alkyl, C3-C8 cycloalkyl, —(CH2)m-CN, (CH3)m-ORS8, -(CH3),-NR8(R9), or ((CH3)n-R7,
wherein each alkylene is optionally substituted with C1-C4 alkyl;

each R7 is independently and individually selected from the group consisting of
H H H H H
w N N_#

R TN A Tt it gty
SN @ d g
00 H
and wherein the symbol (##) is the point of attachment to respective W, R5 or R6 moieties
containing a R7 moiety;
each R7 is optionally substituted with —(R10),,;
each R8 and R9 is individually and independently hydrogen, C1-C6 alkyl, fluoro-C1-
C6 alkyl wherein the alkyl chain is partially or completely fluorinated, or branched C3-C8
alkyl;
each R10 is individually and independently C1-C6 alkyl, -(CH»)n-CN, —(CH»),,-OR3,
—(CH)»-NRE(R9), or —(CHj)x-C(O)-R6, wherein each alkyl or alkylene is optionally
substituted with one or two C1-C6 alkyl;
wherein each alkylene is optionally substituted with C1-C4 alkyl
each m is individually and independently 0, 1, 2, or 3; and
eachpis 0, 1, 2, or 3.

07 1aj A compound of Formula |,
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and wherein the svmbol (%) 18 the pont of attachment to the pyrimidine ring:

each G molety mav be further substituted with one. two, or three B4 moteiies:

INNIERIRY or -

CUOWNIREVRY . and where i optionally substituted by one,

RS moieties:

s

w0, or three

X1 and X2 are individually and independently hvdrogen or C1-C6 alkvl:

2 1 is hvdrogen, C1-C6 all

or comnletelv deuterated. or branched C3-C

B2 is hvdrogen,

1

or completely deuterated.,

wherein the alkvlis fullv or

el

or completely deuterated, branched C3 alkvl, C3-C8 eveloalkvl |

5

wherein the alkvl is fully or vartially fluorinated or g 3-8 membered heterocvele:

~ o [

cach R4 1s mdividually and independently hvdroeen, haloven, C1-C6 alkvl, fluore

C1-06 alkyl wherein the alkyl chain 1s partiallv or comnletely fluorinated. branched C3-C8

‘(N

in the alkvl chain is partiallv or completelyv deuterated. branched C3-C8 allvl,

haloeen. cvano. {luore-C1-CH alkvl wherein the aillvl

»»»»» {CH-1,,-R7. wherein each alkylene is optionally su




Fach R6 is individually and indenendently
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and wherein the syimbol (88 1s the noint of attachment o respective W,

containing a R7 mojetv:

/
!

each R7 is optionally substituted with —(R10},:

each K8 and RY 15 individuallv and independently hvdrocen, C1-C6 alkvl, fluora-C

AN

6 alkvl wherein the alkvl chain is partiallv or compisiely fluorinated, or branched (3-8

each R10 is individuallyv and independenty C1-C6 alkvl, (€ —(CH»3-OR3.

1 oalkvl or aliviene 1 ontlonaly

substiuted with one or two ¢

wherein each alkviene is ontionallv sy

cach mois individua denendentiv 0, 1.2 or 3: and
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[0012] In one embodiment of Formula I, A is -N(R2)R3.

[0013] In one embodiment of Formula I, A 1s G.

[0014] In one embodiment of Formula I, W is C5-C6heteroaryl optionally substituted by
one, two, or three R5.

[0015] In one embodiment of Formula I, W is -NHC(O)R6, -NHC(O)R7, or -
NHC(O)N(R8)RO.

[0016] In one embodiment of Formula I, W is -NHC(O)R6.




solid tumors, melanomas, glioblastomas, ovarian cancer, pancreatic cancer, prostate cancer,
lung cancers, breast cancers, renal cancers, hepatic cancers, osteosarcomas, multiple
myelomas, cervical carcinomas, metastasis of primary tumor sites, cancers that are metastatic
to bone, papillary thyroid carcinoma, non-small cell lung cancer, colonic cancers, rheumatoid
arthritis, osteoarthritis, multiple sclerosis, autoimmune nephritis, lupus, Crohn’s disease,
asthma, chronic obstructive pulmonary disease, osteoporosis, mastocytosis, or mast cell
leukemia, the method comprising administering to a patient in need thereof an effective
amount of a compound of formula L.

[0130] In some embodiments, the present disclosure provides the use of a compound of
Formula I, or a pharmaceutically acceptable salt thereof, in the treatment of glioblastomas,
breast cancers, pancreatic cancers, metastasis of primary tumor sites, or cancers that are
metastatic to bone, the method comprising administering to a patient in need thereof an
effective amount of a compound of formula I.

[0130a] In one aspect, the present disclosure provides a use of a compound as

disclosed herein in the manufacture of a medicament for the treatment of easees
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FepEee b s ative—diseases—seohd—tumers—melanomas, glioblastomas, ovarian cancer,

pancreatic cancer, prostate cancer, lung cancers, breast cancers, renal cancers, hepatic

cancers, osteosarcomas, multiple myelomas, cervical carcinomas, metastasis—of-primary

twmer-sites—cancers that are metastatic to bone, napitar—thyreid-eareineme-non-small cell
lung cancer, colonic cancers, rheumatoid arthritis, osteoarthritis, multiple sclerosis,

autoimmune nephritis, lupus, Crohn’s disease, asthma, chronic obstructive pulmonary

disease, or 0SteOporosis—rastoeytasis-or-mast-celtenkenia,

[0131] In some embodiments, the présent disclosure provides for the use of a compound
of Formula 1, or a pharmaceutically acceptable salt thereof, for the manufacture of a
medicament for the treatment of cancer, gastrointestinal stromal tumors, hyperproliferative
diseases, metabolic diseases, neurodegenerative diseases, solid tumors, melanomas,
glioblastomas, ovarian cancer, pancreatic cancer, prostate cancer, lung cancers, breast
cancers, renal cancers, hepatic cancers, osteosarcomas, multiple myelomas, cervical
carcinomas, metastasis of primary tumor sites, cancers that are metastatic to bone, papillary
thyroid carcinoma, non-small cell lung cancer, colonic cancers, rheumatoid arthritis,
osteoarthritis, multiple sclerosis, autoimmune nephritis, lupus, Crohn’s disease, asthma,

chronic obstructive pulmonary disease, osteoporosis, mastocytosis, or mast cell leukemia.
18



[0131a] In one aspect, the present disclosure provides a use of a compound as

disclosed herein in the manufacture of a medicament for the treatment of glioblastomas,

breast cancers, pancreatic cancerss—aietastasis—of-prisnary—tumor—sites; or cancers that are
metastatic to bone.

[0132] In certain embodiments, the present disclosure provides for the use of a compound
of Formula I, or a pharmaceutically acceptable salt thereof, for the manufacture of a
medicament for the treatment of glioblastomas, breast cancers, pancreatic cancers, metastasis
of primary tumor sites, or cancers that are metastatic to bone.

[0132a] In one aspect, the present disclosure provides a compound as disclosed herein,
or a pharmaceutically acceptable salt thereof, for use in the treatment of eanees

oy i I cenaas netnkoalio & POAP PN
LT L8 RN w5 s L wihe by TERCTICOROTY L¥ 3 W A e TN

saateointen P ol £33 < %
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neurodegenerative—diseases—solid—tumors—melanomas, glioblastomas, ovarian cancer,

pancreatic cancer, prostate cancer, lung cancers, breast cancers, renal cancers, hepatic

cancers, osteosarcomas, multiple myelomas, cervical carcinomas, metastasis—ef—primary

tumer-sites—cancers that are metastatic to bone, papittamy—thyrotd-earemerta-non-small cell
lung cancer, colonic cancers, rheumatoid arthritis, osteoarthritis, multiple sclerosis,

autoimmune nephritis, lupus, Crohn’s disease, asthma, chronic obstructive pulmonary

disease, or osteoporosis—astocytasis—ormast-cel-tenkemia.

[0132b] In another aspect, the present disclosure provides a compound as disclosed

herein, or a pharmaceutically acceptable salt thereof, for use in the treatment of

glioblastomas, breast cancers, pancreatic cancers;—retastasis—ef—pritrary-—-tamor—sites: or

cancers that are metastatic to bone.

[0133] The details of the invention are set forth in the accompanying description below.
Although methods and materials similar or equivalent to those described herein can be used
in the practice or testing of the present invention, illustrative methods and materials are now
described. Other features, objects, and advantages of the invention will be apparent from the
description and from the claims. In the specification and the appended claims, the singular

forms also include the plural unless the context clearly dictates otherwise. Unless defined
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CLAIMS
What is claimed is:

1. A compound of Formula I,

Formula I

or a pharmaceutically acceptable salt, enantiomer, stercoisomer, or tautomer thereof,
wherein
A is taken from the group consisting of ~N(R2)R3 and G;

G is selected from the group consisting of

phem———
N N N N N N N N
SO0000QY

and wherein the symbol (**) is the point of attachment to the pyrimidine ring;

each G moiety may be further substituted with one, two, or three R4 moieties;

W is C5-Cé6heteroaryl, phenyl, -NHC(O)R6, —NHC(O)R7, -NHC(O)N(R8)R9 or -
C(O)N(R8)RI, and wherein each C5-C6heteroaryl or phenyl is optionally substituted by one,
two, or three R5 moieties;

X1 and X2 are individually and independently hydrogen or C1-C6 alkyl;

R1 is hydrogen, C1-C6 alkyl, deutero-C1-C6 alkyl wherein the alkyl chain is partially or
completely deuterated, or branched C3-C8 alkyl;

R2 is hydrogen, C1-C6 alkyl, deutero-C1-C6 alkyl wherein the alkyl chain is partially or
completely deuterated, branched C3-C8 alkyl, C3-C8 cycloalkyl, fluoroC1-Cé6alkyl wherein the
alkyl is fully or partially fluorinated, ((CH,),,-ORS, or a 3-8 membered heterocvelchetersevelie

| =ae wherein each alkylene is optionally substituted with C1-C4 alkyl;

R3 is hydrogen, C1-C6 alkyl, deutero-C1-C6 alkyl wherein the alkyl chain is partially or

completely deuterated, branched C3-C8 alkyl, C3-C8 cycloalkyl, fluoroC1-C6alkyl wherein the

alkyl is fully or partially fluorinated or a 3-8 membered heoicrocveleheteroevelioring;
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17.

18.

19.

20.

21.

22.

23.

24,

25.

26.

The composition of claim 16 further comprising an additive selected from adjuvants,
excipients, diluents, or stabilizers.

The compound 2-(isopropylamino)-5-(6-methyl-5-((2-(1-methyl-1H-pyrazol-4-
yDpyridin-4-yloxy)pyridin-2-yl)pyrimidin-4(3H)-one.

A pharmaceutical composition, comprising the compound of claim 18 and a
pharmaceutically acceptable carrier.

The composition of claim 19 further comprising an additive selected from adjuvants,
excipients, diluents, or stabilizers.

The compound 2-(isopropylamino)-3-methyl-5-(6-methyl-5-((2-(1-methyl-1H-
pyrazol-4-yl)pyridin-4-yl)oxy)pyridin-2-yl)pyrimidin-4(3H)-one.

A pharmaceutical composition, comprising the compound of claim 21 and a
pharmaceutically acceptable carrier.

The composition of claim 22 further comprising an additive selected from adjuvants,

excipients, diluents, or stabilizers.
A pharmaceutical composition, comprising a compound of claim 1 and a

pharmaceutically acceptable carrier.

The composition of claim 24 further comprising an additive selected from adjuvants,

excipients, diluents, or stabilizers.

Use of of a compound of claim 1 in the manufacture of a medicament for the

- NP T ok i - 1 I ET O O AL g
treatment of eaneer—scastrointestinal-stromal-turrors—nyperproliferative-diseases:

mretalyal P W U N eV R R e oY
TEWLTF 1T LAY 3. 7

enerative-disenses-solid-temers-melanomas,
glioblastomas, ovarian cancer, pancreatic cancer, prostate cancer, lung cancers, breast
cancers, renal cancers, hepatic cancers, osteosarcomas, multiple myelomas, cervical

carcinomas, setastasis-of

sites;-cancers that are metastatic to bone,

papthary-thyretd-caretnomear-non-small cell lung cancer, colonic cancers, rheumatoid
arthritis, osteoarthritis, multiple sclerosis, autoimmune nephritis, lupus, Crohn’s
disease, asthma, chronic obstructive pulmonary disease, or osteoporosis:

¥
TEX.

n actoerdoaia—oramant oell Tonl-orm
TR ¥ w/ LAVEv R P EARCRAT X 13 WAE 13
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27. Use of a compound of claim 1 in the manufacture of a medicament for the treatment

s oy 3oy 7 Ey v
T 13 ¥

Pt
faty 4

of glioblastomas, breast cancers, pancreatic cancers, metastasis-of

ok

sites—or cancers that are metastatic to bone.

28. The use of any one of claims 26 or 27, wherein the compound is to be administered

orally, parenterally, by inhalation, or subcutaneously.

29. A compound of claim 1, or a pharmaceutically acceptable salt thereof, for use in the

v

- . 3 eyt baed ool ot P e PN, §F S . PP Lty :
treatment of esneer—wastromtestinabsiromat fasors-hype profiferative-diseases-metaboh

liseases-newrodesenerative-disenses—sehd-tmmors—melanomas, glioblastomas, ovarian

cancer, pancreatic cancer, prostate cancer, lung cancers, breast cancers, renal cancers, hepatic

cancers, osteosarcomas, multiple myelomas, cervical carcinomas, metastasis-of-pramary
fmor-sitess-cancers that are metastatic to bone, papilary-thyroid-eareinoma-non-small cell
lung cancer, colonic cancers, rheumatoid arthritis, osteoarthritis, multiple sclerosis,

autoimmune
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nephritis, lupus, Crohn’s disease, asthma, chronic obstructive pulmonary disease, or

osteoporosis-iastecvtosis-or-mast-cet-tenkemia.

30. A compound of claim 1, or a pharmaceutically acceptable salt thereof, for use in the

treatment of glioblastomas, breast cancers, pancreatic cancers-metastasis-oEprmary-tum

sttes. or cancers that are metastatic to bone.
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