
alkyl, C3-C8 cycloalkyl, -(CH2)m-OR8, -(CH2)I11-NR8(R9), -(CH2)m-R7, or cyano, wherein 

each alkylene is optionally substituted with C1-C4 alkyl; 

each R5 is individually and independently hydrogen, C1-C6 alkyl, deutero-C 1-C6 

alkyl wherein the alkyl chain is partially or completely deuterated, branched C3-C8 alkyl, 

halogen, cyano, fluoro-Cl-C6 alkyl wherein the alkyl chain is partially or completely 

fluorinated, -(CH2)m-C(0)NR8(R9), -(CH2)m-C(0)R7, -(CH2)m-OR8, -(CH2)m-NR8(R9), or 

-(CH2)m-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, -(CH2)m-OR8, -(CH2)m-NR8(R9), or -(CH2)m-R7, 

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

each R7 is independently and individually selected from the group consisting of 

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)p; 

each R8 and R9 is individually and independently hydrogen, C1-C6 alkyl, fluoro-Cl-

C6 alkyl wherein the alkyl chain is partially or completely fluorinated, or branched C3-C8 

alkyl; 

each RIO is individually and independently C1-C6 alkyl, -(CH2)m-CN, -(CH2)m-OR3, 

-(CH2)m-NR8(R9), or -(CH2)m-C(0)-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 

each p is 0, 1,2, or 3. 

•.;» x jompound of Formula 1. 

X1 

Formula I. 
6 



f _v\ x :r\ • w. ^ ~y • ' w, •,„ ,•„ . _ 1, -N 'V o:_ 

wherein 

A is taken from the group consisting of —NfR2)R3 and G: 

G is selected from the grou_w^j."n\ i• i 

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

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

W is C5~€6heteroarvl phenyl vV - \ Y h ^ 

C( Q')N(R8)R9, and wherein each C5-C6heteroarvl or phenyl is optionally substituted by one, 

tv- > mity "j 'iU-V 

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

R1 is hydrogen. C1-C6 alkyl, deutero-C.l.-C6 alkyl wherein the alkyl chain is partially 

or completely deuterated. or branched C3-C8 alkyl: 

R2 is hydrogen, Cl-C< _> • y deutero-Cl -C6 alkvl wherein the alkyl chain is partially 

e; v v u\ vs- .y v ^ _ x•• v,,3 ^Jyc^ \ V_\ 

3* the alkyl is fully or partially fluorinated _ V- , -OR.8, or a " ered 

heterocycle. wherein each alkylene is optionally substituted with Cl-« :i 
R3 is hydrogen, C1-C6 alkvl deutero-Cl-C6 alkyl wherein the alkyl chain, is •partially 

N_'_ _ „ ___ JJ Wv ' V. x v 

wherein the alkvl is fully or partially fluorinated or a 3-8 membered. heterocycle: 

each R4 is individually and independently hydrogen, halogen, C1-C6 alkyl. fluoro-

-v " j'Jk g'wey .4. «r_ _ * i, _ .1 nelv fluorinated. branched C3-C8 

alkvl. C3-Q- ,•% civ'^iir. I, • • .v.-1'- ',-£}_ v>r . A'KMV'P 

each alkylene is optionally substituted with C1-C4 alkvl: 

eq.'b O ihd • io: Jo "a-.ee! code?y l-\d" w :n -Cy Qywere-o'h 

alkyl wherein the alkyl chain is partially or completely deuterated, branched C3-C8 alkyh 

halogen, cyano, fluoro-Cl.-C6 alkyl wherein the alkvl chain is partially or completely 

fluorinated, -(CH7)n,-CfO)NR8fR91 -(CFbLrCf Q)R7. -fCHbk-ORS. -(CH? yNR8(R9), or 

7y_' _ " >oy "y_ 1 _ _ 
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Each »\6 is iiidivid",>ri"' ""id'independently I * s _ > 4. branched C3-C8 

alkvl C3-CS cvcioalkxk »-CN. -• iOrM„.,-OPN %»«or i'."l?WR" 

\ JV v\\ N _V V - \ V _ s X. S ^ ^ 

each R7 is independently and individually selected from the group consisting of 

and wherein the symbol {--) i- the point of aitaehrperu to respective V- - R5 or Re moictie:-. 

containing a R? • % . Yk 

each R7 onally substituted with -(R IO),-,: 

each R8 and R.9 is individually and independently hydrogen. C1-C6 alkvl, fluoro-Cl-

C6 alkyl wherein the alkyl chain is partially or completely fluorinated, or'branched C3-C8 

alkyl; 

each RIO is individually and h detv " h • K ' ' -1 " v"N •_ k_V 

-••OH e —( h ~.,:v N 16, wherein each alkvl or alkylene is optionally 

substituted with one or two C i > : 

wherein each alkylene is optionally substituted, with C1-C4 alkyl. 
>> . • - v__ -v v vo" ^ 

- f >s :h ; - - - -V 2-
[0012] In one embodiment of Formula I, A is -N(R2)R3. 

[0013] In one embodiment of Formula I, A is 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(0)R6, -NHC(0)R7, or -

NHC(0)N(R8)R9. 

[0016] In one embodiment of Formula I, W is -NHC(0)R6. 
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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 I. 

[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 easeer^ 

gastrefflttestiaa}—stomal—tamers^—feypeipralifefative—diseases^—metaboW-e—-diseases^ 

fK5we€tege««i^—diseases;—solid—melanomas, glioblastomas, ovarian cancer, 

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

cancers, osteosarcomas, multiple myelomas, cervical carcinomas, 

lung cancer, colonic cancers, rheumatoid arthritis, osteoarthritis, multiple sclerosis, 

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

disease, or osteoporosisT-iftasteevtesis^-ef-iaast-cell' leukemia. 

[0131] In some 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 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. 

that are metastatic to bone, papiltey4hyfeid--eareiaeHiar-non-small cell 
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[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 cancers—metastasis of primary 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 eaa-eef-

otlegefterati ve—diseases,—melanomas, glioblastomas, ovarian cancer, 

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

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

taffleiHsifesr-cancers that are metastatic to bone, cell 

lung cancer, colonic cancers, rheumatoid arthritis, osteoarthritis, multiple sclerosis, 

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

disease, or osteoporosisr-faasteeytesisT-Bfr-mast-eeH-teBkeBMa. 

[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 cancersrHfaetestasis--^#--p4iHTHy;-4«ffleF--site% 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, 

X1 

R1 

A N 

.W 

Formula I 

or a pharmaceutically acceptable salt, enantiomer, stereoisomer, 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 

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-C6heteroaryl, phenyl, -NHC(0)R6, -NHC(0)R7, -NHC(0)N(R8)R9 or -

C(0)N(R8)R9, and wherein each C5-C6heteroaryl or phenyl is optionally substituted by one, 

two, or three R5 moieties; 

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

R1 is hydrogen, C1-C6 alkyl, deutero-Cl-C6 alkyl wherein the alkyl chain is partially or 

completely deuterated, or branched C3-C8 alkyl; 

R2 is hydrogen, C1-C6 alkyl, deutero-Cl-C6 alkyl wherein the alkyl chain is partially or 

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

alkyl is fully or partially fluorinated, — (CH2)m-OR8, or a 3-8 membered heterocvcleheteFeevelie 

firfig, wherein each alkylene is optionally substituted with C1-C4 alkyl; 

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

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

alkyl is fully or partially fluorinated or a 3-8 membered heterocvcleheteroovelio ring: 
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17. The composition of claim 16 further comprising an additive selected from adjuvants, 

excipients, diluents, or stabilizers. 

18. The compound 2-(isopropylamino)-5-(6-methyl-5-((2-(l-methyl-lH-pyrazol-4-

yl)pyridin-4-yl)oxy)pyridin-2-yl)pyrimidin-4(3H)-one. 

19. A pharmaceutical composition, comprising the compound of claim 18 and a 

pharmaceutically acceptable carrier. 

20. The composition of claim 19 further comprising an additive selected from adjuvants, 

excipients, diluents, or stabilizers. 

21. The compound 2-(isopropylamino)-3-methyl-5-(6-methyl-5-((2-(l-methyl-lH-

pyrazol-4-yl)pyridin-4-yl)oxy)pyridin-2-yl)pyrimidin-4(3H)-one. 

22. A pharmaceutical composition, comprising the compound of claim 21 and a 

pharmaceutically acceptable carrier. 

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

excipients, diluents, or stabilizers. 

24. A pharmaceutical composition, comprising a compound of claim 1 and a 

pharmaceutically acceptable carrier. 

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

excipients, diluents, or stabilizers. 

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

glioblastomas, ovarian cancer, pancreatic cancer, prostate cancer, lung cancers, breast 

cancers, renal cancers, hepatic cancers, osteosarcomas, multiple myelomas, cervical 

carcinomas, that are metastatic to bone, 

-small cell lung cancer, colonic cancers, rheumatoid 

arthritis, osteoarthritis, multiple sclerosis, autoimmune nephritis, lupus, Crohn's 

disease, asthma, chronic obstructive pulmonary disease, or osteoporosis^ 

gtasteeytosis7--aF~mas^ a. 
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27. Use of a compound of claim 1 in the manufacture of a medicament for the treatment 

of glioblastomas, breast cancers, pancreatic cancers, 

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 

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

cancers, osteosarcomas, multiple myelomas, cervical carcinomas, Hietastasis-efjpriffltaFy 

taffl««atesrcancers that are metastatic to bone, 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 

osteoporosisr3»asteeytasisr«f-ffiasfr-eeH4ettkeHiia. 

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

treatment of glioblastomas, breast cancers, pancreatic cancersT-ffi^tastesKHrf-p^fft^^ 

sites; or cancers that are metastatic to bone. 
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