[006al In one aspect of the present disclosure. there is provided a compound,

or pharmaceuticallyv acceptable salt thereof, of Formula I:

R3
/
NH

wherein:

R? is selected from the group consisting of 6-10-membered hetei’oax‘vl(R4) and

phenvl(RM),,(R%):;

R65

F F ;é |

with the proviso that R is not F or F

R’ is selected from the group consisting of H. unsubstituted -C;o alkyl,

unsubstituted -Cp.o haloalkyl, -(Cie alkyDN(R®™),, -(Cr alkvDO(Cie alkyl). -

carboeyelvl(R),, -monocyclic heierocyclyl(RS)p. -spirocvelic heterocvcl\/l(Rg‘)n. -{C4
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R” is 1 substituent attached to the 6-10-membered heteroaryl and is selected from

the group consisting of H, CL Br. 1. -CN. unsubstituted -C;.; haloalkyl. -(Cis
alkyl)heterocvel vI(R™),, -O-aryl(R™),, -NHC(=O)R™, and -(C ., alkvl),N(R™)-:

cach R’ is a substituent attached to the phenvl ring and independently selected at

cach occurrence from the group consisting of H and halide;

R® is 1 substituent attached to the phenvl ring and selected from the group

consisting_of H. -(Cy.; alkvl)heterocvelyl(R*®),, -O-arvI(R*),, -NHC(=0)R™, and -

29,

(_Ciﬂz_(_u R 22

each R’ is a substituent attached to the carbocvelyl ring and is independently

- . : 25
selected at each occurrence from the group consisting of H, halide, -CF;. -CN, -N(R™),,

and -C.¢ alkvl;

each R" is a substituent attached to the heterocvelyl rine and is independently

. . . : 30
selected at each occurrence from the group consisting of H. halide. -(C, .3 alkvl},OR™. -

each R’ is a substituent attached to the heterocyclvl ring and is independently

selected at each occurrence from the group consisting of H, halide. «(C;.3 alkvl),OR™, -

CN, -heterocyelvI(R*),. -C(=0)R**. unsubstituted —-C i.¢ haloalkvl. and unsubstituted -C .

s alkyl:

each R'Y is a substituent attached to the arvl ring and is independently selected at

each occurrence from the group consisting of H, CL, Br, 1. unsubstituted —C, ¢ haloalkyl, -

alkvl:

each R'! is a substituent aitached to the aryl rine and is independently selected at

each occurrence from the group consisting of H. halide, —C,  haloalkvl. -CN. and -C, 4

alkvl:

each R'? is a substituent attached to the pyridinyl ring and is independently

selected at each occurrence from the group consisting of H. halide. —C, ¢ haloalkyl. -CN., -
Ci alkyl, -OR™, -SO-R¥. «(C,; alkyl)heteroeyelyl(R™),, ~(C i3 alkyDarvi(R™),, -
C=OWNR™),, NHC(=0)R™, and «(C ¢ alkvD),N(R*)R*"):




3. N . - i . .
each R is selecied from the group consisting of Cl, Br, I unsubstituted -Cj

alkvl. unsubstituted ~Ch.¢ haloalkyl, -CN. -OR*, -SO,R™, -(C_; alkvl) heterocyel vI(R™®),.
+(C s alkyDparvi(R?T) . -CEOINR™Y, -NHC(=0IR™, and -(C ., alkvh,NR*)R*"):

14 . .. - .
each R 1s selected from the group consisting of CL Br. 1. unsubstituted -C) ¢

haloalkvl, CN. unsubstituted -C .4 alkvl, -OR™, -?OwR?"i -(Ch 5 allevly, mtcvocvolvl(?“)m

(C15 alkyDaarvi(R?), -CEOINR,, -NHC(=0IR™. and (C¢alkvD, NR*WRY):

each R" is selected from the group consisting of halide, unsubstituted -C ¢ alkvl,

unsubstituted —-C,. haloalkyl, -OR®, —SOwR.J'Q -(Cy 5 alkyDheterocyely (R )D aryl(R® )
-(C; alkvharyl(R™)g, -C(=0IN(R™)>, NHC(=0)R™, and -(C ¢ alkyD),N(R}R®);

cach R'® is selected from the group consisting of halide. -CN. unsubstituted -Ci.e
alkyl, unsubstituted —C, ¢ haloalkyl, -OR™, -SO,R”, -(C s alkyl) heterocvelvi(R™),, -(C)
yalkyl )ndlv(R NgesC (=0)N(R? %)y, NHC(= ORY, and -(C, alkyl N NR™YR™;

each R'” is a substituent attached to the pyridinyl ring and is independently

selected at each occurrence from the group consisting of halide. —C ¢ haloalkyl, -CN. -C;.

o alkyl, -OR34 -SO,R™, -(C;f_;;_‘alkvl‘)nheterocvd\d(R%}m «(Cyy alkyDuaryl(R7),. -

each R'" is a substituent attached to the heteroaryl ring and 1s independently

selected at each occurrence from the group consisting of halide, —~C, ¢ haloalkvl, -CN, -C.
o alkvl, -OR™. -SO.R™, -(Cis alkyl)heterocvelyl(R™), -(C, 5 alkyharvi(R7),. -
CEOINR™),. -NHC(=OIRY, and -(C ), alkyl), N(R™ YR

. . . L
each R'7 is a substituent attached to the heteroarvl ring and is independently

selected at each occurrence from the group consisting of halide, —C ¢ haloalkyvl, -CN, -C).
¢ alkvl, -OR*. -SO,R™, -(Cy.1 alkyDybeterocycl VIR Jpo ~(C 3 alkyi),,awl(’R,W‘)q. -
C(=OINR™),, NHC(=OR", and -(C,.¢ alkyD), NR**HR™);

20 . . \ . o
cach R™ is a substituent attached to the heteroarvl rine and is independently

selected at each occurrence from the group consisting of halide, -CN. unsubstituted -C ¢

alkyl. unsubstituted —Co_ haloalkyl, -OR* _-SO.R* . (C 3 alkyl)heteroeyelyl(R*),, (C).

3ralkyl)naryl(R37) C(= O)N(R’Q)» NHC(E=ORY, and -{Cy (,dlkyi}n\I(R”m)(Rm}

21 ) .
cach R- is a substituent attached to the hetercarvl ring and is imdependently

selected at each occurrence from the group consisting of H. halide, —C, haloalkyl, -CN, -

‘ b
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Crpalkyl, -OR™, -SOR™, -(C, 5 alkvl),heteroevelvl(R*),. «(C s alkvDarvi(RY),,
-CE=OINR™,, NHC(=0)RY, and -(C ¢ alkyDNR* W R

R . . .. .
cach R~ is a substituent attached to the heterocvelvl ring and 1s independently

selected at each occurrence from the group consisting of H. halide. -CF:. -OH. -CH,OH. -

CN. -N(R™),, and -C ), alkvl;

each R* is 2 substituent attached to the arvl rine and is independently selected at

each occurrence from the group consisting of H. halide, -CF3. -CN. and -C . alkyl;

24 . . - .
gach R is independently selected at each occurrence from the group consisting

of -C g alkyl, -N(R*")-. and -(C.; alkvl),carbocyeivl:

a5 L. ~ ..
ecach R 1s independently selected at each occurrence {rom the group consisting

- . . 25 . .
of H and -C; alkyl, alternativelv, two adjacent R™ are taken together with the nitrogen

atom to which thev are attached to form a 3 to 7 membered heterocvelic ring:

cach R°® is a substituent attached to the heterocvelyl ring and is independently

selected at each occurrence from the group consisting of H. halide. -CF5, ~-OH., -CN. and -

Ciealkyl:

27 . . . o .
ecach R™ is a substituent attached to the arvl ring and 1s independently selected at

each occurrence from the group consisting of H. halide, -CFs, -CN. and -C.¢ alkvl:

28 . . ) s o
ecach R™" is independently selected at each occurrence from the group consisting

29 . . ~ c .
each R is independently selected at each occurrence from the group consisting

of H and -C ¢ alkvl:

30 . . . .
cach R is independently selected at each occurrence from the group consisting

of H and -C ¢ alkyl;

each R*! is a substituent attached to the heterocvelyl ring and is independently

selected at each occurrence from the group consisting of H and halide;

3. . ; . o
each R is independently selected at each occurrence from the group consisting

of -C1¢ alkyl and —carbocyelyl;

13 . . . .
cach R” is independently selected at each occurrence from the group consistin

of H and —C» ¢ alkvl;
each R is independently selected at each occurrence from the group consisting

of H, -CFs. -C s alkvl, -heterocvelvI(R®Y),, and -arvI(R%):

2d



35

cach R is independently selected at ecach occwrrence {from the group consisting

of -CF; and -C,.¢ alkyl;

cach R* is a substituent attached to the heterocyelyl ring and is independently

selected at each occurrence from the group consisting of H. halide, -OH. -CFs, -CN. and -

37 . . . . .. )
each R7' is a substituent attached to the arvl ring and is independently selected at

cach occurrence from the group consisting of H. halide. -CF;, -CN. and Me;:

3 . - ~ .
each R°° is independently selected at each occurrence from the group consisting

of H, -C,.¢ alkyl, and —carbocyelvl, alternatively, two adjacent R*® are taken together with

the nitrogen atom to which thev are attached to form a 3 to 7 membered heterocyelic ring;

39 . . ~ ..
each R”7 is independently selected at each occurrence from the group consisting

a1 . - .
each R™' 1s independently selected at each occurrence from the group consisting

of H, unsubstituted -C s haloalkyl, unsubstituted -C ¢ alkyl, and -(C ¢ alkvD),N(R*®),:

42 . . ~ L
each R™ is independently selected at each occurrence from the group consisting

of -C g alkyl, -(Cy ;3 alkyhcarbocvelyl, and ~(Cy ¢ carbocyelvl):

43 . . y y . 1 ‘o
each R is independently selected at each occurrence from the group consisting

of -CF;, -Csyealkyl -heterocyciyl(Rm)L, and -aryl( R“)g:

44 . . . . . +
each R™ is a substituent attached 1o the heterocvelyl ring and is indenendently

selected at each occurrence from the group consisting of H. halide. -OH. -CF;, -CN. and -

Cialkyl:

each R* is a substituent attached to the aryl ring and is independently selected at

each occurrence from the group consisting of Cl. Br, L. -CF3, -CN, and Me;:

each R* is a substituent attached to the nitrocen and is independently selected at

each occurrence from the group consisting of H and —C».¢ alkyl:

cach R" is a substituent attached to the nitrosen and is independently selected at

each occurrence from the group consisting of H, -Cr.¢ alkvl, and -(C).¢ alkyl),N( R38)3 :

48 . - . .
cach R* is independently selected at each occurrence from the oroup consisting

of -CFs, -Cy . alkvl. -heterocyelyl(R®"),, and -aryl( R(’z)q;

&



4G .. . .
sach R™ is independently selected at each occurrence from the group consisting

56 . . .
cach R is a substituent attached (o the heterocvelyl ring and is indenendently

selected at each occurrence from the croup consisting of H. halide. -OH. -CF;, -CN, and -

_(;i—('v QKYL

50. . ~ .o
rach R is independently selected at each occurrence from the group consisting

of €1, Br., 1. -CFs., -CN. and Me;

5% . . - . .
each R is independently selected at each occurrence from the group consisting

of CL. Br, 1. -CF5. -CN. and Me:

cach R” is independentlv selected at each occurrence from the croup consisting

of -C) 4 alkvl. cyclopropyl, cyclobutyl, and cvclohexvl, alternatively. two adjacent R are

taken toeecther with the nitrogen atom 1o which thev are attached to form a 3- to 4-

membered heterocvelic ring or 6- to 7-membered heterocvelic ring:

54 . . N .
cach R’ is indenendently selected at each occurrence from the group consisting

of -C  alkyl, «(C, s alkvhcarbocyelvl, and -(Ca. carbocyelyl);

cach R™ is an unsubstituted ~Co ¢ alkyl:

each R™ is independently selected at cach occurrence {from the group consisting

of H. unsubstituted -Co alkvl, and -(C, alkvDaN( R

cach R” is independently selected at each occurrence from the eroup consisting

cach R is independently selected at each occurrence from the group consisting

of H and -Cy alkvl:

59 . . . ..
each R” is indenendently selected at each occurrence from the group consisting

of -C s alkyl and ~(C ¢ alkvl), N(R*®),.

60 - . - ..
each R” is independently selected at each occurrence from the group consisting

of H and -C . alkyl, alternatively, two adjacent R* are taken together with the nitrogen

atom to which thevy are attached to form a 3- to 7-membered heterocvelic ring:

each R® is a substituent attached to the heterocvelyl ring and is independently

selected at each occurrence from the group consisting of H. halide, -OH. -CF,. -CN. and -

Crealkyl:
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&7 . . . <. .
each R is a substituent attached to the arvl ring and is independently selected at

each occurrence from the group consisting of H, halide, -CFs, -CN. and -Cy. alkyl:

63 . 4 . o
cach RB” is a subsiituent attached to the arvl ring and is independentlv selected at

cach occurrence from the group consisting of H. CL. Br. L -CF; -CN, and -C; ¢ alkvl;

64 . . - - .
each R” is independently selected at each occuwrrence {rom the group consisting

atom to which thevy are attached to form a 3- to 7-membered heterocvelic ring:

R(ﬁ is -(C;}} alkvl \)nh@t(ff("CyCEVHRX)j:

68 - - - ..
cach R" is independently selected at each occurrence from the group consisting

misanintegerof 1 to 4;

each n is independently an inteeer of 0 1o 1

each p 1s independently an integer of 1 to 10:

each g is independently an intever of 1 to 5;

tis an mtecer of 1 to 4;

v 1s an integer of 1 to 3;

zis annteger of 1 1o 5: and

with the proviso that a compound of Formula I i1s not a compound selected from

the group consisting of?

Y _ e { Y -0
@ ~ A
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f n --NH “ / \/> NH {/ q —NH
N ) N i . N
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[006b] In another aspect of the present disclosure. there is provided a compound.

or pharmaceutically acceptable salt thercof. of Formula I1:

R3
o) /
NH
RZ
N
1 N/
R H

wherein:
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R' is selected from the group consisting of H. halide, and -C,_; alkyl;

2, 4,

) . v . "
R 1s selected from the group consisting of and

R? is selected from the group consisting of H. unsubstituted -Co alkyl.

unsubstituted -C.o haloalkyl, -(Cps alkyDNR™). -(Coy alkyDO(C .6 alkyl).

allovl),carboevel vI(R'),.  -heteroevel vI(R® )12- ~(C1.;  alkvhheterocyelvl(R™),.  ~(Ci3

(R, (R™q “
i\\/i)ndr\t {10)“ N . %2,2"

“ - S
N

f’w

(R'?),

X

(R21)y

and ~

each R’ is a substituent attached to the carbocvelyl ring and 1s independently

selected at each occurrence from the group consisting of H. halide, -CFs4, -CN, -N(RZS)}

and -Cie alkyl;

each R® is a substituent attached to the heterocvelyl ring and is independently

selected at each occurrence from the group consisting of H. halide. -(C; 5 alk\/l)nOR?‘” -

.3 alkylicarbocyelvl (R’ Jpe ~CN N(R‘%)v -(C .5 alkvl),arvl (R )n -heterocye vl(R )ﬂ, -

C (:G)Rj ?, unsubstituted —C ¢ haloalkvl. and unsubstituted —C . alkvl:

cach R’ is a substituent attached to the heterocvelvl ring and is independently

selected at each occurrence from the group consisting of H, halide. -(C,; allvD),OR™, -

(Cis a!kvl}catbocyc%Vl(R7)Q -CN. -(C15 alkvi)ﬂarvi(R“)“. -heterocyelyl(R*,. -C(=0)R*,

unsubstituted —~C ¢ haloalkvl, and unsubstituted —C . alkyl;

each R' is a substituent attached to the arvl rine and is independently selected at

each occurrence from the group consisting of H. halide, unsubstituted —C.¢ haloalkyl. -

CN, -(Cis . aikyl)Dhetcmcvcl\vl(R3 Y HC 16 aikv})nN(Rd‘”)(R‘“)k and unsubstituted -C, 4

alkyl:



each R'! is a substituent attached to the aryl ring and is independently selected at

each occurrence from the group consisting of H. halide, —C;.¢ haloalkyl. -CN, and -C.¢

alkvi:

each R" is a substituent attached to the pyridinyl rine and is independently

selected at each occurrence from the group consisting of H. halide, —~C,.¢ haloalkyl, -CN. -

Cre alkyl, -OR™, -SO,R¥. «(C 3 alkylheterocvelyl(R*®),. -(C 5 alkyDyarvi(RY),, -

16

C(=0IN(R*),, -NHC(=0IR*, and -(C;., alkvh),N(R*)(R™"}:

each R is a substituent attached to the pyridinyl rine and is independently

selected at each occurrence from the group consisting of halide. —C, ¢ haloalkyl. -CN, -C;.
o alkyl, -OR™, -SO,R*”, ~(Ci3 alkyl‘)‘__heterocvclvl(R‘%‘)D, -(Cia 7a1kvl‘)ﬂarvl(R37)Q. -
C(=0IN(R*™),, NHC(=0)RY, and -(C . alkyD N(R*R™;

cach R*' is a substituent attached to the heteroaryl ring and is independently

Cie alkyl, -OR*, -SO,R¥. -(Cy; alkvl),heterocvelyl(R™),, ~(Ci4 alkyharvi(R*,, -

CEOINR™ ), -NHC(=0)RY, and -(C) alkyD NR*R*):

5. ~ ..
each R~ is independently selected at each occurrence from the group consisting

of H and -C 4 alkvl, alternatively. two adjacent R™ are taken tosether with the nitrogen

atom to which thev are attached to form a 3 to 7 membered heterocycelic ring;

30 - . . N L e
each R 1s independently selected at each occurrence from the group consisting

of H and -C, ¢ alkyl:

cach R*' is a substituent attached o the heterocyelyl ring and is independently

haloalkyl:

each R*? is independently selected at each occurrence from the group consisting

of -Cy. alkyl and —carbocyelvl:

cach R* is independently selected at each occurrence from the group consisting

of H and —C» ¢ alkvl:

4. . . ..
cach R is indenendently selected at each occurrence from the oroup consisting

of H, -CF3, -C, alkyl. -heterocyelvl(R®"),, and -aryI(R®),;

each R is independently selected at each occurrence from the eroup consisting

of -CF; and -C ¢ alkyl.




each R is a substituent attached to the heterocvelyl ring and is independently

selected at each occurrence from the group consisting of H. halide. -OH. -CF;, -CN, and -

QJ ;@,@_ﬂ}}i

cach R is a substituent attached to the arvyl ring and is independently selected at

each occurrence from the group consisting of H. halide, -CF;, -CN, and Me:

- . . - ..
each R is mdependenﬂv selected at cach occurrence from the Sroup consisting

of H. -C /.4 alkyl, and —carbocyclvl. alternativelv, two adjacent R™® are taken together with

the nitrogen atom to which thev are attached to form a 3 to 7 membered heterocvelic ring:

9. . ~ ..
each RY is mdependently selected at each occurrence from the group consisting

40 - . . ..
each R* is a substituent attached to the nitrogen and is independently selected at

each occurrence from the group consisting of H. unsubstituted -C;¢ haloalkyl, and

unsubstituted -C, alkyl:

each R*' is a substituent attached to the nitrogen and is independently selected at

cach  occurrence from  the group consisting of H, unsubstituted -C, haloalkyl,

cach R is a substituent attached to the heterocyelyl ring and is independently

selected at each occurrence from the group consisting of H. halide, -OH, -CF,., -CN. and -

Cioalkyl:

each R™ is a substituent attached to the aryl rine and is independently selected at

each occurrence from the group consisting of H. halide, -CF;. -CN. and -C, ¢ alkvl:

R is -(C) 3 alkyl)heterocyelvI(R™),;

68 . . N .o
each R™ is independently selected at each occurrence from the group consisting

of H and unsubstituted -C, ¢ alkvl:

each n is independently an intecer of O to 1;

each p is independently an intecer of 1 to 10;

each ¢ 1s independently an itecer of 1 to0 5;

{15 an integer ol 1 10 4; and

v is an integer of 1 to 3.

[006¢] In vet another aspect of the present disclosure, there is provided a

compound. or pharmaceutically acceptable salt thereof, of Formula i:

2



R3
/
NH

St
yored

wherein:

R! is selected from the group consisting of H. halide, and -Cq alkvl:

2. 4
R~ is a 6-10-membered heteroarvl(R):

R” is selected from the group consisting of H. unsubstituted -C)q allvl

unsubstituted -Cj¢ haloalkyl, -(C¢ alkyDN(R®),. ~(Coy alkyDO(C 1 alkyD. «Cis

alkvl),carboevelvIi(R)),,  -(C 5 alkvl)heterocvelyi(R® Joo_~(Cis alkvharvi(R N

R11)

(RM), N
S SN
R12 L 12
F@ /@"( >t %/@,q (R'2) V@rm >t
oy LN
/[ (R, . ) ——(R?), %/G((Rﬂ)y @—(Rm)y
G

and

sz
s
S

! ) L
R* is selected from the group consisting of b . le, , .

RG?
:L . and ]m :

cach R’ is a substituent attached to the carbocvelvl ring and is independently

(RGG)p

p I ~ Ny - - 25
selected at each occurrence from the group consisting of H. halide. -CF;, -CN., -N(R7),
and -C; ¢ alkvl:

2%k



g . . . ..
each R” is a substituent attached to the heterocvelyl ring and is independently

. ) . . . 30
selected at each occurrence from the group consisting of H. halide, -(C).3 alkvl),OR, -

(Cia alkVi?carbocveivi(’R?)n. -CNL -N(R™),, -(C;iafk\f’l)garvh‘Rt;)1, ~hetcrocvci\’§€R”)?n -

C(=0)R*. unsubstituted —C . haloalkvl, and unsubstituted -C ., alkyl;

each R is a substituent attached to the arvl ring and is independently selected at

each occurrence from the group consisting of H. halide. unsubstituted —C; ¢ haloalkyvl. -

. -(C15 alkvlheteroevelvI(R*Y,, -(Crq alkvD N(R*WR*), and unsubstituted -C)

o1l
each R 15 a substituent attached to the arvl ring and 1s independently selected at

cach occurrence from the group consisting of H. halide, —C, ¢ haloalkyl. -CN. and -C; ¢

alkvl:

. . g . N
each R'7 is a substituent attached ito the pyridinvl ring and 1s independently

selected at each occurrence from the group consisting of H, halide, -C i haloalkyl, -CN. -
C alkyl, -OR™ -SO,R™. (Cy.: alkyl)heterocvelvi(R™),. ~(C5 alkyl,arvi(R>") .
C=ONR™,, NHCEORY, and -(C alkyD), N(R* DR

2. . P + ;
cach R7 1s a substituent attached to the heteroarvl rine and i1s independently

selected at each occurrence from the group consisting of H. halide, —C ¢ haloalkyl. -CN, -
Cy alkvl, -OR™, -SO,R¥. (Cy 4 alkyl)heterocvelvl(R ’6) -y alkyvl arvI{R‘q’?)@_
C=OINR™Y,, -NHC{sz?’”. and -(C . alkyD NR*™YR):

75 . . 4 ~ .
each R™ is independently selected at each occurrence from the group consisting

of H and -C,. alkyl, alternatively. two adjacent R™ are taken together with the nitrogen

atom 1o which thev are attached to form a 3 to 7 membered heterocvelic ring:

30
cach R is independently selected at each occurrence from the group consisting

of H and -C; ¢ alkyl;

21 . . . .
each R 15 a substituent attached o the heterocvelyl ring and 1s mdependently

selected at each occurrence from the group consisting of H. halide. -C; ¢ alkvl. and —C, ¢

haloalkvl;

2. . P N .
each R is independently selected at each occurrence from the group consisting

of -C ¢ alkyl and —carbocyelvl:

each R is independently selected at each occurrence from the group consisting

of H. -CFs, -C ¢ alkyl. -heterocyclvl(R®),,, and -aryl( R(’z}g:

2



35 . . . .
each R7 is independently selected at each occurrence from the group consisting

of -CFs and -C, ¢ alkyl;

cach R is a substituent attached to the heterocyelyl ring and is independently

selected at each occurrence from the group consisting of H. halide, -OH. -CF;, -CN. and -

Ciealkvls

each R is a substituent attached to the arvl ring and is indenendently selected at

each occurrence from the group consisting of H. halide. -CF;. -CN. and Me;

38 . . ) . .
each R7° 1s independently selected at each occurrence from the group consisting

of H, -C . alkyl, and —carbocyelvl, alternatively, two adjacent R*® are taken together with

the nitrogen atom to which they are attached to form a 3 to 7 membered heterocvelic ring:

39 . . - ..
each R 1s independently selected at each occurrence from the eroup consisting

of -Ci¢alkyl and -(C;.3 alkyl)ncarbocyclyl:

40 - . . .o )
ecach R" is a substituent attached to the nitrogen and is independently selected at

each occurrence from the group consisting of H. unsubstituted -C;., haloalkyl. and

unsubstituted -C, ¢ alkvl:

unsubstituted -C,, alkvl. and -(C; ¢ alkv),N(R? 8)q;

each R®' is a substituent attached to the heterocyelyl ring and is independently

selected at each occurrence from the group consisting of H, halide, -OH. -CF;. ~-CN, and -

Q;_:u@_ alkvi;

each R is a substituent attached to the aryl ring and is independently selected at

each occurrence from the group consisting of H, halide, -CF;, -CN, and -C, ¢ alkvl;

each R® is a substituent attached to a carbon on the rine and is independently

selected at each occurrence from the group consisting of H, halide, —C) ¢ haloalkvl, -CN.

and -C,. alkvl;

R is selected from the group consisting of -C,_¢ haloalkyl and -C 1.6 atkvl:

68 . . . .
each R is independently selected at each occurrence from the group consisting

of H and unsubstituted -C;_¢ alkyl;

each n is independently an integer of O to 1:

each p 1s independently an integer of 1 to 10:

2m



each ¢ is independently an integer of 1 10 5:

tis anintecer of 1 to 4: and

v is an integer of 1 10 3.

[006d] In a further aspect of the present disclosure. there is provided a

compound. or pharmaceutically acceptable salt thereof. of Formula I'V:

R3
(@) /
NH
RZ
N
1 N/
R H

v
wherein:

R’ is selected from the group consisting of H. halide, and -C_s alkvl:

R” is selected from the group consisting of 6-10-membered heteroarvl( RY):

R _is selected from the group consisting of H. unsubstituted -C o alkyl

unsubstituted  -C,o haloalkvl. -(Ci4 alkv‘h)N(R(’g‘)% (Cre alkyDOUC, . alkvh), -

(R11)q

carboeyelyl(R7),, -(C,5 alkyl) heterocyelvHR ). -(C .3 alkyl)arvl(R H\’)g_

H R13 H H
H H

(R11)q ‘ X H !\ H\H\KRM H \T/H
F@ ? = (R, N N m{%/” | {N
P

-4
I
T
I
Zi‘
@

‘ ! (R21)y

L3

R is selected from the group consisting of F and unsubstituted —C'_, alkvl;

each R’ is a subsdtuent attached to the carbocvelvl ring and is independentlv

, _ . O 1
selected at each occurrence from the eroup consisting of H, halide, -CFs, -CN, -N(R™ ),

and -C' ¢ alkyl:




ach R” is a substituent attached to the heterocvelvl ring and is mdependently

selected at each occurrence from the group consisting of H. halide. -(Cy.5 alkyl},OR™. -

CN. -heterocyclvI(R® )m -C(=0)R™”. unsubstituted —C,_¢ haloalkvl, and unsubstituted —C,.
o alkvl:

each R’ is a substituent attached to the arvl ring and is indenendently selected at

each occurrence from the group consisting of H. CL Br. L unsubstituted —C, ¢ haloalkvl. -

N. -(Cp.; alkvl)heteroevelvIi(R?),. -(Cr alkyD,N(R™YR™), and unsubstituted -C,.
alkyl;

cach R' is a substituent attached to the arvl ring and is independently selected at

each occurrence from the group consisting of H. halide, —C,  haloalkvl, -CN. and -C,

allevl:

. . L. . .
each R~ 1s a substituent attached to the pvridinvl rine and 1s mdependently

selected at each occurrence from the group consisting of H. halide, -C,_ haloalkvl, -CN., -
Ce alkyl, -OR™, -SO.R™. (C: alkvl)heterocyel vi(R’{m, +(C s alkyDaarvi(RY, -
C=0INR™),, NHC(=0IRY, and -(C. alky)),N(R*)(R*

R" is selected from the group consisting of halide, ~C,, haloalkyl, -CN, -C
alkvl, -OR™., -SO-R*. -(Cia alkvlheterocyelvi(R™ ), -(Cis alkvhaarsl(R*7),. -
C=OINR™p. -NHC=O)R", and -(C o alkyD NR*)(R):

R'™ is selected from the group consisting of halide, ~C, haloalkyl, -CN. -C

alkyl, -OR™, -SO,R¥, -(Cis alkylheterocyelyI(R™®),  -(C; alkyDuarviR),. -
C=0INR™),, NHC(=0)RY, and -(C . alkyD),N(R*)(R™):

¥ . N . . .
each R* is a substituent attached to the heteroaryl rine and is independently

selected at each occurrence from the group consisting of H. halide. —C_¢ haloalkvl, -CN. -

Cig alkvl, -OR™, -SO-R¥. «(C; alkyl)heterocvelvI(R*),, ~(C .2 alikcvDarvi(R*),

CEOINR™,, NHC(=O0RY, and -(C).¢ alkyD), N(R*HRY):;

T8 . . ~ . .
each R™ is independently selected at each occurrence from the group consisting

of H and -C. alkyl, alternatively. two adjacent R™ are taken together with the nitrogen

atom to which they are attached to form a 3 to 7 membered heterocvelic ring;

each R*' is a substituent attached 1o the heterocvelyl ring and is independently

selected at each occurrence from the eroup consisting of H and halide:

B2
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-3 . . ) . ..
each R is independently selected at each occurrence from the group consisting

of -C.¢ alkyl and —carbocyelvl:

each R™ is independently selected at each occurrence from the eroup consisting

of H and —C».¢ alkvl;

4. . . .
cach R is independently selected at each occurrence from the group consisting

of H. -CF3. -Cy g alkvl, -heterocvelyl(R®"), and -arvl(R*),;

35 . . -~ ..
each R is independently selected at each occurrence [rom the group consisting

of -CF; and -C,. alkyl;

36 . . . .
each R is a substituent attached to the heterocvelvl ring and is independentlv

selected at each occurrence from the group consisting of H. halide, -OH. -CF;. -CN. and -

Cealkyl:

each R” 1s a substituent attached to the arvl ring and is independently selected at

each occurrence from the group consisting of H. halide. -CFi, -CN, and Meg:

Q- . . ..
each R°° is mndependently selected at each occurrence from the group consisting

of H, -C,.¢ alkvl. and —carbocyelyl. alternatively, two adjacent R are taken together with

the nitrozen atom to which thev are attached to form a 3 to 7 membered heterocyelic ring;

) 39 . . ) ; ] i ~ ..
each R”7 is independently selected at each occurrence from the eroup consisting

of -Cysalkyl and -(C»alkyl.carbocyelvl:

40 - . . o
cach R™ is a substituent attached to the nitrogen and is independently selected at

each occurrence from the group consistine of H., unsubstituted -Cy¢ haloalkvl. and

41 . . . .
ecach R™' 1s a substituent attached to the nitrogen and is indenendently selected at

each occurrence from the group consisting of H, unsubstituted -C;s haloalkyl,

i . N . . PO
each R"' is a substituent attached to the heterocvelvl ring and is independently

selected at each occurrence from the group consisting of H. halide, -OH, -CFs, -CN. and -

Q-i:(l%

cach R% is a substituent attached to the arvl rine and is independently selected at

each occurrence from the group consisting of H, halide. -CF;, -CN, and -C ¢ alkvyl;

68 . . . L.
each R is independentlv selected at each occurrence from the eroup consisting

of H and unsubstituted -C_¢ alkyl:

{»t:)
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each n is independently an integer of 0 to 1

each p 1s independently an integer of 1 to 10

each ¢ is independently an mteger of | to 5;

tis an integer of 1 to 4; and

v is an imteger of 1 10 3.

1006¢e] In another aspect of the present disclosure, there is provided a

compound, or pharmaceutically acceptable salt thereof, of Formula V:

R3

Q /
NH

J«

wherein:

R” is selected from the oroup consisting of 6-10-membered hetemawl{R‘*) and

phenvl(R™) (R%):

. . .
R 1s selected from the eroup consisting of
OH B

F
S " | N
[ i /N /N
. and :

R* is 1 substituent attached to the 6-10-membered heteroaryl and is selected from

the group consisting of H. halide -CN. unsubstituted -C,.¢ haloalkyl. unsubstituted -Ci.¢
alkyl. -(C); alkvi)lhetemcvclVl(RZZ)g. -O-arvl(R™),.  -NHC(=0)R™, and ~(C 16
alkvD,N(R™),:

cach R’ is a substituent attached to the phenvl ring and independently selected at

each occurrence from the group consisting of H and halide;

2q



R® is | substituent attached to the phenyl ring and selected from the eroup

consisting of H. «(Cy.; alkvD)heterocvelyl(R*), -O-aryl(R*),. -NHC(=O0R*. and -
(CH),NR* s

2y . . . .o
cach R~ 18 a substituent attached to the heterocvelvl ring and 1s independently

selected at each oceurrence from the group consisting of H. halide, -CF;, -OH. -CH-OH. -

CN. -N(R™)». and -C, alkyl;

each R* is a substituent attached to the arvl ring and is independentlv selected at

each occurrence from the group consisting of H, halide, -CFs, -CN. and -C) ¢ alkvl;

24 . - , X o
cach R 1s independently selected at each occurrence from the group consisting

of -C . alkyl. —N(’Rﬁo‘)g. and -(C ; alkvl),carbocycelyl;

25 . . ~ .
cach R™ is independently selected at each occurrence from the group consisting

N . . 25 . .
of H and -C alkvl. alternatively, two adjacent R are taken toeether with the mitrogen

atom to which thev are attached to form a 3 1o 7 membered heterocvelic ring;

26 - . . N
each R™ 18 a substituent attached to the heterocvelvl rine and is independently

selected at each occurrence from the group consisting of H, halide, -CF,, -OH. -CN, and -

Q;,(, Zﬂk‘/f;

each R s a substituent attached to the arvl ring and is independently selected at

cach occurrence from the eroun consisung of H. halide, -CFs, -CN. and -C ¢ alkkvl:

28 .. ~ .
each R 1s mdependently selected at each occurrence from the group consisting

of -Co alkvl, -N(R™), and -(C,_; alkvl),carboeyelyl;

29 . . - ..
cach R 1s mdependently selected at each occurrence from the group consisting

of H and -C ¢ alkyl;

36 - . . . .
each R” 1s a substituent attached 1o the heterocvelyl ring and is independently

selected at each occurrence from the group consisting of H. halide, -OH, -CF;, -CN, and -

60 - . . .
each R™ is independentlv selected at each occurrence from the group consisting

of H and -C . alkyl. alternatively, two adjacent R® are taken together with the nitrogen

atom to which thev are attached to form a 2- to 7-membered heterocvelic ring:

misanintegerol l o 4

each n is mdependentlv an mtecer of O to 1

each p is mdependentlv an integer of 1 to 10: and

{t\)
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each g 1s independently an integer of 1 to 5.

100611 In vet another aspect of the present disclosure. there is provided

compound selected from the group consisting of:

6-methvl-N.5-di(pyridin-3-v)- 1 H-indazole-3-carboxamide [44];

5-(5-(2.4-difluorobenzamido)pyridin-3-vD-N-(6-(4-methvlpiperazin- L -vDipyridin-3~-vl)-

1H-indazole-3-carboxamide [471:

5-(5-(2_5-difluorobenzamido)pvridin-3-vD-N-{6-(4-methvipiperazip-1 -vDovridin-3-vi)-

1 H-indazole-3-carboxamide [48]:

5-(5-(2.6-difluorobenzamido)pyridin-3-vD)-N-(6-(4-methvipiperazin-1-vhpvridin-3-vi)-

1H-indazole-3-carboxamide [49]:

5-(5-((3,3-bisthydroxymethvDazetidin- | -vDmethyDpvridip-3-vD)-N-(pvridin-3-vl)- 1 H-

indazole-3-carboxamide [501:

5-(5-(pyrrolidin-1-vimethvhpyridin-3-vD-N-(6-({trifluoromethvDpyridin-3-vl)-1H-

mdazole-3-carboxamide [511;

N-(6-(pyrrolidin-1-yhpyridin-3-y-5-( 5-(pyrrolidin-1 -ylmethvDpvridin-3-v1)- 1 H-

indazole-3-carboxamide [521;

N-{6-methoxvpyridin-3-vD-5-(5-(pyrrolidin-1 -vlmethvDpvridin-3-vl)-1 H-indazole-3-

carboxamide [531];

5-(5-((3 . 3-difluoropvrrolidin-1-vhmethvDpyvridin-3-vl)-N-{6-methoxvpyridin-3-v1)-1H-

indazole-3-carboxamide [547:

5-(5-((3.3-difluoropyrrolidin-1-yDmethypvridin-3-v1)-N-(6-(4-methvlpiperazin-1-

vDpyridin-3-v)-1 H-indazole-3-carboxamide [55];

N-{4-{cyclopropanecarboxamido)pyridin-3-vD-5-(5-(pipendin-1 -vimethvhipyridin-3-vl)-

1 H-indazole-3-carboxamide [741;

N-(6-(2-fluorophenoxy)pyridin-3-vl)-5-(5-(piperidin-1-vlmethyl)pyridin-3-v)-1H-

indazole-3-carboxamide [751:

N-methvl-5-(5-(piperidin-1 -vimethyvDpvyridin-3-vD-N-{pvridin-3-yD-1 H-indazole-3-
carboxamide [76];

N-(5-fluoropvridin-2-v1}-3-(pvridin-3-vl)-1H-indazole-3-carboxamide [4811:

5-(2.3-difluoro-5-(piperidin- 1 -vimethvhphenv)-N-(pyridin-4-vl)-1 H-1ndazole-3-
carboxamide {7991:

{l\)
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6-fluoro-3-(5-(piperidin-1-vimethvlpvridin-3-vi)-N-(pvyridin-3-vl)-1H-indazole-3-
carboxamide [11531:

5-(5-chloropyridin-3-vI)-N-{cyclopropvimethvl)-1 H-indazole-3-carboxamide [1323]:

N-(4-{{dimethviaminoimethvhphenvD-5-(pvridin-3-vI)-1H-indazole-3-carboxamide
[13241:
S-{pvridin-3-vD-N-(4-(pvrrolidin- 1 -vimethvDphenvl)- 1 H-indazole-3-carboxanude

1326];

S-{pyrimidin-5-yD-N-(4d-{pvrrolidin-1-vimethviphenv)- 1 H-indazole-3-carboxamide

13281

5-(5-fluoropyridin-3-v)-N-(4-(pvrrolidin-1 -vimethvhiphenvl)- | H-indazole-3-

carboxamide [13291:

5-(5-chloropyridin-3-vD-N-(4-(pvrrolidin- 1 -vimethvDphenvl)-1 H-indazole-3-

carboxamide [13301];

6-methvl-5-(pvridin-3-vD-N-{d-(pyrrolidin-1-vimethvhphenvD)-1H-indazole-3-

carboxanude [13311:

N-(Z-chloro-5-(pvrrolidin- 1 -vimethvDohenvD-5-(pvridin-3-vl)-1H-indazole-3-

carboxamude (13331

5-(6-(3-aminoazetidin-1 -yhpvrazin-2-y)-N-{6-methoxyvpyrdin-3-vl)-1 H-indazole-3-

carboxamide [13341:

N-methvl-N-{ | -methvipiperidin-4-vD3-3-(pvridin-3-vD)- 1 H-indazole-3-carboxamidse
13371;

N-{1-ethvlpiperidin-4-vh)-5-(2-fluore-3-methoxyphenvl)- 1 H-indazole-3-carboxamide
13381;

5-(2-fluore-3-methoxvohenvh-N-isopropvi-1H-indazole-3-carboxamide [1339]:

6-fluoro-5-{pvyridin-3-v-N-(4d-(pvrrolidin-1-vimethvhiphenvl)- | H-indazole-3-

carboxamide [1345]:

N-{6-(difluoromethoxvipyridin-3-vD-5-(5-(piperidin- 1 - vimethvDpyridin-3-vi)}-1H-

indazole-3-carboxanude [1358];

5-{6-(methvlcarbamovhpyridin-3-vD-N-(4-(pyrrohdin- 1 -vimethvhiphenvl)- 1 H-indazole-
3-carboxamide [13606];




6-fluoro-N-phenvl-5-(5-(piperidin-1-vimethvDpvridin-3-vi)-1 H-indazole-3-carboxamide

[6-fluoro-N-phenvl-5-(5-(pipenidin- | -vimethvDovridin-3-v)-1 H-indazole-3-carboxamide

13611;

N-(6-(1.1-difluoroethvhpvridin-3-v1}-5-{5-(piperidin-1 -vimethyvhipvridin-3-v)-1H-

imdazole-3-carboxamide [13621:

N-16-{difluoromethoxyv)ipyridin-3-v1i-6-fluoro-3-( 5-(piperidin-1 -vimethvDpyridin-3-vl -

I H-indazole-3-carboxamide {13751 and

6-fluoro-5-(6-(methvicarbamovDpyvridin-3-v-N-(4-(pvrrolidin-1-vimethvDphenvD-1H-

mmdazole-3-carboxamide [13771: or a pharmaceuticallv acceptabie salt thereof,

[006g} In a further aspect of the present disclosure. there is provided a

pharmaceutical composition comprising a therapeutically effective amount of a

compound as described herein or a pharmaceutically acceptable salt thereof. and a

pharmaceutically acceptable excipient.

{606h] In another aspect of the present disclosure, there is provided a use of a

compound as described herein. or a pharmaceutically accentable salt thereof, in the

preparation of a pharmaceutical coruposition for treating a disorder or disease in a patient,

wherein the disorder or disease 1s selected from the group consistine oft cancer,

pulmonary fibrosis. a bone or cartilace disease. a neurclogical disorder. osteoarthritis,

lung disease. a fibrotic disorder.

[606i1] In vet another aspect of the present disclosure, there is provided a use

of a compound as described herein, or a pharmaceutically accentable salt thereof, in the

preparation of a pharmaceutical composition for reating a disorder or disease in a patent.

wherein the disorder or disease is selected from the group consisting of polvposis coli.

osteoporosis-pseudoclioma  svndrome. familial exudative vitreorstinopathy, retinal

angiogenesis, early coronarv disease, tetra-amelia syndrome. Millerian-duct regression

and virilization. SERKAL svndrome. diabetes mellitus tvpe 2. Fuhrmann syndrome. Al-

Awadi/Raas-Rothschild/Schinzel phocomelia syndrome, odonto-onvcho-dermal

dvsplasia. obesitv. split-hand/foot maliformation. caudal duplication syndrome. 10oth

acenesis, Wilms tumor, skeletal dvsplasia, focal dermal hvpoplasia. autosomal recessive

anonvchia. neural tube defects, alpha-thalassemia (ATREX) svndrome, fragile X

syndrome. ICF svndrome. Angelman svndrome., Prader-Willi syndrome., Beckwith-

Wiedemann Svndrome. Norrie disease. and Rett svndrome.
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1006i] In a further aspect of the present disclosure, there is provided a use of

a compound as described herein. or a pharmaceutically acceptable salt thereof. in the

preparation of a pharmaceutical composition for preventing or reducing anciogenesis in a

patient,



each R* is a substituent attached to the aryl ring and is independently selected at
each occurrence from the group consisting of H, halide, -CF;, -CN, and -C ¢ alkyl;

each R® is a substituent attached to the aryl ring and is independently selected at
each occurrence from the group consisting of H, Cl, Br, I, -CF3, -CN, and -C, ¢ alkyl;

each R* is independently selected at each occurrence from the group consisting of
H and -Co alkyl, alternatively, two adjacent R®* are taken together with the nitrogen atom
to which they are attached to form a 3- to 7-membered heterocyclic ring;

R® is -(Cy.; alkyl),heterocyclyl(R®),;

each R®® is independently selected at each occurrence from the group consisting of
H and unsubstituted -Cy_¢ alkyl;

m is an integer of 1 to 4;

each n is independently an integer of O to 1;

each p is independently an integer of 1 to 10;

each q is independently an integer of 1 to 5;

tis an integer of 1 to 4;

y is an integer of 1 to 3;

z 1s an integer of 1 to 5; and

with the proviso that a compound of Formula I is not a compound selected from the

group consisting of:
/ ™~
O”w Q ON\ CJ UT Q
‘/} “ OT—NH m NI EJKCT?NH
L N

NH
N
Nvﬁfj\/\ . S \ = \\QN
, H , and H .

S H Vi N/
2. The compound of claim 1, wherein R' is selected from the group consisting of
H, F, and Me.
3. The compound according to efany one of claims 1-2, wherein R' is H.
4.  The compound according tosf any one of claims 1-2, wherein R is F.

5.  The compound according tosf any one of claims 1-4, wherein R* is

pyridinyl(R%).

6.  The compound according tosf any one of claims 1-5, wherein R is pyridin-3-
yI(RY.

7. The compound according toet any one of claims 1-6, wherein R* is -{(Ci3

alkyl)heterocyclyl(R*),.
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8. The compound according toef any one of claims 1-7, wherein RY is -
heterocyelyl(Rzz)p.
9.  The compound according toet any one of claims 1-8, wherein R* is selected from

(>JO@M]E

the group consisting of mtm , , , , , , , and ww .

10. The compound aceerdmg toef any one of claims 1-7, wherein R* is —
(CHg)hetel'oeyclyl(R2O)p.
11. The compound according toef any one of claims 1-7 and 10, wherein R* is

F
@
D
selected from the oroup consisting of WE AE WC

Oy o
,(j,cfg N

12. The compound according toef any one of claims 1-4, wherein R* is
phenyl(R*)m(R®).

13. The compound according toef any one of claims 1-4 and 12, wherein R’ is H.

14. The compound according toef any one of claims 1-4 and 12-13, wherein R is -
(C1 alkyl)nheterocyclyl(Rz(’)p.

15. The compound according toef any one of claims 1-4 and 12-14, wherein R® is -
lleterocyelyl(R26)p.

16. The compound according toef any one of claims 1-4 and 12-15, wherein R® is

ooﬂéQQ

selected from the group consisting of b ,

®
N
|
17. The compound according toef any one of claims 1-4 and 12-14, wherein R® is ~
(CHz)heterocyelyl(R%)p.

b K E b3 b
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18. The compound according toe any one of claims 1-4, 12-14 and 17, wherein R°

F
ﬁ F
D
is selected from the oroup consisting of Jj £ ij

e e Y
‘ LJ,CTg o

19. The compound according tosf any one of clalms 1-18, wherein R® is H.

20. The compound according tost any one of claims 1-18, wherein R’ is -C .o alkyl.
21. The compound according tosf any one of claims 1-18-aad-20, wherein R’ is

selected from the group consisting of jw/ WL % »E( ﬁ< and

The compound according toef any one of claims 1-18, wherein R’ is -
carbocyelyl(R )p-
23. The compound according tosf any one of claims 1-18-—amd—22, wherein R3 is

selected from the group consisting of EE /X\ % i; ; ;

24. The compound according toet any one of clalms 1- 18 Wherem R3 is -
monocyclic heterocyclyl(R® o
25. The compound according tosf any one of claims 1-18-and-24) wherein R’ is

:
LT e
TIee e PRYS

selected from the group consisting of , , , e, EL R A O A
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6-methyl-5-(pyridin-3-yl)-N-(4-(pyrrolidin-1-ylmethyl)phenyl)- 1 H-indazole-3-
carboxamide [1331};
N-(2-chloro-5-(pyrrolidin-1-ylmethyl)phenyl )-5-(pyridin-3-yl)-1 H-indazole-3-carboxamide
[1333];
5-(6-(3-aminoazetidin-1-yl)pyrazin-2-yl)-N-(6-methoxypyridin-3-yl)-1H-indazole-3-
carboxamide [1334];
N-methyl-N-(1-methylpiperidin-4-y1)-5-(pyridin-3-yl)-1H-indazole-3-carboxamide [1337];
N-(1-ethylpiperidin-4-y1)-5-(2-fluoro-3-methoxyphenyl)-1H-indazole-3-carboxamide
[1338];
5-(2-fluoro-3-methoxyphenyl)-N-1sopropyl-1 H-indazole-3-carboxamide [1339];
6-fluoro-5-(pyridin-3-yl)-N-(4-(pyrrolidin-1-ylmethyl)phenyl)-1 H-indazole-3-carboxamide
[1345];
N-(6-(difluoromethoxy)pyridin-3-yl)-5-(5-(piperidin-1-ylmethyl)pyridin-3-yl)-1H-
indazole-3-carboxamide [1358];
5-(6-(methylcarbamoyl)pyridin-3-yl)-N-(4-(pyrrolidin-1-ylmethyl)phenyl)- 1 H-indazole-3-
carboxamide [1360];
6-fluoro-N-phenyl-5-(5-(piperidin- 1 -ylmethyl)pyridin-3-yl)-1H-indazole-3-carboxamide
[6-fluoro-N-phenyl-5-(5-(piperidin-1-ylmethyl)pyridin-3-yl)-1H-indazole-3-carboxamide
[1361];
N-(6-(1,1-difluoroethyl)pyridin-3-y1)-5-(5-(piperidin-1-ylmethyl)pyridin-3-yI)-1H-
indazole-3-carboxamide [1362];
N-(6-(difluoromethoxy)pyridin-3-yl)-6-fluoro-5-(5-(piperidin-1-ylmethyl)pyridin-3-yl)-1H-
indazole-3-carboxamide [1375]; and
6-fluoro-5-(6-(methylcarbamoyl)pyridin-3-yl)-N-(4-(pyrrolidin-1-ylmethyl)phenyl)-1 H-
indazole-3-carboxamide [1377]; or a pharmaceutically acceptable salt thereof.

36. A pharmaceutical composition comprising a therapeutically effective amount
of a compound according to any one of claims 1-35, or a pharmaceutically acceptable salt
thereof, and a pharmaceutically acceptable excipient.

37. Use of a compound according to claims 1-35. or a pharmaceutically

P!
St

acceptable salt thereof, in the preparation of a pharmaceutical composition for A~ chof

treating a disorder or disease in a patient, wherein the disorder or disease is selected from

the group consisting of: cancer, pulmonary fibrosis, a bone or
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cartilage disease, a neurological disorder, osteoarthritis, lung disease, a fibrotic disorder:
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38. Use of a compound accordineg to any one of claims 1-35, or a

pharmaceutically acceptable salt thereof. in the preparation of a pharmaceutical

composition for A-—smethed—oi-treating a disorder or disease in a patient, wherein the

disorder or disease is selected from the group consisting of: polyposis coli, osteoporosis-
pseudoglioma syndrome, familial exudative vitreoretinopathy, retinal angiogenesis, early
coronary disease, tetra-amelia syndrome, Millerian-duct regression and virilization,
SERKAL syndrome, diabetes mellitus type 2, Fuhrmann syndrome, Al-Awadi/Raas-
Rothschild/Schinzel phocomelia syndrome, odonto-onycho-dermal dysplasia, obesity, split-
hand/foot malformation, caudal duplication syndrome, tooth agenesis, Wilms tumor,
skeletal dysplasia, focal dermal hypoplasia, autosomal recessive anonychia, neural tube
defects, alpha-thalassemia (ATRX) syndrome, fragile X syndrome, ICF syndrome,
Angelman syndrome, Prader-Willi syndrome, Beckwith-Wiedemann Syndrome, Norrie

<

disease, and Rett syndrome;—the—iiethod—ecomprsina—admbnisterne—to—the
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39. The methed-oi-use according to claim 37, wherein the disorder or disease is

cancer.

40. The method-ofuse according to claim 37, wherein the disorder or disease is

pulmonary fibrosis.

41. The methog-stuse according 1o claim 37, wherein the disorder or disease is a

bone or cartilage disease.

42. The method-otuse according to claim 37, wherein the disorder or disease 18 a

neurological disorder, wherein the neurological condition/disorder/disease is selected from
the group consisting of: frontotemporal dementias, dementia with lewy bodies, prion
diseases, Parkinson's disease, Huntington's disease, progressive supranuclear palsy,
corticobasal degeneration, multiple system atrophy, amyotrophic lateral sclerosis (ALS),
inclusion body myositis, autism, degenerative myopathies, a metabolic neuropathy,
endocrine neuropathies, orthostatic hypotension, multiple sclerosis and Charcot-Marie-

Tooth disease.
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43. The methed-sfuse according to claim 37, wherein the disorder or disease is a

neurological disorder associated with tau protein, amyloid, or alpha-synuclein pathology.

44, The method-ofuse according to claim 43, wherein the disorder or disease is

selected from the group consisting of: Alzheimer’s Disease, Amyotrophic Lateral Sclerosis,
Down Syndrome, Frontotemporal Dementia with Parkinsonism-17 (FTDP-17), Lewy body
dementia, Parkinson’s Disease, Pick's Discase, and additional diseases with pronounced
neurodegeneration such as Autism, Dementia, Epilepsy, Huntington’s Disease, Multiple
Sclerosis; Chronic Traumatic Encephalopathy, Traumatic Brain Injury, Tumor, and Stroke.

45. The method-efuse according to claim 37, wherein the disorder or disease is

osteoarthritis.

46. The methed-oiuse according to claim 37, wherein the disorder or disease is

lung disease.

47. The methed-efuse according to claim 37, wherein the disorder or disease is a

fibrotic disorder, wherein the fibrotic disorder is selected from the group consisting of: skin
fibrosis; scleroderma; progressive systemic fibrosts; lung fibrosis; muscle fibrosis; kidney
fibrosis; glomerulosclerosis; glomerulonephritis; hypertrophic scar formation; uterine
fibrosis; renal fibrosis; cirrhosis of the liver, liver fibrosis; adhesions; chronic obstructive
pulmonary disease; fibrosis following myocardial infarction; pulmonary fibrosis; fibrosis
and scarring associated with diffuse/interstitial lung disease; central nervous system
fibrosis; fibrosis associated with proliferative vitreorctinopathy (PVR); restenosis;
endometriosis; ischemic disease; and radiation fibrosis.

48. The method-ofuse according to claim 37, wherein the patient is a human.

49. The method-of-asy-ese-efuse according to claims-37-and 39, wherein the

cancer is selected from the group consisting of: hepatocellular carcinoma, colon cancer,
breast cancer, pancreatic cancer, chronic myeloid leukemia (CML), chronic
myelomonocytic leukemia, chronic lymphocytic leukemia (CLL), acute myeloid leukemia,
acute lymphocytic leukemia, Hodgkin lymphoma, lymphoma, sarcoma, and ovarian cancer.

el

50. The methed-of-apvone-sf-use according to claims-3-

e

ana 39, wherem the

cancer =18 selected from the group consisting of: lung cancer - non-small cell, lung cancer
- small cell, multiple myeloma, nasopharyngeal cancer, neuroblastoma, osteosarcoma,

penile cancer, pituitary tumors, prostate cancer, retinoblastoma, rhabdomyosarcoma,
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salivary gland cancer, skin cancer - basal and squamous cell, skin cancer — melanoma,
small intestine cancer, stomach cancers, testicular cancer, thymus cancer, thyroid cancer,
uterine sarcoma, vaginal cancer, vulvar cancer, laryngeal or hypopharyngeal cancer, kidney
cancer, Kaposi sarcoma, gestational trophoblastic disease, gastrointestinal stromal tumor,
gastrointestinal carcinoid

tumor, gallbladder cancer, eye cancer (melanoma and lymphoma), Ewing tumor, esophagus
cancer, endometrial cancer, colorectal cancer, cervical cancer, brain or spinal cord tumor,
bone metastasis, bone cancer, bladder cancer, bile duct cancer, anal cancer, and adrenal
cortical cancer.

51. The sethod-etuse according to claim 37, wherein the compound inhibits one

or more proteins in the Wnt pathway.

52. The method-et-amv-sne-at-use according to claims-37-snd 51, wherein the

o

compound inhibits signaling induced by one or more Wnt proteins.

53. The methed-otuse according to claim 52, wherein one or more Wnt proteins
are chosen from: WNTI1, WNT2, WNT2B, WNT3, WNT3A, WNT4, WNTS5A, WNTSB,
WNT6, WNT7A, WNT7B, WNT8A, WNTEB, WNTIA, WNTIB, WNT10A, WNT10B,
WNTI11, and WNTI6.

54. The methad-oi-use according to claim 37, wherein the compound inhibits
DYRKIA.

55. The srethad-ofuse according to claim 37, wherein the compound inhibits a

kinase activity.

56. Use of a compound according to any one of claims 1-35. or a

pharmaceutically  acceptable salt thereof, in the preparation of a pharmaceutical

composition for A-method-ofpreventing or reducing angiogenesis in a patient—the—methed
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