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Claims

1. A compound of Formula (1),

Formula (1)
wherein

R'is hydrogen, halogen, methyl, or trifluoromethyl;

Rz is Cys-alkoxy, cyclopropyloxy or methoxy-Co-s-alkoxy;

Ar' represents phenyl, or 6-membered heteroaryl containing one or two nitrogen atoms, wherein said group Ar?
is substituted with R3 and R4, wherein
o R3is n-propyl, isopropyl, or Cs.¢-cycloalkyl; and

o R4represents one substituent independently selected from hydrogen, fluoro, methyl and methoxy;
m and n independently represent the integer 1 or 2; and

the group -L-RS represents

hydrogen;

-Ci4-alkyl;

-Cos-alkylene-Cse-cycloalkyl; wherein the Cse-cycloalkyl independently is unsubstituted or mono-
substituted with halogen;
-CO-H;

-L'-CO-R¢"" wherein R¢" independently represents hydroxy; -O-benzyl; -O-Ci.¢-alkyl; Cs-fluoroalkyl; or

-NRN'RN1Z; wherein independently RN' is hydrogen or Ci4-alkyl, and RM2 is hydrogen, Ci4-alkyl, -SO,-

Cis-alkyl, or -O-RO", wherein R°" independently represents hydrogen, Ci.-alkyl, or benzyl; and

-L'- independently represents

» -Cig-alkylene-, -CO-Cye-alkylene-, -SO»-C1¢-alkylene-, -CO-O-Ci¢-alkylene-, -CO-NH-C1¢-alkylene-,
or -SO»-NH-C1¢-alkylene-;

» -Cig-alkylene-, -CO-Ci¢-alkylene-, or -SO.-Cis-alkylene-; wherein in the above groups said Cis-

alkylene independently is mono-substituted with hydroxy, Cis-alkoxy, -O-CO-Ci4-alkyl, or -NRN13RN14:



10

15

20

25

30

35

>
>
>

66

wherein independently RN3 is hydrogen or Cis-alkyl, and RV is hydrogen, Ci4-alkyl or -CO-O-Ci4-
alkyl;

-Ca6-alkylene-, -CO-Cas-alkylene-, or -SO.-C,6-alkylene-; wherein in the above groups said Cos-
alkylene independently is di-substituted wherein the substituents are independently selected from
hydroxy and -NRN15RN16; wherein independently RN'S is hydrogen or Ci4-alkyl, and RN is hydrogen,
Ci4-alkyl or -CO-O-Cy4-alkyl;

-Cos-alkylene-Cs.g-cycloalkylene-Cos-alkylene-,  -CO-Co4-alkylene-Cs.s-cycloalkylene-Cos-alkylene-,
-S02-Cos-alkylene-Cs.s-cycloalkylene-Cos-alkylene-, -CO-NH-Cy.s-alkylene-Cs.g-cycloalkylene-Cos-
alkylene-, or -CO-0O-Co.-alkylene-Css-cycloalkylene-Co-alkylene-;

-Co-alkylene-Cy!'-Co.4-alkylene-, -CO-Cq4-alkylene-Cy*-Cos-alkylene-, -CO-O-Cos-alkylene-Cy'-Co.4-
alkylene-, -CO-NH-Cy.4-alkylene-Cy-Cy.s-alkylene-, -SO,-Cy.4-alkylene-Cy'-Co.s-alkylene-, or -SO,-NH-
Co4-alkylene-Cy'-Cos-alkylene-; wherein Cy' independently represents a Cse-heterocycloalkylene
containing one ring oxygen atom, or one ring nitrogen atom, wherein said ring nitrogen, in case it has
a free valency, independently is unsubstituted, or mono-substituted with C1.4-alkyl or -CO-O-C.4-alkyl;
-C,.4-alkylene-0O-Co4-alkylene-O-Cy-alkylene-, or -CO-Cy.4-alkylene-O-Co.-alkylene-O-Cy.4-alkylene-;
-Co.4-alkylene-X"1-Cy.4-alkylene-, -CO-0-C;.-alkylene-X"-Cy4-alkylene-, -CO-NH-Co.s-alkylene-X"1-Cs.
s-alkylene-, or -SO,-NH-C,.s-alkylene-X"'-C+.s-alkylene-; wherein X' independently represents oxygen,
or a nitrogen atom which is independently unsubstituted, or mono-substituted with Ci.4-alkyl, Cs.¢-
cycloalkyl, or -CO-O-C4-alkyl;

-CO-Cy4-alkylene-X"2-Cq.4-alkylene-, -SO2-C1.4-alkylene-X'2-C1-alkylene-, or -CO-C+4-alkylene-X"2-Co.
s-alkylene-Csg-cycloalkylene-Cos-alkylene-; wherein X2 independently represents oxygen, or a
nitrogen atom which is independently unsubstituted, or mono-substituted with Cis-alkyl, Cae-
cycloalkyl, -CO-O-C14-alkyl, or Cy3-alkoxy-Cos-alkyl;

-Co4-alkylene-X-Cy4-alkylene-; wherein X® represents -NH-CO-, and wherein said C,.4-alkylene
independently is unsubstituted, or mono-substituted with hydroxy;

-C1.4-alkylene-X"-Cy.4-alkylene-; wherein X' represents -CO-NH-;

-CO-Cy¢-alkenylene- or -SO2-C,6-alkenylene-; or

-CO-Cy¢-fluoroalkylene-;

e -L2-hydroxy; wherein -L2- represents

>

-CO-Cy6-alkylene- or -SO»-Cie-alkylene-; wherein in the above groups said Cis-alkylene
independently is unsubstituted, or mono-substituted with hydroxy, Cs-fluoroalkyl, or -NRN21RN22
wherein independently RN?' is hydrogen or Ci4-alkyl, and RN22 is hydrogen, Ci4-alkyl or -CO-O-C14-
alkyl;

-Co¢-alkylene-, -CO-0O-Cy-alkylene-, -CO-NH-C¢-alkylene-, or -SO,-NH-Co¢-alkylene-, wherein in the

above groups said Co.¢-alkylene independently is unsubstituted, or mono-substituted with hydroxy, Cs-
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fluoroalkyl, or -NRN23RN24 wherein independently RN2 is hydrogen or Cq4-alkyl, and RN24 is hydrogen,
Ci-alkyl or -CO-O-C14-alkyl;

» -Cos-alkylene-Cse-cycloalkylene-Co.s-alkylene-, -CO-Co.s-alkylene-Css-cycloalkylene-Co.-alkylene-, or
-S0,-Co.+-alkylene-Cs.¢-cycloalkylene-Co.s-alkylene-;

» -Cos-alkylene-Cy2-Co.-alkylene-, -CO-Cos-alkylene-Cy2-Co.-alkylene-, or -SO,-Co4-alkylene-Cy2-Co.s-
alkylene-; wherein Cy2 independently represents a Cse-heterocycloalkylene group containing one ring
oxygen atom, or one ring nitrogen atom; wherein said ring nitrogen, in case it has a free valency, is
independently unsubstituted, or mono-substituted with C+.4-alkyl or -CO-O-C1s-alkyl;

» -Cys-alkylene-(O-Co4-alkylene)p- or -CO-Cy4-alkylene-(O-Co4-alkylene)y-; wherein p independently
represents the integer 1 or 2;

» -Cys-alkylene-X?'-C,.4-alkylene-; wherein X2! represents a nitrogen atom which is unsubstituted, or
mono-substituted with C1.4-alkyl, Cs.s-cycloalkyl, or -CO-O-Cq4-alkyl;

» -CO-Ci4-alkylene-X2-Cy,.4-alkylene-, -CO-C1.4-alkylene-X2-C+.4-alkylene-Css-cycloalkylene-, or -SO,-
Ci4-alkylene-X22-C,.4-alkylene-; wherein X22 represents a nitrogen atom which is independently
unsubstituted, or mono-substituted with C1.s-alkyl, Cs6-cycloalkyl, or -CO-O-C1.4-alkyl;

» -Cos-alkylene-X3-Cy4-alkylene-; wherein X2 represents -NH-CO-, and wherein said Cys-alkylene
independently is unsubstituted, or mono-substituted with hydroxy;

» -Cys-alkylene-X?-C,.4-alkylene-; wherein X2 represents -CO-NH-, and wherein said Co4-alkylene
independently is unsubstituted, or mono-substituted with hydroxy; or

» 3,4-dioxocyclobut-1-ene-1,2-diyl;

-L3-0-R%3! wherein R%3is -Cq.4-alkyl, -CO-C1.4-alkyl or -CO-C,.4-alkenyl; and

-L3- independently represents

» -Cas-alkylene-, -CO-Ci¢-alkylene- or -SO,-C1.¢-alkylene-, -CO-O-Cy6-alkylene-, -CO-NH-C,6-alkylene-
, 0r -SO2-NH-Co.¢-alkylene-;

-L4-NRN'RN2 wherein independently RN is hydrogen or Ci4-alkyl; and RN is hydrogen; Ci4-alkyl; Cis-

fluoroalkyl; Cse-cycloalkyl; Ci.s3-alkoxy-Co4-alkylene; -CO-Cy4-alkyl; -SO2-Cy4-alkyl; or -SO2-Cs-fluoroalkyl;

and

-L4- independently represents

» -Cye-alkylene-, -CO-Cys-alkylene-, -SO.-C1.-alkylene-, -CO-O-C,6-alkylene-, -CO-NH-Cy.¢-alkylene-,
or -SO,-NH-C,.¢-alkylene-; or

» -Cos-alkylene-Cy*-Co4-alkylene-, -CO-Co.-alkylene-Cy?-Cos-alkylene-, or -SO-Co4-alkylene-Cy4-Co.s-
alkylene-; wherein Cy# independently represents a Css-heterocycloalkylene group containing one ring
oxygen atom;

-L5-NRN3RN4 wherein RM2 is hydrogen, Ci4-alkyl, or Cys-alkoxy-C,4-alkylene; and RN4 is -CO-O-Cy4-alkyl;

-CO-NRN51RN52 wherein RN and RN52 are independently selected from hydrogen and Ci-alkyl; or -SO2-
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NRN33RN34 wherein independently RN33 is hydrogen or Ci.4-alkyl, and RN% is hydrogen, Cq.4-alkyl, or -CO-Cx.
s-alkyl;
and -L3- independently represents
» -Cyg-alkylene-, -CO-Ci-alkylene- or -SO»-Cy¢-alkylene-, -CO-O-Cys-alkylene-, -CO-NH-Co.¢-alkylene-
, or -SO2-NH-Ca.¢-alkylene-;
-L5-N(RN61)-O-R06' wherein RN! is hydrogen, -CO-C1.-alkyl, or -CO-O-Cs.4-alkyl; and R independently
represents hydrogen, Ci.¢-alkyl, or benzyl;
and -L5- independently represents
» -Cye-alkylene-, -CO-Cys-alkylene-, -SO.-C1-alkylene-, -CO-O-Cy6-alkylene-, -CO-NH-Cy.-alkylene-,
or -SO,-NH-Cy.¢-alkylene-;
-L7-NRN5RNé wherein RNS is hydrogen or Cis-alkyl; RN6 is hydrogen, Cis-alkyl, -CO-Ci4-alkyl, Ci.-
fluoroalkyl, or Cs6-cycloalkyl; and
-L’- independently represents
» -CO-, or-SO,-;
-L8-SO,-R38! wherein RS# independently represents -Cqs-alkyl; C4-fluoroalkyl; hydroxy; -NRN81RN&2 wherein
independently RN8'is hydrogen or C1.4-alkyl, and RNé2 is hydrogen, C1.4-alkyl, -CO-C1.6-alkyl; and
-L8- independently represents
» -Cys-alkylene-, -CO-Cys-alkylene-, -SO-.-Ci¢-alkylene-, -CO-O-Co¢-alkylene-, -CO-NH-C1¢-alkylene-,
or -SO,-NH-C1.¢-alkylene-;
-L%-HET", wherein HET! represents 5- or 6-membered heteroaryl, wherein said HET! independently is
unsubstituted or mono-, or di-substituted, wherein the substituents are independently selected from Ci.4-
alkyl; halogen; cyano; hydroxy; hydroxymethyl; -Co.o-alkylene-Cy®-COOR©%®" wherein R is hydrogen or
Ci-alkyl, and wherein Cy®' represents a Ca.¢-cycloalkylene group; or -Coo-alkylene-COORO92 wherein R092
is hydrogen or C14-alkyl; and
-L®- independently represents
» -Cos-alkylene-, -CO-Cos-alkylene-, -SO.-Cog-alkylene-, -CO-O-Cqs-alkylene-, -CO-NH-C1¢-alkylene-,
or -SO,-NH-C1.¢-alkylene-;
-L10-Cy-heterocyclyl, wherein the Css-heterocyclyl independently contains one or two ring heteroatoms
independently selected from nitrogen, sulfur and oxygen; wherein in the above groups said Casse-
heterocyclyl independently is unsubstituted, or mono-, di-, or tri-substituted wherein the substituents are
independently selected from:
» one or two oxo substituents each attached to a ring carbon atom in alpha position to a ring nitrogen
atom; and / or
» two methyl substituents attached to a ring carbon atom in alpha position to a ring nitrogen atom or a
ring oxygen atom; and / or

» two oxo substituents at a ring sulfur ring atom; and / or
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» Cis-alkyl, Ci.3-alkoxy-Cos-alkyl, Coa-fluoroalkyl, or -CO-Cs4-alkyl attached to a ring nitrogen atom
having a free valency; and
-L"%- independently represents
» -Cos-alkylene-, -CO-Cos-alkylene-, -SO--Cos-alkylene-, -CO-O-Cqs-alkylene-, -CO-NH-C1¢-alkylene-,
5 or -SO2-NH-C1¢-alkylene-;
e -L"-cyano; wherein -L"- represents -CO-C1.¢-alkylene-, -SO»-C16-alkylene, or -Coe-alkylene-;
o -L"2-NOy; wherein -L'2- represents -Co¢-alkylene-; or
o -L"-Cq4-alkyl; wherein -L®- represents -CO-, -CO-O-, or -SO-;

or a pharmaceutically acceptable salt thereof.
10 2. A compound according to claim 1, wherein R*is halogen; or a pharmaceutically acceptable salt thereof.

3. A compound according to claim 2, wherein R is Cy.3-alkoxy;

or a pharmaceutically acceptable salt thereof.

4. A compound according to claim 3, wherein Ar! represents phenyl; wherein said phenyl group is substituted
with R3 and R4, wherein
15 o R3represents isopropyl; and
o R#represents hydrogen;

or a pharmaceutically acceptable salt thereof.

5. A compound according to claim 3, wherein the fragment:

~
~
~

R4

20  represents a ring independently selected from:

\| “
S N~
; F ; Fo NS o Fo

or a pharmaceutically acceptable salt thereof.

6. A compound according to claim 5, wherein m and n both are 1;

or a pharmaceutically acceptable salt thereof.
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7. A compound according to any one of claims 1 to 6, wherein the group -L-R% represents

hydrogen;

-Ci4-alkyl;

-Co¢-alkylene-Cs.¢-cycloalkyl; wherein the Css-cycloalkyl independently is unsubstituted or mono-

substituted with halogen;

-CO-H;

-L'-CO-R¢" wherein R¢"" independently represents hydroxy; or -O-Ci.s-alkyl; and

-L'- independently represents

» -Cig-alkylene-, -CO-Cys-alkylene-, or -CO-NH-Cy6-alkylene-;

-L2-hydroxy; wherein -L2- represents

» -CO-Cyg-alkylene- or -SO,-C1¢-alkylene-;

» -Cas-alkylene-, -CO-NH-Cy¢-alkylene-, or -SO2-NH-Co.¢-alkylene-, wherein in the above groups said
Co¢-alkylene independently is unsubstituted, or mono-substituted with hydroxy; or

» 3,4-dioxocyclobut-1-ene-1,2-diyl;

-L3-O-R9% wherein R9% s -C.4-alkyl or -CO-C,.4-alkenyl; and

-L3- independently represents

» -S0,-Cys-alkylene-, -CO-O-C,s-alkylene-, -CO-NH-Co.¢-alkylene-, or -SO,-NH-C,.-alkylene-;

-L4-NRMRN2 wherein independently RN'is hydrogen or Ci4-alkyl; and RN2 is hydrogen; Ci4-alkyl; or -SO,-

Ci4-alkyl; and

-L4- independently represents

» -Cas-alkylene-, -CO-Cys-alkylene-, or -SO,-Cy6-alkylene-;

-L5-NRN3RN4 wherein RN is hydrogen, or Ci4-alkyl; and RM is -SO,-NRN$3RN54 wherein independently RN3

is hydrogen or Cy4-alkyl, and RN% is hydrogen, or Ci4-alkyl;

and -L3- independently represents

» -Cas-alkylene-, -CO-Cy5-alkylene- or -SO,-C1.¢-alkylene-;

-L7-NRN5RNé wherein RNSis hydrogen or Cq4-alkyl; RNéis hydrogen, Ci4-alkyl, or Css-cycloalkyl; and

-L’- independently represents

» -CO-, or-SOx-;

-L8-SO,-RS8! wherein R%81 independently represents -Cq.-alkyl; C+-fluoroalkyl; or hydroxy; and

-L8- independently represents

» -Cig-alkylene-, -CO-Cy¢-alkylene-, -SO-Ci-alkylene-;

-L3-HET', wherein HET! represents 5- or 6-membered heteroaryl, wherein said HET' independently is

unsubstituted or mono-, or di-substituted wherein the substituents are independently selected from Ci4-

alkyl; halogen; cyano; hydroxy; hydroxymethyl; -Co.-alkylene-COOR%2 wherein R is hydrogen or Ci.4-

alkyl; and

-L®- independently represents
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» -Cos-alkylene-, -CO-Cos-alkylene-, -SO,-Co.6-alkylene;
-L10-C,-heterocyclyl, wherein the Css-heterocyclyl independently contains one or two ring heteroatoms
independently selected from nitrogen and oxygen; wherein in the above groups said Ca.g-heterocyclyl
independently is unsubstituted, or mono-, or di--substituted wherein the substituents are independently
selected from:
» one or two oxo substituents each attached to a ring carbon atom in alpha position to a ring nitrogen
atom; and / or
» two methyl substituents attached to a ring carbon atom in alpha position to a ring nitrogen atom or a
ring oxygen atom; and
-L"%- independently represents
» -Cos-alkylene-, -CO-Cos-alkylene-, -SO,-Co.¢-alkylene-; or
-L-Cy4-alkyl; wherein -L- represents -CO-, -CO-O-, or -SO-;

or a pharmaceutically acceptable salt thereof.

8. A compound according to any one of claims 1 to 6, wherein the group -L-R% represents

hydrogen;

isopropyl, isobutyl;

cyclobutyl;

-CO-H;

-L'-COOH; wherein -L'- represents

»  *-CHy-C(CHjs)z-, *-CH2-CH3-C(CHs)z-, *-CH2-CH2-CHo-C(CHz)2-, or *-CO-CH,-C(CHs)z-;
-L2-hydroxy; wherein -L2- represents

» -CH2-CHy-, *-CH,-CH(OH)-CHa-;

» *-CO-NH-CH-CHy-; or

> *-80,-CH2-CH-;

-L3-O-CHs, or -L3-0-CO-C(CH3)=CHy; wherein -L3- represents

» *-CO-NH-CH-CHo-;

-L7-NHy, -L7-NH-CHs, -L7-NH-CH-CHs, -L7-NH-CH(CH3)2, or -L7-NH-cyclopropyl; wherein -L’- represents
» -CO-, or-SOx-;

-L%-HET"; wherein -L°%-HET* represents
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|/N N N~ _N oy Ly
F CN F F Z Z
|\
or F /N;

o -L'0-C4g-heterocyclyl; wherein -L10-Cy4.¢-heterocyclyl represents

%ng}{t/oron O .o

o -L%-methyl; wherein -L*- represents -CO-, or -SO-;

wherein in the above groups the asterisks indicate the bond which is connected to the rest of the molecule;

or a pharmaceutically acceptable salt thereof.

9. A compound according to any one of claims 1 to 6, wherein the group -L-R5 represents -SO2-NHy;

or a pharmaceutically acceptable salt thereof.

10. A compound according to claim 1 wherein said compound is:
N-(6-fluoro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;
3-(2-isopropylphenyl)-N-(4-methoxypyridin-3-yl)azetidine-3-carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;
6-bromo-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;
6-chloro-4-ethoxypyridin-3-yl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;
6-chloro-4-isopropoxypyridin-3-yl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;
6-chloro-4-cyclopropoxypyridin-3-yl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;

ZZZZ

N-~(
(
(
(
-(6-chloro-4-(2-methoxyethoxy)pyridin-3-yl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;
)-N

(S)-N-(6-chloro-4-((1-methoxypropan-2-yl)oxy)pyridin-3-yl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;
-(6-chloro-4-methoxypyridin-3-yl)-4-(2-isopropylphenyl)piperidine-4-carboxamide;
-(2-isopropylphenyl)-N-(4-methoxy-6-methylpyridin-3-yl)azetidine-3-carboxamide;
-(2-isopropylphenyl)-N-(4-methoxy-6-(trifluoromethyl)pyridin-3-yl)azetidine-3-carboxamide;
6-chloro-4-methoxypyridin-3-yl)-3-(2-fluoro-6-isopropylphenyl)azetidine-3-carboxamide;
6-chloro-4-methoxypyridin-3-yl)-3-(5-fluoro-2-isopropylphenyl)azetidine-3-carboxamide;
6-chloro-4-methoxypyridin-3-yl)-3-(3-isopropylpyridin-2-yl)azetidine-3-carboxamide;

6-chloro-4-methoxypyridin-3-y!

N-
3-
3-
N-
N-
N-
N-
N- -(2-cyclopentylphenyl)azetidine-3-carboxamide;
N-

-
( )-3

( )-3-
-(6-chloro-4-methoxypyridin-3-yl)-3-(6-fluoro-3-isopropylpyridin-2-yl)azetidine-3-carboxamide;
( )-3-

- )-1-

6-chloro-4-methoxypyridin-3-yl)-1-isopropyl-3-(2-isopropylphenyl)azetidine-3-carboxamide;
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N-(6-chloro-4-methoxypyridin-3-yl)-1-isobutyl-3-(2-isopropylphenyl)azetidine-3-carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-1-(2-hydroxyethyl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;
1-(2-(1H-tetrazol-5-yl)ethyl)-N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;
1
2
1-(2-aminoethyl)-N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;

-(2
-(3-(1H-tetrazol-5-yl)propyl)-N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;
-(3-((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidin-1-yl)acetic acid;

y

N-(6-chloro-4-methoxypyridin-3-yl)-1-cyclobutyl-3-(2-isopropylphenyl)azetidine-3-carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-(oxetan-3-yl)azetidine-3-carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-1-((1-fluorocyclopropyl)methyl)-3-(2-isopropylphenyl)azetidine-3-
carboxamide;

(R)-N-(6-chloro-4-methoxypyridin-3-yl)-1-((2,2-dimethyl-1,3-dioxolan-4-yl)methyl)-3-(2-
isopropylphenyl)azetidine-3-carboxamide;
(R)-N-(6-chloro-4-methoxypyridin-3-yl)-1-(2,3-dihydroxypropyl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;
1-((1H-pyrazol-3-yl)methyl)-N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;
1-((1H-pyrazol-4-yl)methyl)-N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;
1-((1H-1,2,3-triazol-4-yl)methyl)-N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)azetidine-3-
carboxamide;

methyl 4-(3-((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidin-1-yl)-2,2-
dimethylbutanoate;
4-(3-((6-chloro-4-methoxypyridin-3-yl)carbamoy!)-3-(2-isopropylphenyl)azetidin-1-yl)-2,2-dimethylbutanoic acid:;
methyl 4-(3-((6-chloro-4-ethoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidin-1-yl)-2,2-
dimethylbutanoate;
4-(3-((6-chloro-4-ethoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidin-1-yl)-2,2-dimethylbutanoic acid;
4-(3-((6-chloro-4-isopropoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidin-1-yl)-2,2-dimethylbutanoic
acid;

methyl 4-(4-((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-4-(2-isopropylphenyl)piperidin-1-yl)-2,2-
dimethylbutanoate;
4-(4-((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-4-(2-isopropylphenyl)piperidin-1-yl)-2,2-dimethylbutanoic acid;
4-(3-((6-bromo-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidin-1-yl)-2,2-dimethylbutanoic acid;
ethyl 5-(3-((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidin-1-yl)-2,2-
dimethylpentanoate;
5-(3-((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidin-1-yl)-2,2-dimethylpentanoic
acid;

ethyl 5-(3-((6-chloro-4-ethoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidin-1-yl)-2,2-
dimethylpentanoate;
5-(3-((6-chloro-4-ethoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidin-1-yl)-2,2-dimethylpentanoic acid;
N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-(2-(sulfamoylamino)ethyl)azetidine-3-carboxamide;
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N-(6-chloro-4-methoxypyridin-3-yl)-1-(3-hydroxypropanoyl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;
1-acetyl-N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-1-formyl-3-(2-isopropylphenyl)azetidine-3-carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-(oxetane-3-carbonyl)azetidine-3-carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-1-(3-hydroxyisoxazole-5-carbonyl)-3-(2-isopropylphenyl)azetidine-3-
carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-1-(5-hydroxy-1,2,4-oxadiazole-3-carbonyl)-3-(2-isopropylphenyl)azetidine-3-
carboxamide;
1-(2-(2H-1,2,3-triazol-2-yl)acetyl)-N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)azetidine-3-
carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-(2-(4-methyl-1H-1,2,3-triazol-1-yl)acetyl)azetidine-3-
carboxamide;

N-(6-chloro-4-methoxypyridin-3-yl)-1-(2-(4-(hydroxymethyl)-1H-1,2,3-triazol-1-yl)acetyl)-3-(2-
isopropylphenyl)azetidine-3-carboxamide;
1-(2-(2H-tetrazol-2-yl)acetyl)-N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;
1-(2-(1H-1,2,3-triazol-1-yl)acetyl)-N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)azetidine-3-
carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-1-(2-(3-hydroxy-1H-pyrazol-4-yl)acetyl)-3-(2-isopropylphenyl)azetidine-3-
carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-1-(2-(3-hydroxy-1H-pyrazol-5-yl)acetyl)-3-(2-isopropylphenyl)azetidine-3-
carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-(sulfamoylglycyl)azetidine-3-carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-((methylsulfonyl)glycyl)azetidine-3-carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-(2-(methylsulfonyl)acetyl)azetidine-3-carboxamide;
methyl 4-(3-((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidin-1-yl)-2,2-dimethyl-4-
oxobutanoate;
4-(3-((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidin-1-yl)-2,2-dimethyl-4-
oxobutanoic acid;
4-(3-((6-bromo-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidin-1-yl)-2,2-dimethyl-4-
oxobutanoic acid;
4-(4-((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-4-(2-isopropylphenyl)piperidin-1-yl)-2,2-dimethyl-4-
oxobutanoic acid;
4-(3-((6-chloro-4-ethoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidin-1-yl)-2,2-dimethyl-4-oxobutanoic
acid;
4-(3-((6-fluoro-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidin-1-yl)-2,2-dimethyl-4-oxobutanoic
acid;

N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-(methylsulfonyl)azetidine-3-carboxamide;
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N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-((2-methoxyethyl)sulfonyl)azetidine-3-carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-1-((2-(dimethylamino)ethyl)sulfonyl)-3-(2-isopropylphenyl)azetidine-3-
carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-(oxetan-3-ylsulfonyl)azetidine-3-carboxamide;
N-(6-fluoro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-sulfamoylazetidine-3-carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-sulfamoylazetidine-3-carboxamide;
N-(6-chloro-4-ethoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-sulfamoylazetidine-3-carboxamide;
N-(6-chloro-4-isopropoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-sulfamoylazetidine-3-carboxamide;
N-(6-chloro-4-cyclopropoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-sulfamoylazetidine-3-carboxamide;
N-(6-chloro-4-(2-methoxyethoxy)pyridin-3-yl)-3-(2-isopropylphenyl)-1-sulfamoylazetidine-3-carboxamide;
(S)-N-(6-chloro-4-((1-methoxypropan-2-yl)oxy)pyridin-3-yl)-3-(2-isopropylphenyl)-1-sulfamoylazetidine-3-
carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-4-(2-isopropylphenyl)-1-sulfamoylpiperidine-4-carboxamide;
N-(6-bromo-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-sulfamoylazetidine-3-carboxamide;
3-(2-isopropylphenyl)-N-(4-methoxy-6-methylpyridin-3-yl)-1-sulfamoylazetidine-3-carboxamide;
3-(2-isopropylphenyl)-N-(4-methoxy-6-(trifluoromethyl)pyridin-3-yl)-1-sulfamoylazetidine-3-carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-cyclopentylphenyl)-1-sulfamoylazetidine-3-carboxamide
6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-(N-methylsulfamoyl)azetidine-3-carboxamide;
6-chloro-4-methoxypyridin-3-yl)-1-(N-cyclopropylsulfamoyl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;

6-chloro-4-methoxypyridin-3-y!

N-( )-3
~ )-
-(6-chloro-4-methoxypyridin-3-yl)-
~( )-3-(5-fluoro-2-isopropylphenyl)-1-sulfamoylazetidine-3-carboxamide;
~ )-

-
N- 1-(
N- -3-(2-fluoro-6-isopropylphenyl)-1-sulfamoylazetidine-3-carboxamide;
N- -3-(
N-(6-chloro-4-methoxypyridin-3-yl)-3-(3-isopropylpyridin-2-yl)-1-sulfamoylazetidine-3-carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-3-(6-fluoro-3-isopropylpyridin-2-yl)-1-sulfamoylazetidine-3-carboxamide;
3-(2-isopropylphenyl)-N-(4-methoxypyridin-3-yl)-1-sulfamoylazetidine-3-carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-(N-(2-methoxyethyl)sulfamoyl)azetidine-3-
carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-1-(N-(2-hydroxyethyl)sulfamoyl)-3-(2-isopropylphenyl)azetidine-3-
carboxamide;

N3-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)azetidine-1,3-dicarboxamide;
N3-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-N1-methylazetidine-1,3-dicarboxamide;
N3-(6-chloro-4-methoxypyridin-3-yl)-N1-ethyl-3-(2-isopropylphenyl)azetidine-1,3-dicarboxamide;
N3-(6-chloro-4-methoxypyridin-3-yl)-N1-isopropyl-3-(2-isopropylphenyl)azetidine-1,3-dicarboxamide;
(S)-N3-(6-chloro-4-((1-methoxypropan-2-yl)oxy)pyridin-3-yl)-N1-cyclopropyl-3-(2-isopropylphenyl)azetidine-1,3-
dicarboxamide;
N3-(6-chloro-4-methoxypyridin-3-yl)-N1-cyclopropyl-3-(3-isopropylpyridin-2-yl)azetidine-1,3-dicarboxamide;
2-(3-((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidine-1-carboxamido)ethyl

methacrylate;
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N3-(6-chloro-4-methoxypyridin-3-yl)-N1-(2-hydroxyethyl)-3-(2-isopropylphenyl)azetidine-1,3-dicarboxamide;
N3-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-N1-(2-methoxyethyl)azetidine-1,3-dicarboxamide;
ethyl (3-((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidine-1-carbonyl)glycinate;
(3-((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidine-1-carbonyl)glycine;

ethyl 3-(3-((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidine-1-
carboxamido)propanoate;
3-(3-((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidine-1-carboxamido)propanoic
acid;

N3-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-N1,N1-dimethylazetidine-1,3-dicarboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-(morpholine-4-carbonyl)azetidine-3-carboxamide;
methyl 3-((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidine-1-carboxylate;
2-methoxyethyl 3-((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidine-1-carboxylate;
N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-(3-methylpyridin-4-yl)azetidine-3-carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-1-(3-fluoropyridin-4-yl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-1-(3-fluoro-2-methylpyridin-4-yl)-3-(2-isopropylphenyl)azetidine-3-
carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-1-(5-fluoro-2-methylpyridin-4-yl)-3-(2-isopropylphenyl)azetidine-3-
carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-(2-methylpyridin-4-yl)azetidine-3-carboxamide;
6-chloro-4-methoxypyridin-3-yl)-1-(2,6-dimethylpyridin-4-yl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;
6-chloro-4-methoxypyridin-3-yl)-1-(4-fluoropyridin-2-yl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;
6-chloro-4-methoxypyridin-3-yl)-1-(5-cyanopyrimidin-2-yl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;
6-chloro-4-methoxypyridin-3-yl)-1-(5-fluoropyrimidin-2-yl)-3-(2-isopropylphenyl)azetidine-3-carboxamide;
-(2-isopropylphenyl)azetidine-3-carboxamide;
6-chloro-4-methoxypyridin-3-y!

6-chloro-4-methoxypyridin-3-y!

)-3

)-3
2-isopropylphenyl)-1-(pyrimidin-4-yl)azetidine-3-carboxamide;
2-isopropylphenyl)-1-(2-methylpyrimidin-4-yl)azetidine-3-carboxamide;

-

6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-(5-methylpyrimidin-4-yl)azetidine-3-carboxamide;

N-(6-chloro-4-methoxypyridin-3-yl

)-3+
N-~( )1+
N-( )-1+(
N-( )1+
N-( )1+
N-(6-chloro-4-methoxypyridin-3-yl)-1-(5-fluoropyrimidin-4-yl
N-~( )-3+
N-~( )-3+(
N-~( )-3+
)-3-(2-isopropylphenyl)-1-(6-methylpyrimidin-4-yl)azetidine-3-carboxamide;
)-

-3-

-3-

-3-

-3-
1-(6-chloro-2-methylpyrimidin-4-yl)-N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)azetidine-3-
carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-1-(5-fluoro-2-methylpyrimidin-4-yl)-3-(2-isopropylphenyl)azetidine-3-
carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-1-(5-fluoropyrimidin-4-yl)-4-(2-isopropylphenyl)piperidine-4-carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-1-(5-fluoro-2-methylpyrimidin-4-yl)-4-(2-isopropylphenyl)piperidine-4-
carboxamide;

methyl 5-(3-((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidin-1-yl)pyrazine-2-

carboxylate;
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5-(3-((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidin-1-yl)pyrazine-2-carboxylic acid;
methyl 6-(3-((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidin-1-yl)nicotinate;

methyl 2-(3-((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidin-1-yl)pyrimidine-5-
carboxylate;
2-(3~((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidin-1-yl)pyrimidine-5-carboxylic
acid;

methyl 6-(3-((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidin-1-yl)pyridazine-3-
carboxylate;

ethyl 2-(3-((6-chloro-4-methoxypyridin-3-yl)carbamoyl)-3-(2-isopropylphenyl)azetidin-1-yl)oxazole-4-
carboxylate;
N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-(1H-tetrazol-5-yl)azetidine-3-carboxamide;
N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-(4-oxo0-4,5-dihydrooxazol-2-yl)azetidine-3-
carboxamide; or
N-(6-chloro-4-methoxypyridin-3-yl)-1-(2-hydroxy-3,4-dioxocyclobut-1-en-1-yl)-3-(2-isopropylphenyl)azetidine-3-
carboxamide;

or a pharmaceutically acceptable salt thereof.

11. A compound according to claim 1 wherein said compound is:
N-(6-chloro-4-methoxypyridin-3-yl)-3-(2-isopropylphenyl)-1-sulfamoylazetidine-3-carboxamide;

or a pharmaceutically acceptable salt thereof.

12. A pharmaceutical composition comprising a compound according to any one of claims 1 to 11, or a

pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier.

13. A compound according to any one of claims 1 to 11, or a pharmaceutically acceptable salt thereof, for use

as a medicament.

14. A compound according to any one of claims 1 to 11, or a pharmaceutically acceptable salt thereof, for use
in the prevention or treatment of fibrosis, dermatological disorders, pain, malignant, benign proliferative
diseases, respiratory diseases, nervous system disorders, cardiovascular diseases, inflammatory disorders,

obesity, or insulin resistance.

15. Use of a compound according to any one of claims 1 to 11, or of a pharmaceutically acceptable salt
thereof, in the preparation of a medicament for the prevention or treatment of fibrosis, dermatological disorders,
pain, malignant, benign proliferative diseases, respiratory diseases, nervous system disorders, cardiovascular

diseases, inflammatory disorders, obesity, or insulin resistance.

16. Use according to claim 15, wherein said medicament is for the prevention or treatment of fibrosis selected
from pulmonary fibrosis, renal fibrosis, gut fibrosis, liver fibrosis, head and neck fibrosis, corneal scarring,
hypertrophic scarring and keloids, endometriosis, spinal cord fibrosis, myelofibrosis, cardiac fibrosis, and

perivascular fibrosis; or for the prevention or treatment of systemic sclerosis.



