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WHAT IS CLAIMED IS:

1. A compound of formula (1I):
F

HO

wherein:

X is a group of formula (I1):

R'] R2 5 R6

nisOor1;
R is hydrogen or Ci.zalkyl;
R? is hydrogen or Ci-salkyl;
R? is hydrogen or Ci-salkyl;
or R? and R3 taken together form Ca-salkylene;
or, when n is 1, R® is selected from hydrogen, —OH, -OC;.zalkyl,
halo, -C(O)OC:.zalkyl, and Ci-zalkyl, wherein Ci-zalkyl is optionally substituted
with —-OH;
R* is hydrogen or Ci-salkyl;
R® is selected from hydrogen, Ci-salkyl, -C(O)OCa-salkyl, and phenyl;
or when n is 1, RZ and R® taken together form Ci-salkylene;
R® is hydrogen or Ci-salkyl;
R’ is hydrogen or Ci-salkyl,
or when n is 0, R? and R’ taken together form Ci-salkylene, or
R* and R’ taken together form Cz.salkylene or
Cialkylene-O-Coalkylene;
or when n is 1, R? and R’ taken together form Coalkylene, optionally
substituted with C1-zalkyl or R,

or R* and R’ taken together form Ci-salkylene or
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-O-Coalkylene;
R® is selected from
(a) hydrogen,
(b) methyl, optionally substituted with —CN, phenyl or Czecycloalkyl;
(c) Ca-salkyl, wherein Ca-ealkyl is optionally substituted with one or two
substituents selected from —OH, -OCi.salkyl, -CN, -SCy.zalkyl, phenyl,
Ca-scycloalkyl, halo, and optionally, in addition with two substituents on a single
carbon atom taken together to form C»-zalkylene;
(d) Caecycloalkyl, wherein Caecycloalkyl is optionally substituted
with -OH, -CN, -OCz.salkyl, or Ci-3alkyl, wherein Ci.zalkyl is optionally
substituted with -OC1-zalkyl or with one or two halo,
(e) oxetanyl,
(F) tetrahydropyranyl,
(9) tetrahydrothiophenyl 1,1-dioxide, and
(h) phenyl,
or R” and R® taken together form Ca.salkylene or Coalkylene-O-Coalkylene;
wherein Cs.salkylene is optionally substituted with one or two R,

R* is selected from -OH, -CN, -OCy.zalkyl, halo, phenyl, and Ci-salkyl which is
optionally substituted with -OCj.salkyl or -OH, or

two substituents R* taken together form Cy.salkylene or -CH>OCH>-,

or when n is 1 and R? and R’ taken together form Czalkylene, R* and a substituent
R* on Coalkylene taken together form Caalkylene;

provided that two substituents R* on the same carbon atom are not both fluoro,
and

provided that when R* is attached to a carbon atom adjacent to a nitrogen atom, R*
is not -OH, -OCz-salkyl, or halo;

or a pharmaceutically-acceptable salt thereof.
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2. The compound of Claim 1, or a pharmaceutically acceptable salt thereof,

wherein X is selected from:

R5
R3 R3a R8 R7 M
N/ N: 8 N N\ 8
R R*
R® x>
A
j X\/N

(0] 38
N %C j{o "
N.
Y S e )
: X
< R > 0-2 0-2 R3a R3a R8

wherein
5 R® is hydrogen or Cizalkyl;
R s selected from hydrogen, —OH, -OC1-salkyl, halo, -C(0)OCi-salkyl, and
Cuzalkyl, wherein Ci.salkyl is optionally substituted with —OH;
R* is hydrogen or Ci.zalkyl;
R® is selected from hydrogen, Ci-salkyl, -C(O)OC1.salkyl, and phenyl;
10 R® is hydrogen or Ci-salkyl;
R' is hydrogen or Ci-salkyl; and
R8 is selected from
(a) hydrogen,
(b) methyl, optionally substituted with —CN, phenyl or Cs.scycloalkyl;
15 (c) Coealkyl, wherein Co-ealkyl is optionally substituted with one or two
substituents selected from —OH, -OCi.salkyl,-CN, -SC1-zalkyl, phenyl,
Cz-scycloalkyl, halo, and optionally, in addition with two substituents on a single
carbon atom taken together to form Cz-zalkylene;
(d) Cs-scycloalkyl, wherein Czecycloalkyl is optionally substituted
20 with -OH, -CN, -OCz.salkyl, or Ci.salkyl, wherein Ci-salkyl is optionally
substituted with -OC1-zalkyl or with one or two halo,

(e) oxetanyl,
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() tetrahydropyranyl,
(9) tetrahydrothiophenyl 1,1-dioxide, and

(h) phenyl.
5 3. The compound of Claim 2, or a pharmaceutically-acceptable salt thereof,
wherein:
R3% is selected from hydrogen, —OH, -OC1.zalkyl, halo, -C(O)OCy-salkyl, and
Ci-salkyl; and

R® is selected from
10 (a) hydrogen,

(b) methyl, optionally substituted with Cs.scycloalkyl,

(c) Co-salkyl, wherein Co.salkyl is optionally substituted with one
substituent selected from —OH, -OCi.salkyl,-CN, -SCi.salkyl, Cz-4cycloalkyl, and
halo and optionally, in addition, with two substituents on a single carbon atom

15 taken together to form Coalkylene;

(d) Ca.scycloalkyl, wherein Ca.scycloalkyl is optionally substituted
with -OH, -CN, -OC1.zalkyl, or Ci-3alkyl, wherein Ci.zalkyl is optionally
substituted with -OCy.salkyl or with one or two halo,

(e) oxetanyl,

20 () tetrahydropyranyl, and
(9) tetrahydrothiophenyl 1,1-dioxide.

4. The compound of Claim 2 , or a pharmaceutically-acceptable salt thereof,
wherein X is selected from:

_R® R’ I R’

8 N 2~ N-ge N W\N\Rs
%CN R R3a

RS

[

N 9
}{\[ j and %\/N

0]

wherein R* is halo and

25

N
the pyrrolidine ring of N is optionally substituted with Ci-zalkyl.

5. The compound of Claim 4, or a pharmaceutically-acceptable salt thereof,
30  wherein R® is selected from:
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(@) hydrogen,

(b) methyl, optionally substituted with Cz.¢cycloalkyl,

(c) Co-salkyl, wherein Co.salkyl is optionally substituted with one
substituent selected from —OH, -OCi.zalkyl,-CN, -SCi.zalkyl, Cz.scycloalkyl, and

5 halo and optionally, in addition, with two substituents on a single carbon atom
taken together to form Coalkylene;

(d) Ca.acycloalkyl, wherein Cz.scycloalkyl is optionally substituted
with -OH, -CN, -OCz.salkyl, or Ci.salkyl, wherein Ci-salkyl is optionally
substituted with -OCy.salkyl or with one or two halo,

10 (e) oxetanyl,
() tetrahydropyranyl, and
(9) tetrahydrothiophenyl 1,1-dioxide.

6. The compound of Claim 5, or a pharmaceutically-acceptable salt thereof,
15  wherein R® is selected from hydrogen, -CHs,
-C2Hs, isopropyl, cyclopropyl, cyclobutyl, -CH(CH3)C2Hs, -(CH2)2.CN, -CH>CH2F
-CHzisopropyl, -CHzcyclopropyl, -(CH2)20H, (CH2)2-30CHs ,-(CH2)2-3SCH3,
-(CH2)2CH(CH3)SCHBa, tetrahydropyran-4-yl,

;\XCN ;gCN H}Z/OH i¢<>o/ §—<>OH
{_%> and %0/.

20
7. The compound of Claim 5, or a pharmaceutically-acceptable salt thereof,
wherein X is selected from:
N,RB R7
N
N_RS /Q and ‘}5_/\/ \RS
s AN 5
wherein:
25 R® is selected from hydrogen, methyl, C-salkyl, Cs.4cycloalkyl, and
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8. The compound of Claim 1, or a pharmaceutically-acceptable salt thereof,
wherein the compound of formula (1) is a compound of formula (I11):
F

HO
g e
O i
sl
7|
7N

HN-N H
(nn
5  wherein R is selected from:

(a) hydrogen,

(b) methyl, optionally substituted with Cs.scycloalkyl,

(c) Co-salkyl, wherein Co.salkyl is optionally substituted with one
substituent selected from —OH, -OCz.salkyl,-CN, -SCi.salkyl, Cz-4cycloalkyl, and

10 halo and optionally, in addition, with two substituents on a single carbon atom
taken together to form Coalkylene;

(d) Cs-scycloalkyl, wherein Cz.scycloalkyl is optionally substituted
with -OH, -CN, -OCz.salkyl, or Ci-3alkyl, wherein Ci.zalkyl is optionally
substituted with -OCy.salkyl or with one or two halo,

15 (e) oxetanyl,
() tetrahydropyranyl, and
(9) tetrahydrothiophenyl 1,1-dioxide.

9. The compound of Claim 8, or a pharmaceutically-acceptable salt thereof,
20  wherein R® is selected from hydrogen, -CHs,
-C2Hs, isopropyl, cyclopropyl, -CH(CH3s)C2Hs, -(CH2)2CN, -CH2CH2F, -CHzisopropyl,
-CHacyclopropyl, -(CH2)20H, (CH2)2-30CH3s ,-(CH2)SCHs,

¢
1
§_© 0 and -§<>o/
-(CH2)2CH(CHz3)SCHs, :
25 10.  The compound of Claim 8, or a pharmaceutically-acceptable salt thereof,

wherein R® is selected from hydrogen, methyl, C2-salkyl, and Cscycloalkyl.

11.  The compound of Claim 1, or a pharmaceutically-acceptable salt thereof,
wherein the compound of formula (1) is a compound of formula (IV):
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F
HO
<
0

N

O ; ]Q“

Y/
HN-N N

(V)

wherein R® is selected from hydrogen, methyl, Cz-salkyl, and Cs.4cycloalkyl.

5 12.  The compound of Claim 1, or a pharmaceutically-acceptable salt thereof,
wherein the compound of formula (1) is a compound of formula (V):

F
HO
O R’
O ND/\/N\RS
7|
/
HN-N N

V)

wherein:

/
2= >0
10 R’ is hydrogen or Ci-salkyl and R® is methyl, C,-salkyl or E .

13.  The compound of Claim 1 wherein the compound of formula (1) is selected
from:

5-ethyl-2-fluoro-4-(3-(5-(1-methylazetidin-3-yl)-4,5,6,7-tetrahydro-1H-
15 imidazo[4,5-c]pyridin-2-yl)-1H-indazol-6-yl)phenol,
4-(3-(5-(azetidin-3-yl)-4,5,6,7-tetrahydro-1H-imidazo[4,5-c]pyridin-2-yl)-1H-
indazol-6-yl)-5-ethyl-2-fluorophenol,
5-ethyl-2-fluoro-4-(3-(5-(1-isopropylazetidin-3-yl)-4,5,6,7-tetrahydro-1H-
imidazo[4,5-c]pyridin-2-yl)-1H-indazol-6-yl)phenol,
20 4-(3-(5-(1-(sec-butyl)azetidin-3-yl)-4,5,6,7-tetrahydro-1H-imidazo[4,5-c]pyridin-
2-yl)-1H-indazol-6-yl)-5-ethyl-2-fluorophenol,
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4-(3-(5-(1-cyclopropylazetidin-3-yl)-4,5,6,7-tetrahydro-1H-imidazo[4,5-c]pyridin-
2-yl)-1H-indazol-6-yl)-5-ethyl-2-fluorophenal,
5-ethyl-2-fluoro-4-(3-(5-(1-methylpiperidin-4-yl)-4,5,6,7-tetrahydro-1H-
imidazo[4,5-c]pyridin-2-yl)-1H-indazol-6-yl)phenol,
4-(3-(5-(2-(dimethylamino)ethyl)-4,5,6,7-tetrahydro-1H-imidazo[4,5-c]pyridin-2-
yl)-1H-indazol-6-yl)-5-ethyl-2-fluorophenol,
5-ethyl-2-fluoro-4-(3-(5-(2-((3-methoxycyclobutyl)amino)ethyl)-4,5,6,7-
tetrahydro-1H-imidazo[4,5-c]pyridin-2-yl)-1H-indazol-6-yl)phenol,
5-ethyl-4-(3-(5-(2-(ethyl(methyl)amino)ethyl)-4,5,6,7-tetrahydro-1H-imidazo[4,5-
c]pyridin-2-yl)-1H-indazol-6-yl)-2-fluorophenal,
4-(3-(5-(2-(sec-butyl(methyl)amino)ethyl)-4,5,6,7-tetrahydro-1H-imidazo[4,5-
c]pyridin-2-yl)-1H-indazol-6-yl)-5-ethyl-2-fluorophenol,
(S)-5-ethyl-2-fluoro-4-(3-(5-((1-methylpyrrolidin-2-yl)methyl)-4,5,6,7-tetrahydro-
1H-imidazo[4,5-c]pyridin-2-yl)-1H-indazol-6-yl)phenol,
4-(3-(5-(3-(dimethylamino)-2-fluoropropyl)-4,5,6,7-tetrahydro-1H-imidazo[4,5-
c]pyridin-2-yl)-1H-indazol-6-yl)-5-ethyl-2-fluorophenol,
(S)-5-ethyl-2-fluoro-4-(3-(5-(morpholin-3-ylmethyl)-4,5,6,7-tetrahydro-1H-
imidazo[4,5-c]pyridin-2-yl)-1H-indazol-6-yl)phenol,
(R)-5-ethyl-2-fluoro-4-(3-(5-(morpholin-3-ylmethyl)-4,5,6,7-tetrahydro-1H-
imidazo[4,5-c]pyridin-2-yl)-1H-indazol-6-yl)phenol,
(S)-5-ethyl-2-fluoro-4-(3-(5-(2-(2-methylpyrrolidin-1-yl)ethyl)-4,5,6,7-tetrahydro-
1H-imidazo[4,5-c]pyridin-2-yl)-1H-indazol-6-yl)phenol,
and pharmaceutically acceptable salts thereof.

14. A compound of formula
F

HO
9 yul

or a pharmaceutically acceptable salt thereof.
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15. A compound of formula

F
HO
Y o
N
(e
/
HN-N N

or a pharmaceutically acceptable salt thereof.

16. A compound of formula

17.  Acrystalline hydrate of 5-ethyl-2-fluoro-4-(3-(5-(1-methylpiperidin-4-yl)-
4,5,6,7-tetrahydro-1H-imidazo[4,5-c]pyridin-2-yl)-1H-indazol-6-yl)phenol wherein the
crystalline form is characterized by a powder X-ray diffraction pattern comprising
diffraction peaks at 26 values of 6.20+0.20, 9.58+0.20, 17.53+0.20, 19.28+0.20, and
21.5140.2.

18.  The crystalline hydrate of Claim 17 wherein the powder X-ray diffraction
pattern is further characterized by having two or more additional diffraction peaks at 26
values selected from 10.34+0.20, 11.54+0.20, 12.77+0.20, 13.01+0.20, 16.94+0.20,
20.61+0.20, and 22.10+0.20.

19.  The crystalline hydrate of Claim 17, wherein the crystalline form is
characterized by a powder X-ray diffraction pattern in which the peak positions are
substantially in accordance with the peak positions of the pattern shown in Figure 1.

20.  The crystalline hydrate of Claim 17 wherein the crystalline form is
characterized by a differential scanning calorimetry trace recorded at a heating rate of
10 °C per minute which shows a maximum in endothermic heat flow at a temperature
between about 206 °C and about 216 °C.
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21.  The crystalline hydrate of Claim 20, wherein the crystalline form is
characterized by a differential scanning calorimetry trace substantially in accordance with

that shown in Figure 2.
5 22. A pharmaceutical composition comprising a compound of any one of
Claims 1 to 16 or a crystalline hydrate of claim 17 or 18 and a pharmaceutically-

acceptable carrier.

23. A process of preparing a compound of formula (I'):

F
HO
g e 0
n 7
O N N N/R
7| ~eg
/) N R3 R4 R
HN—N H

10
(1
wherein R?, R%, R* R® R® R’, R® and n are defined as in Claim 1, or a pharmaceutically
acceptable salt thereof, the process comprising:
(a) reacting a compound of formula 1:
F
HO O
N
(e
/
- N
15 ANSN-
1
with a compound of formula 2:
R2 5 RG
(0] ft/R7
N\
R® R* Pg
2

20  wherein Pg is an amino-protecting group to provide an intermediate of formula 3:
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F
HO
< o
N n R’
O 4 \\\:/N N<
/ 4
HN—N ” R3 R Pg

3;

(b) deprotecting intermediate 3 to provide intermediate 4:

F
HO
o ok
N n _R7
(e
y/ 4 H
HN-N N R® R

5 4;
and (c) reacting intermediate 4 with R%-C(=0)-R®, wherein R®and R® are
defined such that R®-C(H)-R® is R®, to provide a compound of formula (I') or a
pharmaceutically acceptable salt thereof.

10 24. A process of preparing a compound of formula (1V):

F
HO
R8
J ® o
e
7|
/
HN-N N

(V)
or a pharmaceutically acceptable salt thereof, wherein R® is selected from hydrogen,

methyl, C,.salkyl, and Cs.scycloalkyl, the process comprising reacting a compound of

F
HO
N
(A
/
HN-N N

1

15  formula 1;

with a compound of formula 2'*:
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to provide a compound of formula (V) or a pharmaceutically-acceptable salt thereof.

5 25.  The process of claim 24, further comprising:
(a) reacting a compound of formula 8;

Br.
_B
/ |
H
8

wherein Bn represents a benzyl protecting group with a compound of formula 9:

F
BnO

BF3K
10

to form a compound of formula 10:

F
BnO l
Bn
N -
O /]QN
Y/
HN—N H

10,
15 and (b) deprotecting the compound of formula 10, to provide a compound of

formula 1.
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26. A method of preparing the crystalline hydrate of 5-ethyl-2-fluoro-4-(3-(5-
(1-methylpiperidin-4-yl)-4,5,6,7-tetrahydro-1H-imidazo[4,5-c]pyridin-2-yl)-1H-indazol-
6-yl)phenol, the method comprising:

(a) forming a slurry of 5-ethyl-2-fluoro-4-(3-(5-(1-methylpiperidin-4-yl)-4,5,6,7-
tetrahydro-1H-imidazo[4,5-c]pyridin-2-yl)-1H-indazol-6-yl)phenol in solvate or
amorphous form in a diluent including from about 1 to about 30 % v/v water along with
an organic solvent selected from methanol, tetrahydrofuran, tert-butyl alcohol,
acetonitrile, isopropylacetate and acetone;

(b) heating the slurry at a temperature between about 40 °C and about 60 °C for
between about 1 hour and about 2 days; and

(c) isolating the crystalline hydrate from the slurry.

27. A compound of any one of Claims 1 to 16 or a crystalline hydrate of claim
17 or 18 for use in the treatment of an inflammatory or fibrotic respiratory disease in a

mammal.

28.  The compound or crystalline hydrate for use according to Claim 27
wherein the inflammatory or fibrotic respiratory disease is asthma, chronic obstructive
pulmonary disease, cystic fibrosis, pneumonitis, idiopathic pulmonary fibrosis, acute lung
injury, acute respiratory distress syndrome, bronchitis, emphysema or bronchiolitis

obliterans.

29.  The compound or crystalline hydrate for use according to Claim 28
wherein the inflammatory or fibrotic respiratory disease is asthma or chronic obstructive

pulmonary disease.
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30

30. Use of a compound of any one of Claims 1 to 16 or a crystalline hydrate of
claim 17 or18 for the manufacture of a medicament for the treatment of an inflammatory

or fibrotic respiratory disease in a mammal.

31.  The use of Claim 30 wherein the inflammatory or fibrotic respiratory
disease is asthma, chronic obstructive pulmonary disease, cystic fibrosis, pneumonitis,
idiopathic pulmonary fibrosis, acute lung injury, acute respiratory distress syndrome,
bronchitis, emphysema or bronchiolitis obliterans.

32.  The use of Claim 31 wherein the inflammatory or fibrotic respiratory

disease is chronic obstructive pulmonary disease.

33.  The compound or crystalline hydrate for use according to Claim 28

wherein the inflammatory or fibrotic respiratory disease is asthma.

34.  The use of Claim 31 wherein the inflammatory or fibrotic respiratory

disease is asthma.

35.  The compound or crystalline hydrate for use according to Claim 28
wherein the inflammatory or fibrotic respiratory disease is bronchiolitis obliterans.

36.  The compound or crystalline hydrate for use according to Claim 28

wherein the inflammatory or fibrotic respiratory disease is acute lung injury.
37.  The compound or crystalline hydrate for use according to Claim 28
wherein the inflammatory or fibrotic respiratory disease is acute respiratory distress

syndrome.

38.  The use of Claim 31 wherein the inflammatory or fibrotic respiratory

disease is bronchiolitis obliterans.

39.  The use of Claim 31 wherein the inflammatory or fibrotic respiratory

disease is acute lung injury.
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40. The use of Claim 31 wherein the inflammatory or fibrotic respiratory disease

is acute respiratory distress syndrome
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