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We Claim

1. A compound of Formula I:
XX
N N R3
1”7 >N Z N
. H)\L/WN/ \ ]
X HN—4
I R® R*

or a pharmaceutically acceptable salt thereof, wherein:

R! is -Ca-sjalkyl or -Ceo-nalkylCg-scycloalkyl;
wherein the -Cq-s)alkyl and the -Co-3)alkylCg-6)cycloalkyl are unsubstituted or
substituted with one to six fluorine atoms;
R? is -C-scycloalkyl;
R? is -Co-nalkylCg-6cycloalkyl, wherein the -C-nalkylCg-6cycloalkyl is unsubstituted
or substituted with one to five fluorine atoms;
R* is -C4ycycloalkyl or a 5- to 6-membered heteroaryl having 1 to 4 heteroatoms
selected from N, O, and S;
wherein the Cs4cycloalkyl is unsubstituted or substituted with one to three R*?
groups; and
wherein the 5- to 6-membered heteroaryl is unsubstituted or substituted with one
or two R* groups;
each R* group is independently selected from -C(-#jalkyl that is unsubstituted or
substituted with one to six fluorine atoms; and
each R* group is independently selected from -Co-2alkylCa-s)cycloalkyl or -Cq-syalkyl,
wherein the -C-2)alkylCi-g)cycloalkyl and -C-syalkyl are unsubstituted or
substituted with one to six fluorine atoms;
R’isHorF;
wherein

when R* is -C4ycycloalkyl then the compound of Formula I is a compound of Formula Ia:
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2. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein:
R!is -Ca-salkyl or -Ce-3alkylCg-scycloalkyl;
wherein the -Cq-s)alkyl and the -Co-3)alkylCgs-6)cycloalkyl are unsubstituted or
substituted with one to six fluorine atoms;
R? is -C-scycloalkyl;
R? is -C(-nalkylC@-s)cycloalkyl, wherein the -Co-1jalkylCg-)cycloalkyl is unsubstituted
or substituted with one to five fluorine atoms;
R*is a 5- to 6-membered heteroaryl having 1 to 4 heteroatoms selected from N, O, and S;
wherein the 5- to 6-membered heteroaryl is unsubstituted or substituted with one
or two R* groups;
each R* group is independently selected from -Co-2alkylCg-s)cycloalkyl
or -Ca-salkyl, wherein the -C-2alkylCs-acycloalkyl and -Cq-syalkyl are
unsubstituted or substituted with one to six fluorine atoms; and

R’isHorF.

3. The compound of claims 1 or 2, or a pharmaceutically acceptable salt thereof, wherein:

RiisH

4. The compound of any one of claims 1 to 3, or a pharmaceutically acceptable salt thereof,
wherein:
R!is -Caalkyl or -Ceo-nalkylCg-scycloalkyl,
wherein the -C.-salkyl and the -Co-3)alkylCg-s)cycloalkyl are unsubstituted or

substituted with one to six fluorine atoms.

5. The compound of any one of claims 1 to 4, or a pharmaceutically acceptable salt thereof,

wherein:
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R! is -Ca-malkyl or -Ceo-nalkylCg-scycloalkyl,
wherein the -Cq-3jalkyl and the -Co-3)alkylC-s)cycloalkyl are unsubstituted or

substituted with one to six fluorine atoms.

6. The compound of any one of claims 1 to 5, or a pharmaceutically acceptable salt thereof,
wherein:
R!is -Cqa-malkyl, wherein the -Ca-3alkyl is unsubstituted or substituted with one to three

fluorine atoms.

7. The compound of any one of claims 1 to 5, or a pharmaceutically acceptable salt thereof,
wherein:
R! is Co-3alkylCg-s)cycloalkyl, wherein the -Co-3)alkylC-scycloalkyl is unsubstituted or

substituted with one to six fluorine atoms.

8. The compound of any one of claims 1 to 5 and 7, or a pharmaceutically acceptable salt
thereof, wherein:
R! is Ca-2alkylCa-scycloalkyl, wherein the -C(1-2alkylCg-sycycloalkyl is unsubstituted or

substituted with one to three fluorine atoms.

9. The compound of any one of the preceding claims, or a pharmaceutically acceptable salt
thereof, wherein R! is:

CHs
’ ’ FsC/k/itz, Fac/\/zl, or F)O\}I.

10. The compound of any one of the preceding claims, or a pharmaceutically acceptable salt
thereof, wherein R! is:

1S:
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5 CH; CH, R R F
FC Fsc/'\/‘a D e~ F)O\/E | &}L |

RF

e or F
K"/,/‘i’z i F D\/“s , Fj:)\/isl &/.HL

11. The compound of any one of the preceding claims, or a pharmaceutically acceptable salt
thereof, wherein

R? is -Ccycloalkyl.

12. The compound of any one of the preceding claims, or a pharmaceutically acceptable salt
thereof, wherein

R? is cyclopropyl.

13. The compound of any one of the preceding claims, or a pharmaceutically acceptable salt
thereof, wherein
R? is -CoalkylCes6)cycloalkyl, wherein the -CoalkylCgs-6cycloalkyl is unsubstituted or

substituted with one to five fluorine atoms.

14. The compound of any one of the preceding claims, or a pharmaceutically acceptable salt
thereof, wherein
R? is -CojalkylCs-6)cycloalkyl, wherein the -CjalkylCs-s)cycloalkyl is unsubstituted or

substituted with one to three fluorine atoms.

15. The compound of any one of the preceding claims, or a pharmaceutically acceptable salt
thereof, wherein
R? is -CoalkylCe)cycloalkyl, wherein the -C(ojalkylC)cycloalkyl is unsubstituted or

substituted with one to two fluorine atoms.
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16. The compound of any one of the preceding claims, or a pharmaceutically acceptable salt

thereof, wherein

HOX,
Riis F.

17. The compound of any one of claims 1 to 16, or a pharmaceutically acceptable salt thereof,
wherein
R*is a 5- to 6-membered heteroaryl having 1 to 4 heteroatoms selected from N and O;
wherein the 5- to 6-membered heteroaryl is unsubstituted or substituted with one
or two R* groups;
each R* group is independently selected from -Co-1yalkylCe)cycloalkyl or -Ca-nalkyl,
wherein the -C-nalkylCp)cycloalkyl and -Ca-nalkyl are unsubstituted or

substituted with one to four fluorine atoms.

18. The compound of any one of claims 1 to 17, or a pharmaceutically acceptable salt thereof,

wherein
R* is pyridinyl that is unsubstituted or substituted with Ca-2jalkyl that is unsubstituted or

substituted with one to three fluorine atoms.

19. The compound of any one of claims 1 to 18, or a pharmaceutically acceptable salt thereof,
&C(\CFS
wherein wherein R* is ZN 4

20. The compound of any one of claims 1 to 17, or a pharmaceutically acceptable salt thereof,

wherein
R* is pyrazolyl, triazolyl, isoxazolyl, or oxadiazolyl that is unsubstituted or substituted
with one or two R*® groups,
each R* group is independently selected from -Co-1yalkylCecycloalkyl or -Ca-3alkyl,
wherein the -C-nalkylCg)cycloalkyl and -Cq-3)alkyl are unsubstituted or

substituted with one to four fluorine atoms.
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21. The compound of any one of claims 1 to 17 and 20, or a pharmaceutically acceptable salt
thereof, wherein
R* is pyrazolyl, triazolyl, isoxazolyl, or oxadiazolyl that is unsubstituted or substituted
with one or two R*® groups,
each R* group is independently selected from -C(nalkylC)cycloalkyl or -Cq-3jalkyl,
wherein the -CalkylCg)cycloalkyl and -Ca-s)alkyl are unsubstituted or

substituted with one to three fluorine atoms.

22. The compound of any one of claims 1 to 17, 20 and 21, or a pharmaceutically acceptable salt
thereof, wherein R* is pyrazolyl, triazolyl, isoxazolyl, or oxadiazolyl that is unsubstituted or
substituted with one or two R*® groups,

each R* group is independently -C-3)alkyl, wherein the -C(1-3)alkyl is unsubstituted or

substituted with one to three fluorine atoms.

23. The compound of any one of claims 1 to 17 and 20 to 22, or a pharmaceutically acceptable
salt thereof, wherein R* is 1 H-pyrazolyl , 1H-1,2, 3-triazolyl, 2H-1,2,3-triazolyl, 1H-1,2,4-
triazolyl, isoxazole-4-yl, or 1,2,5-oxadiazolyl that is unsubstituted or substituted with one or two

R* groups.

24. The compound of any one of claims 1 to 17 and 20 to 23, or a pharmaceutically acceptable
salt thereof, wherein R* is 1 H-pyrazolyl , 1H-1,2, 3-triazolyl, 2H-1,2,3-triazolyl, 1H-1,2,4-
triazolyl, isoxazole-4-yl, isoxazole-3-yl, or 1,2,5-oxadiazolyl that is unsubstituted or substituted

with one or two R*® groups.

25. The compound of any one of claims 1 to 17 and 20 to 23, or a pharmaceutically acceptable
salt thereof, wherein R* is 1 H-pyrazol-3-yl, 1H-pyrazol-4-yl, 1H-pyrazol-5-yl, 1H-1,2,3-triazol-
S-yl, 2H-1,2 3-triazol-4-yl, 1H-1,2 4-triazol-5-yl, isoxazole-4-yl, or 1,2 5-oxadiazol-3-yl that is

unsubstituted or substituted with one or two R*® groups.

26. The compound of any one of claims 1 to 17 and 20 to 25, or a pharmaceutically acceptable

salt thereof, wherein R* is 1 H-pyrazol-3-yl, 1H-pyrazol-4-yl, 1H-pyrazol-5-yl, 1H-1,2,3-triazol-
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5-yl, 2H-1,2 3-triazol-4-yl, 1H-1,2 4-triazol-5-yl, isoxazole-4-yl, isoxazole-3-yl or 1,2,5-

oxadiazol-3-yl that is unsubstituted or substituted with one or two R* groups.

27. The compound of any one of claims 1 to 17, 20 to 23 and 25 or a pharmaceutically

acceptable salt thereof, wherein R* is:

/
N
K\L/N
N S\T/\
| N Y

Cg
4

; -
CFs CF,
CF3
A\
o | N
’ O or

\ &

=z

-n
w
(@)

28. The compound of any one of claims 1 to 17, and 20 to 26 or a pharmaceutically acceptable

salt thereof, wherein R* is

/
P

N

7, !\E,/

N
N, :\/\
| °N Y
N N~N
CFs CF,

g

>
>
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CF3
&EF o
/ \ 7\
N\
| N O,N o

[ N
o N
’ O
H ;‘3/\\2 IHI/<N
N\ N\ N N\ /
O o or (6]

29. The compound of any one of claims 1 to 17 or 20 to 28, or a pharmaceutically acceptable salt

thereof, wherein R* is:

N N/|

N

(f\
prd
S L2
b4
Z.
N2z

O
1
5
(@]

I:3 or F3C

30. The compound of any one of claims 1 to 17 or 20 to 28, or a pharmaceutically acceptable salt

thereof, wherein R* is:
N
N~
CF3 CF3

31. The compound of any one of claims 1 to 17 or 20 to 28, or a pharmaceutically acceptable salt

thereof, wherein R* is:

CF4
\
{ :SI/<N
N o
/\de {\BN N g
’ O or
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32. The compound of any one of claims 1 to 17 or 20 to 28, or a pharmaceutically acceptable salt

thereof, wherein R* is:

&EF S
\
| N N
o . | O,N
/ w :H/{

0] o]

33. The compound of any one of claims 1-16, or a pharmaceutically acceptable salt thereof,
wherein:
R*is -C)cycloalkyl;
wherein the C3)cycloalkyl is unsubstituted or substituted with one to three R*
groups; and
each R* group is independently selected from -Cq-2alkyl that is unsubstituted or
substituted with one to three fluorine atoms; and

wherein the compound of Formula I is a compound of Formula Ia:
J P
NN N R
R N/\E/Y
H 0
N N\/)_SN%
Ia R4.

34. The compound of any one of claims 1 to 33, or a pharmaceutically acceptable salt thereof,

selected from the group consisting of the compounds in Table 1A, Table 1AA and Table 1B.

35. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein the

compound is selected from
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36. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein the

compound is selected from
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37. The compound of claim 35 or 36, or a pharmaceutically acceptable salt thereof, wherein the

compound is selected from

LF F

F
L a3l O
FsC N N N F.C N EZAAN N
HIWN/\/)_QNJSO\( 3 H/\&j\r\/)_,} 0
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F
T O
/\)J\ N N N
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3 H%?\I/\/)_F}N 0 >\
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38. The compound of claim 37, or a pharmaceutically acceptable salt thereof, which is

LF
2L O
F3C/\)I\N. /NYN S
%
N\O,\N

39. The compound of claim 37, or a pharmaceutically acceptable salt thereof, which is
F

F
e
L NN
FsC N PN S
H/\&/N\/)_F}N P
) \/A
\N'N 4
40. The compound of claim 37, or a pharmaceutically acceptable salt thereof, which is
F
F
SIURS;
A N\)_\

NS
\ O
\
/ N

O

41. The compound of claim 37, or a pharmaceutically acceptable salt thereof, which is
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F
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42. The compound of claim 37, or a pharmaceutically acceptable salt thereof, which is
F

F
L O
Fsc/\)km/é}ﬂ?” S
Ho N\MN >\

N
[N

~

43. A pharmaceutical composition, comprising a compound of any one of the preceding claims,

or a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier.

44. A pharmaceutical composition made by mixing a compound of any one of the preceding

claims, or a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier.
45. The pharmaceutical composition of claim 43 or 44, which is administered orally.

46. The pharmaceutical composition of claim 45, which is administered as a tablet or a capsule.
47. A process for making a pharmaceutical composition comprising mixing a compound of any
one of the preceding claims, or a pharmaceutically acceptable salt thereof, and a
pharmaceutically acceptable carrier.

48. A method for treating and/or ameliorating an IL-17A mediated inflammatory syndrome,

disorder, or disease comprising administering to a subject in need thereof a therapeutically
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effective amount of a compound of any one of the preceding claims, or a pharmaceutically

acceptable salt thereof.

49. The method of claim 48, wherein the IL-17A mediated inflammatory syndrome, disorder, or
disease 1s selected from the group consisting of: psoriasis, psoriatic arthritis, rheumatoid
arthritis, ankylosing spondylitis, hidradenitis suppurativa, bullous pemphigold, atopic dermatitis,
vitiligo, multiple sclerosis, asthma, uveitis, chronic obstructive pulmonary disorder, multiple

myeloma, and systemic lupus erythematosus.

50. The method of claim 49, wherein the IL-17A mediated inflammatory syndrome, disorder, or

disease is psoriasis.

51. The method of claim 49, wherein the IL-17A mediated inflammatory syndrome, disorder, or

disease 1s psoriatic arthritis.

52. The method of claim 49, wherein the IL-17A mediated inflammatory syndrome, disorder, or

disease 1s rheumatoid arthritis.

53. The method of claim 49, wherein the IL-17A mediated inflammatory syndrome, disorder, or

disease 1s ankylosing spondylitis.

54. The method of claim 49, wherein the IL-17A mediated inflammatory syndrome, disorder, or

disease is hidradenitis suppurativa.

55. The method of claim 49, wherein the IL-17A mediated inflammatory syndrome, disorder, or

disease is bullous pemphigold.

56. The method of claim 49, wherein the IL-17A mediated inflammatory syndrome, disorder, or

disease is atopic dermatitis.
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57. The method of claim 49, wherein the IL-17A mediated inflammatory syndrome, disorder, or

disease is vitiligo.

58. The method of claim 49, wherein the IL-17A mediated inflammatory syndrome, disorder, or

disease 1s multiple sclerosis.

59. The method of claim 49, wherein the IL-17A mediated inflammatory syndrome, disorder, or

disease is systemic lupus erythematosus.

60. The method of claim 49, wherein the IL-17A mediated inflammatory syndrome, disorder, or

disease is asthma.

61. The method of claim 49, wherein the IL-17A mediated inflammatory syndrome, disorder, or

disease 1s uveitits.

62. The method of claim 49, wherein the IL-17A mediated inflammatory syndrome, disorder, or

disease is chronic obstructive pulmonary disorder.

63. The method of claim 49, wherein the IL-17A mediated inflammatory syndrome, disorder, or

disease 1s multiple myeloma.

64. The method of claim 49, wherein the IL-17A mediated inflammatory syndrome, disorder, or

disease 1s systemic lupus erythematosus.

65. The method of any of claims 48 to 64, wherein the compound of any one of the preceding

claims, or a pharmaceutically acceptable salt thereof, is administered orally.

66. The method of any of claims 48 to 65, wherein the compound of any one of the preceding

claims, or a pharmaceutically acceptable salt thereof, is administered as a tablet or a capsule.
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67. A compound of any one of claims 1 to 42, or a pharmaceutically acceptable salt thereof, for
use in treating and/or ameliorating an IL-17A mediated inflammatory syndrome, disorder, or

disease.

68. A compound of any one of claims 1 to 42, or a pharmaceutically acceptable salt thereof, for

use in medical therapy.

69. The use of a compound of any one of claims 1 to 42, or a pharmaceutically acceptable salt
thereof, for treating and/or ameliorating an IL-17A mediated inflammatory syndrome, disorder,
or disease.

70. The use of a compound of any one of claims 1 to 42, or a pharmaceutically acceptable salt
thereof, for the manufacture of a medicament for treating and/or ameliorating an IL-17A

mediated inflammatory syndrome, disorder, or disease.

71. A compound or method as described herein.
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