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What is claimed is:

1. A compound of general Formula I
4
ol
N R
P .

R10
I

and stereoisomers, pharmaceutically acceptable salts and solvates theregf, wherein:

R'is H, halogen, CN, OH, (1-6C)alkyl, fluoro(1-6C)alkyl/difluorc(1-6C)alkyl,

fluoro(1-6C)alkoxy, difluoro(1-6C)alkoxy, trifluoro(1-6C)atkoxy, hydroxy(2-6C)alkoxy,
cyano(1-6C)alkoxy, (1-3C alkoxy)(2-6C)alkoxy, di{1-¥C alkoxy)(2-6C)alkoxy, (3-6C
cycloalkyl)ymethoxy, oxetanylmethoxy (optionally/substituted with methyl), (1-6C
alkylsulfanyl, -C(=O)NR'R®, -CH,C(=O)NR®
substituted with -CH,OH or -CH>0O(1-4C alkyl);

R? R® R®and R¢ are independently selécted from H and (1-4C)alkyl;

R? is H, halogen, CN, OH, (1-6C)alkyl, fluoro(1-6C)alkyl, difluoro(1-6C)alkyl,
trifluoro(1-6C)alkyl, hydroxy(1-6Clalkyl, (1-3C alkoxy)(1-6C)alkyl,  (1-6C)alkoxy
(optionally substituted with (1-6C /alkyl)C(=0)0-, amino(1-6C alkyl)C(=0)O-, or
phenyl(C=0)O-), fluoro(1-6C)alKoxy, difluoro(1-6C)alkoxy, trifluoro(1-6C)alkoxy,
hydroxy(2-6C)alkoxy, (1-3C Alkoxy)(2-6C)alkoxy, (3-6C cycloalkyl)methoxy, (3-

, or (3-6C)cycloalkyl optionally

or R' and/R? together with the atoms to which they are attached form a 5-6
membered hetefocyclic ring having 1 - 2 ring heteroatoms independently selected from O
and N, whergin said ring is optionally substituted with (1-4C)alkyl;

hefAr' is a 5-6 membered heteroaryl ring having one or two ring nitrogen atoms
and opflonally substituted with one or more groups selected from (1-6C)alkyl;

R® and R’ are independently H, (1-6C)alkyl or cyclopropyl optionally substituted
th (1-4C)alkyl;
R’ is H, halogen or (1-6C)alkyl,
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R%is

RS Rsa RS
RS R8 .
’

R’ is CF3, CH,F, CHF>, methyl or ethyl;

R* is H or methyl;

or R” and R* together with the atom to which they are attached form a cyclopropyl
ring;

R® is H, NH;, OH, (1-6C alkyl)NH-, fluoro(1-6C alkyl)NH-, hydroxy(1-6C
alkyl)NH-, (3-6C cycloalkyl)CHoNH-, (1-6C alkyl)C(=O)NH-, (1-6C alkyl)OC(=0)NH-
(optionally substituted with 5-methyl-2-0x0-1,3-dioxol-4-yl} of amino(1-6C)alkyl-;

R is H, (1-6C)alkyl, fluoro(1-6C)alky! or hydroxy({-6C)alkyl;

or R® and R together with the atom to whi they are attached form a 5-6
membered spirocyclic heterocycle having a ring nitrogen atom;

RYisH, halogen, OH, or (1-6C)alkoxy, or

R® and R® together with the carbon afoms to which they are attached form a
cyclopropyl ring optionally substituted with XH,;

R%is H, or

RS and R’ together form a linkifig group having the formula ~-CH,NH- which links
the carbon atoms to which they are gitached; and

R' is H or halogen.

2. A compound agtording to claim 1, wherein:

R' is H, halogen, £N, OH, (1-6C)alkyl, fluoro(1-6C)alkyl, difluoro(1-6C)alkyl,
trifluoro(1-6C)alkyl, hylroxy(1-6C)alkyl, cyano(1-6C)alkyl, (1-3C alkoxy)}(1-6C)alkyl
(optionally substitutdd with hydroxy), di(1-3C alkoxy)(1-6C)alkyl, (1-6C)alkoxy,
fluoro(1-6C)alkoxy, difluoro(1-6C)alkoxy, trifluoro(1-6C)alkoxy, hydroxy(2-6C)alkoxy,
cyano(1-6C)alkgxy, (1-3C alkoxy)(2-6C)alkoxy, di(1-3C alkoxy)(2-6C)alkoxy, (3-6C
cycloalkyl)mpéthoxy, oxetanylmethoxy (optionally substituted with methyl), (1-6C
alkylsulffnyl, -C(=O)NR’R®, -CH.C(=O)NR°RY, or (3-6C)cycloalkyl optionally
substityted with -CH,OH or -CH,O(1-4C alkyl);

R% R®, R® and R? are independently selected from H and (1-4C)alkyl;

R? is H, halogen, CN, OH, (1-6C)alkyl, fluoro(1-6C)alkyl, difluoro(1-6C)alkyl,
trifluoro(1-6C)alkyl, hydroxy(1-6C)alkyl, (1-3C alkoxy)(1-6C)alkyl,  (1-6C)alkoxy
(optionally substituted with (1-6C alkyl)C(=0)O- or amino(1-6C alkyl)C(=0)Q-),
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fluoro(1-6C)alkoxy, difluoro(1-6C)alkoxy, trifluoro(1-6C)alkoxy, hydroxy(2-6C)alkoxy,
(1-3C alkoxy)(2-6C)alkoxy, (3-6C cycloalkyl)methoxy, oxetanylmethoxy (optional
substituted with methyl), tetrahydropyranyloxy, (1-6C alkyl)sulfanyl, hydroxy(2/6C
alkyl)sulfanyl, (1-3C  alkylsulfanyl)(2-6C)alkoxy,-COOH, hetAr', -C(=0) R°R,
-NR®C(=0)R’, or cyclopropyl optionally substituted with -CH,OH or -CH,0(1-6¢alky1);

or R' and R? together with the atoms to which they are attached form a 5-G
membered heterocyclic ring having 1 - 2 ring heteroatoms independently sgfected from O
and N, wherein said ring is optionally substituted with (1-4C)alkyl;

hetAr' is a 5-6 membered heteroaryl ring having one or two Ang nitrogen atoms
and optionally substituted with one or more groups selected from (16C)alkyl,

R°and R are independently H, (1-6C)alkyl or cyclopropyl optighally substituted with (1-

4CYalkyl;
R’ is H, halogen or (1-6C)alkyl;
R*is
R}isa R .
ol
RS RS

R is CF3, CH;F, CHF,, methyl or ethyl;

R* is H or methyl;

or R® and R™ together with the gfom to which they are attached form a cyclopropyl
nng;

R® is H, -NH,, OH, (I
alkyl)NH-, (3-6C cycloalkyl)
or amino{1-6C)alkyl-;

R’ is H, (1-6C)alkyl, fluoro(1-6C)alkyl or hydroxy(1-6C)alkyl;

or R® and R’

C alkyD)NH-, fluoro(1-6C alkyl)NH-, hydroxy(1-6C
2NH-, (1-6C alkyl)C(=0)NH-, (1-6C alkyl)OC(=0)NH-

ogether with the atom to which they are attached form a 5-6

8 and R’ together form a linking group having the formula -CH,NH- which links
the garbon atoms to which they are attached; and
R is H.
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3. A compound of claim 1 or 2, wherein R' is selected from H, (1-6C)alkyl,
(3-6C)cycloalkyl optionally substituted with -CH;OH or -CHyO(1-4C alkyl
(1-6C)alkoxy, trifluoro(1-6C)alkoxy, hydroxy(2-6C)alkoxy, (1-3C alkoxy)(2-6C)alkgky,
and (3-6C)cycloalkylmethoxy.

4, A compound of claim 3, wherein R! is selected from H, methyl, ethyl,
isopropyl, tert-butyl, cyclopropyl, methoxy, ethoxy, isopropoxy, triflugfomethoxy,
2-hydroxyethoxy, 2-hydroxypropoxy, 3-hydroxypropoxy, 2-methoxyethoxy,
3-methoxypropoxy,  2-methoxypropoxy, 3-methoxyprop-2-oxy, /2-ethoxyethoxy,
1,3-dimethoxypropan-2-yloxy and cyclopropylmethoxy.

5. A compound of claim 4, wherein R' is H.

6. A compound of claim 4, wherein R' (1-3C alkoxy}(2-6C)alkoxy.

7. A compound of claim 1, wherein R! is selected from halogen, CN, OH,
fluoro(1-6C)alkyl,  difluoro(1-6C)alkyl, trifluoro(1-6¢)alkyl, hydroxy(1-6C)alkyl,
cyano(1-6C)alkyl, di(1-3C alkoxy)(1-6C)alkyl, fluoro(1AC)alkoxy, difluoro(1-6C)alkoxy,
di(1-3C alkoxy)(2-6C)alkoxy,
methyl), (1-6C alkyl)sulfanyl,

trifluoro{1-6C)alkoxy, cyano(1-6C)alkoxy,
oxetanylmethoxy (optionally substituted wy
-C(=O)NR°R®, and -CH,C(=O)NR°R".

8. A compound according to any/of claims 1-7, wherein R? is selected from H,
(1-3C alkoxy)(1-6C)alkyl, hydroxy(2-6@)alkoxy, and (1-6C)alkoxy which is optionally
substituted with (1-6C alkyl)C(=0)O- gi amino(1-6C alkyl)C(=0)O-.

S, A compound according to claim 8, wherein R? is selected from H,
2-methoxyethoxy, 3-methoxypyép-2-oxy, 2-methoxypropoxy, 2-ethyoxyethoxy, and
2-hydroxyethoxy.

10. A compound/according to claim 9, wherein R?is H.

11. A compopnd according to any of claims 1-7, wherein R? is selected from
halogen, CN, OH, A1-6C)alkyl, fluoro(1-6C)alkyl, difluoro(1-6C)alkyl, trifluoro(l-
6C)alkyl, hydroxy(1-6C)alkyl, fluoro(1-6C)alkoxy, difluoro(1-6C)alkoxy, trifluoro(l-
6C)alkoxy, (1-
(optionally

alkoxy)(2-6C)alkoxy, (3-6C cycloalkyl)methoxy, oxetanylmethoxy
bstituted with methyl), tetrahydropyranyloxy, (1-6C alkyl)sulfanyl,
hydroxy(2/6C alkyl)sulfanyl, (1-3C alkylsulfanyl)(2-6C)alkoxy, -COOH, hetAr!,
C=OMRR!, -NR°C(=O)R', and cyclopropyl optionally substituted with -CH,OH or
-CHO(1-6C alkyl).

12. A compound according to claim 1 or 2, wherein R! and R? together with the

Atoms to which they are attached form a 5-6 membered heterocyclic ring having 1 to 2
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ring heteroatoms independently selected from O and N, wherein said ring is optionall
substituted with (1-4C)alkyl.

13. A compound according to any of claims 1-12, wherein R® is selected from
H, F and methylL

14. A compound according to claim 13, wherein R® is H.

15. A compound according to claim 13, wherein R® is F.

16. A compound according to any of claims 1-15, wherein
CHF,, methyl or ethyl and R*® is H.

’ is CF3, CH,F,
17. A compound according to claim 16, wherein R® is GF3 and R* is H.
18. A compound according to any of claims 1-15, #herein R® is CFs, CH.F,
CHF,, methyl or ethyl and R® is methyl.

19. A compound according to claim 15, wherejd R is methyl, and R* is H.

20. A compound according to any of claimg 1-19, wherein R® is selected from
H, NH,, OH, CH;NH-, (CH;);CHNH-, / FCH,CH,NH-, HOCH,CH,NH-,
(cyclopropyl)CHoNH-, CH3C(=0)NH-, (CH;3)sCOC(=0)NH- and NH,CHo-.

21. A compound according to claing20, wherein R® is NH,.
22. A compound according to afy of claims 1-21, wherein R is selected from
H, methyl, ethyl, FCH,- and HOCH>-.

23. A compound according/to claim 22, wherein R” is H.

24. A compound according to claim 22, wherein R’ is methyl.

25. A compound acgbrding to any of claims 1-19, wherein RS and R’ together
with the atom to which they are attached form a 5-6 membered spirocyclic heterocycle
having a ring nitrogen ato#.

26. A compbund according to any of claims 1-25, wherein R® is selected from
H, F, OH or -OMe.

27.

28.

ompound according to claim 26, wherein R® is H.

A compound according to any of claims 1-19, wherein R® and R® together
with the cdrbon atoms to which they are attached form a cyclopropyl ring optionally
substituted with NH,.

29. A compound according to any of claims 1-28, wherein R® is H.

30. A compound according to any of claims 1-19, wherein R® and R’ together
form a linking group having the formula -CH,NH- which links the carbon atoms to which
they are attached.

31. A compound according to any of claims 1-30, wherein RYisH.
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32. A compound according to any of claims ! or 3-30, wherein R™ is
fluoro.

33. A compound of claim 1, selected from anyone of Examples 1-328.

34. A composition comprising a compound according to any of clair
1-33 or a pharmaceutically acceptable salt thereof, and a pharmaceutically
acceptable diluent or carrier,

35, A compound of Formula I as defined in anyone of claimy'l to 33,
or a pharmaceutically acceptable salt thereof, for use in the treatment gf an
inflammatory or autoimmune disease.

36. A compound as defined in claim 35, wherein the/Anflammatory or
autoimmune disease is multiple sclerosis, lupus, inflammatory bowel disease or
rheumatoid arthritis.

37. A compound of Formula I as defined indnyone of claims 1 to 33
or a pharmaceutically acceptable salt thereof, for use/n the treatment of cancer.

38. A compound of Formula I as defig€d in anyone of claims 1 to 33,
or a pharmaceutically acceptable salt thereof fof'use in the treatment of PIM-1
and/or PIM-2 and/or PIM-3 kinase-mediated/Condition.

39. A process for the prepargfion a compound of claim 1, which
comprises:

(a) reacting a correspondigg compound of formula II or a protected

derivative thereof

whére R', R? and R are as defined for Formula I, in the presence of an organo hypervalent

fodine reagent; or
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(b) for a compound of Formula I where R? is hetAr' or a cyclopropyl ring
optionally substituted with -CH,OH or -CH,O(1-6C alkyl), reacting a corresponding

compound having the formula IV or a protected derivative thereof:

R4
7\
7N R
N AN Br
N l S
= R3
v

ORY
OR"\B/

hetAr! or

respectively, where hetAr' is as defined for Formula I/ Cyc is cyclopropyl optionally
substituted with -CH,OH or -CH,O(1-6C alkyl), and R/and R* are H or (1-6C)alkyl, or R*
and R’ together with the atoms to which they are gonnected form a 5-6 membered ring
optionally substituted with 1-4 substituents selécted from (1-3C alkyl), wherein said
reaction takes place in the presence of a pallagium catalyst and optionally in the presence
of a base and a ligand; or

{¢) for a compound of Formpla I where R? is -NR°C(=O)R', reacting a

corresponding compound having the fofmula I'V or a protected derivative thereof:

= N Br
| N

S R3
v

where R, R® and are as defined for Formula I, with a reagent having the formula

HNRCC(=O)Rf in fhe presence of a base and a metal catalyst; or
(d) for g/compound of Formula I where R?is (1-6C alkyl)sulfanyl or hydroxy(2-6C
alkyl)sulfanyl, reacting a corresponding compound having the formula IV or a protected

derivative/fhereof:
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7\
7N R?
N, AN Br
N | T
Z .
v

where R, Rz, R? and R* are as defined for Formula I, with a reagent having'the formula
HS(1-6C alkyl) or HS(1-6C alkyl)OH, respectively, in the presence of a bage; or
(e) for a compound of Formula I where R? is -C(=0) R, coupling a

corresponding compound having the formula V or a protected derivajfve thereof:

R4
N N
N~N Z RS

v
where R', R* and R* are as defined for Formula , with a reagent having the formula
HNRR!, where R® and Rf are as defined for Foyfnula I, in the presence of a base and a
coupling reagent; or

(H for a compound of Formula I fvhere R' is -CH,C(=O)NR°RY, coupling a

corresponding compound having the formpula VI or a protected derivative thereof

0
OH
N\ R2
Y .
Vi
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15 where R’, R, and' R’ are as defined for Formula I, R® is H, halogen, OH, or (1-6C)alkoxy,



where Rl, R% R’ R% R™®, and R7 are as defined for Formula L RYis H, halogen, OH, or
(1-6C)alkoxy, and R’ is H, with a (1-6C)alkylcarboxylic acid anhydride or a
6C)alkylcarboxylic acid chloride in the presence of a base; or

(j) for a compound of Formula I where R*is a moiety having the structure

R5 g5 (1~6C alkyl)

oL

where R, R*, and R are as defined for Formula I, R® is H, halogen, OH, or (1-6C)alkoxy,

and R is H, reacting a corresponding compound having the formufé VIII

Nrig
R2 R R7
N
7 N\ ! R®
—N R R

y N

Z

10  whereR', R? R3, RS, R and R’ are as defiied for Formula I, R®is H, halogen, OH, or (1-
6C)alkoxy, and R’ is H, with a (1-6

presence of a catalyst and a base foll

aldehyde or a protected (1-6C)aldehyde in the
ed by treatiment with a reducing agent; or

(k) for a compound of For#fula I where R is a moiety having the structure

RS R®  N(1-6C alkyl)

ety
RO RE
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where Rl, R% R? R> R® and R are as defined for Formula I, R¥is H, halogen, OH, or
(1-6C)alkoxy, and R’ is H, in the presence of a reagent having the formula HC(=0)(1-
alkyl) and a reducing agent; or

(1) for a compound of Formula I where R* is a moiety having the structure

Me NHP?
ate
5 RS =
where R’ is as defined for Formula I, R® is H, halogen, OH, or (1-6C)gikoxy, R’ is H, and
P? is H or an amine protecting group, reacting a corresponding gompound having the
formula IX
10
15

including enantiomérs and diastereomers thereof, where P? is H or an amine protecting
, (1-6C)alkyl, fluoro(1-6C)alkyl or hydroxy(1-6C)alkyl.
A compound of claim 40, wherein R’ is H or (1-6C)alkyl.

group and R'is

A compound of claim 41, wherein R’ is H or methyl.
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CLAIMS

1. A compound of general Formula I
4
ol
NG N R
N | Ne R2
R10 / R3
I

and stereoisomers, pharmaceutically acceptable salts and solvates thereof, wherein:

R! is H, halogen, CN, OH, (1-6C)alkyl, fluoro(1-6C)alkyl, difluoro(1-6C)alkyl,
trifluoro(1-6C)alkyl, hydroxy(1-6C)alkyl, cyano(1-6C)alkyl, (1-3C alkoxy)(1-6C)alkyl
(optionally substituted with hydroxy), di(1-3C alkoxy)(1-6C)alkyl, (1-6C)alkoxy, fluoro(1-
6C)alkoxy, difluoro(1-6C)alkoxy, trifluoro(1-6C)alkoxy, hydroxy(2-6C)alkoxy, cyano(l-
6C)alkoxy, (1-3C  alkoxy)(2-6C)alkoxy, di(1-3C  alkoxy)(2-6C)alkoxy, (3-6C
cycloalkyl)methoxy, oxetanylmethoxy (optionally substituted with methyl), (1-6C
alkyl)sulfanyl, -C(=0)NR*R’, -CH,C(=0)NRR, or (3-6C)cycloalkyl optionally substituted
with -CH,O0H or -CH,0(1-4C alkyl);

R?, RP, R® and R? are independently selected from H and (1-4C)alkyl;

R? is H, halogen, CN, OH, (1-6C)alkyl, fluoro(1-6C)alkyl, difluoro(1-6C)alkyl,
trifluoro(1-6C)alkyl, hydroxy(1-6C)alkyl, (1-3C alkoxy)(1-6C)alkyl, (1-6C)alkoxy
(optionally substituted with (1-6C alkyl)C(=0)O-, amino(1-6C alkyl)C(=0)O-, or
phenyl(C=0)O-),  fluoro(1-6C)alkoxy, difluoro(1-6C)alkoxy, trifluoro(1-6C)alkoxy,
hydroxy(2-6C)alkoxy, (1-3C alkoxy)(2-6C)alkoxy, (3-6C cycloalkyl)methoxy, (3-
6C)cycloalkoxy (optionally substituted with OH), oxetanylmethoxy (optionally substituted
with methyl), tetrahydropyranyloxy, (1-6C alkyl)sulfanyl, hydroxy(2-6C alkyl)sulfanyl, (1-
3C alkylsulfanyl)(2-6C)alkoxy,-COOH, hetAr', -C(=0)NRR, -NR°C(=O)Rf, oxetanyl, or
cyclopropyl optionally substituted with -CH,OH or -CH,O(1-6C alkyl);

or R' and R” together with the atoms to which they are attached form a 5-6 membered
heterocyclic ring having 1 - 2 ring heteroatoms independently selected from O and N,
wherein said ring is optionally substituted with (1-4C)alkyl; ‘

hetAr' is a 5-6 membered heteroaryl ring having one or two ring nif!rogen atoms and

optionally substituted with one or more groups selected from (1-6C)alkyl;
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R and R are independently H, (1-6C)alkyl or cyclopropyl optionally substituted with
(1-4C)alkyl;
R? is H, halogen or (1-6C)alkyl;

R*is
5 RSa RS
Yata
R® R®

R’ is CF3, CHoF, CHF,, methyl or ethyl;

R is H or methyl;

or R’ and R™ together with the atom to which they are attached form a cyclopropyl
ring;

R® is H, NH,, OH, (1-6C alkyl)NH-, fluoro(1-6C alkyl)NH-, hydroxy(1-6C alkyl)NH-
, (3-6C cycloalkyl)CH,NH-, (1-6C alkyl)C(=O)NH-, (1-6C alkyl)OC(=O)NH- (optionally
substituted with 5-methyl-2-0x0-1,3-dioxol-4-yl) or amino(1-6C)alkyl-;

R is H, (1-6C)alkyl, fluoro(1-6C)alkyl or hydroxy(1-6C)alkyl;

or R® and R together with the atom to which they are attached form a 5-6 membered
spirocyclic heterocycle having a ring nitrogen atom;

R®isH, halogen, OH, or (1-6C)alkoxy, or

R® and R® together with the carbon atoms to which they are attached form a
cyclopropyl ring optionally substituted with NH»;

R’ is H, or

R and R’ together form a linking group having the formula -CH,NH- which links the
carbon atoms to which they are attached; and

R'° is H or halogen.

2. A compound according to claim 1, wherein:

R' is H, halogen, CN, OH, (1-6C)alkyl, fluoro(1-6C)alkyl, difluoro(1-6C)alkyl,
trifluoro(1-6C)alkyl, hydroxy(1-6C)alkyl, cyano(1-6C)alkyl, (1-3C alkoxy)(1-6C)alkyl
(optionally substituted with hydroxy), di(1-3C alkoxy)(1-6C)alkyl, (1-6C)alkoxy, fluoro(1-
6C)alkoxy, difluoro(1-6C)alkoxy, trifluoro(1-6C)alkoxy, hydroxy(2-6C)alkoxy, cyano(l-
6C)alkoxy, (1-3C  alkoxy)(2-6C)alkoxy, di(1-3C  alkoxy)(2-6C)alkoxy, (3-6C
cycloalkyl)methoxy, oxetanylmethoxy (optionally substituted with methyl), (1-6C
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alkyl)sulfanyl, -C(=0)NR*R®, -CH,C(=O)NRRY, or (3-6C)cycloalkyl optionally substituted
with -CH,O0H or -CH,0(1-4C alkyl);

R? R® R°and R are independently selected from H and (1-4C)alkyl;

R? is H, halogen, CN, OH, (1-6C)alkyl, fluoro(1-6C)alkyl, difluoro(1-6C)alkyl,
trifluoro(1-6C)alkyl, hydroxy(1-6C)alkyl, (1-3C alkoxy)(1-6C)alkyl, (1-6C)alkoxy
(optionally substituted with (1-6C alkyl)C(=0)O- or amino(1-6C alkyl)C(=0)O-), fluoro(1-
6C)alkoxy, difluoro(1-6C)alkoxy, trifluoro(1-6C)alkoxy, hydroxy(2-6C)alkoxy, (1-3C
alkoxy)(2-6C)alkoxy, (3-6C cycloalkyl)methoxy, oxetanylmethoxy (optionally substituted
with methyl), tetrahydropyranyloxy, (1-6C alkyl)sulfanyl, hydroxy(2-6C alkyl)sulfanyl, (1-
3C alkylsulfanyl)(2-6C)alkoxy,-COOH, hetAr', -C(=0)NR°R/,
-NRC(=O)R’, or cyclopropyl optionally substituted with -CH,OH or -CH,O(1-6C alkyl);

or R' and R? together with the atoms to which they are attached form a 5-6 membered
heterocyclic ring having 1 - 2 ring heteroatoms independently selected from O and N,
wherein said ring is optionally substituted with (1-4C)alkyl;

hetAr' is a 5-6 membered heteroaryl ring having one or two ring nitrogen atoms and
optionally substituted with one or more groups selected from (1-6C)alkyl;

R® and R' are independently H, (1-6C)alkyl or cyclopropyl optionally substituted with (1-
4C)alkyl;

R? is H, halogen or (1-6C)alkyl;

R*is
R5 Rsa RS
e S
RQ R8 .

R’ is CF3;, CH,F, CHF,, methyl or ethyl;

R is H or methyl;

or R® and R® together with the atom to which they are attached form a cyclopropyl
ring;

R® is H, -NH,, OH, (1-6C alkyl)NH-, fluoro(1-6C alkyl)NH-, hydroxy(1-6C
alkyl)NH-, (3-6C cycloalkyl)CH,NH-, (1-6C alkyl)C(=O)NH-, (1-6C alkyl)OC(=O)NH- or
amino(1-6C)alkyl-;

R’ is H, (1-6C)alkyl, fluoro(1-6C)alkyl or hydroxy(1-6C)alkyl;
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or R® and R” together with the atom to which they are attached form a 5-6 membered
spirocyclic heterocycle having a ring nitrogen atom;

R® is H, halogen, OH, or (1-6C)alkoxy, or

R® and R® together with the carbon atoms to which they are attached form a
cyclopropyl ring optionally substituted with NHj;

R’ is H, or

R® and R’ together form a linking group having the formula -CH,NH- which links the
carbon atoms to which they are attached; and

R'is H.

3. A compound of claim 1 or 2, wherein R' is selected from H, (1-6C)alkyl,
(3-6C)cycloalkyl  optionally —substituted with -CH,OH or -CH,O(1-4C alkyl),
(1-6C)alkoxy, trifluoro(1-6C)alkoxy, hydroxy(2-6C)alkoxy, (1-3C alkoxy)(2-6C)alkoxy, and
(3-6C)cycloalkylmethoxy.

4. A compound of claims 1 or 2, wherein R! is selected from H, methyl, ethyl,
isopropyl, tert-butyl, cyclopropyl, methoxy, ethoxy, isopropoxy, trifluoromethoxy,
2-hydroxyethoxy, 2-hydroxypropoxy, 3-hydroxypropoxy, 2-methoxyethoxy,
3-methoxypropoxy, 2-methoxypropoxy, 3-methoxyprop-2-oxy, 2-ethoxyethoxy,
1,3-dimethoxypropan-2-yloxy and cyclopropylmethoxy.

5. A compound of claim 4, wherein R' is H.

6. A compound of claim 3, wherein R' (1-3C alkoxy)(2-6C)alkoxy.

7. A compound of claim 1, wherein R! is selected from halogen, CN, OH,
fluoro(1-6C)alkyl, difluoro(1-6C)alkyl, trifluoro(1-6C)alkyl, hydroxy(1-6C)alkyl, cyano(1-
6C)alkyl, di(1-3C alkoxy)(1-6C)alkyl, fluoro(1-6C)alkoxy, difluoro(1-6C)alkoxy, trifluoro(1-
6C)alkoxy, cyano(1-6C)alkoxy, di(1-3C alkoxy)(2-6C)alkoxy, oxetanylmethoxy (optionally
substituted with methyl), (1-6C alkyl)sulfanyl,
-C(=0)NR*R®, and -CH,C(=O)NR°RY.

8. A compound according to any of claims 1-7, wherein R? is selected from H,
(1-3C alkoxy)(1-6C)alkyl, hydroxy(2-6C)alkoxy, and (1-6C)alkoxy which is optionally
substituted with (1-6C alkyl)C(=0)O- or amino(1-6C alkyl)C(=0)O-.

9. A compound according to claim 7, wherein R* is selected from H,
2-methoxyethoxy, 3-methoxyprop-2-oxy, 2-methoxypropoxy, 2-ethyoxyethoxy, and
2-hydroxyethoxy.
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10. A compound according to claim 9, wherein R? is H.

11. A compound according to any of claims 1-7, wherein R? is selected from
halogen, CN, OH, (1-6C)alkyl, fluoro(1-6C)alkyl, difluoro(1-6C)alkyl, trifluoro(1-6C)alkyl,
hydroxy(1-6C)alkyl, fluoro(1-6C)alkoxy, difluoro(1-6C)alkoxy, trifluoro(1-6C)alkoxy, (1-3C
alkoxy)(2-6C)alkoxy, (3-6C cycloalkyl)methoxy, oxetanylmethoxy (optionally substituted
with methyl), tetrahydropyranyloxy, (1-6C alkyl)sulfanyl, hydroxy(2-6C alkyl)sulfanyl, (1-
3C alkylsulfanyl)(2-6C)alkoxy, -COOH, hetAr',
-C(=0)NRR’, -NR°C(=O)R’, and cyclopropyl optionally substituted with -CH,OH or
-CH,0(1-6C alkyl).

12. A compound according to claim 1 or 2, wherein R' and R? together with the
atoms to which they are attached form a 5-6 membered heterocyclic ring having 1 to 2 ring
heteroatoms independently selected from O and N, wherein said ring is optionally substituted

with (1-4C)alkyl.

13. A compound according to any of claims 1-12, wherein R’ is selected from H,
F and methyl.

14. A compound according to claim 13, wherein R” is H.

15. A compound according to claim 13, wherein R? is F.

16. A compound according to any of claims 1-15, wherein R® is CF;, CH,F,
CHF,, methyl or ethyl and R* is H.

17. A compound according to claim 16, wherein R’ is CF3 and R* is H.

18. A compound according to any of claims 1-15, wherein R’ is CF;, CH,F,
CHF,, methyl or ethyl and R* is methyl.

19. A compound according to claim 15, wherein R is methyl, and R* is H.

20. A compound according to any of claims 1-19, wherein R® is selected from H,
NH,, OH, CH;NH-, (CH3),CHNH-, FCH,CH,NH-, HOCH,CH,NH-, (cyclopropyl)CH,NH-,
CH;C(=O)NH-, (CH3);COC(=0O)NH- and NH,CH,-.

21. A compound according to claim 20, wherein R%is NH,.

22. A compound according to any of claims 1-21, wherein R’ is selected from H,
methyl, ethyl, FCH;- and HOCH,-.

23. A compound according to claim 22, wherein R” is H.

24. A compound according to claim 22, wherein R’ is methyl.
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25. A compound according to any of claims 1-19, wherein R® and R’ together with
the atom to which they are attached form a 5-6 membered spirocyclic heterocycle having a

ring nitrogen atom.

26. A compound according to any of claims 1-25, wherein R® is selected from H,
F, OH or -OMe.

27. A compound according to claim 26, wherein R® is H.

28. A compound according to any of claims 1-19, wherein R® and R® together with

the carbon atoms to which they are attached form a cyclopropyl ring optionally substituted
with NHo.

29. A compound according to any of claims 1-28, wherein R’ is H.

30. A compound according to any of claims 1-19, wherein R® and R’ together
form a linking group having the formula -CH,NH- which links the carbon atoms to which
they are attached.

31. A compound according to any of claims 1-30, wherein R'® is H.

32. A compound according to any of claims 1 or 3-30, wherein R'? is fluoro.

33. A compound of claim 1, selected from any one of Examples 1-302 and 304-
328.

34. A composition comprising a compound according to any of claims 1-33 or a
pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable diluent or carrier.

35. A compound of Formula I as defined in any one of claims 1 to 33, or a
pharmaceutically acceptable salt thereof, for use in the treatment of an inflammatory or
autoimmune disease.

36. A compound as defined in claim 35, wherein the inflammatory or autoimmune
disease is multiple sclerosis, lupus, inflammatory bowel disease or rheumatoid arthritis.

37. A compound of Formula I as defined in any one of claims 1 to 33 or a
pharmaceutically acceptable salt thereof, for use in the treatment of cancer.

38. A compound of Formula I as defined in any one of claims 1 to 33, or a
pharmaceutically acceptable salt thereof for use in the treatment of PIM-1 and/or PIM-2
and/or PIM-3 kinase-mediated condition.

39. A process for the preparation a compound of claim 1, which comprises:

(a) reacting a corresponding compound of formula IT or a protected derivative

thereof
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II
where R” is as defined for Formula I, with a corresponding compound having the formula ITI

or a protected derivative thereof

0 R
N R2
H l X
= RO
1

where R', R* and R? are as defined for Formula I, in the presence of an organo hypervalent
iodine reagent; or

(b) for a compound of Formula I where R? is hetAr' or a cyclopropyl ring
optionally substituted with -CH>OH or -CH,O(1-6C alkyl), reacting a corresponding

compound having the formula IV or a protected derivative thereof:

R4
C\S
/N R!
N, _ N Br
N ] A
Pz R3
1V

where Rl, R? and R? are as defined for Formula I, with a reagent having the formula

ORY X ORY
ORX OR /
~_/ ™~ B\
hetAr! or Cyc

respectively, where hetAr' is as defined for Formula I, Cyc is cyclopropyl optionally
substituted with -CH,OH or -CH,O(1-6C alkyl), and R* and R are H or (1-6C)alkyl, or R*
and R’ together with the atoms to which they are connected form a 5-6 membered ring
optionally substituted with 1-4 substituents selected from (1-3C alkyl), wherein said reaction

takes place in the presence of a palladium catalyst and optionally in the presence of a base

and a ligand; or
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(c) for a compound of Formula I where R? is —NRCC(=O)Rf, reacting a correspondin
g

compound having the formula IV or a protected derivative thereof:

R4

7\

7N R’

N\N/ N\ Br
P N
v

where R', R’ and R* are as defined for Formula I, with a reagent having the formula
HNReC(=O)Rf in the presence of a base and a metal catalyst; or
(d) for a compound of Formula I where R? is (1-6C alkyl)sulfanyl or hydroxy(2-6C

alkyl)sulfanyl, reacting a corresponding compound having the formula IV or a protected

derivative thereof:

R4
7\
~N R’
N, _ N Br
N l AN
= R3
| A%

where R', R2, R* and R* are as defined for Formula I, with a reagent having the formula
HS(1-6C alkyl) or HS(1-6C alkyl)OH, respectively, in the presence of a base; or
(e) for a compound of Formula I where R? is -C(=O)NR°R’, coupling a corresponding

compound having the formula V or a protected derivative thereof:

R4
N N
N~N = R3

A\
where R', R? and R* are as defined for Formula I, with a reagent having the formula HNR°R!,
where R® and R are as defined for Formula I, in the presence of a base and a coupling
reagent; or
(f) for a compound of Formula I where R' is -CH,C(=O)NR°RY, coupling a

corresponding compound having the formula VI or a protected derivative thereof
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N/ I N\ R2
= R3
VI

where Rz, R’ and R* are as defined for Formula I, with a reagent having the formula HNRCRd,
where R and R? are as defined for Formula I, in the presence of a base and a coupling
reagent; or

(g) for a compound of Formula I where R? is (1-6C)alkoxy substituted with (1-6C
alkyl)C(=0)O-, coupling a corresponding compound having the formula VII or a protected

derivative thereof

R4

7\

NG N R’

NN O(1-6C alkyl)OH
AN

R3
VII
where R', R? and R* are as defined for Formula I, with a (1-6C)alkyl acid anhydride or a (1-
6C)alkyl acid chloride in the presence of a base; or
(h) for a compound of Formula I where R? is (1-6C)alkoxy substituted with amino(1-

6C alkyl)C(=0)O-, coupling a corresponding compound having the formula VII or a

protected derivative thereof

R4

7\

NG N R?

NN 0(1-6C alkyl)OH
NN

R3

VII

where Rl, R? and R* are as defined for Formula I, with a compound having the formula
P'NH(1-6C alkyl)C(=0)OH where P' is H or an amine protecting group, in the presence of a

base and a coupling reagent; or

(i) for a compound of Formula I where R* is a moiety having the structure
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0
e NH»\(LGC alkyl)
R7
R8

H% N>/:<L
RQ
where RS, R’ ? and R’ are as defined for Formula 1, R% s H, halogen, OH, or (1-6C)alkoxy,

and R’ is H, reacting a corresponding compound having the formula VIII

VIII
where R1, Rz, R3, R>, R® and R’ are as defined for Formula I, R®is H, halogen, OH, or (1-
6C)alkoxy, and R’ is H, with a (1-6C)alkylcarboxylic acid anhydride or a (1-
6C)alkylcarboxylic acid chloride in the presence of a base; or

() for a compound of Formula I where R* is a moiety having the structure

(1-6C alkyl)
5 s
RS R HN
a%w v
RO R®

where R®, R* and R’ are as defined for Formula I, R® is H, halogen, OH, or (1-6C)alkoxy,

and R’ is H, reacting a corresponding compound having the formula VIII

R5 R?
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where R', Rz, R’ , R’ , R and R’ are as defined for Formula I R® is H, halogen, OH, or (1-
6C)alkoxy, and R’ is H, with a (1-6C)aldehyde or a protected (1-6C)aldehyde in the presence
of a catalyst and a base followed by treatment with a reducing agent; or

(k) for a compound of Formula I where R* is a moiety having the structure

1-6C alkyl
RS RSa HN/( )
s Q(L '
R R®

where R’ , R’ ? and R’ are as defined for Formula I, R® is H, halogen, OH, or (1-6C)alkoxy,

and R’ is H, reacting a corresponding compound having the formula VIII

R5 R7

VIII
where R', R?, R3, R’ , R™ and R’ are as defined for Formula I, R is H, halogen, OH, or (1-
6C)alkoxy, and R’ is H, in the presence of a reagent having the formula HC(=0)(1-5C alkyl)

and a reducing agent; or

(1) for a compound of Formula I where R*is a moiety having the structure

Me NHP?
‘ILQ)\ N& R7
R® R®

where R’ is as defined for Formula I, R® is H, halogen, OH, or (1-6C)alkoxy, R’ is H, and P?

1s H or an amine protecting group, reacting a corresponding compound having the formula IX

o)

7\

/N R'

NN R?
NS R3
IX
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NHP?

HN R

where RI, R2, and R? are as defined for Formula I, with R° R® in the presence of a
Lewis acid, followed by treatment with a reducing agent; and
removing any protecting group or groups and, if desired, forming a salt.

40. A compound having the formula II-A

F
F F
‘ AN r\\|3<NHF"3
7
HN N7 R
NH,
II-A

including enantiomers and diastereomers thereof, where P* is H or an amine protecting group
and R’ is H, (1-6C)alkyl, fluoro(1-6C)alkyl or hydroxy(1-6C)alkyl.
41. A compound of claim 40, wherein R is H or (1-6C)alkyl.

42. A compound of claim 41, wherein R is H or methyl.
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