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T1IS CLAIMED IS:

1. At least one compound of formula (I):

and/or at least ong pharmaceutically acceptable salt thereof,
wherein
R' is chosen from hydgogen, alkyl, cycloalkyl and heterocycle,
R? is chosen from aryl, Reterocycle, heteroaryl, -C(O)NRRY, -S(0),R’, and -
S(O)NRRY,

or R' and R?, together with thg N atom to which they are attached, form an optionally
substituted 3- to 7-membered ring, whish optionally comprises one or two additional
heteroatoms and which is further optionally fused to an optionally substituted heteroaryl or
optionally substituted aryl ring;

and each of the above said alkyl, aryl, Yycloalkyl, heterocycle, heteroaryl in R' and R*
is optionally substituted with one or more groups\chosen [rom optionally substituled lower
alkyl, optionally substituted aryl, optionally substithted alkenyl, optionally substituted
alkynyl, optionally substituted cycloalkyl, -C(O)R?, -&(O)OR®, -CN, -C(O)NRRY, halo,
optionally substituted haloalkyl, optionally substituted Bgterocycle, optionally substituted
heteroaryl, -NR°RY, -NR°C(O)R?, -NR°C(O)OR®, -NR°C(OJNRRY, -NR°S(O),R, -
NRES(0),NRR?, -NO;, -OR®, -S(O),R’, and -S(0),NR°R%;

m and n are independently chosen from 0, 1, and 2;

for each occurrence, R?, R®, R, Rd, R® and R  are each in endently chosen from
hydrogen, optionally substituted alkyl, optionally substituted alkenyy, optionally substituted
alkynyl, optionally substituted cycloalkyl, optionally substituted aryl, dptionally substituted
haloalkyl, optionally substituted heteroaryl and optionally substituted helgrocycle

or R°and Rd, with the nitrogen to which they are attached, combine 1§ form a
heterocycle ring, which is optionally substituted with one or more groups choskn from halo,
lower alkyl, hydroxy, and lower alkoxy, wherein the heterocycle ring further oponally

comprises one or two additional heteroatoms chosen from N, O and S.

92




WO 2012/022265 PCT/CN2011/078575

2. At least one compound of claim 1, and/or at least one pharmaceutically

agceptable salt thereof, wherein mis 1.

3. At least one compound of claim 1 or 2, and/or at least one pharmaceutically
accepthple salt thereof, wherein R' is chosen from alkyl and cycloalkyl, each of which is
optionall} substituted with one or more groups chosen from optionally substituted lower alkyl,
optionally sybstituted aryl, optionally substituted alkenyl, optionally substituted alkynyl,
optionally subytituted cycloalkyl, -C(O)R?, -C{O)YOR®, -CN, -C(O)NR°RY, halo, optionally
substituted halokyl, optionally substituted heterocycle, optionally substituted heteroaryl, -
NR°RY, -NRC(O), -NRC(O)OR", -NR°C(O)NRRY, -NR°S(0).R, -NR°S(0),NRR, , -
NO3, -OR®, -8(0).R"\and -S(0).NR°R.,

4, At least oje compound of any one of claims 1 to 3, and/or at least one
pharmaceutically acceptably salt thereof, wherein R is alkyl optionally substituted by one or
more groups chosen (rom alk¥dnyl, alkynyl and cycloalkyl.

5. Atleast one compoynd of any one of claims 1 to 3, and/or at least one
pharmaccutically acceptable salt thireof, wherein R! is cycloalkyl.

6. At least one compoun of any one of claims 1 to 5, and/or at least one
pharmaceutically acceptable salt thereof \wherein R is aryl or heteroaryl, each of which is
optionally substituted with one or more groyps chosen from optionally substituted lower atkyl,
optionally substituted aryl, optionally substituigd alkenyl, optionally substituted alkynyl,
optionally substituted cycloalkyl, -C(OQ)R?, -C(OYOR®, -CN, -C(O)NR°RY, halo, optionally
substituted haloalkyl, optionally substituted heterofycle, optionally substituted heteroaryl, -
NRRY, -NR°C(O)R?, -NRC(OQ)OR®, -NRC(O)NRR, -NR°S(O),Rf, -NR°S(0),NR°RY, , -
NO,, -OR®, -S(O),Rf, and -S(O);NRR’.

7. At least one compound of any one of claims 1 to¥}, and/or at least one
pharmaceutically acceptable salt thereof, wherein R? is -C(OXRIR°R, or-S(0),NR°R",

R?, R%, and R are each independently chosen from hydrdgen, optionally substituted
alkyl, optionally substituted alkenyl, optionally substituted alkynyl\optionally substituted
cycloalkyl, optionally substituted aryl, optionally substituted haloalkZ,optionally substituted
heteroaryl and optionally substituted heterocycle,

or R® and RY, with the nitrogen to which they are attached, combin\to form a
heterocycle ring, which is optionally substituted with one or more groups chgen from halo,
lower alkyl, hydroxy, and lower alkoxy, wherein the heterocycle ring further op{ionally

comprises one or two additional heteroatoms chosen from N, O and S.
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8. At least one compound of claim 7, and/or at least one pharmaceutically acceptable
alt thereof, wherein R? is -C(O)NRRY, R°and R are each independently chosen from alkyl;
pignyl optionally substituted by one or more groups chosen from -CN, halo, alkyl and

pharmaceutically acchptable salt thereof, wherein R? is -S(O),R’, wherein n is 2, RTis alkyl;
phenyl optionally substidyted by one or more groups chosen from halo, -CN, -NO, and -OR?,
wherein R®is -H or alkyl; 8 cycloalkyl.

11. Atleast one compoynd of any one of claims 1 to 2, and/or at least one
pharmaceutically acceptable sali\hereof, wherein R' and R?, together with the N atom to
which they arc attached, form indolWnyl, or form imidazolonyl fused to pyridine, wherein said

indolinyl and pyridine are optionally $ubstituted by -CN.

12. At least one compound of any\one of claims 1 to 6, and/or at least one

harmaceutically acceptable salt thereof, wherein R” is aryl or heteroaryl chosen
p y P
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,and ,

each of which is optionally substitutedwith one or more groups chosen from
optionally substituted alkyl, optionally substitutdd alkenyl, optionally substituted alkynyl,
optionally substituted aryl, optionally substituted cycloalkyl, optionally substituted haloalkyl,
-C(O)R?, -C(O)OR?, -CN, -C(O)NR‘RY, halo, option®ly substituted heterocycle, optionally
substituted heteroaryl, -NR°RY, -NR°C(O)R?, -NRC(O)QR®, -NR°C(O)NRR?, -NR°S(O),R’,
“NR°S(0):NRR?, -NO3, -OR®, -S(O),R’, and -S(O),NR°,

13. At least one compound of claim 12, and/or at leasNpne pharmaceutically

acceptable salt thereof, wherein R? is aryl or heteroaryl chosen fyom
Ty ry

—_ — =N
,;JES_»%@,’%\N W\,

N—N - W

— N= — A

each of which is optionally substituted with one or more groups chosen fiym
optionally substituted alkyl, optionally substituted alkenyl, optionally substituted allynyl,
optionally substituted aryl, optionally substituted cycloalkyl, optionally substituted hadalkyl,

95



WO 2012/022265 PCT/CN2011/078575

-C(O)R?, -C(O)OR?, -CN, -C(O)NRRY, halo, optionally substituted heterocycle, optionally
ubstituted heteroaryl, -NR°RY, -NR°C(O)R?, -NR°C(O)OR®, -NR°C(O)NRRY, -NR°S(O),R],
RES(0),NRR?, -NO;, -OR", -S(0O),R', and -S(0),NR°R,

\l4. At least one compound of claim 13, and/or at least one pharmaceutically

acceptabl alt thereof, wherein R* is —%.@, which is optionally substituted with one or
more groups shosen from optionally substituted alkyl, optionally substituted alkenyl,

optionally substituted alkynyl, optionally substituted aryl, optionally substituted cycloalkyl,

opticnally substi

ted haloalkyl, -C(O)R?, -C(O)OR®, -CN, -C(O)NRRY, halo, optionally

substituted heterocyc ¢, optionally substituted heteroaryl, -NR°RY, -NR°C(O)R’, -
NREC(O)OR®, -NR*C(O NRRY, -NR°S(O),R’, -NR°S(O),NR'R, , -NOy, -OR", -S(0),R",
and -S(0),NR°R".

acceptable salt thereof, wherein

more groups chosen from:

halo;

optionallyl substituted by -OH; alkoxy; phenyl optionally substitutdd
optionally substituted by -OH;

acceptable salt thereof, wherein R is

15. At least one comnd of claim 14, and/or at least one pharmaccutically

-§-©, which is optionally substituted with one or

-CN;
halo;
haloalkyl;
-NO;
amino;
-S(O).R!, wherein n is 2 and R is alkyl or hboalkyl;
phenyl optionally substituted by one or more .;' oups chosen from -CN, alkyoxy, and
indanyl optionally substituted by -OH ;
tetrazolyl; and \
-C(OYNRR?, wherein R® and R are each independentl hosen from -H; alkyl

by halo; and indanyl

16. At least one compound of claim 13, and/or at least one pharm¥ceutically

, which is optionally substitu}d with one or

more groups chosen from optionally substituted alkyl, optionally substituted alkdqyl,

optionally substituted alkynyl, optionally substituted aryl, optionally substituted cyWoalkyl,

optionally substituted haloalkyl, -C(O)R?, -C(O)OR®, -CN, -C(O)NRR?, halo, optionNly
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substituted heterocycle, optionally substituted heteroaryl, -NR°R, -NR°C(O)R?, -
R°C(O)ORP, -NR°C(O)NRRY, -NR°S(0).R!, -NR°S(0),.NR°R", , -NO», -OR", -S(0).R],
and%S(0),NR°R".

%,

7. At least one compound of claim 16, and/or at least one pharmaceutically
% . 2: —§O
acceptable salt thereof, whereinR*is N
)

more groups ck osen from:

, which is optionally substituted with one or

haloalkyl;

phenyl optionally substitutd by -CN;

heteroaryl selected from tetj}% lyl, thienyl, pyridinyl and pyrazolyl, said heteroaryl is
optionalily substituted by alkyl,

-OR", wherein R® is -H or alkyl;

-S(O):R" whereinnis 2 and R¥is a

-COOR® wherein R® is H or alkyl; ,‘

-C(O)NR°R?, wherein R® and R? are c dependently chosen from H; cycloalkyl
optionally substituted by -OH; alkyl optionallyl subtuted by one or more groups chosen
from -OH and phenyl; phenyl optionally substituted b Aone or more groups chosen from alkyl,
alkoxy, and halo; pyridinyl; and thiazolyl; ‘

“NR®S(O),R’, wherein n is 2, R® is H and R is alkyl ¢ycloalkyl; benzyl optionally
substituted by one or more groups chosen from halo and alkyl; phenyl optionally substituted
by halo; thienyl; or pyridinyl;

-NR°C(O)R?, wherein R® is H, and R” is cycloalkyl; phenyl dptionally substituted by
halo; or alkyl substituted by -OR", wherein R is alkyl; |

-NR°RY, wherein R® and R® are each independently benzyl optiom\ly substituted by
halo; and

-S(0).NRRY, wherein n is 2, R® and R? are each independently choseNfrom -H; alkyl
optionally substituted by one or more groups chosen from alkynyl, cycloalkyl,
tetrahydrofuranyl, phenyl optionally substituted by one or more groups chosen frotg halo, and
-OR®, wherein R is -H or alkyl; cycloalkyl optionally substituted by OH; indanyl oplipnally
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substituted by OH; tetrahydropyranyl; tetrahydrofuranyl; oxetanyl; pyrazolyl optionally
sybstituted by alkyl; and phenyl optionally substituted by halo; or R® and R, with the
nitrggen to which they are attached, form a heterocycle ring selected from pyrrolidinyl,

At least one compound of claim 13, and/or at least one pharmaceutically
acceptable Yalt thereof, wherein R? is pyrazinyl optionally substituted with one or more
groups chose\from: -CN, alkoxy, morpholino, pyrazolyl, imidazolyl, and -NR°R®, wherein
R°and R%are eathy independently chosen from cycloalkyl and alkyl, each optionally
substituted by -O

19. At least onk compound of claim 13, and/or at least one pharmaceutically
acceptable salt thereof, Wwherein R” is pyridazinyl optionally substituted with one or more

groups chosen from -CN, hylo, and haloalkyl.

20. At least one compadynd of claim 13, and/or at least one pharmaceutically
acceptable salt thereof, wherein R’ is pyrimidiny] optionally substituted with one or more
groups chosen from -CN, halo, NG, -OR", and -NR°R®, wherein R®, RS and R® arc cach
independently chosen from -H and alksyl.

21. At least one compound of aty one of claims 1 to 20, and/or at least one
pharmaceutically acceptable salt thereof, Wwherein R' is chosen from C3 alkyl, allyl,
propargyl, and cyclopropyl, each of which is{ptionally substituted with one or more groups
chosen from optionally substituted lower alkyl, gptionally substituted aryl, optionally
substituted alkenyl, optionally substituted alkynyl,\pptionally substituted cycloalkyl, -C(O)R?,
-C(O)OR", -CN, -C(O)NRR, halo, optionally substiuted haloalkyl, optionally substituted
heterocycle, optionally substituted heteroaryl, -NR‘R?, \NR*C(O)R?, -NR*C(O)OR?®, -
NREC(O)NRRY, -NR*S(O).Rf, -NR°S(0),NRRY, , -NO\-OR®, -S(0),R, and -S(0).NR°R",

22. At least one compound of claim 21, and/or at least\gne pharmaceutically
acceptable salt thereof, wherein R! is methyl.

23. At least one compound of any one of claims 1 to 22, and{or at least one
pharmaceutically acceptable salt thereof, wherein the absolute stereocéqter bearing the -
N(Rl)(Rz) group is the R-isomer.

24, At least one compound chosen from compounds 1 to 260 and/or\t least one

pharmaceutically acceptable salt thereof.
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25. A composition comprising at least one compound of any one of claims 1 to 24,

ang/or at least one pharmaceutically acceptable salt thereof and at least one pharmaceutically

27. A metilQd of treating in a subject an inflammatory disease responsive to inhibition
chosen from JAK1, JAX?2, JAK3 and TYK2 comprising administering

to said subject in need ¥ereof an effective amount of at least one compound of any one of

of at least one kinase

claims 1 to 24, and/or at I\ast one pharmaceutically acceptable salt thereof.

28. A method of treath

kinase chosen from JAKI, J

g in a subject a cancer responsive to inhibition of at least one
. JAK3 and TYK2 comprising administering to said subject
in need thereof an effective amouny of at least one compound of any one of claims 1 to 24,

and/or at least one pharmaccutically jcceptable salt thercof.

29. A method for treating in a styject a cancer responsive to inhibition of at least one
kinase chosen from JAKI, JAK2, JAK3 a

administering to said subject in need Ypereof an effective amount of at least one

TYK2 comprising:

compound of any one of claims 1 to 24, and/or\gt least one pharmaceutically acceptable salt

thereof, and

administering to the subject an amount of an &pti-neoplastic agent, wherein said anti-
neoplastic agent is different from said at least one compund of any one of claims 1 to 24,

and/or at least one pharmaceutically acceptable salt thered{

30. Use of at least one compound of any one of claimy 1 to 24, and/or at least one
pharmaceutically acceptable salt thereof in the preparation of a Wyedication for treating an
inflammatory disease or cancer responsive to inhibition of at least\gne kinase chosen from
JAK1, JAK2, JAK3 and TYK2.
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THE CLAIMS DEFINING THE INVENTION ARE AS FOLLOWS:

1. At least one compound of formula (I):

1
R\
N—-R2

@)

and/or at least one pharmaceutically acceptable salt thereof,

wherein

R! is chosen from hydrogen, alkyl, cycloalkyl and heterocycle,

R” is chosen from aryl, heterocycle, heteroaryl, -C(O)NRRY, -S(O),,Rf, and -
S(O),NRRY,

or R! and R?, together with the N atom to which they are attached, form an optionally
substituted 3- to 7-membered ring, which optionally comprises one or two additional
heteroatoms and which is further optionally fused to an optionally substituted heteroaryl or
optionally substituted aryl ring;

and each of the above said alkyl, aryl, cycloalkyl, heterocycle, heteroaryl in R? and R?
is optionally substituted with one or more groups chosen from optionally substituted lower
alkyl, optionally substituted aryl, optionally substituted alkenyl, optionally substituted alkynyl,
optionally substituted cycloalkyl, -C(O)R?, -C(O)OR®, -CN, -C(O)NRR®, halo, optionaily
substituted haloalkyl, optionally substituted heterocycle, optionally substituted heteroaryl, -
NR°R?, -NR°C(O)R?, -NRC(O)OR®, -NR°C(O)NR°R?, -NR°S(0),R!, -NR°S(0),NRRY, -
NOs, -OR”, -S(O).R’, and -S(O),NRRY;

mis 1;

n is independently chosen from 0, 1, and 2;

for each occurrence, R, Rb, RS, RY R® and R are each independently chosen from
hydrogen, optionally substituted alkyl, optionally substituted alkenyl, opticnally substituted
alkynyl, optionally substituted cycloalkyl, optionally substituted aryl, optionally substituted
haloalkyl, optionally substituted heteroaryl and optionally substituted heterocycle,
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or R® and R®, with the nitrogen to which they are attached, combine to form a
heterocycle ring, which is optionally substituted with one or more groups chosen from halo,
lower alkyl, hydroxy, and lower alkoxy, wherein the heterocycle ring further optionally
comprises one or two additional heteroatoms chosen from N, O and S.

2. At least one compound of claim 1, and/or at least one pharmaceutically
acceptable salt thereof, wherein R' is chosen from alkyl and cycloalkyl, each of which is
optionally substituted with one or more groups chosen from optionally substituted lower alky},
optionally substituted aryl, optionally substituted alkenyl, optionally substituted alkynyl,
optionally substituted cycloalkyl, -C(O)R?, -C(O)ORP, -CN, -C(O)NRR, halo, optionally
substituted haloalkyl, optionally substituted heterocycle, optionaily substituted heteroaryl, -
NR°R’, -NRC(O)R?, -NR°C(O)OR", -NR°C(O)NRR?, -NR°S(O),R’, -NR°S(0),NRR", -
NO2, -OR?, -S(O)uR’, and -S(0),NRR".

3. At least one compound of claim 1 or claim 2, and/or at least one
pharmaceutically acceptable salt thereof, wherein R is alkyl optionally substituted by one or

more groups chosen from alkenyl, alkynyl and cycloalkyl.

4, At least one compound of claim I or claim 2, and/or at least one

pharmaceutically acceptable salt thereof, wherein R' is cycloalkyl.

5. At least one compound of any one of claims 1 to 4, and/or at least one
pharmaceutically acceptable salt thereof, wherein R* is aryl or heteroaryl, each of which is
optionally substituted with one or more groups chosen from optionally substituted lower alkyl,
optionally substituted aryl, optionally substituted alkenyl, optionally substituted alkynyl,
optionaily substituted cycloalkyl, -C(O)R?, -C(O)ORP, -CN, -C(O)NRRY, halo, optionally
substituted haloalkyl, optionally substituted heterocycle, optionally substituted heteroaryl, -
NRRY, -NR°C(O)R?, -NR°C(O)OR”, -NR°C(O)NRR?, -NR°S(0),R, -NR*S(O),NRR®, -
NO, -OR”, -S(O),R’, and -S(0),NRR".

6. At least one compound of any one of claims 1 to 4, and/or at least one
pharmaceutically acceptable salt thereof, wherein R? is -C(O)NRRY, or-S(0);NRRY,

R® and R are each independently chosen from hydrogen, optionally substifuted alkyI,
optionally substituted alkenyl, optionally substituted alkynyl, optionally substituted cycloalkyl,
optionally substituted aryl, optionally substituted haloalkyl,optionally substituted heteroaryl
and optionally substituted heterocycle,

or R¢ and Rd, with the nitrogen to which they are attached, combine to form a

heterocycle ring, which is optionally substituted with one or more groups chosen from halo,
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Iower alkyl, hydroxy, and lower alkoxy, wherein the heterocycle ring further optionally

comprises one ot two additional heteroatoms chosen from N, O and S.

7. At least one compound of claim 6, and/or at least one pharmaceutically acceptable
salt thereof, wherein R* is -C(O)NR°R®, R®and R? are each independently chosen from alkyl;
phenyl optionally substituted by one or more groups chosen from -CN, halo, alkyl and
haloalkyl; indanyl optionally substituted by- OH; and tetrahydropyranyl.

8. At least one compound of claim 6, and/or at least one pharmaceutically acceptable
salt thereof, wherein R* is -S(O),NR°R®, wherein n is 2 , R®and R? are each independently
chosen from H and alkyl, or R® and R, with the nitrogen to which they are attached, form a
pyrrolidinyl.

9. At least one compound of any one of claims ! to 4, and/or at least one
pharmaceutically acceptable salt thereof, wherein R%is —S(O)an, wherein n is 2, Rfis alkyl;
phenyl optionally substituted by one or more groups chosen from halo, -CN, -NO, and -OR®,
wherein R%is -H or alkyl; or cycloalkyl.

10. At least one compound of claim 1, and/or at least one pharmaceutically acceptable
salt thereof, wherein R and R?, together with the N atom to which they are attached, form
indolinyl, or form imidazolonyl fused to pyridine, wherein said indolinyl and pyridine are
optionally substituted by -CN.

11. At least one compound of any one of claims 1 to 5, and/or at least one

pharmaceutically acceptable salt thereof, wherein R? is aryl or heteroary] chosen from

03,03 (30303 03 06O OV C Uﬁ‘),
D000 0G0V OO O CM
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, and

each of which is optionally substituted with one or more groups chosen from optionally
substituted alkyl, optionally substituted alkenyl, optionally substituted alkynyl, optionally
substituted aryl, optionally substituted cycloalkyl, optionally substituted haloalkyl, -C(O)R?, -
C(O)ORb, -CN, -C(O)NRRY, halo, optionally substituted heterocycle, optionally substituted
heteroaryl, -NR°RY, -NR°C(O)R?, -NR°C(O)OR’, -NR°C(O)NR°R¢, -NR°S(O).R’, -
NR"S(O),NRR?, -NO,, -OR", -$(0),R’, and -S(0),NR°R",

12. At least one compound of claim 11, and/or at least one pharmaceutically acceptable

salt thereof, wherein R? is aryl or heteroaryl chosen from

— — —N
= = A
K KDL el I

each of which is optionally substituted with one or more groups chosen from optionally
substituted alkyl, optionally substituted alkenyl, optionally substituted alkynyl, optionally
substituted aryl, optionally substituted cycloalkyl, optionally substituted haloalkyl, -C(O)R?, -
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C(O)OR", -CN, -C(O)NRRY, halo, optionally substituted heterocycle, optionally substituted
heteroaryl, -NR°R?, -NR°C(O)R?, -NR°C(O)ORP, -NR°C(O)NR°R?, -NRS(O),R’, -
NR®S(0),NR°R?, -NOs, -OR?, -S(0),R’, and -S(0).NR°R®,

13. At least one compound of claim 12, and/or at least one pharmaceutically acceptable

salt thereof, wherein R” is -§_©, which is optionally substituted with one or more groups
chosen from optionaily substituted alkyl, optionally substituted alkenyl, optionally substituted
alkynyl, optionally substituted aryl, optionally substituted cycloalkyl, optionally substituted
haloalkyl, -C(O)R?, -C(O)ORP, -CN, -C(O)NR°RY, halo, optionally substituted heterocycle,
optionally substituted heteroaryl, -NR°R?, -NR°C(O)R?, -NR°C(O)OR®, -NR°C(O)NR°R?, -
NRS(O)R', -NR°S(O).NRR’, -NO3, -OR®, -$(0),R", and -S(O),NR°R".

14. At least one compound of claim 13, and/or at least one pharmaceutically acceptable

salt thereof, wherein R? is —g-@, which is optionally substituted with one or more groups
chosen from:

-CN;

halo;

haloalkyl;

-NO2;

amino;

-S(0):R", wherein n is 2 and R’ is alkyl or haloalkyl;

phenyl optionally substituted by one or more groups chosen from -CN, alkyoxy, and
halo;

indanyl optionally substituted by -OH ;

tetrazolyl; and

-C(O)NRR?, wherein R® and RY are each independently chosen from -H; alkyl
optionallyl substituted by -OHj alkoxy; phenyl optionally substituted by halo; and indanyl
optionally substituted by -OH;

15. At least one compound of claim 12, and/or at least one pharmaceutically acceptable
—H\
W

chosen from optionally substituted alkyl, optionally substituted alkenyl, optionally substituted

salt thereof, wherein R* is . which is optionally substituted with one or more groups

alkynyl, optionally substituted aryl, optionally substituted cycloalkyl, optionally substituted
haloalkyl, -C(O)R?, -C(O)ORP, -CN, -C(O)NR°RY, halo, optionally substituted heterocycle,
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optionally substituted heteroaryl, -NR°RY, -NR°C(O)R?, -NR°C(Q)OR?, -NR°C(O)NR°RS, -
NR°S(O),R", -NRS(0):.NRR?, , -NO», -OR", -S(0),R’, and -S(O),NRR".

16. At least one compound of claim 15, and/or at least one pharmaceutically acceptable

()

salt thereof, wherein R* is . which is optionally substituted with one or more groups
chosen from:

-CN;

alkynyl;

halo;

-NO2;

alkyl;

amino;

haloalkyl;

phenyl optionally substituted by -CN;

heteroaryl selected from tetrazolyl, thienyl, pyridinyl and pyrazolyl, said heteroaryl is
optionally substituted by alkyl;

-ORP, wherein R® is -H or alkyl;

—S(O),,R'lr wherein n is 2 and R is alkyl;

-COOR?” wherein R® is H or alkyl;

-C(O)NRR?, wherein R® and R? are each independently chosen from H; cycloalkyl
optionally substituted by -OH; alkyl optionally substituted by one or more groups chosen from
-OH and phenyl; phenyl optionally substituted by one or more groups chosen from alkyl,
alkoxy, and halo; pyridinyl; and thiazolyi;

-NR®S(0),R', wherein n is 2, R®is H and R’ is alkyl; cycloalkyl; benzyl optionally
substituted by one or more groups chosen from halo and alkyl; phenyl optionally substituted
by halo; thienyl; or pyridinyi;

-NR°C(O)R®, wherein R° is H, and R? is cycloalkyl; phenyl optionally substituted by
halo; or alkyl substituted by -OR", wherein R is alkyl;

-NR°R®, wherein R® and R? are each independently benzyl optionally substituted by
halo; and

-S(0),NR°R?, wherein n is 2, R® and R? are each independently chosen from -H; alkyl
optionally substituted by one or more groups chosen from alkynyl, cycloalkyl,
tetrahydrofuranyl, phenyl optionally substituted by one or more groups chosen from halo, and
-ORP, wherein R” is -H or alkyl; cycloalkyl optionally substituted by OH; indanyl optionally

substituted by OH; tetrahydropyranyl; tetrahydrofuranyl; oxetanyl; pyrazolyl optionally
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substituted by alkyl; and phenyl optionally substituted by halo; or R and R, with the nitrogen
to which they are atiached, form a heterocycle ring selected from pyrrolidinyl, piperazinyl and

morpholinyl.

17. At least one compound of claim 12, and/or at least one pharmaceutically acceptable
salt thereof, wherein R is pyrazinyl optionally substituted with one or more groups chosen
from: -CN, alkoxy, morpholino, pyrazolyl, imidazolyl, and -NR°R?, wherein R®and R® are
each independently chosen from cycloalkyl and alkyl, each optionally substituted by -OH.

18. At least one compound of claim 12, and/or at least one pharmaceutically acceptable
salt thereof, wherein R? is pyridazinyl optionally substituted with one or more groups chosen
from -CN, halo, and haloalkyl.

19. At Jeast one compound of claim 12, and/or at least one pharmaceutically acceptable
salt thereof, wherein R” is pyrimidinyl optionally substituted with one or more groups chosen
from -CN, halo, -NO,, -OR®, and -NR°RY, wherein R?, R® and R% are each independently
chosen from -H and alkyl.

20. At least one compound of any one of claims 1 to 19, and/or at least one
pharmaceutically acceptable salt thereof, wherein R' is chosen from Cy alkyl, allyl,
propargyl, and cyclopropyl, each of which is optionally substituted with one or more groups
chosen from optionall-y substituted lower alkyl, optionally substituted aryl, optionally
substituted alkenyl, optionally substituted alkynyl, optionally substituted cycloalkyl, -C(O)R?
-C(O)YORP, -CN, -C(O)NR‘RS, halo, optionally substituted haloalkyl, optionally substituted
heterocycle, optionally substituted heteroaryl, -NR°R?, -NR°C(O)R?, -NR°C(O)OR?, -
NR°C(O)NRR’, -NR°S(O),R, -NR°S(0);NRR?, -NOy, -OR®, -S(0),R’, and -S(0).NR°R,

?

21. At least one compound of claim 20, and/or at least one pharmaceutically

acceptable salt thereof, wherein R' is methyl.

22. At least one compound of any one of claims 1 to 21, and/or at least one
pharmaceutically acceptable salt thereof, wherein the absolute stereocenter bearing the -
NR(R?) group is the R-isomer.
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23. At least one compound chosen from compounds 1 to 6 and 8 to 260 shown

below, and/or at least one pharmaceutically acceptable salt thereof:
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24, A composition comprising at least one compound of any one of claims 1 to 23,
and/or at least one pharmaceutically acceptable salt thereof and at least one

pharmaceutically acceptable carrier.
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25. Use of at least one compound of any one of claims 1 to 23, and/or at least one
pharmaceutically acceptable salt thereof in the preparation of a medication for treating
an inflammatory disease or cancer responsive to inhibition of at least one kinase chosen

from JAK1, JAK2, JAK3 and TYK?2.
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