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Claims

1. A compound selected from Formula lla:

|
R1

or a stereoisomer, tautomer, or pharmaceutically acceptable salt thereof, wherein:
Lyis S:
R1is selected from phenyl. heteroaryl. bicyclic aryl. bicyclic heterocyclyl, and bicyclic heteroaryl
wherein the phenyl, heteroaryl, bicyclic aryl, bicyclic heterocyclyl and bicyclic heteroaryl are optionally substituted
with one or more groups selected from the group consisting of halogen, OH, oxo, cyano, alkyl optionally sub-
stituted with halogen, cyano or OH, -O(alkyl) optionally substituted with halogen, cyano or OH, NHR?2, and a
heterocycle optionally substituted with halogen, cyano, OH or alkyl optionally substituted with OH or oxo;

R2js:
1 12
R R R13
R‘IO /
14
c >§1—R
(0, X1 —R™
N d
"L,_{' \T)b/‘{
’ R16
R17
X44 is selected from CR13R14_SiR13R14. NH and O;

X4 Is selected from CHR'S and NH, wherein one or both of X4, and X, must be carbon:
R10 is selected from hydrogen and alkyl:

R is selected from hydrogen. OH and CH,NH.:

N
W
o]


TM-NURFITRIAH
Underline

TM-NURFITRIAH
Underline

TM-NURFITRIAH
Underline

TM-NURFITRIAH
Underline


[~

[

>

R12. R'6 and R17 are hydrogen:

R13 is selected from hydrogen, OH, and (C4-C4 alkyl)NRPR;

R4 s selected from hydrogen, OH, alkyl optionally substituted with halogen, OH, methyl, OCH, and a heteroaryl:
R15 is selected from hydrogen or NH,:

or one of the following groups may join together:

R0 and R'" may join together as CH,NHCH, to form a fused bicyclic.

R10 and R'® may join together as alkyl to form a bridged bicyclic,

R'! and R'2 may join together as alkyl substituted with NH,, to form a spirocycle,

R13 and R'4 may join together as a group selected from cycloalkyl. heterocycle, bicyclic carbocycle, and
bicyclic heterocycle, wherein the cycloalkyl, heterocycle. carbocycle and heterocycle are optionally substi-
tuted with F. CI. OH, OCH,. CN, methyl or NH, to form a spirocycle.

R19 and R'® may join together as alkyl. O or NH to form a bridged bicyclic,

R and R'® may join together as alkyl to form a bridged bicyclic,

R and R'® may join together as alkyl or O to form a bridged bicyclic,

R'" and R'7 may join together as alkyl to form a bridged bicyclic. or

R'3 and R'5 may join together as NHCHS, or cycloalkyl wherein the cycloalkyl is substituted with NH,, to
form a fused bicyclic;

R48 is selected from hydrogen and methyl:
R@ is hydrogen, alkyl optionally substituted with OH, methoxy. halogen or cyano. or cyclopropyl;

RP and R¢ are independently selected from hydrogen. alkyl and a Boc group: and
a. b. c and d are selected from nd 1.

The compound of Claim 1. or a sterecisomer, tautomer, or pharmaceutically acceptable salt thereof. wherein R' is
phenyl optionally substituted with one to three groups selected from the group consisting of halogen, cyano, C4-C,
alkyl optionally substituted with halogen. cyano or OH. -O(C,-C, alkyl) optionally substituted with halogen. cyano.,
or OH. NHR®; and 3 to 6 membered heterocycle optionally substituted with halogen. cyano. or OH. wherein the
heterocycle contains one or two heteroatoms selected from nitrogen. oxygen and sulfur.

The compound of Claim 1. or a sterecisomer, tautomer, or pharmaceutically acceptable salt thereof. wherein R' is
a6 membered heteroaryl. optionally substituted with one to three groups selected from halogen: C,-C, alkyl optionally
substituted with halogen or OH: methoxy; NHR?; and 3 to 6 membered heterocycle optionally substituted with OH
or C4-C4 alkyl optionally substituted with OH or oxo. wherein the heterocycle contains one or two heteroatoms
selected from nitrogen. oxygen and SO,: wherein the heteroaryl contains one or two nitrogen heteroatoms.

The compound of Claim 1. or a sterecisomer, tautomer, or pharmaceutically acceptable salt thereof. wherein R' is
selected from the group consisting of phenyl, 2.3-dichlorophenyl, 3-chlorophenyl, 4-fluorophenyl, 3-chloro-2- r|ﬂ or-

hloro-2-morpholin ri |n-4- I, 2-(4-acetylpiperazin-1-yl)-3- hI ropyri |n-4- | 3-chloro-2-((S)-3-(hydrox me-

chloro-2- methylpyrldln -3-yl. 6-amino- 2—ch|oropyr|d|n S-y, -chloro-6-methylpyr|d|n-3-y, chloro-2- R)-3-(hy-
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The compound of Claim 1. or a stereocisomer. tautomer, or pharmaceutically acceptable salt thereof, wherein a and

b are 0 and c and d are 1. such that R2 is

R12 R13

The compound of Claim 1. or a sterecisomer, tautomer, or pharmaceutically acceptable salt thereof, wherein R13
and R'4 join together to form a group selected from C,-C. cycloalkyl. 4 to 6 membered heterocycle wherein the
heterocycle contains one heteroatom selected from the group consisting of nitrogen and oxygen, saturated or partiall
unsaturated 8 to 10 membered bicyclic carbocycle and a saturated or partially unsaturated 8 to 10 membered bicyclic
heteocycle wherein the heterocycle contains one heteroatom selected from the group consisting of nitrogen and
oxygen, wherein the cycloalkyl. heterocycle, bicyclic carbocycle and bicyclic heterocycle are optionally substituted
with F, Cl, OH H.. CN, methyl or NH,.

The compound of Claim 1. or a stereoisomer. tautomer. or pharmaceutically acceptable salt thereof. wherein R? is

selected from the group consisting of:

NH,

HaN HoN
N N
/ /N /N /N /N ;?71
‘1}’\“ , /
2 2

/7 7
> > > >

NH»
NH, NH> NH,

N N OH
4 4 e & &
Vi Vi -~ -~ -~

2 2

\N/ \NH . NH;
OH
£ £ % % o
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8. The compound of Claim 1. or a sterecisomer, tautomer, or pharmaceutically acceptable salt thereof. wherein R48
is hydrogen.

9. The compound of Claim 1 wherein the compound is selected from the group consisting of:

244
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ridin-2-yl ridin-4-ol;

spiro[4.5]decan-4-amine;
1-(4-(4-((2- ((3S 4S5)-4-amino-3-methyl-2- oxa-8-azaspiro[4.5]decan-8-vl)pvrido[2.3-b]pvrazin-6-vl)thio)-3-ch|o-
ropyridin- 2- | razin-1-yl than 1-on

chloropyridin-2-yI rroI|d|n 3-yl)methanol;

chloropyridin-2-y| rroI|d|n 3-ol;

10[3.2.1]octan-3-amine;
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hloropyridin-2-yl)pyrrolidin-3-yl)methanol;
(R)-1-(4-((2-((3S.4 S)-4-amino-3-methyl-2-oxa-8-azaspiro[4.5]decan-8-yl)pyrido[2.3-b]pyrazin-6-yl)thio)-3-
hloropyridin-2-yl)pyrrolidin-3-ol;
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amine;
(tert-butyl
l0[3.1.1]heptan-6-yl)carbamate;

ihydro-2H-pyrrolo[2,3- ridin- 2-

ine]-1(6).2.4-trien-8-amine;

N
~
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1)thio)-3-chloropyridin-2-yl)piperidin-4-ol;
-5-amino-5,7-dihydrospiro[cyclopentalb

2 4’-piperidin]-1-amine;
R)-1'-(6-((2-amino-3-chlor

or a stereocisomer, tautomer. or pharmaceutically acceptable salt thereof.

10. The compound of Claim 1 which is:

~
_
s”°N
~_CI
|
N~ “NH,

or a stereoisomer, tautomer, or pharmaceutically acceptable salt thereof.

12. The compound of Claim 1 which is:

249
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s” N
p | cl
NS
N~ “NH,

or a sterecisomer, tautomer. or pharmaceutically acceptable salt thereof.

14. A pharmaceutical composition comprising a compound of any one of Claims 1 to 13, or a sterecisomer. tautomer
or pharmaceutically acceptable salt thereof.

15. A pharmaceutical composition comprising a compound of any one of Claims 1 to 13. or a sterecisomer. tautomer
or pharmaceutically acceptable salt thereof, and atleast one pharmaceutically acceptable carrier, excipient or diluent.

16. A compound of any one of Claims 1 to 13 or a stereoisomer, tautomer, or pharmaceutically acceptable salt thereof,
for use as a medicament.

17. A compound of any one of Claims 1 to 13 or a stereoisomer, tautomer, or pharmaceutically acceptable salt thereof,
for use in therapy.

18. A compound of any one of Claims 1 to 13 or a stereoisomer, tautomer, or pharmaceutically acceptable salt thereof,
for use in the treatment of a hyperproliferative disease.

19. The compound for use according to Claim 18, wherein the hyperproliferative disease is cancer.

20. The compound for use according to Claim 18, wherein the hyperproliferative disease is selected from the group
consisting of melanoma, juvenile myelomoncytic leukemias, neuroblastoma, Philadelphia chromosome positive
hronic myeloid, Philadelphia chromosom itive acute lymphoblastic leukemias, acute myeloid leukemias, my-
eloproliferative neoplasms (such as Polycythemia Vera, Essential Throm hemia and Primary Myelofibrosi
breast cancer, lung cancer, liver cancer, colorectal cancer, esophageal cancer, gastric cancer, squamous-cell car-
cinoma of the head and neck, glioblastoma, anaplastic large-cell lymphoma, thyroid carcinoma, and spitzoid neo-
plasms.

21. Th mpound for use according to Claim 18, wherein the hyperproliferative disease is selected from the grou
consisting of Neurofibramatosis and Noonan Syndrome.

22. The compound foruse according to any one of Claims 18 to 20, wherein said compound. or a sterecisomer, tautomer,
or pharmaceutically acceptable salt thereof, is co-administered with at least one other chemotherapeutic agent used
to treat or ameliorate a hyperproliferative disorder.

23. The compound for use according to Claim 22, wherein the at least one other chemotherapeutic agent is an inhibitor
of the RAS pathway.

24. The compound for use according to Claim 23, wherein the at least one other chemotherapeutic agent is selected
from one or more of trametinib, binimetinib, selumetinib, cobimetinib, LErafAON, ISIS 5132, vemurafenib, pimaserib,
TAK733, R04987655, Cl|-1040, PD-0325901. CH5126766, MAP855, AZD6244. refametinib, GDC-0973/X1.581

AZD8330. R05126766. ARS-853. L Y3214996, BVD523. GSK1 120212, ulixertinib and abemaciclib.
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