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and/or at-least-onea pharmaceutically acceptable salt thereof, wherein;
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optionally substituted with one or more groups selected from halo, -CF3, -CF,H, C3-C1p.
cycloalkyl, -C(O)R", -C(O)OR™, -CN, -C(O)NR™R™, -NR"R", -NR"*C(O)R"", -
NR™S(0),R"?, -NR™S(0),NR"™¥R", -NR"*C(O)OR", -NR"*C(O)NR™R", -NO,, -
S(0).R", -S(0),NR"™R", heteroeyelean aliphatic heterocycle ring with 3 to 7 ring

atoms, said heterocycle containing at least 2 carbon atoms in addition to 1-3

heteroatoms independently selected from oxygen, sulfur and nitrogen, heterearya 5

or 6 membered aromatic monocylic ring containing from 1 to 3 heteroatoms selected
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from oxygen, sulfur and nitrogen, with the remaining ring atoms being carbon,-ar4_
phenyl, C,-C+o alkenyl, C,-C1q alkynyl, lowerC4-C,4 alkyl, lowerC4-C, alkyl substituted
with hydroxy, lewerC,-C, alkyl substituted with lewerC,-C, alkoxy, lewerC,-C,4 alkyl
substituted with -NR'°R', and lewerC,-C, alkyl substituted with heteroeyslean
aliphatic heterocycle ring with 3 to 7 ring atoms, said heterocycle containing at least 2

carbon atoms in addition to 1-3 heteroatoms independently selected from oxygen,

sulfur and nitrogen;-ef

X—ts—QéRS)ALrs—seleeted—#em;O—-S—and—NéRZ)—e#l&absem—%d—R -is-heterearyl-

CFy-CFoH,
Gf’SIEEIIE’.’I GEQ)RH G(Q)QR GM G(Q}MR%RM__N_Fg%RM__N_R%G(_Q_)R -
NR%S(_Q_)HR%? T-NR138(-Q)HN-R43R44 ,—-N-RHG(-O}QRQ ,__N_RQQGQ)N_RBR-‘M ,—-Ngg,—-
${0):R™—S(O),NR"R™,; ; —ayh ; ; ;

kvl substituted-wit ”R43R44 1 Ikvl-substituted-with |qstEICEEf[S|E'
R? and R® are independently selected from hydrogen, and C;-Cyoalkyl, or R? and R®,

together with the carbon to which they are attached, form a ring chosen from 3- to 7-

membered cycloalkyl and 3- to 7-membered heterocycle, said heterocycle containing

1-3 heteroatoms independently selected from oxyagen, sulfur and nitrogen;

R* is selected from halo, C1-Cyoalkyl, C3-C4, cycloalkyl, heterocyelean aliphatic heterocycle

ring with 3 to 7 ring atoms, said heterocycle containing at least 2 carbon atoms in

addition to 1-3 heteroatoms independently selected from oxygen, sulfur and nitrogen,-

aryl phenyl and hetercarya 5 or 6 membered aromatic monocylic ring containing

from 1 to 3 heteroatoms selected from oxygen, sulfur and nitrogen, with the

remaining ring atoms being carbon, each of which, except for halo, is optionally

substituted with one or more groups selected from
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N
o)



lowerC,-C,4 alkyl optionally substituted with one or more groups selected from hydroxy,
lowerC,-C, alkoxy, cyano, halo, -C(O)OR", -C(O)NR'™R™, -NR"*R™, -OC(O)R"", -
NR™C(0)R", -NR"™S(0),R", -NR"™S(0),NR"*R*, -NR"*C(O)OR'?, and -
NR"*C(O)NR'"R",

lowerC,-C, alkoxy optionally substituted with one or more groups selected from halo,
hydroxy, and lewerC,-C, alkoxy,

heteroeyelean aliphatic heterocycle ring with 3 to 7 ring atoms, said heterocycle containing at

least 2 carbon atoms in addition to 1-3 heteroatoms independently selected from

oxygen, sulfur and nitrogen, said heterocycle ring being optionally substituted with

one or more groups selected from lewerC,-C, alkyl, halo, hydroxy, and lewerC,-C,

alkoxy,

aryl-phenyl optionally substituted with one or more groups selected from lewerC,-C, alkyl,
halo, hydroxy, and lewerC,-C,4 alkoxy,
heteroaryla 5 or 6 membered aromatic monocylic ring containing from 1 to 3 heteroatoms

selected from oxygen, sulfur and nitrogen, with the remaining ring atoms being

carbon optionally substituted with one or more groups selected from loewerC,-C, alkyl,
halo, hydroxy, and lewerC,-C, alkoxy,

halo, cyano,-C(O)R", -C(O)OR", -NR"R™, -NR"’C(O)R"!, -NR"*S(0).R", -
NR™S(0),NR"*R™, -NR™C(0)OR", -NR"*C(0)NR"*R', -C(O)NR"*R™, -S(0),R",
and -S(O),NR"R™;

R® is selected from hydrogen, halo, OH, NH,, CF3, -CF.H, C4-C4g alkyl, C,-C1o alkenyl, and
Ca-Cyoalkynyl;

R’ s selected from-hydrogen,-OH,-NH,-NHC(O)R ™ -halo-and-alkyk:

R'is-selected-from-hydrogen-and-loweralkyk:

each nis independently 0, 1, or 2;

R, R™, R"™ and R" are independently selected from hydrogen, C;-C;, alkyl, C,-Cyo alkenyl,
C,-Cpalkynyl, Cs-C4, cycloalkyl,-aryl phenyl, heteroaryla 5 or 6 membered aromatic

monocylic ring containing from 1 to 3 heteroatoms selected from oxygen, sulfur and

nitrogen, with the remaining ring atoms being carbon, and heteroeyelean aliphatic

heterocycle ring with 3 to 7 ring atoms, said heterocycle containing at least 2 carbon
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atoms in addition to 1-3 heteroatoms independently selected from oxygen, sulfur and

nitrogen, each of which except for hydrogen, is optionally substituted with one or
more groups selected from halo, lewerC,-C, alkyl, hydroxy, and lewerC,-C, alkoxy,
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 selected
from halo, lewerC,-C, alkyl, hydroxy, and lewerC,-C, alkoxy and further optionally

includes one or two additional heteroatoms in the heterocycle ring wherein the one or

two additional heteroatoms are selected from -O-, -S-, and -N(R'®)-; and
R" is selected from hydrogen, lewerC;-C, alkyl,-C(O)R'", -C(O)OR", -C(O)NR"R™, -
S(0).R™, and -S(O).NR"*R':
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when X is N, R? is hydrogen or methyl, R® and R® are hydrogen, and Y is absent,
then R is not quinolin-6-yl, 7-fluoroquinolin-6-yl, 3-quinazolin-6-yl, 2-3-
dihydro-benzofuran-5-yl, or 2,3-dihydro-benzo[1,4]dioxin-6-yl; and

when X is N, R?, R® and R® are hydrogen, and Y is -O- or -N(R")-, and R is quinolin-
6-yl, 7-fluoroquinolin-6-yl, 3-quinazolin-6-yl, 2-3-dihydro-benzofuran-5-yl,
2,3-dihydro-benzo[1,4]dioxin-6-yl, then R* is optionally substituted heterdaryl.

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

salt thereof, wherein X is N.

3. At [east one compound of claim 1, and/or at least one pharmagéutically acceptable
salt thereof, wherein X is C(R®).

4, At least one compound of claim 3, and/or at least ong’pharmaceutically acceptable
salt thereof, wherein R® is selected from hydrogen and lower alky!.

5. At least one compound of claim 4, and/o?fleast one pharmaceutically acceptable
salt thereof, wherein R®is hydrogen. Y
6. At least one compound of any ong’of claims 1 to 5, and/or at least one

pharmaceutically acceptable salt thereof, wherein Y is -O-.

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

pharmacautically acceptable-salt thereof, wherein Y is -S-.
8. At least oney pound of any one of claims 1 to 5, and/or at least one
pharmaceuticy ceptable salt thereof, wherein Y is -N(R”)-.

9. At least one compound of claim 8, and/or at least one pharmaceutically acceptable
salt thergdf, wherein R” is hydrogen or methyl.

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

harmaceutically acceptable salt thereof, wherein Y is absent.

11. At least one compound of any one of claims 1 to 10, and/or at least one
pharmaceutically acceptable salt thereof, wherein R’ is 8-10 membered heteroaryl optionally
substituted with one or more groups selected from halo, -CF3, -CF,H, cycloalkyl, -C(O)R"", -
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C(0)OR™, -CN, -C(O)NR™R™, -NR™R™, -NR"*C(0)R", -NR™S(0),R"™, -NR'35(0),NR"*R",
-NR®C(0)OR", -NR™C(O)NR"*R™, -NO;, -S(0).R", -S(0),NR™R™", heterocycle, heteroaryl,
aryl, alkenyl, alkynyl, lower alkyl, lower alkyl substituted with hydroxy, lower alkyl substituted
with lower alkoxy, lower alkyl substituted with -NR™R™, and lower alkyl substituted with

heterocycle. / '

'.//

12.  Atleast one compound of any one of claims 1 to11, and/or at least one

pharmaceutically acceptable salt thereof, wherein R' is a ring system selected from
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wherein each of said ring systems is optionally substituted with one or more groups selected
from halo, CF3, -CF2H, cycloalkyl, -C(O)R"!, G(O)OR", -CN, -C(O)NR¥R™, -NR"R", -
NR®C(O)RM, -NR™S(0),R", -NR"*S(0),NR"*R", -NR"C(0)OR", -NR"*C(O)NR™R™, -NO,,
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2. A compound of formula 1 as claimed in claim 1, and/or a pharmaceutically

Iz

acceptable salt thereof, wherein R' is a ring system selected from
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optionally substituted with one or more groups selected from halo, -CF;, -CF;H, C3-Cy»
cycloalkyl, -C(O)R!', -C(OYOR"', -CN, -C(ONR"*R", -NR"*R'" -NR"C(O)R"", -
NR™S(0).R", -NR™S(0),NR"’R™ _-NR"C(O)OR' -NR"C(ONR"R", -NO,, -S(0),R", -

S(0),NR"R", an aliphatic heterocycle ring with 3 to 7 ring atoms, said heterocycle

Iz __-

containing at least 2 carbon atoms in addition to 1-3 heteroatoms independently selected

from oxygen, sulfur and nitrogen, a 5 or 6 membered aromatic monocylic ring containing

from 1 to 3 heteroatoms selected from oxygen, sulfur and nitrogen, with the remaining ring

atoms being carbon, phenyl, C,-C alkenyl, C,-C1p alkynyl, C-C, alkyl, C4-C,4 alkyl
substituted with hydroxy, C;-C, alkyl substituted with C4-C,4 alkoxy, C4-C4 alkyl substituted
with -NR"R",_and C,-C, alkyl substituted with an aliphatic heterocycle ring with 3 to 7 ring.

atoms, said heterocycle containing at least 2 carbon atoms in addition to 1-3 heteroatoms

independently selected from oxygen, sulfur and nitrogen.

3. A compound of formula 1 as claimed in claim 2, and/or a pharmaceutically

acceptable salt thereof, wherein R' is

s N/\§

X N
4. A compound of formula 1 as claimed in claim 2, and/or a pharmaceutically
acceptable salt thereof, wherein R' is
_—



145. AtleastoneA compound of formula 1 as claimed in any one of claims 1 to 134,
and/or atleast-enea pharmaceutically acceptable salt thereof, wherein R? and R® are
independently selected from hydrogen and C;-Cs alkyl or R? and R®, together with the

carbon to which they are attached, form a 3-membered cycloalkyl.

6. A compound of formula 1 as claimed in claim 5, and/or a pharmaceutically

acceptable salt thereof, wherein R? is hydrogen and R® is selected from hydrogen and

methyl.

745. AbeastoneA compound of formula 1 as claimed in any one of claims 1 to 446,
and/or atleastonea pharmaceutically acceptable salt thereof, wherein R® is hydrogen.
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816. AtleastoneA compound of formula 1 as claimed in any one of claims 1 to 457,
and/or atleast-onrea pharmaceutically acceptable salt thereof, wherein R* is-aryl phenyl

optionally substituted with one or more groups selected from

lowerC,-C, alkyl optionally substituted with one or more groups selected from
hydroxy, lewerC;-C, alkoxy, cyano, halo, -C(O)OR", -C(O)NR"R", -NR"*R™,
-OC(O)R", -NR™C(0)R", -NR"™S(0),R"?, -NR"™S(0),NR"*R™, -
NR™C(O)OR", and -NR"C(O)NR"R™,

lowerC4-C,4 alkoxy optionally substituted with one or more groups selected from halo,
hydroxy, and lewerC,-C, alkoxy,

heteroeyelean aliphatic heterocycle ring with 3 to 7 ring atoms, said heterocycle

containing at least 2 carbon atoms in addition to 1-3 heteroatoms

independently selected from oxygen, sulfur and nitrogen, said heterocycle

ring being optionally substituted with one or more groups selected from
lowerC,-C, alkyl, halo, hydroxy, and lewerC4-C, alkoxy,

aryl-phenyl optionally substituted with one or more groups selected from lewerC;-C,
alkyl, halo, hydroxy, and lewerC,-C, alkoxy,
heteroaryla 5 or 6 membered aromatic monocylic ring containing from 1 to 3

heteroatoms selected from oxygen, sulfur and nitrogen, with the remaining

ring atoms being carbon optionally substituted with one or more groups
selected from lewerC,-C, alkyl, halo, hydroxy, and lewerC,-C, alkoxy,

halo, cyano,-C(O)R"", -C(O)OR™, -NR™R', -NR"*C(O)R"", -NR"*S(0),R"?, -
NR™S(0),NR"R'", -NR™C(0)OR", -NR"*C(O)NR'"R", -C(O)NR™R", -
S(0).R", and -S(0),NR"*R™.

947. AteasteneA compound of formula 1 as claimed in any one of claims 1 to 457,
and/or atleastenea pharmaceutically acceptable salt thereof, wherein R* is heteresyslean

aliphatic heterocycle ring with 3 to 7 ring atoms, said heterocycle containing at least 2

carbon atoms in addition to 1-3 heteroatoms independently selected from oxygen, sulfur and

nitrogen, said heterocycles ring being optionally substituted with one or more groups

selected from
lewerC,-C, alkyl optionally substituted with one or more groups selected from
hydroxy, lowerC;-C, alkoxy, cyano, halo, -C(O)OR"', -C(O)NR'"*R", -NR"R"*,
-OC(O)R", -NR™¥C(0)R", -NR"*S(0),R"?, -NR"S(0),NR"*R"*, -
NR'®C(0)OR'?, and -NR"*C(O)NR"R",
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lowerC4-C, alkoxy optionally substituted with one or more groups selected from halo,
hydroxy, and lewerC,-C, alkoxy,
hetereeyelean aliphatic heterocycle ring with 3 to 7 ring atoms, said heterocycle

containing at least 2 carbon atoms in addition to 1-3 heteroatoms

independently selected from oxygen, sulfur and nitrogen, said heterocycles

ring being optionally substituted with one or more groups selected from
lowerC4-C, alkyl, halo, hydroxy, and lewerC4-C, alkoxy,

halo, cyano,-C(O)R"!, -C(O)OR", -NR"*R", -NR"*C(O)R"", -NR"*S(0),R", -
NR3S(0),NR"®R"*, -NR"™*C(0)OR"?, -NR"™*C(O)NR"R", -C(O)NR"R", -
S(0).R", and -S(0).NR"*R™.
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| 1048. AtleasteneA compound of formula 1 as claimed in claim 4£9, and/or atleastonea
pharmaceutically acceptable salt thereof, wherein R* is selected from pyrrolidin-1-yl,
piperidin-1-yl, tetrahydro-2H-pyran-4-yl, morpholin-4-yl, and 6,7-dihydrothieno[3,2-c]pyridin-
5(4H)-yl, each of which is optionally substituted with one or more groups selected from
lowerC;-C, alkyl optionally substituted with one or more groups selected from
hydroxy, lewerC;-C, alkoxy, cyano, halo, -C(O)OR", -C(O)NR™R'*, -NR™R™,
-OC(0)R", -NR"™C(0)R"", -NR"™S(0),R"?, -NR"*S(0O),NR"*R", -
NR'C(0)OR'?, and -NR"*C(O)NR"R™,
lowerC4-C, alkoxy optionally substituted with one or more groups selected from halo,
hydroxy, and lewerC,-C, alkoxy,
heterocyele-an aliphatic heterocycle ring with 3 to 7 ring atoms, said heterocycle
containing at least 2 carbon atoms in addition to 1-3 heteroatoms

independently selected from oxygen, sulfur and nitrogen, said heterocycle

ring being optionally substituted with one or more groups selected from
lewerC,-C4 alkyl, halo, hydroxy, and lewerC,-C, alkoxy,

halo, cyano,-C(O)R", -C(O)OR™, -NR™R", -NR"*C(0)R"", -NR"*S(0),R"?, -
NR"S(0),NR"™R™, -NR'*C(0)OR'?, -NR"™*C(O)NR"R", -C(O)NR"*R™, -
S(0).R™, and -S(0),NR"*R™.

1149. AtleastoneA compound of formula 1 as claimed in any one of claims 1 to 457,
and/or atleast-enea pharmaceutically acceptable salt thereof, wherein R*is a 5 or 6
membered aromatic monocylic ring containing from 1 to 3 heteroatoms selected from

oxygen, sulfur and nitrogen, with the remaining ring atoms being carbonheterearyl optionally

substituted with one or more groups selected from

lowerC,-C, alkyl optionally substituted with one or more groups selected from
hydroxy, lewerC,-C, alkoxy, cyano, halo, -C(O)OR", -C(O)NR'’R", -NR'"*R",
-OC(0)R", -NR"C(O)R", -NR™S(0),R"?, -NR'®S(0),NR"*R", -
NR'C(O)OR'?, and -NR™C(O)NR"R",

lewerC;-C, alkoxy optionally substituted with one or more groups selected from halo,
hydroxy, and lewerC,-C, alkoxy,

heteroeyelean aliphatic heterocycle ring with 3 to 7 ring atoms, said heterocycle

containing at least 2 carbon atoms in addition to 1-3 heteroatoms

independently selected from oxygen, sulfur and nitrogen, said heterocycle

ring being optionally substituted with one or more groups selected from
lewerC,-C, alkyl, halo, hydroxy, and lewerC-C4 alkoxy,
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halo, cyano,-C(O)R", -C(O)OR™", -NR™R", -NR"*C(0)R"", -NR"3*S(0),R", -
NR"S(0),NR"R™, -NR'3*C(O)OR’?, -NR"*C(O)NR™R", -C(O)NR"R", -
S(0).R™, and -S(0),NR"R™.

1226. Atleast-oneA compound of formula 1 as claimed in claim 4811, and/or atleast-onea
pharmaceutically acceptable salt thereof, wherein R* is selected from 1H-pyrazol-1-yl, 1H-
pyrazol-3-yl, 1H-pyrazol-4-yl, 1H-imidazol-1-yl, 1H-imidazol-4-yl, oxazol-2-yl, thiazol-2-yt,
isoxazol-3-yl, isoxazol-5-yl, 1H-pyrrol-2-yl, 1H-pyrrol-3-yl, thiophen-2-yl, thiophen-3-yl,
pyridin-2-yl, pyridin-3-yl, and pyridin-4-yl, each of which is optionally substituted with one or

more groups selected from

-
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lowerC,-C, alkyl optionally substituted with one or more groups selected from
hydroxy, lowerC,-C, alkoxy, cyano, halo, -C(O)OR", -C(O)NR"*R", -NR"*R",
-OC(O)R", -NR"™C(O)R"", -NR"™S(0),R"?, -NR"*S(0),NR"R", -
NR"3C(O)OR", and -NR"®C(O)NR"*R™,

lowerC,-C, alkoxy optionally substituted with one or more groups selected from halo,
hydroxy, and lewerC,-C, alkoxy,

heteroeyelean aliphatic heterocycle ring with 3 to 7 ring atoms, said heterocycle

containing at least 2 carbon atoms in addition to 1-3 heteroatoms

independently selected from oxygen, sulfur and nitrogen, said heterocycle

ring being optionally substituted with one or more groups selected from
loewerC,-C, alkyl, halo, hydroxy, and lewerC,-C, alkoxy,
halo, cyano,-C(O)R"", -C(O)OR", -NR"R", -NR">C(O)R"", -NR"*S(0),R", -
NR™S(0),NR"R", -NR'"*C(O)OR", -NR"*C(O)NR"R", -C(O)NR"*R", -S(0),R", and -
S(0).NR™R™,

13. A compound of formula 1 as claimed in claim 12 and/or a pharmaceutically

acceptable salt thereof, wherein R* is 1H-pyrazol-4-yl optionally substituted with C;-C, alkyl.

14. A compound of formula 1 as claimed in claim 1, or a pharmaceutically acceptable salt

thereof which is selected from:
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15. A compound of formula 1 as claimed in claim 1 which is selected from:
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and/or a pharmaceutically acceptable salt thereof.
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16. A compound of formula 1 as claimed in claim 1 which is:
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and/or a pharmaceutically acceptable salt thereof.

17. A compound of formula 1 as claimed in claim 1 which is:




2218. A composition comprising atHeastenea compound of any one of claims 1 to 16,
and/or atleastonea pharmaceutically acceptable salt thereof and atleastonea

pharmaceutically acceptable carrier.

2419. Use of atleast-onea compound of formula 1 as claimed in any one of claims 1 to

2116, and/or atleast-onea pharmaceutically acceptable salt thereof in the manufacture of a

medicament for treating cancer responsive to inhibition of c-Met.

2520. Use of atleast-onea compound of formula 1 as claimed in any one of claims 1 to

2116, and/or atleast-onea pharmaceutically acceptable salt thereof in the manufacture of a
medicament for treating cancer responsive to inhibition of c-Met comprising a step of
administering to the subject an amount of an additional anti-neoplastic agent, wherein said
anti-neoplastic agent is different from said atleastene-compound of any one of claims 1 to
2116, and/or atleastonea pharmaceutically acceptable salt thereof.

21. Use of a compound of formula 1 as claimed in any one of claims 1 to 16, and/or a

pharmaceutically acceptable salt thereof in the manufacture of a medicament for treating

cancer responsive to inhibition of c-Met, wherein the medicament is administered in

combination with Gefitinib.

22. Use of a compound of formula 1 as claimed in any one of claims 1 to 16, and/or a

pharmaceutically acceptable salt thereof in the manufacture of a medicament for treating

cancer responsive to inhibition of c-Met, wherein the medicament is administered in

combination with Docetaxel.
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