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each R?is independently selected from hydroxyl, halogen, cyano, C,_4alkyl, C,.4alkenyl, C,.
salkynyl, Cq4alkoxy, hydroxyC,.salkyl, hydroxyC,_salkoxy, haloC,.,alkyl, haloC;..alkoxy,
hydroxyhaloC;.salkyl, hydroxyhaloC;.salkoxy, Cq4alkoxyCy4alkyl, haloCqsalkoxyCysalkyl, Cs.

salkoxyCqjalkyl-vinersin-eash-Gsalodbmay-aptionsiy-be-subsH ditsne-orde

hyeroxy-grawps, hydroxyhaloCysalkoxyCyqalkyl, R™, Cy_salkyl substituted with R™, Cy..alkyl
substituted with -C(=0)-R"®, C,_salkoxy substituted with R", C;_alkoxy substituted with -
C(=0)-R", -C(=0)-R", Cysalkyl substituted with
-NR'R?, C,4alkyl substituted with —C(=0)-NR’R®, C,_salkoxy substituted with -NR'R®, C;.
salkoxy substituted with —C(=0)-NR'R®, -NR'R® and -C(=0)-NR'R?; or when two R? groups
are attached to adjacent carbon atoms they may be taken together to form a radical of
formula:

-0-(C(R")),-0-;

-X-CH=CH-; or

-X-CH=N-; wherein R"” represents hydrogen or fluorine, p represents 1 or 2 and X

represents O or S;
Y represents -CR'®*=N-OR" or —E-D;

D represents a 3 to 12 ring membered monocyclic or bicyclic carbocyclyl or a 3 to 12 ring
membered monocyclic or bicyclic heterocyclyl containing at least one heteroatom selected
from N, O or S, wherein said carbocyclyl and heterocyclyl may each be optionally substituted

by one or more (e.g. 1, 2 or 3) R groups;
E represents a bond;

R’ represents hydrogen, halo, cyano, Cygalkyl, Cysalkoxy, -C(=0)-O- C,alkyl, C,.4alkenyl,
hydroxyCalkyl, haloC,.salkyl, hydroxyhaloC, salkyl, cyanoC,_salkyl, CiealkoxyC,.salkyl
wherein each Cqsalkyl may optionally be substituted with one or two hydroxyl groups, -
NR*R®, C,salkyl substituted with —O-C(=0)- C,salkyl, C4.salkyl substituted with -NR*R®, —
C(=0)-NR'R®, -C(=0)-Cy.salkyl-NR*R?®, C,salkyl substituted with ~C(=0)-NR*R®, —S(=0),-C.
salkyl, =S(=0),-haloCygalkyl, =S(=0),-NR™R"®, C,alkyl substituted with -S(=0),-C+salkyl,
Ciealkyl substituted with -S(=0),-haloC1.salkyl, Cy.¢alkyl substituted with —S(=0),-NRR",
Ci.salkyl substituted with -NH-S(=0),-C.salkyl, C4salkyl substituted with -NH-S(=0),-haloC,.
salkyl, Cqealkyl substituted with -NR'-S(=0),-NR'“R"?, R®, C,¢alkyl substituted with R®, —
C(=0)-R?, C,qalkyl substituted with —C(=0)-R®, hydroxyC_salkyl substituted with R®, C1salky!
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substituted with —Si(CHs)s, Cysalkyl substituted with -P(=0)(OH), or C,_salkyl substituted with
-P(=0)(OC, ¢alkyl);

R® represents hydroxyl, Cq.salkoxy, hydroxyC,_salkoxy, Cq.salkoxy substituted with
-NR™R", Csalkyl, Cosalkenyl, Cosalkynyl, haloC,ealkyl-epticnaly-substituied with

{=C3-L, salked, hydroxyCisalkyl-eptionalby-subsiituted-with—0-C(=05-C sallevh-hydroxyC,

D

satkenyd, hydroxyC,gsalkynyl, hydroxyhaloCqgalkyl, cyanoCysalkyl, Cigalkyl substituted with
carboxyl, Cq.salkyl substituted with —C(=0)-C4salkyl, Cy¢alkyl substituted with -C(=0)-0O-C;.
salkyl, Cq.salkyl substituted with C4salkoxyCi.salkyl-O-C(=0)-, C,salkyl substituted with C4.
salkoxyC,.ealkyl-C(=0)-, Cysalkyl substituted with —O-C(=0)-C,¢alkyl, C;¢alkoxyC,alkyl
wherein each C¢alkyl may optionally be substituted with one or two hydroxyl groups or with
—-0-C(=0)-C,alkyl, Cosalkenyl substituted with C,salkoxy, Cogalkynyl substituted with C.
salkoxy, Cealkyl substituted with R%and ctionally-substivted with—3-C=03-C oalled, Cq
salkyl substituted with —C(=0)-R®, C,_salkyl substituted with hydroxyl and R®, C,.alkenyl
substituted with R®, C,¢alkynyl substituted with R®, C,alky! substituted with -NR'°R"", C,.
salkenyl substituted with -NR'°R"", C,salkynyl substituted with -NR'R"", C,_salkyl substituted
with hydroxyl and -NR"°R"", C,_salkyl substituted with one or two halogens and -NR"°R"", -C,.
salkyl-C(R'%)=N-0-R'?, C,galkyl substituted with ~C(=0)-NR'R"", C,_salkyl substituted with
—-0O-C(=0)-NR"R", —=§(=0),-C,.alkyl, =S(=0),-haloC,salkyl, -S(=0),-NR"R", C..

salkyl substituted with -S(=0),-C,salkyl, C,alkyl substituted with -S(=0),-haloC,_galkyl, C.
salkyl substituted with —S(=0),-NR™R", Cysalky! substituted with -NR'2-S(=0),-C,.¢alkyl, C:.
salkyl substituted with ~NH-S(=0),-haloC.salkyl, Cisalkyl substituted with
—NR'2-8(=0),-NR"R®, R, Cyalkyl substituted with -P(=0)(OH), or Cysalky! substituted
with -P(=0)(OC,salkyl)y;

R* and R® each independently represent hydrogen, Cigalkyl, C.galkyl substituted with -
NR™R', hydroxyCialkyl, haloCysalkyl, hydroxyhaloC;galkyl, CysalkoxyCygalkyl-whersin
eh-C._ealkyl-may-optionaly-be-substituted-with-ons-or-twe-hydroxyl groups, —S(=0),-C;.
salkyl, —S(=0),-haloCsalkyl, ~S(=0),-NR"R"®, -C(=0)-NR"R'%, -C(=0)-O- Cysalkyl, -
C(=0)-R®, Cysalkyl substituted with -S(=0),-Cyalkyl, C;salkyl substituted with -S(=0),-
haloCsalkyl, C.salkyl substituted with —S(=0),-NR"R"®, C,salkyl substituted with —NH-
S(=0),-Cy6alkyl, Cqealkyl substituted with —-NH-S(=0),-haloC,salkyl, C,¢alkyl substituted
with =NH- S(=0),-NR"R", R* or C,alky! substituted with R";

p g

R® represents Csscycloalkyl, Csgcycloalkenyl, phenyl, 4 to 7-membered monocyclic

heterocyclyl containing at least one heteroatom selected from N, O or S; said G, saysioatkyh
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Gy geveloalkenyl-phenyl-4 to 7-membered monocyclic heterocyclyl, optionally and-each

independenthr-being substituted by 1, 2-3-4-e+-5-substituents,
each-substiuantindependenthy-being-selected from eyane-Cqgalkyl, evanat, salkyk
hudrasad _carhoaagd by L0 caliod halooan. PR3 1 50 I YY) b be T Beagd T aalle \
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NE-S(=03,-C salkyh-C, satkyl substituted-with —NE-S(=0),-haloC, salkyl-or-C._salkyl
subsiitutad with B S(=0, NRMR:
St Y - N ;

R” and R® each independently represent hydrogen, Cialkyl, hydroxyCsalkyl, haloCisalkyl,
hydroxyhaloC,_ salkyl or CysalkoxyCialkyl;

R® represents Cy.scycloalkyl, Csscycloalkenyl, phenyl, naphthyl, or 3 to 12 membered
monocyclic or bicyclic heterocyclyl containing at least one heteroatom selected from N, O or
S, said Cjgcycloalkyl, Cs gscycloalkenyl, phenyl, naphthyl, or- 3 to 12 membered monocyclic
or bicyclic heterocyclyl each optionally and each independently being substituted with 1, 2, 3,
4 or 5 substituents, each substituent independently being selected from =0, C,_alkyl,
hydroxyl, carboxyl, hydroxyC,.alkyl, cyano, cyanoC,_salkyl, C,_4alkyl-O-C(=0)-, C;_alkyl
substituted with C;alkyl-O-C(=0)-, C1.4alkyl-C(=0)-, Ci.4alkoxyCq alkylwhersineach-C,.
alkvbmay-ostionalhobe substiivtedwith-ons-or-bwe-nydroey-groups, halogen, haloC,_jalkyl,
hydroxyhaloC_salkyl, -NR™R", -C(=0)-NR"R"?, C,_salkyl substituted with -NR"*R"®, C,_alkyl
substituted with -C(=0)-NR™R", C,_salkoxy, —S(=0),-C1.salkyl, ~S(=0),-haloC_jalkyl, —
S(=0),-NR"R™, C,.salkyl substituted with —=S(=0),-NR™R'®, C,_salkyl substituted with -NH-
S(=0),-C1alkyl, Cyalkyl substituted with -NH-S(=0),-haloC,_4alkyl, C;4alkyl substituted
with -NH-S(=0),-NR™R™®, R™, -C(=0)-R", C,_salkyl substituted with R'®, phenyl-eptionaliy
substiuted-with-R', phenylCalkyl-wherein-the-pheayi ionally-substituted with- R a 5

or 6-membered aromatic monocyclic heterocyclyl containing at least one heteroatom

selected from N, O or S-wherein-said-haterocyclyl-is-optienaly-substifuted-with-R'®;

or when two of the substituents of R® are attached to the same atom, they may be taken
together to form a 4 to 7-membered saturated monocyclic heterocyclyl containing at least

one heteroatom selected from N, O or S;

R'" and R" each independently represent hydrogen, carboxyl, Cy.salkyl, cyanoCsalkyl, Cs.
salkyl substituted with -NR"*R'®, C, ¢alkyl substituted with —C(=0)-NR"*R®, haloC,alkyl,
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hydroxyCi.salkyl, hydroxyhaloC,salkyl, Cisalkoxy, CisalkoxyCisalkyl-whersin-each-C. galkyl
may-optonali-be-substif with-one-or-bwe-hydroxylgrouns, R®, Cqsalkyl substituted with
R®, -C(=0)-R®, -C(=0)-Cysalkyl, =C(=0)-hydroxyCalkyl, -C(=0)-haloC, galkyl,-C(=0)-
hydroxyhaloC,salkyl, Cisalkyl substituted with —Si(CHa)3, ~S(=0).-C4ealkyl, -S(=0),-haloC;.
salkyl, -S(=0),-NR"R", C,¢alkyl substituted with -S(=0),-C1.salkyl, Cisalkyl substituted with
-S(=0),-haloC,salkyl, Cyalky! substituted with ~S(=0),-NR"R'®, C,¢alkyl substituted with —
NH-S(=0),-Cqsalkyl, Cqsalkyl substituted with —NH-S(=0),-haloC,galkyl, Cqsalkyl substituted
with carboxyl, or Cysalkyl substituted with ~-NH-S(=0),-NR"R"®;

R' represents hydrogen or C,.jalkyl-optionalhy-substituted with-C._alkesxy:

N

R'® represents Csscycloalkyl or a saturated 4 to 6-membered monocyclic heterocyclyl

containing at least one heteroatom selected from N, O or S;wherain-said-C soysloalikd
¥ b g 43 : Hag theshem et ca ity e 0 ot )
¥ _” e ¥ ! ¥ et v S L L E 3 A t 4 S E W ¥
i £ il Eom et L by ol H 1 o i - =
= HE [ & & Y dg ¥ e 5 H 3 F
Qﬂ»% Skl mﬁr‘%} R s : 14&” 65

R and R each independently represent hydrogen, or haloCy.salkyl, or Cy4alkyl optionally
substituted with a-substitvent-sel er-hydroxyl-G.salkexy—amine-or meno-0edilC,

@lievbamine;

R represents hydroxyl, halogen, cyano, Ciaalkyl, Csalkoxy, -NR™R" or ~C(=0)NRR'®;
R represents hydrogen, C. alkyl, Ca cycloalkyl, C,4alkyl substituted with Cs.g cycloalkyl;
R' represents hydrogen; C+. alkyl; Cs.5 cycloalkyl; Csalkyl substituted with -O-R%:; ~(CH2)-

CN; (CH,)-CONR?R?"; -(CHo)i-NR™R?"; -(CH,)1-NR™COR?"; -(CH;)1-NR™-(CH,):-SO;-
R*; -(CHy)1-NH-S0-NR*R?'; -(CH,)-NR®CO,R?"; -(CHy)-SO,NR* R -phenyt-optianal

substitutedwith-1-2--3--4-or-E-substituents-each-independenthyselected-from b b
ovl-G miievlenes-cvan ie; a 5- or 6-membered aromatic monocyclic heterocycle
containing at least one heteroatom selected from N, O or S;-said-heteros Bol
miioun . £ saikhy o domr it ity st reky el e e
shonaibesubstiv e , ‘ senganti-seiasted
| £ - | i 3 LA Y P o ol o . o e gt
IR ¥ o ¥ i g LI i e o TIE ¥ A 7
7y i It i bay e o e 348 s
}? e (3 ® :.;{
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R? and R?' independently represent hydrogen, Ci alkyl, C, alkanol -(CH,),-O-C1salkyl, or
when attached to a nitrogen atom R* and R?' can be taken together to form with the
nitrogen atom to which they are attached a monocyclic saturated 4, 5 or 6-membered ring

Inienky £ 1 b oy Fygetd by enben e ) lnedowt Frey e M-
Ty ¥ ¥ TRRA e H AT L ks

TURE o R4l N ¥ i ’

n independently represents an integer equal to 0, 1, 2, 3 or 4;
s independently represents an integer equal to 0, 1, 2, 3 or 4;
r independently represent an integer equal to 1, 2, 3, or 4;

r1 independently represent an integer equal to 2, 3 or 4;

a N-oxide thereof or; a pharmaceutically acceptable salt thereof crz-solvate-the:

According to a second aspect of the disclosure there is provided a pharmaceutical

composition comprising a compound of formula (I-A) or (I-B) as defined above.

According to a third aspect of the disclosure there is provided a compound as defined above

for use in therapy.
According to a fourth aspect of the disclosure there is provided a compound as defined
above for use in the prophylaxis or treatment of a disease state or condition mediated by a

FGFR kinase.

According to a fifth aspect of the disclosure there is provided a compound as defined above

for use in the prophylaxis or treatment of cancer.

According to a sixth aspect of the disclosure there is provided use of a compound as defined

above for the manufacture of a medicament for the prophylaxis or treatment of cancer.

(1406657 _1):KBL
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than-lpi-more-preferabl-less-than-0.4-ah:

The isvention-disclosure provides compounds that have FGFR inhibiting or modulating
activity, and which may be useful in preventing or treating disease states or conditions
mediated by FGFR kinases.

In one embadimantexample, there is provided a compound as defined herein for use in
therapy, for use as a medicine. In a further embodimentexample, there is provided a
compound as defined herein for use in the prophylaxis or treatment, in particular in the

treatment, of a disease state or condition mediated by a FGFR kinase.

Thus, for example, the compounds of the irvertien-disclosure may be useful in alleviating or
reducing the incidence of cancer. Therefore, in a further exampleembodiment, there is
provided a compound as defined herein for use in the prophylaxis or treatment, in particular
the treatment, of cancer. In one exampleembediment, the compound as defined herein is for
use in the prophylaxis or treatment of FGFR-dependent cancer. In one exampleambadiment,
the compound as defined herein is for use in the prophylaxis or treatment of cancer
mediated by FGFR kinases.
Accordingly, the disclosureinvention provides inter alia:
— A method for the prophylaxis or treatment of a disease state or condition mediated by
a FGFR kinase, which method comprises administering to a subject in need thereof a
compound of the formula (1) as defined herein.
— A method for the prophylaxis or treaiment of a disease state or condition as
described herein, which method comprises administering to a subject in need thereof
a compound of the formula (1} as defined herein.
— A method for the prophylaxis or treatment of cancer, which method comprises

administering to a subject in need thereof a compound of the formula () as defined

herein.
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— A method of inhibiting a FGFR kinase, which method comprises contacting the

kinase with a kinase-inhibiting compound of the formula (I) as defined herein.
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A method of modulating a cellular process (for example cell division) by inhibiting the
activity of a FGFR kinase using a compound of the formula (I) as defined herein.

A compound of formula (1) as defined herein for use as a modulator of a cellular
process (for example cell division) by inhibiting the activity of a FGFR kinase.

A compound of formula (I) as defined herein for use in the prophylaxis or treatment of

cancer, in particular the treatment of cancer.

A sound-offermula-{B-as-detined-hereinforussasam Hor-le-g-inhibitoro
EGER-

The use of a compound of formula (1) as defined herein for the manufacture of a
medicament for the prophylaxis or treatment of a disease state or condition mediated
by a FGFR kinase, the compound having the formula (1) as defined herein.

The use of a compound of formula (1) as defined herein for the manufacture of a
medicament for the prophylaxis or treatment of a disease state or condition as
described herein.

The use of a compound of formula (1) as defined herein for the manufacture of a

medicament for the prophylaxis or treatment, in particular the treatment, of cancer.
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medicament-for-modulaing{e.g-inhibiing Hhe-activity of FGER.

Use of a compound of formula (l) as defined herein in the manufacture of a
medicament for modulating a cellular process (for example cell division) by inhibiting
the activity of a FGFR kinase.

The use of a compound of the formula (I) as defined herein for the manufacture of a
medicament for prophylaxis or treatment of a disease or condition characterised by
up-regulation of a FGFR kinase (e.g. FGFR1 or FGFR2 or FGFR3 or FGFR4).

The use of a compound of the formula (I} as defined herein for the manufacture of a
medicament for the prophylaxis or treatment of a cancer, the cancer being one which
is characterised by up-regulation of a FGFR kinase (e.g. FGFR1 or FGFR2 or

FGFR3 or FGFR4).
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— A method for the prophylaxis or treatment of a disease or condition characterised by
up-regulation of a FGFR kinase (e.g. FGFR1 or FGFR2 or FGFR3 or FGFR4), the
method comprising administering a compound of the formula (1) as defined herein.

— A method for alleviating or reducing the incidence of a disease or condition
characterised by up-regulation of a FGFR kinase (e.g. FGFR1 or FGFR2 or FGFR3
or FGFR4), the method comprising administering a compound of the formula (1) as

defined herein.
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In one embsadimentexample, the disease mediated by FGFR kinases is a oncology related
disease (e.g. cancer). In one exampleembadiment, the disease mediated by FGFR kinases

is a non-oncology related disease (e.g. any disease disclosed herein excluding cancer). In
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CLAIMS

1. A compound of formula (I-A) or (I-B):
3

R
N N N Y
@ T
o 2
(RY)/ N :

I-A)
or
R3
|
No _N_ _N_ _Y
Oy
X —
(R?) N
" (I-B)

including any tautomeric or stereochemically isomeric form thereof, wherein

each R? is independently selected from hydroxyl, halogen, cyano, C;.jalkyl, Cs.
salkenyl, C,qalkynyl, Cy_4alkoxy, hydroxyC,.4alkyl, hydroxyC;_jalkoxy, haloC_salkyl,
haloC,_salkoxy, hydroxyhaloC,_salkyl, hydroxyhaloC,_jalkoxy, C,_salkoxyC,.4alkyl,
haloC,_salkoxyC,4alkyl, Cq4alkoxyCi.salkylwherein-each-Calkyl-may-optionallybe
substitted-with-one-or-two-hydrexyl-groups, hydroxyhaloC_salkoxyC,.salkyl, R™, C.
salkyl substituted with R, C,alkyl substituted with -C(=0)-R"3, C,_alkoxy
substituted with R"®, C,_alkoxy substituted with -C(=0)-R'®, -C(=0)-R"®, C,_salkyl
substituted with
-NR'R?, Cyalkyl substituted with —C(=0)-NR'R®, C,_,alkoxy substituted with -NR'R?,
C4.4alkoxy substituted with ~C(=0)-NR'R?, -NR’R® and -C(=0)-NR'R?; or when two
R? groups are attached to adjacent carbon atoms they may be taken together to form
a radical of formula:

-0-(C(R")2)p-0-;

-X-CH=CH-; or

-X-CH=N-; wherein R"" represents hydrogen or fluorine, p represents 1 or

2 and X represents O or S;

Y represents -CR'®=N-OR" or —E-D;
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D represents a 3 to 12 ring membered monocyclic or bicyclic carbocyclyl ora 3 to 12
ring membered monocyclic or bicyclic heterocyclyl containing at least one
heteroatom selected from N, O or S, wherein said carbocyclyl and heterocyclyl may

each be optionally substituted by one or more (e.g. 1, 2 or 3) R' groups;
E represents a bond;

R represents hydrogen, halo, cyano, Calkyl, Cqsalkoxy, -C(=0)-O- C4galkyl, C,.
salkenyl, hydroxyC,galkyl, haloC,alkyl, hydroxyhaloC,¢alkyl, cyanoC,_ salkyl, C4.
salkoxyCq.ealkyl wherein each C,galkyl may optionally be substituted with one or two
hydroxyl groups, -NR*R®, C,salky! substituted with —O-C(=0)- C,galkyl, C,alkyl
substituted with -NR*R®, -C(=0)-NR*R?®, —C(=0)-C;galkyl-NR*R®, C,alkyl
substituted with —C(=0)-NR*R®, =S(=0),-C1_salkyl, —S(=0),-haloCsalkyl, ~S(=0),-
NR™R™, C,salkyl substituted with -S(=0),-C1salkyl, C.salkyl substituted with -
S(=0),-haloC,¢alkyl, C;salkyl substituted with —S(=0),-NR"R’®, C,salkyl substituted
with —-NH-S(=0),-C1.salkyl, Cysalkyl substituted with -NH-S(=0),-haloC;salkyl, C.
salkyl substituted with -NR'2-S(=0),-NR™R"®, R®, C,_salky! substituted with R®, —
C(=0)-R®%, C,alkyl substituted with —C(=0)-R®, hydroxyC.alky! substituted with R,
Cisalkyl substituted with —Si(CHj3);, Calkyl substituted with -P(=0)(OH), or C;_alkyl
substituted with -P(=0)(OC,.salkyl)y;

R® represents hydroxyl, C1.¢alkoxy, hydroxyCqsalkoxy, Cisalkoxy substituted with

-NR"R™, C,.alkyl, Cosalkenyl, C,salkynyl, haloC,salkyl-optionaly-substituted-with—
O-C{=0)-C.galkyl, hydroxyC,calkyl-eptionally-substituted with—O-C{(=0)-C salkey,
hydroxyC,.salkenyl, hydroxyC,salkynyl, hydroxyhaloC,¢alkyl, cyanoC;.salkyl, Cqgalkyl
substituted with carboxyl, Cysalkyl substituted with —C(=0)-C4salkyl, C,alkyl
substituted with —C(=0)-0O-C,salkyl, Cisalkyl substituted with C;salkoxyC4_galkyl-O-
C(=0)-, Cypalkyl substituted with CqsalkoxyC,salkyl-C(=0)-, C,¢alkyl substituted
with ~O-C(=0)-C,alkyl, CssalkoxyC,salkyl wherein each C,¢alkyl may optionally be
substituted with one or two hydroxyl groups or with —O-C(=0)-C,_salkyl, C,_salkenyl
substituted with C;salkoxy, Coealkynyl substituted with C;¢alkoxy, C;salkyl
substituted with R and-optionally-substituted-with—O-C(=0}-C satkyl, Cyealkyl

substituted
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with =C(=0)-R®, Csalkyl substituted with hydroxyl and R®, C,salkenyl substituted
with R?, C,alkynyl substituted with R?, Cysalkyl substituted with -NR"R"", C,.
salkenyl substituted with

-NR'™R", C,4alkynyl substituted with -NR™R"", C,salkyl substituted with hydroxyl
and

-NR'"R™, C,salkyl substituted with one or two halogens and -NR'°R"", -C,alkyl-
C(R"™)=N-O-R", C,4alkyl substituted with ~C(=O)-NR'°R"", C,salkyl substituted with
—0-C(=0)-NR"R"", —S(=0),-C;alkyl, =S(=0),-haloC_galkyl, =S(=0),-NR"R", C,.
salkyl substituted with -S(=0),-Csalkyl, Cssalkyl substituted with -S(=0),-haloC,.
ealkyl, Cqgalkyl substituted with —S(=0),-NR"R"®, C,alky! substituted with -NR'*-
S(=0),-Cqpalkyl, Cqpalkyl substituted with ~NH-S(=0),-haloCsalkyl, C,galkyl
substituted with

—-NR™-8(=0),-NR"R®, R, C,alky! substituted with -P(=O)(OH), or C4alkyl
substituted with -P(=0)(OC, salkyl),;

R* and R® each independently represent hydrogen, Cigalkyl, Cssalkyl substituted
with -NR'*R"®, hydroxyC.salkyl, haloC,ealkyl, hydroxyhaloC1salkyl, CysalkoxyCi.
salkylwherein-each-C_satkyl-may-optionally-be-substituted with-one-or-twe-hydroxy
groups, —S(=0),-Cyalkyl, —=S(=0),-haloC, galkyl, —=S(=0),-NR™R"®, —C(=0)-NR™R"®,
-C(=0)-0- Cyealkyl, -C(=0)-R", C,alkyl substituted with -S(=0),-C.salkyl, Cysalkyl
substituted with -S(=0),-haloC+.salkyl, Cisalkyl substituted with ~S(=0),-NR™R'®, C,.
salkyl substituted with -NH-S(=0),-C4alkyl, Cqsalkyl substituted with —-NH-S(=0),-
haloC_galkyl, Cqsalkyl substituted with ~NH- S(=0),-NR"R'®, R"® or C,_alkyl
substituted with R';

R® represents Csgcycloalkyl, Csscycloalkenyl, phenyl, 4 to 7-membered monocyclic
heterocyclyl containing at least one heteroatom selected from N, O or S; said G,.

seycloalid-C; seysloalkenylphenyl-4 to 7-membered monocyclic heterocyclyl,
optionally and-each-independsnthy-being substituted by 1-2-3,4-or5 substituents,

each-substituentindependently-being-selected from syane-Cisalkyl-eyvanob. salkyh
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NH-S(=0),-haleC, salki-0r-C, salkyt-substituted-with—NH-S{=0),-NR™R"™;

R’ and R® each independently represent hydrogen, C,salkyl, hydroxyCi.salkyl,
haloC;.salkyl, hydroxyhaloC;.salkyl or C,salkoxyC,.salkyl;

R represents Cjgcycloalkyl, Cs.gcycloalkenyl, phenyl, naphthyl, or 3 to 12 membered
monocyclic or bicyclic heterocyclyl containing at least one heteroatom selected from
N, O or S, said Cjgcycloalkyl, Czgcycioalkenyl, phenyl, naphthyl, or 3 to 12
membered monocyclic or bicyclic heterocyclyl each optionally and each
independently being substituted with 1, 2, 3, 4 or 5 substituents, each substifuent
independently being selected from =0, C,_4alkyl, hydroxyl, carboxyl, hydroxyC_salkyl,
cyano, cyanoC,_salkyi, Cssalkyl-O-C(=0)-, C;4alkyl substituted with C,_4alkyl-O-
C(=0)-, Cy.4alkyl-C(=0)-, Cy.salkoxyC.salkyl-whersin-each-Cy salkyl-may-optionally-be
substituted-with-ene-or-two-hydroxyl-groups, halogen, haloC;_salkyl, hydroxyhaloC;.
salkyl, -NRMR™, -C(=0)-NR"R"®, C,_salkyl substituted with -NRR'®, C,_salkyl
substituted with -C(=0)-NR™R"®, C,_,alkoxy, —S(=0),-C1.salkyl, —=S(=0),-haloC_salkyl,
—S(=0),-NR"R"®, C,.salky! substituted with —S(=0),-NR"*R"®, C,_salkyl substituted
with —-NH-S(=0),-C,_4alkyl, C,_4alkyl substituted with ~NH-S(=0),-haloC4alkyl, C;.
salkyl substituted with -NH-S(=0),-NR™R"?, R™, -C(=0)-R", C,_alkyl substituted
with R™, phenyl-eptionally-substituted-with-R'®, phenylCsalkyl-wherein-the phenykHs
optionalh-substituted with- R'® a 5 or 6-membered aromatic monocyclic heterocyclyl
containing at least one heteroatom selected from N, O or S-whersin-said-heterocyshd
. onall bet | with R

or when two of the substituents of R® are attached to the same atom, they may be
taken together to form a 4 to 7-membered saturated monocyclic heterocyclyl

containing at least one heteroatom selected from N, O or S;

R and R" each independently represent hydrogen, carboxyl, C,salkyl, cyanoC;.
salkyl, Cysalkyl substituted with -NRR™®, C,alkyl substituted with —C(=0)-NR"R",
haloC,_¢alkyl, hydroxyCi salkyl, hydroxyhanC1 Galkyl C1 salkoxy, CygalkoxyCysalkyl

R®, Cysalky! substituted with R®, -C(=0)-R®, -C(=0)-Calkyl, —C(=0)-hydroxyC.
ealkyl, -C(=0)-haloC.salkyl,-C(=0)-hydroxyhaloC.alkyl, Ci.salkyl substituted with —
Si(CHs)s, —=S(=0),-C1salkyl, =S(=0),-haloCgalkyl, -S(=0),-NR"*R™®, C,salkyl
substituted with -S(=0),-C,_salkyl, Cisalkyl substituted with -S(=0),-haloC,galkyl, C,.
salkyl substituted
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with =S(=0),-NR"R"®, C,.¢alkyl substituted with —NH-S(=0),-C,.salkyl, C.salkyl

substituted with —-NH-S(=0),-haloC,salkyl, C,alkyl substituted with carboxyl, or C;.
salkyl substituted with —-NH-S(=0),-NR"R";

R'? represents hydrogen or Cy.salkyl-optionaly-substituted-with-C., ,atkoxy;

R' represents Cs.gcycloalkyl or a saturated 4 to 6-membered monocyclic heterocyclyl
containing at least one heteroatom selected from N, O or S;wherein-said-Cs.

R™ and R" each independently represent hydrogen, or haloC,_alkyl, or C,_alkyl
optionally substituted with a-substituent-selected-from-hydroxyl-C, salkexy-amino-or

mono-or-ditc. alkybamine;

R'® represents hydroxyl, halogen, cyano, C,_salkyl, Cialkoxy, -NR™R" or —
C(=O)NR™R";

R'® represents hydrogen, C, alkyl, Cs cycloalkyl, C;.alkyl substituted with Cs.g
cycloalkyl;

R represents hydrogen; C, alkyl; Cs5 cycloalkyl; C,galkyl substituted with -O-R?%: -
(CH,),-CN; «(CH,),-CONR®R?"; -(CH,)-NR*R?"; -(CH,)--NR®COR?*" ; -(CH,)-NR%-
(CH,)s-S0,-R?"; -(CH,)i-NH-SO,-NR*R?'; -(CH,)-NR?®CO,R?*"; -(CH,),-
SO,NR?®R?"; phenyl-optionally-substitted with-1-2-3,4-or- 5-substituents-each
independently-selested-from-halegen, G, atkyd-C. alkdoxy, cyano-oraming; a 5- or
6-membered aromatic monocyclic heterocycle containing at least one heteroatom
selected from N, O or S -said-heterocycle-beingoptionallysubstituted with-1-2-3-or
4-substtuenis-eachindependenthselested from-halogen G sl G alkyvloxy;
syane-oramino-wherein-said -G g-alkyland -G, y-eyeloalkyl-may-be-eptionally
substituted by-one-or-more-R*-groups

R® and R?' independently represent hydrogen, Cy alkyl, Cy alkanol -(CH,),-O-Cx.

salkyl, or when attached to a nitrogen atom R? and R?' can be taken together to form
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with the nitrogen atom to which they are attached a monocyclic saturated 4, 5 or 6-

rr-inaspendently represenis-an-intsgeragualte O torid
n independently represents an integer equal to 0, 1, 2, 3 or 4;
s independently represents an integer equal to 0, 1, 2, 3 or 4;
r independently represent an integer equal to 1, 2, 3, or 4;

r1 independently represent an integer equal to 2, 3 or 4;

a N-oxide thereof;_or a pharmaceutically acceptable salt thereof-or sate-tharast,

2. A compound according to claim 1 wherein the compound is a compound of

formula (I-A).

3. A compound according to claim 1 wherein the compound is a compound of

formula (I-B).

4. A compound according to any one of the preceding claims wherein Y represents -
CR™=N-OR".

5. A compound according to any one of claims 1 to 3 wherein Y is —E-D.

6. A compound according to claim 5 wherein D is optionally substituted pyrazolyl.

7. A compound according to any one of the preceding claims wherein R? is
independently selected from hydroxyl, halogen, cyano, Cialkyl, C,.salkenyl, C;.

salkoxy, hydroxyC_salkyl, hydroxyC.4alkoxy, haloC,.salkoxy, C;.salkoxyCs.salkyl, R,
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or

(I-D)
including any tautomeric or stereochemically isomeric form thereof;
wherein n, R? and R® are as defined in any of the preceding claims;

a N-oxide thereof or; a pharmaceutically acceptable salt thereof-ora-sebatei

14. A compound according to claim 13, wherein R?represents C_salkoxy (for
example CH;0-) or halogen (for example fluoro) or hydroxyl; R® represents C,_4alkyl
(e.g. ~CH,- or —CH,-CH,-CH,-) substituted with R® (e.g. wherein R® represents an
optionally substituted aromatic 5 membered monocyclic heterocyclyl, for example
unsubstituted imidazolyl (e.g. imidazol-2-yl), or unsubstituted triazoly! (e.g.triazol-3-yl)
or R® represents an optionally substituted saturated 5 membered monocyclic
heterocyclyl, for example 2-pyrrolidinonyl (e.g. 2-pyrrolidinon-5-yi or 2-pyrrolidinon-1-
yl) or 2-oxazolidinonyl (e.g. 2-oxazolidinon-5-y1)) or R® represents C,.alkyl (e.g. -
CH,CH,-) substituted with -NR'°R"! wherein one of R' and R"' represents hydrogen
and the other represents C,.salkyl, for example —CH; or -CH(CHjs), (e.g. R®
represents —CH,CH,NHCH; or —-CH,CH,NHCH(CHa;),), or —C(=0)-C,salkyl, for
example —C(=0)-CH; (e.g. R® represents —~CH,CH,NH-C(=0)-CH), or R® (e.g.
wherein R® represents an optionally substituted 4 membered saturated heterocycle

(e.g. oxetanyl)); nis 2, 3, or 4.

15. A compound according to claim 1 wherein the compound is
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N “N & N-oxide thereof _ory a pharmaceutically acceptable
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16. A compound according to claim 1 wherein the compound is
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oxide thereof or; a pharmaceutically acceptable

17. A compound according to claim 1 wherein the compound is

\NH
L
F \
_0 Ne N Nj/[\//N
F ~ N/
O
l a N-oxide thereof or; a pharmaceutically acceptable salt thereof-ora-selvate therest.

18. A compound according to any one of claims 1 to 17 or a pharmaceutically
I acceptable salt orssivaie-thereof.

19. A pharmaceutical composition comprising a compound of formula (I-A) or (I-

B) as claimed in any one of claims 1 to 18.
20. A compound as claimed in any one of claims 1 to 18 for use in therapy.

21. A compound as claimed in any one of claims 1 to 18 for use in the

prophyiaxis or treatment of a disease state or condition mediated by a FGFR kinase.



