
6a 

10 

15 

each R2 is independently selected from hydroxyl, halogen, cyano, C^alkyl, C2-4alkenyl, C2_ 

4alkynyl, C1.4alkoxy, hydroxyC-Malkyl, hydroxy^ _4alkoxy, haloC^alkyl, haloC1.4alkoxy, 

hydroxyhaloC^4alkyl, hydroxyhaloC^alkoxy, C1.4alkoxyCi.4alkyl, haloC1.4alkoxyC1.4alkyl, C-i_ 

hy#e*yl-§iwp«, hydroxyhaloC1.4alkoxyC1^alkyl, R13, C^alkyl substituted with R13, C^alkyl 

substituted with -C(=0)-R13, C-|..4alkoxy substituted with R13, C^alkoxy substituted with -

C(=0)-R13, -C(=0)-R13, Ci_4alkyl substituted with 

-NR7R8, C^alkyl substituted with -C(=0)-NR7R8, C^alkoxy substituted with -NR7R8, 

4alkoxy substituted with -C(=0)-NR7R8, -NR7R8 and -C(=0)-NR7R8; or when two R2 groups 

are attached to adjacent carbon atoms they may be taken together to form a radical of 

formula: 

-0-(C(R17)2)P-0-; 

-X-CH=CH-; or 

-X-CH=N-; wherein R17 represents hydrogen or fluorine, p represents 1 or 2 and X 

represents O or S; 

Y represents -CR18=N-OR19 or -E-D; 

D represents a 3 to 12 ring membered monocyclic or bicyclic carbocyclyl or a 3 to 12 ring 

20 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) R1 groups; 

E represents a bond; 

25 

R1 represents hydrogen, halo, cyano, C^alkyl, Ci_6alkoxy, -C(=0)-0- C^alkyl, C^alkenyl, 

hydroxyC^alkyl, haloC-|.6alkyl, hydroxyhaloC^ealkyl, cyanoC^alkyl, Ci-6alkoxyCi.6alkyl 

wherein each C^alkyl may optionally be substituted with one or two hydroxyl groups, -

NR4R5, C^alkyl substituted with -0-C(=0)- C-i_6alkyl, C-i_6alkyl substituted with -NR4R5, -

30 C(=0)-NR4R5, -C(=0)-Ci_6alkyl-NR4R5, C^alkyl substituted with -C(=0)-NR4R5, -S(=0)2-C1. 

6alkyl, -S(=0)2-haloC1^alkyl, -S(=0)2-NR14R15, C^alkyl substituted with -S(=0)2-C1.6alkyl, 

C^alkyl substituted with -S(=0)2-haloCi.6alkyl, C^alkyl substituted with -S(=0)2-NR14R15, 

C^alkyl substituted with -NH-S(=0)2-Ci.6alkyl, C-|.6alkyl substituted with -NH-S(=0)2-haloC1. 

6alkyl, C^alkyl substituted with -NR12-S(=0)2-NR14R15, R6, C^alkyl substituted with R6, -

35 C(=0)-R6, Ci_6alkyl substituted with -C(=0)-R6, hydroxyC^alkyl substituted with R6, Ci_6alkyl 
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6b 

substituted with -Si(CH3)3, C^alkyl substituted with -P(=0)(0H)2 or Ci-6alkyi substituted with 

-P(=0)(0Ci.6alkyl)2; 

10 

15 

20 

25 

30 

R3 represents hydroxyl, C^alkoxy, hydroxyC-i_6alkoxy, C^alkoxy substituted with 

-NR10R11, C^alkyl, C2-6alkenyl, C2.6alkynyl, haloC^ealkyl-^pfefrfy^^stttrted^ith—O-

hyd roxyCi -6a lkyl-€^t+of>a% sutet+tuied-witn ^alkylr-hydFexyGs-

ealtenyl, hydroxyC2^alkynyl, hydroxyhaloC^alkyl, cyanoCi_6alkyl, C^alkyl substituted with 

carboxyl, Chalky! substituted with -C(=0)-C1.6alkyl, C^alkyl substituted with -C(=0)-0-C-i_ 

6alkyl, C^alkyl substituted with C1.6alkoxyC1.6alkyl-0-C(=0)-, C^alkyl substituted with 

6alkoxyC1.6alkyl-C(=0)-, C1.6alkyl substituted with -0-C(=0)-C1^alkyl, C^alkoxyC^ealkyl 

wherein each Chalky! may optionally be substituted with one or two hydroxyl groups or with 

-0-C(=0)-C1_6alkyl, C2.6alkenyl substituted with Ci-6alkoxy, C2.6alkynyl substituted with C^ 

6alkoxy, Chalky! substituted with R9 and optoBatlysekstituted-with—Q-Q{=Q^G,...alky(, C-i. 

6alkyl substituted with -C(=0)-R9, C^alkyl substituted with hydroxyl and R9, C2_6alkenyl 

substituted with R9, C2.6alkynyl substituted with R9, C^alkyl substituted with -NR10R11, C2. 

6alkenyl substituted with -NR10R11, C2.6alkynyl substituted with -NR10R11, C^alkyl substituted 

with hydroxyl and -NR10R11, C^alkyl substituted with one or two halogens and -NR10R11, -Ci_ 

6alkyl-C(R12)=N-0-R12, C-|.6alkyl substituted with -C(=O)-NR10R11, C^alkyl substituted with 

-O-C(=O)-NR10R11, -S(=0)2-C1.6alkyl, -S(=0)2-haloC1.6alkyl, -S(=0)2-NR14R15, C-,. 

6alkyl substituted with -S(=0)2-C1.6alkyl, C^alkyl substituted with -S(=0)2-haloC1.6alkyl, Ci_ 

6alkyl substituted with -S(=0)2-NR14R15, C^alkyl substituted with -NR12-S(=0)2-C1.6alkyl, Ci_ 

6alkyl substituted with -NH-S(=0)2-haloCi.6alkyl, C^alkyl substituted with 

-NR12-S(=0)2-NR14R15, R13, Ci.6alkyl substituted with -P(=0)(0H)2 or Ci_6alkyl substituted 

with -P(=0)(0C1.6alkyl)2; 

R4 and R5 each independently represent hydrogen, C^alkyl, C^alkyl substituted with -

NR14R15, hydroxyCi.6alkyl, haloC-|.6alkyl, hydroxyhaloC^alkyl, C^alkoxyC^alkykvbefefft 

6alkyl, -S(=0)2-haloC^alkyl, -S(=0)2-NR14R15, -C(=0)-NR14R15, -C(=0)-0- C^alkyl, -

C(=0)-R13, C^alkyl substituted with -S(=0)2-Ci.6alkyl, Ci.6alkyl substituted with -S(=0)2-

haloCi_6alkyl, Ci_6alkyl substituted with -S(=0)2-NR14R15, C^alkyl substituted with -NH-

S(=0)2-C1^alkyl, C^alkyl substituted with -NH-S(=0)2-haloC1^alkyl, C^alkyl substituted 

with -NH- S(=0)2-NR14R15, R13 or C^alkyl substituted with R13; 

35 R6 represents C3.8cycloalkyl, C3_8cycloalkenyl, phenyl, 4 to 7-membered monocyclic 

heterocyclyl containing at least one heteroatom selected from N, O or S; said 
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to 7-membered monocyclic heterocyclyl, optionally 

sing substituted by 1T 2T~3r4-©r-£ substituents, 

from eyamr-C^alkyl, Gyaa©G5_<.al^yh 
hydroxy! .-eafbGxy I r hydroxy G; _ 

)2-G4..galky!T-G4..6£ 

jpNR^R^-G^gi; 

sefes#yted-witt-4#l-S(;=^24JR^R^; 

n-muR% 

R7 and R8 each independently represent hydrogen, C^alkyl, hydroxyCi_6alkyl, haloC-|.6alkyl, 

hydroxyhaloC^alkyl or C^alkoxyCvealkyl; 

15 

20 

25 

30 

R9 represents C3_8cycloalkyl, C3-8cycloalkenyl, phenyl, naphthyl, or 3 to 12 membered 

monocyclic or bicyclic heterocyclyl containing at least one heteroatom selected from N, O or 

S, said C3.8cycloalkyl, C3.8cycloalkenyl, 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-i^alkyl, cyano, cyanoC^alkyl, C1.4alkyl-0-C(=0)-, C^alkyl 

substituted with Ci-4alkyl-0-C(=0)-, Ci.4alkyl-C(=0)-, C! _4a I koxy C1.4a I kyl-wherein-each G-.. 

hydroxyhaloCi_4alkyl, -NR14R15, -C(=0)-NR14R15, C-i_4alkyl substituted with -NR14R15, C-(-4alkyl 

substituted with -C(=0)-NR14R15, C^alkoxy, -S(=0)2-C1.4alkyl, -S(=0)2-haloCi.4alkyl, -

S(=0)2-NR14R15, Ci_4alkyl substituted with -S(=0)2-NR14R15, C-i_4alkyl substituted with -NH-

S(=0)2-Ci^alkyl, Ci-4alkyl substituted with -NH-S(=0)2-haloC1.4alkyl, Ci_4alkyl substituted 

with -NH-S(=0)2-NR14R15, R13, -C(=0)-R13, C-,.4alkyl substituted with R13, 

substituted with R44, phenylC , a 5 

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

or when two of the substituents of R9 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; 

35 R10 and R11 each independently represent hydrogen, carboxyl, C^alkyl, cyanoCi.6alkyl, C-|. 

6alkyl substituted with -NR14R15, C^alkyl substituted with -C(=0)-NR14R15, haloC^alkyl, 
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hydroxyC^alkyl, hydroxyhaloC^alkyl, C^alkoxy, C^alkoxyC^e 

may-^ptoftatty-ke-subs&uted-w&v-&R&^4wo-frydroxy! gr&ufas, R6, C1.6alkyl substituted with 

R6, -C(=0)-R6, -C(=0)-C1.6alkyl, -C(=0)-hydroxyC1.6alkyl, -C(=0)-haloC1.6alkyl,-C(=0)-

hydroxyhaloCi-eaikyl, C^alkyl substituted with -Si(CH3)3, -S(=0)2-C1.6alkyl, -S(=0)2-haloCi. 

6alkyl, -S(=0)2-NR14R15, C^alkyl substituted with -S(=0)2-C1_6alkyl, Chalky! substituted with 

-S(=0)2-haloCi.6alkyl, C^alkyl substituted with -S(=0)2-NR14R15, C^alkyl substituted with -

NH-S(=0)2-C1.6alkyl, C^alkyl substituted with -NH-S(=0)2-haloC-|.6alkyl, C^alkyl substituted 

with carboxyl, or Ci_6alkyl substituted with -NH-S(=0)2-NR14R15; 

10 R12 represents hydrogen or Ci^alkyl-epfeRatty-wbstitoted^Mtl^^aJtexy; 

15 

R13 represents C3.8cycloalkyl or a saturated 4 to 6-membered monocyclic heterocyclyl 

containing at least one heteroatom selected from N, O or S, wh&ratn said-G;, 

mof>oeyGfk> tetero€yGM4s^tk>Rally-sutetftutedwith-*;~--0FS substltueRts eaeb 

4kylr hateG i.l>alkyi"=O^Gya< =0)-
Wref-NR^R46; 

20 

R14 and R15 each independently represent hydrogen, or haloC^alkyl, or C1_4alkyl optionally 

substituted with a-^ebsSteeel^eleGled^w^hydroxyl^^alkexyr^miw-eHHeHe-eF^G^ 

.aiky^arTHRo; 

R16 represents hydroxyl, halogen, cyano, Chalky!, C1.4alkoxy, -NR14R'° or-C(=0)NR14R 14D15 J14D15. 

R18 represents hydrogen, alkyl, C3.8 cycloalkyl, Ci_4alkyl substituted with C3_8 cycloalkyl; 

R19 represents hydrogen; alkyl; C3_8 cycloalkyl; C^alkyl substituted with -O-R20; -(CH2)r-

CN; -(CH2)r-CONR20R21; -(CH2)r1-NR20R21; -(CH2)r1-NR20COR21; -(CH2)r1-NR20-(CH2)s-SO2-

R21; -(CH2)r1-NH-SO2-NR20R21; -(CH2)r1-NR20CO2R21; -(CH2)r-SO2NR20R21;-

25 

30 i4a I k y to xyr-Gyaf^o-ef-amjftQ; a 5- or 6-membered aromatic monocyclic heterocycle 

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

35 

hategef^e^alkylT-G^atkytexyr^yam^Mmimi-wtieFejfl^aid-^^g-alkyl-and-C^s-GyGteatt^l! 
•>26 . 
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R20 and R21 independently represent hydrogen, Ci_6 alkyl, Ci_6 alkanol -(Chyn-O-C^alkyl, or 

when attached to a nitrogen atom R20 and R21 can be taken together to form with the 

nitrogen atom to which they are attached a monocyclic saturated 4, 5 or 6-membered ring 

5 

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

10 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 /V-oxide thereof or, a pharmaceutical^ acceptable salt thereof op-a-solvate-there©!. 

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

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

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

for use in therapy. 

20 

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. 

25 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. 

30 
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The iwenfeB-disciosure 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 embedimefftexample, there is provided a compound as defined herein for use in 

therapy, for use as a medicine. In a further effltedlmentexample. 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 mventioR-disclcsure may be useful in alleviating or 

reducing the incidence of cancer. Therefore, in a further exampleembedlmefrt. there is 

provided a compound as defined herein for use in the prophylaxis or treatment, in particular 

the treatment, of cancer. In one examDleembedimeet, the compound as defined herein is for 

use in the prophylaxis or treatment of FGFR-dependent cancer. In one exampleembodtmefrt. 

the compound as defined herein is for use in the prophylaxis or treatment of cancer 

mediated by FGFR kinases. 

Accordingly, the disclosuremventieft 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 (I) as defined herein. 

- A method for the prophylaxis or treatment of a disease state or condition as 

described herein, which method comprises administering to a subject in need thereof 

a compound of the formula (I) 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 (I) as defined 

herein. 

- 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 (I) 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. 

F-GF-R 
The use of a compound of formula (I) 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 (I) as defined herein. 

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

medicament for the prophylaxis or treatment, in particular the treatment, of cancer. 

the activrf-y of FGFRv 

Use of a compound of formula (I) 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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~4te^«e-©f-a-€efflp©«o€l~€sl4l::te4&iTOila~(^'-as-4^ 

me4ieameF*46r4wiBFe^byiaje&^F4Fealimf*©f^aB6eHfi-a-^atiei*^ete6ted4refM 

€fe§R©seel-as4©TOm§i^art-0f-a--setei3©f3ttlatief:H3©©se^ 

F^FR^iRase, 

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 (I) 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 (I) as 

defined herein. 

G€Hi^pofck^-©f4t^formyla4i')-as^f+n©44^ef0iR4«vi^FGFR34ir^se4rWMt4fi§ 

A -me4hod fifophyiaxis-of treatment^f (or-aiieviattf>g or reditcff>g4r>e iR€(def>Ge 

(e#r-P6fm-«4WR^ef^PR3^^^ 

fegolatonefaFGFR-)^nase4fe--§"-FGFR1 or-FGFRgor^GFR^-of FGFR4VaB4-(4) 

In one the disease mediated by FGFR kinases is a oncology related 

disease (e.g. cancer). In one exampleembedimefri. 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 (l-A) or (l-B): 

or 

(I-B) 
including any tautomeric or stereochemically isomeric form thereof, wherein 

each R is independently selected from hydroxyl, halogen, cyano, Ci_4alkyl, C2. 

4alkenyl, C2-4alkynyl, Ci-4alkoxy, hydroxyC^alkyl, hydroxyCi.4alkoxy, haloC^alkyl, 

haloC^alkoxy, hydroxyhaloCi_4alkyl, hydroxyhaloC^alkoxy, Ci_4alkoxyC-|.4alkyl, 

haloC1.4alkoxyC1.4alkyl, Ci,4alkoxyCi.4alkyl wherein each C^alkyl may optionally be 

substituted with one or two hydroxyl groups, hydroxyhaloC^alkoxyC^alkyl, R13, 

4alkyl substituted with R13, C-i_4alkyl substituted with -C(=0)-R13, C^alkoxy 

substituted with R13, C-i-4alkoxy substituted with -C(=0)-R13, -C(=0)-R13, C^alkyl 

substituted with 

-NR7R8, Ci_4alkyl substituted with -C(=0)-NR7R8, C1.4alkoxy substituted with -NR7R8, 

C-i_4alkoxy substituted with -C(=0)-NR7R8, -NR7R8 and -C(=0)-NR7R8; or when two 

R2 groups are attached to adjacent carbon atoms they may be taken together to form 

a radical of formula: 

-0-(C(R17)2)P-0-; 

-X-CH=CH-; or 

-X-CH=N-; wherein R17 represents hydrogen or fluorine, p represents 1 or 

2 and X represents O or S; 

Y represents -CR18=N-OR19 or -E-D; 
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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) R1 groups; 

E represents a bond; 

R1 represents hydrogen, halo, cyano, Chalky!, C^alkoxy, -C(=0)-0- Chalky!, C2. 

4alkenyl, hydroxyC^alkyl, haloC^alkyl, hydroxyhaloCi-6alkyl, cyanoCi.4alkyl, C-i-

6alkoxyCi-6alkyl wherein each Chalky! may optionally be substituted with one or two 

hydroxyl groups, -NR4R5, Chalky! substituted with -0-C(=0)- C^alkyl, Ci_6alkyl 

substituted with -NR4R5, -C(=0)-NR4R5, -C(=0)-C1.6alkyl-NR4R5, C^alkyl 

substituted with -C(=0)-NR4R5, -S(=0)2-C1-6alkyl, -S(=0)2-haloC1.6alkyl, -S(=0)2-

NR14R15, Ci„6alkyl substituted with -S(=0)2-C1.6alkyl, C^alkyl substituted with -

S(=0)2-haloCi-6alkyl, C^alkyl substituted with -S(=0)2-NR14R15, Chalky! substituted 

with -NH-S(=0)2-Ci.6alkyl, C^alkyl substituted with -NH-S(=0)2-haloC1.6alkyl, Ci. 

6alkyl substituted with -NR12-S(=0)2-NR14R15, R6, C^alkyl substituted with R6, -

C(=0)-R6, C^alkyl substituted with -C(=0)-R6, hydroxyC^ealkyl substituted with R6, 

C^alkyl substituted with -Si(CH3)3, Chalky! substituted with -P(=0)(0H)2 or C^alkyl 

substituted with -P(=0)(0Ci-6alkyl)2; 

R3 represents hydroxyl, Ci_6alkoxy, hydroxyC^alkoxy, C^alkoxy substituted with 

-NR10R11, C^alkyl, C2.6alkenyl, C2-6alkynyl, haloCi-ealkyl -optionally-substituted with— 

0-C(~0)' Chalky}, hydroxyC^alkyl optionally substituted with—Q-G(~O)-G4._6a4ky 1, 

hydroxyC2.6alkenyl, hydroxyC2-6alkynyl, hydroxyhaloC^ealkyl, cyanoCi.6alkyl, Ci_6alkyl 

substituted with carboxyl, C^alkyl substituted with -C(=0)-C1.6alkyl, C^alkyl 

substituted with -C(=0)-0-C1.6alkyl, Ci_6alkyl substituted with CvealkoxyC^ealkyl-O-

C(=0)-, Ci_6alkyl substituted with C1.6alkoxyC1.6alkyl-C(=0)-, C^alkyl substituted 

with -0-C(=0)-C1.6alkyl, C^alkoxyC-i-ealkyl wherein each C^alkyl may optionally be 

substituted with one or two hydroxyl groups or with -0-C(=0)-C1.6alkyl, C2.6alkenyl 

substituted with C^alkoxy, C2.6alkynyl substituted with C^alkoxy, C^alkyl 

substituted with R9 and optionally substituted with—0-C(~0)-G^atkyl, C^alkyl 

substituted 
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with -C(=0)-R9, Ci_6alkyl substituted with hydroxyl and R9, C2-6alkenyl substituted 

with R9, C2-6alkynyl substituted with R9, C^alkyl substituted with -NR10R11, C2. 

6alkenyl substituted with 

-NR10R11, C2.6alkynyl substituted with -NR10R11, Ci-6alkyl substituted with hydroxyl 

and 

-NR10R11, Ci_6alkyl substituted with one or two halogens and -NR10R11, -Ci_6alkyl-

C(R12)=N-0-R12, Ci_6alkyl substituted with -C(=O)-NR10R11, C^alkyl substituted with 

-O-C(=O)-NR10R11, -S(=0)2-C1.6alkyl, -S(=0)2-haloC1.6alkyl, -S(=0)2-NR14R15, C,. 

6alkyl substituted with -S(=0)2-C1-6alkyl, Chalky! substituted with -S(=0)2-haloC1. 

6alkyl, C^alkyl substituted with -S(=0)2-NR14R15, C^alkyl substituted with -NR12-

S(=0)2-Ci-6alkyl, Ci_6alkyl substituted with -NH-S(=0)2-haloC1.6alkyl, Ci_6alkyl 

substituted with 

-NR12-S(=0)2-NR14R15, R13, C^alkyl substituted with -P(=0)(0H)2 or C-|.6alkyl 

substituted with -P(=0)(0C1.6alkyl)2; 

R4 and R5 each independently represent hydrogen, C^alkyl, C^alkyl substituted 

with -NR14R15, hydroxyC^alkyl, haloCi.6alkyl, hydroxyhaloC^alkyl, C^ealkoxyC^ 

groups, -S(=0)2-Ci_6alkyl, -S(=0)2-haloC1.6alkyl, -S(=0)2-NR14R15, -C(=0)-NR14R15, 

-C(=0)-0- C^alkyl, -C(=0)-R13, Ci_6alkyl substituted with -S(=0)2-Ci-6alkyl, C^alkyl 

substituted with -S(=0)2-haloC1.6alkyl, Ci_6alkyl substituted with -S(=0)2-NR14R15, Ci. 

6alkyl substituted with -NH-S(=0)2-Ci.6alkyl, C^alkyl substituted with -NH-S(=0)2-

haloC^ealkyl, C^alkyl substituted with -NH- S(=0)2-NR14R15, R13 or C^alkyl 

substituted with R13; 

R6 represents C3.8cycloalkyl, C3.8cycloalkenyl, phenyl, 4 to 7-membered monocyclic 

heterocyclyl containing at least one heteroatom selected from N, O or S; said G^_ 

to 7-membered monocyclic heterocyclyl, 

optionally and eash independently-being substituted by 1, 2, 3, 4 or-5 substituents, 

•may optionally be substituted-with one or two hydroxyl 

from cyano," C!^aIky 1-,-GyanoG^aJkyl, 

Sf=0).2-
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•4-salkyl or Chalky! subs#ferte4-wtfc—NH'-S(~0)8-MR44R4§; 

R7 and R8 each independently represent hydrogen, C^alkyl, hydroxyC^aikyl, 

haloCi_6alkyl, hydroxyhaloC^ealkyl or Ci-ealkoxyC^alkyl; 

R9 represents C3.8cycloalkyl, C3.8cycloalkenyl, phenyl, naphthyl, or 3 to 12 membered 

monocyclic or bicyclic heterocyclyl containing at least one heteroatom selected from 

N, O or S, said C3.8cycloalkyl, C3_8cycloalkenyl, 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^alkyl, C1.4alkyl-0-C(=0)-, C^alkyl substituted with C^alkyl-O-

C(=0)-, C1.4a!kyl-C(=0)-, C^alkoxyC^alkyl wherein each 

4alkyl, -NR14R15, -C(=0)-NR14R15, C^lkyl substituted with -NR14R15, C^alkyl 

substituted with -C(=0)-NR14R15, Ci_4alkoxy, -S(=0)2-C1.4alkyl, -S(=0)2-haloC1.4alkyl, 

-S(=0)2-NR14R15, C-|.4alkyl substituted with -S(=0)2-NR14R15, C^alkyl substituted 

with -NH-S(=0)2-C1.4alkyl, C^alkyl substituted with -NH-S(=0)2-haloC-i_4alkyl, 

4alkyl substituted with -NH-S(=0)2-NR14R15, R13, -C(=0)-R13, C^alkyl substituted 

optienatiy substituted with-R44, a 5 or 6-membered aromatic monocyclic heterocyclyl 

containing at least one heteroatom selected from N, O or S wherein said heterocyclyl 

is optionally^testitoted-vvft-h-R'6; 

or when two of the substituents of R9 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; 

R10 and R11 each independently represent hydrogen, carboxyl, C-|.6alkyl, cyanoC-i. 

6alkyl, C^alkyl substituted with -NR14R15, Chalky! substituted with -C(=0)-NR14R15, 

haloCi_6alkyl, hydroxyC^alkyl, hydroxyhaloC^alkyl, C^alkoxy, C^alkoxyC^alkyl 

wherein each C^alkyl may optionally be substituted with one or two hydroxyl groups, 

R6, C^alkyl substituted with R6, -C(=0)-R6, -C(=0)-C1.6alkyl, -C(=0)-hydroxyC1. 

6alkyl, -C(=0)-haloC1.6alkyl,-C(=0)-hydroxyhaloCi.6alkyl, Chalky! substituted with -

Si(CH3)3, -S(=0)2-C1-6alkyl, -S(=0)2-haloC1.6alkyl, -S(=0)2-NR14R15, C^alkyl 

substituted with -S(=0)2-Ci.6alkyl, C^alkyl substituted with -S(=0)2-haloC1.6alkyl, Ci_ 

6alkyl substituted 

, halogen, haloC^alkyl, hydroxyhaloC!. 
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with -S(=0)2-NR14R15, Chalky! substituted with -NH-S(=0)2-C1.6alkyl, C^alkyl 

substituted with -NH-S(=0)2-haloC1.6alkyl, C-^alkyl substituted with carboxyl, or Ci_ 

6alkyl substituted with -NH-S(=0)2-NR14R15; 

R12 represents hydrogen or C^alkyl optionally substituted with G^alkoxy; 

R represents C3.8cycloalkyl or a saturated 4 to 6-membered monocyclic heterocyclyl 

containing at least one heteroatom selected from N, O or S, wherein said-Gg_ 

gcycloalkyl or monocyclic heterocyclyl is optionally substituted with 1, 2 or 3 

substituents each independently selected from halogen, hydroxyl, 

6alkyl, =0, cyano, -C(=Q)-Ci^alkyl, 

R14 and R15 each independently represent hydrogen, or haloCi.4alkyl, or C^alkyl 

optionally substituted with 

R16 represents hydroxyl, halogen, cyano, Ci_4alkyl, C^alkoxy, -NR14R1& or-14r->15 

14D15. C(=0)NR R 

R18 represents hydrogen, Ci.6 alkyl, C3.8 cycloalkyl, C-|.4alkyl substituted with C3.8 

cycloalkyl; 

R19 represents hydrogen; alkyl; C3-8 cycloalkyl; Ci_6alkyl substituted with -O-R20; -

(CH2)r-CN; -(CH2)r-CONR20R21; -(CH2)r1-NR20R21; -(CH2)r1-NR20COR21; -(CH2)r1-NR20-

(CH2)S-S02-R21; -(CH2)r1-NH-SO2-NR20R21; -(CH2)r1-NR20CO2R21; -(CH2)r-

SO2NR20R21; phenyl optionally substituted witl^, 2 , 3, 4 or 5 substituents each 

independently selected from halogen, C^alkyl, C^alkyloxy, cyano or amino; a 5- or 

6-membered aromatic monocyclic heterocycle containing at least one heteroatom 

selected from N, O or S;, said heterocycle being optionally substituted with 1, 2 , 3 or 

4 substituents each-independently selected from halogen, C^alkyVG^alkyloxyr 

substituted by one or more R36 groups 

R20 and R21 independently represent hydrogen, alkyl, alkanol -(CH2)n-0-Ci. 

6alkyl, or when attached to a nitrogen atom R20 and R21 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-

membered ring which optionally contains a further heteroatom selected from O, S or 

N; 

JR^-aftd •Ra4fsdepeftdefttly--fepfesent hydrog-etv^i-e-a^kyl, er-h-ydfexyG^alky^ >23 

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 A/-oxide thereof, or a pharmaceutically acceptable salt thereof-ef-a-s&tvate-thefeef. 

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

formula (l-A). 

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

formula (l-B). 

4. A compound according to any one of the preceding claims wherein Y represents -
CR18=N-OR19. 

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 R2 is 

independently selected from hydroxyl, halogen, cyano, C1_4alkyl, C2-4alkenyl, C^ 

4alkoxy, hydroxyC1_4alkyl, hydroxyCi_4alkoxy, haloC1-4alkoxy, C-MalkoxyC^alkyl, R13, 
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or 

(I-C) 

(I-D) 

including any tautomeric or stereochemically isomeric form thereof; 

wherein n, R2 and R3 are as defined in any of the preceding claims; 

a /V-oxide thereof orT a pharmaceutically acceptable salt thereof-of a soivaie-thef-eo?. 

14. A compound according to claim 13, wherein R2 represents C1.4alkoxy (for 

example CH30-) or halogen (for example fluoro) or hydroxyl; R3 represents C1.4alkyl 

(e.g. -CH2- or-CH2-CH2-CH2-) substituted with R9(e.g. wherein R9 represents an 

optionally substituted aromatic 5 membered monocyclic heterocyclyl, for example 

unsubstituted imidazolyl (e.g. imidazol-2-yl), or unsubstituted triazolyl (e.g.triazol-3-yl) 

or R9 represents an optionally substituted saturated 5 membered monocyclic 

heterocyclyl, for example 2-pyrrolidinonyl (e.g. 2-pyrrolidinon-5-yl or 2-pyrrolidinon-1-

yl) or 2-oxazolidinonyl (e.g. 2-oxazolidinon-5-yl)) or R3 represents C1_4alkyl (e.g. -

CH2CH2-) substituted with -NR10R11 wherein one of R10 and R11 represents hydrogen 

and the other represents Chalky!, for example -CH3 or -CH(CH3)2 (e.g. R3 

represents -CH2CH2NHCH3 or-CH2CH2NHCH(CH3)2), or-C(=0)-C1.6alkyl, for 

example -C(=0)-CH3 (e.g. R3 represents -CH2CH2NH-C(=0)-CH3), or R6 (e.g. 

wherein R6 represents an optionally substituted 4 membered saturated heterocycle 

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

15. A compound according to claim 1 wherein the compound is 
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O N = 

— O F v ^ N 

N —"" " a A/-oxide thereof orT a pharmaceutically acceptable 

salt thereof-of-a-setva^e-tnefeol. 

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

O N-

— O 

a A/-oxide thereof or-, a pharmaceutically acceptable 

salt 

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

a A/-oxide thereof or, a pharmaceutically acceptable salt thereof-eF-arsetvate-thefeef. 

18. A compound according to any one of claims 1 to 17 or a pharmaceutically 

acceptable salt ©f solvate-thereof. 

19. A pharmaceutical composition comprising a compound of formula (l-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 

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


