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ANTICANCER PYRIDOPYRAZINES VIA THE INHIBITION OF FGFR KINASES 

5 FIELD OF THE INVENTION 
The invention relates to new pyridopyrazine derivative compounds, to pharmaceutical 

compositions comprising said compounds, to processes for the preparation of said 

compounds and to the use of said compounds in the treatment of diseases, e.g. cancer. 

10 SUMMARY 
The present According to a first aspest-e£4he-disclosure there is provided provides for 

compounds of formula (I): 

including any tautomeric or stereochemically isomeric form thereof, wherein 

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

20 4alkynyl, C^alkoxy, hydroxy^ _4alkyl, hydroxyC^alkoxy, haloC1.4alkyl, haloCi-4alkoxy, 

hydroxyhaloC-|.4alkyl, hydroxyhaloC^alkoxy, Ci.4alkoxyCi.4alkyl, haloC-MalkoxyC^alkyl, C-|. 

4alkoxyCi-4alkyl wherein each C^alkyl may optionally be substituted with one or two 

hydroxyl groups, hydroxyhaloC^alkoxyCi^alkyl, R13, Ci_4alkyl substituted with R13, Ci_4alkyl 

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

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

-NR7R8, C^^lkyl substituted with -C(=0)-NR7R8, Ci_4alkoxy substituted with -NR7R8, Ci. 

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: 
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selected from halogen, C^alkyl, Ci-4alkyloxy, cyano or amino; a 5- or6-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, Ci_4alkyl, C^alkyloxy, cyano or amino; wherein said alkyl and 

5 C3-8 cycloalkyl, may be optionally substituted by one or more R20 groups 

R20 and R21 independently represent hydrogen, Ci„6 alkyl, alkanol -(CH2)n-0-C1.6alkyl, 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 

10 which optionally contains a further heteroatom selected from O, S or N; 

R22 and R23 independently represent hydrogen, alkyl, or hydroxyC^alkyl; 

m independently represents an integer equal to 0, 1 or 2; 

15 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 /V-oxides thereof, the pharmaceutical^ acceptable salts thereof or the solvates thereof. 

20 

According to a first aspect of the disclosure there is provided a compound of formula (l-A) or 

(izBll 

including any tautomeric or stereochemically isomeric form thereof, wherein 
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each R2 is independently selected from hydroxyl, halogen, cyano. Ci.,;alkvl, C?..«.alkenvL C?_ 

aalkvnvl. Ci^alkoxy. hydroxyCi^alkvi, hydroxvCi^alkoxy, haloCi.^alkvl. haloC ^alkoxy. 

hydroxyhaloCi-Aalkyl. hydroxyhaloCi-iatkoxv, Ci^alkoxyCi^alkyl, haloCi^alkoxyCi-^alkvl. C<._ 

4alkoxvCi.4alkyl wherein each Ci..ialkvl may optionally be substituted with one or two 

5 hydroxyl groups. hvdroxvhaloC^alkoxvCi^alkvl. R13, C-^aikyl substituted with R13, Chalky! 

substituted with -C(=Q)-R13, Ci^alkoxy substituted with R13. C^alkoxy substituted with -

Cf=Q)-R13, -C(=Q)-R13. Ci..taikyl substituted with 

-NR7R8, Ci:4alkyl substituted with -C(=Q)-NR7R8, C-.^alkoxy substituted with -NR7R8, Ci. 

4alkoxv substituted with -C(=Q)-NR/R8, -NR7R8 and -C(=Q)-NR7R8; or when two R2 groups 

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

formula: 

-0-(C(R17V>)n-0-: 

-X-CH=CH-: or 

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

15 represents O or S; 

Y represents -CR18=N-QR19 or -E-D; 

D represents a 3 to 12 ring membered monocyclic or bicvclic carbocvclyl or a 3 to 12 ring 

20 membered monocyclic or bicvclic heterocvclvl containing at least one heteroatom selected 

from N. O or S, wherein said carbocvclyl and heterocvclvl 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, Ci.,-,alkyl. Ci^alkoxy, -C(=Q)-Q- Chalky!. C?_,ialkenvl, 

hydroxyCi-galkvl. haloCifialkvl. hydroxyhaloC-uRalkvl. cvanoC-i^alkyl, Ci-fialkoxyCi-salkvl 

wherein each Ci.Kalkvl may optionally be substituted with one or two hydroxyl groups. -

NR4R5, Chalky! substituted with ~Q-C(=Q)~ Ci^alkvl, Ci^alkyl substituted with -NR4R5, -

30 C(=0)-NR4R5. -C(=Q)-Ci„alkvl-NR4Rr'. Chalky! substituted with -Cf=Q)-NR4R5, -S(=Q)?-Ci, 

,-alkyl. -S(=0)"-haloC;.Kalkvl. -S(=0)?-NR14R15. Ci^alkyl substituted with -S(=Q)y-Ci.fialkyl, 

Ci,Ralkyl substituted with -S(=0)?-haloCi.Ralkvl, Chalky! substituted with -S(=0)g~NR14R15, 

Ci r.alkyl substituted with -NH-S(=Q) .-Ci-„alkvl, C1:Ralkyl substituted with -NH-S(=Q)9-haloCr-

,alkvl. Ci.fialkyl substituted with -NR12-S(=Q)9-NR14R15. R6. Chalky! substituted with R6. -

35 C(=Q)-R6, C-.(;alkvl substituted with -C(=Q)-R6. hydroxyCi-fialkyl substituted with R6. C^alkvl 
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substituted with -SKCHsk Cu,alkvl substituted with -P(=Q)fOH)? or C..fialkvl substituted with 
-P(=Q)(QCi.ftalkvlk 

R3 represents hydroxyl, C^alkoxv, hvdroxyC-.-salkoxv, Ci,galkoxy substituted with 

5 -NR10R11, Ci.fialkvl, C^galkenyl, C?.galkvnvl, haloCi., alkyl optionally substituted with -O-

C(=0)-Ci-fialkyl, hydroxvCi f.alkvl optionally substituted with -Q-C(=Q)-Ci.galkyl, hydroxyCv 

r.alkenvi, hvdroxvC? },alkynyl, hvdroxvhaloCi.,.alkvl. cyanoC1:galkyl, Ci.,-,alkyl substituted with 

carboxyl. C-.^alkvl substituted with -C(=0)-Ci-fialkyl, Chalky! substituted with -C(=0)-Q-Ci_ 

galkyl. Ci.fialkvl substituted with Ci.galkoxvC;.palkvl-0-C(=C»-. Ci.salkvl substituted with Ci. 

10 galkoxvCi.galkvl-C(=0)-, Ci.galkvl substituted with -Q-Cf=Q)-Ci-galkyi, Ci-galkoxvCi^alkvl 

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

-Q-C(=0)-Ci-,-ialkvl, C?_palkenvl substituted with Ci-r,alkoxv. C-^alkynvl substituted with Ci. 

galkoxv. Ci-fialkvl substituted with R9 and optionally substituted with -Q-C(=0)-Ci..galkyl, C-. 

galkyl substituted with -C(=Q)-R9, C;.,alkyl substituted with hydroxyl and R9, Cg-galkenyl 

15 substituted with R9, C^alkynvl substituted with R9, Ci-galkyl substituted with -NR10R11, C?. 

;-alkenyl substituted with -NR10R11, Cg^alkynyl substituted with -NR10R11, Chalky! substituted 

with hydroxyl and -NR10R11, Chalky! substituted with one or two halogens and ~NR10R11, -Ci. 

• galkyl-C(R12)=N~Q-R12, Ci.fialkyl substituted with -Cf=O)-NR10R11, C-.^alkvl substituted with 

-O-C(=Q)-NR10R11. -S(=Q)?-Ci-fialkvl, -S(=OkhaloCi.«alkvl. -S(=Qk-NR14R15. C,. 

20 galkyl substituted with -S(=Q)?-Ci.galkvl. Ci-galkyl substituted with -S(=0)-.-haloC^alkyl. Ci. 

fialkyl substituted with -S(=0)9~NR14R15, Chalky! substituted with -NR'2-S(=OkCi-galkvl. Ci.. 

•alkvl substituted with -NH-S(=Qk-haloCi-galkyl. C-.^alkyl substituted with 

-NR12-S( =0)?-NR14R1;, Ru. Ci-galkyl substituted with -P(=Q)fQH)9 or Chalky! substituted 

with -P(=0)(QCi-fialkylk 

25 
R4 and R5 each independently represent hydrogen. Chalky!, Ci-galkyl substituted with -

NR1''R15, hv<jroxyCi-Ralkvl. haloC-.;,alkvl. hvdroxvhaloCi Palkyl, Ci-r.alkoxvC;.f,alkvl wherein 

each Ci-galkyl may optionally be substituted with one or two hydroxyl groups. -S(=Q)?-Ci. 

galkyl. -Sf=QkhaloCi-galkvl. -Sf=QkNR14R15. -Cf=OVNR14R'5. -C(=0)-0- Chalky!. -

30 C(=Q)-R13, Ci-galkyl substituted with -S(=0)g-Ci-galkyl. Ci-galkyl substituted with -Sf=Qk-

haloCi-galkyl, Ci-galkyl substituted with -S(=0)?-NR14R15, Ci .galkyl substituted with -NH-

S(=OkCi:galkyl, Ci-galkyl substituted with -NH-S(=0)-.-haloCi.galkvl, Ci-galkyl substituted 

with -NH- S(=0)—NR14R15. R13 or Ci-galkyl substituted with R13; 

35 R6 represents C-^cycloalkyl, C-^cycloalkenvl. phenyl, 4 to 7-membered monocyclic 

heterocvclvl containing at least one heteroatom selected from N, O or S; said C^cycloalkyl, 
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C^scvcloalkenyl, phenyl. 4 to 7-membered monocyclic heterocvclvl. optionally and each 

independently being substituted by 1. 2. 3. 4 or 5 substituents. 

each substituent independently being selected from cyano. Ci:galkyl, cyanoCi-galkyl, 

hydroxyl. carboxvl. hvdroxyCi^.alkvl. halogen. haloC-.-r,alkvl. hydroxyhaloC-i-Ralkyl. Ci-*alkoxv. 

5 C1-fiaIkoxvCi-fialkvl, C1_Ralkvl-0-C(=0)-. -NR14R15. -C(=0)-NR14R15. Chalky! substituted with -

NR14R15. CI-fialkvl substituted with -C(=Q)-NR14R15, -St'=Q)?-C,,,alkvl. -S(=Q)--haioC,,alkvl. 

-S('=0)-,-NR'4R15. Ci-fialkyl substituted with -S(=0)9-Ci-fialkvl, Ci:galkvl substituted with -

S(=0)-;-haloCi-^alkvl. Ci-Ralkyl substituted with -S(=Q)?-NR14R15, Chalky! substituted with -

NH-S(=0)?-Ci-fialkvl, Ci-fialkyl substituted with -NH-S(=0):-haloC--fialkvl or Chalky! 

10 substituted with -NH-Sf=Q)-»-NR14R15; 

R7 and R8 each independently represent hydrogen. Chalky!, hvdroxyCi-fialkyl. haloCi.f;alkvl, 

hydroxyhaloCi-galkvl or Ci-galkoxvCi.fialkvl; 

15 R9 represents Ciscvcloalkvl. c^-gcvcloalkenyl, phenyl, naphthvl. or 3 to 12 membered 

monocyclic or bicvclic heterocvclvl containing at least one heteroatom selected from N. O or 

S. said Ckscvcloalkyl, Cg-acvcloalkenvl. phenyl, naphthvl, or 3 to 12 membered monocyclic 

or bicvclic heterocvclvl each optionally and each independently being substituted wit . . 3, 

4 or 5 substituents. each substituent independently being selected from =0. C^alkvl, 

20 hydroxyl. carboxvl, hydroxyC-uialkvl. cvano. cvanoCi^alkyl, Cir4alkvl-0-C(=0)-, Chalky! 

substituted with Ci^alkvl-0-C(=0V. Ci-,>alkvl-C(=Qk C^alkoxvCi^.alkvl wherein each C1: 

j.alkvl may optionally be substituted with one or two hydroxyl groups, halogen, haloCi-jalkyl, 

hvdroxvhaloCi-,alkvl. -NR14R15, -Cf=Q)-NR14R15. C,..alkvl substituted with -NR14R15. C^alkvl 

substituted with -Cf=OVNR14R':'. C-.^alkoxv -S(=0)?-Ci,/,alkvl. -S(=0)?-haloCi-4alkyl, -

25 S(=OVNR14R15. C-,alkvl substituted with -S(=QW-NR14R15. Chalky] substituted with -NH-

S(=0)rC1-4alkvl, Ci-^alkvl substituted with -NH-S(=Q)?-haloCi_4alkyi, Ci-galkyl substituted 

with-NH-S(=OY?-NR14R15. R1'. -C(=Q)-R13, Chalky! substituted with R13, phenyl optionally 

substituted with R16. phenvlC-.«alkvl wherein the phenyl is optionally substituted with R16. a 5 

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

30 selected from N. O or S wherein said heterocvclvl is optionally substituted with R16; 

or when two of the substituents of R9 are attached to the same atom, thev may be taken 

together to form a 4 to 7-membered saturated monocyclic heterocvclvl containing at least 

one heteroatom selected from N. Q or S; 

35 R10 and R11 each independently represent hydrogen, carboxvl. Chalky!. cvanoCi.salkvl. Ci. 

galkyl substituted with -NR14R15, Chalky! substituted with -C(=Q)-NR14R15, haloC-.^alkyl. 
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hvdroxvCi-fialkyl, hvdroxvhaloCi.,;alkvl. Ci-fialkoxv. C^alkoxvCualkvl wherein each Cualkvl 

may optionally be substituted with one or two hydroxy! groups. R6, Ci-Ralkyl substituted with 

R6. -Cf=Q)-R6, -C(=OVCi ,:alkvl. -C(=0)-hvdroxyCi.fi3lkvl. -C(=0)-haloCi-Ralkvl,-C(=0)-

hydroxyhaloCi-palkvl, Ci.,-,alkvl substituted with -SifChkk -S(=OkCi.,-alkvl. -S(=0)7-haloCi-

5 fialkyl, -S(=0)?-NR14R15, Ci-galkyl substituted with -S(=Q)-:-Ci-,-,alkvl. Ci-fialkyl substituted with 

-S(=Q)--haloCi„alkyl. Chalky! substituted with ~-Sf=QkNR14R15, Ci-galkyl substituted with -

NH-S(=Q)?-Ci:fialkyl. Ci-galkyl substituted with -NH-S(=Q)9-haloCi.fialkvl, Ci.galkyi substituted 

with carboxvl. or Chalky! substituted with -NH-S(=Q)7-NR14R15; 

10 R12 represents hydrogen or Ci^alkyl optionally substituted with Ci.,ialkoxv; 

R13 represents Ca-acycloalkyl or a saturated 4 to 6-membered monocyclic heterocvclvl 

containing at least one heteroatom selected from N, O or S, wherein said C-..scvcloalkvl or 

monocyclic heterocvclvl is optionally substituted with 1. 2 or 3 substituents each 

15 independently selected from halogen, hydroxyl. Ci.fialkvl, haloCi-galkyl, =0. cyano, -C(=Q1-

Ci-fialkyl, Ci-salkoxy. or -NR14R15; 

R14 and R15 each independently represent hydrogen, or haloCi..-,alkvl. or Chalky! optionally 

substituted with a substituent selected from hydroxyl. Ci^alkoxv, amino or mono-or di(Ci. 

20 galkvOamino; 

R16 represents hydroxyl. halogen, cyano, C^alkyl, Ci^alkoxy, -NR14R15 or-C(=Q)NR14R15; 

R18 represents hydrogen. Ci_fi alkvl. Cv« cycloalkvl. Ci ...alkvl substituted with C?._p. cvcloalkyl: 

25 
R19 represents hydrogen; Ci.fi alkvl; C<m cvcloalkyl; Ci_Balkvl substituted with -O-R20; -(CHA-

CN: -(CH- ).-CONR20R21 ; -(CH,k~NR20R21; -(CH?)ri-NR20COR21: -(CH>k-NR20-(CH,kSO-;-

R21; -(CH9)ri-NH-SO?-NR20R21; -(CH?k-NR20CO,R21 ; -{CH,kSO,NR20R21; phenyl optionally 

substituted with 1. 2 . 3. 4 or 5 substituents each independently selected from halogen. Ci. 

30 ^alkyl, Ci^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. Chalky!, Ci .-.alkyloxv. cyano or amino; wherein said C1:R alkvl and C^-R cvcloalkyl. 

may be optionally substituted by one or more R20 groups 

35 
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R20 and R21 independently represent hydrogen. C-u alkvl. Ci.fi alkanoi -(CH?)n-0-Ci-Ralkyl, 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 

which optionally contains a further heteroatom selected from O. S or N; 

R and R23 independently represent hydrogen, Ci.fi alkvl, or hydroxyCi-galkyl: 

m independently represents an integer equal to 0. 1 or 2; 

n independently represents an integer egual to 0. 1. 2. 3 or 4; 

10 s independently represents an integer egual to 0. t. 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, a pharmaceutical^ acceptable salt thereof or a solvate thereof. 

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 thefe-is-pfevided use of-a 'Compound-as-defmed 

30 state or condition mediated by a FGFR kinase 

According to a seventh 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. 

35 
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According to a« eighth-seventh aspect of the disclosure there is provided a compound as 

defined above for use in the treatment of cancer wherein said compound is used in 

combination with one or more anticancer agents. 

5 According to an mate-eighth aspect of the disclosure there is provided a compound as 

defined above for use in the treatment of cancer wherein said compound is used in 

combination with one or more anticancer agents and wherein the one or more anticancer 

agents comprises a kinase inhibitor. 

10 According to a feflfe-ninth aspect of the disclosure there is provided a product containing as 

first active ingredient a compound as defined above and as further active ingredient one or 

more anticancer agents, as a combined preparation for simultaneous, separate or sequential 

use in the treatment of patients suffering from cancer. 

15 W01999/17759, W02006/092430, W02008/003702, W001/68047, W02005/007099, 

W02004/098494, W02009/141386, WO 2004/030635, WO 2008/141065, WO 

2011/026579, WO 2011/028947, WO 00/42026, W02008/138878, W02004/104003, 

W02004/104002, W02007/079999, W02007/054556, W02010/084152, US2005/0272736, 

US2005/0272728, US2007/0123494, W02011/135376 which each disclose a series of 

20 heterocyclyl derivatives. 

DETAILED DESCRIPTION OF THE INVENTION 

Unless the context indicates otherwise, references to formula (I) in all sections of this 

document (including the uses, methods and other aspects of the invention) include 
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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; 

5 
E represents a bond, -(CRK'R^)«-,-G;M3Ikenediy! optionally substituted with Rai-G;.. 

4alkyf^iyl-optioBa%-&bt&s&uted-wite^ CQ (CR^R^-HGR^R25^ CO , NR22-
(GR^R^-r^GR^R^s-MR22-, -0-(CR^R3a)s-r-(GR2SRa3)£-Q-r-S(0)m-(€R32R^6-r-
(GR22R23)s-S(0)m-HGR22R23)s-G044R22-(GR22R2"3)s-^F-(GRS2R%-NR22-G©-

10 (GR^R23)^; 

R1 represents hydrogen, halo, cyano, Ci.6alkyl, C^alkoxy, -C(=0)-0- C^alkyl, C2. 

4alkenyl, hydroxyC^alkyl, haloCi-6alkyl, hydroxyhaloC^ealkyl, cyanoCi_4alkyl, C-i. 

ealkoxyCi-ealkyl wherein each Ci_6alkyl may optionally be substituted with one or two 

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

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, C,. 

©alkyl substituted with -S(=0)2-Ci^alkyl, 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-

20 ealkyi, C^alkyl substituted with -NH-S(=0)2-haloC-|.6alkyl, Ci_6alkyl substituted with -

NR12-S(=0)2-NR14R15, R6, C-i_6alkyl substituted with R6, -C(=0)-R6, C^alkyl substituted 

with -C(=0)-R6, hydroxyC-i-ealkyl substituted with R6, C-|.6alkyl substituted with -

Si(CH3)3, Ci_6alkyl substituted with -P(=0)(C)H)2 or C^alkyl substituted with -

P(=0)(OC1.6alkyl)2; 

25 
R3 represents hydroxyl, Ci.6alkoxy, hydroxyC^alkoxy, C^alkoxy substituted with 

-NR10R11, Ci_6alkyl, C2.6alkenyl, C2.6alkynyl, haloC-i^alkyl optionally substituted with -O-

C(=0)-Ci.6alkyl, hydroxyCi_6alkyl optionally substituted with -0-C(=0)-Ci.6alkyl, 

hydroxyC2-6alkenyl, hydroxyC2^alkynyl, hydroxyhaloC^ealkyl, cyanoC^ealkyl, C^alkyl 

30 substituted with carboxyl, C1_6alkyl substituted with -C(=0)-C1.6alkyl, Chalky! 

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

C(=0)-, Ci_6alkyl substituted with Ci_6alkoxyCi-6alkyl-C(=0)-, C^alkyl substituted with 

-0-C(=0)-C-i-6alkyl, C-i.6alkoxyC-|.6alkyl wherein each Ci-6alkyl may optionally be 

substituted with one or two hydroxyl groups or with -0-C(=0)-C1.6alkyl, C2_6alkenyl 

35 substituted with Ci^alkoxy, C2.6alkynyl substituted with C^alkoxy, C^alkyl substituted 
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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; 

5 R22 and R23 independently represent hydrogen, Ci_6 alkyl, or hydroxyCi-6alkyl; 

m independently represents an integer equal to 0, 1 or 2; 

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; 

10 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, a pharmaceutical^ acceptable salt thereof or a solvate thereof. 

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

15 (l-A). 

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

(l-B). 

20 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. 

25 
CO (CR^Vv-fGR^R^ CO , NR^HGR^R^S-T—(GR^R^-NR^V-(GR^R^ V2-2D23\ •>22 522D^\ 3^2 

CQ-NR^-fGR^R^s—&f—fGR'aR^)6-MR'^ CO (CR^R^ 522D2S' •22D23\ :>22 ,22r>23% 

30 
S6. A compound according to any one of claims 5-to ̂ claim 5 wherein D is optionally 

substituted pyrazolyl. 

35 
97. A compound according to any one of the preceding claims wherein R2 is 

independently selected from hydroxyl, halogen, cyano, C1.4alkyl, C2-4alkenyl, C-i. 

4alkoxy, hydroxyC-|.4alkyl, hydroxyC-|.4alkoxy, haloC-i_4alkoxy, C1.4alkoxyC1-4alkyl, R13, 
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C^alkoxy substituted with R13, -C(=0)-R13, C^alkyl substituted with NR7R8, 

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

408. A compound according to claim & Twherein R2 represents Ci^alkoxy or halogen. 

5 
449. A compound according to any one of the preceding claims wherein R3 represents 

Ci-6alkyl, hydroxyCi_6alkyl, hydroxyhaloC^alkyl, haloC^alkyl, C^alkyl substituted 

with —C(=0)-Ci_6alkyl, C^alkoxyCi-ealkyl wherein each Ci_6alkyl may optionally be 

substituted with one or two hydroxyl groups, Chalky! substituted with R9, Chalky! 

10 substituted with 

-NR10R11, C-|.6alkyl substituted with hydroxyl and -NR10R11, C-i^alkyl substituted with 

one or two halogens and -NR10R11, Ci_6alkyl substituted with -C(=0)-0-Ci-6alkyl, C^ 

6alkyl substituted with -O-C(=O)-NR10R11, C^alkyl substituted with carboxyl, C^alkyl 

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

15 NR14R15, Ci_6alkyl substituted with hydroxyl and R9, -C-i„6alkyl-C(R12)=N-0-R12, C^ 

6alkyl substituted with -C(=O)-NR10R11, Chalky! substituted with -C(=0)-R9, C2-

6alkynyl substituted with R9, hydroxyC^alkoxy, C2.6alkenyl, C2.6alkynyl or R13. 

4-210. A compound according claim 1 wherein n represents an integer equal to 2, 3 or 4; 

20 and each R2 represents Ci_4alkoxy, for example CH30-, or halogen, for example 

fluoro; R3 represents hydroxyC^alkyl, hydroxyhaloC^alkyl, C^alkyl substituted with 

R9, C^alkyl substituted with -NR10R11, C^alkoxyC^alkyl wherein each C^alkyl may 

optionally be substituted with one or two hydroxyl groups or with -0-C(=0)-C-|.6alkyl, 

C2.6alkynyl substituted with R9, C2_6alkynyl; Y represents -E-D wherein E represents a 

25 bond and D represents pyrazolyl substituted with Chalky!; R10 and R11 represent 

hydrogen or Chalky!; R9 represents an optionally substituted 5 membered aromatic 

heterocycle, such as for example imidazolyl, or an optionally substituted 6 membered 

aromatic heterocycle, such as for example pyridyl, pyrimidinyl or pyrazinyl. 

30 4311. A compound according to claim 1 wherein n represents an integer equal to 2, 3 or 

4; and each R2 represents Ci-4alkoxy, for example CH30-, halogen, for example fluoro 

or chloro, hydroxyl, C^alkyl, for example methyl, or -C(=0)-NR7R8, for example -

C(=0)-NH-CH3; R3 represents Ci^alkyl, for example methyl or ethyl, hydroxyC^alkyl, 

hydroxyhaloC-i-ealkyl, cyanoC^ealkyl, C^alkyl substituted with carboxyl, Ci_6alkyl 

35 substituted with -C(=0)-0-C1^alkyl, C^alkyl substituted with R9, C-|.6alkyl substituted 
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with -C(=0)-R9, Ci-6alkyl substituted with hydroxyl and R9, C^alkyl substituted with -

NR10R11, Chalky! substituted with -C(=O)-NR10R11, C^alkyl substituted with -S(=0)2-

C^ealkyl, C^alkoxyC^ealkyl wherein each C^alkyl may optionally be substituted with 

one or two hydroxyl groups or with -0-C(=0)-C1.6alkyl, C2.6alkynyl substituted with R9, 

5 C2.6alkynyl; Y represents -E-D wherein E represents a bond and D represents an 

optionally substituted monocyclic 6 membered carbocyclyl, for example phenyl, or an 

optionally substituted 5 or 6 membered monocyclic heterocyclyl, for example an 

optionally substituted 5 or 6 membered saturated or aromatic heterocyclyl, such as for 

example pyrazolyl, pyrrolyl, pyridinyl, morpholino, piperazinyl or piperdininyl, in 

10 particularly D represents pyrazolyl optionally substituted with Chalky!, more in 

particular D represents pyrazolyl substituted with C-|.6alkyl. 

4412. A compound according to claim 1 wherein n represents an integer equal to 2, 3 or 

4; and each R2 represents C1.4alkoxy, for example CH30-, halogen, for example fluoro 

15 or chloro, hydroxyl, Ci.4alkyl, for example methyl, or -C(=0)-NR7R8, for example -

C(=0)-NH-CH3; R3 represents C^alkyl, for example methyl or ethyl, hydroxyCi_6alkyl, 

hydroxyhaloC^ealkyl, cyanoCi_6alkyl, C^alkyl substituted with carboxyl, C-i_6alkyl 

substituted with -C(=0)-0-C1^alkyl, Ci.6alkyl substituted with R9, C^alkyl substituted 

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

20 NR10R11, C^alkyl substituted with -C(=O)-NR10R11, Ci_6alkyl substituted with -S(=0)2-

C^alkyl, C-i-ealkoxyC^alkyl wherein each C-i_6alkyl may optionally be substituted with 

one or two hydroxyl groups or with -0-C(=0)-C-|.6alkyl, C2-6alkynyl substituted with R9, 

C2.6alkynyl; Y represents -E-D wherein E represents a bond and D represents an 

optionally substituted monocyclic 6 membered carbocyclyl, for example phenyl, or an 

25 optionally substituted 5 or 6 membered monocyclic heterocyclyl, for example an 

optionally substituted 5 or 6 membered saturated or aromatic heterocyclyl, such as for 

example pyrazolyl, pyrrolyl, pyridinyl, morpholino, piperazinyl or piperdininyl, in 

particularly D represents pyrazolyl optionally substituted with Ci„6alkyl, more in 

particular D represents pyrazolyl substituted with C^alkyl, and R1 represents C^alkyl, 

30 hydroxyC^alkyl, hydroxyhaloC^ealkyl, Ci-6alkoxyCi-6alkyl wherein each C^alkyl may 

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

NR4R5, C^alkyl substituted with -S(=0)2-Ci.6alkyl, R6, C^alkyl substituted with R6; R9 

represents an optionally substituted 4 membered saturated heterocycle, an optionally 

substituted 5 membered saturated heterocycle, an optionally substituted 5 membered 

35 aromatic heterocycle, an optionally substituted 6 membered saturated heterocycle, an 

optionally substituted 6 membered aromatic heterocycle, an optionally substituted 

bicyclic heterocycle, or C3_6cycloalkyl; R10 and 
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R11 represent hydrogen, Chalky!, hydroxyC-i^alkyl, -C(=0)-C1.6alkyl, or R6; R6 

represents a 4 membered monocyclic saturated heterocycle, or a 6-membered 

monocyclic saturated heterocyclyl, or a 5-membered monocyclic aromatic heterocycle; 

5 R4 and R5 represent hydrogen; R7 and R8 each independently represent hydrogen or 

Ci„6alkyl, R14 and R15 each independently represent hydrogen or C^alkyl optionally 

substituted with hydroxyl. 

4-513. A compound according to claim 1_wherein the compound is a compound of 

10 formula (l-C) or (l-D) 
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or 

R 
I 

Nv .hk /N 

(I-C) 

(I-D) 

including any tautomeric or stereochemical^ isomeric form thereof; 

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

a A/-oxide thereof, a pharmaceutical^ acceptable salt thereof or a solvate thereof. 

10 

15 

20 

4414. A compound according to claim 4§13, wherein R2 represents C-i_4alkoxy (for 

example CH30-) or halogen (for example fluoro) or hydroxyl; R3 represents C^alkyl 

(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 imidazoiyi (e.g. imidazol-2-yl), or unsubstituted triazolyl (e.g.triazol-3-y!) 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. 

4-715. A compound according to claim 1 wherein the compound is 
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0 N~ 

-0 F 
N 

X^v—-N w 
N~-7 """" a/V-oxide thereof, a pharmaceutically acceptable salt 

thereof or a solvate thereof. 

4S16. A compound according to claim 1 wherein the compound is 

/ \ 
0 N~ 

-O 
N 
N\—N 

\\ 
a A/-oxide thereof, a pharmaceutically acceptable salt 

thereof or a solvate thereof. 

4917. A compound according to claim 1 wherein the compound is 

NH 

10 a A/-oxide thereof, a pharmaceutically acceptable salt thereof or a solvate thereof. 

2018. A compound according to any one of claims 1 to 40-17 or a pharmaceutically 

acceptable salt or solvate thereof. 

15 2419. A pharmaceutical composition comprising a compound of formula (l-A) or (l-B) 

as claimed in any one of claims 1 to 3018. 

2220. A compound as claimed in any one of claims 1 to 20-18 for use in therapy. 

20 2321. A compound as claimed in any one of claims 1 to 20-18 for use in the 

prophylaxis or treatment of a disease state or condition mediated by a FGFR kinase. 
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2422. A compound as claimed in any one of claims 1 to 20-18 for use in the 

prophylaxis or treatment of cancer. 

2§23. A compound as claimed in claim 24-22 for use in the treatment of cancer wherein 

5 the cancer is selected from prostate cancer, bladder cancer, lung cancer such as non-

small cell lung cancer (NSCLC). breast cancer, gastric cancer, and liver cancer. 

2624. A compound as claimed in claim 24-22 for use in the treatment of cancer wherein 

the cancer is selected from multiple myeloma, myeloproliferative disorders, endometrial 

10 cancer, prostate cancer, bladder cancer, lung cancer, ovarian cancer, breast cancer, 

gastric cancer, colorectal cancer, and oral squamous cell carcinoma. 

2725. A compound as claimed in claim 24-22 for use in the treatment of cancer wherein 

the cancer is selected from lung cancer, in particular non-small cell lung cancer 

15 (NSCLC), squamous cell carcinoma, liver cancer, kidney cancer, breast cancer, colon 

cancer, colorectal cancer, prostate cancer. 

2826. A compound as claimed in claim 24-22 for use in the treatment of cancer wherein 

the cancer is multiple myeloma. 

20 

2827. A compound as claimed in claim 28 26 for use in the treatment of cancer wherein 

the cancer is t(4; 14) translocation positive multiple myeloma. 

3028. A compound as claimed in claim 24-22 for use in the treatment of cancer wherein 

25 the cancer is bladder cancer. 

3429. A compound as claimed in claim 30-28 for use in the treatment of cancer wherein 

the cancer is bladder cancer with a FGFR3 chromosomal translocation. 

30 3230. A compound as claimed in claim 30-28 for use in the treatment of cancer wherein 

the cancer is bladder cancer with a FGFR3 point mutation. 

3331. A compound as claimed in claim 24-22 for use in the treatment of cancer wherein 

the cancer is a tumour with a mutant of FGFR1, FGFR2, FGFR3 or FGFR4. 

35 
3432. A compound as claimed in claim 24-22 for use in the treatment of cancer wherein 

the cancer is a tumour with a gain-of-function mutant of FGFR2 or FGFR3. 
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3533. A compound as claimed in claim 24-22 for use in the treatment of cancer wherein 

the cancer is a tumour with over-expression of FGFR1. 

5 of a medicament for the prophylaxis or4reatment of a disease state-ef-eofid+tieft 

mediated by a FGFR kinase. 

3734. Use of a compound as claimed in any one of claims 1 to 20-18 for the 

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

10 
3335. A compound according to any one of claims 1 to 20-18 for use in the treatment of 

cancer wherein said compound is used in combination with one or more anticancer 

agents. 

15 3936. A compound according to any one of claims 1 to 20-18 for use in the treatment of 

cancer wherein said compound is used in combination with one or more anticancer 

agents and wherein the one or more anticancer agents comprises a kinase inhibitor. 

4037. A product containing as first active ingredient a compound according to any one 

20 of claims 1 to 20-18 and as further active ingredient one or more anticancer agents, as 

a combined preparation for simultaneous, separate or sequential use in the treatment of 

patients suffering from cancer. 

25 
4438. A product of claim 40-37 wherein the one or more anticancer agents comprises a 

kinase inhibitor. 


