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and wherein in any group consisting of or containing a hydrocarbyl moiety, the
hydracarbyl moiety is a hydrocarbon group optionally containing one or more single,
double or triple carbon-carbon bonds or combinations thereof.

in one embodiment, the invention provides a compound of the formula (0):

2
Ti“
5
()
R® N

(@)
or a salt, N-oxide or tautomer thereof, wherein:
T'and T?are N;
R'is selected from hydrogen, fluorine, C,.4 hydrocarbyl and C,4 hydrocarbyloxy;
R?is selected from hydrogen, fluorine, C_4 hydrocarbyl and Ci.4 hydrocarbyloxy;

R? is selected from hydrogen, methyl, fluorine, chlorine and bromine;

one of M and M2 is a group R* selected from hydrogen, methyl, fluorine, chlorine and

bromine; and the other of M' and M? is a moiety —A-R’;

R® is selected from hydrogen, cyano, Cy.3 alkyl, cyclopropyl, and chlorine;

R® is selected from hydrogen, fluorine, C1.4 alkyl; and Cy.4 alkoxy optionally substituted

with NRR® wherein R® and R® are the same or different and each is selected from

hydrogen and Cy alkyl, or NRYR® forms a 4 to 7 membered saturated heterocyclic ring
optionally containing a second héteroatom ring member selected from N, O and S and

oxidized forms of S, the saturated heterocyclic ring being optionally substituted with one

or more substituents selected from oxo, methyl, hydroxy and fluorine;
A is selected from:
(i) a bond;

(i) (CRPRY), wherein R and R" are each independently hydrogen or methyl

and xis 1to 4;
(iii) an oxygen atom;
(iv)  agroup NR"wherein R"is hydrogen or methyl; and

(v) a saturated chain of 2 to 10 chain members in length containing at least

one carbon atom chain member, at least one heteroatom chain member selected

from nitrogen and oxygen, and optionally one or more further carbon atom chain
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members and/or heteroatom chain members selected from nitrogen, oxygen,
sulphur, sulphinyl and sufphonyl; the saturated chain being optionally substituted
with one or more substituents selected from =0, Cy., hydrocarbyi, fluoro-Cq4
hydrocarbyl, hydroxy-C,.4 hydrocarbyl, C,.,-alkoxy-C,.4 hydrocarbyl, and fluorine
wherein two hydrocarbyl substituents on the same carbon atom may opticnally

link to form a ring of three to five ring members;

R’ is a group. Cyc' wherein(i) when A is a bond, Cyc' is a non-aromatic carbocyclic or

heterocyclic group; or (i) Cyc' is a heterocyclic non-aromatic group of 4 to 7 ring

members of which 1 to 2 are selected from O, N and S and oxidized forms thereof, the

heterocyclic non-aromatic group being optionally substituted with one or more

substituents R®:

R® is selected from:

]

halogen;

OX0;

cyano;

nitro;

a carbocyclic or heterocyclic group having from 3 to 12 ring members, of which 0,
1, 2, 3 or 4 are heteroatom ring members seiected from O, N and S and oxidised
forms thereof, the carbocyclic or heterocyclic group being optionally substituted
with one or more substituents R% and

a group R*-R?;

R?is a bond, O, CO, X1C{X2), C(Xz)Xj, X1C(X2)X1, S, 50, SQZ, NR®, SC,NR® or NR°SO;;
R is selected from:

hydrogen;

a carbocyclic or heterocyclic group having from 3 to 12 ring members, of which 0,
1, 2, 3 or 4 are heteroatom ring members selected from O, N and S and oxidised
forms thereof, the carbocyclic or heterocyclic group being optionally substituted
with one or more substituents R,

an acyclic Cy.4, hydrocarbyl group optionally substituted with one or more
substituents selected from hydroxy; oxo; halogen; cyano; nitro; carboxy; amino;
mono- or di-C1_¢ non-aromatic hydrocarbylamino; and carbocyclic or heterocyclic
groups having from 3 fo 12 ring members, of which 0, 1, 2, 3 or 4 are heteroatom
ring members selected freom O, N and S and oxidised forms thereof, the
carbocyclic or heterocyclic group being optionally substituted with one or more

substituents R% wherein one or more but not all of the carbon atoms of the acyclic
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® Ci.12 hydrocarbyl group may optionally be replaced by O, S, SO, SO,, NR,
X'c(x?), cx®)X" or X'COPIX";

R® is selected from:

hydrogen;

a carbocyclic or heterocyclic group having from 3 to 12 ring members, of which 0,
1, 2, 3 or 4 are heteroatom ring members selected from O, N and S and oxidised
forms thereof, the carbocyclic or heterocyclic group being optionally substituted
with one or more substituents R®;

o an acyclic Cy.12 hydrocarbyl group optionally substituted with one or more
substituents selected from hydroxy; oxo; halogen; cyano; nitro; carboxy; amino;
mono- or di-Cy.g non-aromatic hydrocarbylamino; and carbocyclic or heterocyclic
groups having from 3 to 12 ring members, of which 0, 1, 2, 3 or 4 are heteroatom
ring members selected from O, N and S and oxidised forms thereof, the
carbocyclic or heterocyclic group being optionally substituted with one or more
substituents R”; wherein one or more but not all of the carbon atoms of the acyclic
Ci-12 hydrocarbyl group may optionally be replaced by O, S, SO, SO,, NH, N-Cy4
alkyl, C(C)O, OC(O), NH(CO), C(O)NH, NH{CO)NH, N(C4.4 alkyl)C{Q), C(OIN(Cj.4
akkyl)

X'is 0, S or NR%; and

X?is =0, =S or =NR";

wherein R® is selected from R® provided that when the substituents R® contain a

carbocyclic or heterocyclic group, the said carbocyclic or heterocyclic group is

unsubstituted or substituted with one or more subsfituents R';

R'%is selected from halogen, oxo, cyano, and an acyclic Cy.5 hydrocarbyl group optionally

substituted with one or more substituents selected from hydroxy; oxo; halogen; cyano;

carboxy; amino; mono- or di-C,_; alkylamino; wherein one but not alf of the carbon atoms
of the acyclic Cy5 hydrocarbyl group may optionally be replaced by O, S, SO, SO,, NH or

NMe;

R" is selected from amino, Hyd', NH-Hyd', N(Hyd"),; and Cyc’;

Hyd' is a non-aromatic Cq.; hydrocarbyl group optionally substituted by one or more

substituents selected from halogen, cyano, hydroxy, amino and Cyc', wherein one or two

of the carbon atoms of the non-aromatic Cy.¢ hydrocarbyl group may optionally be
replaced by O, NH, N-Hyd?, C(=0), S, SO ar SO, provided that at least one carbon atom
of the hydrocarbyl group remains;

Hyd? is a Cy_4 hydrocarbyl group;
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and wherein in any group consisting of or containing a hydrocarbyl moiety, the
hydrocarbyl moiety is a hydrocarbon group optionally containing one or more single,
double or triple carbon-carbon bonds or combinations thereof.

In one embodiment, the invention provides a compound as described herein

having the fermula (1):

N—=—

or a salt, N-oxide or tautomer thereof, wherein:

A is selected from:
(i) a bond; and
(i) a saturated chain of 2 to 10 chain members in fength containing at least
one carbon atom chain member, at least one heteroatom chain member selected
from nitrogen and oxygen, and optionally one or more further carbon atom chain
members and/or heteroatom chain members selected from nitrogen, oxygen,
sulphur, sulphinyl and sulphonyl; the saturated chain being optionally substituted
with one or more substituents selected from =0, C4.4 hydrocarbyl and fluorine
wherein two hydrocarbyl substituents on the same carbon atom may optionally
link to form a ring of three to five ring members;

R is selected from hydrogen, fluorine, C.4 hydrocarbyl and Cq.4 hydrocarbyloxy;

R? is selected from hydrogen, fluorine, Cy.4 hydrocarbyl and C,_4 hydrocarbyloxy;

R® is selected from hydrogen, methyl, chlorine and bromine;

R* is selected from hydrogen, methyl, chlorine and bromine;

R® is selected from hydrogen, cyano and methyl;

RS is selected from hydrogen, C.4 alkyl; and C,.4 alkoxy optionally substituted with NRIR®

where R” and R® are the same or different and each is selected from hydrogen and Ci.4

alkyl, or NRYR® forms a 4 to 7 membered saturated heterocyclic ring optionally containing

a second hetercatom ring member selected from N, O and S and oxidized forms of S, the

saturated heterocyclic ring being optionally substituted with one or more substituents

selected from oxo, methyl, hydroxy and fluorine;
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R? is selected from:

e halogen;
° OXO;

e cyano,

¢ nitro;

e acarbocyclic or heterocyclic group having from 3 to 12 ring members, of which 0,
1, 2, 3 or 4 are heteroatom ring members selected from G, N and S and oxidised
forms thereof, the carbocyclic or heterocyclic group being optionally substituted
with one or more substituents R®; and
e agroup R-R"
R*is a bond, O, CO, X'C(X?), C(X*)X', X'C(X®)X', S, SO, SO,, NR®, SO,NRC or NR°SO;;

R is:

hydrogen;

s a carbocyclic or heterocyclic group having from 3 to 12 ring members, of which 0,
1, 2, 3 or 4 are heteroatom ring members selected from O, N and S and oxidised
forms thereof, the carbocyclic or heterocyclic group being opticnally substituted
with one or more substituents R’;

o an acyclic C,.42 hydrocarbyl group optionally substituted with one or more

substituents selected from hydroxy; oxo; halogen; cyano; nitro; carboxy; amino;

mono- or di-Cy.g non-aromatic hydrocarbylamino; and carbocyclic or heterocyclic
groups having from 3 to 12 ring members, of which 0, 1, 2, 3 or 4 are heteroatom
ring members selected from O, N and S and oxidised forms thereof, the
carbocyclic or heterocyclic group being optionally substituted with one or more
substituents R”; wherein one or more but not all of the carbon atoms of the acyclic

Ci-12 hydrocarbyl group may optionally be replaced by O, S, SO, SO;, NR°,

X'CX®), COAX or X'CXAX';

R®is:

e hydrogen;

o a carbocyclic or heterocyclic group having from 3 to 12 ring members, of which 0,
1, 2, 3 or 4 are heteroatom ring members selected from O, N and S and oxidised
forms thereof, the carbocyclic or heterocyclic group being optionally substituted
with one or more substituents R |

o an acyclic Cy.42 hydrocarbyl group optionally substituted with one or more

substituents selected from hydroxy; oxo; halogen; cyano; nitro; carboxy; amino;
mono- or di-Cy non-aromatic hydrocarbylamino; and carbocyclic or heterocyclic

groups having from 3 to 12 ring members, of which 0, 1, 2, 3 or 4 are heteroatom
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o ring members selected from O, N and S and oxidised forms thereof, the
carbocyclic or heterocyclic group being optionally substituted with one or more
substituents R®; wherein one or more but not all of the carbon atoms of the acyclic
Ci.12 hydrocarbyl group may optionaily be replaced by O, S, SO, SO,, NH, N-C,_,
alkyl, C(0)0O, OC(O), NH(CQO), C(O)NH, NH{CO)NH, N(C;.4 alkyl)C(O}, C(O)N{C.«
alkyl)

X'is O, S or NR%; and

X?is =0, =S or =NR5;

wherein R is selected from R® provided that when the substituents R® contain a

carbocyclic or heterocyclic group, the said carbocyclic or heterocyclic group is

unsubstituted or substituted with one or more substituents R'°;

R" is selected from halogen, oxo, cyano, and an acyclic C1 hydrocarbyl group optionally

substituted with one or more substituents selected from hydroxy; oxo; halogen;

cyano;carboxy; amino; mono- or di-C+.; alkylamino; wherein one but not all of the carbon
atoms of the acyclic Cy5 hydrocarbyl group may opticnally be replaced by ©, S, SO, SO,

NH or NMe:

R" is selected from amino, Hyd', NH-Hyd', N(Hyd"),; and Cyc';

Hyd' is a non-aromatic Cq hydrocarbyl group optionally substituted by one or more

substituents selected from halogen, cyano, hydroxy, amino and Cyc', wherein one or two

of the carbon atems of the non-aromatic C,_¢ hydrocarbyl group may optionally be
replaced by O, NH, N-Hyd?, C(=0), S, SO or SO,, provided that at least one carbon atom
of the hydrocarbyl group remains;

Hyd?® is a Cy4 hydrocarby! group;

and wherein in‘.any group consisting of or containing a hydrocarbyl moiety, the

hydrocarbyl moiety is a hydrocarbon group optionally containing one or more single,

doubie or triple carbon-carbon bonds or combinations thereof.

In one embodiment, the invention provides a pharmaceutical composition
comprising a compound as described herein and a pharmaceutically acceptable
excipient.

In one embodiment, the invention provides a combination comprising a compound
as described herein and another chemotherapeutic agent.

In one embodiment, the invention provides use of a compound as described
herein, in combination with another chemotherapeutic agent in the manufacture of a

medicament for the treatment of a proliferative disease.
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In one embodiment, the invention provides a combination comprising a compound
as disclosed herein and ancther chemotherapeutic agent, for example an anticancer
drug.

In one embodiment, the invention provides the use of a compound as disclosed
herein, optionally in combination with another chemotherapeutic agent or radiotherapy in

the manufacture of a medicament for the treatment of a proliferative disease.
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1. A compound of the formula (0):

To= H

R5 _ />——N
\

R N

0)
or a salt, N-oxide or tautomer thereof, wherein:
T' and T2 are N;
R' is selected from hydrogen, fluorine, C,.4 hydrocarbyl and C,_4 hydrocarbyloxy;
R” is selected from hydrogen, fluorine, C,_4 hydrocarbyl and C,4 hydrocarbyloxy;
R? is selected from hydrogen, methyl, fluorine, chlorine and bromine;
one of M" and M? is a group R* selected from hydrogen, methyl, fluorine, chlorine and
bromine; and the other of M' and M? is a moiety —A-R;
R’ is selected from hydrogen, cyano, C;.3 alkyl, cyclopropyl, and chlorine;
RS is selected from hydrogen, fluorine, C,4 alkyl; and C4 alkoxy optionally substituted with
NRYR® wherein R® and R® are the same or different and each is selected from hydrogen and
C\4 alkyl, or NRPR® forms a 4 to 7 membered saturated heterocyclic ring optionally
containing a second heteroatom ring member selected from N, O and S and oxidized forms of
S, the saturated heterocyclic ring being optionally substituted with one or more substituents
selected from oxo, methyl, hydroxy and fluorine;
A is selected from:
(i) a bond;
(ii)  (CRPRY), wherein RP and R are each independently hydrogen or methyl and x
is1tod;
(iii)  an oxygen atom,
(iv)  agroup NR' wherein R is hydrogen or methyl; and
(v)  asaturated chain of 2 to 10 chain members in length containing at least one
carbon atom chain member, at least one heteroatom chain member selected from
nitrogen and oxygen, and optionally one or more further carbon atom chain members

and/or heteroatom chain members selected from nitrogen, oxygen, sulphur, sulphinyl
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and sulphonyl; the saturated chdin being optionally substituted with one or more
substituents selected from =0, C,4 hydrocarbyl, fluoro-C,;_4 hydrocarbyl, hydroxy-C;.
4 hydrocarbyl, Ci.-alkoxy-C.4 hydrocarbyl, and fluorine wherein two hydrocarbyl
substituents on the same carbon atom may optionally link to form a ring of three to

five ring members;

R’ is a group Cyc' wherein(i) when A is a bond, Cyc' is a non-aromatic carbocyclic or

heterocyclic group; or (i) Cyc' is a heterocyclic non-aromatic group of 4 to 7 ring members

of which 1 to 2 are selected from O, N and S and oxidized forms thereof, the heterocyclic

non-aromatic group being optionally substituted with one or more substituents R%;

R® is selected from:

halogen,

0X0;

cyano;

nitro;

a carbocyclic or heterocyclic group having from 3 to 12 ring members, of which 0, 1,
2, 3 or 4 are heteroatom ring members selected from O, N and S and oxidised forms
thereof, the carbocyclic or heterocyclic group being optionally substituted with one or
more substituents R’ ;and

a group R*R”;

R?is a bond, O, CO, X'C(x%), CCHXL, X'cEHX!, 8, SO, SO,, NR®, SO,NR® or NR°SO,;

R is selected from:

o hydrogen;

a carbocyclic or heterocyclic group having from 3 to 12 ring members, of which 0, 1,
2, 3 or 4 are heteroatom ring members selected from O, N and S and oxidised forms
thereof, the carbocyclic or heterocyclic group being optionally substituted with one or
more substituents R9;

an acyclic Cy-12 hydrocarbyl group optionally substituted with one or more
substituents selected from hydroxy; oxo; halogen; cyano; nitro; carboxy; amino;
mono- or di-C|.3 non-aromatic hydrocarbylamino; and carbocyclic or heterocyclic
groups having from 3 to 12 ring members, of which 0, 1, 2, 3 or 4 are heteroatom ring
members selected from O, N and S and oxidised forms thereof, the carbocyclic or
heterocyelic group being optionally substituted with one or more substituents R;

wherein one or more but not all of the carbon atoms of the acyclic C;.;2 hydrocarbyl
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group may optionally be replaced by O, S, SO, SO,, NR", X@(X?), CXHX! or
X'cEhHx'

R is selected from:

e hydrogen;

° a carbocyclic or heterocyclic group having from 3 to 12 ring members, of which 0, 1,
2, 3 or 4 are heteroatom ring members selected from O, N and S and oxidised forms
thereof, the carbocyclic or heterocyclic group being optionally substituted with one or
more substituents R’;

o an acyclic Cy.;» hydrocarbyl group optionally substituted with one or more
substituents selected from hydroxy; oxo; halogen; cyano; nitro; carboxy; amino;
mono- or di-Cj.g non-aromatic hydrocarbylamino; and carboceyclic or heterocyclic
groups having from 3 to 12 ring members, of which 0, 1, 2, 3 or 4 are heteroatom ring
members sclected from O, N and S and oxidised forins thereof, the carbocyclic or
heterocyclic group being optionally substituted with one or more substituents R”;
wherein. one or more but not all of the carbon atoms of the acyclic C,.j; hydrocarbyl
group may optionally be replaced by O, S, SO, SO,, NH, N-C,4 alkyl, C(0)O,
QC(0), NH(CO), C(O)NH, NH(CO)NH, N(C1.4 alky)C(Q), C(O)N(C}.4 alkyl)

X'is 0, S or NR%; and

X?is =0, =S or =NR%;

wherein R’ is selected from R® provided that when the substituents R® contain a carbocyclic

or heterocyclic group, the said carbocyclic or heterocyclic group is unsubstituted or

substituted with one or more substituents _Rm;

R' is selected from halogen, oxo, cyano, and an acyclic Cy.¢ hydrocarbyl group optionally

substituted with one or more substituents selected from hydroxy; oxo; halogen; cyano;

carboxy; amino; mono- or di-Cj_ alkylamino; wherein one but not all of the carbon atoms of
the acyclic C;¢ hydrocarbyl group may optionally be replaced by O, S, SO, SO, NH or

NMe;

R is selected from amino, Hydl, NH-Hydl, N(Hydl)z; and Cyc';

Hyd' is a non-aromatic Cy. hydrocarbyl group optionally substituted by one or more

substituents selected from halogen, cyano, hydroxy, amino and Cycl, wherein one or two of

the carbon atoms of the non-aromatic Ci.g hydrocarbyl group may optionally be replaced by

0, NH, N-Hyd?, C(=0), S, SO or SO,, provided that at least one carbon atom of the

hydrocarbyl group remains;
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Hyd?® is a Cy4 hydrocarbyl group;
and wherein in any group consisting of or containing a hydrocarbyl moiety, the hydrocarbyl
moiety is a hydrocarbon group optionally containing one or more single, double or triple

carbon-carbon bonds-or combinations thereof.

2. A compound according to claim 1 having the formula (1):
N—
R\ /
N
RB

(D

or a salt, N-oxide or tautomer thereof, wherein:

Ais selected from:
(1 a bond; and
(i)  asaturated chain of 2 to 10 chain members in length containing at least one
carbon atom chain member, at least one heteroatom chain member selected from
nitrogen and oxygen, and optionally one or more further carbon atom chain members
and/or heteroatom chain members selected from nitrogen, oxygen, sulphur, sulphinyl
and sulphonyl; the saturated chain being optionally substituted with one or more
substituents selected from =0, Cy.4 hydrocarbyl and fluorine wherein two hydrocarbyl
substituents on the same carbon atom may optionally link to form a ring of three to
five ring members;

R! is selected from hydrogen, fluorine, C|.4 hydrocarbyl and C,4 hydrocarbyloxy;

R? is selected from hydrogen, fluorine, C,.4 hydrocarbyl and C| 4 hydrocarbyloxy;

R’ is selected from hydrogen, methyl, chlorine and bromine;

R* is selected from hydrogen, methyl, chlorine and bromine;

R’ is selected from hydrogen, cyano and methyl;

R® is selected from hydrogen, C1.4 alkyl; and C;4 alkoxy optionally substituted with NRR®

where RY and R® are the same or different and each is selected from hydrogen and C.4 alkyl,

or NRIR® forms a 4 to 7 membered saturated heterocyclic ring optionally containing a second

heteroatom ring member selected from N, O and S and oxidized forms of S, the saturated
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heterocyclic ring being optionally substituted with one or more substituents selected from

oxo, methyl, hydroxy and fluorine;

R® is selected from:

@

halogen;

0XO0;

cyano;

nitro;

a carbocyclic or heterocyclic group having from 3 to 12 ring members, of which 0, 1,
2,.3 or 4 are heteroatom ring members selected from O, N and S and oxidised forms
thereof, the carbocyclic or heterocyclic group being optionally substituted with one or
more substituents Rg; and

a group R™-R";

R*is a bond, 0, CO, X'C(?), cAX!, XIGXHX, S, SO, $0,, NR®, SO,NR® or NRSO»;

R® is:

e hydrogen;

RC is:

a carbocyclic or heterocyclic group having from 3 to 12 ring members, of which 0, 1,
2, 3 or 4 are heteroatom ring members selected from O, N and S and oxidised forms
thereof, the carbocyclic or heterocyclic group being optionally substituted with one or
more substituents Rg;

an acyclic Cy.j2 hydrocarbyl group optionally substituted with one or more
substituents selected from hydroxy; oxo; halogen; cyano; nitro; carboxy; amino;
mono- or di-Cy.g non-aromatic hydrocarbylamino; and carbocyclic or heterocyclic
groups having from 3 to 12 ring members, of which 0, 1, 2, 3 or 4 are heteroatom ring
members selected from O, N and S and oxidised forms thereof, the carbocyclic or
heterocyclic group being optionally substituted with one or more substituents R’;
wherein one or more but not all of the carbon atoms of the acyclic Cy.;2 hydrocarbyl
group may optionally be replaced by O, S, SO, SO,, NR®, X'C(X?), C(XHX! or
X'cxHx

e hydrogen;

a carbocyclic or heterocyclic group having from 3 to 12 ring members, of which 0, 1,

2, 3 or 4 are heteroatom ring members selected from O, N and S and oxidised forms
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thereof, the carbocyclic or heterocyclic group being optionally substituted with one or
more substituents RQ;

° an acyclic Ci.12 hydrocarbyl group optionally substituted with one or more
substituents selected from hydroxy; oxo; halogen; cyano; nitro; carboxy; amino;
mono- or di-C1.g non-aromatic hydrocarbylamino; and carbocyclic or heterocyclic
groups having from 3 to 12 ring members, of which 0, 1, 2, 3 or 4 are heteroatom ring
members selected from O, N and S and oxidised forms thereof, the carbocyclic or
heterocyclic group being optionally substituted with one or more substituents R
wherein one or more but not all of the carbon atoms of the acyclic C.j2 hydrocarbyl
group may optionally be replaced by O, S, SO, SO,, NH, N-C, 4 alkyl, C(0)O,
0OC(0), NH(CO), C(O)NH, NH(CO)NH, N(C,4 alky)C(O), C(O)N(C).4 alkyl)

X'is O, S or NR® and

X% is =0, =S or =NR";

wherein R’ is selected from R® provided that when the substituents R’ contain a carbocyclic

or heterocyclic group, the said carbocyelic or heterocyclic group is unsubstituted or

substituted with one or more substituents R'’;

R'% is selected from halogen, oxo, cyano, and an acyelic Cy.¢ hydrocarbyl group optionally

substituted with one or more substituents selected from hydroxy; oxo; halogen;

cyano;carboxy; amino; mono- or di-C.; alkylamino; wherein one but not all of the carbon
atoms of the acyclic Ci.¢ hydrocarbyl group may optionally be replaced by O, S, SO, SO,,

NH or NMe;

R'! is selected from amino, Hyd', NH-Hydl, N(Hydl)zg and Cycl;

Hyd' is a non-aromatic C,.¢ hydrocarbyl group optionally substituted by one or more

substituents selected from halogen, cyano, hydroxy, amino and Cyc', wherein one or two of

the carbon atoms of the non-aromatic C;¢ hydrocarbyl group may optionally be replaced by

‘0, NH, N—Hydz, C(=0), §, SO or 8O,, provided that at least one carbon atom of the

hydrocarbyl group remains;

Hyd? is a Ci.4 hydrocarbyl group;

and wherein in any group consisting of or containing a hydrocarbyl moiety, the hydrocarbyl

moiety is a hydrocarbon group optionally containing one or more single, double or triple

carbon-carbon bonds or combinations thereof.,

3. A compound according to claim 1 or claim 2 wherein R' is selected from hydrogen

and methoxy.

193



4. A compound according to claim 1 wherein R is selected from hydrogen and

methoxy.

5. A compound according to claim 1 wherein both of R* and R? are hydrogen.

6. A compound according to claim 1 wherein R’ is selected from hydrogen and cyano.
7. A compound according to claim 6 wherein R” is cyano.

8. A compound according to claim 1 wherein R® is hydrogen.

0. A compound according to claim 1 wherein A is selected from a bond;

-NH-CH,-; -(CH3)-NH-(CHz)-; -(CH,)-NH-(CH;)-(CHa)-; -(CHz)-(CHz)-NH-(CH,)-;
and -(CHy)-NH-(CHMe)-.

10. A compound according to claim 1 wherein R® is absent or is selected from C4
hydrocarbyl, Cshydrocarbylsulfonyl, oxo, di-C{4hydrocarbylamino-C,_salkanoyl, and C; 4
hydrocarbylcarbonyl.

11. A compound according to claim 1 wherein R’ is selected from 4-morpholinyl, 1-

methyl-4-piperidinyl and I-cyclopropylcarbonyl-piperidin-4-yl.
12. A compound according to claim 1 or claim 2 wherein:

R! is hydrogen or methoxy;

R? is hydrogen or methoxy;

R’ is hydrogen;

R'is hydrogen;

R’ is hydrogen or cyano;

R® is hydrogen;

A is selected from a bond, -NH-CH,-

; =(CHy)-NH~(CHy)-; -(CH2)-NH-(CH2)~-(CHz)-; -(CH2)-(CHz)-NH-(CHa)-;
and -(CH;)-NH-(CHMe)-; and

R’ is selected from 4-morpholinyl, 1-methyl-4-piperidinyl and 1-cyclopropylcarbonyl-
piperidin-4-yl.

13. A compound according to claim 1 or ¢laim 2 wherein:
R! is methoxy;

R? is hydrogen or methoxy;

R’ is hydrogen;

R* is hydrogen;
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R’ is cyano;

R’ is hydrogen; and

(1) when A is a bond, R” is 1-methyl-4-piperidinyl; or

(i)  when A is -(CH,)-NH-(CH,)-, R" is I-cyclopropylcarbonyl-piperidin-4-yl; or

(iii)  when A is (CH,)-NH-(CH,)-(CHa)-, R’ is 4-morpholinyl.

14. A compound according to claim 1 or claim 2 which is selected from:
5-(5-{2-methoxy-4-[(2-morpholin-4-yl-ethylamino)-methyl]-phenyl} -1 H-pyrazol-3-
ylamino)-pyrazine-2-carbonitrile;
(5-{2-methoxy-4-[(2-morpholin-4-yl-ethylamino)-methyl]-phenyl }-1H-pyrazol-3-yl)-
pyrazin-2-yl-amine;
5-{5-[2-methoxy-4-(1-methyl-piperidin-4-yl)-phenyl]-1H-pyrazol-3-ylamino } -pyrazine-2-
carbonitrile;
5-[5-(4-{[(1-cyclopropane-carbonyl-pipetidin-4-ylmethyl)-amino]-methyl} -2-methoxy-
phenyl)-1H-pyrazol-3-ylamino]-pyrazine-2-carbonitrile;
5-[[5-]2-methoxy-4-[(tetrahydropyran-4-ylamino)methyl]phenyl]-1H-pyrazol-3-
‘ylJamino|pyrazine-2-carbonitrile;

5-[[5-[2-methoxy-4-[ [methyl(2-morpholinoethyl)amino Jmethyl|phenyl]-1H-pyrazol-3-
yl]amino|pyrazine-2-carbonitrile;

5-[[5-[2-methoxy-4-(2-morpholincethylamino)phenyl]- 1 H-pyrazol-3-yl|amino]pyrazine-2-
carbonitrile;
5-[[5-[4-[1-[2-(dimethylamino)acetyl]-4-piperidyl]-2-methoxy-phenyl]-1H-pyrazoi-3-
yl]lamino |pyrazine-2-carbonitrile;
5-[[5-[2-methoxy-4-[[[(1R)-1-methyl-2-morpholino-ethyl Jamino Jmethyl]phenyl]-1H-
pyrazol-3-yllamino]pyrazine-2-carbonitrile;
5-[[5-[4-[[(1,1-dimethyl-2-morpholino-ethyl)amino]methyl]-2-methoxy-phenyl]-1H-pyrazol -

3-yl]Jamino |pyrazine-2-carbonitrile;
5-[[5-[2-methoxy-4-(4-piperidyl)phenyl]-1H-pyrazol-3-yl|]amino |pyrazine-2-carbonitrile;

5-[[5-[2-fluoro-4-(1-methyl-4-piperidyl)phenyl}- 1 H-pyrazol-3-yl]amino |pyrazine-2-

carbonitrile;
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5-[[5-[2-methoxy-4-(4-methylpiperazin-1-yl)phenyl}-1H-pyrazol-3-yl]Jamino]pyrazine-2-
carbonitrile;

5-[[5-[2-methoxy-4-(4-methyl-1,4-diazepan- 1 -yl)phenyl]- 1 H-pyrazol-3-yl|amino pyrazine-2-
carbonitrile;
N-[5-]2-methoxy-4-(1-methyl-4-piperidyl)phenyl]-1H-pyrazol-3-yl]-5-methyl-pyrazin-2-
amine;

5-[I5-[4-(1-methyl-4-piperidyl)phenyl]-1 H-pyrazol-3-ylJaminoJpyrazine-2-carbonitrile;

5-[[5-[2-methoxy-4-[(1-methyl-4-piperidyl)oxy]phenyl]-1H-pyrazol-3-yl]amino]pyrazine-2-

carbonitrile;

5-[[5-[2-methoxy-4-[(1-methyl-4-piperidylymethoxy]phenyl |- 1 H-pyrazol-3-

yl]aminc]pyrazine-2-carbonitrile;

5-[[5-[5-fluoro-2-methoxy-4-(1-methyl-4-piperidyl)phenyl]-1H-pyrazol-3-

yl]amino]pyrazine-2-carbonitrile;

5-[}5-[2-methoxy-4-[(38)-pyrrolidin-3-ylJoxy-phenyl]-1H-pyrazol-3-ylJamino]pyrazine-2-
carbonitrile;

5-1[5-[2-methoxy-4-(pyrrolidin-2-ylmethoxy)phenyl]-1H-pyrazol-3-yl Jamino }pyrazine-2-
carbonitrile;
5-[[5-[2-methoxy-4-[(1-methylpyrrolidin-2-yl)methoxy|phenyi]-1H-pyrazol-3-
yl]amino]pyrazine-2-carbonitrile;

5-[[5~[2~methoxy-4-(4-piperidylmethoxy)phenyl]-1H-pyrazol-3-ylJamino]pyrazine-2-

carbonitrile;

5-[[5-[2-methoxy-4-[[{1-methyl-4-piperidyl)amino Jmethyi]phenyl]-1H-pyrazol-3-

yl]amino]pyrazine-2-carbonitrile;

5-[[5-|2-isopropoxy-4-(1-methyl-4-piperidyl)phenyl]-1H-pyrazol-3-ylJamino]pyrazine-2-

carbonitrile;
5-[[5-[2-methoxy-4-(3-piperidyl)phenyl|-1H-pyrazol-3-yljamino [pyrazine-2-carbonitrile;

5-[[5-[2-methoxy-4-(1-methyl-3-piperidyl)phenyl]-1H-pyrazol-3-ylJamino]pyrazine-2-

carbonitrile;
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5-[[5-[2-methoxy-4-(1-methyl-2-piperidyl)phenyl }-1 H-pyrazol-3-yl]Jamino|pyrazine-2-

carbonitrile;

5-[[5-[2-methoxy-4-[(3S)-1-methylpyrrolidin-3-yl]oxy-phenyl]-1H-pyrazol-3-

ylJamino]pyrazine-2-carbonitrile;
5-chloro-N-[5-[2-methoxy-4-(4-piperidyl)pheny!]- 1 H-pyrazol-3-yl]pyrazin-2-amine;

5-chloro-N-[5-[2-methoxy-4-(1-methyl-4-piperidyl)phenyl]-1H-pyrazol-3-yl|pyrazin-2-

amine;
5-{5-(2-methoxy-4-piperazin-1-yl-phenyl)-1H-pyrazol-3~ylJamino]pyrazine-2-carbonitrile;

5-[[5-[4-[(28,65)-2,6-dimethyl-4-piperidyl]-2-methoxy-phenyl]-1H-pyrazol-3-

ylJamine]pyrazine-2-carbonitrile;

5-[[5-(2-methoxy-4-tetrahydropyran-4-yl-phenyl)- 1 H-pyrazol-3-ylJamino]pyrazine-2-

carbonitrile;
5-[[5-{2-fluoro-4-(4-piperidyl)phenyl]-1H-pyrazol-3-yl]amino|pyrazine-2-carbonitrile;

5-[[5-[2-isopropoxy-4-(4-piperidyl)phenyl]-1H-pyrazol-3-yl]amino|pyrazine-2-carbonitrile;
5-[[5-[4~(1,4-diazepan-1-yl)-2-methoxy-phenyl]-1H-pyrazol-3-ylJamino]|pyrazine-2-

carbonitrile;

N-[5-[2-methoxy-4-(4-piperidyl)phenyl]-1H-pyrazol-3 -yl]-5-methyl-pyrazin-2-amine;
5-[[5-[4-(4-piperidyl)phenyl]- 1 H-pyrazol-3-ylJamino|pyrazine-2-carbonitrile;
5-[[5-[2-methoxy-4-(4-piperidyloxy)phenyl]-1H-pyrazol-3-yl]amino]pyrazine-2-carbonitrile;

5-[[5-[5-fluoro-2-methoxy-4-(4-piperidyl)phenyl]- 1H-pyrazol-3-yl]Jamino|pyrazine-2-

carbonitrile;

5-[[5-[4-(1-ethyl-4-piperidyl)-2-methoxy-phenyl]-1H-pyrazol-3-ylJamino]pyrazine-2-

carbonitrile;

5-[[5-]4-(1-isopropyl-4-piperidyl)-2-methoxy-phenyl]- LH-pyrazol-3-ylJamino]pyrazine-2-

carbonitrile;

2-[4-[4-[3-[(5-cyanopyrazin-2-yl)amino |-1 H-pyrazol-5-yl]-3-methoxy-pheny!]-1-
piperidyl]acetamide;

5-[[5-[2-methoxy-4-[[methyl(tetrahydropyran-4-yl)aminco]methyl]phenyl]-1H-pyrazol-3-

ylJamino]pyrazine-2-carbonitrile;
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5-[[5-[4-(4-fluoro-1-methyl-4-piperidyl)-2-methox y-phenyl }-1H-pyrazol-3-

yl]lamino|pyrazine-2-carbonitrile;

5-{[5-[2-methoxy-4-(1-methylazetidin-3-yDphenyl]-1H-pyrazol-3-ylJamino }pyrazine-2-

carbonitrile;

5-[[5-[4-(3-fluoro-1-methyl-azetidin-3-yl)-2-methoxy-phenyl]-1H-pyrazol-3-
yl]Jamino]pyrazine-2-carbonitrile;
5-[[5-[5-chloro-2-methoxy-4-(1-methyl-4-piperidyl)phenyl]-1H-pyrazol-3-
ylJamino]pyrazine-2-carbonitrile;
5-[[5-[5-chloro-2-methoxy-4-(4-piperidyl)phenyl]-1H-pyrazol-3-yl|amino]pyrazine-2-
carbonitrile;

5-[[5-[3-chloro-2-methoxy-4-(1-methyl-4-piperidyl)phenyl]-1H-pyrazol-3-
ylJamino]pyrazine-2-carbonitrile;

5-[[5-[3-chloro-2-methoxy-4-(4-piperidyl)phenyl]- | H-pyrazol-3-yl]Jamino]pyrazine-2-
carbonitrile;

5-[[5-[2-methoxy-4-[(tetrahydrofuran-3-ylamino )methyl]phenyl]-1H-pyrazol-3-
yllamino]pyrazine-2-carbonitrile;

5-[[5-[2-methoxy-4-[[methyl(tetrahydrofuran-3-yl)amino]methyl]phenyl]|-1H-pyrazol-3-

yl]amino|pyrazine-2-carbonitrile;

5-[[5-[2~methoxy-4-(tetrahydropyran-4-ylmethylamino)phenyl]-1H-pyrazol-3-

yllamino]pyrazine-2-carbonitrile;

5-[[5-[2-methoxy-4-(tetrahydropyran-4-ylmethoxy)phenyl -1 H-pyrazol-3-yl)Jamino]pyrazine-

2-carbonitrile;

5-15-[4-(4-fluoro-4-piperidyl)-2-methoxy-phenylj- 1 H-pyrazol-3-ylJamino]pyrazine-2-

carbonitrile;

5-[[5-[4-(3-{luoroazetidin-3-yl)-2-methoxy-phenyl]-1H-pyrazol-3-ylJamino |pyrazine-2-

carbonitrile;

5-[[5-[2-methoxy-4-[(3R)-1-methylpyrrolidin-3-yl]oxy-phenyl]-1H-pyrazol-3-

yl]amino|pyrazine-2-carbonitrile;

5-[[5-(2-methoxy-4-morpholino-phenyl)-1H-pyrazol-3-yl]amino]pyrazine-2-carbonitrile;
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5-[[5-{4-(4-ethylpiperazin-1-y1)-2-methoxy-phenyl]- 1H-pyrazol-3-ylJamino|pyrazine-2-
carbonitrile;;
5-[[5-[4-{4-isopropylpiperazin-1-yl1)-2-methoxy-phenyl}-1H-pyrazol-3-yl]Jamino]pyrazine-2-
carbonitrile;
5-[[5-[2-methoxy-4-[(3R)-3-methylpiperazin-1-yl|phenyl]-1H-pyrazol-3-ylJamino]pyrazine-
2-carbonitrile;

5-[[5-[4-(4-ethyl-1,4-diazepan-1-yl)-2-methoxy-phenyl |- 1H-pyrazol-3-yl]amino]pyrazine-2-
carbonitrile;

5-1[5-[4-(4-isopropyl-1,4-diazepan-1-yl)-2-methoxy-phenyl]-1H-pyrazol-3-
yllamino]pyrazine-2-carbonitrile;
5-[[5-[4-(1-ethyl-4-fluoro-4-piperidyl)-2-methoxy-phenyl]-1H-pyrazol-3-ylJamino]pyrazine-
2-carbonitrile;

5-{[5-J4-(4-fluoro-1-isopropyl-4-piperidyl)-2-methoxy-phenyl]-1H-pyrazol-3-
yl]Jamino]pyrazine-2-carbonitrile;
5-[[5-[4-(1-ethyl-3-fluoro-4-piperidyl)-2-methoxy-phenyl]- 1H-pyrazol-3-yl]Jamino]pyrazine-
2-carbonitrile;

5-[[5-[4-(3-fluoro-1-isopropyl-4-piperidyl)-2-methoxy-phenyl]|-1H-pyrazol-3-
yllamino]pyrazine-2-carbonttrile;
5-[[5-[2-methoxy-4-{1-(2-methoxyethyl)-4-piperidyl]phenyl]-1H-pyrazol-3-
yl]amino]pyrazine-2-carbonitrile;
5-[[5-[4-[(3R)-3,4-dimethylpiperazin-1-yl]-2-methoxy-phenyl]-1H-pyrazol-3-
yl]amino|pyrazine-2-carbonitrile;
5-{[5-[4-](3R)-4-ethyl-3-methyl-piperazin-1-yl]-2-methoxy-phenyl|-1H-pyrazol-3-
yl]amino]pyrazine-2-carbonitriie;
5-[[5-[4-[(38)-1-isopropylpyrrolidin-3-ylJoxy-2-methoxy-phenyl]-1H-pyrazol-3-
yllamino]pyrazine-2-carbonitrile;

5-[[5-[4-[(3R)-1-1sopropylpyrrolidin-3-ylJoxy-2-methoxy-phenyl|- 1 H-pyrazol-3-

ylJamino]pyrazine-2-carbonitriie;
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5-[[5-T4-1(3(R,S),4(R,S))-3-fluoro-1-methyl-4-piperidyl]-2-methoxy-phenyl]-1 H-pyrazol-3-
yllamino]pyrazine-2-carbonitrile;
5-[[5-[4-(3,3-difluoro-1-methyl-4-piperidyl)-2-methoxy-phenyl }-1H-pyrazol-3-

yljamino |pyrazine-2-carbonitrile;
5-[[5-[4-(1-ethyl-3,3-diflucro-4-piperidyl)-2-methoxy-phenyl]-1 H-pyrazol-3-
yl]amino]pyrazine-2-carbonitrile;
5-[[5-[4-[1-(2-hydroxyethyl)-4-piperidyl]-2-methoxy-phenyl]-1H-pyrazol-3-
yl]amino]pyrazine-2-carbonitrile;
5-[[5-[2-methoxy-4-(pyrrolidin-1-ylmethyl)phenyl]-1H-pyrazol-3-ylJamino]pyrazine-2-
carbonitrile;
5-[[5-[2-methoxy-4-(morpholinomethyl)phenyl]-1H-pyrazol-3-yl]Jamino|pyrazine-2-
carbonitrile;

5-115-12-methoxy-4-[[(2R)-1-methylpyrrolidin-2-yl jmethoxy]phenyl]-1H-pyrazol-3-
yl]amino|pyrazine-2-carbonitrile hydrochloride;
5-[[5-[2-methoxy-4-[[(28)-1-methylpyrrolidin-2-yl jmethoxy]phenyl |- 1H-pyrazol-3-
yl]amino|pyrazine-2-carbonitrile hydrochloride;
5-[[5-[4-[1-(2-fluoroethyl)-4-piperidyl]-2-methoxy-phenyl]- 1H-pyrazol-3-ylJamino]pyrazine-
2-carbonitrile;

5-[[5-[2-methoxy-4-[(1-methyl-4-piperidyl ) methylamino ]phenyl}-1 H-pyrazol-3-

yiJamino |pyrazine-2-carbonitrile;
5-[[5-[4-[(1-ethyl-4-piperidyl)methylamino]-2-methoxy-phenyl]-1H-pyrazol-3-
yl]amino]pyrazine-2-carbonitrile;
5-[[5-[4-[(1-isopropyl-4-piperidyl)methylamino]-2-methoxy-phenyl]-1H-pyrazol-3-
yl]amino]pyrazine-2-carbonitrile;

5-[[5-[2-methoxy-4-](1-methyl-4-piperidyl )Jamino|phenyl}-1H-pyrazol-3-ylJamino|pyrazine-
2-carbonitrile;

5-[[5-[4-[(1-ethyl-4-piperidyl)amino]-2-methoxy-phenyl]-1 H-pyrazol-3-yl]amino |pyrazine-2-

carbonitrile;
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5-[I5-[4-[(1-isopropyl-4-piperidyl)amino]-2-methoxy-phenyl]-1H-pyrazol-3-
yl]amino]pyrazine-2-carbonitrile;

5-[[5-[2-methoxy-4-[(1-methyl-4-piperidyl Joxymethyl]phenyl]-1H-pyrazol-3-
yl]Jamino]pyrazine-2-carbonitrile;
5-1[5-[4-[(1-ethyl-4-piperidyl)oxymethyl]|-2-methoxy-phenyl]-1H-pyrazol-3-
yllamino]pyrazine-2-carbonitrile;
5-{[5-[4-[(1-isopropyl-4-piperidyl)oxymethyl]-2-methoxy-phenyl]-1H-pyrazol-3-
yllamino]pyrazine-2-carbonitrile;
5-[[5-(2-fluoro-6-methoxy-4-piperazin-1-yl-phenyl)-1H-pyrazol-3-yl]amino]pyrazine-2-
carbonitrile;
5-[[5-[2-methoxy-4-[(2R)-4-methylmorpholin-2-ylfphenyl]-1H-pyrazol-3-ylJamino]pyrazine-
2-carbonitrile;
5-[[5-[2-methoxy-4-[(2R)-4-ethylmorpholin-2-yl[phenyl]-1H-pyrazol-3-yl]Jamino |pyrazine-2-
carbonitrile;
5-[[5-[2-methoxy-4-[(2S)-4-methylmorpholin-2-yl|phenyl]-1H-pyrazol-3-yl|amino|pyrazine-
2-carbonitrile;
5-[[5-[2-methoxy-4-[(28)-4-ethylmorpholin-2-yl]phenyl]-1H-pyrazol-3-ylJamino]pyrazine-2-
carbonitrile;
5-[[5-(2,6-dimethoxy-4-piperazin-1-yl-phenyl)-1H-pyrazol-3-ylJamino]pyrazine-2-
carbonitrile;
5-[[5-[2,6-dimethoxy-4-(4-methylpiperazin-1-yl)phenyl]-1H-pyrazol-3-ylJamino]pyrazine-2-
carbonitrile;

5-[[5-[4-[[(3R)-3-fluoropyrrolidin-1-yl|methyl]-2-methoxy-phenyl]- 1 H-pyrazol-3-
yllamino]pyrazine-2-carbonitrile;

5-[[5-[2-methoxy-4-[[(3S)-3-methoxypyrrolidin-1-yl |methyl]phenyl]-1H-pyrazol-3-
yl]lamino]pyrazine-2-carbonitrile;
5-[[5-[2-methoxy-4-[[(3R)-3-methoxypyrrolidin-1-yl]methyljphenyl]-1 H-pyrazol-3-

yllamino]pyrazine-2-carbonitrile;
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5-[[5-[4-[[(2R)-1-ethylpyrrolidin-2-y]l|methoxy]-2-methoxy-phenyl]-1H-pyrazol-3-
ylJamino |pyrazine-2-carbonitrile;
5-[[5-[4-[[(2R)-1-isopropylpyrrolidin-2-ylImethoxy]-2-methoxy-phenyl]-1 H-pyrazol-3-

yl]amino]pyrazine-2-carbonitrile;

5-[[5-[4-[[(28)-1-ethylpyrrolidin-2-ylJmethoxy|-2-methoxy-phenyl]-1H-pyrazol-3-
ylJamino]pyrazine-2-carbonitrile;
5-[15-[4-[[(2S)-1-isopropylpyrrolidin-2-ylmethoxy]-2-methoxy-phenyl]-1H-pyrazol-3-
ylJamino]pyrazine-2-carbonitrile;

5-[[5-[4-[{cyclopropylmethylamino) methyl]-2-methoxy-phenyl]-1H-pyrazol-3-
ylJamino]pyrazine-2-carbonitrile;
5-|[5-[2-methoxy-4-[[[(3R)-tetrahydrofuran-3-ylJamino]methyl|phenyl]- 1 H-pyrazol-3-
ylJamino]pyrazine-2-carbonitrile;
5-[[5-[2-methoxy-4-[[[(38)-tetrahydrofuran-3-yl]amino]methyl|phenyl]-1H-pyrazol-3-
ylJamino}pyrazine-2-carbonitrile;
5-[[5-[4-[(3R)-4-isopropyl-3-methyl-piperazin-1-yl]-2-methoxy-phenyl]-1H-pyrazol-3-
yl]amino|pyrazine-2-carbonitrile;

5-[[5-[4-[(1-ethyl-4-piperidyDoxy]-2-methoxy-phenyl]- 1 H-pyrazol-3-yl Jamino]pyrazine-2-
carbonitrile;

5-[{5-[4-[(1-isopropyl-4-piperidyl}oxy]-2-methoxy-phenyl}-1 H-pyrazol-3-ylJamino]pyrazine-
2-carbonitrile;
5-[[5-[4-(4-ethylpiperazin-1-yl)-2-fluoro-6-methoxy-phenyl|-1H-pyrazol-3-
yllamino|pyrazine-2-carbonitrile;

5-[[5-[4-(4-isopropylpiperazin- 1-y1)-2-fluoro-6-methoxy-phenyl]- 1H-pyrazol-3-
yl]Jamino]pyrazine-2-carbonitrile;
5-[[5-[4-[[(3S)-1-cthylpyrrolidin-3-yl]oxymethyl]-2-methoxy-phenyl]-1H-pyrazol-3-
yllamino]pyrazine-2-carbonitrile;
5-{[5-[4-[[(33)-1-isopropylpyrrolidin-3-ylJoxymethyl]-2-methoxy-phenyl]- 1H-pyrazol-3-

yl]amino|pyrazine-2-carbonitrile;
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5-[[5-[4-[[(3R)-1-ethylpyrrolidin-3-ylJoxymethy!]-2-methoxy-phenyl]-1H-pyrazol-3-

yl]amino]pyrazine-2-carbonitrile;

5-[[5-[4-[[(3R)-1-isopropylpyrrolidin-3-ylJoxymethyl]-2-methoxy-phenyl}-1H-pyrazol-3-
ylJamino]pyrazine-2-carbonitrile;
5-[[5-[4-(4-isobutylpiperazin-1-yl)-2-methoxy-phenyl}-1H-pyrazol-3-yl]amino]pyrazine-2-
carbonitrile;
5-[[5-[4-[(1-ethyl-4-piperidylymethyl]-2-methoxy-phenyl]-1H-pyrazol-3-yl|amino]pyrazine-
2-carbonitrile;

5-[[5-[4-[(1-isopropyl-4-piperidyl)methyl]-2-methoxy-phenyl]-1H-pyrazol-3-
yl|amino]pyrazine-2-carbenitrile;
5-[[5-[4-[(1-ethyl-4-piperidyl)methyl-methyl-amino]-2-methoxy-phenyl]-1H-pyrazol-3-
yl]amino]pyrazine-2-carbonitrile;
3-[[5-]4-[(2R)-4-1sopropylmorpholin-2-yl]-2-methoxy-phenyl]-1H-pyrazol-3-
yllamino|pyrazine-2-carbonitrile;
5-[[5-[4-[(1-isopropyl-4-piperidyl)methyl-methyl-amino]-2-methoxy-phenyl]-1 H-pyrazol-3-
yl]amino]pyrazine-2-carbonitrile;
5-[[5-[4-[[(2R)-1-ethylpyrrolidin-2-yl}methyl]-2-methoxy-phenyl]-1H-pyrazol-3-
yl]lamino]pyrazine-2-carbonitrile;

5-[[5-[4-[(28)-4-isopropylmorpholin-2-y1]-2-methoxy-phenyl]-1H-pyrazol-3-

yl]amino|pyrazine-2-carbonitrile;

5-[[5-[4-[[(2R)-1-isopropylpyrrolidin-2-yl]methyl]-2-methoxy-phenyl]-1H-pyrazol-3-

yllamino]pyrazine-2-carbonitrile;

5-{[5-[4-[[(28)-1-ethylpyrrolidin-2-ylJmethyl]-2-methoxy-phenyl]- 1 H-pyrazol-3-

yl]amino]pyrazine-2-carbonitrile;
5-[[5-(2-methoxy-4-piperazin-1-yl-phenyl)-1H-pyrazol-3-ylJamino]pyrazine-2-carbonitrile;

5-[[5-[4-[[(28)-1-isopropylpyrrolidin-2-yl [methyl]-2-methoxy-phenyl]-1H-pyrazol-3-

yllamino]pyrazine-2-carbonitrile;

5-[{5-[4-{[(3S)-1-isopropylpyrrolidin-3-yllamino|-2-methoxy-phenyl]- 1H-pyrazol-3-

yl]amino [pyrazine-2-carbonitrile;
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5-[[5-[4-[[(3R)-1-isopropylpyrtolidin-3-ylJamino]-2-methoxy-phenyl |- 1H-pyrazol-3-
yllamino]pyrazine-2-carbonitrile;
5-[|5-[4-[[(3R)-1-ethyipyrrolidin-3-yl]amino]-2-methoxy-phenyl]-1H-pyrazol-3-
yl]amino]pyrazine-2-carbonitrile;
5-{[5-[4-[[(38)-1-ethylpyrrolidin-3-ylJamino]-2-methoxy-phenyl)-1H-pyrazo!l-3-
yl]lamino]pyrazine-2-carbonitrile;

5-[[5-[2-methoxy-4-[(3S)-3-methylpiperazin-1-yl]phenyl]- 1 H-pyrazol-3-ylJaminc]pyrazine-
2-carbonitrile;
5-[[5-[4-((3R)-3-ethylpiperazin-1-yl]-2-methoxy-phenyl]-1H-pyrazol-3-yllamino]pyrazine-2-
carbonitrile;

5-[[5-[4-[(3S)-3-isopropylpiperazin-1-yl]-2-methoxy-phenyl]-1 H-pyrazol-3-
yl]amino]pyrazine-2-carbonitrile;
5-[[5-[4-[(3R)-3-isopropylpiperazin-1-yl]-2-methoxy-phenyl]-1H~pyrazol-3-
yl]amino]pyrazine-2-carbonitrile;
5-[[5-[4~(3,3-dimethylpiperazin-1-yl)-2-methoxy-phenyl]-1H-pyrazol-3-yl]Jamino]pyrazine-

2-carbonitrile;
and salts and tautomers thereof.

15. A pharmaceutical composition comprising a compound as defined in claim 1 and a

pharmaceutically acceptable excipient.

16. A combination comprising a compound as defined in claim 1 and another

chemotherapeutic agent.

17.  Use of a compound as defined in claim 1, in combination with another
chemotherapeutic agent in the manufacture of a medicament for the treatment of a

proliferative disease.

18.  The compound according to claim 14, wherein the compound is 5-[[5~[4-(4-fluoro-1-
methyl-4-piperidyl)-2-methoxy-phenyl]-1H-pyrazol-3-yl]amino]pyrazine-2-carbonitrile or a
salt thereof.

19.  The compound according to claim 14, wherein the compound is 5-[[5-[4-(4-
isopropylpiperazin-1-yl)-2-methoxy-phenyl]-1H-pyrazol-3-yl]amino]pyrazine-2-catbonitrile.

or a salt thereof.
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20, The compound according to claim 14, wherein the compound is 3-[[5-[4-(4-
ethylpiperazin-1-yl)-2-fluoro-6-methoxy-phenyl]- 1 H-pyrazol-3-yl jamino[pyrazine-2-

carbonitrile or a salt thereof.
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