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CLAIMS

1. A compound of formula (I) or a pharmaceutically acceptable salt thereof:

0
M Y-R'
" @ (1)

wherein;

W is NHa
hyd%egen«@reéﬂkyl—ef-é};-gg—eyelea}kyl

Yis O : —whereinp-is-0—
10 | er2-agroup—O(CR'RYyr-a-group;i(CR'R"),+-a-group—NR'—+-a-group—OC(O)-+a

15
Rlés%yéﬁ%en—éréga}kﬂ—%@yegﬁyeleakykwhefmeh»@rééﬁkyk%
C3-Cy 1-Ca—atky—63-C;
20 R'isa group selected from (Ila) - (I1c):
R”
s 8 X
\/\ R N X3 X\
N *
ég 1’J\ 10 O N
R" R"
(lla) (Iib) (lic)

R® and R’ are each independently hydrogen or C;-Cg alkyl, or R® and R’

may form together with the nitrogen atom to which they are attached a

25 5-11- membered saturated monocyclic or a fused or spiro bicyclic ring system
optionally containing a further heteroatom which is oxygen or nitrogen, said

nitrogen atom being optionally substituted by C;-C¢ alkyl; wherein such C;-Cg



10

15

20

25

30

502

alkyl groups may be optionally substituted by a group C;-Cs alkyl, C;-Cs
cycloalkyl, hydroxyl or halo;

x! X2, X3, X* and X° are each independently a carbon atom, a nitrogen
atom, a group -(CH)- or a group -NH-; such that each combination thereof forms
an aromatic ring system;

R! is selected from a group consisting of: Hydrogen, -CN, -NR*R®,
N(R)(C,-Cgalkylene)-NR*RP, N(R®)(C3-Creycloalkylene)-NRAR,
-(C1-Cealkylene)-NR*R®,  -(C;-Cieycloalkylene)-NR*R®,  -0-(C,-Cgalkylene)-
NRAR®, -0-(C3-Cscycloalkylene)-NR*R®, -S-(C,-Cgalkylene)-NRAR®, -S-(Cs-
Cseycloalkylene)-NRARE, -N(R®)C(0)-(C-Csalkylene)-NR*RP, -N(R9)C(0)-(C3-
Cscycloalkylene)-NR*RP, -C(0)N(R®)-(C,-Cgalkylene)-NRAR®,
-C(ON(R%)-(C3-Creycloalkylene)-NR*R®,  -C(O)N(R®)-(C,-Csalkylene)-OR”, -
C(O)N(RS)-(C;-Cyeycloalkylene)-ORP,  -N(R®)C(O)NR*R®,  -C(O)NR"R®,
NRSC(0)N(R)-(C,-Coalkylene)-NR*R®, “N(RC(O)N(RY)~(C;3-
C7cycloalky]ene)-NRARB, -(Cz-Céalkylene)-ORD, -(C3~C7cycloa1kylene)-ORD, -O-
(C,-Calkylene)-ORP, -O-(Cs-Cyeycloalkylene)-ORP, -S-(C,-Cealkylene)-ORP, -S-
(C3-Cseycloalkylene)-ORP, N(R®)S(0),-(C;-Cealkylene)-NR"R®,
N(R9)S(0),-(C3-Creycloalkylene)-NRARE, -S(0),N(R)-(C,-Csalkylene)-NR*RP,
-S(0)N(R)-(C;-Creycloalkylene)-NRAR®, -S(0),N(R)-(C,-Csalkylene)-OR®, -
S(0)N(RO)-(C;-Creycloalkylene)-ORP,  -N(R9)S(0),-(C2-Csalkylene)-OR®, -
N(R)S(0)2-(C3-Creycloalkylene)-ORP, -S(0)N(RARP),
NROS(O),RP,  -NRC(O)R®, -OR®, -SR®,  -(C;-Csheterocycloalkyl),
(Cs-Crheterocycloalkyl)-(Ci-Cealkyl), (Cs-Csheterocycloalkyl)(Cs-Ceeycloalkyl)-,
and C3-C; heterocycloalkylcarbonyl; wherein any of such C;-Cealkyl, Cs-
Ceeycloalkyl, -(Ci-Cealkylene)- -(Ca-Csalkylene)-, -(Cs-Cseycloalkylene)-, -(Cs-
Csheterocycloalkyl), (Cs-Crheterocycloalkyl)-(C-Ce alkyl), (Cs-C4
heterocycloalkyl)-(C3-Cs cycloalkyl) and (Cs-Csheterocycloalkyl)carbonyl portion
in the above listed groups may be optionally substituted by a group C;-Cs alkyl,
C3-C7 cycloalkyl, hydroxyl or halo;

R is linked to X* and is selected from a group consisting of:

Hydrogen; -CNj; C;-Cg alkyl which is substituted by a group selected from -
CN, -ORS, -SR, halo; C3-Cgcycloalkyl which is substituted by a group selected
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from C;-C4 alkyl, -CN, -OR®, -SR”, halo; -NR®R® -N(R®)(C,-Cealkylene)-
NRRE, -N(R)(C;-Creycloalkylene)-NRAR®,  ~(C;-Cgalkylene)-NR*RE, ~(Cs-
C7cycloa1ky1ene)-NRARB, -0-(Cy-Cgalkylene)-NR*RB, -0-(C3-Cseycloalkylene)-
NRARB,  -S-(C,-Csalkylene)-NR*R®,  -S-(C3-Cscycloalkylene)-NRAR®,

N(RS)C(0)-(C;-Cgalkylene)-NRRE, -N(R“)C(0)-(C3-Creycloalkylene)-NR*RE,
C(O)N(RE)-(C,-Cealkylene)-NRAR®, -C(O)N(R)-(C3-Creycloalkylene)-NRARE,
C(OIN(RS)-(Ca-Cealkylene)-ORP,  -C(OYN(RC)-(Cs-Creycloalkylene)-ORP,

NROHC(ONRARB), -C(OIN(RAR), -N(R)C(O)N(R®)-(Cy-Cgalkylene)-NR*RE,
N(R)C(O)N(R®)-(C3-Creycloalkylene)-NRARP, -0-(C,-Cealkylene)-ORP, -O-(Cs-
C7cycloalkylene)-ORD, -S-(C,-Cealkylene)-ORP, -S-(C3-Ceycloalkylene)-ORP, -
N(RS)S(0),-(C-Cealkylene)-NRARE,  -N(R)S(0),-(C3-Creycloalkylene)-NR RE,
-S(0),N(R)-(Cr-Calkylene)-NRARE, -S(0),N(R)-(C3-Creycloalkylene)-NRARE,
-S(0),N(R)~(Ca-Cgalkylene)-ORP,  -S(0);N(R®)-(C3-Creycloalkylene)-ORP,

N(R)S(0),-(C2-Cealkylene)-ORP,  -N(R®)S(0), (Ci-Creycloalkylene)-ORP, -
S(0),NRARE),  -NRSS(O)RP, -NRYHCORS, ORS, SRS  -(Cs-
Crheterocycloalkyl), (Cs-Cyheterocycloalkyl)-(C-Cesalkyl),
(Cs-Cqheterocycloalkyl)(Cs-Ceeycloalkyl) and (Cs-C; heterocycloalkyl)carbonyl,
wherein any of such C;-Cealkyl, Cj;-Cecycloalkyl, -(C;-Cgalkylene)- -(Cs-
Cealkylene)-, -(C3-Cyeycloalkylene)-, -(C3-Cqheterocycloalkyl), (Cs-
Crheterocycloalkyl)-(C;-Cg alkyl), (Cs-Cy heterocycloalkyl)-(C3-Cg cycloalkyl) and
(C3-Cqheterocycloalkyl)carbonyl portion in the above listed groups may be

optionally substituted by one, two or three groups R* which are independently
selected in the Ilist consisting of: C;-Cs alkyl, (C-C;) haloalkyl, (C;-
Cs)hydroxyalkyl, C3-C; cycloalkyl, hydroxyl and halo; or

R is linked to X' and is phenyl or 5- or 6-membered monocyclic

vheteroaryl, wherein such phenyl or 5- or 6-membered monocyclic heteroaryl is

substituted by a group selected in the list consisting of: C;-C¢ alkyl which is
substituted by a group -CN; C;3-C¢ cycloalkyl which is substituted by a group
selected from: -CN, -OR®, -SR® or halo; -N(R®)(C,-Cgalkylene)-NR*R?,
“N(R®)(C3-Creycloalkylene)-NRAR®, -(C-Cealkylene)-NR*RE, ~(Cs-
C7cycloa1kylene)~NRARB, -O-(C3~C7cycloa1kylene)-NRARB, -S-(Cy-Cealkylene)-
NRAR®, -S-(C3-Cseycloalkylene)-NRARE, -N(R®)C(0)-(C)-Cealkylene)-NR*R", -
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N(R®)C(0)-(C3-Creycloalkylene)-NR*RB, -C(O)N(R)-(Cy-Cgalkylene)-NRRE, -
C(O)N(R®)-(C3-Creycloalkylene)-NRARE,  -C(O)N(R®)-(C,-Cealkylene)-ORP, -
C(OIN(R®)-(C3-Cseycloalkylene)-ORP, N(ROC(OIN(R®)-(C,-Cealkylene)-
NRARE, N(ROC(O)N(R)-(Cs-Creycloalkylene)-NRARE, -0-(C;s-
Cseycloalkylene)-ORP, -S-(C3-Creycloalkylene)-ORP, N(RS(0)2-(C-
Csalkylene)-NR*RE, -N(R)S(0),-(C3-Creycloalkylene)-NRRE, -S(0),N(R)-(C,-
Cealkylene)-NR*RE, -8(0),N(R)-(C3-Creycloalkylene)-NRARE, -S(0),N(R)-(C;-
Cealkylene)-ORP,  -S(0),N(R®)-(C3-Creycloalkylene)-ORP,  -N(R©)S(0),-(Ca-
Csalkylene)-ORP,  -N(R%)S(0),-(C3-Creycloalkylene)-ORP,  -N(R)S(0),RP,
-(C3-Cyheterocycloalkyl), (Cs-Cqheterocycloalkyl)-(C,.Cgalkyl), (Cs-
Csheterocycloalkyl)(C;-Cseycloalkyl) and (Cs-Crheterocycloalkyl)carbonyl,
wherein any of such C;-Cgalkyl, C;-Cecycloalkyl, -(C;-Csalkylene)- -(C;-
Csalkylene)-, -(C3-Cyeycloalkylene)-, -(C3-Csheterocycloalkyl), (Cs-
Csheterocycloalkyl)-(C;-Cs alkyl), (Cs-Cy heterocycloalkyl)-(C3-Cg cycloalkyl) and
(C;3-Crheterocycloalkyl)carbonyl portion in the above listed groups may be
optionally substituted by one, two or three groups R* which are independently
selected in the group consisting of: C;-Cgalkyl, (C;-C3) haloalkyl, (C;-
Cyhydroxyalkyl, C3-Cscycloalkyl, hydroxyl and halo;

R* and R® are at each occurrence independently hydrogen, C,-Cs alkyl or
C3-C; cycloalkyl, such C;-C¢ alkyl and C3-C; cycloalkyl being optionally
substituted by a group C;-C; alkyl, Cj;-Cseycloalkyl, -ORD, -CN or halo;
alternatively, R* and R®, may form together with the nitrogen atom to which they
are attached a 5-11- membered saturated heterocyclic monocyclic or bicyclic ring
system which is optionally substituted by one or more group -ORP, -CN, halo, C-
Cs alkyl or C;3-C; cycloalkyl, such C;-C¢ alkyl and C;-C; cycloalkyl being
optionally substituted by a group C;-Cs alkyl, C3-Cscycloalkyl, -ORP, -CN or halo;
and which 5-11- membered saturated heterocyclic monocyclic or bicyclic ring
optionally contains a further heteroatom which is oxygen or nitrogen, said nitrogen
atom optionally substituted by C;-Cs alkyl or C;-Cg cycloalkyl, wherein any of
such C;-Cg alkyl or C;-Cg cycloalkyl may be optionally substituted by a group Ci-
Cy alkyl, C3-C7 cycloalkyl, -ORP, -CN, or halo; and/or R* and R® may be linked to
one carbon atom of the -(C;-Cgalkylene)-, -(C,-Csalkylene)- or -(C;-
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Cyeycloalkylene)- portion of the group linked to the nitrogen to which they are
connected to form a saturated cycle of up to 6 ring atoms;

RC is at each occurrence independently hydrogen, C;-Cg alkyl or Cs-Ce
cycloalkyl, such C,-Cg alkyl and Cs-Cg cycloalkyl being optionally substituted by a
group C;-Cs alkyl, -ORP, -CN or halo;

RP is at each occurrence independently hydrogen, -CHj or -C,Hs;

R'? and R" are independently hydrogen, C;-Cg alkyl, or halogen;

A is a divalent cycloalkylene radical having 5, 6 or 7 ring atoms; said
cycloalkylene ring being attached to W and Y, and fused to a phenyl ring-erte—a
, such phenyl erheterearyl

ring being optionally substituted by one or two groups R*

R** is at each occurrence independently selected from the group consisting
of: C;-Cg alkyl, halogen and cyano;
R? is a radical of formula (II1a), (IIIb), (IIlc), or (I1Id):

14 15

R R 17
R N, R'®
Z=Z 4\
0 -0 SO N 7% ™.
H 5 * R' 22 = *
(lla) (Ilb) (llic) (llid)
wherein

R is selected in the group consisting of: -F, -CHj3, -C,Hs, -CH,0H,
-CH,0Me, -CF,CF3, -CH,SCH3, -SCHj3 and -SC,Hs;

R'S and R' are independently -CH; or -C,Hs;

R' is selected from the group consisting of: lone electron pair, hydrogen, -
CF3, -NRFRF, -(C;-Cqeycloalkyl), -(Cs-Crheterocycloalkyl), aryl or heteroaryl
wherein any of such —(Cs;-Cscycloalkyl), -(Cs;-Csheterocycloalkyl), aryl or
heteroaryl may be optionally substituted by a group C;-Cg alkyl, C3-C; cycloalkyl,
or halo; or

R'is a group of general formula (IV)
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21

X (V)

wherein

R* is selected in the group consisting of: -F, -CHjz, -C,Hs, -CH,OH,
-CH,OMe, -CF,CF3, -CH,SCH3, -SCHj3 and -SC,Hs;

R* is -CH; or -C,Hs;

or

R and R*' as defined above may form together with the carbon atom to
which they are attached a saturated 3-7- membered monocyclic ring;

R"® and R" are each independently C;-Cs alkyl, optionally substituted by a
group C;-Cj alkyl, -ORG, -CN or halo; alternatively, RE and RF may form together
with the nitrogen atom to which they are attached a 5-11- membered saturated
monocyclic or bicyclic heterocyclic ring system which is optionally substituted by
one or more groups -ORG, -CN, halo, C;-C¢ alkyl or Cs-C; cycloalkyl, such C;-Cq
alkyl and Cs-C; cycloalkyl being optionally substituted by a group C;-Cs alkyl, Cs-
Cyeycloalkyl, -ORG, -CN or halo; and which 5-11- membered saturated monocyclic
or bicyclic heterocyclic ring optionally contains a further heteroatom which is
oxygen or nitrogen, said nitrogen atom optionally substituted by C;-Cg¢ alky! or C;-
Cs cycloalkyl, wherein any of such Ci-Cs alkyl or C;-C¢ cycloalkyl may be
optionally substituted by a group C;-Cs alkyl or C3-C7 cycloalkyl;

RECis hydrogen, -CHj3 or -CyHs;

R is selected in the group consisting of: lone electron pair, hydrogen, aryl,
heteroaryl, -(C;-Cealkyl), -(C;-Cjcycloalkyl), -(Cs-Csheterocycloalkyl), (Cs-
Crheterocycloalkyl)-(C-Cgalkyl) and (Cs-Csheterocycloalkyl)-(Cs~Cs cycloalkyl),
wherein any of such aryl, heteroaryl, -(C;-Csalkyl), -(C3;-Cscycloalkyl), -(Cs-
Crheterocycloalkyl), (Cs-Crheterocycloalkyl)-(C;-Cealkyl) and (Cs-
Cyheterocycloalkyl)-(C;-Cg cycloalkyl) may be optionally substituted by a group -
CN, -OH, halo, -COORM, C;-Cgalkyl, C3-Cscycloalkyl, -O-(C;-Cealkyl), -O-(C;-
Cecycloalkyl), -S-(Ci-Cealkyl), -S-(Ci-Cseycloalkyl), -NRR!, -NR"Y(C,-
Cealkylene)-NRMR', -N(RY)(C3-C;eycloalkylene)-NR¥R’, -(C;-Cgalkylene)-NR'R’,
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-(C3-Creycloalkylene)-NRIR?, -0-(C,-Cealkylene)-NR"R, -0-(Cs-
C7cycloalkylene)—NRHRJ, -S—(Cz-Céalkylene)-NRHRJ, -S-(C3-Creycloalkylene)-
NRUR!, -NRMC(0)-(C;-Csalkylene)-NRFR’, -N(RMC(0)-(C3-Creycloalkylene)-
NRIR’, -C(O)N(RY)-(C,-Cgalkylene)-NR"R’,
-C(O)N(RM-(C3-Creycloalkylene)-NRPR!,  -C(O)N(RM)-(C,-Cgalkylene)-ORM, -
C(O)N(RM)-(C3-Cseycloalkylene)-ORM, -N(RMC(ON(RYRY), -C(ONR'RY, -
N(RHC(O)N(RM-(C,-Coalkylene)-NRIR’, NRHCONRY-(Cs-
Cseycloalkylene)-NRYRY,  -0-(C,-Calkylene)-ORM,  -0-(C3-Creycloalkylene)-
ORM, -S-(C,-Cealkylene)-ORM, -S-(C3-Cieycloalkylene)-ORM, -N(RMS(0),-(C;-
Cgalkylene)-NR"R’, -N(RMS(0),-(C5-Creycloalkylene)-NRR’,
-S(0)N(RH-(C,-Cealkylene)-NRR’, -S(0),N(R")-(C3-Ceycloalkylene)-NRPR, -
S(0);N(RY)-(Cy-Cealkylene)-ORM,  -S(0),N(RM-(C3-Creycloalkylene)-ORM, -
N(RYS(0),-(Ca-Coalkylene)-ORM,  -N(RMS(0),-(C3-Cyeycloalkylene)-ORM, -
S(O)LN®RIRY,  -NRMS(O)RRY,  -NRHYHCO)R",  OR:  SRY  -(Cs-
Csheterocycloalkyl),  (Cs-Csheterocycloalkyl)-(C1-C¢  alkyl) and  (Cs-Cy
heterocycloalkyl)-(C3-C¢ cycloalkyl), wherein any of such C;-Cgalkyl, C;-
Cecycloalkyl, -(Ci-Cgalkylene)- -(C,-Cgalkylene)-, -(Cs;-Cscycloalkylene)-, -(Cs-
Crheterocycloalkyl),  (Cs-Csheterocycloalkyl)-(C(-C¢  alkyl) and  (Cs-Cq
heterocycloalkyl)-(C3-Cg cycloalkyl) portion in the above listed groups may be
optionally substituted by a group C;-Cs alkyl, C3-C5 cycloalkyl, -OR" or halo;

RM and R’, are at each occurrence independently hydrogen, C;-Cs alkyl or
C;-Cg cycloalkyl, such C;-Cg alkyl or C3-Cg cycloalkyl being optionally substituted
by a group C;-Cs alkyl, -ORM, CN or halo;

alternatively, R™ and R may also together with the nitrogen atom to which
they are attached a 5-11- membered saturated monocyclic or bicyclic heterocyclic
ring system which is optionally substituted by one or more groups -ORM, -CN,
halo, C;-Cg alkyl or C3-C; cycloalkyl, such C;-Cg alkyl and C3-C; cycloalkyl being
optionally substituted by a group C;-Cs alkyl, C;3-C;cycloalkyl, -ORM, CN or halo;
and which 5-11- membered saturated monocyclic or bicyclic heterocyclic ring
optionally contains a further heteroatom which is oxygen or nitrogen, said nitrogen
atom optionally substituted by C;-C¢ alkyl or C;3-Cg cycloalkyl, wherein any of
such C;-Cg alkyl or C3-Cg cycloalkyl may be optionally substituted by a group C;-
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Cs alkyl, C3-C; cycloalkyl, -ORM, CN, or halo;

and/or R™ and R may be linked to one carbon atom of the -(C;-Cgalkylene)-,
-(C,-Cgalkylene)- or -(C;-Cycycloalkylene)- portion of the group linked to the
nitrogen to which they are connected to form a saturated cycle of up to 6 ring
atoms;

R is at each occurrence independently hydrogen, C;-Cs alkyl or C3-Cg
cycloalkyl, such C;-C¢ alkyl or C3-Cg4 cycloalkyl being optionally substituted by a
group C;-Cj alkyl, —ORM, -CN or halo;

RM is at each occurrence independently hydrogen, C;-C¢ alkyl or C;-Cg
cycloalkyl, such C;-Cg alkyl or C;3-Cg cycloalkyl being optionally substituted by a
group hydroxyl, -CN or halo;

7', 7%, 7%, and z* are independently selected in the group consisting of: C, N,
S, O, a group -CH-, and a group -NH-, in such a combination that the resulting ring
formed is an aromatic system;

RY is selected from the group consisting of: hydrogen, -CFs, -NRFRF,
-(C;3-Cqeycloalkyl), -(Cs.-Csheterocycloalkyl), aryl or heteroaryl wherein any of
such -(C3-Cseycloalkyl), -(Cs.-Csheterocycloalkyl), aryl or heteroaryl may be
optionally substituted by a group C;-Cs alkyl, C3-Cy cycloalkyl, or halo; or

R" is a group of general formula (V)

Rzo\f R21
V)

*

wherein R20, R*!' RE and RY are as above defined;

T is -N= or -CR”=;

R* is H, halo, -CHj, or -CN;

R** is H, halo, -CHj, or -CN;

qis0,1,2 or 3:

SRYY,—nis——and-Rs
NRR®—NRYE(O)-(C,-Csableylene) NRRP MR IC(OIC3-Creyeloatkylene)-
NRAR®,— NROYCOPURR),—NREYCOPMRIAC-Coalkeylene) NRR*—
NEROYCLOMNRIC;-Creyeloatkylene) NR'R; o
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NROYC(OIR  ~then-X-is-nitrogen.

2. A compound of formula (I) according to claim 1 which is a compound of
formula (Ia) wherein carbon stereogenic center on the cycloalkylene portion of
ring A which is linked to group W and identified with number (1) herebelow,

possess the absolute configuration herebelow represented:

0
? Y-R'
(1
R~ N/U\W-—
(Ia)

Or a pharmaceutically acceptable salt thereof.

3. A compound of formula (I), according to claim 1 or 2, which is a compound
of formula (Ib) wherein carbon stereogenic centers on the cycloalkylene portion of
ring A which are linked to group W and Y and identified, respectively, with

numbers (1) and (2) herebelow, possess the absolute configuration herebelow

represented:

o)
1
R2 1 —&Y-R
o

(Ib)

Or a pharmaceutically acceptable salt thereof.

4, A compound of formula (I) according to anyone of claims 1 to 3 wherein A

is group selected in the group consisting of:

*

24
R 24




\
haN
\
12}
\
B \
\
N

5
M R4 EGRSR‘é " ?lgl . : i :
10 5 5 '
57. A compound of formula (I) according to anyone of claims 1 to 46, wherein
R is a group of formula (Ilc):
/R“
/XZ‘X‘XA:\\
%* 3\ /N
Xs
R™
15 (lic)

or a pharmaceutically acceptable salt thereof.

68. A compound of formula (I) according to anyone of claims 1 to 57,
wherein Ms—%l—kl;#—i&_&-greaﬁ%gﬁ4 a—and-ris-05-A is group:
20
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*
/% or 5 -
*
R4

2 24
R

Wherein R' is a group of formula (IIca) as above defined which is connected to the

group Y through the carbon adjacent to X*

R11

/
\ /X\X3X\

G

(llca)

13

5  And wherein X* is a carbon atom, X’isa nitrogen atom, X3 isa nitrogen atom and
X?is a group -CH-, and R" is hydrogen;

Wherein R is a group:

10  Wherein R* is optionally present and represents one, two or three substituents
independently selected in the list consisting of: C;-Cg alkyl, (C;-Cs) haloalkyl, (C;-
Cy)hydroxyalkyl, Cs3-C; cycloalkyl, hydroxyl and halo; and wherein the asterisk
represents the point of attachment for group R to the rest of the molecule via X*;

Wherein R? is a radical of formula (IIIb):

15
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(lIb)

Wherein z' = -CH-, 2= C, z* and z* are N and R" is a group of general formula

(Iv)

21

x (V)

And Wherein R? is -CH; or -CH,OH, and R?! is -CH;

79. A compound of formula (I) according to anyone of claims 1 to 5%,

wherein Wois- NH-Y-is-a-group—O(CR’RY),—and-nis-O0-A is group:

24 24
R

Wherein R' is a group of formula (Ilca) as above defined which is connected to the

group Y through the carbon adjacent to X2

(llca)

And wherein X* is a carbon atom, X’ is a nitrogen atom, X° is a nitrogen atom and
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X*is a group -CH-, and R" is hydrogen;

Wherein R' is a group:

Wherein R* is optionally present and represents one, two or three substituents
independently selected in the list consisting of: C;-Cg alkyl, (C;-C;3) haloalkyl, (C;-
Cq)hydroxyalkyl, C3-Cs cycloalkyl, hydroxyl and halo; and wherein the asterisk
represents the point of attachment for group R to the rest of the molecule via X*

Wherein R? is a radical of formula (IIIb):

(lib)

Wherein z' = -CH-, z*= C, 2° and z* are N and R'7 is a group of general formula

(V)

Rzo R21

* (V)

And Wherein R* is -CH; or -CH,OH, and R*! is -CH;.

810. A pharmaceutical composition comprising a compound as claimed in any of

the preceding claims 1 to 79, together with one or more pharmaceutically
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acceptable carriers.

9++. A compound as claimed in any of claims 1 to 79 for use in the treatment of

diseases or conditions which benefit from inhibition of p38 MAP kinase activity.

10+2. Compounds according to anyone of claims 1 to 79 for use in the treatment
of diseases or conditions which benefit from inhibition of p38 MAP kinase activity
according to claim 94+ wherein the diseases or conditions is chronic eosinophilic
pneumonia, asthma, COPD, adult respiratory distress syndrome (ARDS),
exacerbation of airways hyper-reactivity consequent to other drug therapy or

airways disease that is associated with pulmonary hypertension.

1143. The use of a compound as claimed in any of claims 1 to 79 in the
manufacture of a medicament for the treatment of diseases or conditions which

benefit from inhibition of p38 MAP kinase activity.

1244. The use according to claim 1143 wherein the disease or condition is chronic
eosinophilic pneumonia, asthma, COPD, adult respiratory distress syndrome
(ARDS), exacerbation of airways hyper-reactivity consequent to other drug

therapy or airways disease that is associated with pulmonary hypertension.



