
%%'O 20061024841 PCT/GB2005/003355  BENZATNMIDE COMPOUNDS This invention
concerns certain novel benzamide compounds, or pharmaceutically  acceptable
salts or pro-drug forms thereof, which are potent inhibitors of the enzyme
historic  s deacetylase (HI)Al). The invention also concerns processes fir
the manufacture of these novel benza-mide compounds, to pharmaceutical
compositions containing them and to their  use in therapeutic methods, for
example in the manufacture of medicaments to inhibit FIDAC  in a
warnm-blooded animal, such as main. II13AC activity has been associated
with a number of disease states, such as cancer to (Marks et al., Nature
Reviews, 1, 194-202, (241111)), cystic fibrosis (Li, S. et at, J. .Blot
Chem.,  274,7803-7815, (1999)), F{untingdons chorea (Steffan, f. S. et al.,
Nature, 413, 739-713,  (2001)) and sickle cell anaemia (Gabbianelli, M. at
at, Blood, 95, 3555-3561, (2000)),  Accordingly, the invention also extends
to methods of treating any of the aforementioned.  diseases using the
benzanride compounds of the present invention, as well as to the. use of as
these benzanride compounds in the manufacture of a medicament for the
treatment of such  disease states. In the eukaryotic cell, DNA is routinely
compacted to prevent transcription factor  accessibility. When the cell is
activated this compacted DNA is made available to NN'A- binding proteins,
thereby allowing the induction of gene transcription (Beato., M., J Med. zo
Chem., 74, 711.-724 (1996); Wolffe, A. P., Nature, 387, 16-17 (1997)).
Nuclear DNA is  known to associate with proteins known as histories to form
a complex that is known as  chromatin. The core histones, termed 112A,
112B, 1-13 and 114, are surrounded by 1.46 base  pairs of DNtl, to forna
the fundamental unit of chromatin, Which is known as the nueleosorne.  The
N-terminal tails of the core histories contain lysine residues that are
sites for post- tratiscriptionai acetylation. Acetylation of the terminal
amino group on the lysine side chain  neutralizes the potential of the side
chain to form a positive charge, and is thought to impact  on chromatin
structure. Histone Deacetylases (11DACs) are zinc-containing enzymes which
catalyse the  removal of acetyl groups from the r-amino termini of lysine
residues clustered near the amino  terminus ofnueleosomal histories. IIDAC
s maybe divided into two classes, the first (11d P C;  



1, 2, 3 and 8) represented by yeast Rpd3-like proteins, and the second
(FIDAC 4, 5, 6, 7, 9 and WO 2006/024841 PC'17G820051003355  2 7 0)
represented by yeast Tidal--like proteins. The reversible process of
acetyylation is lance -. to  be important in transcriptional regulation and
cell-cycle progression. In addition, HDAC  deregulation has been associated
with several cancers and IIDAC inhibitors, such as  Triehostatin.A (a
natural product isolated from Streptomyees hvgroscop?icus), have been
shown to exhibit significant cell growth inhibition and anti-tumour effects
(Meinke, P. T.,  Current Medicinal f heruistrny, 8, 211-235 (2001)).
Yoshida et al, (Er )er. Cell Res., 177, 122- 131 (1988)) teach that
Trichostatin A causes the arrest of rat fibroblasts at the Oi and C32
phases of the cell cycle, thereby implicating the role of HDAC in the
regulation of the cell  cycle. Furthermore, Trichostatin A has been shown
to induce terminal differentiation, inhibit to cell growth, and prevent the
formation of tumours in mice (I<imrin of ed., Nature, 401, 188-193
(1999)). It is known from interrnational Patent Pu;blicatioan Numbers WO
(c)'3; 087057 snid WO 03/092686, that certain benzannide derivatives are
inhibitors of lIE)AC, One particular  compound disclosed in WO 03/087057 is
,V (2-anrirtophenyl)-4-pyridin-2-vi-benzaniide. 15 'However, there is no
specific disclosure in either of these documents of b'wnzamide
derivatives, which possess a further substituted-pyridin-2-yl ring moiety
at the 4-position of  the bennzanrnide ring. We have now found that certain
benzamide derivatives possessing an  optionally substituted
3-cyanopyridin-2-yl group in the 4-position of the benzanide ring are
potent inhibitors of the &IDAC", enzyme. 2e. According to the present
invention: there is provided a compound of formula (1):  Rta .N  \ fl! `
(R2)r,? (R3),  (i3 wherein: WO 2006/024841 PC /GB2005/003355  



3 Rr" is selected from hydrogen, amino, nitro, (1-3C)alkyl,
N(1-3C)allcylamino, N,Ndi-(l.- 3C)alkylamino, phenyl, orpiperazinyl; and
wherein: (i) ifRra is N-(1-3C)alkylamino orN,N-di-(1-3C)alkylaraino group,
the (1- s 3C)alkyl moiety is optionally substituted by hydroxy or
(1-3C)alkoxy; (ii) if Rra is phenyl, it is optionally substituted by halo,
amino, N-(l-3)alkylamino,  orN,N-di-(1-3C)alkylamino; and (iii) if Rra is
piperazinyl, it is optionally substituted by halo, amino, (1-3C)alkyl, N
(1-3)alkylaniino, orN,N-di-(l-3C)a]kylamino; io Rlb is selected from: (i)
hydrogen, halo, nitro, cyano, hydroxy, trifluoromethyl, trifluoromethoxy,
amino, carboxy, carbamoyl, mercapto, sulphamoyl, (l-6C)alkyl, hydroxy(1-
6C)alkyl, (2-6C)alkenyl, (2-6C)alkynyl, (3-6C)cycloalkyl,
(3-6C)cycloalkyl(l- 6C)alkyl, (3-6C)cycloalkenyl,
(3-6C)cycloalkenyl(l-6C)alkyl, (1-6C)allcoxy, 15 (1-6C)alkanoyloxy,
N-(l-6C)alkylainino, NN-di -[(1-6C)allcyl]amino, N-[(3-
6C)cycloallcyi]amino, NN-di-[(3-6C)cycloalkyl]amino, N-[(3-
6C)cycloalkyl(1-6C)alkyl]amino, NN-di-[(3-6C)cyeloalkyl(l-6C)alkyl]amino,
N-[(3-6C)cycloalkyl]-N-[(l-6C)a]kyl]amino, N-[(3-6C)cycloatkyl(1-6C)alkyl]-
N-[(l-6C)allcyl]amino, N-(1-6C)a1kanoylaniino, N,N-di-[(1 20 6C)alkanoyl]
amino, N-[(1-6C)alkoxy(l-6C)alkyl]amino, NN-di-[(1-
6C)alkoxy(l-6C)allcyl]amino, N-[(l-6C)alkoxy(1-6C)alkyl]-N-[(l 6C)alkyl]
amino, N-(1-6C)allcylcarbamoyl,.NN-di-[(1-6C)allcyl]carbamoyl, (1-
6C)alkylthio, (1-6C)allcylsulphinyI, (1-6C)allcylsulphonyl, (1-
6C)alkoxycarbonyl, N-(1-6C)alkylsulphamoyl, NN-di-[(l 25
6C)alkyllsulphamoyl, aryl, aryl-(1-6C)alkyl, a carbon linked heterocyclyl
group, or a heterocyclyl-(1-6C)alkyl group wherein the heterocyclyl moiety
is  carbon-linked to the alkyl group; or (ii) a group of sub-formula II: WE
2006/024841 PCTiCB20051003355  



C 4 r R, 7 Rs&-[CR"Rb1s_xt_[CR kA]b- III)  wherein. X1 is selected from a
direct bond, -0- or --- 00)-.1 integer a is 0, 1, 2, 3 or 4, with the
proviso that ifXt is -0-, integer a is at least  1: integer b is 0, 1, 2, 3
or 4; each FRe, Rb, Re and R.' group present is independently selected from
hydrogen,  hale, hydroxy or (1-4C)alkyl; it? R' and R8 are independently
selected from hydrogen, (1-6C)alkyl, hydroxy(i- 6C)alkyl, halo(1-6C)alkyl,
(2-6C )alkenyl, (3-6C)cyeloalkyl, (3- 6C)cycloalkyl(1-6C)alkyl,
(l-6C)alkoxy(1-6C)alc-yl, (1-6C)alkanoyl, (3- 6C)cycloalkenyl,
(3-6C)cycloarkenyl(1-6C)allcy1, aryl, aryl(1-6C;)alkyl,  heterocyclyi; a
heterocyc,iyl-(1-6C)alkyl group wherein the heterocyclyl moiety is carbon-
linked to the alkyl group and is either selected from a substituted or
unsubstituted thienyl, pyr-inaidinyl, pyridazinyl, thranyl, tetrahydrof
uranyi,  pyxanyl, tetra rydropyranyl, pyridinyl, pyrazinyl, thiazoly, or
indolyl group,  or from one the following particular substituent groups:
l,3-dlrnethyl-1F 41 pyrazol-5-yl, 3,5-dimnethyi--i.F-pyrazol-4-yl, and
1-rrrethyl-1H-imidazol-4-y';  a group of sub-formula III: R9Rt'N-I[CReRr1
]C`x2-[ CRPRh s- (I)  wherein: 25 X2 is selected from a direct bond, --0-
or ---C(O)-;  integer c is 1, 2 or 3; integer d is G, 1, 2 or 3; WO
20061024841 PCT/G120051003355  



each R`, Rf, Rr and BP group present is independently selected from
hydrogen, halo, hydroxy or (1-4C)alkyl; R4 and R') are independently
selected from hydrogen:, (1-6C)alkyl,  hydroxy(1-6C)alkyl,
halo(1-6C)alkyrl, (3-6C)cycloallcyl, (3 x 6C)cycloalkyl(1-6C)alkyl, (1--6C
)alkoxy(1.-6C)alkyl, or R' and R' are  linked so that, together with the
nitrogen atom to which they are  attached, they form a 4-, 5-, 6- or
7-membered non-aromatic  heterocyclic ring, said heterocyclic ring
optionally comprising, in  addition to the nitrogen atom to which 12.4 and
R' are attached, one or as two further heteroatonns selected from N, 0 or
S, and wherein said  heterocyclic ring is optionally substituted by
hydroxy, halo, (1- 4i")alkyl, carbatinoyl, or Cl/2-. -N12.`'R'2 (wherein
integer e is 0, 1 or  2, and R" and B!2 are independently selected from
hydrogen, (l - 6C)alkyl, (3-6C)cycloallcyl or
(3-6C)cycloallcyl(1-6C)alkyi); ,5 or R` and W are linked so that, together
with the nitrogen atom to which they  are attached, they foann a 4 to
10--membered heterocyclic ring, said heterocyclic  ring optionally
comprising, in addition to the nitrogen atom to which le and BY  are
attached, one or two further nitrogen atoms; or (iii) a group of the
sub-formula IV: :15 Q'-X3-YI- (iV)  wherein: Y' is a direct bond or
---[CR"R''] where integer x is 1 to 4 and R13 and R'4 are  independently
selected from hydrogen, halo and (14C)alkyl; 25 X3 is selected from -0-,
-S-., -SO-, -S7z-, -C(O)-, -OC(O)- and -C'.'(O)O-, with  the proviso that
Y' is not a direct bond if X3 is -C(C))-;Q' is selected from (1-6C)allcyl,
(3-6C)cycloalkyl, (3-6C)+cycloalkyl(1- 6C)alkyl, (3-6C)cycloalkenyl, (3-60
)cycloalkenyl(1-6C)alkyl, aryl, aryl-(l.- C-')alkyl, heterocyclyl,
heterocycly-(1-6C)alkyl, or RE'RI6N-(1-6C:)alkyl WO 2006/024841
PCT/GB20051003355  6 



(wherein R15 and R.'6 are each independently selected from hydrogen, (1-
6C)alkyl, (1-6C)alkoxy, (1-6C)alkoxy(l.-6C)alkyl, (1-6C)aiikanoyl, (3--
6C)cyclcalkyl; (3-6{)cy loalkyl(I-6C)alkyl, (3.6C)cycloalkenyl, or (3-
6C)cycloallcenyl(1-6C)alkyl); s and wherein any heterocyclyl ring within a
Rib substituent group (apart from those for  -which particular substituents
are expressly stated above, such as heterocyclyl rings formed  when R9 and
R1 are linked) is optionally substituted on carbon by one or more Zi
substituent  groups (for example 1, 2 or 3), which may be the same or
different, selected front: (a) halo, nitro, cyan, hyd roxy,
trifluoromethyl, trifluoro nethoxy, amino, carboxy,  io caFdbamoyl,
mercapto, sulphainoyl, (1-6C)alkyl, hydroxy(7.--6C)alkyl, {2.- 6C)alkenyl,
(2-61 )allcyryi, (I-6C)alkoxy, (l-6C)alcanoyl, (1-6C)alkanoyloxy,
(l-6C)alkoxv-(1-6C)alkyl, (1-6C)allcoxyearbonyl, halo(l-6C)alkyl, N-.[(i.-
6C)a1kyl]amino, : V <rV Ii-[(l.-fiC)alkyl'arnin , N-
(1-6C)allcylcarbanioyl, ,N'N-di- [(1-6C)alkyl]carbainoyl, (1-6C)alkylthio,
(l-6C)alkylsulpliinyl, (1 (l.-6C)all:y'lsulplxaanc y'l, N. V di-[( -
6C)alkylsulphonyl, AT 6C)alkyl]sulphamoyl, aryl, aryl-(I-6C)alkyi,
heterocyclyl, heteroeyclyl-(l- 6C)a1ky'l, (b) a group of the sub-formula Y
Ri'Ri ftN-[CR'Rif rX4-[CR'R ]r- 20 (V)  wherein X4 is selected from a
direct bond, --0- or integer f is (c), 1, 2 or 3, with the proviso that
integer f is at least 1 if X4  is _O-; 25 integer g is U, 1 or 2; each R',
R?, R" and R.' group present i s independently selected from  hydrogen,
halo, hydroxy or (1-4C)alky]; R 17 and R'2 are each independently selected
from hydrogen, (1- 6C)ahcyl, (1-6C)allcoxy, (l-6C)alkoxy(i-6C)alkyl,
(l-hOalkanoyl, (3 



WO 2006/024841 PCT/G120051003355  7 6C)eyoloalkyl,
(3-6C)cycloalkyl{1-6C)alkyi, (3-6C)cycloalkenyl, or (3-
6C)cycloalkenyl(l-6C)alkyi; or (c) a group of the sub-formula N:  (A'1)
wherein: y2 is a direct bond or -[CR'9R'2 ]y-wherein integer y is I to 4
and R'9 and. R2  are independently selected from hydrogen, halo and
(14C)alkyl; X5 is selected from -C)-, -S-, -SO-, -SO2-, -C(O)-, -OC(O)- or
-C(O)O-; and  1o Q2 is selected from (1-6C)alkyi, (3-6C)cycloalkyl.
(3--6C)cycloa.lkyl(l- 6C)alkyi, (3-6C)cycloalkenyi,
(3-6C)cycloaikenyl(l-6C)alkyl, aryl, aryl-(1- 6C)a.kyi, heterocyclyl,
he:terocyciyl-(1-6C)aikyi, R lI 22 mT-(1-6C)alkyl  (wherein R2' and 8222
are each independently selected from hydrogen, (1- 6C)alkyi, (1-6C)alkoxy,
(l-6C)allcoxy(1-6C)allc}rl, (1-6C)al1 anoyl, (3- 6C)cycioalkyi,
(3-6C')cycloa l yl(1-6C)alkyl, (3-6C)cycloalkenyl, or (3- 6C)cycloaikenyl(l
-6C)aikyl); and wherein if any heterocvclvl group within a I1 'a
suhstituent croup contains an  nnsubstituted nitrogen atom, then, unless
any particular substituents are expressly stated in the  definition above
(e.g. such as when R9 and R.1 are linked to form a heterocyclic ring
together 20 with the nitrogen atorn to which they are attached), the
nitrogen atom may be optionally  substituted by one or more i! substitutes
,groups (for example 1, 2 or 3), which may be the  same or different,
selected from: (a) trifluoromethyl, carhoxy, carhamoyl, (11-6C)aikyl,
hydroxy(1-6C)alkyl, (~- 6C)alkenyi, (1-6C)alkanoyl,
(1-6C)alkoxy-(l-6C)alkyl, (1-6C)aikoxycarbonyl,  25 halo(1-6C)allcyl, NF
(1.6C)alkylamino-(l-6C)alkyl, A G'-di-[(1-6C:)allcyl]amiano (l-6C)alkyl,
(_I-6C)alky sulphonyl, aryl, aryl-(1-6C)alkyi, heterocyclyl,
heterocyciyl-(1-6C)aikyl; or (b) a group of the formula VIII: WO
2006/024841 PCT/GB2005/003355  



4 MP  wherein integer his 0, 1, 2, or 3; s each R' and R' group present is
independently selected fionr hydrogen,  halo, hydroxy or (1-4C)alkyl.; IC23
and R24 are each independently selected from hydrogen, (1- 6C)alkyl,
(1-6C)alkoxy, (l-6C)alkoxy(1-6C)alkvl, (1-6C)allanoyl, (3- 6C)cycloallcyl,
(3-6C)cycloalkyl(l-6C)alkyl, (3-6C)cycloalkenyl, or (3- 10
6C)cyeloaikenyl(1-6C",)alkyl; or (c) a group of the formula VIII:  Qa-~~-~
z  (VTIII) wherein Y3 is a direct bond or -[CR25W6]Z wherein z is 1 to 4
and R25 and le26  1s are, independently selected from hydrogen, halo and
(1-4C)alkyl; X is selected from -0-, -5-, -SO-, -SO2;_: -C(0)-, -OC(O)- or
-C(0)0- if Y3 is  -[CR73R-24]r-, and if'Y3 is a direct bond, X6 is selected
from -S-, -SO-, SO2-, - C(Ll)-, and -OC(O)-; and Q3 is selected from
(1-6C)alkv1, (3-6C)cycloalkyl, (3-6C)c)?cioaikyi(l. 2e 6C)alkyl, aryl,
aryl-(1-6C".)alkyl, heterocyclyl, heterocyclyl-(.I-6C)alkyt or
R2'R'nth-(1-6C)allcyl (wherein R." and Res are each independently selected
from hydrogen, (1-6C) alkyl, (1-6C)allcoxy, (1-6C)allcoxy(1-6C:)allcyl, (1-
6C')alkauaoyl, (3-6C)cycloalkyl, (3-6C)cycloalkyl(1-6C)alkyl, (3
6C)cycloallcenyl, or (3-5C)cycloalkenyl(1-6C)allcyl); 25 and wherein any
heterocyclyl group within a Z' or egg substituent group optionally  bears
one or more substituent groups (for example 1, 2 or 3), whiclx maybe the
same or  different, selected from halo, cyano, t ifluorom thyl, amino,
carboxy, car3amoyl, nrercapto,  sulpharn.oyl, (1-6C)allcyl,
hydroxy(1-6C)alkyi, halo(1-6C )alkyl, (2-6C')alkenyl, (2-6C)alkynyl, WO
2006/024841 Pt" r I .B2oo51oo3355  9 



(1-6C)alkoxy., (1-6C}alkanoyl, {1-SE )alkanoyloxy, l [(1-6 )a'.lyllam no,
andiViV-di-((1- 6C)alkyl}amino; and wherein any nn-aromatic heterocyclyl
group within a Rib substituent (including  optional substituent groups Z1
and Z2) optionally bears 1 or 2 oxo sabstituents; 5 and wherein any alkyl,
alkenyl, alkymyl, alkoxy, allcanoyl, alkanoyloxy, cycloalkyl, or
cycloalkenyl group within a Rin substituent group (including optional
substituent groups Z,  and Z) is, unless particular substituents are
expressly stated above, optionally substituted by  one or more Z3
substituent groups for example 1, 2 or 3), which may be the sane or
different,  selected from halo, cyano, mercapto, (1 -6C)alkoxy,
trifluoronaethyl, or-NR29R.s wherein to each of R29 and 11.330 is
independently selected from hydrogen, (1-6C)alkyi, (1-6C)alkoxy, (3-
6C)cyc.loalkyl, (3-6C)cycloalkyi(l-6C)allcyl; and when in any aryl group
within a R`b substituent group (including optional  suhstituent groups Z'
and Z) is optionally substituted by one or more 24 substituent groups  (for
example 1, 2 or 3), which may be the same or different, selected from Halo,
intro, cya ao, is hydroxy, amino, (1-6C)alkyl, hydioxy(1-6C)alkyl,
halo(1-6C)alkyl, (1-6C)alkoxy, (1- 6C:)alkanoyl, l~ -[{ 1-6C}all yl]amino,
.~;.4-di-[(1-6C}alkvljamino, carbamoyl, N-(1- 6C)alkylcarbamoyl, e,ILr
di-{l.-6C)alkyl]carlsasnoyl; Ri` is selected from hydrogen, halo, nitro,
cyano, hydroxy, triluoromethyl,  tritluoronmethoxy, amino, carboxy,
carbamoyl, niercapto, sulphamoyl, (1-3C}alkyl, (2-- 20 3C)allcenyl, (2
3C)aikynyl, (1-3C_)alkoxy, (1 3C)alkanoyl, (1-3C)alkanoyloxy, le7-(1
3C)alkylarnino, IV,N di-`(1-3C)alkyl]an no, (1-3C)alkanoylarnino,
N-(1-3C)allc-ylcarbamoyl,  ?,rl\r di-(1-3C)alkylcarbanaoyl, (1-3C)
alkylthio, (1-3C)alkylsulphinyl, (I-3C}allcylsulphonyl,
(1-3C)alkoxycarbonyl, N-(1-3C)alky1sulphacnoyl, and AI -di-(l-3C:}al
ylsuiphamoyl; with the proviso that at least one of RR", R1 and Ric is
hydrogen;  2; ra is 0, 1, 2, 3 or 4; R- is halo; nis0, 1,2,3 oral; R$ is
selected from halo, nitro, cyan, hydroxy, trifluorcmethyl,
triluoroinethoxy,  amino, earhoxy, carbamoyl, mercapto, sulphantoyl,
(1-3C)alkyl, (2--3C)alkenyl, (2 WO 20061024841 PCT/GB2005/003355  



10 3C)alkyiryl, (1-3C)rlkoxy, (1-3C)aLkanoyl,
(1-3C)alkaaoyloxy,.N-(1-3C)alkylanmix:io.)tiV.N-di- [(1-3C)alkyi]anriuo,
(1-3C)alkanoyianrino, N-(1-3()alkylearbanxoyl,,N'...N-Di(t-
3C)aikylcarhamoyl, (1-3C) alkyithio, (1-3C)alk-ylsulphinyl,
(1-3C)allcylsulphonyi, (1- aC)alkoxycarlhao:nyi,.N-(1-3C)alkyisulpharnoyl,
annd I%N_di.-(1-.3C)allcyrlsulphar:xoyl; and s It' is amino or hydroxy; or
a pharmaceutically acceptable salt thereof. It is to be understood that,
insofar as certain of the compounds of Fu;umula (I) defined  above may
exist in optically active or raceFnic forms by virtue of one or more
asymmetric  carbon atoms, the invention includes in its definition any such
optically active or racernic to form which possesses the above-nxentio:ned
activity. The synthesis of optically active forms  may be carried out by
standard techniques of organic chemistry well known in the art, for
example by synthesis from optically active starting materials or by
resolution of a racemic.  font. Similarly, the above. mentioned activity
may be evaluated using the standard laboratory  techniques referred to
hereinafter-. rs It is to be understood that certain compounds of Formula
(1) defined above may  exhibit the phenomenon. of tautornerism. In
particular, tautomerismn may affect any  heterocyclic groups that bear I or
2 oxo substituents. It is to be. understood that the present  invention
includes in its definition any such tautomnerie form, or a mixture thereof,
which  possesses the above-mentioned activity and is not to be limited
merely to any one tarrtomerie }.e form utilised within the formulae
drawings or named in, the Examples. Where optional sribstituents are
selected from "one or more" substituent groups it is to  be understood that
this definition includes all substituents being chosen from one of the
specified groups or the siibstituents being chosen from two or more of the
specified groups. Furthermore, where reference is made to a specified group
within a Rib substitutnt  is group being optionally substituted by one or
more specified substitutei groups, then such a  reference is to be
understood as referring to the possibility of the specified group being
optionally substituted if it forms the 111s substitutet group per se or if
it is present as a moiety  within a Rib substitxhent group. For instance,
the reference to any alkyl group within a Rrs  substitutet group (including
optional substitueet groups Z' and Z2) being optionally 



s substituted by one or more Z3 substitutet groups is to be understood as
including, for  example, Rib being an alkyl group per se which is
optionally substituted by one or more of the WO 21305/024841 1
C1VGB2005?003355  11 specified Z3 substituent groups, as well as the
possibility of are alkyl moiety of a group such as  a i\
ilr-di-[(1-6C)allcyl]a1ni12o optionally bearing,-ono or more Z3 substituent
groups. Jr this specification the generic term "(1-6C)a]kyl" includes both
straight-chain and  branched-chain alkyl groups such as propyl, isopropyl
and tort-butyl, and also (3 s 6C)cycloallcyl groups such as cyclopropyl,
cyclobutyl, cyclopentyl, and cyclohexyrl, and also  cycloalkyl-alkyl groups
having 4 to 6 carbon atoms, such as cyclopropylmethyl, 2- cyclopropylethyl,
cyclobutylinethy 1, 2-cyclobutylethyl, and cyclopentylniethyl. However,
references to individual alkyl groups such as "propyl" are specific for the
straight-chain  version only, references to individual branched-chain alkyl
groups such as "isopropyl" are to specific for the branched-chain version
only and references to individual cycloalkyl groups  such as "cyclopentyl"
are specific for that 5-membered ring only. An analogous convention
applies to other generic terms, for example (t -6C)alkoxy includes
(3-6C)cycloalkyloxy  groups and cycloalkyl-aikoxy groups having 4 to 6
carbon atoms, for example methoxy,  ethoxy, propoxy, isopropoxy,
cyclopropyloxy, cyclobutyloxy, cyclopentyloxy, 15 cyciehexyloxy,
cyciopropyhmthoxy, 2-cyclopropylethoxy, cyc`obutylmethoxy, 2-
cyc.lobutylethoxy and cyclopenty1metlaoxy; (1-6C)allcyiamino includes (3-
6C)cycloaikylamiiro groups andN-(cycloahakylalkyl;+aniinc groups having 4
to 6 carbon atoms,  for example methylamino, ethylaitaioo, propylamino,
cyciopropylamino, cyclobutylamiuo,  cyclohexylarnino,
cyclopropylmetliylamino, 2-cyclopropylethylaaraisio, 20
cyclobutyhriethylamino, 2-cyclobuty]ethylamino and cyciopentyimethylaanino;
~and.tVzN-di- j(1-6Calkyl]amino includes iV, V di--[(3-6C)cycloalk~Zl]amino
groups and )V IV-di- [cycloalkylalkyl]anrino groups in which the
cycloalkylalkyl moiety has 4 to 6 carbon atoms.,  for example,
dimethylamino, diethylamino, dipropylamino, Ar cyclopropyl :t
nlethylamiiro, N- cyclobutyl-N methylaanino, N-cyclohexy1.,11t=cthylanrino,
,V-cyciopropylmethyl-N 25 methylaanino, tti=(2-cyclopropyletllvl)-1~
-methylal aiiao and N cyclopentyhxaethyl N- 



methyla-wino. A person skilled in the art will appreciate that the terms
"(1-4C)alkyl.."(1-3C)alkyl"  and "(1-2C)alkyl" are used herein refer to any
of the alley: groups defined above that posses I  to 4, 1 to 3 and l to 2
carbon atoms respectively. The same convention applies to other terms  30
used herein, such as, for example, `(l-4C lalkexy', "(1-1 C)a1leoxy" and
"(1-2c)alkoxy".  The term "halo" refers to fluoro, chloro, broino and.
iodo. WO 2000/02484.1 P("r/CB2005/003355  12 The terns "lreterocyclyl"
refers to a saturated, partially saturated or unsaturated, mono  or
bicyclic ring containing 3-12 atoms of which at least one atom is chosen
from nitrogen,  sulphur or oxygen, and which may, unless otherwise
specified, be carbon or nitrogen limed,  and wherein a C1i group can
optionally be replaced by a C(O), and wherein a ring sulphur 5 atom may be
optionally oxidised to form the S-oxide(s). Preferably a "lieterocy-clyl"
is a  saturated, partially saturated or unsaturated, monocyclic ring
containing 4, f or 6 atoms, or a  saturated, partially saturated or unsatu
ated, bicyclic ring containing 6, 7, 8, 9, or 10 atoms,  wherein at least
one atom of the ring is chosen from nitrogen, sulphur or oxygen, and the
ring  system may, unless otherwise specified, be carbon or nitrogen linked,
and wherein a.. ring ro sulphur atom may be optionally oxidised to form
S-oxide(s). -Examples and suitable values of  the term "heterocyclyl" are
azetidinyl, thiazolidinyl, pyrrolidiayi, 1,3-be aaxzodioxolyl, 1,2,4-
oxadiazolyl, morlifrolinyl, to ralrydro iiraryl; furauyl, tetral:y<lrop;
ranyl, pipe idinyl,  piperazinyl, thiomorpholinyl, 1,3-dioxolanyl,
homopiperazinyl, thieny', pyxr'olyl, pyrazolyl,  oxadiazolyl, tetrazolyl,
oxazolyl, th:enopyr'nudiuyl, thienopyridinyl, thieno[3,2djpyrirr,idinyl, a5
1,3,5-triazinyl, purinyl, 1,2,3,44-tetrahydroquinolirryl, benzimidazolyl.,
benzthiazolyl,  benzoxazolyl, benzothienyl, benzofuranyl, indazolyl,
quinazolinyl, cinnolinyl, phthalazinyl,  quinoxalinyl, napthyridinyl,
benzotriazolyi, pyrrolothienyl, imidazothienyl, isoxazolyl,  inudazolyl,
thiadiazolyl, isothiazolyl, 1;2;3-triazolyl, 1,2,4-triazolyl, pvranyl,
indolyl,  pyrimidyl, thiazolyl, pyra.zinyl, pyridazinyl, pyridinyl,
quinolyl, quinazoliny , I-isoquinoliny , 2v
2-azabicyc.lo[2.2.1]heptyl,3-azabicyclo[3.1.O]hexyl,7--azabicyclo[2.2.1]hep
tyl,2- azabicyclo[2,2.2 octyl, and lrexahydropyrri-ilo[3,4-cjpyrr-olyl. 



Particular examples of 4-, 5- or 6-membered monocye'icheteroeyclyl groups
include  azetidinyl, pyrrolidinyl, piperizinyl, piperazinyl, morpholinyl,
tetrathydrofura nyl, furanyl,  tctra:hydropyranyl, pyranyl, pyrrolyl,
pyridinyl, pyrazir.yl, pyrimidinyl, thienyl, pyridazinyl, 2s and thiazolyl.
Particular examples of bicyclic heterocyclic ring systems containing 6, 7,
8, 9,  or 10 atoms include 3-azabicyclo[3.1.0]hexyl,
rexahydropy2roio[3,4-cjpyrro'y1, 7- azabicyclo[2.2.1j1 eptyl,
2-azabicyclo[2,2.2joctyl, especially 3. a abi :yclo[3.1.atlfrex_3-yl,
hexahydropyiro,o[3,4-c]pyarol 2-yl, 7-azabicyeio[2.2.1jhept-7-yl,
and2-aizabicyclo:2.2.2ioct- 2-yl. 3e Where a heterocyclyl group includes
one or more nitrogen atoms, these may carry a  hydrogen atom or a
substituent group such as a (1-6C)afkyl group if required to fulfil the 11
WO 20061024541 PCTJG620051003355  13 bonding requirements of nitrogen, or
they maybe linked to the rest of the structure by way of  the nitrogen
atom. A nitrogen atom within a heterocyolyl group may be oxidized to give
the  corresponding N oxide. An "aryl" group is, for example, phenyl,
indeuyl, inndanyl, naphthyl.,  5 tetrahydronaphthyl or luorenyl, preferably
phenyl. Within this specification composite terns are used to describe
groups comprising  more that one functionality such as aryl(l-6C)alkyl and
heterocyclyl(1-6C)a1kyl. These  composite terms are to be given their
ordinary meanings and will be understood by a person  skilled in the art.
For example, the terms aryl(l-6C)alkyl and heterocyolyl-(1-6C)alkyl refer
to no substitueant groups wherein the aryl and heterocyclyl moieties
respectively are linked via a (1- 6C)alkyl chain. For instance, such ter
ins encompass substituent groups wlr:c;:-e the aryl and  heterocyolyl
moieties are linked via a methylene or ethylene linker. Suitable examples
of  such groups include [aryPmethyl, [heterocyelyl]methyl, l.-[aryl.]ethyl,
1-'heterocyclyl]etbyl,  2-[aryl]ethyl, and 2-[hetcrocyclyl]ethyl. The same
convention also applies to other composite is terms used herein, such as
(1-6C)alkoxy(1-6C.)a1kyl and (3-6C)cycloalkyl(1-6C)al`xyl. A suitable value
for a carbon:-linked heterocyolyl-alkyl group (i.e. a heterocyolyl-alkyl
group wheaein tlae laeterocvciyl moiety is carbon-linked to the alkyl
group) include a cannon - 



linked azetidinyla lkyl, pyrrolidinylalkyl, piperidinylalkyl,
piperazinylalkyl, morpholinvlalkyi,  bomopiperazitaylalkyl, lacarnopiperid
nyla 1.yl, pyrrolylalkyl, oxazolylalkyl, t iazolyla.llcyl, 2a
imidazolylalkyl, isoxazolylalkyl, isothi.azolylalkyl, oxadiazolylalkyl,
triazolylalkyl,  py-adiniylalkyl, pyridazinylalkyl, pvrimidinyiaikyl,
pyrazolyiaikyl, pyrazinylalkyl,  oxindolylalkyl, tetrahydrofuranylalkyl,
furanylalkyl, tetrahydropyranylalkyl, pyranylalkyl,  and indolylalkyl
groups. Suitable values for any of the groups Ra`, Tee, or R', or groups
within a R1 Rai or lt'  s substituent group, are as follows: for
(1-3C)alkyl: methyl, ethyl, propy , and isopropyl;  for (2-3C)alkenyl:
vinyl, isopropenyl, and alkyl; for (2-3C)alky yl: ethynyl, and 2-propynyl;
for (1--3C)alkanoyi: acetyl and propionyl; =i> for (1-3 Qalka:,oyloxy:
acetoxy and propioryloxy; for (1-3C)alkoxy. methoxy, ethoxy, and propoxy;
WO 200(j/024841 Pd f/GB'20051003355  14 for 1T (1-:3C)allryiazs~ino:
tnetltylantino, ethylamino, propylan~ino, and.  isopropyl amino; for
NV,,,:V-di-[{1-3C)alkyl]amiaao: dimethylantino, diethylamiato, f\r ethyl '1
methylaanino and diisopropyiaauino;  s for (1-3C)alkanoylaenino; acetanido
and propioraami..eo; i?r :V-(1-3C)alkylcarbasnoyl: IV-methylearbamoyl, a'
-etlxylcarbamoyi and  N-propylearbamoyl;  for 1V
N-di-(l-3C)alkvlearbanioyl: ,N-dimethyl .arbaxnoyl, N ethyl
1N-methyicarbatnoyl and NNr dietl:ylcarbaanoyl;  io for (l-3C)allcylthio:
nmethylthio, ethylthio and propylthio; for (1-3C)alkylsulphinyl:
methylsulphinyl and ethyisulphinyl;  for (l -3C)alkylsualphonyl.:
mnethylsulphonyl and ethylsulphonyl;  for (1- 3C)alkoxycarbonyl:
ntethoxycarhonyl, ethoxycarbonxyl, and  propoxycarbonyl; 



is for ' {1 3C)allcylsrtlpharraoyl: :V%%-nrethyisuipllanroyl and
N-etlxylsuiplxat.,oyl; and  for.<i;I'-di-{l-3C)alkylsulphaamyl: N,
3rdimethylstdphantoyL Suitable values for Rth, or optional substituents
within a Rib, substituent group, are as  follows: for halogeno fluoro,
chloro, bromo and iodo; 20 for (1-6C)alkyl: raxethyl, ethyl, propyl,
isopropyl, tent-butyl,  cyclobut.yl, c.yclohexyl, cyclopropylmethyl,
cyclotcutylrxet`ayl and 2-cycloprupylethyl; for (l -lC)allbyl: methyl, e
hyl, propyl, isopropyl, ter t-butyl; and  cyclobutyl;  25 for (l-2C)alkyl:
methyl and ethyl; for (2-6C)alkenyl: vinyl, isopropenyl, allyl and
but-2-enyl;  for (2-6C)alkynyl: ethynyl, 2-propy-nyl and but-2-ynr,l; WO
2006/024841 PCTIGB2005/003355  15 for (3-6C)cycloalkyl: cyclopropyl,
cyclobutyl, cyclopentyl, and  cyclobexyl;  for (3-6C)cycloalk-yl-(I
-5C)alk-yl: cyclopropylmeth_yl, cyclobutlylianothyl, cyclopentyl methyl,
2-cyclopropylethyl and 2-cyclobutylpropyl;  s for (3-6C)cycloalkenyl:
cyclopropenyl and cyclobutenyl; for (3-6C.)cycloalkenyl(1-6C)alkyl:
cyclopropenylmethyl and cyclohutenyhnetlayl; for (I-6C)allcoxy: methoxy,
ethoxy, propoxy, r.'supropoxy and butoxy;  for (I-6C)alkoxy(l-6C)alkyl:
aracihoxymetlx}%1, 36 azettxoxyeilayl, I-axxetlnoxyetl-hyl,  and 3-
Fnethoxy3xropyl; 3n for (1-6C)allcanoyloxy: acetoxy and propionyloxy; for
halo(1-6C)alkyl: chloromethyl, 2-fluoroethyl, 2-chloroethyl,
1-chlorocthyl, 2,2-difluoroethyl, 2,2,2-trifluoroethyl,  3-fluoropropyl,
3-chloropropyl, 3,3-difluoropropyl,  3,3,3-trifluoropropyl, and
trifluoromethyl; is for hydroxy-(1-.6C)allcyl group: hydroxymethyl,
2-hydroxyethyl, 1-hydroxvethyl and  



3-hydroxypropyi;  forN-(1-6C)alcylamino: nxethylamino, ethylarino,
propylaanino, isopropylauiino and butylatniaxo;  20 for -iN;~~r'-di-
(l.-6C;)alkyl]asninc: dimethylamino, diethylanniao, N-ethy :V-methylaanino
and diisopropylan i no;  for,V-[(3-&C)cycloallccyl]arnino:
cyclopropylamino, eyclobutylaanino and  cyclopentylannLno; for 1';N
di-[(3-6C)cycloallcyl]amiuo: di-cyclopropylaanino;  25
foriV-[(3-6C)cycioa11cyl-(1-6C)alkyl]z ino:  cyclopropy1methylanino and
cyclobutyhnethylamino; WO 2006/024841 PCTJCB2005/003355  16 for
]4,N-di-[(3-6C)cycloalkyl-(1-6C)aikyi]arniiio: dic yclopr opylmethylamino;
for ty-[{ 6C)cycloalkyl!-1! [{1-t>Clall~%i]acnino:
N-cyclopropyl:'Ylrnethylarnino andN- s cyelopropyl-N-butylamino;  for
hN-[(3-6C)cycloalkvl-(1-6C)ally ]-N-[(1-6C)alkyl]arrii ao:
N-cyclopropyli-naothyl-N-rcthylaanino and:,'
cyciobxtyhnethyl-.7V-rnethylaimino;  for 11j-(1-6C:)alkanoylamino:
acetarnido and propionamido; io for N, V di-[(1-6C)alkarioyl]aanino:
diacetylaanino; for N-[(1-6C)allcoxy(1-6C)alltyl]amino: methoxymethylamino
and 2-inethoxyethylainino;  fir V,N-di-[(l.-6C)alkoxy(1-6C)alkyl]amino:
di-niethoxynaethylamino and di-(2- in eth o x yeth yl) am ino ; is for
N-[(1-5C)alkoxy(1-6C)alkyl]-N-[(1-6C)alkyl]aniino: 1 {2-.nethoxyeEl
il)-Vtnethylamiric, ?v-(2- methoxyethyl)- ethylanrino and N-(2- 



rnetnoxyethyl)-N-isopropylamino; for (1-6C)al cylthio: methylhio, e
hyltliio and propylthio;  20 for (1-6C)alkvlsiilphinyl: methylsulphinyt and
ethylsulpliinyl;  for (1-6C)a kylsnlphonyl: imothylsulphonyl and.
ethyisulphonyl;  for (1-6C)a1koxycarhonyl: methoxycarbonyl, ethoxycarbonyl,
propoxycarbonyl and tort-butoxycarbonyl;  forN-(t-6C)allcylcarbainoyl: N
naetlaylcarlbarnoyl, N-ethylcarbamoyl and  25 N-propylcarhamoyl; WO
2006/024841 PCT/CB20051003355  17 for 11',,V-di-[(1-6C)aikyl]c< rbamoyl:
NM-dimethylearbamoyl, N ethyl- N-methyloarba:noyl and
N,r,r-diethyicarbamoyl;  forltT-(1--6C)alkylsulphamoyl: ATmethylsuiphamcfyl
and V ethylsulphamoyl;  for N,N-di-[(1-6C)alkyl]su.lphaanoyl: V,<~r dingy
hyisuiphamoyl s for a hydroxy-substituted (1-6C))alkyl group:
hydroxymethyl, 2-hydroxyethyl, 1- hydroxyethyl and 3-hydroxypropyl;  for a
halo-substituted (1-6C)alkyl group: chlorornethyl, 2-fluoroethyl,
2-chloroethyl,  i-chloroethyl, 2.,2-difluoroethyl, 2,2,2 o trifluoroethyl,
3-fluoropropyl, 3-ehloropropyl,  3,3-difluoropropyl, 3,3,3-trifluoropropyl,
arid  tr fluoromethyll; for a mereapto-substituted (1-6C)alkyl group:
n:ercaptornethyl, 2-mereaptoethyl, 1- mercaptoethyl and 3-mercaptopropyl;
15 fur a (1-6C)aikoxy-substituted (1-6C)allcyl group: iuethoxyrtrethyl,
etlroxynnethyl, l- methoxyethyl,  2-nrethoxyethyl, 2-ethoxyethyl and
3-anethoxylaropyl; for a cyano-substituted (l-6C)alkyl group:
cyanarr3ethyl, 2-cyanoethyl, l-cyanoethyl and  u, 3-cyanopropyl;  



for an amino-substituted (1-6C)alkyl: aminomethyl, 2-arninoetllyl,
1-am_inoethyl, anunoprcrpyl, 1-aminopropyl and 5- aminopropyl; for aryl:
phonyl; zs for aryl-(1-6C)allcyi: benzyl and 2-phenylethyl, 2-phenylpropyl
and 3- ]henylpropyl;  for heterocyclyl-(1-6C)alkyl : azetidinylmethyl,
pyrrol idinylmethyl, piperidiryhnethyl, piperazinyhnethyl, MO 24036/024841
PCT/CB20051003355  18 morpholinylmethyl, 1-azetidinylethyl, 1-
pyrrolidinylethyl, 1-piperidir3ylethyl, 1- piperazinylethyl,
1-morpholinylethyl. Particular examples of Rib when it is a group of the
sub-formula II:  s R IRN- [('WW1 ] X'-I R`R ]s (11)  include
(methylamino)rnethyl, (ethylamino)tnethyl, 1-(ethylarnir:o)ethyl,
(propylamino)methyl, (isopropylainino)naethyl, (cyciopropylamino)rnethyl,
(brrtylamino)nnethyi, (cyclobutylamino)rnethyl, (cycloperitylannirao)
r:ethyl, (f ro rnethylpropylamino)rnethyl, (2-meshy propyl amino)anethyi,
(allylanaino)methyl, (di- ethylarnino)methyl,
[(ethyl)(nnethyl)arnino]methyl, [(isopropyl)(methyl)amino]methyl,
[(propyl)(methyl)arniinao]methyl, [(Butyl)(naethyi)arrairav]naethyl,
[(cyclopropyhxethayl)aagriaao]nnetliyl,
[{eye!obutylmethyi)(tnethyl)arinomethyl, [(2-
alaethoxyetlnyl)(rnethyl)atriirro]methyl,
[(isopropyl)(2-methoxyetliyl)anino]methyl, E(2 is
nethoxyethyl)ann.iro]methyl, [(ethyl)(2-inethoxyethyl)aniino]anethyl,
t(2-naethoxy-l- rnethylethyl)arnino]nnetinyl,
[(3-rrethoxypropyl)aminxo]n7ethyi, [(3- is(,propoxypropyl)annino]nlethyl,
[(2-ethoxyethyl)arnino]anethyl, [(2- isopropoxye.thyl)aenino]raethyl,
[(3-cthox)pnropyl)arninro]inethyl, [(2- prolooxye',.lryl)arninv]naethyt,
[(2-inethoxy-2-rnethylpropyl)aniino]anethyl, [bis(2 2r,
rnaethoxyetl~lyi)amino]iriethyi, [(2-hydtoxyetl.yl)(etlzyl)analinv]rnethyl,
[(2- 



hydroxyethyl)(inethyl)a:rrirro]znethyl,
{[2-(di-methylarnino)ethyi]asnir:o]inetlryl, {[2-(di-
ethylaanino)ethyl]anaiio}methyl, {[2-(di-tnethylarrlino)ethyl][rne
hvl]arnirro}tnetlayl, {[2-.(di..
ethylsini:rxo)ethyl][nletlxyl]an.ino)anethyl, {[2-(di-tnethylamino)-l-
(methyl)cthyilamino}methyl, azzetidinylmethy , pyrrolidinylinethyl,
pipcridinyhnethy, i, 1 2s piperidinylethyl, piperazinylrnethyl,
7-azabicyclo[2.2.1]heptylmethyl, 2- azabicyclo2.2.2joctylir,etthy],
{[2-(pyrrolidin-1-yl)ethyljamino}n.ethyl, {[2-(piperidin.-1-
y1)ethyl]annino}methyi, (3-tluorvpyxrolidin-l-yl)riaetlayl,
(4-fluoropiperidin-l-yl) methyl, (.3- hyalrvxypyrrolidin--l-yl)methyl,
(3-hydroxypiperidin-l-yi)methyl, (4-hydr-oxypiperidin-l- yl)methyl,
(4-tritluoronaethylpiperidin-l-yl)nnetllyl,
[2,5-dimethylpyrrolidin-l-srlreth.yl, (4- 30 metthylpiperidin-l-yl)inethyl
(4-hydroxyn:ethyipiperidin-l-yl)methyl, ('3,:3-dim ethylpiperidin-
1-yl)inethyl, [6-(laydrvxjmtetliylj-3-azabicyclc [2.1.C1]hex-3-yinlethyl,
(3 WO 20061024841 PCT/GB2005/003355  19
mxaetxylanzibniopyrrolidin-1-yl)methhyi, [3-(dimettayianr
no}pyrrc'lidin-l-yl]methyi, [3- (cliethyiainitro)pytrolidin-l-yl]methyl,
(3-phenylpyrrolidin-l -yl) nethyl, (3-phenyipiperid rt-1- yi)methyi,
(4-phenyipiperidin-1-yl)rnethyl,
[3-(4-tluorophenyl)piperidin-l-yl]nzetlzyl, (3
pyndin-2-ylpyrrolidini-1-y1)methyl, (4-morpho]hn-4-ylpiperidin-l-yl)methyl,
[4-(2 s oxopyrrolidiri-i-yi}piperaeiiP-l-5r7.] etlzyi,
(4-p),rrolidin-1-ylpipesidin-l-yi)mcthyl, (4-pyridin- 4-ylpiperidin-l-yi;
3rriethyl, [(4-niethyipiperazin-l-yl)lzipe3. din-1-yl]methyl,
[4-{morpholin-4- yicarbonyi)piperidiu-l.-yl]methyi,
(4-methylpiperazin-1-y1)niett yl, (4-ethylpipeaazin-1- yi)niethyl,
[4-(2-hydroxyethyl)piperaziri-l-yl]methyi,
(el._icczpropyipiperazin-1-yi)metliyi, {4- [2-(dimct ylarrrin;
.z)ethyl]piperazin-1-yi}trtethyl, (4-allylpiperazin-i-yl)methyl, (4 ro
acekylpiperaziti-i-yl)inetli)l,
(5-baatyryllrexahydropyrrolo[z,4-c]pyxrol-2(113:)-yl)methyl, [4-(2-
methoxyethyi)piperazin-1--yi]methyl,
[4-(meth,,yisulfonyi)piperazin-1-yi]metliyl, [4-
(et,zyisulfonyl)piperazinP1-yi]rtiethyi, [4-(2-e
raaophenyl)piperazin-l-yi]metlryl, [4-(pyrirdin-
2-yi)piperaz.in-1-yl]methyl, [4 (3--eyanopyndin-2-yl}piperazin
1}%i]inethvl, [4-(3- eya_iopyrazin-2-yl)piperaziti-l-yi]m.ethyl,
(.1-pyzirztidin-2-ylpipeaazirc-l-yi}methyl, (4-pyrazin 15
2-yipiperazin-l-yl)methyi,
[4-(2-coxo-2-pyrrolidin-l-ylethvl)piperazitx-1-yl]methyi, [4-
(c.yciopropylcarbonyl)pipe.razin-1-yl]tnethyi, {[(1,3-dirrtethyl-1
F3p}razol-5- yi)methyl]atnino}methyl,
{[2-(3,5-dimethyi-lH-pyrazol-4-yl)ethyl]amino) methyl,  



[inetiayl(tehalrydrofnran-2-yirrtetttyl)amitio]rtiethyl,
[(5-methylpyrazin-2- yl)rnethyi]amino}ncthyl, [6-(fri
7.uoromethyl)pyridin-3-yl]nrethyl; amino)methyi, [(4-metlzyl 20
1.,3-thiazol-2-yl)rraethyl]aniino}methyl, [2-(1-methyl-1
Iimidazol-4-yl}eklxyi]amino}arefhyi,  [(tetxaiiydre furan 2-yimethyl}at
ino]an.etllyl, [(5-mettryi-2-furyl)methyl]amino}methyl,
(tetraliydro-21-pyran-4-ylrnethyi)atn rro]3net1 y1,
(tetrahydro-211-pyran-4-ylamiiio)methyl,  {[2-(2-:methyl-i.U
indol-3-yl)ethyl]amino}methyl, (2-methoxybenzyi)arnino]methyi, [(3.
methoxybcnzyl)amino]metliyl, {[2-(is2propylamanlo)ethoxy]a:aethyl, [2 25
(ethylarmii(i)etho_xy]methyl, and [2-(methylamino)ethoxylmethyi, Suitably,
the -[Clt R"]a-: '- t~:i Rjb- moiety of formula II is group selected from
methylene, ethylene, irietliox}tnethyl, and ethoxymethyl, particularly
methylene and  ethoxymethy'l. Asuitable value for .X' is selected from a
direct bond, --0- or -C(0)-, particularly a  3o direct bond or -0-. A
suitable value for integer a is 0, 1 or 2, With the proviso that if X' is
-0 then integer WO 2006/024841 PCTIC1i2005/ 003355  20 a is at least 1. In
particular, integer a is l or 2. * suitable value for integer b is 0, 1, 2,
3 or 4, particularly 0 or 1. A suitable value for each. R, P0, W and Rd
group present is hydrogen, halo, hydroxy  or (14C,)allcyl, particularly
hydrogen or (1-4C)alkyl, and especially hydrogen or methyl. s A suitable
value for X2 is a direct bond, -0- or -C(C1)-, particularly a direct bond.
* suitable value for integer c is 1, 2 or 3, particularly 1 or 2, and
especially 2. A suitable value for integer d is 0, 1, 2 or 3., particularly
0. * suitable value for each Re, Rf, R' and Rh group present is hydrogen,
halo, hydroxy  or (1-4C)alkyl, particularly hydrogen. 10 Suitable values
for a heterocyclic ring formd when R9 and R1ei sue linked include an
unsubstituted azetidin-1-yl, pyrrolidin-l-yl, piperidin-l-vi,
piperazin-1-yl, or rnorpholin-4-y1  ring, particularly an azetidin-l-yi, py
rrolidin-l-yi, piperidin-1-yl, or piperazin-l-yl ring, and  especially a
pyrrolidin-l-yi or piiperidin-l-yl ring. Suitable values for a heterocyclic
ring formed when R7 and W axe linked include a  



15 substituted or nnsubstituted azetidin-1-yl, pyrrolidin-l-yl,
piperidin-l-yl, piperazin-l-yl, 3- azabicyclo[3.Ia0]hex-3-yl,
hexahydropynolo[3,4-c pyrroi-2-yl, i-a abicyclo[2.2.l]hept-7-yl,  or
2-azabicyclo[2.2.2]oct-2-ylring. When either- of R 7 and W is a
carbon-linked heterocyclyl(1-6C)allyl or heterocyclyl(1- 2C)alkyl group
(i.e. a heterocycly alkyl group wherein the hetcrocyclyl moiety is carbon
20 linked to the alkyl group) then it is suitably selected from a
substituted or unsubstituted  thienylalkyl, pyrimidinylaikyi,
pyridazinylaikyl, furanylalkyl, tetrahydrofur nylalkyl,  pyranylallyi,
tetrahydropyranylalkyl, pyridinylalkyl, pyxazinylalkyl, thiazolylalkyl, or
indolylalkyl group, or from one the following particular substituent
groups: i,3-diniethyl-liar pyraz.ol-5-ylalkyl, 3,5.dirnethyl-1
-pyxazol-4-ylaikyi, and 1-methyl-l7l-invdazol--l-ylallyl.  2, Particular
examples of either of R2 and _R` when they are a heterocyclyl-(i-6C)ailyi
or  heterocyciyl(1-2C)alkv group wherein the heteroeyciyl moiety is
carbon-linked to the ailyl  group include ([(1.,3-dime thyl-111-pyra'
ol-5-yl)methyl]amino,rneFhyl, if2-(3,5-dimethyl-
1II-pyaazol-4-yl)etlayl]amino}?x? .hyl,
[?uethyl(tetrahyarcf.grata-2-ylnxethyl)aznino] s.ethyl, [(5-
methylpyraziu-2-yl)methyl]auriuo[methyl, [o-(trio:?orometl~yl)pyridir-3 WO
2006/024841 PCTIGB2005/003355  21 yl]nxatlxyifamixxo)luethyl,
[(4-methyl-1,3-tk;iazol-2-yl)methyl]annzno}rxethyl, [2-(l-methyl- 1~
ianidazol- -yl)etlayl]anaino}naetlayf,
[(tefrahydrof-uran-2-yimethyl)arnino]nmethyl, [(5-
n.7ethyl-2-furyl)mcthyl]an3ino}methyl,
(tctrahydro-2Hpyran-4-y1metlxyl)anairo]in.eth:yi. Suitably, Y' is a direct
bond or -[CR73R1`1]a- where integer x is l to 2 and R13 and R14  s aye
independently selected from hydrogen and (l-4C)alkyl, particularly
hydrogen. Suitably, X3 is selected from -0- and -C(O)-. Suitably; Q1 is
selected from. (1-6C)alkyl, (3-6C)cycioallt-yl, (3-C)cyeioallyl(1-
6C)alk-yl, beterocyclyl and heterocyclvl-(l-6C)aikyl. A suitable value for
X4 is a direct bond, -0- or --C(O)-, particularly a direct bond.  10 A
suitable value for integer f is 0, 1, 2 or 3, particularly 0, 1 or 2.  A
suitable value for integer g is 0, 1 or 2, particularly 0. A suitable value
for each R', R, Rk and R' group present is hydrogen, halo, hydroxy or  



(1-4C)allyl, particularly hydrogen. Suitably y2 is a direct bond. 15 A
suitable value for X5 is -0-, -S-, -SO-, -S02-, -C(0)-, -OC(O)- or
-C".(C))C)-,  particularly -C(0)-; and Suitably Q2 is selected from
(l-6C)alkyl, (3-6C)cycloalkyl, (3-6C)cycloalkyl(l- 6C)alkyl, heterocyclyl,
or heterocyclyl-(1-6C:)alkyl group, particularly a (1-6C)alkyl, (3-
6C)cycloallcyl, or a heterocyclyl group. zc A suitable value for integer
his 0, 1, 2, or 3, particularly 0, 1 or 2. A suitable value for each Rm and
B!' group present is hydrogen, halo, hydroxy or (1- 4C)alkyl, particularly
hydrogen. Suitably R23 and R24 are each independently selected from
hydrogen or (1-6C)alkyl.  Suit ably, Y3 is a &-w it bond or --[CR2SR`6']2-
where n z is 1. to 2 and Res and R2b are  2s independently selected from
hydrogen and (1-4C)alkyl, particularly hydrogen. Suitably, X6 is --C(0 - if
Y3 is ---[CR23R2" ]_,-, and if Y3 is a direct bond, X6 is selected  from
-SO2- and A particularly suitable value for t Xis -- C(O)- or ---SE72 WO
2006/024841 PC: f(GB20055/oo3355  22 Suitably, Q3 is selected from
(1-6C)alkyl, (T3-6C)cycloalkyl, (3-6C:)cycloalkyl(1- 6C)alkyl,
heterocyclyl, or heterocyelyl-(1-6C)alkyl group, particularly a
(1-6C)alkyl, (3- 6C)cyc:loalkyl, or a heterocyclyl group A suitable value
for in is 0, 1, 2 or 3, particularly 0. suitable value for R2, when
present, is fluoro or chloro, particularly fluoro.  5 A suitable value for
n is 0, 1, 2 or 3, particularly 0. suitable value for R.3, when present, is
hydroxy, fluoro or chloro, particularly fluoro.  suitable value for 12.4 is
amino. Particular novel compounds of the invention include, for example,
benzauaide  derivatives of the Formula (1), or pharmaceutically-acceptable
salts thereof, wherein, unless  in otherwise stated, each of wiz fib R",
integer ;az,12, integer n, 12 3, and It 4 has any of the meanings defined
hereinbefore or in. paragraphs (1) to (29) hereinafter: (1) W' is selected
from hydrogen, amino, nitro, (1-3C)aikyl, AL(i-3C)alkylamnino,.N,, -di- (1
3C)alkylzmrino, phenyl, or piperazinyl; 



15 and wherein: (i) ifR'a is N-(l-3C)alkyfan3ino or
i~',h'=di-(I-3C)alkylasuirro group, the (1- 3C)alkyl moiety is optionally
substituted by hydroxy; (ii) if R" is phenyl, it is optionally substituted
by halo; and (iii) if Rim is piperazinyl, it is optionally substituted by
(1-3C)alkyl;  21 (2) Ri' is selected from hydrogen, amino, nitro,
(1-3C)alkyl, rr (1-3C)alkylarnuro, phenyl,  piperazinyl, wherein: (i) if R"
is 1ST- (I-3C:)alkylan;ino, the (1-3C)alkyi moiety's optionally substituted
by hydroxy; 25 (ii) if R1' is phenyl it is optionally substituted by halo;
and (iii) if'," is piperaziriyl it is optionally substituted by
(1-3C)alkyl; WO 20061024841 PC'17G820051003355  23 (3) R" is selected from
hydrogen, amino, nitro, (1-2C)alkvl, N-(1-2C)allcylamino, phenyl,  or
piperazinyl, wherein (i) ifR'is AT (1-2C)allcylarine?, the (l 2C)alkyl
moiety is opticnally substituted  by hydroxy; (ii) if Ria is phenyl it is
optionally substituted by fluoro; and (iii) ifRla is pipera.inyl it is
optionally substituted by (1-2C)alkyl; (4) Rrta is selected from hydrogen,
amino, nitro, (1-20allcyl, orN-(l-2C)alkylamino,  wherein if R,a is AT
(1-2C)alkylaanino, the (12C)alkyl moiety is substituted, by hydroxy;  ,c
(5) R1 is selected from hydrogen, amino, methyl, 2-hydroxyelhylarnino, and
4- m-ethyipi p erazinyl; (6) Rr is selected from hydrogen, methyl, or
2-hydrtoxyethyla:nino;  15 (7) R" is hydrogen;  (8) R1a is methyl; 20 (9)
R1' is 2-hydroxyetbylaxnino;  



10) Rib is selected from: (i) hydrogen, halo, nitro, ciao, hydroxy,
trifluoromethyl, txitluoromethoxy,  amino, earboxy: c:arbarnoyl,
fraercapto, snlphau oyl, (l4C)allcvl, hydlroxy(1 zs 4C)alkyl,
(2-4C)alkenyl, (2-4C)alkynyi, {3-6C)cycloallcyl, (3-6C)cycloalkyl(l-
2C)alkyl, (3-6C)cycloaikenyl, (3-6C)cvcloalkenyl(1-2C)aLkyl, (1-4C)aikoxy,
(l-4C)alkanoyloxy,:'t'(1-4C)alkylarnino,.te 1r di-[{l-4C)alkyi] mino,I~[(3_
W4) 2006,024841 }CT/GB20(51003355  24 6C)cycloalkyl]arnino,,~Rr
di-[(3-6C)eycloalkyl]amino, .V-[(3- 6C)cycloalkyi(1-2C)alkyl]amino,.N
'"-di-[(3-6C)cyeloalkyi(1-2C)alkyi]amino,
:N'-[(3-6C)cycloalkyl]-,k-[(1-2C)alkyl]ainino,
N-[(3-6C)cyeioallby'_{1-.2.C)alkyi]- r [(1-4C)alkyl]auaino, hT
(I-4C)alkanoylarnino,'.,N-di-[(1 5 4C)allcanoyl]amino, % [(1-4C:)alkoxy(-;
4C)allcyl]aasnino,iti?.:V-di-1(1- 4C)allcoxy(1-4C)alkyl]airuno, l~-[(l. -4C
)alkoxy(i-4C.)alkil]-N-[(1- 4C)alkyl]amino,
N-(1-4C)allcylcarbamoyl"V,VV-di-[(I -4C)alkyl]carbarnoyl, (1-
4C.)alkyltbio, (t -4C)alkylsulphinyl, (14C)alkysulphonyl. (l- 4C;
)alkoxycarbonyl, (1-4C)allcylsulphat~aoyl,1?;.~'-c3i-[(1 to
4C)alkyi]sulphan-aoyl, aryl, aryl-(1-2Ci)alkyi, a carbon' inked
heteroeyelyl  group, or a heterocyclyl-(l-2C)alkyl group wherein the
heterocyclyl moiety is  carbon-linked to the alkyl group; or (ii) a group
ofsuu-formula If: i'RSN-[cRaRY]a x1-'CR`l~dlri L? y=r wherein:  X1 is
selected from a direct bond, -0- or' --C(C))-;  integer a is 1, 2, or 3;
integer b is 0, 1, or 2; 20 each Ra, R'', P2 and Ra group present is
independently selected from hydrogen,  or (1-2C)alkyl; le and R8 are.
independently selected from hydrogen, (1-6C)alkyi, hyd_roxy(l- 



4C)a.lkyl, halo(i-4C)alky'1, (2-4C)alkenyl, (3-6C)eyeioalkyl, (3-
6C)cycloallcyl(1-2C)allcvl, (1-4C)alkoxy(1-4C)alkyl, (i-4C)alkauoyl,, (3 25
6C)cycloallcenyl, (3-6C)cycloa:lkenyl(1-2C)allcyl, aryl, aryl(i-2C)al`kyl,
heterocyclyl; a heterocyclyl-(l 2C)alkyi group wherein the heterocyclyl
moiety is carbon- linked to the alkyl group, and is either selected from a
substituted or  unsubstituted thienyl, pyrimidinyl., pyridazinyl. furanyl,
tetrahydrofaranyl, WO 24)06/024841 PT/C112005/0033355  9c pyranyl,
tetrahydropyranyl, pyridinyl, pyra inyl, thiazolyl, or indolyl group, or
from one the following particular substitr ent groups:
1,3--dirnethvl-1H-pyrazol- 5-yl, 3,5-dirnethyl-l H-pyraazol-4-y1, and
1-methyl-1H iniidazol-4-yl; a group of sub-formula III: R.9R"-[CR0R'],:
Xz-[ CRsRh]11- (1l1)  wherein: X2 is selected from a direct bond, -0- or
---C(C))  integer e is 1, 2 or 3; 10 integer d is a, 1, or 2; each R`,1tt,
RE and Rh group present is independently selected from hydrogen  or
(1-2C)aldkyl; It9 and R' are independently selected from hydrogen,
(1-4C')allcyl, hydroxy(l- 4C)allcyl, haio(1-4C)a1kyl, (3-6C)cyeloalkyl,
(3-6C,)cvcloall yi(1-2C)aikyl, (1- ts 4C:.)alkoxy(1-4C)alkyl, or R9 and R'
are linked so that, together with the nitrogen atom to which they are
attached, they form. a 4-, 5-, 6- or 7-membered  non-aromatic heterocyclic
ring, said heterocyclic ring optionally comprising, in  addition to the
nitrogen atom to which R' and IC1 are attached, one or two  further
heteroatorns selected from N., C) or 8, and wherein said heterocyclic ring
20 is optionally substituted by hydroxy, halo, (14C)alkyl, carl.aoyl, or
-[C;.l2]e-- NR11R12 (wherein integer e is 0, 1 or 2, and R" and R12 are
independently  



selected from hydrogen, (1-4C)al'kyl, (3-6C)cycloalkyl or
(3-C)cycloalkyl(1- 2C)allyl); or R7 and R S are linked so that, together
with the nitrogen atom to which they :., arc attached, they forma 4 to
10-membered heterocyclic ring, said heterocyclic.  ring optionally
comprising, in addition to the nitrogen atom to which R' and p 8  are
attached, one or two further nitrogen atoms; or WO 2006;024841
PCT/GB2005/003355  26 (iii) a group of the sub-formula IV:  wherein: Y1 is
a direct bond or-[CR10R`4]x-where. integer xis Ito 4 and. R13 and 4 are,
independently selected :ions hydrogen, halo and (1-4C)alcyl;, X-' is
selected from -0-, -S-, -SO-, -_30, -C(O)-, -OC(O)- and -C(O)O-, with  the
proviso that "Yl is not a direct bond if NO is -C(0)-; and Q1 is selected
fxom (1-4C)allcyl, (3-6C)cycloalkyl, (3-6C)cycloail yl(1 :,0 4C)aiikyl,
(3-6C)cycloalkenyl, {3--6C )cyclea`kenyl(1-2C)all yl, aryl, a3-j1-{1-
2C)alkyl, heterocyclyl, heterocyclyl-(1-2C)allcyl, or R15R' T--(1-2C)alkyl
(wherein R' and RL6 are each independently selected from hydrogen, (1-
4C)alkyl, (1-4C)alkoxy, (l-4C)akoxy(1-4C)alkyl, (1-4C)alka.uoyl, (3-
6C)cyeloalkyl, (3-6C)cycloalkyl(1 2C)alkyl, (3-6C)cycloalkenyl, or 15
6C)cycloall-ceny1(1-2C)allcyl); an i wherein any heterocyclyl ring within a
Rib substituent group (apart from those for  which particular suhstituents
are expressly stated above, such as heterocyclyl rings formed  when R9 and
RIO are linked) is optionally substituted on carbon by one or more Z'
substituent  groups (for example 1, 2 or 3), which may be the same or
different, selected from: 20 (a) halo, nitro, cyano, hydroxy,
trifluoromethyl, trifluoromethoxy, amino, c&-boxy,  carbamoyl, mercapto,
sulpha moyl, (1-AC)alkyl, hydroxy(1-4C)alkyl, (2- 4C)allcenyl,
(2AC)a`.kynyl, (1-4C)alkoxy, (1-4C)alkanoyl, (1-- 4C)alkanoyloxy,
(1-4C)al'coxy-(I -4C)alkyl, (1-4C)allcoxycarbonyl, halo( 1-4C)allcyl,
AT-[(l  ~;A di--[{1-4C)alkyl]arrsirto, ~J {1-4C)all ylcarha rioyl, .~ , lr
di- 



4C)alkyllarnino, 2s [(1-4C)alkyf]carbatnoyl, (1-4C)alcylthio,
(1-4C)alkylsulphinyl, (1- 4C)alkylsulphor,yl, h' (1-4C)alc}lsulpha-uloyl,
V.N 0a [(1- 4C)alkyl]sulphanaoyl, aryl, ary1-(1 2C)allcyl, heterocyclyl,
heterocyclyl_(1- 2C)alkyl, (ls) a group of the sub-formula V: WO2006/02
4841 P T/CB2(c)05/o03355  27 R'7R1 'N-[CR'R1]r .X"-[C.R" R.llg- R  wherein
X4 is selected from a direct bond, or -0-; integer f is 0, 1, or 2, with
the proviso fl, at integer f is at least 1 if X4 is ---O-;  integer g is 0,
or 1; each it', R3, Rk and R1 group present is independently
selected.fro-in. hydrogen or  (1-2C)alkyl; W7 and R'8 are each
independently selected from hydrogen, (1-4C)alkyl, (1- 4C.)alkoxy,
(l-4C)aikoxy(i-4C:")alkyl, (1-4C)alkanoyi, (3-6C)eycloallcyl, (3-
6C)cycioalkyl(1 2C)aikyl, (3-6C)cyclo0cenyl, or (3-6C)cyc'.;;alkenyl(1-
2C)aikyl; or (c) a group of the sub- formula VI;  C~2'As-yr~- (4 ' I)
wherein: 2~  Y2 is a direct bond or -[CIZ"lC" ]y- wherein integer y is I or
2 and li',G and R"n  are independently selected from hydrogen or
(1-2C)aIkyl; X5 is selected from -0- or -C(0)-; and 20 Q2 is selected from
(14C)alkyl, (3-6C)cycloalkyl, (3-6C)cycloallcyi(i- 2C)alkyl,
(3-6C)cycloalkeuyl, (3-6C )cycioalker yl(1-2C)alkyl, aryl, aryl-(i- 



2C)alkyi, heterocyclyl, heterocyclyl-(I-2Z.)alkyi, R2'R22N-(- "'2C)allcyl
(wherein R2' and R'22 are each independently selected from hydrogen, (1-
4C)alrayi, (1-4C)ailcoxy, (1-4C)allcoxy(1-4C)alkyl, (1-4C)alkauoyl, (3 25
6C)cycloaikyl, (3-6C)cycloaikyl(12C)aikyl, (3-6C)cycloa kenyl, or (3-
6C)cyeloaikenyl(1-2C )alkyl); and wherein if any heterocyclyl group within
a R.3 b substituent group contains an WO 2006/024841 PC FttGB20O5/003355
28 unsubstituted nitrogen atom, then, unless any particular substitnents
are expressly stated in the  definition above (e.g. such as when R9 and R O
are linked to form a heterocyclic ring together  with the nitrogen atom to
which they are attached), the nitrogen atom may be optionally  substituted
by one or more Z2 substitiient groups (for example 1, 2 or 3), which may be
the s same or different, selected from: (a) tri luoromethyl, carboxy,
earharnoyl, (1-4C)allkyl, hydroxy(1-4C)alkq'i, (2- 4C)allcenyl,
(1-4C)alkanoyl, (1-4C)a1koxy-(1-4C:)al"kyl, (1-4C)alkoxyearbonyl,
halo(1-4C)alkyl, N-(1-4C)a1lc lauiino-(1-2C )alkyl, I~', sr
di-[(I-4C)alkyl]amino- (1-2C)allcyl, (1-4C)alkylsulphouyl, aryl,
aryl-(1-2C)alkyl, heterocyclyl, to heterocyclyl-(l-2C)alkyl; or  (b) a
group of the formula VII: R13R24N-[CR!' Ih- (VII)  wherein e integer .h is
O, 1, 2 or3; each R' and I2" group present is independent 'y selected iiom
hydrogen,  halo, hydroxy or (1-4C)alkyl; R23and Pao are each independently
selected from hydrogen, (1- 4C)alkyl, (1-4C)alkoxy,
(1-4C)alkoxy(1-4C)alkyl, (1-4C)alkanoyl, (3- 6C)cycloalkyl,
(3-6C)cycloalkyl(l-2C)alkyl, (3-6C)cycloallcenyl, or (3--
6C)cycloalkenyl(1-2C)alkyl; or (c) a group of the formula VIII: 



a s ,a  (-V, III) 25 wherein 'F' is a direct bond or ---[CW'R26z-wherein z
is 1 to 3 and R25 and. 12'  are independently selected from hydrogen or
(1-2C)alkyl; X6 is selected 1l-om -0- or -C(0) if Y is --[C.R 23 R'41 -, a:
ad if Va is a direct  bond, X is selected from -SO;- or -C(O)-; and WO
2006/4324841 PCT/G8200510033355  Q3 is selected from (l-4C)alkyl, (3-6C)c
oloalkyi, (3-6C)cycloalkyl(7- 2C)allcyl, aryl, ar31l-(1-2C)alkyl,
beteroeyclyl, heterocyclyl-(1-2C)alkyl or  R17R`$Nl-(1-2C)ahcyl (where: R27
and Ras are each independently selected  from hydrogen, (l -4C)alkyl,
(1-4C)aikoxy, (1-4C)alkoxy(1-4C)alkyl, (1- 4C)alkanoyl, (3-6C)cycloalkyl,
(3-6C)cycloalkyl(1-2C)alkyl, (3- 6C)eycloalkenyi, or
(3-6C)cycloalkenyl(12C)alkyl); and wherein any heterocyclyl ,grow) within a
Zr or Z2 substituent group optionally  bears one or more substituueat
groups (for example 1, 2 or 3), which may be the same or  different,
selected from halo, cyano, trifluoromethyl, amino, carboxy, carbamoyl,
mercapto, 3 sulphamoyl, (1-4C)alkyl, hydroxy(1-4C)alkyl, halo(1-4C)allcyl,
(2-4C)aikenyl, (2-4t )alkynyl,  (14C)alkoxy, (1-4C)alkanoyl,
(1-4C)alkanoyloey,,'V-[(1-4C)alkyl]ami_ao, ;aad A .N-di [( -
4C)alkyl]ara3ino; and wherein any non-aromatic heterocyclyl group within a
Rib suhstituent (including  optional substituent groups Z' and 7',2)
optionally bears I or 2 oxo substituents; is and wherein any alkyl,
alkenyl, alkynyl, alkoxy, alkanoyl, alkanoyloxy, eycloalkyi, or
cycloalkenyl group within a Rrb substituent group (including optional
s:abstitnuent groups 7r  and 7!) is, useless part cuular substituents are
expressly stated above, optionally substituted by  one or more 1:3
substituent groups (for example 1, 2 or 3), which may be the same or
different,  selected fiom halo, cyano, mercapto, (1-4C)alkoxy,
trifluoromthy-, or NRa `R3 wherein 2:1 each of R.?G and 1t3 is
independently selected :sore hydrogen, (14C)ailcyl, (1-4C)a3ikoxy, (3-
G0)cycloalkyl, (-3-60cycloalkyl(1-2C)aikyl; and wherein any aryl group
within a R"' substituent group (including optional  substituent groups 71
and :) is optionally substituted by one or more 7 s=b.stituent groups  



(for example 1, 2 or 3), which may be the sage or different, selected from
halo, nitro, cyan, zs bydroxy, amino, (14C)alkyl, hydroxy(i-4C)alkyl,
halo(14C)alkyl, (1-4C)alkoxy, (1- 4C)aikanoyl, I'-[(1-4C)alkyl]anrino,
aViV-di-[(l-4C".)allcyl]amino, ca bamoyl, N-(1- 4C)ah ylcarbainoyl,
AyV-di-[(1-4C)allcyl]carba;noyl,; WO 200 /024841 PCT/Ct32005a003355  30 11)
Rrb is selected from: (i) hydrogen, halo, nit o, cyano, hydroxy, tri
luorofrtethyl, lrifluaronxethoxy,  amino, earboxy, carbamoyl, mereapto,
sulpharnoyl, (14C)alkyl, hydroxy(l- 4C')allcyl, N-(1-4C)alkylanmino,
orNNdi-[(1-4C)alk liamin(c); or s (ii) a group of sub-fonhula II: (II)  S~v
herein: X} is selected from a direct bond, -O- or -C(C3)-;  f0 integer a.
is 1, 2, or 3; integer b is 0, 1, or 2; each Ra, Rb, R' and Pd group
present is independently selected from hydrogen,  or (1-2C)allcyi; R.' and
l 3 are independently selected from hydrogen, (1-5C alkyl, hydroxy(l-
.1C-`)alkyl, ha'o(l-4.C)alkyl, (2-4C)alkenyl, (3-6C)cycloalkyl, (3-
6C)c-ycioallcyi(i-2C)alkyl, (1-4C)allcoxy(l-4C)al1cyl, (1-4C)allcanoyl, (3-
6C.)cycloalkenyi, (3-6C)cyclcalkexayl(l2C)allcyl, aryl, aryl(1-2C)alkyl,
heterocyclyl; a heterocycdy1-(1-2C)alkyl group wherein the heterocyclyl
moiety is ca-rbon- zo linked to the alkyl group and is either selected from
a substituted or  unsubstituted furanyl, tetrahydrotltranyl, pyranyl,
tetral,ydrrpyanyl, pyridinyl,  pyrazinyl, thiazolyl, or indolyl group, or
from one the following particular  substituent groups: 1,3-diect ty1 1
F3-pyxazol-y-y 1, 3,6-diartetlxyl-l 1-pyra;.ol 4- yl, and
1-methyl-iH-imida.zai-4-yl; 25 a group of sub-formula III: 



R'1p15N_[CWRn] -X2E CICSI b]1  (III) WO 2006/024841 Pt "T/GB2005!0033D5S
31 wherein:  X2 is selected from a direct bond, -.0- or -C(C9).  integer c
is 1, 2 or 3; integer d is 0, 1, or 2; each BY, Rt, R-' and Ri' group
present is independently selected frorn hydrogen  or (1-2C)alkyl; RQ and
R10 are independently selected from hydrogen, (1-4C)alkyi, hydroxy(1-
4C)alkyl, halo(1-4C)alkyl, (3-6C)cycloalkyl, (;-6C)eycloallc t(1
~'(:)alkyl, (1- 4C)alkoxy(l-4C)allcyl, or R? and R' are linked. so that,
together with the 10 nitrogen atom to which. they are attached, they form a
4-, 5-, 6- or 7-maerrbered  non-aromatic heterocyclic ring, said
heterocyclic ring optionally comprising, in  addition to the nitrogen atom
to which. R and R' are attached, one or two  further heteroatorns selected
from N, 0 or S, and wherein said heterocyclic ring  is optionally
substituted by hydroxy, halo, (1.-4C)alkyl, carbamoyl, or -[CH2]' 15
N-R".R2 (*herein integer e is 0, 1 or 2, and It 1 and R - are
independently.  selected from hydrogen, (1-4C)alkyi, (3-6C)cycloalkyl or
(3-6C)cycloaikui(l- 2C )allcyl); or R7 and 118 are linked so that, together
with the nitrogen atom to which they  are attached, they form a 4 to
10-membered heterocyclic ring, said heterocyclic  ring optionally
comprising, in addition to the nitrogen atom to which R.' and R5  are
attached, one or two further nitrogen atoms; or and wherein any
heterocyclyl ring within a Rib substituent group (apart from  those for
which particular substituents are expressly stated above, such as
heterocyclyl rings  formed when Rs and R1 are linked) is optionally
substituted on carbon by one or more Z1  substit..aent groups ( for example
1, 2 or 3), which maybe the same or different, selected from: (a) halo,
nitro, cyano, hydroxy, trifluoronrethyl, trifluoromethoxy, amino, carboxy,



carhaanoyl, mercapto, sulphainoyl, (14C)alkyi, hydroxy(1-4C)alkyl, (2-
4C)a.'ikenyl, (2-4C)alkynyl, (1.-4C)alkoxy, (I-4C)allcanoyl,
(1-4C)alkanoyloxy,  (1-4C)allcoxy(l-4C)allcyl, (1-4C)alkoxycarbonyl,
laala(1-4C)a11cy1, Id-[(1 WO 2006/024841 PC'17GB2005/003355  32
4C)allcyl]an izao,?~? ~' di [(1-4C)a1kyl]axnlno, It%(14C)a1kylcarbarnoyi,
NN-di- [(1-4C)alkylcarbamoyl, (1-4C)alkyithio, (1- 4C)alkylsulphinvl, (1-
4C)alkylsulphonyl,:V-(l-4C)alkylsuElpha:mnoyd,,V,N-d -[(1-
4C)alkyl]sulpharnoyl, aryl, aryl-(1--2C)allr-yl, heterncyclyl,
heterocycly'z-(1- 2C)alkyl, (b) a group of the sub-formula V: R1'Rr sN _
[Cld.'12z]f-.K4- [;Rdt.~] s  (V  wherein in X4 is selected from a direct
bond, or -0-; integer f is 0, 1, or 2, with the proviso that integer f is
at least l if X4 is _0_:  integer g is 0, or 1; each 1d_, R. Wk and 11.3
group present is independently selected from hydrogen  or (1-2C)alkyl; R'7
and R'8 are each, independently selected from hydrogen, (I-4C)alcyl, (1-
4C)alkoxy, (f-4C)alkoxy(i-4C)alkyl, (14C)alkanoyl. (3-6C)cycioallcyl, (3-
6C)cycloalkyi(1-2C;alkyl (3-6C)cycloalkerryi, or (3-6C)cycloaikerryl(l 2C
)alkyl; or (c) a group of the sub-formula VI:  (VI)  wherein: y2 is a
direct bond or -[CR19R20] wherein interser y is 1, or 2 and R' and R`"  are
independently selected from hydrogen or (l-2C)al1cyl; 2S X5 is selected
front -0- or -C(C)-; and Q2 is selected from (1-4C)alkyi,
(3-6C)c.ycloalkyl, (3-6C)cycloaikyl(1- 



2C)alkyl, (3-6 )cyclaalkenyl, (3-6C)cycioalkeny(1-2t:')alkyl, aryl, aryl-(1
WO 20061024841 PCT/CB2005i003355  33 2C)alkyl, heterocyclyl,
heterocyciyl-(1-2C`alk};l; R21R22N'-(1-2C)alkyl  (wherein R21 and 822 are
each independently selected from hydrogen, (1- 4C)alkyl, (1-4C)allcoxy,
(1-4C)alkoxy(1-4C)alkyl, (14C)a;lcanoyl, (3- 6C)eycloalkyl,
(3-6C",)cycioalkyl(1-2C)allcyl, (3-6C)cycioalkenyl; or (3- c
6C)cyclo&koryl(1-2C)aikyl); and wherein if any heterocyclyl group within a
Rib substitutet group contains an  unsubstituted nitrogen atom, then,
unless any particular substituents are expressly stated in the  definition
above (e.g. such as when Wand R1 are linked to form a heterocyclic ring
together  with the nitrogen atom to which they are attached), the, nitrogen
atom may be optionally 10 substituted by one or more Z2 substitutet groups
(for example 1, 2 or 3), which play be the  same or different, selected
from: (a) trifluoromethyl, carhoxy., carbamoyl, (14C)alkyl,
hydroxy(1-4C)alkyl, (2- 4C)allcenyl, (1-4C)allcanoyl,
(1-4C)alkoxy-(1-4C)alkyl, (1-4C)allcoxycarbonyl,  hxka(1-4C')allcyl,
NT(1-4C)alkylanaino-(_-2C)alkyl,?V14rdi-[(1-4C)alkyl]aanu7o  (1- C")alkyl,
(1-4C)allcylsulphonyl, aryl, aryl-(1-2C)alkyl, heterocyclyl,
heterocyciyl-(1-2C)aikyl; or (b) a group of the formula VII: .R23R,24N_
[CR'12"],,- (VII)  20 wherein integer his 0, 1, or 2; each W11 and. R"
group present is independently selected from hydrogen or (1- 2C)allc-yl;
R23and 824 are each independently selected from hydrogen, (1-4C)alkyl, (1-
25 4C)allcoxy, (1-4C)a1koxy(1-4C)aikyl, (1-4C)allcanoyl, (3-66C)cycloalkyl,
(3- $C..)cycloalkyl(1 -2C;.)alkyl, (3-6C)eycloalkenyl, or
(3-6C)cycloaikenyl(l- 2C)alkyi; or 



W4) 2006/024841 PCT/(020051003355  34 (c) a group of the formula Viii: (
III) wherein Y3 is a direct bond or-[CR25RR 2c ]z wherein z is I to 2 and
R25 and Rze  are independently selected fioin. hydrogen or (1-2C)rlkyl; Xf
is selected from -0- or -C(O)-, if V is -[CR2'R24] and if I7-1 is a direct
bond, X. is selected from -802- or -C(C))-; and Q3 is selected from
(14C)alkyl, (3-6C)cycloalkyl, (3-6C)cycloalkyl(1- 2C)alkyl, aryl, aryl-(1
2C)alkyi, heterocyclyl, heterocyclyl-(1-2C)alkyl or  to
12271I2s1*t-(l.-2C)alkyl (u herein 172'' and R28 are each independently
selected frown hydrogen, (14C)alkyl, (1.-4C)atkoxy,
(1-4C)alkoxy(1-4C)alkyl, (1- 4t )alkanoyl, (3-6C)cycloalkyl,
(3-6C)cycloalkyl(l 2C)alkyl, (3 60- ycloalkenyl, or (3-6C)cycloalkenv
(l-2C)allcyl); and wherein any heterocyclyl group within a Za or Z2
substittnent group optionally  is bears one or more substitutnt groups (for
example 1, 2 or 3), which maybe the same or  different, selected from halo,
cyanc:, trizlnorornethyl, amino, carhoxy, carbsunoyl, mercapto,
sulpharnoyl, (i-4C)alkyl, hydroxy(1-4C)alkyi, halo(;-4C)alkyl,
(2-4C)aikenyl, (2-4C)alkynyl,  (1-4C)alkoxy, (1-4C )alkunoyl,
(1-4C)alkanoyloxy, V-[(I.-4C)alkyl]amino, 4C)alkyl]amino;  20 and wherein
any non-aromat c heerocyclyl group within a Rib substitutnt (including
optional snbstituent groups Z1 and Z) optionally bears 1 or 2 oxo
substituents; and wherein any alkyl, all enayJ., al_kynyl, alkoxy,
alkanoyl, alkax ayloxy, cycloalkyl, or  cycloalkenyl group within a IZIb
substituent group (including optional substituet:at. groups Za  and Z) is,
unless particular substit-aents are expressly stated above, optionally
substituted by 25 one or more Z3 substituent groups (for example 1, 2 or
3), which may be the same or different,  selected from halo, cyano,
mercapto, (l-4C)alkoxy, t;ifluaronn ethyl, or-Nld.'29R3'tv herein  each of
R29 and R3 is independently selected from hydrogen, (1-4C)alkyl,
(1-4C)alkoxy, (3- 6C)cyc.loalkyl, (3-6C)cycloalltyl(I-2C)alkyl; WO
200M4}24841 PC'T/GB2005/003355  



35 and wherein any aryl group within a Rib substituent group (including
optional  substituent groups 7! and Z2) is optionally substituted by one or
more Za substituent groups  (for example 1, 2 or 3), which may be the same
or different, selected from halo, nitro, eyano,  hydroxy, amino,
(1-4C)alkyl, hydroxy(1-4C)alkyi, halo(1- C)aikyl, (i-4C)alkoxy, (1 s
40alkanoyl, T-[(l-4C)allcyilamino, IVN-di-[(1-4C)alkyd]amino, carbamoyl,
N-(1- 4C)alk-yicarhamoyl,,N,,N-di-[(l.-4C)alkyl carbacncoyl; 12) Rib is
selected from: (1) hydrogen, halo, nitro, cyan, hydroxy, trifluoromethyl,
trifh:oromethoxy, icy amino, carboxy, carbamoyl, mercapto, sulphannoyl,
(1-4C)alk-yrl, hydroxy(1- 4C)alkyl,,V-(1- 4C)alkylarnino, or ;i
-diy[(i-4C)alkyl]an ino; or (ii) a group of sub-formula II: R7Rs1
-[CRaR".ja X!-[CR`Rd]h  wherein: Xt is selected from a direct bond, -0- or
-C:(C))  integer a is 1, 2, or 3; integer b is 0, 1, or 2; each Ra, paw, R
and Rd group present is independently selected from hydrogen  20 or
(1-2C)alkyl; R7 and R` are independently selected from hydrogen,
(1-6C)alkyl, hydroxy(1- 4C)alkyl, halo(14C)alkyl, (24C)alkenyl,
(3-6C)cycloalkyi, (3- 6C)cycloalkyl(1 2?C)alleyl,
(1-4C)allcoxy(1-4C,lalleyl; an aryl group which is unsubstituted or
substituted with one to three 25 substitrents selected from the Troup
consisting of halo, nitro, cyano, hydroxy,  amino, (1-4C)allcyl,
hydroxy(1-4C.)aIkyl, halo(1-4C)alkyl, and (1-4C)alkoxy;  an aryl(1
2?C)alkyl group the aryl moiety of which is imsubstituted or  substituted
with one to three substituents selected from the group consisting of WO
24)06/024841 PCT,'GB24)4)514)4)3355  36 halo, nitro, cyan, hydroxy, amino,
(1-4C)alkyl, hydroxy(1-4C)alkyl, halo(1- 



40alkyl, and (1-4C)alkoxy; a 4, 5, 6 or 7-membered heterocyclyl group
comprising up to three heteroatoms  selected from N, 0 or S, and which is
unsubstituted or substituted with one to  three substituents selected from
the group consisting of halo, nitro, cyano,  hydroxy, amino, (1-4C)aikyl,
hydroxy(1-4C)alkyl, halo(1-4Calkyl, and (1- 4C)alkoxy; a
heterocyclyl-(1.2C)alkyl group wherein the heterocyclyl moiety is carbon-
linked to the alkyl group and is either selected from the group consisting
of a  Eo furanyl, tetrahydro-furanyl, pyranyl, tetrahydrop}Tamyl,
pyridinyl, pyrazinyl, th_iazolyl, indolyl group, each of which is
unsubstitrted or substituted with one  to three substituents selected from
the group consisting of halo, nitro, cyan,  hydroxy, amino, (l-4.C)alkyl,
hydroxyl-4C)alkyl, halo(1-4C)a kyl, and (l- 4C)alkoxy, or the heterocyclyl
-moiety is selected from 1,3-dimethyl-111 15 pyrazol-5-yi, 3,5-d
methyl-7.Fl-pyrazol-4-yl, and 1-methyl-1H-imidazol-4-yl;  a group of
sub-formula III: R'R1l -[CR0R']c-X2-t CRsRh]d- (HI)  wherein: 20 X' is
selected from a direct bond, -0- or -C.(0) ;  integer c is 1, 2 or 3;
integer d is 0, 1, or 2; each R, Rr, RR and Rh group present is
independently selected from hydrogen  or (1-2C)alkyl; 25 R' and R` are
independently selected from hydrogen, (14C)alkyl, hydroxy(1- 4C)allcyl,
halo(1-4C)alkyl, (3-6C)cyc1oaikvl, (3-6C:)cycloalkyl(1-2C)alkyl, (1-
4C)allcoxy(1-4C)alcy1, or R' and RE" are linked so that, together with the
nitrogen atom to which. they are attached, they form a 4-, 5-, 6- or
7-membered  non-arornatic hcterocy olio ring, said heterocyclic ring
optionally comprising, in WO 2006/024841 PCT/GB2006/0 }3355  37 



addition to the nitrogen atom to which IE and R1o are attached, one or two
further heteroatoms selected from NN, 0 or S. and wherein said heterocyclic
ring  is optionally substituted by one to three substituents selected from
the group  consisting of hydroxy, halo, (14C)alkyl, carbainoyl, or -[CI3;],
NR:1R2 s (wherein integer e is 0, 1 or 2, and R"1 and R1` are independently
-elected from  hydrogen, (1-4C)alkyl, (3-6C)cycloa.lcyl or
(3-6C)cycloallcyl(t 3C)allcyrl); or R' and le are linked so that, together
with the nitrogen atom to which they  are attached, they form a 4 to
10-membered heterocyclic ring, said heterocyclic  ring optionally
comprising, in addition to the nitrogen atom to which R' and R8  to are
attached, one or two further nitrogen atones, and wherein said
heterocyclylic ring is optionally substituted on carbon by one to three
substituents selected iom: (a) halo, nitro, cyano, hydroxy,
trifluoromethyl, amino, carboxy,  carhamoyl, mercapto, sulphamoyl,
(1-4C)alkyl,.hydroxy(1-4C)alkyl, (2 15 4C)alkenyl, (2-4C)alkynyl,
(14C)alkoxy, ('1-.4C)alkanoyl, halo(1-4C)alkyl,  ,N[-[(l -4C)alkyl]amino,
t'J, ,-di-[(l-4C)alkyl]amino, an aryl group which is optionally substituted
with one to three substituents  selected from the group consisting of halo,
nitro, cyano, hydroxy, amino, (I- 4C alcyi, hydroxy(i-4C)alkyl,
halo(14C)alkyl, and (14C)alkoxy; 20 an aryl-(1-2C)a1kyl wherein the aryl
moiety is optionally substituted with one  to three substit.uents selected
from the group consisting of halo, nitro, cyano,  hydroxy, amino,
(I-4C)alkyl, hydroxy(14C)alkyl, haio(1-4C)all;yl, and (l- 4C)alkoxy; a 4,
5, 6 or 7-membered heterocyclyl group comprising up to three heteroatoms
25 selected from lit, 0 or S, and which is Enxsubstituted or substituted
with one to  three substituents selected from the group consisting of halo,
nitro, cyano,  hydroxy, amino, (1-4C)aikyi, hydroxy(1-4C)alkyl,
halo(i-4C)alkyl, and (1- 4C)alkoxy; a heterocyclyl-(l-2C)alkyl group
wherein the heterocyclyl moiety is optionally  substituted with, one to
three substituents selected from the group consisting of 



WO 2006/024841 PCT/GE20051003355  38 halo, nitro, cyano, hydroxy, amino,
(14C) alkyl, hydroxyr(1-4C)alkyl, halo(l-.  4C)alicyrl, and (1-4C)allcoxy;
or (b) a group of the sub-finmula V:  R1'R18N_[C 'RJ']rX4-(CRkRI]g  (y'')
Wherein 4 is selected from a direct bond, or -0-; X 4 is -C)  integer f is
0, 1, or 2, with the proviso that integer f is at least 1. if integer g is
0, or 1; 1s? each R', R', Rk and RI group present is hydrogen; R`' and R'g
are each independently selected from hydrogen, (l-4C)adkyl, (1- 4C)alkoxy,
(1-4C)adkoxy(1-4C)alkyi, (1-4C)alkanoyl, (3-6C)cycioalkyl, (3-
6C)cycioalkyl(l-2C)adkyl, (3-6C)cycloalkenyl, or (3-6C)oycloalkenyi(l-
2C)alkyi; or 35 (c) a group of the sub-formula Vl.  (VI)  whercian: y" is a
direct bond or -[CR19 R i)y- wherein integer y is I or 2, and R'9 and 120
20 are independently selected from hydrogen or (l.2C' aikyi; Xs is selected
from -0- or -C(0)-; and  Q2 is selected from an aryl group which is
optionally substituted with one to three substituents  selected from the
group consisting of halo, nitro, cyan, hydroxy, amino, (1- 4C)alkyl, l
uilroxy(i-4C)alkyl, lkalo(l-4C)allcyi, and (1-4C)alkoxy; an
aryl-(1-2C)alkyl wherein the ary i moiety is optionally substituted with
one  to three substituents selected. from the group consisting of halo,
nitro, cyat.o, 



WHIP 2006/024841 PC17GB20051003355  39 hydroxy, amino, (1-4C)a:ikyl,
hydroxy(l-4C)alkyl, halo('-4C)alkyl, and (1- 4C)alkoxy; a 4, 5, 6 or
7-membered heterocyclyl group comprising up to three heteroatoms  selected
from N, 0 or S, and which is unsubstituted or substituted with one to 5
three substituents selected from the group consisting of halo, nitro,
cyano,  hydroxy, amino, (1-4C`.)alkyl, lzydroxy(1-4C)alkyl,
halo('-4C)alkyl, and (1- 4C)alkoxy; a heteroocyclyl-(1-2C)alkyl group
wherein the heterocyclyl moiety is optionally  substituted with one to
three substituents selected from the group consisting of  30 halo, nitro,
cyano, hydroxy, amino, (l.-4C)alkyl, hydroxy(1-4C:)alkyl, halo(i-
4Cs)alkyl, and (1-4C)alkoxy; and, if said heterocyclic ring comprises a
nitrogen atom then said nitrogen is  optionally substituted by one or more
substituent groups (for example 1, 2 or 3), which may  be the same or
different, selected from: is (a) (1-4C )alkyl, hydroxy(1-4C)alkyl,
(24C)alkenyl, (1-4C)alkanoyl, (1- 4C)akoxy-(1-4C)alk-yl, halo(l-4C)alkyi,
an aryl group which is optionally substituted with one to three
substituents selected from the group con isting of halo, nitro, cyano,
hydroxy, amino, (1-4C )alkyl, hydroxyl -4C)alkyl, halo(l-4C)allcyl,  and
(1-4C)alkoxy; an aryl-(l-2C)alkyl ,,wherein the aryl moiety is optionally
substituted  with one to three substituents selected from the group
consisting of  halo, nitro, cyano, hydroxy, amino, (14C)alkyl,
hydroxy(14C)alkyl,  halo('-4C)alkyl, and (l -4C)alkoxy; group comprising
zap to three  a 4, 5, 6 or 7-membered heterocyclyl heteroatoms selected
from N, 0 or S, and which is ?unsubstituted or  substituted with one to
three substituents selected ii em the group  



consisting of halo, nitro, cyano, hydroxy, amino, (1-4C)alkyl,
hydroxyl-4C)alkyl, halo(]--4C)alkyl, and (1-4C)alkoxy, WO 20051024441
PCTICB20051003355  40 a heterocyclyl-(1-2C)alkyl group. wherein the
heterocyclyl moiety is  optionally substituted with one to three
substituents selected from the  group consisting of halo, nitro, cyano,
hydroxy, amino, (1-4C)alkyi,  hydro-xy(1-4C)a kyl, halo(1-4C)alkyl, and
(1-4C)alkoxy; s (b) a group of the formula VII:  R2-1R24Nr-[(.lam '"jis
(1711) wherein  integer h is 0, 1, or 2; E; each Rm and R" group present is
hydrogen; R223and R2 are each independen ly selected from hydrogen or (1-
4C)alkyl; or (c) a group of the formula VIII:  Q-,-x6-V- 15 (VIII)  wherein
Y3 is a direct bond or -[CW5R2&].~--,wherein . is 1 to ? and R25 and R2 are
independently selected from hydrogen or (1-2C)alkyl; X6 is selected from
-0- or -C(0)-, if Y3 is -[CR"''3R24]z and if 3 is a direct  bond, X is
selected from -5-. -SO-, -S02- or -C(0)-; and 2~ Q3 is selected from
(1-4C)alkyl, (3-6C)cycloalkyi, (3-6C)cvcloalkyl(i- 2C)alkyl; an aryl group
which is optionally substituted with one to three su 3stituents  selected
from the group consisting of halo, nitro, ey ano, hydroxy,, amino, (1-
4C)alkyl, hydroxy(1-4C)alkyrl, halo(1-4C)alkyl, and (1-4C)atkoxy; 25 an
aryl-(1-2C)alkyl Fwhereian the aryl moiety is optionally substituted with
one  to three substituents selected from the group consisting of halo,
nitro, cyano,  



hydro.xy, amino, (1-4C)alkyl, hydroxy(1-4C)alkyl, halo(!-4CC)alkyl, and (1
WO 20061024841 PCT/GB20051003355  41 4C)alkoxy;  a 4, 5, 6 or 7-nieuibered
heterocyclyl group comprising up to three heteroatoins  selected from N, 0
or S, and which is unsrabstim-ted or substituted with one to  three
substituents selected from the group consisting of halo, nitro, cyano,
hydroxy, amino, (1-4C)alkyl, hydroxy(1-4C)alkyl, halo(l-4C )alkyl, and (1-
4C)alkoxy; a heterocyci_yl-(1-2C)alkyl group wherein the heterocyclyl
moiety is optionally  substituted with one to three substituents selected
from the, group consisting of  halo, nitro, cyano, hydroxy, amino,
(1-4C)alkyl, hydroxy(1-4C)alkyl, halo(1- to 4C)alkyl, and (1-4C)alkoxy; and
wherein any aeon-aromatic l:et rocyciyl group whin a .r1' substituent group
optionally bears 1 or 2 oxo substituents; 13) Rai' is selected from: (i)
hydrogen, halo, cyan, hydroxy, amino, 4C)alk 1, h rdrox y(l.-4C)a'-kyl,  N
(1-4C)alkyiamino, or hJ, ~J-di-[(1-4C.)allcyl]aeniuo; or (ii) a group of
sub-formula II:  12'I{.RN'-[CRaIe]a-x`-[C17`Rdlb- (H)  20 wherein: X' is
selected from a direct bond, or -0-;  integer a is i, 2 or -i; integer b is
0, 1 or 2; each R, Rb, and Rd group present is independently selected from
hydrogen  25 or (l-2C)alkyl; R7 and R8 are independently selected from
hydrogen; (1-6C)alkyl; hydroxy(1- 4C)allcyl; halo(1-40aikyl; (2-4C)alkenyl;
(3-6C)cycloalkyi; (3 WO 2006/024841 PCT/GB2005/403355  



42 6C)cycdoalkyl(1-2C}alkyl; (l-4C)aikoxy(1-4C)alkyl; an aryl group which
is unsubstituted or substituted with one to three  s+ubstitueats selected
from the group consisting of halo, nitro, cyrano, hydroxy,  amino,
(1-4C)alkyl, hydroxyl-4C )alkyl, halo(14C)aiky1, and (14C)alkoxy;  an
aryl(1-2C)alkyl group the aryl moiety of which is unsubstituted or
substituted ww~th one to three substituents selected from the group
consisting of  halo, nitro, cyan, hydroxy, amino, (14C)alkyl,
hydroxy(l-4C)aikyi, halo(1- 4C)alkyl, and (1-4C)alkoxy; a 4, 5. 6 or
7-membered heterocyclyl group comprising up to three heteroatoms  10
selected from N, 0 or S, and which is rnlsubstitnted or substituted with
one to  three substituents selected from the group consisting of halo,
nitro, cyano,  hydroxy, amino, (I 4C)aikyl, hydroxy(1-4C)alkyl,
halo(14C)alkyl, and (1- 4C)alkoxy; a heterocyclyl-(1-2C)alkyl group wherein
the heterocyclyl moiety is carbon- linked to the alkyl group and is either
selected from the group consisting of a  furarxyl, tetra xydrof aranyl,
pyranyl, tetrahydropyranyl, py idinyl, pyrazinyl,  thiazolyl, indolyl
group, each of which is unsubstituted or substituted with one  to three
substituents selected from the group consisting of halo, nitro, cyano,
hydroxy, amino, (14C)alkyl, hydroxy(1-4C)aikyl, halo(1-4' ;talicyl, (1 20
4C)alkoxy, or the heterocyclyl moiety is selected from 1,3-dianethyi-l. L
1-r aethyl-1H innidazol_4-yi;  pyrazol-5-yi, 3,5-dim ethyl- i.fI
pyrazol-4-y4, and a group of sub-formula III: lt?lt'r )N-[CR R `,uX,-[
C11.sI&hld- (III)  25 wherein: X2 is selected from a direct bond, -0- or
-C(O)--l  integer c is 1, 2 or 3; integer dis0,lor2; 



WO 2006,/024841 PCT/CB20051003355  43 each. R.t, R{,, R5 and R group
present is independently selected from hydrogen  or (1-2C)alkyl; BY and Rts
are independently selected from hydrogen, (1-4C)allcyl, hydroxy(I- 4
)alkyl, halo(I -4C)alkyl, (3-6C)cycloallcyl, (3-6C)cycloalkyl(I-2C)alkyl,
(l-- 4C)alkoxy(1-4C)alkyl, or ft`' and R1 are linked so that, together
with, the  nitrogen atone to which they are attached, they form a. 4-, 5-,
6- or 'I -membered  :ion-aromatic heterocyclic ring, said heterocyclic ring
optionally comprising, in  addition to the nitrogen atom to which R9 and R1
are attached, one or two  further heteroatonns selected from N, Cl or 5,
and wherein said heterocyclic ring  is optionally substituted by one to
three substituents selected from the group  consisting of hydroxy, halo, or
(1-4C)alkyl; or R' and R" are linked so that, together with the nitrogen
atom to which they  are attached, they form a 4 to 10-membered heterocyclic
ring, said heterocyclic  ring optionally comprising, in addition to the
nitrogen atom to which R7 and 0  e are attached, one or two further
nitrogen atones, and wherein said lxeterocyclylic ring is optionally
substituted on carbon by one to three  substituents selected torn: (a)
halo, nitro, cyano, hydroxy, tri luoromethyl, amino, carboxy,  carbarzoyl,
mereapto, sulpha: oyl, (I-4C)alkyl, hydroxy(1-4C)alkyl, (2 r. 4C)alkcnyl,
(2-4C)alkyxyl, (1-4C)alkoxy, (1-4C)allcancy%, halo(1-40alkyl,  AT
[(1-4C)allcyi]arnino, ~'.,~]-dx-{(l-4C)akyi armno, an aryl. group which. is
optionally substituted with one to three suhstituents  selected from the
group consisting of halo, nitro, cyano, hydroxy, amino, (1- 4C)alkyl,
hydroxy(14C)allcyl, halo(14C)alkyl., and (14C)alkoxy; 2y an aryl-(1- 2
C)alkyl wherein the aryl moiety is optionally substituted with one  to
three substitucnts selected from the group consisting of halo, nitro,
eyano,  hydroxy, amino,, (14C)alkyl, hydroxy(1.4C)alkyl, halo(14C)alkyl,
and (1- 4C)alkoxy; 



a 4, 5, 6 or 7-membered heterocyclyl group composing; up to three
heteroatolns  zn selected from N. 0 or 3, and which is unsubstituted or
substituted with one to WO 20061024841 PC ICB2005/003355  44 three
substituents selected from the group consisting of halo, nitro, cyano,
hydroxy, amino, (14C)alkyl, hydroxy(l.-4(,)alkyl, halo(14C)alkyl, and (1-
4C)al coxy; a heterocyciyi-(1-2C)alkyl group wherein the heterocyclyl
moiety is optionally  substituted with one to three substituents selected
from the group consisting of  halo, nitro, cyano, hydroxy, amino,
(14C)alkyl, hydroxyl-4C)alkyii, haio(1- 4C)alkyl, and (1-4C)alkoxy; (b) a
group of the sub-formula V:  Rh,RisN-[CR'R?]~ X4-[CR R']s- 10 E ') wherein
X4 is selected from a direct bond, or -0-; integer f is 0, 1, or 2, with
the proviso that integer f is at least 1 if X4 is -0-;  integer g is 0, or
1; is each R', R?. R' and R group present is hydrogen; R`' and R18 are each
independently selected from hydrogen, (14C)alkyl, (3- 6C)cycloalkyl, or
(3-6C)cyeloallcyl(1-2C)alkyl; or (c) a group of the sub-fonnula VI:  20
O'T)  wherein: Y2 is a direct bond or -[C Rinrai0] _ wherein integer v is I
or 2 and Rrs and R.Ra  are independently selected from hydrogen or
(11-2C)allcyl; X5 is selected from -0- or -C(0)-; and  25 ()" is selected
from a 4, 5, 6 or 7amen7bered heterocyclyl group comprising up to ihree
heteroatoms  selected from N, 0 or S, and which is utrsubstituted or
substituted with one to 



WO 2406!024941 Pc:TIG112005/003355  45 three substituents selected from the
group consisting of halo, nitro, cyano,  hydroxy, amino, (14C)aikyi,
hydroxy(1-4C)alkyl, halo(1-4C)a11cyl, and (1- 4C)allcoxy a
heterocyclyl-(1-2C)allcyl group wherein the heterocyclyl moiety is
optionally  substituted with one to three substituents selected from the
group consisting of  halo, nitro, cyan, hydroxy, amino, (14C)alkyl,
hydroxy(1-4C)aikyl, halo(1- 4C)alkyl, and (1-4C)alkoxy, and, if said
heterocyclic ring comprises a nitrogen atom then said nitrogen is
optionally substituted by one or more substituent groups (for example 1, 2
or  0 3), whichh maybe the same or different, selected from: (a)
(14C)alkyl, hydroxy(1-4C)alkyl, (2-4C)alkenyi, (1-4C)allcauoyl, (1-
4C)alkoxy-(1-4C)alkyl, halo(1-4C)allcyi; an aryl group which is optionally
substituted with one to three  substituents selected from the group
consisting of halo, nitro, cyano,  is hydroxy, amino, (1-4C)all yl,
hydroxy(1-4C)alkyl, halo(14C)alkyl,  and (1-4C)alkoxy, an aryl-(1-2C)alkyl
wherein the aryl moiety is optionally substituted  with one to three
substituents selected from the group consisting of  halo, nitro, cyan,
hydroxy, amino, (1-4(:)alkyl, hydroxy(1-4C)alkyl,  ;,, halo(1-4C)allcyl,
and (1-4C)alkoxv; a 4l, 5, 6 or 7-membered heterocyclyl group comprising up
to three  heteroatonrs selected from Ni, 0 or S, and which is
irnsubstituted or  substituted with one to three substituents selected from
the group  consisting of halo, nitro, cyano, hydroxy, amino, (14C)allcyl,
I'S hydroxy(1-4C)allkyl, halo(1-4C)alkyl, and (1-4:)alkoxy; a
heterocyclyl-(l-2C)alkyl group wherein the heterocyclyl moiety is
optionally substituted with one to three substituents selected from the
group consisting ofhalo, nitro, cyano, hydroxy, amino, (1-4C)allcyl,  



hydroxy(1-4C)alky1, halo(1-4C)allcyl, and (1-4C)allcoxy, WO 20061024841 PC
T/Gd32005i003355  46 (b) a group of the R .mina VII: .R'23R'24N-[C~RTRnlh
(Vii)  Wherein integer h is 0, 1, or 2; each R and R" group present is
hydrogen; R'"3and R24 are each independently selected from hydrogen or
(14C)alkyl; or  (c) a group of the formula VIII: ,o (AIM  wherein'Y3 is a
direct bond or -[ill;--5820],- wherein z is I t o 2 and - 5 and R26  are
independently selected from hydrogen or (1-2C)alkyl; X6 is selected from -O
- or -C((-, if Y3 is -[CR23R221 and if y3 is a direct  bond, X6 is selected
from ---$-, -SO-, -g0,- or -C(O)-; and 15 Q3 is selected from (14C)alkyl,
(-' 6i .)eycloalkyl,, (3-6C)eyeloal`xyl(l- 2C)alkvl, a 4, 5, 6 or 7-n
embered heterocyclyl group comprising up to three heteroattoms  selected
from iN, Cl or S, and which is unsubstituted or substituted with (Inc to
three substituents selected from the group consisting of halo, nitro, cyan,
hydroxy, amino, (1-4C)alkyl, hydroxy(1-4C)alkyl, halo(14C)alkyl, and (1-
4C)alkoxy; a heterocyelyl.-(1- 2C)alkyl group wherein the heterocyclyl
moiety is optionally  substituted with one to three substit xents selected
from the group consisting of  halo, nitro, cyan, hydroxy, amino,
(l-4C)alkyl, lnyd oxy(l-4C)alkyl, halo(1- 25 4C)alibyl, and (l.-4C)alkoxy,
and wherein any non-aromatic heterocyclyl group within a Rib substituent
group  optionally hears 1 or 2 oxo suhstituents; WO 200366024841
PCT/GB2005/003355  



47 14) Rib is selected from: (i) hydrogen, cyano, amino, (14C)alkyl,
hydroxy(I-4()aIk-jI; or  {ii) a group of sub-formulla Ii: (11)  wherein: X1
is selected from a direct bond, or -0- ;  integer a is 1, 2, or 3; integer
b is 0, 1, or 2; e each R', R'', ' and Rd group present is independently
selected from hydrogen  or (1-2 )alkyl; R.' and Rs are independently
selected from hydrogen; (1-EC)alkyl; hydroxy(1- 4C)alkyl; (2-4C)alkenyl;
(3-6C)cycloalkyl; (1-6C)cycloaiky4(1-20alkyl; (1- 4C)a lkoxy(1-4C)alkyl; a
an aryl(1-2C )alkyl group the aryl moiety of which is iursubstitutecl or
substituted with one to three substituents selected from the group
consisting of  halo, cyano, hydroxy, amino, (1-4C)alkyi, or (1-4C)alkoxy; a
4, 5, or i-membered heterocyclyl group comprising up to three heteroatoms
selected from N, 0 or S, and which is insubstituted or substi'uted vith one
to  20 tree substituents selected from the group consisting of halo, cyan,
hydroxy,  amino, (1-40 Alkyl, or (1 -40 )alkoxy; a
heterocyclyl.-(l-2C)atlcyi group wherein the heterocyclyl moiety is carbon-
linked to the alkyl group and is either selected from the group consisting
of a  ura3ayl, tetrahydrofuraayl, p; aryl tetrahydropyranyl, pyridinyl,
pyrazinyl, 2~ thiazolyl, indolyl group, each of v,,hich is unsubstituted or
substituted with one  to three substituents selected from the group
consisting of halo, cyan,  hydroxy, amino, (1-4C)alkyl, halo(1-4C)alcyl or
(1-4C)alkoxy, or the  heterocyclyl moiety is selected from 1,3-dimethyl-ll-
pyrazol-5-yl, 3,5 WO 20061024841 PC'rlGB20051003355  48 



dinaetltyl-l.}z a7yrazol- -yl, and 1-methyl-111-imidazol-4-yi;  a group of
sub-f+:tnnuta III: A 'R70N-[CReRrl-X' - CR5Rhl  (IIl) wherein:  X2 is
selected from a direct bond, or -C}_;  integer c is 1, 2 or 3; integer d is
0, 1, or 2; each R", R`, RE, and Rh g oup present is independently selected
from hydrogen  io or (1-2C)alkyl; le and Rao are independently selected
from hydrogen, (14C)alkyl,(3- 6C)cycloalkyl,
(3-CC)cycloaikyi(i-2C',)alk5%3, or R`' and R1" are linked so that,
together with the nitrogen atom to which they are attached, they form a 4,
5-, or  u-membered non-aromatic heterocyclic ring, said heterocyclic ring
optionally :s comprising, in addition to the nitrogen atom to witch.le and
R' are attached,  one or two farther het=atoms selected from N, 0 or S, and
wherein said  heterocyclic ring is optionally substituted by one to three
substitrxents selected  from the group consisting of hydroxy, lxalo, or (l
-4C)all yl; or R7 and. R8 are linked so that, together with the nitrogen
atom to which they  2,0 are attached, they form a. 4 to 8-membered
heterocyclic ring, said heterocyclic  ring optionally comprising, in
addition to the nitrogen atom to which: R.' arid R8  are attached, one or
two further nitrogen atoms, and wherein said heterocyclylie ring is
optionally substituted on carbon by one to three  substituents selected
from: 25 (a) halo, cyano, hydroxy, trifluorornethyl, amino, (1-4C)all;yl,
hydroxy(1- 4C)alkyi, laaloti-4C)a yl, b'-[(1-4C.)alkyl arnia
4C)aikyllatnino,  an aryl group which is optionally substituted with one to
three WO 2006/024841 PCT/GB2005/003355  



49 substi cents selected from the group consisting of halo,
cyano,.hy'droxy,  amino, (1-4C)allcyl, or (1-4C)alkoxy; an
aryl-(1-2C:)a'dcyl wherein the aryl moiety is optionally substituted  with
one to three substituents selected from the group consisting of  halo,
cyan, hydroxy, amino, (14C)alkyl, or (I-4C)ahkoxy; a 4, 5, or 6-merbered
heterocyclyl group comprising up to three  heteroatoins selected from N, 0
or S, and which. is unsuhstituted or  substituted with one to three
substituents selected from the group  consisting of halo, cyan, hydroxy,
amino, (1--4C)alkyl, or (l to 4C)alkoxy; a heterocyclyl-(l-2C' akyi group
wherein the heterocyc.lyl moiety is a  4, 5, or 6-membered heterocyclyi
group comprising up to three  heteroatorns selected from N, 0 or S and is
optionally substituted with.  one to three substituents selected from the
group consisting of halo, is cyan, hydroxy, amino, (14C)alkyl, or
(1-40alkoxy;  (b) a group of the sub-formula V1: Q2-XS-Y 2-x5-Y2- wherein:
(. Y2 is a direct bond or ---(CRr 9R`o],,- wherein integer y is I or 2 and
Rig and R'o  are independently selected from hydrogen or (1-2C)allcyl; X5
is selected from -0- or -C(O)-; and  Q2 is selected from a 4, 5, or
6-membered heteroeyclyl group comprising up to three heteroatorns  25
selected from, N. 0 or S, and which is unsubstituted or substituted with
one to  three substituents selected from the group consisting of halo,
cyan, hydroxy,  amino, (1-4C)allcyl, or (1-4C)alkoxy; a heterocyclyl-(1=
C)alkyl group wherein the heteroeyclyl moiety is a 4, 5, or WO 2006/024841
PC1/G82005/003355  50 



6-nembered heterocyclyl group comprising up to three heteroatoms selected
from N, 0 or 8, and is optionally substituted with one to three
substitnents  selected from the group consisting of halo, cyan, hydroxy,
amino, (1 4C )alkyl, or (l-4C)alkoxy; 5 and, if said heterocyclic ring
comprises a nitrogen atom then said nitrogen is  optionally substituted by
one or more substituent groups (for example 1, 2 or 3), which may  be the
same or different, selected from: (a) (1-4C)alkyl, hydroxy(14C)alkyl,
(2-4C)allcenyi, (l-4C)alkauoyi, (1- 4C)alkoxy-(1-4C) alkyl; a:x an aryl
group which is optionally substituted with one to three  substituents
selected from the group consisting of halo, cyano, hydroxy,  amino, (I
4C)alkyl, or (1-4C)arkoxy; an aryl-(l-2C)alkyl wherein the aryl moiety is
optionally substituted  with one to three substituents selected from the
group consisting of  1s halo, cyan, hydroxy, amino,
(1-4C)alkyl,orl-4C)aikoxy; a 4, 5, or 6-membered heterocyclyl group
comprising up to three  heteroatoms selected from ill, 0 or S, and which is
unsubstitutcd or  substituted with one to three substituents selected from
the group  consisting of halo, cyano, hydroxy, ansino, (14C)alkyl, or (t-
4C)alkoxy; a heterocyclyl-(l-2C)alkyi group wherein the heterocyclyl moiety
is a  4, 5, or 6-membered heterrocyclyl group comprising up to three
heteroatoms selected from N, Cl or 8, and is optionally substituted with
one to three substituents selected from the group consisting of halo, 2s
cyano, hydroxy, amino, (1-4C)alkyl, or (1-4C)alkoxy;  (b) a group of the
formula VII: R23R24N_[CkmW]1i ( II)  wherein WO. 2006/024841
PCT/G112005/'003355  



51 integer h is 0, 1, or 2; each k' and R group present is hydrogen; R23and
R24 are each independently selected from hydrogen or (1- 4C)alkyl; or (c) a
group of the formula Vi:  (VIII)  wherein Y is a direct bond or _
CR`51Z'']r wherein z is 1 to 2 and 1 s and R's are independently selected
from hydrogen or (1-2C)alkyl; ;o X6 is selected from -0- or -C(0)-, if .''
is --[CRI23Rr4]z , and if V$ is a direct  bond, X6 is selected from ---S-,
-SO-, -S02- or -C('C)-; and Q' is selected from (1-4C)alkyl,
(3.6C)cycloalkyl, (3-6C)cycloalkyl(l- 2C;)alkyl, a 4, S, or 6-ruenibered
heterocycly- group comprising up to three heteroatorns  1s selected from N,
C) or S, and which is unsu:sstituted or substituted with one to  three
substituents selected from the group consisting of'halo, nitro, cyano,
hydroxy, ate ino, (1-4C)a.lkyl, hydroxy(1-4C".)alkyl, halo(14C)alkyl, and
(I- 4C)allcoxy; a heterocyciyl-{I-2C)alkyl group wherein the heteroeyclyl
moiety is a 41,5, or  as 6-membered heterocyclyl group comprising up to
three heteroato?r;s selected  from N, 0 or S, and is optionally substituted
with halo, nitro, cyan, hydroxy,  amino, {1-4C)allcyl, hydroxy(1-4C)alkyl,
halo(14C)alkyl, and (14C)alkoxy; and wherein any non-aromatic heterocyclyl
group within a Rib substittier t group  optionally bears I or 2 oxo
substituents; 15) Rib is selected from: (i) hydrogen, amino, (1-4C)alcyl;
or WO 2006/024841 PCT/GB20051003355  52 (ii) a group of stub--formula H:
(Ii)  



wherein: X1 is selected from a direct bond, or -0-;  integer a is 1, 2 or
3; integer b is 0, 1 or 2; each R`, BY, R and Rd group present is
independently selected from hydrogen  or (1-2C)alkyl l2' and Rs are
independently selected from hydrogen; (1-6C")alkyl; hydroxy(1- 4C)alkyl;
(2-4C)alkenyl; (3-6C)cycloalkyl; (3-fiC)cycloalkyl(l.-2C)alkyl; (1- 4 C)
alkoxy(l -4 C) alcyi; a phenyl(1-2C)alkyl group, the phenyl moiety of which
is u nsubstituted or  substituted with one to three substituents selected
from the group consisting of  ns halo. cyano, hydroxy, amino, (1--4C
)alkyl, or (1-4C)alkoxy; a 4, 5, or 6-membered heteroeyelyl group selected
from azetidinyl,  pyrrolid:inyl, ntorpholinyl, tetrahydrofuranyl, furanyl,
tetrahydropyranyl,  piperidinyl, piperazinyl, pyrrolyl, pyr'azo yl,
imidazolyl, pyranyl, and  pyridinyl, and wherein each heterocyclic: group
is unsubstituted or substituted 20 with one to three substituents selected
from the group consisting of halo,  cyan, hydroxy, amino, (14C)alkyl, or (I
4C)aUcoxy; a heterocyelyi-(1-2C)alic-yl group wherein the heterocyclyl
moiety is carbon- linked to the alkyl group, and is either selected from
the group consisting of a  furaunyl, tetrahydrofiuranyl, p,yTanyl,
tetu.al:y'dropyranyl, pyridinyl, pyTazinyl,  thiazolyl, indolyl group, each
of which is unsnbstituted or ssubstituted with one  to three substituents
selected from the group consisting of halo, cyaauo,  hydroxy, amino,
(1-4C)alkyl, halo(14C)alkyl or (1-4C)alkoxy, or the  heterocyclyl moiety is
selected from 1,3-dimethyl-lH-pyxazol-S-yl, 3,5- dirnethyl-
lH-pyrazol-4-yi, and 1-mctliyl-1H=inudazol-4-yl; WO 20061024841
POIGB2005/003355  53 a group of sub-formula III: R9R'N-[CR RY] -X2-[
C]Rsllh]{`  



111I)  wherein; X2 is selected from a direct bond, or -0-,  integer c is 1,
2 or 3; integer d is 0, 1, or 2; each Re, B!, R9 and R1 group present is
independently selected from hydrogen  or (1-2C)alkyl; R9 and R1 are
independently selected from hydrogen, (1-4C)alkyl, (3- 6C)eycloalkyl,
(3-6C;)cyeioalkyl(1-2C)alkyl, or R9 and R1 are linked so that,  together
with the nitrogen atom to which they are attached, they form a 4, 5-, or
6-membered non automatic heterocyclic ring, selected from the group
consisting of azetidinyl, pyrrolidi-nyl, pipea-idinyl, pip. erazinyl, and
morpholinyl,  and wherein said heterocyclic ring is optionally
substitutedby, hydroxy, halo, or (1-4C)allcyl; or k? and Rs are linked so
that, together with the nitrogen atom to which they  are attached, they
form a 4 to 8-+.smenbered heterocyclic ring selected from the  group
consisting of azetidinyl, pyrrolidinyl, piperidinyl, piperazinyl_ 3 20
azahicyclo[3.1.0]hexyl, hexahydropyrrolo[3,4-c]pwrolyl, 7-
azabicycio[2.2.1]heptyl, and 2-azabicyclo[2e2,2]octyl, and wherein said
heteroeyclylic ring is optionally substituted on carbon by one to tree
sriostitue ifs selected front: (a) halo, cyano, hydroxy, trifluoromethyl,
amino, (14C)alkyl, hydroxy(l- 25 4C)ailcyi, halo(1-4C.)alkyl,
N-[(1-4C)3lkyl]amino, ,iNr-di-[(1- 4C)alkylamino; a phenyl group which is
optionally substituted with e s to three  substituents selected from the
group consisting of halo, cyano, hydroxy,  amino, (1-4C)alkyl, or
(1-4C)alkoxy; WO 29061024841 PCTICB20051003355  54 a phenyl-(1-2C)-alkyl
wherein the phenyl moiety is optionally  



substituted with one to three substituents selected from the group
consisting of halo, cyan, hydroxy, amino, (1-4C)allcyl, or (1- 4C)alkoxy; a
4, 5, or 6-membered heterocyclyl group selected from az etidinyl,
pyrrolidinyl, morpholinyl, tetrahydrofrranyl, fbranyl,  tetrahydropyranyl,
piperidinyl, piperazi-nyl, pyrrolyl, pyTazolyl,  imnidazolyl, pyranyl, and
pyaidinyl, and which is unsubstituted or  substituted with one to three
substituents selected from the group 10 consisting of halo, cyarao,
hydroxy, amino, (14C)alkyl, or (1- 4C)allcoxy; a heterocyclyl-(1-2 C)alkyl
group wherein the heterocyclyl moiety' is  selected from azetidinyl,
pyrrolidinyl, morplrolinyl, tetrahydrofurarryl,  furs:nyl,
tetrahydropyranyl, )iperadinyl, piperazinyl, pvx olyl, pyrazulyl, 15
iruidazolyl, pyranyi, and pyridinyl, and is optionally substituted with
one to three substituents selected from the group consisting of halo,
cyano, hydroxy, amino, (14C)alkyl, or (1-4C)alkoxv; (b) a group of the
sub-formula Vi:  Q2-x5-y2- 20 (VP  wherein: Y2 is a direct bond or
-[cRr'R2'y- -,herein integer y is I or 2 and R,19 and R2  are independently
selected from hydrogen or (1 2C)allcyl; X5 is selected from -0- or -C(O)-;
and  7,i Q2 is ,;elected 6-oin a. 4, 5, or ti-membered heterocyclyl group
selected from azetidinyl,  pyrrolidinyl, morpholinyl, tetrahydro_furanyl,
furanyl, tetrahydropyranyl,  piperidinyl, piperazittyl, pyrrolyl, py
azo.lyt, imidazolyl, pyranyl, and pyridinyl,  and which is unsubstituted or
substituted with one to three substituents selected WO 2006/024841
PCT/CB200sIoo33s5  55 



from. the group consisting of halo, cyan, hydroxy, amino, (1-4C)alkyl, or
(1- 4C)alkoxy; a heterocyolyl-(1-2C)alkyl group wherein the heterocyclyl
moiety is selected  from azetidinyl, pyrrolidinyl, rnorpholinyl,
tetrahydrofuranyl, furanyl,  tetrahydropyranyl, piperidinyl, piperazinyl,
pyrrolyl" pyrazolyl, imidazolyl,  pyranyl, and pyridinyl, and is optionally
substituted with one to three  s:abstituents selected from the group
consisting of halo, cyan, hydroxy, amino,  (1-4C)alkyl, or (l- 4C)alkoxy;
and, if said heterocyclic ring comprises it nitrogen atom then said
nitrogen is  optionally substituted by one or more substituent groups (for
example 1, 2 or  3), which may be the same or different, selected from: (a)
(1-4C)alkyl, hydroxy{1-4C)alkyi, (24C)allcenyl, (14C)alkanoyl, (l-
4C)alkoxy-(1-4C)alkyl; a. phenyl group which is optionally substituted with
one to three  substituents selected f-otn the group consisting of halo,
cyan, hydroxy,  amino, 0 -4C)allcyl, or {1-4C}alkoay; a phenyl-(1-2C)aikyl
wherein the aryl moiety is optionally substituted  with one to three
substituents selected from the group consisting of  halo, cyan, hydroxy,
amino, (14C)alkyl, or (I 4C)alkoxy; 20 a 4, 5, or 6-membered heterocyclyl
group selected from azetidinyl,  pyrrolidinyl, nxorpka luxyl,
tetrahydrofara:ayi, furanyl,  tetrahydropyranyl, piperidinyl, piperazinyl,
pyrrolyl, pyrazolyl,  pyrazinyl, pyrimidinyl, imidazolyl, pyranyl, and
pyridinyl, and wherein  said hete:-ocyciyl group is unsubstituted or
substituted with one to three zs substituents selected from the group
consisting of halo, cyan, hydroxy,  amino, (14C)alkyl, or (14C)allcoxy; a
heterocyclyl-(1-2C)alkyl group wherein the heterocyeiyl :moiety is
selected. frorxt azetidinyi, pg rrslidiryl, nxos(alxolinyl,
tetrahydrofuranyl,  furanyl, tetra]aydropyranyl, piperidinyl, piperazin.
yl, pyrrolyl, pyrazolyl, 



aq pyrirnidinyl_ imidazolyl, pyranyl, and pyridinyl, and is optionally WO
2006/024841 K"JUG62005/003355  56 substituted with one to three subs
tituents selected from the group  consisting of halo, cyan, hydroxy, amino,
(14C)alkyl, or (1- 4C)allcoxy groups; (b) a group of the formula VII:
I~23R74N-[cw;' t ih (V.iI)  wherein integer h is d, 1, or 2; each l2'" and
group present s hydrogen; 10 R2`rsrd R2"' are each independently selected
from hydrogen or (l- 4C)alkyl; or (c) a group of the formula VIII:  Q3_g
nY'a  (Viii)  wherein Y 3 is a direct bond or ---[CR)~5R2s]?-wherein z is i
to 2 and P?5 and R2' are independently selected from hydrogen or
(1-2C)alkyl; X6 is selected from -0- or -C(O)-, ifV is ---[C". 'Itza]'-,
and ifY3 is a direct  bond, X is selected from -SO2- or -C(O) -; and Q3 is
selected from (i-4C)alkyl, (3-6C)cycloalkyl, 2e a 4, 5, or 6-mriernbered
heterocyclyl group selected fi-our azetidinyl,  pyrrolidmyl, morpholinyl,
tetrahydroforanyl, fitranyl, tetrahydropyranyl.,  piperidinyi, piperazinyl,
pynolyl, pyrazolyl, pyrimidinyl, imidazolyl, pxxaayl,  and pyridinyl, said
heterocyclyl group being nnsubstituted or substituted With  one to three
substituents selected from the group consisting of halo, nitro,  cyan,
hydroxy, amino, (14C)alkyd, hydroxy(1-4C)alkyl, halo(1-4C)alkyl, and
(1-4C)allcoxy; a heterocyclyl-(1-2C)aikyl group wherein the -heterocyclyl
moiety is selected 



WO 2006/021891 PCP/G820)5/}03355  57 from azetidinyl, pyrrolidinyl,
morpholinyl, tetrahydrofnrany`, fur<anyl,  tetrahydropyranyl, piperidinyl,
piperazinyl, pyrrolyl, pyTazolyl, pyrimidinyl,  imidazolyl, pyranyl, and
pyridinvi, and is optionally substituted with one to  three s ubstituents
selected from the group consisting of halo, nitro, cyan, s hydroxy, amino,
(14C)alkyl, hydroxy(1-4C)alkyl, haio(1-4C)alkyl, and (1- 4C)alkoxy; and
wherein any non-aromatic heterocyclyl group within a Rib substituent a rup
optionally bears I or 2 oxo substituents; is 16) R"' is selected from: (i)
hydrogen, amino, (1-4C)alkyl; or  (ii) a group of sub-formula ii: 1715'
N-[C,FS'lg'%-X1-[CR`Ri1 '-.  ([i)  15 wherein: X1 is selected from a direct
bond, or -0-;  integer ais 1, or integer b is 0, 1, or 2; each Ra, BY, R`'
and RY group present is independently selected from hydrogen  z or
(1-2C)alkyl; R.' and Rs are independently selected from hydrogen;
(1-6C)alkyl; hydroxy(l- 4C)allcyl; (2-4C)alkenyl; (3-6C)cycloalkyl;
(:1-6C)cycloalkyl.{l-2C)al kyl; (1- 4 C) alkoxy(1-4C)allcyl; a
phenyl(l-2C)alkyi group, the phenyl moiety of which is unsubstituted or z_+
substituted with one to t'in-ce substituents selected from the group
consisting of  halo, cyano, hydroxy, amino, (1-4C)a-lkyl, or (1-4C)alkoxy;
a 4, 5, or 6-membered heterocyclyl group selected from azetidinyl, WO
204)6/024841 PCT/GB20051003355  58 



pyrrolidinyl, mmorpholinyl, tetrahydrofaranyl, fraranyl, tetrahydropyranyl,
piperidinyl, piperazinyl, pyrrolyl, pyrazolyl, imidazolyl, pyranyl, and
pyrdinyl, and wherein each heterocyclic group is unsubstituted or
substituted  with one to three substituents selected from the group
consisting of halo,  cyano, hydroxy, amino, (14C)alkyl, or (1-4C)alkoxy; a
heterocyelyl-(1-2C )alkyl group wherein the heterocyclyl moiety is carbon-
linked to the alkyl group and is either selected from the group consisting
of a  furanyl, tetrahydrofiiranyl, tetrahydrolay~ranyl, py'ridinyl,
pyraziaxyl, thiazolyl,  indolyl group, each of which is unsubstituted or
substituted with one to three t;s substituents selected from the group
consisting of halo, cyano., hydroxy, amino,  (l-4C)allcyl, halo(14C)alkyl
or (1-4C)alkoxy, or the .heteroeyclyl moiety is  selected from
1,3-dimethyl-laf- pyrazol-5-yl., 3,5-dimethyl-l H1--pyrazol-4-yl,  and
1-metby IH-imidazol-4-yl; a group of sub-formula III: s
R9REN_[CR.`R'_j,-X2-( CRglbi']a- (II1)  wherein: X2 is selected from a
direct bond;  integer c is 1, or 2; 2a integer d is 0, 1, or 2; each Rc,
Rt, Ra and R" group present is independently selected from hydrogen  or
(1-2C)aikyl; R3 and R16 are independently selected from hydrogen,
(14C)alkyl, or le and  Rio are linked so that, together with the nitrogen
atom to which they are 25 attached, they form a azetidinyl, pyrrolidinyl,
piperidinyl, piperazinyl, or  morpholinyl ring; or R7 and le are linked so
that, together with the nitrogen. atone to which they  are attached, they
foram. a. 4 to 8-membered heterocyclic ring selected from the  group
consisting of azetidinyl, pyrrolidinyl, piperidimyl, piperazinyl, 3 WO
2006/024841 ter"77E;13204151003355  



59 azahicyclo[3.1.0]hexyi, hexahydrop, -roio[3,4-c]pyxrLslyl, 7-
azabicycio[2,2.l]hepty], and 2-azahicyclo[2.2,2]octyl, and wherein said
heterocyclylic ring is optionally substituted on carbon by one  to three
substituents selected from: (a) halo, eyanro, hydroxy, trifluoromethyl,
amino, (14C)alkyl, hydroxy(i- 4C)alkyl, ~' [(1-4C)al ~yl]anxino, ~:.<
di-[(1-41 )allcyl]an>ino; a phenyl group which is optionally substituted
with one or two  substituents selected .from the group consisting of halo,
cyan, hydroxy,  amino, (1-4C)alkyi, or (1-4C)allaoxy groups; 10 a pvr
ohdanyi, morisholirxyi, piperazinyl or py ridinyl ring, each of  which is
optionally substituted with one or two (i-40alkyl groups; or  (h) a group
of the sub-formula VT: (VI)  wherein: 2 is a direct bond ar i -R20],
wherein integer y is I or 2 and 121'  and Ri3 are independently selected
from hydrogen or (1-2C)alkyl; X5 is selected from -C(O)-; and  Q2 is
mnorphohnyl; 20 and, if said heterocyclic ring comprises a nitrogen atom
then said nitrogen is  optionally substituted by one or more substitutnt
groups (for example 1, 2 or  3), vi%nich may be the same or different,
selected from: (a) (1-4C)alkyl; hvdroxy(1-4C)allcyl, (2-4C)alkenyl,
(1-4C)alkanoyl, (1- 4 C)aikoxy-(1-4C)alkyi; 25 a phenyl group which is
optionally substituted with one or two  substituents selected from the
group consisting of halo, cyan, hydroxy,  amain, (i-4C)alkyl, or
(1-4C)alkoxy; WO 3006/024841 PCT/GB20051003355  60 a 4, 5, or 6-membered
heterocyclyl group selected from pyrrolldinyl,  



piperidinyl, nrorpholinyl, piperazinyl, pyrazinyl, pyrirnidinyi, and
pyridinyl, and. wherein said ring is unsubstituted or substituted with one
or two substituents selected from the group consisting of halo, cyano,
hydroxy, amino, (1-4C)allVi, or (1-4C)alkoxy; (I~) a group of the formula
VII: 24 z r  (`III)  wherein ;C integer h is 0, 1 or 2; each R" and R"
group present is hydrogen; R23and R24 are each independently selected from
hydrogen or (l- 4C)allcyl; or (c) a group of the fornxula VIII:  (VIII)
wherein Y3 is a direct bond or --[CIb.25R.2],-wherein. z is I and W. 'and
R25 are both hydrogen; sC~ is selected from -C(Cl)-, if's' 3 is -[CR=3R24}
-, and if Y3 is a direct bond, X  is selected from SO2- or -C(U) ; and Q3
is selected from (1-4C)aikyi, (3-6C)cycloalkyl or pyrrolidinyl, and wherein
any non-aromatic heterocyclyl group within a REb substituertt. group
optionally bears I. or 2 oxo substituents; 25 1?) Iirb is selected morn:
(i) hydrogen, amino, (14C)alkyl; or  (ii) a group of sub-formula II: WO
20061024841 PCT/G1120051003355  61 R7H 811-[C:1i aRb]ax 1-rCR`Rt1)b- (11)
wherein: X1 is selected from a direct bond or -3-;  



integer a, is 1, or 2; integer b is 0, 1, or 2; each R, R", Re and R group
present is independently selected from hydrogen  or (1-2C)alkyl; RJ and W
are independently selected from hydrogen; (l-6C)alkyl; hydroxy(1-
4C.)alkyl; (2-4C)allcenyl; (3-6C')cvcloalkyyl;
(3-6C)cycioa.lkyl(1-2(s)alkyl; (1- 4C)alkoxy(1-4C)allcyl; a pheny
(1-2C)allcyl group, the phenyl moiety of which is optionally  substituted
rith one or two (1-4C)alkoxy groups;  tetrahydropyranyi; a
heterocyclyl-(1-2C)allctiyl group wherein the heterocyclyl moiety is
carbon- linked to the alkyl group and is either selected from the group
consisting of a  furan-2-A, tetralhydrofairanh-2-yyl, tetrahydropyran-4-yi,
pyridin-2-yl, pyridin-3- yl, pyridin-4-yi, pyrazin-2-yl, tilazol-2-yi, and.
indol-3-yl, and *herein each of  said heterocyclyl moieties is
hunsubstituted or substituted with one or two  substituents selected from
the group consisting of halo, (l-40alkyl, orhsalo(1- 4C)alkyl, or the
heterocycly' moiety is selected from 1;3-diruetllyl-1F'-pyrazol--5-yyl,
3,5-- dime hyl-1H-pyr-azol-4-yl, and 1-methyl-1FT imida:;ol-4-yl; a group
of sub-formula in: RsRl''N-[CR` e)4-XA-[ CRSRhJd  (111)  wherein: WO
24061024341 PCT1GB2005/ }03355  62 X2 is selected from a direct bond;
integer c is I or 2; integer d is 0 or 1; each R`*, R1, RI and Rh group
present is independently selected from hydrogen  or (1-2C)alkyl; 



R9 and R' are independently selected from hydrogen, (1-4C)alkyi, or R9 and
R10 are linked so that, together with the nitrogen atom to which they are
attached, they form a pym-olidinyl or piperidinyl ring; or R7 and R5 are
linked so that, together with the nitrogen atone to which they  to are
attached, they form a 4 to g-menrhered heterocyclic ring selected from the
group consisting of azetidinyl, pyrrolidinyl, piperidinyl, piperazinyl, 3-
azabicyclo[3.1.0]hexyl, hexahy+.lropyrrolo[3,4-a:'py..rroly1, 7-
azabicyclo[2.2e1]heptyl, and. 2sazabicyclo[2.2.2]octyl, and wherein said
heterocyclylic ring is optionally substituted on carbon by one or two 15
substituents selected from: (a) halo, hydroxy, trifuoro,xethyl" (14C)alkyl,
hydroxyl -4C)alkyl, ;V-[(1- 4C)aIlcyl]aanino, :Vin-di-[(1-4C)alkyl]an ino;
a phenyl group which is optionally substituted with one or two halo atoms;
a heterocyclyl group which is selected from pytrolidiryl, naorphohnyl, 20,
piperazi ayl or pynidinyl, each of which is optionally substituted with one
or  two (14C)alkyl groups; or (b) a group of the sub-formula VI:  Q2 -5-}"-
wherein. 3r'' is a direct bond; X5 is selected from -C(Q)-; and WO
20061024341 PCTICB2005/603355  63 Q2 is morpholinyl; and, if said
heterocyclic ring comprises a nitrogen atorri then said nitrogen is
optionally substituted by one or more sobstituent groups (for example 1, 2
or  3), which may be the same or different, selected from: (a) (14C)alkyl,
hydroxy(1-4C)alkyl, (2-4C)ai'kenyl, (14C )aikauoyl, (1- 4C)alko
.y-(l-4C`)alkyi; a phenyl group which is optionally substituted with one or
two cyan  



D oups; a heterocyclyi group selected from pyxrolidinyl, pyrazinyl,
pyrinzidinyl  ;u and pyridinyl, and wherein said heterocycl;, group is
unsubstituted or  substituted with one or two cyano groups: (b) a group of
the formula V'l:  R23R24NTg [CR"'n]r  (VII)  1s wherein integer his 0, 1 or
2; each R' and b. group present is hydrogen; R.23and 1t2q are each
independently selected from hydrogen or (14C)alkyl; of  (c) a group of the
formula. VIII: 3 .yCt~ ,I,s_  (VIII)  wherein, V3 is a direct bond or
--[C"122'R26i wherein z i s I and f8-2S and R2o are both hydrogen; XI is
_C(O)_, if r3 is ---[L.l;2:R24] and if Y3 is a direct bond, X6 is selected
25 from -SO2- or -C(O)-; and Q3 is selected from (1-4C)a]' yl,
(3-6C)cycloallcyl orpyrrolidinyl, and wherein any non-aromatic
heterocy~clyl group within a Rib substituent group W9 209(024841
PC'g'rGB20051003355  64 optionally bears I or 2 oxo substiituents;  18) RYb
is selected from: (i) hydrogen, amino, (1-4(,)allcvi; or  s (ii) a group of
subn4orrnula II: R'RsN-[CRa.Rja-.x'-[c1, eR~lb (II)  wherein: ' is selected
from a dir ct bond c?r -0-;  



X :e integer a is I or 2;  integer b is 0, 1 or 2; each Ra, Rb, R` and Rd
group present is independently selected 13-on hydrogen  or (1-2C)aikyl; R7
and Rs are independently selected from hydrogen; (i-6C)alkyl; hydroxy(1- is
4C)atkyl; (2-4C)alkenyl; (3-6C)cyclealkyl; (3-6C)cvcloaikyl(1-2C)alkyl; (1-
4 C)alkoxy(1- 4C)alkyl; a pl:enyl(l -2C)alkyl group, the phenyl moiety of
which is optionally  substituted with one or two (1-4C)alkoxy groups;
tetrahydropyranyl; za a heterocyclyl-(1 2C)alkyl group wherein the
heterocyclyl moiety is carbon- linked to the alkyl group and is either
selected from the group consisting of a  furan-2-yl, tetrahydrofuran-2-y4,
tetrahydropyran-4-yl, pyridin 3-yri, pyrazin-2- yl, fleiazol-2-yl,
indol-3-yl group, each of which is unsubstituted or substituted  with one
or two substituents selected from the group consisting of halo, (I. 15
4C)aikyl or'halo(l-4C)alkyl; WO 2006/024841 PC17C82005/003355  65 a group
of sub-formula III: R~fCiN-[S.".R` d],-.X2-[ C:`RsR"j,- (.1)  wherein: N`
as selected from a direct bond;  integer e is 1, or 2; integer d is 4, or
1; each R`, R, Rs and 12'group present is independently selected from
hydrogen  or (1-2C)aikyl; is R.9 and R' are independently selected from
hydrogen, (1-4C)alkyl, or R9 and  Ric) are linked so that, together with
the nitrogen atom to which they are  



attached, they form a pyrrolidinyl or piperidinyl ring; or R7 and R5 are
linked so that, together with the nitrogen atom to which they  are
attached, they form a 4 to 8-membered heterocyclic ring selected from the
,s group consisting of azetidiingrl, pyrrolidinyl, piperidinyl,
piperazinyl, 3 azabicyclo[3.i.0 'hexyl, bexahydropyrrolo[3,4--c]pyrrolyl,
7- azahicyelo[2.2.i]heptyl, and 2.-azabicyclo2.2.2]octyi,and wherein said
heterocyclylie ring is optionally substituted on carbon by one or two
substituents selected from: 20 (a) halo, hydroxy, trifiuoromethyl,
(1-4C)allcyl, hydroxy(1-4C)allcyl, llr [(1- 4C)a1lcyl]ainino,
NN-di-[(1-4C)alkyljamino; a phenyl group which is optionally substituted
with one or two halo  atoms; a pyrrolidinyl, morpholiuyl, piaerazinyl or
pyrid nyl, each of which is  as optionally substituted with one or two
(14C)alkyl groups, (b) a group of the su ?-formula VI: WO 2006/024841
PCTJGB2005,1003355  66 (VI)  wherein. 2 is a direct bond; $ X5 is selected
from -C(O)-; and  Q2 is morpbolinyl; and, if said heterocyclic ring
comprises a nitrogen atom then said nitrogen is  optionally substituted by
one or more substitnaent groups (for example 1, 2 or 3), which may  be the
same or different, selected from: ac {_:) (14C)alkyl, hydroxy(1-4C)a1kyl,
(24C)alkenyl, (1-4C)alkanoyl, (I- 4C)a1lcoxy-(1-4C)alkyl;  a phenyl group
which is optionally substituted with one or two cyan  groups; a he
terocyciyl group selected from pyrrolidinyl, pyxazuayl, pyxin;idinyl  



t.; and pyridinyl, and wherein said heterocyclyl group is emsubstituted or
substituted with one or two cyan groups; (b) a group of the formula VII.
R23R24w[CRmlrj ,- (VII)  20 Wherein integer h is 0, 1, or 2; each Itt and R
group present is hydrogen; R2 and It24 are each independently selected from
hydrogen or (1-4C)allcy,; or  (c) a group of the form la.VIII: a  25 (VIII)
WO 2006/024841 PCTIGB2003/003355  67 wherein Y' is a direct bond or wherein
z is I and law`' and  R26 are both hydrogen; X6 is -C(Q)-, if Va is
-[CR23R24], and if.1ts is a direct bond, X6 is  selected from -SO2- or -C
(O)-; and Q3 is selected from (1-4C)alk_yl, (3-6C')cycloallcyl or
pyrrolidin),  and wherein any nor-aromatic heterocyclyl group within a Rib
substituent group  optionally bears 1 or 2 oxo substituents; (19) R is
selected from hydrogen, cyano, amino, methyl, hydroxymethyl,
l-hydroxyethyl,  ro (methyla:mino)rnethyl, (ethylamino)rnethyl,
1-(ethyiamino)ethyi, (propylaraino)methyl,  (isopropylamino)methyi,
(eycl.opropylamino)methyl, (butylamino)methyl,  (eyclobutylamhn)methyl, (c:
yclopentylamino)methyl, (1-metbylpropylaa-nino)methyl, (2-
mcthylpropylamino)methyl, (allylaraino)mnethyl, (di-ethylanaino)methyl,
[{ethyl)(methyl)amino]methyl, [{r'sopropyl){methyl)amino]rnethyl, s
[(propyl)(methyl)aminolmetl yl, [{b xtyl)(me .l yl)a~nino]methyl,
(cyclopropyLn.ethyi)arrinao]naetlayl,
[(cyeiobaatylmethyl)(nxethvl)arranno]r aethryl, [(2-
3methoxyethy)(rnethyl)aaaino]zn.ethyl,
[(isopropyl)(2-methoxyethyl)arrrino]methyl, [(2- 



nretlaexyethyl)arrr rav]rraetlryl, [(ethyl)(2 rethoxyethyl)amino],aiethyl,
[(2-methoxy-l- rnethylethyl)amino]rnethyi,
[(3-t3aethoxypropyl)amino]methyl, [(3 2a isopropoxypropyi)amnio]rnethyl,
[(2 ethoxyethyl)aminc~]rrethyl, [(2.  z,sopropoxye.thyl)amino]m thyl, [(3
ethox prcpyl)araiala]naetl,yl; [(2- propoxyetLyl)aanino]methyl,
[(2-methoxy-2-xnethylpropyl)amino]rnethyl, [bis(2
metlroxyethy)amino]rnethyl, [(2-hydroxyethyl)(ethyl)arnino]anethyl, [(2-
hyclr(c)xyethyl)(methyl)anano]methyi,
{[2-(di-methylarnir.o)ethyl]amzino}methyl, {[2-(di- 2
eflaylaiaino)ehyl]arira.;methyl,
([2--{di--nethylamirc)ethyl][raethyl]ar.aino}ra.ethyi,
ethylamino)ethyl][methyi]amino}methyl, {[2-(di-methylamino)-1-
(n?ethyi)ethyl]arsriaao}methyl, azetidinylmethyl, pytrolidinylrnethyl,
piperidinylnaethyl, 1- piperidinylethyl, pipera zinylnlethyl, azacicyclo[ 2
?.1]heptylnaethyl, 2- azabicyclo[2.2.2]octylnaethyl, {[2-(qa, rolzdan-
-yl)ethtirl]arnino}mnethyi, {[2-(piperidin-l 3o yl)ethyl]arnino}methyl,
(3--fluor opyrrolidin-l -y )nac'hyl, ( -fluoropiperidin-l-yl)3 aetryl, (3
WO 20061024841 PCTJGB2005J0033 3  68 lxy~ro~ yl y ro1idi~a-l-yl)niethyl,
{3-hyslrox}3Siperidin-l-yl)metlty'1, (4 l.ydru }miperidiiZ-1- yl)inetliyl,
(`l trifluoronxethylpiperidin-l-yl)nxethyi; [2,5-dir aetli.ylpy
-olidin-l-yl]snethvl, (4_  me hylpraeridin-l-yl)methyl,
(4-lxydrox),inethylpiperidin-1-yl)rnethyi, (3,3-dimekhylpiperidin-
1-yl)inethyl, [6-(hydr ax rnethyi)-3-az..al7ieyelo[3JM]hex-3-yl]~neth}'1,
(3_  nietliylaniirtopyrrolid:in-1-yl)naetiayl,
[3-(diinefhyiamisio)pyrrolidin-1-yi]tnethyl, [3- (di.ethyiamino)pyr
ldin-I-yl]iuethvl, (3-phen}yipyr:olidin-I-yl)r-nethyl,
(3-phenyipiperidin-1- yl)methyl, (4-phenylpiperidin-l-yi)roethyi,
[3-(4--f:luorophenyl)piperidin- l-yl]methyl, (3  psn. ian-2-ylp;
xrolidin-1-y1)xnethvl, (4-xnorpholin-4- pipex din-1-yl)naetlxyl, [4-(2,
oxop. yirolidin-i-yl)pipendin- I-yl]methyi, (4-pyrrolidin--l -ylpiperid:iu-
l -yi)methyl, (4-pyridin- iq 4-ylpipcridin-l-yl)nxeflxyl,
[(4-inethyylpiperazin-l-yl)piperidin-1-yl]n7iethyl, [4-(morpholin-4-
yicarbonyl)piperidin-1-yl]metlxyl, (4-naetix,;lpiperazin-l-yi)niefliyi,
(4-etlaylpii erazira-l- yl)methyi,
[4-(2-hydroxyethyi)piperazin-l-yi]nmtlxyL
(4-isopropylpiperazin-1-yl)nnethyl; {4- [2-(diniethyiamir;
olethyl]piperszin-l-yl}rneflxyl, (4-allylpiperazin-l-yi)rnethyi, (4-
acetylpiperaziri-1-yl)rnethyl, (5-b
xlyrylliexahydrulaycrolo[3,q.-c]pyrrol-2(1H)-yl)nxethyI, [4-(2 15
inethoxyethyl)piperazin-l-yl]methyl, [4-(naethylsulfri;yl)piperazin-l-yl]
iethyl, [4- 



{eth}1sulfonyTlpiperazin-l-yl]rnetayl,
[4-(2-eyanopheriyl)piperazin-l-yl]rnethyi, [4-(pyridin-
2-yi)3ilera..,in-i-ylfnxetlxyi, [4-(3-cyanopyridin
?-yl)piperazlt-l-}%1]rnetltyl, [4-(3-
cyanopyraziu-2-yit)pipeaazin-1-vi]methyl,
(4-pyrirnidin-2-ylpiperazin-1-yl)inet'xyi, (4-pyrazin-- 2-y,il
iperazin-l-yl)methyl,
(4-(2-oxo-2-pyxrolidin-1I-ylethyl)piperazin-l-yl]methyl, [4 2n
(cyeiopripylcarhonyl)piperazin-I-yl]anekhyi, {[(1,3-dimethyl-l I-pyra?oi-5-
yl)rnethyl]atnin~7}meth}4, {[2:-(3,5-dimethyi-I
-py-azoi-4-yi)ethyi]amino}methyl;
[methyl(tetrahydroforan-2-yhncthyl)ainino]inet.tgyl, [(3-methvipyrazin-2
yl)metiyi]amir a}methyl,
`6-(trifluorometliyi)pyridin-3-yi]metliyl}airxirao)uaethyl, [{4-netlxyl-
1,:3-flxiazol-2-vl)methyf]aniaixo}methyi, [2-(l -zx ethyl-li?i
inxidazol-4-yl)etlryl]an.inci}raethyi;  v [(tetr layclrb
Yirraia-2-vhnethyi}arniuo]rueth}'l, [{5-n:ettxyl 2-tuxyl)met
ryl]ainina}methyl, (tetrahydro-2H--p gars-4-ylnaethyl)anaino]ntethyi,
{tetrahydro-211-pyran-4-ylanxino)methyl,  {[2-(2.-methyl-II
-indol-3-yl)ethyl]amino}methyl, (2-inetho ivbenzyl)anaini~]i xetl yl, [(3-
iazethoxyl enzyi)axniuct].nethyi, {[2-(i opropvlarsiiiao)etl oxy]nac flays,
[2- (ethylamina)ethoxy]methyL and [2-(ineth),iarnino)ethoxy-'metthyl; 30
(20) Rii is selected from hydrogen, amino, methyl, azetidinyhnethyl,
pnrolidiixylnxethyl, WO 2006/024841 PCUGB2005/003355  69 piperidinylmethyl,
1-piperidinylethyk, piperazinyhnethyl, 7-azabicyclo[2.2.1]heptylnrethy, 2-
azabicy'elo[2,2.2]octylmuethyl, (3-tluoropyrrolldin-1-yl)methyl,
(4-hydroxypiperidin-l.- yl)methyl,
(4_trifluoronnethylpiperidin-l-yl)rnethyl, [2,5-dimethy1pxyrrokidin-l-yl
methyl, (4- methylpiperidin-1-yl)nnethyl,
(4-hydroxyinethylpiperidin--l-yl)methyl, (3,3-dimethylpiperidin s
1-yl)nretl-yl, (3 methylaniinopyrroiidin-l yl)rnethyl,
[3-(diniethylanaino)pynolidhr-l- yl]methyl,
(3-phenylpyrrolidin-l-yk)methyl, (3-phenylpiperidin-l-yl)methyi, (4-
phenylpiperidin-l-yl)methyl, [3-(4-f.txoroph,jyl)piperidin-l-ylJnetthyl,
(3-pyridin-2- ylpyrrolidin-l-yl)methyl,
(4-morpholin-4-ylpiperidin-1-yl)rnethyl, [4-(2-oxopyrrolidirn-1-
yl)piperidin-.1-yl]n ethy"t, (4-pyrrolidin-1-ylpiperidin-l-yl)methyl, (4-py
-idin-4-ylpiperid n-1 io yl)methyl,
[(4-rnethylpiperazin-l-yl)piperidin-l-yl]methyl, (4-metlnylpipera
in-1-y1)mtf yl,  (4-ethylpiperazin-l-yl)rnethyl,
[4-(2.-liydroxyethyl)piperazin-l-yl]methyl, (4-
isopropylpiperazin-I-yl)methyl,
{4-[2-(dirnethylamino)ethyl]piperazin-l-yl}methyl, (4- 



allylpiperayin-1-yf;methyl, (4-acetylpiperazin-1-yl)medxyl,
(5-butyrylhexahydropynrolo[3,4- .]pyrrol-2(k-yl)metfryl,
[4-(2-metl:axyethyl)pipera in-l-yl]naet)ry1, [4 15
(nmethylsulfonyl)piperazin-l- 1Jmethyk, [4-(ethyksnlfonyl)pipera in-l-yl]n.
tlxyk, [4-(2- cyanophenyl)pipera7in-l-vf]methyf,
[4-(pyridin-2-yl)piperazin-1-yl]rnethyf, [4-(3-
cyarropyridin-2-yI)piperazin-l-yl]rnethyl, [4-(3-cyanopyrazi
n-2-yl)piperazirrl-yl]rriethyl, (4- pyrimidin-2-ylpiperaazin-l-yl)methyl,
(4-pyrazin-2-ylpiperazin-1-yl)rnethyl, {[2-(2-methy 1-
IH-indof-3-yl)ethyilamino}methyl; (methyfamino)methyl, (ethylamino)methyl,
1 ?0 (ethyamimo)ethvl, (propypannino)medzy.l, (isopropylamino)methy,
(cyeioprapvkamiuolmethyl, (butylamiro)methyl, (cyclobutylanvro)nrethyl,
(cyclopentylanrino)rnetpryl, (1-xnetlrylpr~pylasninro)nrethyl,
(2-mefhylpropylarnino)rnethyl,  (allylarnnxo)rnethyl,
(di-ethylarnino)methyl, [(ethyl)(mefhyl)axnino]methyl,  [(isc;
uropyi)(rnethyl)arninoimethyl, [(propyl)(rnethyI)ar 3ino]nnethyl,
[(c.yclopropylxnethyl)anxino]nnethyl, [(cyclob;atylmethyl)(;netk
yl)amino]me'k yl, [(2- nrethoxyetYtyl)(rne[hyl)amino]methyl,
[(isopropvk)(2-methixyethyk)anxino]nnetlxyl, [(2-
methoxy'ethyl)amino]nnetlxyl, [(ethy1)(2-nretl3-oxyethyl)arnino]methyf,
1[2- (di-{[2-(di-ethyfamino)ethyl]amino}rnethy, ([2-(di
methylatnino)ethyl][metlryl]amiro]aracthyl,
{[2-(di-ethylamino)etlryf](methyl]an4no}methyl,
{[2-(di-rnethylanrino)-1-(methyl)e#hyl]annino}methyl,
[(k-rnethylpropyi)amino]methyl, {[2-.  (p5rro iilin-l-y'1)eth;v1]arnino}a
setliyl, {[2-(piperdirr-l-yl)etliyl]an i so}methyl, {[2-
(isopropylannino)etlxoxy]rnetlhyp, and [2-(eth),lamino)ethoxy]rrrethyl, WO
2006/024841 PC'1'?GB2005/003355  70 [(b tg.l)(rr ethyl)amorc]n:ethyl,
[(2-methodxy-l-lnethylethyl)ainilOJn-ietlayi, [(3- rnethoxypropyl)anrix
L?]incthyi, [(3-isofpropoxypropyl)amino]:nethyl, [(2_
ethoxyethyl)amnino]mnetliyi, [(2-Psopropoxyethyi)arnino]methyl, [(~ -
ethoxypropyl)arnino]methyl, [(2-protpoxyethyl)anrino]mnethyl,
[(2-methoxy-2- s methylpropyl)amino]znethyl, [bis(2
methoxyethyl)ainhio]3xethyi, (2- methoxybenayl)ainino]methyl,
[(3-methoxybenzyl)ainino]methyl, [inethyl(tetral ydrofiiran-2-
ylniethyl)amiao]methyl, [(tetrabydrifiirau-2-ylmethyl)a11Th1o]methyl,
[(5-inethyi_2- fiaryl)txnethyl]antino}nietlryl,
(tetrahydro-2,Y-pyran-4-ylmetbyl)aniinO]methYl, (tetrahydro 21.3- 



pyran-4-ylarnino)rnethyl, or [r3-(diethylacnirio)pytTo idin-1-.n LO (211)
R1' is selected from hydrogen, amino, (1-3C)alkyl,
i`J-(1-3C)alkylai.air.Io, andlVN-di- [ (l -3 C) alkyl] amino; (22) R" :s
selected from hydrogen, (1-3C) alkyl and N di-[(1-3C",)alkyl]amino;  15
(23) Weis selected from hydrogen, (1-2C.}alkyl anti.V
_~'-di-[(1-'ZC)aikyi]aaniriv;  (24) is selected from hydrogen, methyl and
di-methylamino; 20 (25) is di-methyla ino;  (26) R1. is hydrogen; (27) in
is 0;  T\ (28) n is 0; WO 20061024841 PCTIGE2005i003355  71 (29) Bt4 is
amino. A particularly preferred group of compounds of the invention have
the genera]  structural formula VI7i below R'c  N Y% it ~vF,2  3 Ilk  tit.
!r~l~ N~.~ tf 3 4  i  s 6%iII wherein Rl', Rib and Ri' have any one of the
definitions set out herein, with the  proviso that at least one of R" R`b
and R" is hydrogen. In the compounds of formula VIII above, R" is suitably
as defined in any one of  paragraphs (1) to (9) above, and is particularly
as defined in any one of paragraphs (4) to (9)  



to above. Rib is suitably as defined in any one of paragraphs (10) to (20)
above, and is particularly as defined in any one of paragraphs (16) to (20)
above. Rr" is suitably as defined  in any one of paragraphs (21) to (26)
above, and is particul.ar y as defined in any one of  paragraphs (2.4) to
(26) above. A further particular sub group of preferred compounds of the
present invention has the  ; s general f ormula IX shown below: R3 b - ,t~l
f; . N ,ilr H NH2  1a 0  i wherein Rta and.Rib have any one of the
definitions set out herei:nbefore. WO 2006/024841 PCT/GB2005/003355  72 In
the compounds of formula IX above, Rai is suitably as defheed in any one of
paragraphs (1) to (9) above. In particular, RED is hydrogen or (1-3C)alkyl,
especially  hydrogen or :methyl, R.tt' is suitably as defined in any one of
paragraphs (10) to (20) above,  and is particularly as defined in any one
of paragraphs (16) to (20) above. A. further particular group of preferred
compounds has the general formula X shown  below: Rib y=1 `N NH, r~]5  3 V
x wherein Rib is as hereinbefore defined. u} Suitably Ris is defined in any
one of paragraphs (10) to (20) above, and is  particularly as defined in.
any one of paragraphs (16) to (20) above. 



Suitably R's is a group of sub-formula. IT as defined in any one of
paragraphs (10) to  (18) above, and especially as defined in paragraphs
(16) and (18) above. A particular sub-group of compounds of formula X above
has the general f onnula XI  15 shown below Ry N`,-^ :jam CN NH  wherein R'
and P.8 have any one of the definitions see out herein. WO 2006/024841
PCT/&B2005/003355  73 Suitably, R7 and Rs areas defined in anyone of
paragraphs (10) to (18) above, and are,  particularly s s defined in
paragraphs (16) and (18) above. A fiu-ther particular sub-group of
compounds of formula (X) above has the general  formula (X) shown below R8
NH,  } XIl  wherein R', R8. integer a and integer b have any one of the
definitions set out hereinbefo:re.  In the compounds of formula XII above,
R' and R8 are as defined in anyone of paragraphs (10) to (18) above.
Suitably, R' and R 8 are selected from hydrogen or (1- Io 6C)allcyl, acid
especially hydrogen or (1-4C)alkyl. Integer a is preferably 1 or 2.
Integer b is preferably 1 or 1 In a further preferred group of compounds
formula (1), in is 0, n is 0, Rt is amino, Rib  is hydrogen, RIC is
hydrogen and Ri' has any one of the definitions set out herein (and, in
particular, is as defined in any one of paragraphs (1)) to (9) above). In a
forth.er preferred group of compounds formula (1), in is 0, n is G, R' is
amino, Rib  is hydrogen, RI'is selected from hydrogen or (1-3C)alkyl and
RI` has any one of the  definitions set out herein (and, in particular, is
as defined in any one of paragraphs (2.1) to (26)  above). 



P Particular novel compounds of the invention include any one of the
following:  tii-(2-aminophenyl)-4-(3-cyanopycdin-2-yl)benami de;
Y-(2-aminophenyl)-4-(3-cyan-6-[(2-hydroxyeti:yl)amiaol-4-n:ethylpyridin-2-y
1)berni:ai ide;  ,r- (2--am dnophenyl)- 4- [3-cyan- e-(piperidin- l
-yimethyl)pyridin-2-yl]beriztunide; WO 2006/024841 PCTIGB20051003355  74
L(2-ani noplienyl)-4-f3-cyano-5-[(4-znethy` ?ipe
iciin-1--y.l)r.ethyllpyriditi-2-vl;berzamide;  V(2.-a}rainaphenyl)-4-i;
-evano-5-[(cliethylsmzino)iaieth4,llppridi:s-2-yl}benzaniide;
N-{2--anainonheny1)-4-[3-cyan:o-4-mettxyl-6-{4-methylpapera;
?.n-1-y1)pyridii 2-y1)bei amide;
lti'-(3-arnilaoplamyl)-4-[3-cyan-5-(g,~xrolidi3z- l -ylmethyl)pyridin-2-
yl]benzanaide; s rJ-(2-aminophenyi)4-{3-e
nano-5-[{3-phenylpynolidin-l-yl)znethyi]pyridin-2-yl}benzamide;
N-(2-amiric plienyl)-4-{3-cyano-5-[{4-isr)propylpiperazin-1-
yl)rnethy'1]pyndin-2- yi}benzarnide; i'V-(2-
a)iiinoplienyl)-4-[3-evano-5-(piperazin-l -ylrnethyl)pyeid in-2
-y1]hepzaniide;  ii'-(2-aniinophenyl)-4-
{3-cyano-5-1(4-inethylpipelazin-1-y1)rnethyl]pyridin-2-y]}benzamide;  1e
:fir
(2_atnitiophenyl)-4-{3-evano-,5-[(4-ethylpiperazin-l-yl)iiietlzyl]pyridin-2
-yl}benzamide; ~'-(2-arninopheny1)-4-{3-cya
no-5-[(3-pyridin-2-ylpyrrolidiii-l-y1)nlet]zy]]lzgrridin-2- yl }benzarnide;
A(2-aiiniiiophenyl)-4-(3-cyano-5-{_[(2k,5R)-'2,5-din-net,qylpyrrolidin-1-yl
]iazethyl}py,r~idin-2- yl)ben z.amide; 15 .,'
-(2-anhinophenyl)-4-{3-cyan-5-[(4-hydro,,ypiperidin-l-y1)naetlxyl]pyyridin-
2-yl}benzarnide;
Iv-(2-ainilaophenyl)-4-(3-cyan-5-{[4-{triiltiorometh)l)piperidin-
]--yl]methyl}pyridin-2- yi)benzanride; IV
(2-aniinophenyl)-4-{3-cyano-5-[(4-inorpliolin-4-ylpipea-idiii-1-yl)riaetlry
l]pyridin-2- yl}henzatnide; 20 /?1"-(2-; iiuopheny )-4-{3-cyan-5-
{3,3-duitethylpiper din-1. yi)inethyl]pyridin-2- y,} henzatnide; .N (2-ami
rophenyi)-4-[5-{azetidin-l-ylmethyl)-:3-cyanop~,ridin 2-yt]betazamide; V
(2-aminophenyl)-4-(3-cyan-5-{[4.-(2-oxopyrrolidin-1-yl)piperi.din-l-y1]tnet
hyl}pyyl-idin-2- 



yl)benzaniide; 2s ;'
%-(2-amiriephenyi)-4--{3-cyan-5-[(4i-pyarolidiaa-l-ylpiperidinnl-yl)methyl]
pyridin-2- yl}benzamide; VO 2006/024841 PCT; GB20051003355  75
(2-arninopherlyl)-4-(3-cyan-5-{[(cyelobut`ylr ethyrl)(methyl)as
o]Inethyl?}paridin-2- yl)benza snide; iV (2-amine
phenyl-4-(3`cyano`S-{[{2-methoayethyl)(methyl)amivo]n~ethyi}lzyr-idin-2'
yl)berrzarnide; s i'J-(2-ami=zo henYl)-4-(3-cyario-5.-{[{3
)..3-{diniethylsn3ino)l~yrro;idin-l-yljmetizui}pyrilin-2- yl)benzarnide;
'4-(2-arnitrophenyl)-4-(3-cyan?- - [(i
oprr,iyl)(2-me.thoxyethyl)arz?ino]methyl} yridi-n 2- yl)benzamide;
N-(2-arninophenyl)-4-{ ' cyano-S-[(4-pynidizl-4-ylpiperidin-l-yl)methyl]pg
idin-2- ic. yl}benzalnide; N-(2-ax
minophea?yrl)-4-[5.-(7-azabicyclo[2.2.1]hep 7-ylanethyl)-3-cyanopyridin-2-
yl. jbenzamide; h1-(2-amiriophenyi)-4--(3-cyaano-5- {f
(cyclopropylzrtethy])amino]rnethyl}pyridi:r-2- yl)benzarnide; :s
1=(2-asninol,'aenyl;j-l-j.5-{2-azat?ieyelo[2.2.2]oct 2-yianethyl)-3-cyazol~
r di '? yl]benz~mide;  N
(2-aminophenyl)-4-[3-cyan.-6-snethvl-5-{1-piper.idin-1-ylethyl)pyridin-2-yl
]benza tide;  r'4r
(2-asnilrophenyl)-4-(3-eyano-5-{[4-(4-nretliy1piperazin-1-yi)piperidin-1-yr
l]metthyl}pyridin:- 2-yl)benzanide; L'
(2-aaminop,henyl)-4-(3-cyan-5-{[isopzropy
I(rrchyl)amino]methyl}pyridirl-2.-yl)benzamide;  to .TvT {2-arnnzophenyl)-
)-(3- y'alzr?-5-{[ethyl(2-rnetlaox ethyl)axu lo]rzzethyl}pyridiu-2 yl)`
cnzasrude; A {2--anunophen)fi)-4-(3-cyan?-5-{[methy1(propyl)arnrno]n;
ethyl}pyairlin-2-yl)benzai-aide;
4-{5-[(4,allylpiperazin4-V1)methyl]-3-cyanopyrtlin-2-yl'8
~4'-{2-amiuaphenyl)benzarnide;
l-(2-arninoplrennyl)-4-(3-cyano-5-{[4-(2-rnethoxyethyl)piperazicz-7-yl]neth
yl}pyridir 21- 25 yi)henzamide; 



N-(2-anrinopheiyl)-4-[ 3-cyano_5-({[2-(dinzethylamino)ethyl]ami:lo}rne h,
l)pyridin-2- yl]benzamide; WO 2006/024841 PCT/GB2005/003355  76
~~'-{2-amiavlZlzenyll-3-`:~-cyaai~x-~-{iF2-{c?ietnylnmino)etlZyl]aznina}ane
tlzy'1)~ y-cadin-2_  yljbenzamide;
N-(2-aininoplxeixyl)-E-(3-cyano-5-{[(2-pynvlidin_1-ylethyl}amino]axtlyl}lsy
ailr<_  yi)benzainide;
<~r'-{2-axriinophenyl)-4-{3-cyan-5-{[(2-piperidin-l-ylethyi)aznino]rnethyl}
pyridin-2- yl)benzaunide; ~r(2-aninvplenyi)-4-{
-cyaxso-5-{(_4-(3-cyan~layridn-2-yl)piperazin-1-y1]iraetlx i}pyridin-2
yl)benzaanide; h%(2-aininophenyl)-4-[3-cyzino-5-(
,4-[2-(dimethylaeruxro)etnyl]piperaz:in-1- io
yl}inethyil)pyridiri-2-yi]beirzairiide; -(2
arninophenyl)-4-{3-cyano-5-[(4-pyridiii-2--y':piperazin-1-yl)n1eth1yilpyrid
in-2- yi}benzaardde; 7-{2-azni=_lopheixvi)-4-(3-cyan-5 '{ [ [2-{clirnethyi
ainino)etlayl] {methyl) aininojlnethyl}pyriclf n- 2.-yl)benzainide; is
N-(2-
riirrolaheriy11-4-(3-cyaao-5-{(.[2-(dietlxylamino)ethyl]{nrethyl)annin;
v]rnethyi)py~ clip 2- yl)benzamide;
h%(2-aimiizophenyl)-4-{3_cyauxo-5-[{lxrvpylax:zino)ixzeihyl]pyr
din-2-yl}benzasxxide;  Iv
('2-arrvnopheriyl)_4ni5-[{b:atylatnino):riethyl]=3-oyasiol,yridin-2-y}benz,
aioide;  l`-{2-anrinvpbcaryl)-4-{5-[{se: ~u'.ylaexiinti?)me
y1]-3-cyanepyridin-3-y1}heizzaaiide; 20
42-arninopheny'1)-4-{3-cyan-s-[{cyelobutylzmuio)ane:.hy1]pyridin-2-y'1)henz
.amide;  N1-(2-aminophenyl)-4-i3
cyaino-5-[{isopropylaaiiino)x.ethyllpyridin-2-vllbenzanide;  hT (2 iz
izirrctlzenyl)--4
{3-eyasxo-5-'](isobutylanaino)metlryl]pyxidin.2-yii}beiizaiq,icie; 4-
{5-[(a11y1ainino)znetry1]-3-cyanupy
idin-'2-dl}-?zr(2-ariruivplieixyl)'xcnza:ai e;
Ar-(2-arninoplienyl)-4-{3-cyano.5_[(eyciopcntylanxint)metlxyl]pyridin-
yl}benzararide  25 N (2:-aiiriinopl
enyl)-4-{3-cyano-5_[(ethylanni>.zo)nxethyi]pyridirn-2-yi} benzamide;
,'fir(2-aminophernyl)-4-{3-cyan-5-[(4-pyrzzin-2-ylpipe.ra:
in-i-)')xnetlayl]pyridin-2- 



yi}benzaanide; WO 2006/024341 PCT/GB2005/003355  77 ANT
(2-axnix.ophenyl)-4-[3-eyano-5-({[2-(dinietliylairino)-i- niefhylethyl]ami
o}methyl)pyridin-2-y1_]benzamide; N
(2-axninophenyl)-4-(3-cyang-5-{[3-(xnethylaixuno)pyrrolidin-l-yl]methyl)pyr
idin-2- yl)benzamide; s NV
(2-aniix.ophenyl)-4-(3-cyan-5-{[4-(2-cyanophenyl)piperazin-l-yllmethyl}l)yr
id:irr.2_  yl)benzamide; N-(2-arninopher_yI)-4-(3-cyan-5-
i[4-(3-eyanopyrazin_2-yt)piperazin-1.-yl]methyl}pyridin-2- yI)benzarnide;
hr (2-arinophenyl)-4-{ cyaxxo-5-[1-(ethy'Iamino)etlxyl]-u-nxetlhylpyridin
2-yl}benzanlide;  :u
\r-(2-tu-runcsphenyl)-4-{3-eyano-5-[(enethylamino).rethyl:]py
-idixi-2'-yl}beauzaxnide;
''-(2-aminophenyl)-4-(3-cyan-5-{[(3_R)-3-hy(iroxypyrrolidin-l-yl';
methyl}pyridin-2- yl)benzaxnide; M-(2-au-6nophenyl)-4-(3-cyan-5-
{[(3.R)-3-tluoropyrrotidin-l-y1]methyl}pyridin-2- yl)benzamide; is
:If2-suninophenyi)-4-(3-eyano-5-([(2-ly'droxyethyl)(methyl)an.ino]methyI}py
T-idin-2_  yl)benzamide; TJ- -
air.iEophexryl)-4-(3-e)lano-5-{[4-(ethylsulfonyl)piperazin-1-yp]me:hylfpyri
cu 2  yl)benzannde; :3;-(2-arninophenyl)-4- {3-eyano-5-[
(4-pyxnudin-2-ylpiperazin.- I - y1)mathy1]pyyridi is-2- 20 y1)benzatnide;
4-(5-amino-3-oya<7o-b-n.ethylpyridi3-L-2-y1) ,N' (2-aminoplzex
)1i)bcnzatnide;  iV-(2-aminophenyi)-.4- [3 -cyan-5-({ [(l R)- p
-methylpropyl] amino) m ethyi)pyridin-2 - yl]benzanude
V-(2-axninophenyl)-4-[3-eyano-5.-({[(p,S)-1-methylpropy; iamino) methyl)
pyridiu-2- 23 yI]benza wide; M1t ("2 aminephe.xg%1)-4-(3
cyaxa-5-{[4--(tnefhylsulfonyi)piperazin-l-yl]niethyl}pyridin-2-.
yi)benzamide; 



WO 2006/024841 PCTtGB2005/003355  Al i;-{2-arrinOphenyi)-4-[:3-Cyano-5-{{;
2-(2-naethy-?IIindol-3-yi)ot.ayl]ai uza}meth~rl}l>}+xisiix- 2-y1]benzamide;
:J-(2.-arainophienyl)-4-(3-cyano-5-{[2-(i
opropyiarrrino)ethoxy]meth.Yi}pyridin-2- yl)heraza mide; l~
(2-arainnopheny1)-4-(3-cyaaio-5-{[2--(ethyiamino)etlioxy]methyi)py'
din-2-yl)benzannide;  its
(2-ajninophea:yi)-4-t3-cyano-S-{[2-(methyIanino)ethoxy)methyl}pyridira_2_Yl
)benza1mide;  r {2- r~rarinop&;anti}-4-(-CVa730-5-rnethytl~y~eidim
?-yl)benzatt.ide; )'\r {2-aaninopherryi)-4-[3-cyano-4-(dimethyha7ia
ro)PYridin-2-Yi]bea;z;~rrride; U
(2-anriazophenyl)-4-[3cyano-6-{ethyl,ammo}-4-amentryl_oja,din-2-yi]berrzani
i+lc;  io N (2-a:xainopher;si)-4-(3-cyano-4,6-di_r:ethyiip3
din-2_yi)berrarla_ide;
,N-(2-aur~taopheny'l)-4-(3-eyano-6-inethyipyridaxr-2-yl)benzanaicie;  1\r
(2.amanophenyi)-4-(3 r.Yano-S-{.[4-{2-oxo-2 pvrroiid
rx-l-Yl.ethyi)pipcrazin-i- yllniethyl.} pyridin-2-yl)beanzanlide;
.(2-aminoprenyi
-4-.(3-Cyrano-5-{y4-(2-hydroxyethyl)pal>erazin-i-Yl]inethyl}pyr-i.dixi-2-
25 yl )beazanride; {2-an:%no shes:yl)-4-{3-oyanca-5 {[(1R,5S)-6-(hydroxy e
hyo-3-azabiCyclo[3.1.O]hex-3- yl}methyl } py-r-idina-2-y1)betxzarni de;
K(2-arninopirenyl)-.4-{3-cyano-5-[(4-hydroxyrrrethylpipeiidin-l-yi)rneth)l}
p5+ridin_2_  yl}benzamride; 20 4- {5-[(4-acetyipipeiazin-l-)i)naeth34]-3-cy
ih)plsidin-2-yl}-j''-{2-arninoplezlyl}bcrazani de,
N-(2-arrinophenyi)-4-{3-cyano- 5-[(3-hydroxypiperidin-l
-yi)methyi]pyxidin-.'.-Yi}benz.ancide;
{2-:unnophanyl)-4-{5-[{Sbrrty~ryllrexainydropyxralo[3,4-C]pyr:c~1-2{l.~)-yl
}r:>etlay'E]-3- cyanopyrid in-2- yi} henzamide;
1Si-(2-aminophenyl)-4-{3_cyano-5-{[(2-hydroxyethyl)(ethyl)amraxo]nretlhY1
pyridin-2- 25 yi)benzacnide; ~;-{2-atninophea y1)-4-{3-c3'airo-5-{
(2-rnethoxycthyi)amine]rneihylip,x din-2-yl)hefzWfide;
i"4-(2-aminopherryl)-4-{3-cyano-S-{[ethy'1(methyl)amino]methyi}pyridifl 2
Yl)bcsua1mcte; WO 2006/024841 PCTiGB20051603355  



79 4-(2-anxinophenyl)-4- {3-c.yalao-5-[(3-phe.
nytpiaeridin-l-yl)rne#Iiy1]Izyridin-2-yl}benzayynide;  N-(2-a
n7.irnophenyl)-4-{3-cyano-5-[(4-phenylpipeSidin-l-yl}methyl]py~idin-2-yl}be
nzanxiue;  Af
(2-aminophenyl)-4-(3-cyano-5-{[3-(4-fluorophenyl)piperidin-l-yl]rnethyl}pwi
d:in-2.- yl)benzanride; r_(2_aanuzop
aenyi)-4-(3-cyan-5-{[4-(morphohn-4-ylearbonyl)piperidin-1-
yl]methyl}pyridin-2-yl)benzamide; N'1f(2-aininophenyl)-4-(3-cyanr?-5-{
[3-(dietlxylacninrx)pyrrrohdixa-i-yl]methy'I}pyridin,2- yl)benzamide; NT
(2-aaninophenyl)-4-(S-{[E?u#yl(rnetlxyl)anxino]znetlxyl)-3-eyanopyridifx-2-
yl)benzaxnide;  _ 0
16'(2-aminophenyl)-4-(3-cyan-6-nitropyridin-2-yl)benzanxide;
dy-(2-anxint)phenyl)-4-[3_cya:xo-6-(4-fluoropheiiy-)pyTidin-2-y-1]hen
-amide;  4-(6-amino-3,5-klicyagop3rridin-2yl)-iV-(2 ?nrinophenyl)benzamide;
1V
(2-suninophesxyl)-4-(3-cyan-5-{[4-(cyciopropylcarb(inyl)piperazin-I-yl]xnet
hyl)pyridan-2- yl)benzamiite; is N-(2
arninophenyi)-4-{3-cyan-5-[(anetlaylan no)naeftryi]pyndin k-yl}be;xzasnide,
?xrincphenyl)-4-[3-oyano-5-({[(1,3-dinxethyl-11-T-pyrazol-5- yl)nse#]xy ]an
ino}anethyl)1?d id n-2-y1]benzaanide;
N-(2-snninophenyi)-4-[3-cyan-5-({[2-(3,5-dimethyl-IH-pyrazol-4-
yl)ethyl]amino;,axethy )py-nidin-2y1]benzaraxide; 20 Fd-(2-aminopheny
i)-4-(3-cyan-5-{[(2-methoxy-1-anethylethy1)asnirno]nnetlnyl}pyridin-2-
yl)berzamide; N
(2-aminopixenyl)-4-(3-cyan-S-{[(3-:oaethoxyprcpyl)annino]snetlxyl}pyridin-2
- yl)henzarnide; '-(2-an7inc?pheny`)-4-(3-cyano_S_{[(2:snetho
ytsetszyl}amino]nnethyI)pyridin-2- 2. yl)henzamide;
Wf(2-an7inophenyi)-4-(3-cyano-5 {[(3-rnethosybenzyl)a
xino]methyi)pyndiax-2- yl)henzamide; WO 2006/024341 PCTICB2005/003355  80 



N (2-aminophenyi)-4-(3-eyai:io-5-{[(3-isopropoxypropyl)arnino]nnethyi;
pyridin-2_  yl)benzamide; T1(2-aniriophenyl}-4-{3
cyan-5-[({[6-(trifluoroinethyi)pyridiin-3- yl]methyl} amii>o)methy1jpyri
din-Z-yl}henzaix:i de; s
,N-(2-amianopheizyl)-4-[3-eyano-5-({[(4-methyl-1,3-thiazol-2-
yi)mctlnyl]amino)rnethyl)pyaidin-2-yl benzaaniide;
N-(2-aniinophenyl)-4-["aa-cy-aixo-5-({[2-(1-methyl-111-inlidazol-4-
yl)ethyl] saniino }methyl}pyridin-2-y1]henzamide;  .;
N1-(2-aminophenyi)-4-(3-cyan-5-{l(tetrahy(hofarari-2 y
naettiyl}ani:iixo]rzethy`l}pyridin-2- io yl)benzannide; N-('2-ani
inoplietayl)-4-(3-cyaito-5 - { [(2- etr ox yethyl} anzino]nnetlnyl}pyre
din-2-yl)h enzarni de;  ~'-(Z-amirioplnenyl}-4-(3-cy anc-5-{[(2-iso;
iropoxyethyl)amino]methyl}pyridin-2 yl)be rzarnide;
N-('?-aminophenyl}-4-(3-cyarso-5-{[(3-ethoxypropyl}an
no'nietlryl}pydtlizi-2-yl)henzaniidee;  s
.N-(2-ainiinoplnenyi)-4-(3-cyan-5-{[(2-propoxyethyl)arnino]methyl}pyridin-2
-yl)benzannide;  ? ,'-(2-aminophenyl)-4-13-eyaEno-5-({ [(5 -methyl -2-ferry
1)metllzyl] amin o) methyl}pyridin-2- yi]henzamide; N-(2-amiriophenyl)-4-(3
-cyano-5- {[(tetrahydro-2H-pyran-4_vlnnethyl)aanino]inethyl}py ridin-
2-yl)benzarnide; 20 Ar (2 -aminophenyl)_4-{3-cyan-5-[(tetrahydro-2II
py7an-4-ylaaniro)ni--tliyl]pyritlin-2- yl }benzarnide; N-
(2-aFninophenyl)-4-(3- cyano-5- {;
_(2-methox),-2-metliylpropyi)arnirio]methyl) py /din-2- yl)benzamide;
X-(2-aininophenyl)-4-(3- cyano-5-{[metk yl.(tetrahydrofuran-2- 2s
ylnietliyl)aniino]methyl}pyridin-2-yl)bei zanaide;
N-(2-anninophenyl}--4-{5-{[his(2-nncthoxyetlayl}am o]methyl}-3-eya
opyridin-2- yl)benzamide; WO 2006/024841 PCT/GB200S/003355  81  or a
pharmaceutically acceptable salt thereof. 



A suitable pharmaceutically-acceptable salt of a compound of the Formula
(I) is, for  example, an acid--addition salt of a compound of the Formula
(I), for example an acid-addition  salt with an inorganic or organic acid
such as hydrochloric, hydrobromic, sulphuric, s tritluoroacetic, citric or
maleic acid; or, for example, a salt of a compound of the Formula (I)
which is sufficiently acidic, for example an alkali or alkaline earth metal
salt such as a  calcium or uaa nesium salt., or an ammonium salt. A further
suitable pharmaceutical ly  acceptable salt of a. compound of the Formula
(1) is, for example, a salt formed within the  human or animal body after
administration of a compound of the Formula (I). 1 a The compounds of the
invention may be administered in the form of a pro-drug that. is  a
compound that is broken down in the human or animal body to release a
compound of the  invention. A pro-drug may be used to alter the physical
properties and,/or the pharrnacokinetic.  properties of a compound of the
invention. A pro-drug can be .formed when the compound of  the invention
contains a suitable group or s,tbstituent to which a property-modifying
group is can be attached. Examples of pro-drugs include in vivo cleavable
ester derivatives that may  be folioed at a carboxy group or a hydroxy
group in a compound of the Formula (1) and in vivo cleavable amide
derivatives that maybe formed. at a carboxy group or an amino group  in a
compound of the Formula (1). Accordingly, the present invention includes
those compounds of the Fonnula (1) as  a defined hereimbefore when naafis
available by organic syrithesis and when made available  within the human
or animal body by way of cleavage of a pro-drug thereof Accordingly, the
present invention includes those compounds of the Forriula (1) that are
produced by organic  synthetic means and also such compounds that are
produced hi the human or animal body by  way of metabolism of a precursor
cornpoo nd, that is a compound of the Formula (1) maybe a
synthetically-produced compound or a metabolically-produced compound. A.
suitable pharmaceutically-acceptable pro-drug of a compound of the Formula.
(I) is  one that is based on reasonable medical judgement as being suitable
for administration to the  human or animal body without undesirable
pharmacological activities and without undue  toxicity. Various forms of
pro-drg have been described, for example in the following  Ilu 



doctuneaits ;.. a) Methods inEnzymotgy, Vol. 42, p. 309-396, edited by K.
Widder, et al. (Academic WO 20%/024841 PCT/GB2005/003355  82 Press, 1985);
b) Design of Pro-drugs, edited by H. Bundgaard, (Elsevier, 1985); c) A
Textbook of Drug Design and Development, edited by Krogsgaard-Larsen and
H. Bundgaard, Chapter 5 "Design and Application of Pro-drugs", by H.
Bundgaard p. 113- 1.91 (1991); d) H. Bsandgaard, Advanced Dntg De.Eyprv l
.evaevz s, 3 1-38 {13921; e) H. Bundgaard, et at, Jour:n?al_ of aril
cclltiu l fences, 77, 285 (1988);  f) N. Kakeyaa, et at., L"liem. Pharrn-
Bull. 32. 692 (1984); g) T. Higuchi and \T Stella, "Pro-Drugs as Novel
Delivery Systems", A.C.S. Sy raposirrrra  io Series, Volume 14; and h) E.
Roche (editor), "Bioreversible Carriers in Drug Design", Pergatnon Press,
1987.  A suitable pharmaceutically-acceptable pro-drug of a compound of the
Formula (1)  that possesses a carboxy group is, for example, an in vivo
cleavable ester thereof: An in vivo  cleavable ester of a compound of the
Formula (1) containing a. carboxy groups, for example, s a
pharrrraceutically-acceptable ester, which is cleaved in the human or
animal body to produce  the parent acid. Suitable
pharnaaectitically-acceptable esters f+or carboxy include (1-6C )allcyi
esters such as methyl. ethyl arid ter!-butyl, (1-6C)allcoxymethyl esters
such as methoxymethyl  esters, (1--6C)allc aoyloxymethyl esters such as
pivaloyloxynnethyl esters, 3-phthalidyl esters,  (3-8C)cycioal
cylcarbonyloxy-(1-6C)alkyl esters such as yo cyclopentyicarbonyloxynlethyl
and 1-cyclohexylcarbonyloxyethyi esters,  2-oxo-l,3-dioxolenylmethyl esters
such as 5-methyl-2-oxo-l,3-clioxoletr4-ylrnethy'_ esters  and
(1-6C)alkoxycarborayloxy-(-6C)alkyl esters such as methoxycarbonyloxymethyl
and  1-n-tethoxycarhorayloxyethyi esters, A suitable phasrnaa;
eutically-acceptable pro-drug of a compound of the Formula (t) a that
possesses a hydroxy group is, for example, an in vivo cleavable ester or
ether the_eof. An  in vivo cleavable ester or ether of a compound of the
Formula (t) containing a. hydroxy group  



is, for example, a pharmaceutically-acceptable ester or ether, which is
cleaved in the human or  animal body to produce the parent hydroxy
compound. Suitable pha:rrrraceutically-acceptable  ester forming groups for
a hydroxy group include inorganic esters such as phosphate esters :w
(including phosphoramidic cyclic esters). Further suitable
phannaceut:cally-acceptable ester  forming groups for a hydroxy group
include (l-100)alkanoyl groups such as acetyl, henzoyl,  phenylacetyl and
substituted hen: oyl and phenylacetyl groups, (1- 1OC)alkoxycarbo.:yl
groups WO 2006/024841 PCTIGB2005/003355  83 such as ethoxycarbonyl, .~i;
~'-[di-(1-4C )all~ylf earbamoyl, 2-dialkylaminoa-cetyl 2nd  2-earbo
syacetyl groups. Examples of ring substituents on the phenylacetyl and
beuzoyl  groups include aminomethyl, N-alky lamsinomcthyl, i%%~
dialkylaminormethyl,  manorpholinomnethyl, piperazin-l-yhnnc:thyl anil
4--(1-4C)alkylpiperaain-1--ylmnethyl. Suitable s
pharmaceutically-acceptable ether forming groups for a hydroxy group
include a-- acyloxyalcyl groups such as acetoxymethyl and
piv'aloyloxyyrnethyl groups. A suitable pharnaceutically-acceptable
pro-drug of a compound of the Formula (1)  that possesses a carboxy group
is, for example, an in viva cleavable amide thereof; for  example an amide
formed with an amine such as ammonia, a (1-4C)alkylamine such as u
methylamine, a di-(1-4C)alkylamine such as dirmethylamine, N
ethyl-N-methylamine or  diethylannine, a (1-4C)allcoxy-(2.-4C)alkyl2mihie
such as 2-methoxyethylainine, a  phenyl-(l-4C)aikylarnime such as ben:
yarrrine and amino acids such as glycine or an ester  thereof. A suitable
pharnraceuticalIy-acceptable pro-drug of a compound of the Formula (1) is
that. possesses an amino group is, for example, an in vivo cleavable arnide
derivative thereof  Suitable pharmaceutic.ally-acceptable amides from an
amino group include, for example an  arnide formed with (l-1(c)C)allcanoyl
groups such as an acetyl, benzoyi, pheuylacetyl and  substituted beuzoyl
and phenylacetyl groups. Examples of ring substituents on the  pheuylacetyl
and benzoyl groups include aminarnethyl, N alkyla raiuomethyl, z" Is; NT
dialkylarninomethyi, morpholinomethyl, pipcrazin-l-ylmethyl and  4-(1-4C)
alkylpiperazin- I -yhmethyl. The in Pi Po effects of a compound of the
Formula (I) may be exerted in part by one or  



rnore nnetabolites ;hat are formed within the human or animal body after
adrminis ation of a  compound of the Formula (1). As stated hereinbefore,
the in vivo effects of a compound of the s Formula (1) may also be exerted
by way of metabolism of a precursor compound (a pro-drug' ,  Another aspect
of the present invention provides a process for preparing a. compound of
formula (l) or a pharmaceutically acceptable salt thereof (wherein R'",
R'h, R! c, R2, R`, R4,  integer m and integer in are, unless otherwise
specified, as hereiribefore defined), said process  comprising the steps
of-. .ii (a) the reaction of a compound of the formula (A) WO 2006/024841
Per/GB2005/003355  84 x f !~ f  :` QEt 1; ~~ t~~3n  (A) wherein X is a
reactive group, with a comnound of the formula (B)  '-MLL  (B)  wherein Ru'
is a group Rt' as hereinbefore defined or a precursor thereof  Rib is a
group Rib as hereinbefore desin.ed or a precursor thereof,  10 RiC' is a
group RIc as hereinbefore defined or a precursor thereof;  M is a metal, L
is a ligganci, and  integer z is 0 to 3; and wherein if any one of said
groups R12', R`b' or Rl`' is a precursor for a R' R'E' or  15 Rl` group
respectively, then said process thereafter comprises a step of converting
he  compound, formed by the reaction of a compound of the formula (A) with
a compound, of the  formula (B) to a compound of formula (1) (by converting
the precursor of any one of groups  



Ru, Rib or RIG group to the appropriate R' u, Rib or RIG group); or (b) The
reaction of a compound of the fhnnula (C) WO 2006/024841 PC` /G820051003355
85 gr  N fR2,  ?  (R3)n (C) wherein M. L and integer z are as defined
above,  with a compound of the formula (.I)) R16' (0)  wherein R''' Rlb'
and R'0, are as defined above and X is a. reactive group; and wherein if
any one of said groups Rla Rlb' or R10, is a precursor for a R'', R'b or o
Rt` group respectively, then said process comprises an additional step
thereafter of converting  the compound formed by he reaction of a compound
of the formula (C) with a compound of  the formula (D) to a compound of
formula. (T) (by converting the precursor of any one of  groups R'", R'6 or
Rio group to the appropriate RJ', Rlb or R" ggroup); or (c) the reaction,
in the presence of 4-(4,6-rpirnethoxy-1,3,5-triaziny1-2-yl)-4- is
methyhnorpholinium chloride, of a compound of the formula (E.) WO
2006)024841 PC ?GB20051003355  86 I I'M O (E)  with. a compound of the
formula (F) Rid Rib CN  \ ` L ~`.~ ,,rte  



WS, ( .~ OH (R2), 0  (F) wherein R1 Rib and R'e' are as defined above, and
wherein if any one of said groups  R'a', R" or R1' is a precursor for a
R'', Rr6 or RI group respectively, then said  process comprises an
additional step thereafter of converting the compound formed by  the
reaction of a. compound of lie formula (E) i*ritix a compou s i of the
formula ) to  a compound of formula (I) (by converting the precursor of any
one of groups R'a, Rr  or R'" group to the appropriate R1 , i&lr. or R"
group); and thereafter if necessary: i) converting a compound of the
formula (I) into another compound of the formula (I); and/or  ii) removing
any protecting groups. s A suitable base for process (a), (h) or (c) is,
for example, an organic. alpine base such  as, for example, pyridine,
2,6-lutidine, collidine, 4-dimethylarninopyridine, triethylaoline,
morpholine, N-methylmorphoiine or dia abicyrclo[5.4.(c)]xxndec-!-ene, or,
for example, an  alkali or alkaline earth metal carbonate or hydroxide, for
example sodium carbonate, WO 2006?024841 PC IGB2005/003355  87 potassium
carbonate, calcium carbonate, sodium hydroxide or potassium hydroxide, or,
for  example, an alkali metal hydride, for example sodium hych ide, or an
alkali metal  hydrogencarbonate such as sodium hydrogencarbonate, or a
metal alkoxide such as sodium  ethoxide. s A suitable reactive group X is,
for example, a halo or a sulphonyloxy group, for  example a chloro, bromo,
iodo, methanesulphonyloxy, t~.-iflurromethanesulphonyloxv or
toluene-4-sulphonyloxy group. The reactions are conveniently carried out in
the presence of a suitable inert solvent or  diluent, for example an
alkanol or ester such as methanol, ethanol, isopropanol or ethyl io
acetate, a halogenated solvent such as methylene chloride, chloroform or
carbon tetrachloride.,  an ether such as tetrahych-ofi<ran,
1.,2-dimethoxyethane or 1,4-dioxan, an aromatic solvent  



such as toluene, or a dipolar aprotic solvent such as N N
dimethyifoarnam.ide, Ar Ar- dimethylacetamide, I%inethylpyrrolidin-2-one or
dirnethylsulphoxide. The reactions are  conveniently carried out at a
temperature in the range, for example, 10 to 250C, preferably in  is the
range 40 to 80C; Metal M may be any metal that is known in the literature
to form organometallic  compounds that undergo catalytic cross coupling
reactions, Exairples of suitable metals  include boron, tin, zinc, and
magnesium. A suitable value for integer z is dependent on the metal M, but
is usually in the range  20 0-3. Suitable values for the ligand L, when
present, include, for example, a hydroxy, a  halo, (1-4C)alkoxy or
(1-6C)alkyl ligand, for example a hydroxy, bronco, chloro, fluoro, iodo,
methoxy, ethoxy_, propoxy, isopropoxy, butoxy, methyl, ethyl, propyl,
isopropyl or butyl  ligand or, where integer z is 2 and M is boron, the two
ligauds present may be linked such 25 that, together with. the boron atom
to which they are attached, they form a ring. Suitably, the group ML,, is a
group of the for mula -ELL2, where B is boron and L'  and L` are as defined
for ligand L above. In particular, the ligands LLt and L2 may be linked
such that, together with the boron atom to which they are attached, they
form a stag, For  example, L' and L2 together may define an
oxy-(2-4C)atkylene-oxy group, for example an 30 uxyethyleneoxy, )inacola'.o
(-(c)-C(C1-13)2C(CH3)2-f3-) or oxypropyleneoxy- group such that, WO
2006102484! PC`r1GB20051003355  88 together with the boron atom to which
they are attached, they form a cyclic boroxd.c acid ester  group. A
suitable catalyst for process (a) or (b) includes, for example, a. metallic
catalyst such  as a palladium(O), palladiurn(lI), nickei(O) or nickel(ll)
catalyst, for example  tetrakis(triphenylphospl ine)p. alladium(O),
palladium(Ii) chloride, palladia m(l) bromide,
bs(triphenvlphosphine)palladiuna(II) chloride,
tetrakis(triphenylphosphine)nickel()),  nickel(II) chloride, rrickel(11)
bromide, bis(triphenylphospl ine)nickel(IH) chloride or
diclxloro[hi'-bis(diphenylph(-,sphino)ferrocerre]palladium(lI). In,
addition, a free radical  initiator may conveniently be added, for example
an azo compound such as 



is azo(bisisobutyronitrile). It will be appreciated that certain of the
various ring substituents in the compounds of  the present invention may be
introduced by standard aromatic substitution reactions or  generated by
conventional functional group modifications either prior to or innnediately
following the processes mentioned above, and as such are included in the
process aspect of s the invention. Such reactions and modifications
include, for example, introduction of a  substituent by means of an
aromatic substitution reaction, reduction of substituents, reductive
a3niuation of substituents, alkviation of substituents and oxidation of
substitucnts. The  reagents and reaction conditions for such procedures are
well known in the chemical art.  Particular examples of aromatic
substitution reactions include the introduction of a nitro 2a group using
concentrated nitric acid, the introduction of an acyl group using, for
example, an  acyl halide and Lewis acid (such as aluminium trichioride)
under Friedel Crafts conditions;  the introduction of an alkyl group using
an alkyl halide and Lewis acid (such as alumthirun  trichloride) under
F'riedei Crafts conditions; and the introduction of a halo group.
Particular  examples of modifications include the reduction of a nitro
group to an amino group by for 2s example, catalytic hydrogenation with a
nickel catalyst or treatment with iron in the presence  of hydrochloric
acid with beating; oxidation of alkylthio to ailcyfsulphirrii or
aikylsulphonyl.  It will also be appreciated that in some of the reactions
mentioned herein it maybe necessary/hesirable to protect any sensitive
groups in the compounds. The instances where  protection is necessary or
desirable and suitable methods for protection are known to those  ?:x
skilled in the art. Conventional protecting groups may be used in
accordance with standard practice (for illustration see T.W. Green and
P.G.M. Wuts, Protective Groups in Organic WO 2006/024841 PC ; C
820051003355  89 Sy~ntlaesis, John Wiley and Sons, 1999). Thus, if
reactants include groups such as amino,  formyl, carboxy or hydroxy it may
be desirable to protect the group in some of the reactions  mentioned
herein. A suitable protecting group for an amino or alky~lamino group is,
for example, an acyl  group, for example an alkanoyl group such as acetyl,
an alkoxycarbonyl group, for example a  methoxycarbonyl, ethoxycarbonyl or
t-butoxycarbonyi group, an arvinmethr}.ycarbonyl group,  



for example benzyloxycarbonyl, or an aroyl group, for example henzoyl. The
deprotcotion  conditions for the above protecting groups necessarily vary
with the choice of protecting  group. Thus, for example, an acyl group such
as an alkanoyl or alkoxycarbonyl group or an to amyl group may be removed
for example, by hydrolysis with a suitable base such as an alkali  metal
hydroxide, for example lithium or sodium hydroxide. Alternatively an acyl
group such  as a t.-butoxycarbonyl group maybe removed, for example, by
treatment with a suitable acid  such as hydrochloric, sulphuric or
phosphoric acid or trifluoroacetic acid and an arylmethoxycabonyl group
such as a benzyloxycarhonyi group may be removed, for :s example, by
hydrogenation over a catalyst such as palladium-on-carbon, or by treatment
with  a Lewis acid for example boron tris(trifluoroacetate). A suitable
alternative protecting group  for a primary amino group is, for example, a
phthaloyi group wi ich may be removed by  treatment with an alkylamine, for
example dimethylaminopropylamine, or with hydrazine. A suitable protecting
group for a hydroxy group is, fir example, an aryl group, for  iii example
an alkanoyl group such as acetyl, an aroyl group, for example beuzoyl, or
an  aryhriethyln oup, for example benzyl. The dcprotection conditions for
the above protecting  groups will necessarily vary with the choice of
protecting group. Thus, for example, an aryl  group such as an all-aroyl or
an aroyl group may be removed, for example, by hydrolysis with  a. suitable
base. such as an alkali metal hydroxide, for example lithium or sodium
hydroxide. 21 . Alternatively an arylmethyl group such as a benzyl group
may be removed, for exa ple, by  hydrogenation over a catalyst such as
palladium-on-carbon. A suitable protecting group for a carboxy group is,
for example, an esterifying group,  for example a methyl or an ethyl group
which may be removed, for example, by hydrolysis  with a base such as
sodium hydroxide, or for example a t-butyl: group which may be removed, m
for example, by treatment. with an acid, for example an organic acid such
as triluoroacetie  acid, or for example a benzyl group which may be
removed, for example, by hydrogenation WO 2006/4)24841 PCI7GB2005/003355
90 over a catalyst such as palladium-on-carbon. The protecting groups may
be. removed at any convenient stage in the synthesis using  conventional
techniques well known in the chemical art. 



Where any one of groups Rt" Rtb' or Ri* is a precursor for a R', Rib or R'
group 5 respectively, it may be converted into a compound of formula (I) by
converting the precursor  of any one of groups R'u, Rib or R' to the
appropriate Rtz, R"' or R' group using standard  chemi cal techniques that
are dwell known to those skilled in the art. Examples of possible Ri" ,  R'
b' or Rt' precursor groups (particularly R' ' precursor ggroups) include
hydroxy or alcohol- containing groups (e.g. -CHI2OII), aldehyde-containing
groups (e.g, ---CHO), carboxylic acid o containing groups (e.g. -(CH2)o_3:
-COOH), ester containing groups (e.g. -(CH2)o3-C00  where Rz is
(I-4C)alkyl), amide containing groups (e.g. -COIN-1-12), a group -- CH2-XX
where X  is a reactive group as hereinbefore defined, or an activated ester
group, such as a  pentafluorphenoxy ester or an acyl chloride. A person
skilled in the art will appreciate how to  select the most appropriate
precursor group for conversion into the desired Ru, Ri or R.iC 15
substituent groups. For example, a compound of the present invention having
the formula (XI) shown  below (i.e. a compound of formula (1) in which Ru
and Ru are both hydrogen; Rib is a group  of the formula R.'RSN-CH,-;
integer m is 0; integer n is 0; and R4 is amino) R7 'GN  i Cam, ~ 1 Ra ~.;
_~_  ell pp(( 0 I f  20a (Xl) is suitably prepared by a process (process
(d)) comprising the reaction, in the presence of a  suitable base, of a
compornd of formula (G) (wherein the aniline maybe protected and 1R.''' is
a precursor for the R7R2N-CI12- group in the compound of formula (VI)
above, said precursor  having the formula-Cll.,-X., wherein Xis a reactive
group as hereinbefore defined), WO 2006/024841 PCTICB20051003355  91 .Clot
l tl 1H2  0 



(C)  with a compound of formula (11); R7 WO  N  H  () and thereafter, if
necessary, removing any protecting groups. Alteanaively, a compound of
general structural formraula. (XI) above may be prepared  by a process
(process (e)) which comprises the reaction, in the presence of a suitable
reducing  agent and a suitable acid, of a compound of fonnula (C) (wherein
the aniline may be c, protected and R'''Y is a precursor for the
R7R5N-CFI?- group in the compound of formula. (17I)  above, said precursor
having the formula -CHO (fonn.yl)): R1 b` . CN `~N'. \NH2 H N t  0 (C)
with a comnpound of formula (H); fdt R8  \ /  N s H  (H) WO 2006/021841 P
TI .B20Oai003355  92 and thereafter; if necessary, removing any protecting
groups. A suitable base for process (d) is, for example, an organic amine
base such as, for  example, pyridine, 2,6-lutidine, coilldine,
4-dianethylaminopyridine, triethylamine,  



morplholine:, INI-nzetlrylFro1o11o1u1e or diazabicyclo[5.4.O]undec-7-ene,
or, for example, an  alkali or alkaline earth metal carbonate or hydroxide,
for example sodium carbonate,  potassium carbonate, calcium carbonate,
sodium hydroxide or potassium hydroxide, or, for  example, an alkali metal
hydride, for example sodium hydride, or an alkali earth metal
hydrogencarbonate such as sodium hydrogencarbonate, or a metal alkoxide
such as sodium  ethoxide. u; A suitable reducing agent for process (e)
includes, for example, an inorganic  borohydride salt such as, sodium
borohydride, sodium triacetoxyborohydride or sodamn  cyanoiborohydride. A
suitable acid for process (e), includes a Bronsted acid such as,.for
example formic  acid, acetic acid, trifluoroaeetic acid, hydrochloric acid,
sulphuric acid,paratohuene sulfonic  s acid or camphor sulfonic acid; or a
Lewis acid of formula. MX,, wherein M is a metal, X is a reactive group as
hereindefined. and z is in the range of 1-6 and the value of z will depend
on  the metal M. Typical examples of suitable Lewis acids include boron
trifluoride,  acandiarn(Illl trii7.uorometllancsulfonate, tin(Vl) chloride,
titanium(IV) isopropoxide or  zinc(fl) chloride. 20 The present invention
also provides a particular process (process (g)) for preparing a
particular sub-group of compounds of formula (D) for use in process (b)
above which have  the formula (B') shown below, R' .. N 25 (B) (i.e.
compounds of formula D above wherein R"" and R ' are both hydrogen and Ri
"is a group R'R8N-C}i2- where R.' and Rs are any substituent group as
hereinbefore defined  except hydrogen, said process comprising the steps
of, WO 2006/024841 PCT/GB2005/003355  93 (i) reacting, in a suitable
solvent, a substituted acrolein of formula (J), wherein R50 is a  suitable
leaving group, 50  r'f L 



0  with formaldehyde and a compound of formula (H)  tiW H  ( to force a
compound of formula (L); R'50  R7\.. r_~ ffi N  R8 0  (L.) o (ii) reacting,
in a suitable solvent and in the presence of a suitable base, the compound
of formula (L) prepared in step (i) above with 2-cyanoacetamide to form a
compound of  formula (M) as a metal salt; W CN  R6 (" 0 (iii) converting
compound (M) to compounds of formula (D')  and thereafter, if necessary,
removing any protecting groups. The. compounds of formula (ID') prepared
above are then used in process (b) above to  form a compound of formula VI
above, In step (iii) of process (g), above, any suitable method brown in
the art for converting WO 2006/024841 P T/682005/003355  94 compound (M) to
a compound of formula (D') may be used. This conversion involves the
substitution of the --.(r)- group of compound (141) with a reactive group X
as hereinbefore  defined (e.g. a halogen). For example, compound (I I) may
be converted into a compound of  formula {Tl') inn wl icln is chloro by a
chlor nation reac.tiorn, Such a reaction may involve the  neutralisation of
the compound of formula (M) followed by chlorination with phosphorus
oxychloride. Suitably it o is a substituted amino group, particularly a
(1-6C)allcyl amino group (e.g.  



din sethylarnino) a subst toted-(1-6 C")alkyl (e,g. beuzyl) amino group. 3-
(dimethyiamino)acrolein is especially preferred. 10 A suitable solvent for
steps (i) and (ii) of process (g) is an alcohol such as ethanol.  A
suitable base for step (ii) is any of those mentioned for processes (a) to
(c) above,  particularly an alkaline metal allcoxide such as sodium
ethoxide. Biological Assays 15 The following assays can be used to measure
the effects of the compounds of the  present invention as HDAC inhibitors,
as inhibitors in vitro of recombinant. human HD ACl  produced in HiiS
insect cells, and as inducers in vitro & in vivo of Histonc H3 acetylaticn
in  whole cells and tumours. They also assess the ability of such compounds
to inhibit proliferation of human tumour cells. 20 (a) In Vitro Enzyme
Assay of'recombinant HDA F.. HDAC inhibitors were screened against
recombinant human. HDACI produced. in His  insect cells. The enzyme was
cloned with a. FLAG tag at the C-terminal of the gene and  affinity
purified using Axrti-FLAG M2 agarose from SIGMA (.222(c)). The deaeetylase
assays were carried out in a 50 d reaction, 1-DAC l (75 ng of :`a enzyme)
diluted in 15p1 of reaction buffer (25 rnM TrisHCl (pH 8), 137 niI\4 NaCl,
2.7 mM  KCI, I nmli MgC12) was mixed with either buffer alone (10 E.il) or
buffer containing compound  (1 rI }rl) for 31.1 minutes at ambient
ter:rperature. The 25 lbf acetylated histone 114 peptide (Eli  17413iomol)
diluted in 25l of buffer was then added to the reaction and incubated for
one  hour at ambient terrrperatu e. The reaction was stopped by addition of
an equal volume (50 : + }r1) Fluor de Lys level Flyer (fiiorn i c
ontaining'I'ricllostat n 3. at 2 }r 1. The reaction was WO 20061024841
PCIYGB2005/003355  95 allowed to develop for 30 minutes at ambient
temperature and then fluorescence measured at  an excitation wavelength of
360 nM and an emission wavelength of 465 nNI. The IC.50 values  for HDA,C
enzyme inhibitors were determined by performing dose response curves with
individual compounds and determining the concentration of inhibitor
producing fifty percent  decrease in the maximal sisgnal (diluent control).
(h) In Vitro Assay of inhibition of proliferation in whole cells 



Inhibition of proliferation in whole cells was assayed using; the Promega
cell titer 96  aqueous proliferation assay (Trornega #G5421). 'llie
I-ICT116 cells were seeded in 96 well  plates at lxl o3 cellsiwell, and
allowed to adhere overnight. They were treated with inhibitors to for 72
hours. The 20 ul of the tetrazolium dye MTS Maras added to each well and
the plates  were reincubated for 3 hours. Absorbance was then measured on a
96 well plate reader at 490  nM. The IC5o values for HDAC inhibitors were
determined by performing dose response  curves wi h individual. compounds
and determining the concentration of inhibitor producing  fifty percent
decrease in maximal signal (diluent control). 15 Although the
pharmacological properties of the compounds of the forrula (I) vary  with
structural change as expected, in general activity possessed by compounds
of the  Formula (I), may be demonstrated at the following concentrations or
doses in one or more of  the above tests (a)-(b): Test (a):- IC50 in the
range, for example, < 0,0601tM;  20 Test (b):- ICso in the range, for
example, < 0.80M. The following table discloses various biological data for
a representative selection of  compounds of the present invention.
Comparative test data is also provided for :V-(2_ ar
inophenyi)-4-pyridin-2-ylbenzarnide (Comparator). WO 20061024841
PCT/GB200S/003355  96 EXAMPLE Test (a) IC50 (QtM) Test (b) ICsa (1iM)
(COMPOUND NO.) ~~---_~. ---- - ------ --- - --- - --------------- 1 413
~.__.......,1._ 0.289  2 (10) 0.403 0.211 ------------- .., --------
---------
--------------------------------------------------------------------- -
......,  2 (12) 0.006 4 218 ~.. _ -------------- 1  5 (15) 0.012 0.287 



Comparator 0.089 2.33  - .,,,,,.---------------------------- According to a
further aspect of the invention there is provided a pharmaceutical
composition, which comprises a compound of the formula (I), or a
pharmaceutically s acceptable salt thereof, as defined bereinbefore in
association with a  pharmaceutically-acceptable diluent or carrier. The
composition may be in a form suitable for oral administration, for example
as a.  tablet or capsule, for parenteral injection (including intravenous,
subcutaneous" inbfaniasenlar,  intravascular or infusion) as a sterile
solution, suspension or emulsion, for topical ir, administration as an
ointment or cream or for rectal administration as a suppository. In general
the above compositions may be prepared in a conventional manner using
conventional excipients. The compound. of formula (I) will normally be
administered to a. warm-blooded animal  at a unit dose within the range
5-5000 mghn2 body area of ilie animal, i.e. approximately is 0.1-100
nag/kg, and this normally provides a therapeuticall,~-effective dose.. unit
dose forth  such as a tablet or capsule will usually contain, for example
1-250 ing of active ingredient.  Preferably a daily dose in the range of
1-54 mg/kg is einploye..d. However the daily dose will  necessarily be
varied depending upon the. hot treated; the particular route of
administration,  and the severity of the illness being treated. Accordingly
the optimum dosage may be 20 deterinined by the practitioner who is
treating any particular patient, We have found that the compounds defined
in the present invention, or a WO 20061024341 PCTIG320051003355  97
pharmaceutically acceptable salt thereof, are effective cell cycle
inhibitors (anti-cell  proliferation agents), -v. ich property is believed
to arise from their HDAC inhibitory  properties. We also believe that the
compounds of the present invention may be involved in  the inhibition of
angiogenesis, activation of apoptosis and differentiation, Accordingly the
s compounds of the present invention are expected to be useful in the
treatment of diseases or  medical conditions mediated alone or in part by
HDAC enzymes, i.e. the compounds may be  used to produce a IIDAC.
inhibitory effect in a warm-blooded animal in need of such  



treatment. Thus, the compounds of the present invention provide a method
for treating the  proliferation of malignant cells characterised by
inhibition of HDAC enzymes, i.e. the :o compounds may be used to produce an
a nti-proliferative effect mediated alone or in part by  the inhibition of
ELDACs. According to one aspect of tlxe present invention there is provided
a compound of the  formula (F), or a pharmaceutically acceptable salt
thereof; as defined hereinbefore for use in a  method of treatment of the
human or animal body by therapy. 1a Thus according to a Thither aspect of
the invention there is provided a compound of  the formula (1), or a
pharmaceutically acceptable salt thereof, as defined hereinbefore for use
as a medicament. According to a further aspect of the invention there is
provided the use of a compound  of the formula (I), or a pharmaceutically
acceptable salt thereof, as defined hercinbeforc in the  n manufacture of a
medicament for use in the production of a HDAC inhibitory effect in a
warm-blooded animal such as man. According to a fiu-thcr feature. of this
aspect of the invention there is provided a  method for producing a I-3AC
inhibitory effect in a warm-blooded animal, such as man, in  need of such
treatment which comprises administering to said animal an effective amount
of a 25 compound of the formula (I), or a pharmaceutically acceptable salt
thereof,, as defined  hereinbefore. According to a further aspect of the
invention there is provided the use of a compound  of the formula (I), or a
pharmaceutically acceptable salt thereof, as defined hereinbefore in the
manufacture of a medicament for use in the production of a cell cycle
inhibitory 30 (anti-cell-pro:iferation) effect in a warm-blooded animal
such as man. WO 20061024841 PCTIC82005/003355  98 According to a f rtlxer
feature of this aspect of the invention there is provided a  method for
producing a cell cycle inhibitory (anti-cell-proliferation) effect in a
warm-blooded  animal, such as man, in need of such treatment which
comprises administering to said animal  an effective amount of a compound
of the fhrr-nula (1), or a pharniaceulicaily acceptable salt  thereof, as
defined hereu-nbcfore. 



According to an additional feature of this aspect of the invention there is
provided a  method of treating cancer in a warm-blooded animal, such as
man, in need of such, treatment  which comprises administering to said
aromal an effective amount of a compound of the  formula. (I), or a
pharmaceutically acceptable salt thereo as defined hereinhefore, to
According to a further feature of the invention there is provided a
compound of the  fonj ula. (1), or a pharmaceutically acceptable salt
thereof; as defined hereinhefore in the  manufacture of a medicament for
use in the treatment of cancer. According to an additional feature of this
aspect of the invention there is provided a  compound of the formula (I),
or a pharmaceutically acceptable salt thereof, as defined :s hereinhefore.
for use in the treatment of cancer. According to an additional feature of
this aspect of the invention there is provided the  use of a compound of
the formula (1), or a pharmaceutically acceptable salt thereof, as defined
hereiribefore, for use in the manufacture of a medicament for the treatment
of cancer. In a further aspect of the present invention there is provided
the use of a compound of  20~ the formula (1), or a pharmaceutically
acceptable salt thereof, as defined hereinhefore, in the  .manufacture of a
medicament for use in lung cancer, colorectal cancer, breast cancer,
prostate  cancer, lymphoma and/or leukaemia. In a further aspect of the
present invention there is provided a method of treating lung  cancer,
colorectal cancer, breast cancer, prostate cancer, lymphoma or leukaemia,
in a as warm-blooded animal, such as mass, in need of such treatment which
comprises administering  to said animal an effective amount of a compound
of the formula (I), or a pharmaceutically  acceptable salt thereof, as
defined hereinhefore. Cancers that are amenable to treatment with the
present invention include oesophageal  cancer, rnyeloma, hcpatocellular,
pancreatic and cervical cancer, Ewings tumour, >i nenroblastouxa, kaposis
sarcoma, ovarian cancer, breast cancer, colorectal cancer, prostate WO
2006,024841 PC'rtcaB2005/003355  99 cancer, bladder cancer, melanoma, lung
cancer [including non small cell lung cancer  (NSCLC) and small cell lung
cancer (SCLC)], gastric cancer, head and neck cancer, brain  cancer, renal
cancer, lymphoma and leukaemia. 



There is further provided is a compound of the formula (1), or a
pharmaceutically s acceptable salt thereof, as defined hereinbefore, for
use in a method of treating inflammatory  diseases, autoimmurie diseases
and allergic/atopic diseases. In particular a compound of the formula (I),
or a pharmaceutically acceptable salt  thereof, as defined hereinbcfore, is
provided for use in a method of treating inflammation of  the, joint
(especially rheumatoid arthritis, osteoarthritis and gout), inflammation of
the gastro io intestinal tract (especially inflammatory bowel disease,
ulcerative colitis and gastritis),  inflammation of the skin (especially
psoriasis, eczema, dermatitis), multiple sclerosis,  atherosclerosis,
spondyloartlrropatlnes (ancylosing spondy itis, psoratic arthritis,
arthritis  connected to ulcerative colitis), AThS-related neuropathies,
systemic lupus erythernatosus,  asthma, chronic obstructive lung diseases,
bronchitis, pleuuitis, adult respiratory distress as syndrome, sepsis, and
acute and chronic hepatitis (either viral, bacterial or toxic). Further
provided is a compound of the formula (I), or a pharmaceutically acceptable
salt thereof, as defined hereinbefore, for use as a medicament in the
treatment of  inflammatory diseases, autoininiune diseases and aiilergic;
atopic diseases in a warms-blooded  animal such as man. a?; In particular a
compound of the formula (1), or a pharmaceutically acceptable salt
thereof, as defined hereihbefore, is provided for use as a medicament in
the treatment of  inflaraniation of the joint (especially rheumatoid
arthritis, osteoarthritis and gout),  inflammation of the gastro-intestinal
tract (especially inflannnatorybowel disease, ulcerative  colitis and
gastritis), inflammation of tile skin (especially psoriasis, eczema,
dermatitis), :e6 multiple sclerosis, atherosclerosis, spondyloarthropathies
(ankylosing spondyhtis, psoriatic  artln-itis, arthritis connected to
ulcerative colitis), :-IDS-related neuropathies, systemic lupus
erythematosus, asthma, chronic obstructive lung diseases, bronchitis,
pleuritis, adult  respiratory distress syndrome, sepsis, and acute and
chronic hepatitis (either viral, bacterial or  toxic). WO 20061024541
PCTICB2005!003355  100 Further provided is the use of a compound of the
formula (I), or a pharmaceutically  acceptable salt thereof, as defined.
hereirxbefore, in the manufacture of a naedi.cament for use in  



the treatment of inflammatory diseases, autoinmune diseases and
aliergic/atopic diseases in a  warn-blooded animal such as man. As stated
above the size of the dose required for the therapeutic or prophylactic
treatment of a particular cell-proliferation. disease will necessarily be
varied depending on the  host treated, the route of administration and the
severity of the illness being treated. A unit  dose in the range, for
example, 1-100 mg/k.- , preferably 1-50 nag/kg is envisaged. The IaDAC
inhibitory activity defined hereinbefore may be applied as a. sole therapy
ieo or may involve, in addition to a compound of the invention, one or more
other substances  aadlor treatments. Such conjoint treatment may be
achieved by way of the simultaneous,  sequential or separate administration
of the individual components of the treatment. In the  field of medical
oncology it is normal practice to use a combination of differeant forms of
treatment to treat each patient with cancer. In medical oncology the other
component(s) of is such conjoint treatment in addition to the cell cycle
inhibitory treatment defined hereinbefore  may be: surgery, radiotherapy or
chemotherapy. Such chemotherapy may include one or more  of the following
categories of anti-tumour agents: (i) antrproliferative/antineoplastic
drugs and combinations thereof, as used in medical  oncology, such as
alkylating agents (for example cis-platin, carboplatin, cyclophosphamide,
i; nitrogen mustard, meiphalan, chlor rxahucil, busulplnarr and
nitrosoureas); ant in letabolites (for  example antifolates such as
fluoropyr -nidines like a-fl.uorouracil and tegafixr, raltitrexed,
nxrtlzotrexate, cytosine arahira sick and hydroxyurea; antitumour
antibiotics (for example  antlracyclines like adriarnycin, blcomycin,
doxorubicin, daunomycin, epirubicin, idarubicin,  mi#.unycir3-l,
dac#incrnyci3a and mithrarrrycsra}; airtimitotic agents (for example vmca
25 alkaloids like vincristine, vinbla.stine, vindesine and vinorelbine and
taxoids like taxol and  taxotere); and topoisomerase inhibitors (for
example epipodophyllotoxins like etoposidc and  teniposide, aansacrine,
topotecan and camptothecin); (ii) cytostatic agents such as antioestrogens
(for example tamoxifen, toremifene,  raloxifene, droloxifene and
iodoxyfene), ocstrogcn receptor down regulators (for example 3o
fxalvestrant), antiandrogens (for example bica-lutamide, flutamidc,
nilutamide and cyproterone  acetate), LIMI antagonists or LHRH ago:xists
(for example goserchn, leuprorelin and WO 2006/024841 PCT/GB2005/003355  



101 buserelin), progestogens (for example megestrol acetate), aromatase
inhibitors for example  as anastrozole, letrozole, vorazole and exemestare)
and inhibitors of 5(x-reductase such as  frriasteride; (iii) Agents which
inhibit cancer cell invasion (for example nretalloproteinase inhibitors  5
lake marimastat and inhibitors of urokinase plasminogen activator receptor
(iv) inhibitors of growth factor function, for example such inhibitors
include gromh factor  antibodies, growth factor receptor antibodies (for
example the anti-erbb2 antibody  trastuzurrrab [HerceptinztM3 and the
anti-erbbl antibody cetuxiniab [C225]) , farnesyl  transferase inhibitors,
M K inhibitors, tyrosine kinase inhibitors and serrine/threonine lcinase in
inhibitors, for example inhibitors of the epidermal growth factor family
(for example EGFR  family tyrosine kinase inhibitors such as Al (3
ohiero-4-fluoaopherryl)-7 -ire.thoxy-{i-(3_
rnorpholinopropoxy)quinazioliu-4-aizaine (gefitinib, AIDI839),
N-(3-ethynyiphenyl)-6,7- bis(2-methoxyetl-ioxy)quinazoiin-4-arnine
(erlotinib, 051774) and 6-acrylarnido VT-(3-chloro-
4-fluorophenyl)-7-(3-morpholinopropoxy)grtinazolin-4-arnine (Cl 1033)), for
example i5 inhibitors of the platelet-derived growth factor family and for
example inhibitors of the  hepatocyte growth factor family; (v)
antiangiogenic agents such as those which inhibit the effects of vascular
endothelial  growth factor, (for example the anti-vascular endothelial cell
growth factor antibody  bevacizutuab [_AvastinTM], compounds such as those
disclosed in international Patent 20 Applications WO 97;22596, WO 97/30035,
WO 97/32856 and WO 98/13334) and  compounds that work by other mechanisms
(for example lirroniide, inhibitors of integrin  av[33 function and
angiostatin); (vi) vascular damaging agents such as C'ombretastatin A4 and
compounds disclosed in  International Patent Applications WO 99./02166"
W000/40529, WO 00/41669, )u,70011,92224,  25 W002/ 04434 and. W002/08213;
(vii) antisense tl. erapies, ffbr example those which are directed to the
targets listed above,  such as ISIS 2503, an anti-ras antisense; (viii)
gene therapy approaches, including for example approaches to replace
aberrant genes  such as aberrant p53 or aberrant BR.CAl. or 13RCA2, CID TT
(gene-directed enzyme pro-drug  



30 therapy) approaches such as those using cytosine deatninase, thy iidine
cinase or a bacterial WO 20061024841 P;"r1GB20051003355  102 nitroreductase
enzyme. and approaches to increase patient tolerance to Chemotherapy or
radiotherapy such as nnrlta-drug resistance gene therapy; (ix)
imnrunotherapy approaches, including for example ex-vivo and in-vivo
approaches to  increase the innnunogesricity of patient tumour cells, such
as transfection with cytokines such  as interleukin 2, interleukin 4 or
ramdoc te-rraacropha e colony stimulating factor,  approaches to decrease
i'-cell anergy, approaches using transfected immune cells such as  cytokine
transfected dendritic cells, approaches using cytokine-transfected
tcrmoi.tr cell lines  and approaches using anti-idiotypic antibodies; (x)
Cell cycle inhibitors including for example CDK inhibitiors (eg
flavopiridol) and other  i3 inhibitors of cell cycle checkpoints (eg
checkpoint kinase); inhibitors of aurora kinase and  other lcinases
involved in mitosis and cytokinesis regulation (eg mitotic kinesins); and
other  histone deacetylase inhibitors; and (xi) differentiation agents (for
example retinoic acid and vitamin D). According to this aspect of the
invention there is provided a pharmaceutical .5 composition comprising a
compound of the formula (t) as defined hereinbefore and an  additional
anti-tumour substance as defined hereinbefore for the conjoint treatment of
cancer.  In addition to their use in therapeutic medicine, the compounds of
formula (f) and their pharmaceutically acceptable salts thereof, are also
useful as pharmacological tools in the  development and standardisation of
in vitro and in vivo test systems for the evaluation of the  2t0 effects of
inhibitors of cell cycle activity in laboratory animals such as cats, dogs,
rabbits, monkeys, rats and mice, as part of the search for new therapeutic
agents. The invention will now be illustrated in the following Examples in
which, generally:  (i) operations were carried out at ambient temperature,
i.e. in the range 17 to 25C  and under an atmosphere of an inert gas such
as argon unless otherwise stated; 25 (ii) evaporations were carried out by
rotary evaporation in vicuo and work-up  procedures were cal ried out after
removal of residual solids by filtration; (iii) column chromatography (by
the flash procedure) and medium pressure liquid  



chromatography (MI11,C) were performed on Merck I6esclgel silica (Art.
9385) or Merck  Lichroprep RP-i3 (Art. 9303) reversed-phase silica obtained
from E. Merck, Darmstadt, WO 20051024841 PC11CB20051003355  103 Germany or
using proprietory pre-packed normal phase silica catridges, for example
Redisep(T'M) disposable chromatography cartridges obtained from F.research
Ltd.,.Hitchin,  UKK, or high pressure liquid chromatography (HPLC) was
perfonned on CIS reverse phase  silica, for example on a Dynamax C-18 G(OA
preparative reversed-phase column; 5 (iv) yields, where present, are not
necessarily the maximum attainable; (v) in general, the structures of the
end-products of the Formula (I) were confirmed  by nuclear magnetic
resonance (1' MR) and/or mass spectral techniques; fast-atom  bombardment
(FA13) mass spectral data were obtained using a Platform spectrometer and,
where appropriate, either positive ion data or negative ion data were
collected; N R chemical io shift values were measured on the delta scale
'proton magnetic resonance spectra were  determined using a Jeol JNIlMM EX
400 spectrometer operating at a field strength of 400 Iv2Iz,  Varian Gemini
2000 spectrometer operating at a field strength of 300MHLs or a Bruker
AM300 spectrometer operating at a field strength of 3000TY111z -
measurements were taken at  ambient temperature unless otherwise specified;
:s (vi) intermediates were not generally fully characterised and purity was
assessed by  thin layer chromatographic, IIIPLC, infra-red (IR) and/or NNIR
analysis; (vii) melting points are uncorrected and were determined using a
Mettler SiP62  automatic melting point apparatus or an oil-bath apparatus;
melting points for the  end-products of the formula. (I) were determined
after crystallisation from a conventional 20 organic solvent such as
ethanol, methanol, acetone, ether or hexane, alone or in admixture;  (viii)
the fb.llowing abbreviations have been used: DNIF N,N-dimethylfomramide
DDS 0 dirnethyf sulphoxide  TIIF te;rahvdrofuran WO 2{H}6/024841
PCTIGB2005/003355  104 



(ix) the abbreviation sm is used to refer to the starting material; all
starting  materials were commercially available unless otherwise stated (by
reference to a preparative  method described herein or by reference to a
published reference). EXAMPLE I N-(2-amiriophenyl)-4-(3-cy+an
opyyr-idii,-2-yl)beiizatnide Nt.r jl N-L"  3 -t :u AI
(2-t-Butorycarbonvlaiiiiraopbenyl)-4-(3-eyaTx. pyridin--2-yl)lze azaEr ide
(210 ru ;  prepared as described in Method I below), 1,4-dioxane (6.8 nil)
and a 4M solution of  hydrogen chloride in i,4-dioxane (6.8 rnl) were
stirred at ambient temperature for 20 hours,  The resultant precipitate was
collected by filtration and washed with diethyl ether (3 x),  suspended in
water, basified with a 2M aqueous solution of sodium hydroxide and
extracted 5 15 with dieliloromethane. The organic extract was dried over
sodium sulfate to afford the title  compound as a cream solid (130 mg, 82
%); N-MR pectrurr: (L)14SSO-d) 4.94 (hr s, 2H),  6.60 (in, 11-1), 6.78 (in,
IH), &98 (m, IH) 7.19 (d, it-I), 7.65 (;n, 1H), 7.98 (d, 2H), 8,14 (d,
211), 8.46 (ni, 1F1), 8.98 (m, 1H), 9,77 (s, 111); Mass Spectrum: M+11.'
314, ;z, WO 2006/024841 PC T/G1120051003355  105  EXAMPLE 2 Using an
analogous procedure to that described in Example 1, the appropriate _ T
(2-t- brut(y. ycaarbonylanainoplien.y)-4-(3-ccyranopyridin-2-yl)benaaanide
starting material was reacted  to give the compounds shown in Table 1.
Table 1 Compound x Analytical Data SM  ------------ --------- - ----------
-------- --- - ------ 1 N141R Spectrum: (T)MSO due) Method  241, (a, ~3H),
x:.94 (br s, 2.1:1), 2  6.60 (m, iH), 6,78 (d, "I H), 6.98 (m, 1 H), 7.19
(d, 111),  



7,95 (d, 2H), 8,14 (d, 2H)  8.30 (d, 1I3), 8.82 (d, 11-1), traerra:  9.77
(s, 111); Mass Spec M+H 329. 2 N aZ'IR_Spectruraia: (i?MSC?-dc) Method
-------------- - - --------------- 3,23 (s, 6F1), 4.32 (br s, 211), 3  6.60
(m, l.kl), 6,78 (r, lll), 6.89 (d, 1H), 6.97 (m, IH),  .- 7.19 (rta; 11-I),
7.86 (d, 21l),  8.06 (d, 2H), 8.33 (d, III),  9.75 (s, IH); NU_N_s '??c -cb
Iv +I ' 358.  - - - - ------------------------- WO 2006/024841
PC'1'iGB2005I003355  106 Compound x AnalyticalData SM  -------------- -----
3 NMR Syectnun (DMSO-d6) Method  1f.N 1.15 (t, 31-I), 2.35 (s, 3H), 4  3.35
(m, 21-1), 4.92 (br s, 2H), ~N 6.45 (s, 1H), 6.60 (m, 11-1),  6.78 (m, 1H),
6.97 (m, 1x),  7.19 (m, 1H), 7.56 (m, 111),  7.86 (d, 213), 8.06 (d, 211),
9.70 (s, 1H); Mass Spectrum:  M+H+ 372. -------- ------- - ----- -- 



4 NMR Spectrum (D MSO d6) 1 Method  2.35 (s, 3H), 3.30-3.60 (un, 5  HO 4.
~L 4H), 6.51 (s, 111), 6.63 (in, 1H), 6.79 (d, 1H), 6.97 (m,  ii 1H), 7.19
(d, 111), 7.57 (m,  1H), 7.86 (d, 211), 8.06 (d, 211), 9.73 (s, 1H); Mass
It z  S ecp tnzm: M+H' 388. ------------ 5 ~ NM1L Spectrum: (DMSO-d6)
Method  rN A 2.54 (s, 3H), 2.59 (s, 3H), 6  4.94 (br s, 2H), 6.60 (m, 111),
6.78 (d, 111), 6.97 (m, 1H),  7.19 (d, 1H), 7.45 (s, 1H),  7.91 (d, 2H),
8.12 (d, 2H),  9.77 (s, 1H); Mass Spectrum:  M+11+ 343. WO 2006/024841
PCT/GB2005/003355  107 Compound % Analytical Data WSM  ...... __...._..
.-..--_-"`---`--"-------------------------- -.-.,.-  6 ; NMR Spectrum:
(DMSU-d6) Method  N 1.39 (m, 2H), 1.51 (m, 4H), 8  2.40 (in, 4H), 3.58 (s,
21i), j 4.94 (br s, 2H), 6.60 (m, 111),  6.78 (m, 111), 6.98 (m, IM,  7.19
(d, 1H), 7.98 (d, 2H),  



8.14 (d, 2H), 8.30 (d, 1H),  8.86 (d, 1H), 9.78 (s, 1H);  Mass Spectrmn:
M+H+ 412. ---------- ---------- - 7 NMR Spectrum: (DMSO-d6) Method  2.21
(s, 311), 2.40 (m, 4H), 7  2.44 (s, 3H), 3.70 (in, 4H), - 4.92 rs2H 6.60m1H
j ! 6.78 (d, IH), 6.93 (s, 117I),  6.97 (m, 111), 7.19 (d, 11-I),  7.88 (d,
2H), 8.07 (d, 211),  9.70 (s, 1H); Mass Spectrum:  M+I-r- 427. - - -
------------ --------- -  8 NVI12 Spectrum (DMSO-d6 Method  343K) 1.74 (m,
4H), 2.53 (m, 9  4H), 3.76 (s, 211), 4.80 (br s, 211), 6.62 (m, 1H), 6.81
(in,  111), 6.98 (m, 1H), 7.25 (in,  1H), 7.99 (d, 2H), 8.14 (d,  2H), 8.28
(d, 1H), 8.88 (d,  11-1), 9.63 (s, 1H); Mass  Spectrum: M+H 398. ---
------------------------ -------------- _._.....m,.. -----...._. ~........
........ W( 20061024041 PCT/C132005/003355  108 !- Compound Analytical Data
SM  ---- ---- --- ----- 9 f V 



Iv'Iti1 Spe_ctal--- a (B ISC1 ) Method  111), 2 27 (m, 1&1), 10  2.51 (na,
11-1), 2.76 (n, 2II), 2.99 (t, 11), 3.34 (m, 111),  3,80 (s, 211.), 4.93
(br s, 21I),  6.60 (m., 113), 6.79 (d, I H),  6.98 (tra, 11-I), 7.18 (an,
211),  7.29 (m, 41I), 7.98 (d, 213),  8.14 (d, 211), 8.37 (d, 111),  8.92
(d, 11-1), 9.77 (s, 113);  Ty.Iass Spectrum: MA IT 474.
---------------------------------- - - -------------------- -------
--------- --------- 10 N N ld11~ Specirruaa. (DMSO-d5) et,aoc  rt 2.05 (m,
111), 2.24 (m, 111), 1I  ra c'` 2.68 (m,, 211), 2.84 (m. 113), 3.(c)4 113),
152 (m, 1II),  3,80 (s, 2R), 4.93 (tar s, 21-1),  6,60 (m, 111), 6.78 (a,
111),  6.98 (m, 11-1), 7.19 (m, 211),  7.31 (U, 11-1), 7.69 (m, 111),  7.98
(d, 214), 8.14 (d, 21-I),  8.37 (d, 113), 8.48 (ni, 111),  8.91 (d, 113),
9.77 (s, 111);  M ass_Spectrum: 141+11+ 475. MO 2006/024841
PCT/CB2005/003355  109  - - ------ - -- - - ---------------------- Compound
x Analytical Data Sm  



11 '$ I Z12 ectit3s~x: (D~1S63-tl) Method  H 1.27 (s, 211), 1.34 (n., 1H),
12  HO 1 m 2.38 (d, 2H), 2.91 (d, 21-3), 3.24 (m, 211), 3.71 (s, 211),
4.37 (t, 111), 4.93 (by s, 21-1),  6.60 (nn, IH), 6.78 (d, 1H),  6.98 (r,
111), 7.19 (d, 134),  7.98 (d, 214), 8.14 (d, 2H),  8.2 (d, 111), 8.84 (d,
1H),  9.77 (s, 113); Mass_Spechutn:  M+1-1+ 440. -------------------
------------------------------- - ------------------ - --- w`W12 ' ,,, N MR
Spectrum: (DV1SG d6) Method  00.97 (d, 614), L8 (m, 2H), { 13  1.98 (m,,
214), 3.00 (3n, 211), YT 4~\ f :f'3 N r.\\.. _3.80 (dd, 211), 4.92 (hr s,
2H.),  6.60 (in, 11-1), 6.78 (e, lh3),  698 (m, 111), 7,19 (d, 1H),  7.98
(d, 211), 8.13 (d, 211),  8.31 (d, 144), 8.90 (d, 111),  9.77 (s, 1H); Mass
Spectrum:  i AI i 31 426 ----- - - - - --------
-------------------------------- - -------------------------- WO
2006/024841 PCT/G112006?003355  110  -- 4 nxpaund analytical Data m  



------ - ------- - --- ------ 13 ,. N NNIR Spectslzm: (13MSO-d6) Method
1.13 1.87 (rft, 111), 14  N 2.08 (s, 6ll), 2.13 (d, 1H , 2.33 (an, 1111,
2.61  2,66--2.76 (3n, 2H), 3,70 (dd,  21-I); 4.94 (br s, 21-1), 6.60 (r,
111), 6.78 (d. ffl); 6.98 (in,  111), 7.19 (d, 11-1), 7.98 (d,  21I), 8.13
(d, 211), 8.31 (d;  113), 8.87 (d, 114), 9.77 (s, 113); Mass Snectrurn:
-NM}I  1441, WO 2006/024841 PCT/GB2005/003355  111  EXAMPLE 3 Using an
analogous procedure to that described in example 1, the appropriate n-{2-t-
butoxycarbonylaminophenyl)-4-(3-cyanopyridin-2-yt)benzamide starting
material was reacted  to give the compounds shown in table 2 below. Table 2
0  X- rf N ..--K H2N "< .- -------- -- ------- Compound X 1 Analytical Data
SIa3  ,N NMR Spectrum: (DMSO-d6) 4.95 Method  (br s, 2H), 6.60 (m, 1H),
6.80 (d, 16 p t 113), 6.98 (1n, 1H), 7.20 (d, 1I-1),  8.02 (d, 211), 8.20
(d, 2H), 9.36  



(d, 1H), 9.69 (d, 111), 9.80 (s,  1H); Mass Spectrum: M-H- 358. 2 r.1 NMR
Spectrum: (DMSO-d6) 4.93 Method  (br s, 2H), 6.60 (m, 1H), 6.80 (d, 17
~:?-fir 111), 6.99 (m, 1H), 7.2 (d, 1H), 7.40 (m, 21-1), 8.08 (d, 21-1),
8.17  (d, 2H), 8.22 (d, 111), 8.32 (in,  21-1), 8.52 (d, 1H), 9.78 (s,
11-1);  Mass Spectrum: M+H} 409. ----- - -
--------------------------------- - --------------------------------------
----- WO 2006/024841 PCT/G1120051003355  1.12 compound x AnayUeal I3 ata SM
- -- ------------------- -------- - -----------
----------------------------- -- ------ - -------- ---------------------
---------- 3 N rf,N N1FSpectrum: (DMS&-d6) 4.92 Method  (br s, 211), 6.60
(m, 113), 6.79 (d, 18  111), 6.98 (in, 11-1), 7.19 ((1, 111), H. N" N 2
7.90 (d, 2H), 8.05 (br s, 211), 8.11  E (d, 21), 8.60 (5, 111), 9,78 (s,
11),  Mass Spectrum: M41-fl- 355. E IPLE 4
_(2-an?aroplaeiryl)-4-{3-oyasio-5-{[4-(2
oxo-?-pyrro1idin-l-ylethyl)pil>erazin-T- y l]methyl) pyridin-2-yl)b enz
aig:ide CN  L7 f N i -N: Nf C f~` NH..  5
i,*-(2..t_Butoxycarbonyian:inophonyl)-4-(3-cyano-5-formylpyridin..2-yl)beni
zamide. (0.3  



g, prepared as described in Method 15 below) and
1-(pyrrolidinocarbonylrnethyl)piperazine  (0.14 g) were dissolved in
diehlorongethane (10 ml). Sodium triacetoxyborohydride (0.15 g)  was added,
and the mixture stirred for 3 hours before being washed with water (10
nil). The :c organic residues were separated and purified using flash
column chromatography eluting with  ethyl acetate, followed by (6-8%'i%)
McOH in dichloromethane to give t-butyl (2-{[4-(3-cyano-
5-{[4-(2-oxo-2-pyrrolidiu-1-ylethyl)piperaziu-1.-yl] e.etbyl}pyi-idin-2-
yl)benzoyl'amine)alacnyl)carbamate (300 mg) as a pale yellotiw oil. The oil
was dissolved ui  methanol (10 nil), and a 4M solution of hydrogen chloride
in 1,4-dioxan (10 ml) added and E5 the solution stirred at ambient
temperature for 2 hours. The solvent was evaporated, methanol  (5 ml) added
and the resulting solution absorbed onto an. SC,X-2 column, which was their
washed with methanol (2 column volumes) and the product eluted with a 2 vM
solution of  ammonia in methanol (2 cohroma volumes). The ammomiainielhanol
was evaporated to give aa,  foam. This was treated with diethyl ether (20
nil), stirred and filtered to give the product as a WO 2006/024841
PCr/GB20051003355  113, white solid (195 mg, 57%); NMR Spectrum: (DMSC-d6
373K) 1.82 (m, 4H), 2.50 (m, 8H),  3.11 (s, 2H), 3.40 (in, 4H), 3.66 (s,
2H), 4.74 (br s, 21-1), 6.64 (m, 1H), 6.82 (m, 111), 6.98 (in,  111), 7.27
(m, 113), 7.99 (d, 2H), 8.13 (d, 2H), 8.24 (d, 11-1), 8.87 (d, 1II), 9.49
(br s, IH); Mass  Spectrum: M-+-H 524. s EXAMPLE 5 Using an analogous
procedure to that described in Example 4, the appropriate amine  starting
material was reacted with N-(2-t-butoxycarbonylaminophenyl)-4-(3-cyan-5-
formylpyridin-2-y1)benzamide to give the compounds shown in Table 3 below.
Table 3 4'  e6 ------------------------------- - -- - ----------- - - -
-------------------- Compound Analytical Data SM  ._.._....------
.t:.........------- --------- ------ ................... 1 NMVIR Spectrum:
(DNISO-d6 373K)  



N CN 1.09 (t, 6H), 2,64 (q, 4H), 339 (s,  2H), 4.77 (br s, 2H), 6.64 (7n,
IH), N?- ( 6.82 (m, 111), 698 (m, III), 7.28 (m,  1H), 7.99 (d, 211), 8.14
(d, 2H), 8.27  (s, IH), 8.90 (s, 1H), 9.49 (br s, 1H);  Mass Spectrum:
M+H+400. ---- - - -- - ----- 2 NMR Spectrum (73A4SO-d6 373K)  CNi 2.43 m,
4H 2.80 m 411 3.66 (s,  2H), 4.73 (br s, 2H), 6.66 (m, 1H),  HN,,V N 6.84
(m, 111), 7.01 (m, 11-1), 7.30 (m,  11-1), 8.02 (d, 211), 8.16 (d, 21-1),
8.27  (d, IH), 8.88 (d, 1H), 9.49 (br s, IH);  Mass Spectrum: M+H- 413.
---------- - - ---------------------- ------------ - - - - -- - - -
------------------ - ------- - ------------------------------------ -
--------- WO 2006/02.484! P T/G2.a2005/003355  114 Compound Analytical
DatSlgl  ------------- - ----- - ------- - - -- - ------ -----  }  3 A'< S
-Rep- (DMSO dh 373K 1 r1'~: `fj Cr 0.99 (d, 61I), 2.50 (ni, 814), 2.67(rx.
'  j 1 1H) 3,66 (s, 2H), 4.72 (by ~. 211),  6.64 16.82 (gin, 11-7.), 6.98
(in, i 11I), 7.27 (in, 111), 8,00 (d, 211), 8.14  (d, 217), 8.24 (d, 111),
8.87 (d, IN).  9.49 ('or s, 11-1); Mass Spectrum:  M+11+ 455. ------
-------------- .._._ 



l ~tR cctni.m: (DM`IO d6 313K)  CN 2.22 (s, 31-7), 2.50 (m., 811), 3.66 (s,
N, J 214), 4.72 (hr s, 2H), 6.64 (in, II-1), V 6.82 (ni, 11), 6.98 (m,
111), 1.28 (ni,  1II), 7.99 (d, 211), 8.13 (d, 2H), 8.23 a  (d, 11), 8.87
(d, 111), 9.49 (by s, 171);  Mass Spectrii M+7-1" 427 5 n, IR S `eg 'tram
I)IM std dc, .7 f3K) 1.....,..  = \ ON 2.50 (m, 101), 3.55 (t, 211), 3.68
(s 2H), 3.98 (hr s, 1H). 4.72 (by s, 1H), '  6.64 (m, 13), 6.82 (ri, 11-1).
6.98 (in,  Ft(3 111), 7.28 (in, 11-1), 7.99 (d, 213), 8.14 (d. 211), 8.24
(ci, 111),, 8.87 (d, IN),  9.49 (br s, 11-1); Mass Speci;-u-n-t:  l/a4Il}
457. --------------- - ---------- ------- WO 2006/024841 PCT/GB2005/003355
115 --- Compound Analytical Data. SM  6 N 1R Spectrum: (DMSO-d6 373K) off.
( CN 0.99 (t, 31), 2.41 (q, ZH), 2.50 .J., 313j, 3.68 (s, 2H) 4.72 (by s,
211), N 6.65 (m, 1:1), 6.84 (in., IH), 7.01 (m,  111), 7.29 (ass, 1.11),
8,02 (d, 211), 8.15  (d, 2H), 8.25 (d, IH), 8.811-1 (d, 111),  9.51 (br s,
1H); Mass Spectrum:  M+H+ 441. ------ - -------- - ------ - - ----- -- 



NMK Spectrum: (DMMSO-d6 373K) 1 ..: C'NE 1.99 (s, 311), 2.50 (m, 411), 3.49
(in,  J 1 411), 3.70 (s, 2H), 4.72 (br s, 210,  pp 6.63 (m, 1H), 6.82 (m,
1q), 6.98 (in, 1'H), 7.28 (m, 1H), 8.00 (d, 213), 8.14 i  (d, 2H), 3.23 (d,
111), 8.89 (d, 11-1),  9.50 (br s, 11T); Mass Spectrtum:  M+W 455.
--------- --------- -----8 1 (BMSO-d6 373K)  RCN 2.55 (s, 3H), 2.99 (m,
211) 3.31 (s,  3H). 3.6? (t, 211), 4.10 (s, 2 H)6,64  (rn, 111), 6.83 (m,
11-1), 6.99 (i, 111),  7.28 (m, IH), 3.02 (d, 211, 8.16 (d,  2H), 8.49 (d,
111), 9.00 (d, 1H), 9.53  3 ; (br s, 111); Mass Spectruss: Aml+  416. ---
--.. ? - - -'------ ---------------------------
------------------------------  WO 2006/024841 PCT/GR2005/003355  116 - -
-- ---------------- -------------- - ---------- -------------- - - - -----
--------- - ----- Compound ! x Analytical Data Sm  9 a Atic'll'~ ne~truane
(DMI SE1 do) 2.12  C: t ( 2H), 3.45 (eta, 411), 3.92 (s, 21I),  '02 (br s,
2H), 6.621 (rn, 111, 6.80 N c (m, 31x). 7,00 (rn, 11.1), 7.20 (n, 113), }
7.99 (d, 231), 8.18 (d, 21-1), 8.39 (s, 



11-1), 8,92 (s, 1H), 9.81 (by s, 111); 1  Mass Snectrum M4-H} 384. 10 TV
Wk)? sectru?z . (Dl1SC) ds 1.20 t,__........;  (nr, 611), 3,10 (in, 1013),
4.16 (by s, 'J, ~'~~ .tw~\\ 3 11), 5.12 (hr 3, 111), 6.62 (ra, 11), l S
6,82 (rn, II1), 6.98 (xn, 11-1), 7.22 (m,  I ! f Ili), 8.02 (d, 211), 8.18
(d, 2F0, 8.62  011. (In, 31-1), 9.08 {n, ]I1), 9.88 (by s, 111); Mass
Spectrum: i'vI+I. 444.  ------------- -  lI NN (DMSO-d6 373K)  r r, lr ,
GSA 1.08 (t 311), 21.67 (m, 4F1), 157 (1,  21-1), 3.:13 (s, 211), 4.12 (by
s, 15-1),  4.72 (br s, 21-1), 6,64 ( ; r : , 1 H), 6.82 t113 (in, 111),
6.98 (i, 111), 7.28 (ln, 11-1),  &00(d,2 t~118.13 fd, 211), 8.31 (d,  111),
3.90 (d, 1F1), 9.50 (by s, 111));  Mass Spectrum: M+ 416. 1 2 C N 1.`rII2
~~ectara xf (15KECs (1F 373I )  2.80(1 2Ii),329(s,311},348 (t,  2.11), 3.93
(s, 2H), 4.70 (by s, rH}, t? ! 6.63 (in, 111), 6.82 (nr, IH), 6.98 (in,
11), 7.27 (sn, 111), 8.00 (d, 2H), 8,14  d, 2,11), 8.31 (d, 1118.90 (d, 111
f 1 9,49 (br s, III); Mass Spectrum:  tM+14''402.  - -
------------------------ --------------- ------------- - ----- --------  



WO 2006/024841 PCT/CB2005/003355  117 Compound % r9nalyt1calData 5194  13
NMI2 Spectrum: (DMSO-d6 373K)-1  ~,.rs, ~~C SV 1.09 (t, 3H), 2.28 (s,
31-1),2.55 (m,  211), 3.72 (s, 211), 4.72 (br s, 21-1),  6.64 (m, 1H), 6.82
(m, 111), 6.98 (rx,  11-1), 7.27 (m, 111), 8.00 (d, 2H), 8.14  (d, 2H),
8.27 (s, 111), 8.89 (s, III),  9.49 (br s, 1H); Mass Spectrum:  M+H+ 386. 1
_ NMR Spectrum: (DMSO-d6 373K)  , C # 1.08 (t, 3H), 2.67(q, 2H), 2.73 (t, 1
2H), 3.26 (s, 3H), 3.51 (t, 2H), 3.82  N ~ (s, 2H), 4.78 (br s, 2H), 6.63
(m,  0-1 1H), 6.84 (m, 1H), 6.99 (m, III), 7.30 (m, 1H), 8.02 (d, 2H), 8.18
(d,  2H), 8.29 (d, 1H), 8.90(d, 1H), 9.54  (br s, 1H); Mass Spectrum: M+H+
430. ------ -- ---------------------------------------------
--------------------------- -- 15 NM12 Spectrum (DMSO-d6 373K)  1.09 (d,
6H), 2.21 (s, 3H), 2.92 (m,  CN 1I-3), 3.72 (s, 2H), 4.77 (br s, 21i), 6.68
(m, IH), 6.86 (m, 1H), 7.00(m  1H), 7.30 (rm, 1H), 8.01 (d, 21-1), 8.18
(d, 2H), 8.28 (s, 111), 8.89 (s, 1I-I),  9.54 (br s, 1H); Mass Spectrum:
M+H+ 400. 



----------- - - WO 2006/024841 PCT/GB2005!003355  118 Compound x Analytical
Data I SM  --- - - ----- ------- --- - -----------------  16 NM R s
5'etxum. (DMSO-d6 373Y)  CN 0.992 (t, 31.), 1.52 (ma 2' 1)2.26 (s,  3111,
2.44 (t, 211), 3.68 (s, 213), 4.73  N (br s, 21-1),6.64 (n, 111), 6.82 (n,
111), 6.99(m, 111), 7.28 (r, 113), 8,00  (d, 211), 8.14 (d, 211), 8.23 (d,
1H),  8.88 (d, 111.), 9.50 (br s, 111); Mass  Spectrum: M+H* 400.
------------- NI.LSyectrum: (DMSO d,,3731~)  ^r \Sr: C N 2.66 (m, 411),
3.72 (m, 411), 3.74 (s,  ,N, N 211), 4.72 (br s, 21].), 6.63 (m, 111),  ``/
6.82(m,1113,6.88(m,113),5.48(m, 111), 7.27 (n a, 111), 7.97 (in, 111-) ,
8.00 (d, 2H), 8.14 (d, 211)x, 8.30 (d,  11-1), 8.38 Ora, 111', 8.90 (d,
111), 9.50  (br s, 111); Mass Spectrum: M+I3+  515. WO 20061024841 P
CT/G12005/003355  119  EXAMPLE Using aarn analogous procedure to that
described in Example 4, the appropriate amine  stt Ling material was
reacted with ,N-(2-t-butoxycabonylaminoghea1Yi)A-(3-cYano-5- 



ormylp)a-idin-2-yl)bealzainide to give the compounds shown in Table 4
below. Table 4  CN 3 e 7/ /  N  tH H,N  --- - ----------------
-------------- COMPOUND - - - --------- - - - ---------------
--------------- t MR. SPECTRUM: (DMSO-D6) 0.89  (D, 31-1), 1.15 (M, 211),
1.32 (JGI, 1.11), 1 1.58 (D, 211), 2.00 (T, 211), 239 (D,  t 211), 3.59 (5,
213), 4.94 (131. S, 21-0,  6M (M, 11-1), 6.78 (D, 131), 6,98 (vf, {  11-1),
7.19 (1), 11-1), 7.98 (D, 2n), 8.14  (D, 21-1), 8.30 (S, 1.1:1), 8.86 (S,
111),  9.77 (BR S, 531); MASS SPECTRUM:  M+pi} 426. - - - - -------- -
----- - - ----- WO 20061024841 PCTIGB20051003355  120 2 1`114'Ha SPECTRI--;
A, 4: (DIVISO-136  373K) 1.74 (NI2211), 1.91 (141, 213), --------------- "-
2.37 (NI, 21-1), 2,56 (1l/1, 21-1)" 3.64 (8, }  N c 211), 4.70 (dT, 111),
4.93 (BR S, 211),  



6.61 ('M, 111), 6.78 (141, 11-1), 6.98 (141,  1 H), 7.19 {1), 111), 7.99
(D, 21=f), 8,14  (D, 211), 8.33 (D, 111), 8.90 (8, 1H),  9.87. (BR 8, 1H);
MAS1 SPECTRUM:  M+1l` 430, ------- - s MAR SPEC TRIA T (DMSO-D6) 1.42 (3!1,
2H), 1.73 (M, 2H), 2.15 (M, 2H), i  ch 2.71 (14'1"211),349(' .IH),362(5,
J12I1), 4 55 (1=3, III), 4.95 (I11t S, ?Fl), i r Flo 6.61 (3-1, lH), 6.80
(D, 113), 7.00 (NI,  114), 7.21 (D, 111), 8.00 (D, 21I), 8.15  (1), 2H),
8.32 (5', 11), 8.88 (8, 111),  9.78 (BR S, 11I); MASS SPECTRUM:  M-I~H 428,
........................... .. --- - ..... -- ----- -- 4 NMR SPECTRUM:
(DMSO-1.16) 1.18 (M, 213), 1.36 CM, I-11), 1.65 (11 . 21I),  2.02
(M,2H).285(D,2H'),327( 1 1 E i 1 213), 3.62 (S, 211), 4.40 (!LT, ' 13),
4,95  f' (BR S,, 211), 6,62 (M, 111" 6.80 (I3,  111), 7.00 (M, 1I-I), 7.21
Q3, 111), 8.00  (T3, 213), 8.15 (1), 211); 8.32 (S, 111),  8.88 (S, 113),
9.79 (BR S, IH): MASS  SPECTRU\-T: Hr 442. WO 2006/024841 PCT/(;
-FB200510033555  121  - -- - ------- - --------- - ---- 



} I'NM ~ SPECTRUM : (DM50-T'5 1.52  (141, 211}, 1.81 (p, 211), 2.09 (T,
2Ff),  \a, ; 2,31 (M, 111), 2.94 (1-)., 21-1), 3.67 (S, 2H), 4.95 (BR S,
211), 6.62 (N4, 1F),  6.80 (M, 111), 6.99 (M, 111), 7.21 (D,  pj 11-1),
8.00 (D, 211), 8.15 (D, 21-1. 8.36 (D, 111-1), 8.90 (D, 111), 9.79 (D,
111);  MASS SPEC'T'RUM: M+1114.80. f N MR SPECTRUM: (DISC4)6) 0.94  (S,
611), 1.22 (Iv1, 21-1), 1.57(A4, 211;),  2.08 (1L1, 21T), 2.37 (1v1, 211),
3.56 (S,  21-1), 4.95 (BR 5, 211), 6.62 (N4, 111),  6.80 (D, 111), 6.99
(Iv1, 111), 7.21 (D,  113), 8.01 (1=), 211), 8.16 (1.), 211), 8.31  (S,
111), 8.89 (S, 111), 9.79 (BR S,  111); MASS SPECTRUM: W-H+44().  -
---------- 7 NMR SPECTRUM: (DMSO-D6)  1.38-1.48 (34, 21-1), 1,76 (D, 2H),
2.02  j N (T, 211), 2.12 (vi. 1I-1), 2.46 (141, 4H), 2.87 (D, 211-), 3.56
(IvM, 41-1), 3.62 (S,  3 i 213), 4.95 (BR S, 211), 6.62 (Ni, 111),  6.80
(li, 111), 6.99 (M, 11-), 7.21 (1),  1H), 8.00 (D, 211), 8.15 (D, 211),
8.32  (D, 1H), 8.88 (D, 111), 9,79 (BR S,  11-1); MASS SPECTRUM: 141++1Pf,
497, WO 20061024841 P(TI6B2005/003355  122  ---...- 



i ---D- 6--,----------------~.___-_  NM R SPEC '1' R UM: (i M S
0,-"1)-,6----------------- ~  373K) 1.61 (V1, 211), 1.803 (1v1, 2.11),
1,93 (vl, 211), 2.21 (T, 211), 2.30 (M,  21-1), 3.10 (141, 411), 3.33 (T,
211), 3.78  (141, 311), 6.64 (lvf, 111), 6.83 (Iv1, 111),  6.98 (M, 1H.),
7.28 (D, 1l1), 8.00 (1),  211), 8.15 (L3, 2H), 8.30 (D, Ir.. 8.89  (D,
111), 9.51 (BR S, 111); 1v ASS  SPECTRUM:: W-11' 495. - _----- ----- -----
_ _.-. _..._ .......................................... N. M..... R
........ SP ... E..................... :"(-..... DMSO .... ......-... D6
......, ....... 9  CTRUM..: 373K) 1.60 (;el, 21), 1.75 (R1, 41),  t 1 1.86
(.1, 211), 2.15 (DDD, 211), 2.40  (M, 111), 2.73 (Ad, 411), 2.87 (M,
21))1.64 (S, 211), 4.70 (BR S, 2H), 6.63  (M, 111), 6.82 (M, 11), 6.97 (M,
111),  7.28 (I), 1H), 8.00 (vM, 2.11), 8.14 (D,  3 I 211); 8.26 (D, 111),
8.85 (D, 11I), 9.48  (NR S. 11-1); MASS SPECTRU Ml:  111+H' 481,
..................._  .....  10 N41R SPECTRUM: (DMSO D6, o 373K) 1.23 (14I,
111), 1.40 1, 111),  1.77 (IMM, 211), 2.07 (M, 111), 2.18 (M-.,  111), 2.68
(M, 111), 2.83 (1.1, 111), 2.89  QN4, 21), 3.59 (Md., 1.H), 3.72 (BR S,
211), 6.64 (41, 11-1), 6.82 (-\,,1, 111), 6.99  41, 11.1), 7.28 (D, 111),
8.00 (D, 21),  



8.14 (1), 211); 8.28 (), 1H), 8.87 IH), 9,51 (BR S. 111); MASS
SPECTRUM:M+H'- 428. WO 2006/024841 PC11GB2005/003355  123 I i NMR SPECTRUM:
(DMSO-D6,  373K) 1.68 (M, 2H), 1.85 (M, 214),  2.06 (M, 2H), 2.21 (S, 3H),
2.56 (M,  311), 3.63 (S, 2H), 4.70 (BR S, 2H),  6.63 (M,11-1),6.82 (M, 1H),
6.98 (M,  111), 7.28 (M, 111), 8.00 (M, 211), 8.14  (D, 21-1), 8.22 (D,
1H), 8.85 (D, 1H),  9.49 (BR S 1 MASS SPECTRUIvI:  M+H` 426. 1 NMR
SPECTRUM: (DMSO-D6,  373K) 1.53 (M, 11-), 1.77 (M, 21-1),  1.91 (M, 1H),
2.34 (M, 1H), 2.95 (M,  4H), 3.81 (BR S, 2H), 6.63 (M, 1H),  6.82 (M, 1H),
6.98 (M, 111), 7.19 (M,  1H),7.28(I,5H,8.00 (L1, 211),8.14  (D, 211), 8.33
(S, 1H), 8.92 (S, 11-1),  9.51 (BR S, Ill); MASS SPECTRUM:  M+,-H+ 488. 13
NMR SPECTRUM: (DMSO-D6, 373K) 1.82 (M, 411), 2.36 (M, 1H), {  2.60 (M,
1F-I), 2.90 (M, 3H), 3.71 (S, i  rl `` F 211), 6.63 (M, 1H), 6.82 (M, 111),
6.99  (N4,111), 7.19 (M, 1H), 7.28 (M, 5H),  



8.00 (D, 2H), 8.14 (D, 2H), 8.33 (S,  1H), 8.93 (S, 1H), 9.51 (BR S, 111);
3 MASS SPECTRUM: M+H'- 488. WO 20061024841 PCT/G820051003355  124  14 NN112
SPECTR N1: (DNlSC)-D6,  373K) L78 (M, 4H), 2.26 (DDD, 2H),  j C 2.59 (b{,
ili), 2,96 (NI, 21-1), 3.72 (S, 211)- 6.64 (M, 1H). 6.82 (lvi, 111), 6.99
f (-M., 111), 7.27 (141, 311), 8.00 {13, 2111,  b.14 (D, 2H)), 8.28 (D,
11-0, 8,47 (M,  2H), 8.91 (S, 111), 9.50 (BR S, 111);  MASS SPEC'TRl_,1v1:
M+HF 489. --- - ----- - - ---- ------------------------ ------- ------- 15
N IR SPECTRUM: (D.MS0 D6, 373K) 1.47 (M1, 11-1), 1e%3 (M,2t1),  1.,88 (14I,
111), 2.25 (M, 2H), 2.89 3 II 3H), 3.75 (5, 21-1), 6.63 (M, 111), 6.82
(.v1, 1H), 6.99 (M, 1H), 7.07 (gel, 211),  7.29 (14I.311), 8.00 (D, 2H),
8,14 (1),  211), 8.30 (.), 111_), 8.90 (D, 11-1), 9.51  (BR S, I11); MASS
SPECTRUM:  141-FH` 506. -- 16 NNT IR Svectnana: (DMSO d6, 3'13 T;)  2,17
(s, 611), 2.38 (t, 21-1), 2.66 (T; 21-1),  (i - ! 3.87 (s, 211), 4,72 (br
s, 211), 6.63 (a., 



H 1H), 6,82 (ni, IH), 6.98 (m, 1IT), 7 27   (d, 1.H), 7.99 (d, 213), 8,13
(d, 211),  8.29 (d, 111), 8.87 (d, 111), 9,50 (br s,  lI-1); Mass Sp ctrum:
M1+H+ 415.  ------------------------  'NO 200619424541 PC T/GB2W)5/063355
125 ..._--.-._.----- .............................. --------
_...---._----------...... _..;."......._._.  17 ; I~MR --- -pectrunt:
{DMSt3-d5, 373K) 1.68 (in, 411). 2;45 (n1, 4H), 2.56 (t,  211), 2.69 (t,
211;x, 3.88 (s, 2H), 4.72  H (br s, 21-1), 6,61 (nn, 1H), 6.82 (in, 111),
6,9: (in, IH), 7.27 Or, Iff), 7.99 (+.1,  21-1), 8.13 (d, 211), 3.29 (d,
113), 8.87  (d, 1H), 9.50 (br s, 1H), Mass  Speetnusi. 81-,-11 441, EXAMPLE
7 N (2-arninophenyl)-4-(3-cyatie-6-methvlpyridin-2-v1)benrar ide  i WO
2006/024841 pcT,iG:B2005/003355  126
1,1'-bis(diphe:oylphosphino)ferrocenedicliloropalla.dium (ii) chloride (32
mg, 0.044  rnmoi) was added to a mixture of
ii-(2-t-bitoxycarbonylaiuinophenyl)-4-(4,4,5,5-tetramietlivl-
1,3,2-(Iioxaborolau-2-yl)benzarrride (389 mg, 0.887 nunol; prepared as
described in  international patent publication number wo031087057, method
13, page 60), 2-chloro-6- 3nethyl-3-py'ridinecarbonitrile (135 rug, 0.887
mmol) and saturated aqueous sodium hydrogen  carbonate solution (2 ml) in
l,2-diriethoxyethane (4 ml). the mixture was heated in a micro wave at 100o
fbr 30 minutes. the mixture was allowed to cool, then partitioned between
dichloroniethane (30 i l) and water (20 :nl). the aqueous layer was
extracted with further  dichloromethane (2 x 30 ml). combined organics were
dried over magnesium sulfate the: 



;o evaporated. the residue was purified by flash chromatography (eluting
with 99:1-*97:3 cl chlozornetbane:metisauol) to afford the title compound
as a yellow gum which eiystall ised  on trihrration (80 mg, 27%). Nntr
spectrum: (odclz) 2.72 (s, 3h), 3.88 (by s, 2h), 6.86 (m, 2h), 7.11 (in,
lh), 7.28 (d,  lh), 7.37 (d, 1h), 8.05 (m, 6h); mass spectrum: mi+h+ 329.
EXAMPLES  TT-(2-amiraophenyl)-4-(3-cyan-5-
(4-isopropylpipcrazin-l-yi)methyl]p-rTidiii-2-yl)benzar;side  CN a ~ f N NH
, 1-1 2. 10. 6 L v r  t-Butyl
{7.-[(4-{3-cya:irz-5-'(4-ic<rgropy!piperazin-i-yl)rrethyljpy~rldin-2-
yl}beuzoyl)amirio]phenyl}carbonate (586 mg, 1.06 mmcl; prepared as
described in Method  19) was dissolved in ethyl acetate (7 nil) and 3M
aqueous hydrochloric acid (7 nil) was added.  'The resulting suspension was
stirred for 6 hours at ambient temperature than 3M aqueous  hydrochloric
acid (1.75 ml) added. The suspension was stirred for a farther 2 hours then
3M WO 2006/024841 PCT/GB2005/003355  127 aqueous hydrochloric acid (3.5 ml)
was added and stirred for 30 minutes. The suspension was  poured into water
(50 mull) and washed with ethyl acetate (3 x 15 ml). The resulting aqueous
solution was basified using a 2M aqueous solution of sodium hydroxide. A
pale yellow  precipitate crashed out which was filtered and washed with
water. The pale yellow solid was 5 d-.-4ed in a vacuum oven at 50C'.
overnight (294 ing, 62 %); NMR Spect um: (CDCI3) 0.99 (d,  6H), 2.48 (in,
81T), 2.60 (rn, 113) 3.56 (s, 21-1), 3.79 (ior s, 2H), 6.80 (111, 2B), 7.03
(ni, lii),  7.32 (d, 1F1), 7.81 (br s, 113), 7.99 (s, 411), 8.034 (s, IR),
8.74 (s, l H); M .ti_ pec1 m?3:1V3+4  455. ra EXAMPLE 9 et
(2-andnophenyl)-4-{3-eyz-ano-5-[(ethylariinoixuethyiipyriidin-2-yl.}benaaub
ide  f-:tV  



H 0 Ib'-(2-t- iutoxycarbonylanminophenlyl)-4-(3-cyan-5.-forinylp3
-idin-2.-yl)beiizamide (0.80 g, 1.S rmnol; prepared as described in Method
15 below) and ethylamine (1.4 ml of a  1.OM solution in T171F, 1.4 rnrriol)
were dissolved in dichioroniethane (15 nil). Titanium (TV)  i.sopropoxide
(1.55 g, 1.62 rnl, 5.4 mmoi) was added and the mixture stirred at ambient
temperature for 1 hour. Sodium borohydri le (342 rug) and methanol (3 ml)
were then added  and the mixture stirred for a further 30 minutes. Water
(20 nil) then a saturated aqueous  sodium bicarbonate solution (30 ml) was
added and the product extracted with zc dichlorometharie (3 x 30 ml). The
organic residues were concentrated and the residue  purified using flash
column chromatography eluting with ethyl acetate, followed. by 2M
NH3IMeO1-i (3-5%) in ethyl acetate to give f-butyl
[(etllylanrino)methyl]pyridin-2-yl}benzoyl)amino]phenyl} carharnate (508
mg) as a white  solid. This was dissolved in methanol (4 ml), a 41)b
solution o hydrogen chloride in 1,4 WO 2006/024841 1'C /Gfl2005/003355  128
dioxan (10 ml, 40 ranaol) was added and the solution then stirred at
,ambient temperature for 2  hours. The. solvent was evaporated, methanol (5
ml) was added and the resulting solution was  absorbed onto an SCX-2
column, which was washed sviilt methanol (2 column volumes) and  then
eluted with a 2M solution of ammonia in methanol (2 column volumes) to give
the 5 product as a foam. This was re-precipitated by stirring in diethyl
ether (20 nil) to give the title  compound as a white solid. (359 mg, 53
%); NTMR Spectrwn: (DMS(c)-de 373K) 1,08 (t, 311),  2.62 (q, 2H), 3.67 (s,
2Il), 4.73 (hr s, 24), 6,63 (m, IH), 6.82 (m, 1R), 6.98 (m, l.i), 7.27 (m,
11-1), 7.99 (d, 2H), 8.13 (d, 2H), 8.28 (d, 111), 8.88 (d, l.EE), 9.50 ('Sr
s, lE); Mass Spectrum:  142+14+ 372, 10 WO 2006/024841 PCT1CB20051003355
129  EXAMPLE 10 Using an analogous procedure to that described in example
1, the appropriate n-(24- butoxy carbenylami
ophenyl)-4-(3-c},anopyridiaa2-yl)benzamide starting material was reacted  



to give the compounds shown in table 5 below. TABLE 5  0  H2N Analytical
Data sm N NMR Spectrum: (DMSO-d6) Method  1.57 (n7, 1H.), 2.01 (nix 1H , 23
4 1 2.38 (nn, 11-1), 2.44 (in, 11-1),  r HO 2.63 (in, 11-3), 2.72 (in,
11-1),  3.71 (dd, 21-1), 4.20 (rn, 1s-I),  4.72 (d, 1E-1), 4.94 (br s, 2H),
6.60 (in, 11-1), 6.78 (d, 1Fi},  6.98 (nu, 11-1), 7.19 (d, 1H),  7.98 (d,
2H), 8.13 (d, 2H),  8.34 (d, 11-1), 3.88 (d, 111),  9.78 (s, 1If)Mass
Spectrum:  I 1 t~1 H}414.  ---------------------------------------------- -
---------- ----------- W() 2006/024841 PC`I/GB20051003355  130 'IN MB
Spectr ma: (17141SO-d6) Method  I 1.90 (m, 111), 2.16 (an, 111), 24  2 3
rte, 2.40 (rn, 11-1), 2.75 (in. 311),  F 177 (s, 21-1), 4.94 (br s, 21-1),
5.21 (rn, 111), 6.60 (m, 111),  6.78 (d, 111), 6.98 (n, 1H),  7.19 (d,
111), 7.98 (d, 211)  



8.13 (d, 211), 8,34 (d, 111),  8,89 (d, 11T), 99,79 (s, 111);  Mass
Spectram: APR'- 416. 3 `v -_Spectrum: (LbIv15C3-d6) Method  0,84 (in, 111),
1,16 (an, 11T), 25  1.57 (r, 1H), 2.01 (m, 111), Z I I~ 2.29 (s, 311), 2.43
(in, 113)3  2.66 (in, 211), 333 (s, 211),  4.93 (br s, 2.11), 6.60 (art,
111),  6,78 (d, 3.11), 6.98 ern, 111),  7.19 (d, 111), 7.98 (d, 211),  813
(d, 211). 8.34 (d, 111),  8.88 (d, 111), 9.78 (s, 111);  Mass Spectr un:
M+13+ 427. - --- - ------ - - - ---  4 ~1 ~1I - S e zm: (10Mv1SO-d6)
`Method  2.43 (s, 3.11), 4.90 (1;r s, 211). 26  2. 5.79 (s, 211), 6.60 (.n,
111), 6.79 (d, 111), 6.98 (rn, 11'1),  .19 (d, 111), 7,31 (s. 113),  7.86
(d. 211), 8,06 (d, 2.11),  9.70 (s, 111): Mass Spectrum:  MH+ 344.
-------------------------------------- - -- - ------- WO 2006/024841
PCT/GB2005/003355  131  5 --- ----- ~~YdfdI12 Spectrum: (DM5O-d6) Method  



4.67 (s, 211), 4.96 (br s, 211), 29  5.57 (br s, 1H), 6.61 (m, 1H), N''I
6.80 (m, 1H), 6.99 (m, 111),  7.20 (m, 111), 8.00 (d, 211),  8.14 (d, 2H),
8.33 (s, III),  8.91 (s, 111), 9.78 (br s, 1H);  Mass Spectrum: M+Ht 345.
------ _ 6 1'JNM Spectrum: (DMSO-d6) Method  ~. 0,92 (t, 61-1), 1.63 (m,
111), 14a 3)7+ .yew %" 1.88 (m, 2H), 2.37 (m, 1H),  2.50 (m, 6H), 2.66 (m,
1H),  3.69 (m, 2H), 4.95 (br s, 2H),  6.60 (m, 111), 6.78 (m, 1H),  6.98
(m, 111), 7.19 (m, 11-1),  7.98 (d, 211), 8.14 (d, 2H),  8.31 (d, 1x), 8.87
(d, 1H),  9.78 (s, 11-1); AS V I ,  M+1-1+ 469. NMR S ep ctium: (D17MS0-db)
Method  7 ---------- - - ------ 0.87 (t, 3H), 1.30 (m, 211), 14b  r~. Irv-
"~ ~,.^ % 1.46 (m, 211), 2.16 (s, 311),  l ~ 2.38 (t, 211), 3.60 (s, 211),
4.96 (br s, 211), 6.60 (m, 1H),  



6.79 (m, 111), 6.98 (m, 1H),  7.19 (m, 111), 7.98 (d, 2H),  8.14 (d, 2H),
8.30 (d, 1H),  8.86 (d, 111), 9.79 (s, 1H);  Mass Spectrum: M+11' 414.
---------- -- - ---------------- ------------- WO 20061024841
PCTIGB2005J003355  132 .......  8 11.112 Sneot~ (.DIv1S(J d6) Method  2.09
(s, 311', 2.69 (hr s, 111), 14c  3.56 (s, 21I), 3.63 (s, 311), e( ra' .~ '
180 (s, 211), 4.95 (hr s, 211),  ~- i 5.97 (s, 111), 6,60 (m, 1H),  6.80
(d, 111), 7,00 (tn, 1H), 7.20 (d, 111), 7.98 (d, 21I), {  8.13 (d, 211),
8.32 (s, 111), 8.90 (s, 11I), 9.78 (br s, 111);  Mass Spzch-tun: M4-}I'
452. ----------------------- 9 1~ S ct_t m; EUitISC)-c1 1::. Method   2.07
(s, 611), 2.50 (m, 6H), 14d f 3.84 (s, 21-1) 4 93 (br s, 2H),  6.60 (m,
111), 6.80 (d, 111),  cr' .> 7.00 (ru, 11-I), 7.20 (d, 11I),  7.97 (d, 2H),
8.14 (d; 211),  8.32 (d, 111), 8.89 (d, 111),  9.78 (br s, 111); IF4ass
Spee_trum: MH+ 466, 



---- ----------------------
---------------------------------------------------------------------------
- - - ----------------------------------------------------------------- 1t1
MR 4jec_trfrv. (L)1L1S3-) Method 1  --- ---------------------- 4.95 (br s.
2H), 6.60(rn, 11), 8  6.80 (d, 111), 7.00 (m, 111), 7.20 (d, 11-1), 8.04
(d. 211),  8.18(d,LI1),9.12 (s:,113)  , 9.40 (d, 111), 9.80 (br s, III);
NI Sp?cc,t m- --,-H 340. WO 2006/024841 PC '/G1!32OO51003355  133  E+
AlYMPLE 11 Using an analogous procedure to that described in Example 4, the
appropriate amine  staring material was reacted with
i%f-(2-t-bntoxycarbonylarninophenyl)-4-(3-cyan-5 s
forr_a)'lliyriditi-2-yl)hec:3amide to give the compounds shown in, Table 6
below.  Table 6 0  X \ \ H2N  ----------- Analytica Data Compound ' SM
--------------------------- - ------------------------ - - ----- -  1 N R
Spectrum: (DMS O-d6 i. 1  373K) 148 (m, 411.), 1.92 (m, 4H), 3.49 (hr s,
211), 3,87 (br s,  2H), 4.75 (hr s, 211), 6.66 (m,  11-1). &84
(m,11I),7.01(m,IH),  



7.30 (m, 111), 8.102 (d, 211), 8.17  (d; 213), 8.43 (lsr s, 1.11), 9.01 (s,
111), 9.53 (tar s, 1.11); Mass 1  Spect;im: Mif 424. WO 2006/4)24841
Pc'rfcB2005/003356  134 Analy deal Data Qnmpounel % 9IVI  ........--
------------------------- ----------------------- N R--- Spectrum: (DMSO-d,
37310 0.34 (m, 21-1), OM (n,  c_.k 211), 1.111 (zu, 1.H)_, 2.86 (d, 211),
4.27 (s, 2H), 6.64 I11), 6.82  (in, 113), 6.99 (i, 1H), 7,28 (rn,  113),
8.02 (d, 2H), 8.16 (ci, 2.11),  8.56 (d, 11-1), 9.06 (d, 11-1), 9.52  (br
s, 111), Mass Spectrum: M4 If' 398. - ------------------ - ------------ -
1~7 yl t-- Spectrum: (DI\4SO-d6 ..~ 373K) 1.55 (in, 4H), 1.67 (m,  311),
1.99 (n 21-1), 2.66 (3n, 1H),  L r\' 2.78 (iii, 211), 3.47 (s, 211), 4.72
(br s, 21), 6.63 (in, 111), 6,82 (in,  111), 6.98 (rn, 111), 7.27 tin,
1`_>1),  8,00 (d, 21I), 8.13 (d, 211), 8.28  (s, 111), 8.91 (s, 111), 9.50
(hr s,  III); Y1ass Spectrum: M+. 43S 



4 ------ NMR Spcptn= (I)MSO-d,  373K) 1.53 in 211), 1.79 m ~Fr 211), 2.12
(n, 21-1), 2.32 (rr_, 411),  n : ,r 2.62 (in, 8881-1), 2.91 (in, 211), 3.66
(s, 21-1), 4.72 (by s, 211), 6.63 (iii,  111), 6.82 (in, 111), 6.98 (ni,
111),  727 (n, 111). 7.99 (cu, 2H), 8.13  (d, 2.1I), 8.24 (d, 111), 8.87
(d,  111), 9.51 (br s, 111); !Muss  Spectrum: JM+HT 510. -- - -------- -
-------------- - - -- - ---------- ------------- - - ------  WO 20061024341
PC 1761320)51}03355  135 Analytical Data ccnb 2LInd SIVT  `x'11 Spectrum:
(DMSO-d6 5 373K.) 0.97 (t, 611), 252 (in, 611),  2.65 (t, 211), 3.89 (s,
211), 4.71  H [ (br s, 211), 6.63 (m, 111), 6.82 (rk, 111), 6.98 (m, 111),
7.27 (m, 11-1),  7.99 (d, 211), 8.13 (d, 21-1), 8.29  (d, 111), 8.89 (d,
11-1), 9.50 (br s,  111);Mass Spectrum: M-;-r 443. ---- -
---------------------- ------------------------ ------- - - 6 .'-141 .-
Spect1' im: (T)MSO-d6 373K.) 1.39 (in. 211), 1 50 (in,  4113, 2.35 (in,
411), 2,40 (t, 2H),  N I ) . 2.66 (t, 211), 3.88 (s, 2H), 4.73 



t1 (br s, 211), 6.63 (nk, 111), 6.82 (in,  111), 6.98 (nk, 111), 7.27 (in,
111),  7.fi99(d,211),8.13(d,211),8.28  i r (d, 1H), 8.89 (d, 111), 9.50 (br
s.  111); ]glass Spectrum:.N14-W 455.  ------ - ........ 7 NNE---S kec:
(131~1SO-d,  373K2.20s611 2.27 (s, 7. GN 2,46 (t, 211), 2.58 (t, 211), 3.70
(s,  i 211), 4.72 (hr s, 211), 6.63 (m,  111),, 6.82 (nk, 111), 6.98 (in,
111),  7.2.8 (in, 111), 8.00 (d, 21t), 8.14  (d, 211), 8.26 (d, 113), 8.87
(d,  111), 9,50 (hr s, 11=1); Mass  Spectrum: NITH' 429, WO 2006/024841
PCT/GB2005/003355  136  --- -rtelyfi l Data. Compound
...................._" ... SM NMR__ Spectrunm: (DMSO-d6  Ho i 3731Q 2.29
(s, 311), 2.61 (t, 211),  3.559 it, 211), 3.75 (s, 21-1), 4.11 t (br s,
1H), 4.73 Cllbr s, 21), 6,63  (tn, 1H), 6,82 (m, 1H), 6.98 (rr,  111), 7.28
(n, IH), 8.00 (d, 211),  8.13 (d, 21-1), 8.30 (d, 11fl, 8.89  (d, 111),
9.50 (br s, 111); Mass  Spectrum: M-t-11` 402. 



----------------- ------ ---- - - - - - --------------- NIYIR Spectrum:
(T)MSO-d6  9 v 373K) 126 (t 1), 157 (m, 4111),  106 (q, 211), 3.26 (m,
4.1), 334 ~ ;u t (s, 211), 6.63 (ru, 1H), 6.82 (ln,  111), 6,98 (tn, IH),
7.27 (in, 11-1),  8,00 (d, 2.H), 8.13 (d, 213), 8.28  (d, 111), 8.89 (d,
11-1), 9.50 (hr s,  113); Mass Spectrum: N1-H+ 505,  r- -
--------------------------------- -------------------------------------- 14
N_ 1R Spectzu n: (DMSO-dh  373K) 0.97 (t, 611), 2,28 (s, 313),  ^d, F %
2.55 (nn, 8H), 3.70 (s, 21I), 4.72 3=` (br s, 211), 6.63 (in, 11-T), 6.82
(m,  111), 6.98 (tn, 11-I), 7.27 (m, 111),  8.00 (d, 211), 8.13 (0, 2H),
8.27  (d, 1H_), 8.87 (d, 111), 9.50 (br s,  1H); Mass Spectrum: M+-I1+ 457.
-- - --------------------- - - - - --- - ------------- ------------ - - - -
- ----------- - - ---- WO 20061024841 PCTIGB20051003355  - ----- - --- - --
------------- mealy heal Data Cam Bend x 5161  --------- - - 11 111L11t
Spectrum: (DMSO-d6  t 373K) 1.03 (d, 3F1), 2.11 (m,  N. 1H), 2.18 (s, 6H).
2.30 (n, 1H), ; 2.76 (m, 11-]), 3.91 (d, 211), 4.72  (bir s, 21-1), 6.63
(rn, 11-1), 6.82 (m,  111), 6.98 (in, 1H), 7.27 (in, 111),  



7.99 (d, 2H), 8.13 (d, 211), 8.30  (ti, 11-1), 8.89 (d, 1I1), 9.50 (br s,
11I); Mass Spectrum: M+T-I' 429. - -- - ----- - -------------- 12 NMR
Spectrum: (DArMSO-d6 3731) 2.55 (na, 4H), 2.87 (s,  311), 3.14 (in 4H),
3.74 (s, 2H),  J CI h 6.63 (in, 111), 6.82 (in, 1H), 098 (3n, 1H), 7.27 (m,
111). 7.99 (d,  21-1), 8.13 (d, 211), 8.28 (d, 11T),  8.87 (c, 11), 9.50
(br s, 111);  Mass Spectrum: M+1-1+ 491. --------- - --------- i.
----------------------------- - -""<.  N16R Spect-axn: (T.1MSO-d6 13 373K)
2,36 (s, 3H), 2.84 (ice.,  61H), 3 90 (s, 2H), L.72 (br s,  1. 2H), 6.63
(in, 1.16), 6.82 (rn, 11'1), 6,94 (in, 31-0, 7.23 (m, 111), 7.28  (m, 11f),
7.40 (na, 1F1), 7.98 (d,  2H), 8.13 (d, 2H), 823 (d, 1H),  8.85 (d, 11),
9.50 (br s, 11-0;  Mass Spectnun: M411,. 501. ---- ---------- -- - - ----
WO 2006/4)24841 PCT/GBZ005/ 3355  138 Analytical Data 14 ISTIMIw
Speetata?r: (DMSO-d6  373K) 2.50 (m, 8H), 3.04 (m,  1 211), 3.68 (s, 211),
4.12, (br s, 



\~ \ t 2LI), 5.20 (in, 2H), 5,83 (au, 11),  6.64 (zaa, 1k3), 6.42. (iY?,
J.T-1), 6.98 (m, 1H), T27 (ri, 1.11),, 7.99 (d, 21I), 8.13 (d, 2H), 8.24
(d, 111),  8.87 (d, 111), 9.50 (br s, 11-1);  Mass SpectYtsm A-1+f1' 453, -
- - - - - - - ------------ - -------------------------- - - - NMRSpectrum:
(DTt.1SO d6 t  1373K) 2.50 (rya, 1011), 3.26 (s,  13H), 3.47 (t, 2f1), 3.66
(s, 211).  4,72 (hr s, 2H), 6.64 (ria, 111),  6.82 (pa, 111), 6.98 (m,
111), 7.27 ! (qa, 111), 7.99 (d, 211), 8.13 (d,  2H), 8.24 (d, 111), 8.86
(d, H=T),  9.50 (br s, 111); Mass Spectrum:  1L1+le 471. NNf _ Spectrum:
(DMSO-d6  3731,-,) 2.22 (s, 6I1), 2.43 (S, 411),  j V y 2.S0 (any 811 ).,
3.63 ($, 2H), 4.72 (br s, 211), 6.63 (an, 111), 6.82 (rz,  1H), 6.98 (m, 1
), 7.27 (m. 111),  7.99 (d, 29), 8.13 (d, 211), 8,24  (d, 111), 8.87 (d,
1I-I), 9.49 (br  11-1); Mass Spectrum : AMT. 484. WO 20061024841
PCT/GB2005t003355  139   -,  mall tacal Data (;uaapmaaaea x 4Prf di 'dM12
Spectrum: (DMSO-ds  17 



373x) 2.58 (m, 41-1), 3.56 (an,   J 1 r 4H), 3.72 (s 2H), 4.735 (br  211),
6,62 (m, 211), 6.77 (d, 1H),  6.82 (nn, 111), 6,98 (m, 113), 7.27  (m,
111), 7.50 (in, 11-1), 0.00 (d,  21-1), 8.10 (fn, 1111, 8.14 (d, 211),
8.30 (d, 11--1), 8.90 (d, 111), 9.50  (br s, 111); Mass Spectrum:  M-i-I-1+
490. 18 NMR Spectrum: (DMSO-d5  373x) 2.57 (m, 13), 3.72 (s.  j j 2H), 3.80
(m, 411), 4.72 (br s, a ' d 21-1), 6.59 (m, 111), 6.62 (an, !H),  ;;r< 6.82
(in, IN), 6.98 (m, 11-1), 7.27. (m, 113), 8.00 (d, 21-1), 8.14 (d, 211),
8.30 (d, 11-1), 8.33 (d, 211),  8.90 (d, 111), 9.50 (br s, 111);  Mass
Spectrum: M+H+ 491.  - ---------- N ' -----_S?pectrwn: (DMSO-d6  19 373.x.)
2.61 (m, 413), 3.63 (m,  411), 3.73 (s, 211), 4.72 (br s,  a v ,s 211),
6.64 (rn, 11-1), 6.82 (m, 113),  ' 6.98 (m, 111), 7.217 (m, 1.11), 7.82
(d, 113), 8.01 (d, 21.1), 8.05 (r_e,  11-0, 8.14 (d, 211), 8.26 (cl; 113),
8.31 (d, I1:1), 8,90 (d, 1.11), 9.50  (br s, 111.); Mass Spectrum:  M+13+
491. 



WO 2006/024841 PCTIC820051003355  140 -- -
_W_________________________________________________________ -
.------------------------------- __..__._.... _._._------ ........-
Analrollcal Data 20 N - Suectrui: (13MSO-d6  014 373K) 2.70 (m, 411), 3.24
(m,  C4V ( ivr`~ ~~ ~1 r 4H), 3.75 (5, 211), 4.72 (hr s  231), 6.64 (in.
1H), 682 (m, 111),  6.88 (nn, 111), 7.07 (en, IH), 7.17  (m, 113), 7:27 (m,
I H), 7.57 (7n,  111), 7.63 (in, 11-1), 8.00 (d, 2H),  8.14 (d, 213), 8.31
(d, 1H), 8,91  (d, 1H), 9.50 (br s, 113); Mass  Spec rum: M-}H' 514, 21
NNIR2 Spectrum: (DMSO-d6  s Pd 313K) 2.68 (n, 433), 3.76 (s  211), 4 82.
(m, 413), 4.72 (br s,  tY P9 211), 6.63 (nn, 1H), 6.82 (in, 1H)  6.98 (in,
111), 7.27 (nn, 131)), 8.01  (ci, 211), 8.08 (rn, 111), 8.14 (d,  211),
8.31. (d, 111), 8.40 (ci, 11-1),  8.90 (d, 111), 9.50 (br s, 111);  Mass
Spectrum: 141+H+ 516. ------------- ------- ------------
-------------------------- - - - - ---------- NMR Spectrum: (Dl\/ISO-d(, 22
\n Y i:t 373K") 1.; t0 (in, 411), 2.27 (m, CI STS 3 J I! it A 6JL. ' rt_.
211), 2.44 (m, 111), 2.63 (in, 11 ), 14- 



' my 57 3  3.48 (nal 4H), 3,51 (txr, 4H), 3.! (br s, 211), 4:73 (br s,
211), 6.63 W020  (m, 1H), 5.82 (in, 1H), 6.98 (ran, 04018 i  111), 7.27
(in, 111), 8.00 (d, 21-1), 480  8,14 (d, 211), 8,28 (s, 1H), 8.87 (s, 111),
9,51 (br s, 1HI); Mass  Spectt-iam: 141+H' 525. WO 20061024841
PCTIGB200510033 +S  141 ------------- ! CBI  Conpound____
__r...""""""<_-----;. ...................._..._ ---i-....--...  It NMR __
SpeectrEm,: (DM80-a'6 it 2' .._.~ ,. tt 37c3K) 1.69 (n. 21 , 0.76 (3n, m.
~~ ys 211), 1.89 (m, 111), 195 (m, 4),  a p 3.60 (m, 41-1), 3.71 (s, 2H),
4.71  (hr s, 2H), 6.63 (m, 11-3), 6.82 (in,  Ill) 6.98 (iar, Itl), 7.27
(in, 111),  8.00 (d, 2H), 8.14 (d, 211), 8.28
(d,1H),8,89(d,lll),E).SU(brs,  11-1); Mass Spectrum: MI-H+ 481.
------------------------ - - - E.X11UNIPL1 12 Using an analogous procedure
to that described in Example 9, the appropriate amine  starting material
was reacted with N-(2-, butoxycarbonylaaniaaaphenyl)-4-(3-eyaaao-5 s
foarnylpyridin-2-y] )berzamidc to give the compounds shown in Table 7
below.  Table 7 N-~f  H 



H2N  1o WO 2006/024841 PC ICB2 05/003355  142 --------- - -
----------------------------- ------- - - ---------- - Analytical Data
--------------------- 1MR' Spectrum: {1)MSO-d5 E~ rC E 371K) 1.u7 (d, 61-x,
2,06 (br s,  11), 2.80 (m, 11-1), 3.86 (s, 211),  4.72 (br s, 211), 6.63
(m, 1H),  6.82 (n1, 11-1), 6.98 (zn, 1H),  7.27 (m, 113), 7.98 (d, 2H),
8.13  (d, 211), 8.29 (d, 1h), 8.88 (d,  i 1H), 9.50 (br s, 1H); Mass
Spectrum: 141+H+ 186. 2 . j , C-N N 3R Spcctnirn: (DM8t9-d6  H 37 D -) 0.92
(d , 6-1), l .'7 3 (m,  111), 2.17 (br s, 111), 2.42 (d,  211), 186 (s,
2H), 4.72 (hr s,  21.1), 6.63 (m, 111), 6.82 (iii,  j 1H), 6.98 (1n, 1H),
7.27 (m,  1H), 7.99 (d, 211), 8.13 (d, 2.1i),  1 &29 (d, 11-1), 8.89 (d,
11-1), 9.50  br s, 111); Mass Spectnaw  f-E 13+ 400. WO 20061024841
PCTIGB2005/003355  143 



- - - -------- --- -------- Analytical Daa ComQpund i SM 1
--------------------- - ------- H 373K) 3.24 (rn, 211), 3.86 (s,  21-1),
4.72 (hr s, 21), 5.08 (tn,  111), 5.21 (m, IH), 5.90 (ni,  111), 6.63 (in,
111), 6.82 (m, `  1 1H), 698 (m, 111), 7.27 (3n,  1H), 7.99 (d, 211), 8.13
(ci, 2H),  8.29 (d, IH), 8.89 (d, 111), 9.50  (hr s, 1H); Mass Spectrum:
M+1-1' 381. ----------------- ----- A XMR _S eactrum: (DMSO-d5  CSI 373K)
0.30 (m, 2H), 0.42 (n,  I H f \~ 211), 2.14 (m, 11-1), 3.89 (s', 2H), 4.72
(hr s, 21), 6.63 (at, 11-3:),  6.82 (m, 11I), 6.98 (m, 111),  7.27 (rn,
111), 7.98 (d, 21-1), 8.13  (d, 2H), 8.28 (d, 11), 8.89 (d,  11-1), 9.50
(br s, IH); Mass  Spectrum: M+H} 384. L ------------------- - ------ - -
----- ---------------------------------------------- . .......... WO
20061024841 PC'T/GB20051003355  144 Analytical Data Compound X , SM  NlvLR
Spectnim (DMSO-d6 CN 373K) 1.40 211), 1.51 (ni,  



H I1 ' 211), 1.67 (in, 211), L'77 (in,  11. 21-1), 2.14 (br s, 111), 3.08
(m. 113), 3.84 (s, 21-1), 4.72 (bi- s,  2H), 6.63 (nz, IH), 6.82 (m,  111),
6.98 (r-a, 1H), 7.27 (m,  IH), 7,98 (d, 2H), 8.13 (d, 213),  8.28 (d. 111),
8.89 (d, 111), 9.50  (tar s, IH); Mass Spectrum:  WAV 412. NMR Spec
(DMSO-d,-,  6 ------------------------------
-------------------------------------------------------------------- III
373K) 0.88 (t, 311), 1.04 (d,  H 3H), 136 (nl, 1H), 1.49 (in,  IH), 2.04
(bi- s, 1H), 2.59 (m,  111), 3.88 (d, 2H), 4.72 (bi- s,  2.11), 6.63 (nn,
1H), 6.82 (in,  11-1), 6.98 (rn, 111), 7.27 (nx,  111.), 7.99 (d, 2H), 8.13
(d . 211),  8.29 (d, 111), 8.89 (d, 111), 9.50  (br s, 1H); Mass Spectrum:
M+111- 400. ........................._-..-..1...................-...
..._.-..........._...........------------" ---
--------------........._.............1:.1::::::......._.......___...____.
WO 2006/024841 PC TIGB20051003355  145 (.=33x!1 SRitE3i1 x NNTR Spuctruxu:
(DSO-d6 `,` ~y ,Cld 37310 0.88 (t, 3H), 1.04 (d, {  { 1 = 3.H), 1.36 (n,
1H), 1.49 (z~z, 



N' I  1H), 2.04 (br s, 113), 2.59 (in,  111), 3.88 (d, 211, 4.72 (br s,
211), 6.63 (in, IH), 6.82 (m,   11-1), 6.98 (m, 1H), 7.27 (m,  111), 7.99
(d, 21-11 8.13 (d, 2111,  8.29 (d, lll), 8.89 (d, 1.H), 9.50  (br s, 11-1);
Mass Spectrum:  Ml+H' 400. ..... ----- ----- ------------- ---------------_
Es N M!5`i$ `' 2Ct um (DMSO-&, 373K) 2.37 (s, 3H), 3.81 (s,  . ~ j 211),
4.72 (br s, 211), 6.63 (rn, 11 1I 3e8z (m, H), 6.98 (m,  [ 1H), 7.27 (Fn,
1.H), 7.98 (d,  214), 8.13 (d, 21-1), 8.27 (d, IH),  8.87 (d, 11-1), 9.50
(br s, 1H);  Mass Spectrum Tv -H 358. I } 1~ -^ IN 13SV1 Spectrum: ( IvISE}
d6  9 373K) 0.91 (t, 311), 1.50 (in,  E n .+~ 2H), 2.57 (t, 2H), 3.87 (s,
21I),  4.72 (br s, 211), 6.63 (in, 111),  6.82 (m, 111), 6.98 IF),  7.27
(in, 1H), 7.98 (a, 21I), 8.13  (r:, 2H), 8.28 (d, 111), 8.88 (d,  11-1),
9.50 (br s, 1H); Mass  S1+ectnnz:: M-1-1+ 384. WO 2006/024841
PCT/GB2005/003355  146 



.............. ..... ..:.--, --__--------- I Analytical Data
~Inlaaaiaftl.... Y S1SI  --------- ------- - - ------------------ ---------
- --------- - - - - ------------------- N NNI1t. Sx.ectr m: (1ATt1SO-dt  10
(axe,  373K) 0.92 (t, 3H), 1,39 214), 1.49 (cal, 211), 2.60 (t, 21I),  3.87
(s, 21-1), 4.72 (br s, 211),  6.63 (in, 11-1), 6.82 (m, 11=1);  6.98 (m,
11=1), 7.27 (1n, 1H),  ;.99 (m, 211), 8.1-1 (21x, 211),  8,28 (d, 111),
8.88 (d, 111), 9.50  (by s, 1H); Mass Spectrum:  ]v1+H"~ 400. ------ ---
----- - ---------- --------- 1.1 @ R-_ ec : (DN1SO-d6  3731Q 0.91 (t, 311),
1.08 (d,  313), 1.37 (an, 11-1), 1.52 (n'a,  11-1), 2.62 (m, 114), 3.89
(rn,  21-1), 4.72 (hr a, 211), 6,63 (En,  11), 6.82 (an, 1H), 6.98 (m.,
11), 7.27 (rn, 113), 7.98 (d,  2H), 8.13 (d, 21:1), 8.30 (d, 111),  8.90
(1, :H), 9.50 (hr a, 1H);  Mass Spebtrum: N.1--H` 400.  NAAR Spectrum:
(DMSO-d6  12 N. 



373K) 1.73 (ri, 413), 2.23 (in,  211), 3.30 (rt1, 11-1), 3.82 (a, 211),  N
s 4.72 (br a, 2H), 6.63 (in, 111),  6.82 (m, 113), 6.98 (in, 111),  7.27
(i1n, 11-1), 7.98 (d, 211), 8.13 t  (d, :1), 8.28 (d, 113), 8.88 (d, 111),
9.50 (br s, 11-1); Mass  Spectr m: I\J1H- 398. WO 2006/021841 PC
i'ICb2OO5IOO33S5  147 EXAMPLE 13 Using an analogous procedure to that
described in Example 9, the appropriate amine  stathag material was reacted
-yvith.N'-(1-t-butoxyearbonylaniinophesxyl)-4-(3-eyano-5(ho so- 5 ethyl)-6.
methylpyridin-2-yl)benzamide prepared in Method 27 to give the compounds
shown  in Table 8 below. Table 8  t't  H2N { ---------------
---------------------- ----------- Qm oIrn x ~FE;~Sb T9 ata Bile { } 1 !
StrectrErm (DMSO-d, { X73: ) l 05 (t, 31), 1.33 Ielod  (d, 3I1), 2143 ( r s
x , 1%T,), 2.55 (in, iii) 2 . 6  27  d i (s, .3 ), 4.08 (q, 1II), 4.72 (br
s,  F rr 2I1), 6.63 (in, IIl), 6,82 (xm, al),  E I3 6.98 (rn, 1H), 7.28 (m,
IH), 7.98 



(d, 2H), 8.12 (d, 21), 8.30 (s, 1H), 9.48 (br s, Ili); Mass I t  spectnam.
M+11'400. _ ? - 3  le]M S_pec:tpurr (DMSO-~  Method 3%3K) 0,86 (,a., 211),
1.44 (m, 1011), 2.45 (m, 11), 2.73 (s, 311), 27  3.82 (t-i, 111), 432 (br
s, 21-1), }}  CN 16.63 (na, lil), 6.82 (rcx, 111), 6.98 (in, 111), 7.28
(in, 11-1), 8.00 (d,  21-1), 8.12 (d, 2H), 8.19 (hr s,  N 1H), 9,50 (br s,
III); Mass  S> ectxlm-i M+H4 440.  WO 20061024841 PCT,/GB2005/003355  148
~cexvtl~ouxsd___ Analytical T3aisx ..... P S14Z  OH i v R Spect um: (7)
d1SO-d6) 3 1.42 (d, 3H), 2.66 (s, 3Y" 4.72 Method  (br s, 21-1), 5.02 11
5.19 (or 27  Ili ON s, 11), 6.63 (in, IH-H), 6.82 (m,  Ill), 6.98 (nn,
111), 7.27 (in, 11),  7.98 (d, 211) 8.12 (d, 211), 8,24  (s, 111), 9.48 (ur
s, 11-1); Mass S ectru n: M+H+ 373 Y During the isolation of Example 13/2,
Example 13/3 was isolated as a by-product.  EXA1aIPLE 14 



14-(2-Amin ophen.4)-4-(3-cyano-5- { ['2-(ethylamino)etlioxy]methyl}pyri
dint-y1)benzamnide  I~-ip r 0 `[~t I ctl 4 ~ t_f N. t-Butyl
(2-{[4-{3-eyarxo-5-a [2-(ethylan: ino)ethoxyimethyi}py~ridin-2
yl)benzoyl]amino}phenyl)oarbarnate (466 r rd, 0.90 mmol, prepared as
described in i4ethod  28), 1,4-dioxane (3.4 ml) and a 4M solution of
hydrogen chloride in 1,4-dioxane (3.4 ant)  were stirred at ambient
temperature for 4 hours. 10 The resulting precipitate was collected by
filtration, washed with diethyl ether (3 x) and  dissolved in methanol.
'The solution was absorbed onto an SCX-2 colours and the column  washed
with methanol (3 colun:ui volumes) and the product eluted with a 2M
solution of  ammonia in methanol (3 column volumes), The ammonia/rnetlranol
solution was concentrated under reduced pressure to give the title comps
and (320 mg. 86 %); N V11 is Sl ectrur a: (DMSO-d6) 1.02 (t, 3I), 2.56 (m,
41-1), 3.51 (rn, 211), 3.76 (s, 211), 4.44 (nr, 11),  4.95 (by s, 111),
6.62 (n., ITT), 6.80 (d, 111), 7.00 (rn, 1-1-1), 7.22 (d, 11-)., 8.00 (d,
211), 8.16 (d,  211), 8.39 (s, 11), 8.92 {s, 11T), 9.78 (s, 1F1);
M.a_szSpeclr-um: +NTI T: 416. WO 2006/024841 PCT/G1120051003355  149
EXAMPLE 15 '-(2-arninophenyl)-4-(3-cyano-5-42-(ruethy arnino)etluax5'
methy'1}p di3n-2-}rl)benz mide  H H N-, '`~.\.. x 1 j  t-Butyl
(2-1[4-(3-cyario--5-{{2--(_cnethy%:amine)ethoxy,nrethyl}p5~idin 2
yl)henzoyl]amino}phenyl)carbamate (465 mg, 0.93 mmol, prepared as described
in Method  30), 1,4-dioxane (3.5 ml) and a 4M solution of hydrogen chloride
in 1,4-dioxane (3.5 ml)  were stirred at ambient temperature for 4 hours. 



The resulting precipitate was collected by filtration, washed with diethyl
ether (3 x) and  io dissolved in methanol. The solution was absorbed onto
an SCX-2 column and the column  washed with methanol (3 column volumes) and
eluted with a 2M solution of aimno:ia in  methanol (3 column volumes). The
amnroniaimethanol solution was concentrated under  reduced pressure and the
residue purified by reverse phase HPLC. The product trifluoroacetate was
re-dissolved in methanol and absorbed onto an S(X-2 column and the 15
column washed with methanol (3 column volumes) and the product elided with
a 2141 solution  of ammonia in methanol (3 colum: volumes). The
anunoninirmethanol solution was  concentrated under reduced pressure to
;,live the title compound (2.00 mg, 54 `%); 11  Snnectrum: (D.%4SG-d(,)
2.24 (s, 3H), 2.51 (m, 211), 3.55 (m, 211), 3.69 (s., 211), 4.47 (in, 114),
4.95 (br s, 211), 6.62 (m, 1.13), 6.81 (d, IH), 6.99 (m, 1H), 7.21 (d,
111), 8.01 (d, 211), 8.15 (ci, ac 211), 8.40 (s, 111), 8.91 (s, 111), 9.79
(s, lI1); 1aes 3D ctnlm: 402, WO 2006/024841 PCT/GB20051003355  150
EXANTPLE 16 N
(2-aaminophenyl)-4-(3-cyano-S-{[2-(issopropylaniino)etlaoxy]lnethyl}pyridin
-2- yl)benzamide NF12  t N t-Butyl
(2.-{[4-(3-cyaaao-5-{['2-(tropropylamino)ethoxy]n.ettzv}pyiidin.-2-
yl)benzoyl]arniuo)phen_yl)carhamate (1719 mg, 0.32 mmol, prepared as
described in Method  31), 1,4-dioxane (1.5 ml) and a 4M solution of
hydrogen chloride in 1,4-dioxane (1.2 ml)  were stirred at ambient
temperature for 21 hours, to The resulting precipitate was collected by
filtration, washed with diethyl ether (3 x) and  dissolved in methanol. The
solution. was absorbed onto an SCX-2 column and the column  washed with
methanol (3 column volumes). The product was eluted with a 2111 solution of
ammonia in methanol (3 co laurel volumes). The amnonia/methanol solution
was concentrated under reduced pressure and the residue purified by reverse
phase Hp1,C. The 1; isolated trifluoroacetate salt of the product was
re-dissolved in methanol and absorbed onto an  



SCX-2 column and the column washed with methanol (3 column voluanes) and
the product  eluted with a 2M solution of ammonia, in methanol (3 column
volumes). The  ammonia.%methanol solution was concentrated under reduced
pressure to give the title  compound (83 mg, 61 %); NMIR ~S e r (DM50-d5)
1.33 (d, 611), 2.55 (in, 21=1), 2.93 (m, 20 1l), 3 L11. (m. ^. I), 3.75 (s,
2I1), 4.34 (br s, i ), 4.45 (lor s, 2H), 6 2 (in, aFf , 6.80 (d, 1Il),
6.99 (m, 111), 7.21 (d, 11-1), 8,00 (d, 2H), 8.15 (d, 2H), 8.41 (s, 1R),
8.94 (s, 1H), 4.78 (s, 1H),  Maus 3pectraarn: lvi+I3+ 4311. WO 2006/024841
PCT/GB20051003355  151.  EXAMPLE 17 11', (' atniixophcnyl)-
-(3-cyano-5_{[('3- raetno;.;r-l-metl~)rlethyl)ami o]ar etY:y'_3u}nidin-2-
yl)benzamide 1  H } 1 ice. N' NH12  0  -~F
(2-t-Btitoxwarbonylaiurnopgenyt)_4_(3-eyatio-5-foiinylpyridin-2-yl)bcnzain:
de (0.20 g, 0.45 rninol; prepared as described it Method 15 below) and
2-amino-1- methoxypropaue (56 uag, 0.75 mnlol) were dissolved in
dichloronmethane (5 ml). Titanium  (TV) isopropoxide ( 0.27 ml, 0.90 manol)
was added and the mixture stirred at ambient  temperature for 2 hours.
Sodium borohydrlde (68 nag) and methanol (0.5 ml) were then added to and
the mixture stirred :for a further 2 hours. The solution was absorbed onto
an SCX-2  colmm and the product eluted with a 2M solution of ammonia in
ixtethanol. Concentration of  the solvent gave the product as a gums. This
was dissolved in dichtoroinethone (5 ml) and  trifluoroacetic acid (I nnl)
was added and the solution then stirred at ambient temperature for 4
hours. The resulting solution was absorbed onto an SCX-2 column which was
washed with is methanol (2 column volumes) and then the product eluted with
a 2141 solution of ammonia in  methanol (2 column volumes) to give the
product as a guru. This was stirred in diethyl ether  to give the title
compound as a. white solid (66 mg, 57 %), \;;411$, Spectruum: (DTJSO-d6)
1.02  (d, 311), 2.50 (br s, 1H)" 2.82 (in, 1H), 3.24 (n., 2H), 3 26 (s,
3H), 3.91 (in, 211), 4,95 (hr s,  



211), 6.62 (r1, 111), 6.80 (d, 111), 6.99 (in, 111), 7.21 (d, 1H), 7.99 (d.
2H), 8.16 (d, 2H), 8.39 ....0 (s, ITT), 8.92 (s, 1H), 938 (s, 1H), Mass
Spectrum: M+H+ 416, WO 241036/024841 PCT/GB200510033355  152  EXAMPLE 18
Using an analogous procedure to that described in Example 17, the
appropriate amine  starting material was reacted with Al
(2-4-butoxl,carbonyiaxninophennryi)--4-(3-cyano-5-
bor-tnylpyTidin-2-yl)benzaniide prepared in Nfethod 15 to give the
compounds shown in Table  5 9 below. Table 9  Nil NH,  N 0  -------- ------
Compoenrd x I Analytical Data SM  1. .. S 1N1%l'a. S156utnlm (DMl80 :.."
,,ter 0. d4) 1.68 (in, 2h), 2.51 (s,  G a,  ~. ; 1H), 157 (t, 2H), 3.23 (s,
311), 3.40 (t, 21-1), 3.34 (s,  211), 4.95 (hr s, 2H), 6.62 j (rn, 111),
6.80 (d, 1H), 699  (n;, H-1), 7.21 (d, ' 11), 7.99  (d, 2H), 3.15 (d, 211),
3,37  (s. 111), 3.91 (s, 11I), 9.73  (s, 11-1); Mass Spectrum:  NT-) H 416.
WO 2006/024841 PCTIGB20051003355  



153 ----- -------- - - - NMR Spectrum: (DMSO N  2 N do); 2.48 (s, 3H), 3.57
(br s,  1H), 3.88 (s, 2H), 3.91 (s,  r~l' N' t s 2H), 4.94 (br s, 2H), b.62
(m, 111), 6.80 (d, 111), 6.99  {m, 1H), 7.21 (d, 11-1), 7.99  (d, 2H), 8.16
(d, 213), 8.40  (s, 1H), 8.47 (s, 1H), 8.59  (s, 1H), 8.92 (s, 1H), 9.79
{s, 1H); Mass Spectrum:  M+1-I- 450. -- _, ----- --------- ;;;;_ NMR
Spectrum: (DMSO- N d6); 2.85 (br m, 1H), 3.71  (s, 2H), 3.79 (s, 3H), 3.88
=N (s, 213), 4.95 (br s, 21I), 6.62  (m, 1H), 6.80 (d, 1H), 6.96  (m, 3H),
7.23 (m, 2H), 137  (d, 1H), 7.99 (d, 2H), 8.16  (d, 2H), 838 (s, IM, 8.92
(s, 11-1), 9.78 (s, 1H); Mass  Spectrum: M+IT' 464, -------------------- -
------ ------------ tvjylR Spectrum: (DMSO 4 



1 r; ~' ^ ~ Y~ `" p d5); 3.76 (s, 5H), 3.87 (s,  1= N _  211), 4.95 (br s,
214), 6.62  cr ` (m, IH), 6.81 (m, 2H), 6.98 (in, 3H), 7,24 (m, 213), 7.99
(d, 2H), 8,16 (d, 2H), 8.38  (s, 1H), 8.92 (s, 1H), 9.79  (s, 111); Mass
Spectrum:  M+11'- 464. WO 2006/024841 PC7'(G112005/003355  154 5 N NMR
Spectrum (DMSO  _ Ny bx ~ ' d5 ; 1.07 (d, 6H , 1.65 (m,  l E 2H), 2.50 (br
s, 1H), 2.57  (t, 2H), 3.42 (t, 2H), 3.50  (m, 1H), 3.84 (s, 211), 4.95
(hr s, 2H), 6.62 (m, 1 H),  6.80 (d, 1H), 6.99 (in, 1H),  7.21 (d, 1H),
7.99 (d, 2H),  8.16 (d, 2H), 8.36 (s, l R),  8.91 (s, 1H), 9.78 (s, 1H);
Mass Spectrum` M+H' 444. s; NMR Spectrum: (DMSO- 1 d6); 127 (s, 111), 3.88
(s,  =.1 I~ fay 2H), 3.89 (s, 211), 4.95 (br s, ?H), 6.62 (nx, 1H), 6.81
(d, 111), 7.00 (m, 1H), 7.21  (d, 1H), 7.87 (d, III), 7.99  (d, 2H), 8.08
(d, lI1), 8.16  (d, 2H), 8.41 (s, 1I-1), 8.76  



(s, 1H), 8.94 (s, 1H), 9.79  (s, 1H); Mass Spcctnmi:  M+H+ 503. WO
2006/024841 PCT'/GB2005/003355  155 ------------------ _..Y.__________-
---- .7 ectrum (DM80 I  _ Nib Sp ds), 2.33 (s, 311), 3e40 (br s,  hl~ 1H),
3.93 (s, 2H), 3.99 (s,  2H), 4.95 (br s, 2H), 6.62  (m, IH), 6.80 (d, 1H),
6.99  (m, 1H), 7.14 (s, 1H), 7.21  (d, 111), 8.00 (d, 2H), 8.16  (d, 2H),
8.40 (s, 111), 8.94  (s, IH), 9.79 (s, IH); Mass  Spectrum: M+H 455.
------------------------------------
----------------------------------------------------------- -
--------------------- ---------------------------------- - - -
-------------------------- ---- 8 Pl NMR Spectnuri (BM80 frN Q; 2.61 (t,
2H), 2.68 (br s, i i  { !\\ 1H), 2.75 (t, 2H), 3.58 (s, 3H), 3.87 (s, 2H),
4.95 (br s,  2H), 6.62 (m, 11-1), 6.80 (d,  11-1), 6.85 (s, 1H), 6.99 (m,
1H), 7.21 (d, 1H), 7.43 (s,  1H), 8.00 (d, 2H), 8.15 (d,  2H), 8.35 (s,
1H), 8.91 (s,  1H), 9.78 (s, IH); Mass  8 ec~: M+H+ 452.  -----------------



WO 20061024841 PCT/CB2005/003355  156 EX MPL.E 19 4'-(2-ami~aophcnyl)-4-c
-cy~ano-5-{[(tetrahddro-2h py'ranr4-y.l3netlsgel)a:
il1O]3:rethy~ljlsyridin- 2,-yl)benzamide NHz  { 0  11f (2-i-Butcxs earl;
)iiyrlanlir;ophenyl)-4-(3-eyano-5-foiiuylpvridiu-2-vl)berizamidc  (0.20 g,
0.45 mmol; prepared as described in Method 15 below) and 4-
aminorrrethyltetrahydropyridine (81 mg, 0.7 rnmoi) were dissolved in
dichlorornethane (6 ml).  Titanium (ft?) i apropoxide (0.27 ml, 0.9 mmoi)
was added and the m xture stirred at ambient.  temperature for 2 hours.
Sodium borohydride (70 rag) and methanol (0.6 rnl) were then added w and
the mixture stirred fora further 16 hours. Water (4 ml) and a saturated
aqueous sodium  bicarbonate solution (2 nil) were added and stirred for 10
minutes. The product was extracted  with dichloromethane (3 x 10 ml) and
the organic -residues concentrated. The residue was  purified rising
chromatography eluting with 10 % methanol in ethyl acetate, and
concentration  of the solvent gave product as a gum. This was dissolved in
dicliloromethaxre (6 ml), 15 trifluoroacetic acid (1.2 hall) added and the
solution then stirred at arribient temperature for 2  hours. The resulting
solution was absorbed onto an S X:-2 column, which was washed with
methanol (3 colurrm volumes) and then the product cluted with a 2M solution
of ammonia in  methanol (3 column volumes) then concentrated to give the
product as a guru. This was re- precipitated by stirring in diethyl ether
(3 rnl) to give the title compound as a foam (73 mg, 37 zi Do). NNIR Spect
:Fm: (DIVISC)-d6) 1.18 (m, 21-I), 1,66 (m, 3_H), 2.46 (d, 2H), 329(m,
21..),  3.85 (in, 4H), 4.95 (s, 21-1), 6,62 (m, 1Fi), 6.80 (d, 11-I), 7.00
(m, 11:1), 7.21 (d, 1H), 8,00 (d,  211), 8.16 (d, 211), 8.39 (s, 1H), 8,39
(s, 111), 9:78 (s, 11-1); Mass Spectrum: 11%1+1i-r 441 WO 20061024841
PCUCB20051003355  157  EXAMPLE 20 



Using an analogous procedure to that described in Example 19, the
appropriate amine  starting material was reacted with~' (2-t-butoxycarboxx
r1.arninopheryli_ -(3-eyauo-5- forxnylpyxidiu-2-yl)be.nzanxide prepared in
Method 15 to give the compounds shown in'Tale  s 10 below. 'TABLE 10 NHy  H
0V rJ  _---. Corn ound-- ------------------_x -rud'tdcall3ata 1 1 Vlt
Spechmn: (D1M1SO- f l~ d5) 1.37 (m, 211) 1.87 (d, hi 21-17), 2.81 (m, 111),
3.31 (m,  211),3.88(d,211),4.00(s,  214), 4,95 (hr s, 214), 6,62 111), 6.80
(d, 111), 7M0  (na, 111), 7.21 (d, 111), 8.00  (d, 2.14), 8.16 (d, 211),
8.44  (s, 111), 8.96 (s, 111), 9,73  (s, 111); Mass Spectrum:  M-fNa'450 .
- - ------------------------------------- -- WO 2006/024841 PC'T/GB2005;
003355  158 IT Ll2. Spestrrun: (DMSo- d6)1,17 (s, 611), 2.73 (hr s,  211),
3.13 (s, 3H), 4.08 (ors,  2H), 4.95 (br s, 211), 6.62  



(zn, 111), 6.81 (d, 111), 7.00  tua, 1H), 7.21 (d, 114), 8.01  (d, 2H),
8.17 (d, 211), 8.49  (s, 1H), 8.999 (s, 1H), 9.80 l i  fs, 111); Mass
Spectrum: ------ '14-11+ 430. @@,  Example 21 :1;
_(2-arniiiophenyi)-4-c3-cyarro-5- ([xnethyl(e: rahydrofaran-2-
y1methyl)aEna:ino]methy ijpyxidin-2-yi)benzamide Xr r1~ \ 1r
N_(2-t-Butoxycarbonylanainopbeanyl)-4-(3-eyaa7o-5-forniyipy
rid:n-2-y1)beanzanide.  (0.20 g, 0.45 mmcl; prepared as described in Method
15 below), N rraethylteb ahydrofurfurylamine (81 nag, 0.7 nu-no') and
acetic acid (26 ,a1, 0.45 mmoi) were  dissolved in tetrahydrofutaa (5 nil).
The mixture was stirred at ambient temperature for 1  ao hour. Sodium
triacetoxyborohydride (144 nag, 0.7 mmol) was then added and the mixture
stirred for a further 3 hours. The mixture was concentrated and the residue
purified by flash  chromatography eluting with 1.00 % ethyl acetate.
Concentration of the solvent gave product  as a guar:. This was dissolved
in dichloroznethane (6 nil), trifluoroaeetic acid (1.2 nil) was  added and
the solution then stirred at ambient temperature for 2 hours. The resulting
solution 'L'SO 2006/024841 PCT/ B200S-/003355  159 was absofbed onto an
SCX-2 column, which was washed with methanol (3 column volu es)  and the
product eluted with a 2M solution of ammonia. in methmnol (3 column
volumes) then  concentrated to give the product as a gum. This was
re-precipitated by stirring in died. yl ether  (3 snli to give the title
compound as a foanvgum (43 mg, 22 %). N NITL Spec nim: (E)NISO-d6,  373K)
1LI NMR 1.53 (in, IH), 1.82 (m, 2H), 1.98 (na, 11-1), 2.37 (s, 31-1), 2.64
(m, 21-1), 3,000  (br 3.66 (q, 111), 3.77 (q, 1H), 3.84 (m, 21-1), 4.04 (m,
1H), 6.63 (rn, 111), 6.82 (d, 11),  



6,98 (aa1, 11--1), 7.27 (d, 111), 8.00 (d, 211), 8,14 (d,2111), 8.29 (s,
111), 8.89 (s, 111), 9.50 (hr s,  1F1); Mass Spectnun. -M'M+1-1+ 442. to
EXAMPLE 22 s"f-(2-anminopheny1)-4-(5-
{[inis(2-methoxyetlzyl)amino]methyl}-3-cyanopyridin-2- yl)benza:nide Using
an analogous procedure to that described in Example 21, the appropriate
amine  starting material was reacted witla,lr
(2-t-73nxeoxyoasbonyTlanlinephenyl)-4-(3-cyano-5 15
fornaaylpyridin-2-yl)benz.ainide prepared in Method 15 to give the
compouund shown in Table  11 below. Table 11  X. NH.-,  H .>I  y_. WE)
2006/024841 PCTIGB2005/003355  160 - - ----------- - ------- --- -
-------------- - ---------------- - ------------ -------- SM  Compound x
Analytical Data NMR Spectrum: (DMSO .........- ds, 373.K :2,83 (t, 41-I), f
~ N 3.26 (brm,81-1),3.49(t  4H), 3.94 (s, 21-1), 6.64 (m,  1.N), 6.82 (rn,
11-1), 6.99  (m, 111), 7.27 (in, IH),  8.00 (d, 2H), 8,14 (d, 211),  



831 (d, 111), 8.89 (d, 111),  9.51 (br s, 1I-1); Mass  Speebmm: M 460. - -
- ---------- - ------------- - ------------------------------- E t:AMPLE 23
~t(2-aminophenyl)-4-(3-eyaao-~-{I (2-ethocy tlarliantina uaetliyl}pl
idin-2-v1)berzamide  H NH0  H N Y  -~tntyl [2-({4-;_:i-eyare-5.-(hydrox
meth;,llp}ridin-^_ yi]benzoyl} arnino)pheuyl]carbanate (0.2 g, 0.45 mirol,
prepared a described in Method 29)  was dissolved with stirring in
tetrahydrothrari (5 ml)..NN-D isopropyle'.hylamine (0.24 nil,  1.35 mane;.)
was added and the mixture cooled to 0 C in an ice bath. Methanesulfonr'l :o
chloride (46 lsl, 0.6 frmiol) was added and he solution stirred for 30
minutes at low  temperature to form the mesylate. WO 2006/024841
PCT/GB2005t003355  161 '11-to mixture was allowed to waun to ambient
temperature and a solution of 2 ethox yothylamine (625 rag, 7.0 imtiol) in
tetrahydrolliran (2 nil) was added. The mixture was  then stirred. at
ambient temperature for 16 hours. The solution was concentrated under
reduced. pressure and the residue purified by flash chromatography eluting
with 10 %  ;mietharolletliyl acetate to give product as a grun. Tlme
residue was dissolved in dichloromethane (6 ml) and trifluoroacetic acid
(1.2 ml) added  then the solution then stirred at ambient temperature for
'2 hours. The resulting solution was  absorbed onto an SCX-2 column, which
was washed with methanol (3 column volumes) and  the product eluted with a
2M solution of ammonia in methanol (3 column volumes) then 3e concentrated
to give the product as a gum. The gum was re-precipitated by stirring in
diethyl  ether (3 nil) to give the title compound as a solid (86 mg, 46
NNIR'. lpecti ana. (hDMSO- d,) 1.12 (t, 31I), 2.45 (br s, 11-1), 2.68 (t,
2H), 3.44 (in, 41), 3.87 (s, 211), 4.95 (s, ZR), 6.62 (m,  



1I-I), 6.80 (d, lFI), 6.99 (ni, lH), 7.21 (d, 113), 7.99 (d, 211), 8.1 (d,
211), 8.38 (s, 11:1), 8.91 (s,  1H), 9.78 (s, I11); Mass Spec trtuia. MW
416. G$ EXAMPLE 24 Using an analogous procedure. to that described in
Example 23, the appropriate amine  starting material was reacted Mth
t-butyl [2-((4_(3-cyan-5-(hydrox)nnethyl)pyridir 2- yl]henzoyl)amino)pheny
l]carbamate (0.2 g, 0.45 imnl, prepared as descri3^^d in Method 29) a,m to
give the compounds shown in Table 12 below.  Table 12 N, R,  . E' H 25 WO
2006/024841 Pt"1GB20051003355  162 Compound x -Analytical Data 1 NMR
Sectrum: (DMSO-d5)  1.10 (d, 6F3), 2.68 (t, 2 3.46  (t, 2H), 3.55 (m, 1H),
3.89 (s,  2H), 4.95 (s, 2H), 6.62 (m,  1H), 6.80 (d, 1H), 6.99 (m,  111),
7.21 (d, 111), 7.99 (d, 2H),  8.16 (d, 2H), 839 (d, 11-1), 8.92  (d, 1H),
9.78 (s, 11-1); Mass Spectrum: M+H` 430.  -----------------------------
------- -----___. NMR Spectrum: (DMSO-d6) .s i 1.10 (t, 3H), 1.68 (m, 2H),
2.58  (t, 211), 2.63 (br s, 1H), 3.41  (m, 4H), 3.85 (s, 2H), 4.95 (s,  



2H), 6.62 (m, 1H), 6.80 (d,  111), 6.99 (m, 1H), 7.21 (d,  1H), 7.99 (d,
2H), 8.16 (d, 2H),  it 8.37 (d, 1H), 8.92 (d, 1H), 9.78  Mass Spectrum:
M+I1f 430. - - - --------------------- - - ------------------ iM Spectrum:
(DMSO d6) f p~~~r ~A~ F 0.88 (t, 3H), 1.52 (m, 211), 2.55  (br s, 1H), 2.70
(t, 2H), 3.34 (t,  2H), 3.47 (t, 2H), 3.89 (s, 2H),  4.95 (s, 2H), 6.62 (m,
1H),  6.80 (d, 1H), 6.99 (m, 1H),  7.21 (d, 1H), 7.99 (d, 2H), 8.16  (d,
2H), 838 (d, 1H), 8.92 (d,  11-1), 9.78 (s, 1H); Mass Spectrum: M+H' 430.
------------------------ ------- WO 20061024841 PCT1GB2005/003355  163 ---
--- ---------- - 4 iq NMR Spectrum (DMSO-d6) 1.55 (m, 1H), 1,81 (m, 2H),
E-+ 1.93 (m, 11-1), 2.60 (d, 2H),  3.63 (m, 1H), 3.76 (nx, 1H),  3.91 (m,
311), 4.95 (br s, 211),  6.62 (m, 1H), 6.80 (d, 1H),  6.99 (m; 111), 7.21
(d, 1H),  8.00 (d, 2H), 8.16 (d, 2H), 8.39  (s, 1H), 8.92 (s, 1H), 9.78 (s,



jj 1H); Mass Spectrums M+H ' 428.  - - - -------- - - ----- -
----------------------------- ---- - ----------- NMR Spectrums (DMSO-d6) d
E; 2.22 (s, 317), 2.97 (br s, 1H),  ~..+. 3.67 (s, 2H), 3.85 (s, 211), 4.95
(s, 2H), 5.96 (m, 1H), 6.12 (d,  1H), 6.62 (m, 1H), 6.80 (d,  1H), 6.99
(in, 1H), 7.21 (d,  1H), 7.98 (d, 211), 8.16 (d, 211),  8.34 (d, 1H), 8.89
(d, 1H), 9.78  Mass Spectrum: M+W438. WO 2006/024841 PCT/GB200S/003355  164
$11a'Y'YI(r)8 SECTION METHOD 11
,V-(2-t-butoxycarhonylainisaopherivi)-4-(3-evatiO?Py~ridin.-2-yl)ben2amide.
N-(2-t-bu
toxyc.arbonylarninopheazyl)-bt-(4,4,5,5_tetramet):hyyt-1,3,2-dioxa
borolan-2-yl) benzainide (400 ang, 0.913 mrnol; prepared as described in
international patent publication  number wo03/0871 057, method 13, page
60), 2-brornomicotinonitrile (167 mg, 0.913 rnmol),
tetraakis(triphienylpbosphine)palladiuni[0] (50 ing, 0.043 minol),
1,2--dimzethoxyethaue (4 nil)  and a saturated aqueous solution of sodium
hydrogen carbonate (2 ml) were stirred at 100c  under an atmosphere of
nitrogen in a microwave for I30 rains. the mixture -as allowed to o cool
before being partitioned between diehioromethanee and ;eater. the organics
were  separated, dried over sodium sulfate, filtered and evaporated. the
crude product was purified  by chromatography on silica eluting with 60:40
ethyl acetate : isohexane to afford the title  compound as a white solid
(214 mg, 57 ,o); nmzr spectrum: (dmso-d,) 1.45 (s, 91r), 7.18 (mu,  2h),
7.57 (m, lh), 7.66 (dd, iii), 8.01 (d, 2h), 8.13 (d, 2h), 8.47 (dd, 1h),
8.73 (s, 1h), 8.98 (d,  i5 1h), 9.97 (s, l h) mass spect:rurn: m+h` 415. 7



METHODS 2--. lasing an analogous procedure to that described in Method 1,
the N-(2-t- butoxycarbonylarninot)b.enyi)-4-(4,4,5,5-tetraanethyl-1,3
2,-dioxaborolaa-2-yl) bernzarnide  2 , starting material was reacted with
the appropriate brouno- or c.horo-pyridine to give the  compounds described
in Table 1.3 below. WO 20061024841 PCT1GB20051003355  ,165 'fat) le 1:3  0
~ FE [IN /r ------------- - ------ IVlethod X. Analytical Data SM  ------
------ ---- ---- ----------------------------------------------------------
---- 2 j f N NMR Spectrum: (DMSO d5) CAS 65996-18-1  1.45 (s, 9H), 2.42 (s,
311), Baldwin, JT; at a]  7.18 (m, 2H), 7.56 (m, 2H), Journal of 17.97 (d,
2H), 8.11 (d, 2H), Organic 8.30 (d, 111), 8.70 (s, 1H), Chemistry (1978),
8.83 (d, 1H), 9.93 (s, 1H); 43(12), 2529-35.  Mass Spectrum: M+H' 429.
---..._.. ----------------- 3 0 ~/ NMR Spectrum: (DMSO-d5)  1.45 (s, 911),
3.23 (s, 6H),  6.91 (d, 11-1), 7.17 (m, 2H),  7.55 (m, 2H), 7.89 (d, 2H),
8.05 (d, 2H), 8.34 (d, 1H),  8.67 (s, 1H), 9.91 (s, III);  Mass Spectrum:
M+H+ 458. 



- - ------------------------ ---------------------------- ---- 4 .-r h NMR
S ep ctxz p : (DMSO-d6) CAS 51561-50-5  1.15 (t, 3H), 1.45 (s, 9H), Lamm,
Gunther;  2.35 (s, 3H), 3.35 (m, 2H), et at Ger Offen  H 6.46 (s, 111),
7.17 (m, 2H), (1993), 7.56 (m, 3H), 7.90 (d, 2H), DE4142192  8.05 (d, 2H),
8.67 (s, 111), 9.89 (s, 1H); Mass Spectrum:  M+I11 472. - - - - - ---------
---------- ----------------- - - ------------------------ -- - -------- WO
2006/024841 PCT/GB20051003355  166 -------------------- Seth o X Anal
itieal Data SM - --------- - - ------ - -- - ------------- -
-------------------------------------- ----------- NMMR Snectrun (13MSO d6)
CAS 55331-50-1  1.45 (s, 91-1), 2,36 (s. 311) Lamm, Gunther ;  3.44 (in,
21:1), 3.55 (m, 211), 11 et at, Brit (975)  4.70 (t, 1H), 6.51 (s, 11-1.),
GB1405308. } 7.17 (m, 2H), 7,56 (m, 313),  7.90(d, 2H), 8.05 (d, 211),
8.67 (s, 11), 9.89 (s, 1H);  Ib1ass Spc~trum: M EHH+ 488. 5 N { NNIR Spec
(DMSO-dl6) - - ----------- -
------------------------------------------------- ---------------------
---------------------- <45 (s, 9H), 2.54 (s, 3H), 2.59 (s, 3H), 7.17 (m,
2H).  7.45 (s, 113), 7.55 (m, 211),  



Z}5 (d, 21-1), 8.110 (d, 21-1),  8.58 (s, 113), 9.93 (s, 111);  i Mass
Spectrum: MNa4 465.  -- -------------------------- -
------------------------------- - NMR Spectrum (DMSO-d6)  1.54 (s, 911), 2
2 -. (s, 311),  2.39 (m, 4H), 2,43 (s, 3H), 3 e 3.70 (in, 4H), 6.95 (s,
1H),  7.18 (rn, 211), 7.55 (m, 21-1),  7.91 (d, 21-1), 8.06 (d, 2H),  8.66
(s, 111), 9.89 (s, 114);  Mass Spectr-.\4+1z' 527.  ------- --- - 8 N` NNIR
Spectruri: (LDMSO-d,) GAS No  ~` f x 1.44 (s, 911) , 7.17 (r), 2131,
172208-08-1.  7.56 (t, 21), 8.08 (d, 213), National academy  8.16 (d, 211),
8.71 (br s, 111.), of science letters  9.12 (d, 11, 9.40 (d, 113),,
1995,18, 15  9.98 (br s, 111); ------------------------------------- - - -
----- --- ---------------- WO 2006/024841 N' iC B2OWO03355  167  Method 8
[2-({ r- -c ono- -(lsi erirlin-l-}lmethyl}py~idin-2- T-butyl yljbenzoyl}
amino)phenyljcarbamate N  N. \Y' O 



Hid"  A solution cif?d ('?-t-bntaxycarl~a a}rlarriiraiphe~ayl)--{_;
-cyraaao-5-fo ,}rlpidin-2- yl)benzamide (400 mg, 0.905 inmol, prepared as
described in Method 15) in dichloramethane  (5 ml) was added over 20 nun to
a stirred mixture of piperidine (0.1 ml, 1.00 mmol) sodium
triacetoxyborohydride (212 mg, 1.0 nunol), powdered 3A molecular sieve (500
rrg) and ie dichloromethane (15 Frei) at --20C reader nitrogen. The
reaction mixture was sti xTed for 16  hours at ambient temperature before
being filtered and washed with saturated aqueous sodium.  hydrogen
carbonate, dried over sodium sulfate and evaporated. The crude product was
purified by chromatography on silica eluting with ethyl acetate to afford
the title compound as  a cream solid (:252 mg, 55 %); NMR Spectrum:
(DMSO-d6) 1.40 (m, 2.11), 1.45 (s, 9H), 1.46 is (m, 4&1}, 2.39 (in 4~1),
3.58 (s, 211), 7.17 (nl, 211), 7.55 (in, 2H), 8.01 (d, 2H), 8.12 (d, 211),
8.31 (d, 1H), &69 (s, 113), 8,87 (d, 1H), 9.94 (s, 1H); Mass Spectruin:
M+H+5i2.  Methods 9 -14d Using an analogous procedure to that described in
Method 8 above, the appropriate  amine starting material was reacted to
give the compounds described in Table 14 below. WO 2006/024841
l'("/GB2005100,1355  168  CN E 16'lethod 1tt'- % Analytical Data +m
-------------------------- ?`-- -- 9 NNIR Spectrum: (LMSO-d5) 1.45 (s,
931), 1.72 (m, 413),  2.50 414), 3.73 (s, 211),  7.18 (rx, 2H), 7.56 2H),
8.01 (d, 2H), 8.12 (d, 21-1), 8.33  (d, 1T, 8.69 (s, 111), 8.87 (d,',
111), 9.94 (s, 11-1); Mass  Spectrum: l+ii' 498. ---- --- 16 N1LEk -S
cChElt~f (T3V141~ ,)  



..... 1.45 (s, 913), 1.81 (m, 111).  2.27 (m, ill), 2.51 (in, 111),  2.75
(r, 21-1), 2.99 (m, 11:1),  3.34 (m, :H), 3.80 (s, 213),  7.18 (m, 311),
7.29 (in, 411),  7.56 (m, 211), 8.02 (d, 211),  8,13 (d, 211), 8.38 (d,
11i), 8.68  (s, 11), 8.93 (d, 113), 9.95 (s,  113); Mass Spectrum: Zi-tr3+
574. L--_ ............. ....... --"" ----- WO 2006/024841 PCT/GB2005/003355
169 IYBetteod i R7b AnaHyticaH H}ata 51VZ  - ------------------- - --- -
--- - ----------------- -- 11 NMiL Spectrum: (DMSO-d6) r  . 1.45 (s, 9H),
2.05 (m, 1H), \- 2.24 (m, 1H), 2.67 (rn, 211),  2.84 (m, 11-1), 3.04 (m,
11-1),  3.52 (m, 1H), 3.81 (s, 2H),  7.18 (m, 3H), 7.33 (m, 1H),  7.55 (m,
21-1), 7.69 (m, 111),  8.02 (d, 2H), 8.12 (d, 2H), 8.37  (d, 1H), 8.48 (m,
1H), 8.69 (s,  1H), 8.91 (d, 1H), 9.94 (s, 114);  Mass Spec tiaun: M+H+
575.  ---------- ----- 



12 NMIL Spectrum: (DMSO-d6) CAS  1.27 (m, 213), 1.34 (m, 1H), 185561- 1.45
(s, 9H), 2.39 (m, 2H), 91-5  2.91 (d, 2E 3.24 (m, 2H), Brighty,  3.71 (s,
2H), 4.37 (t, 1H), 7.18 Katherine  (in, 2H), 7.57 (an, 2H), 8.01 (d, E. et
al;  2H), 8, 12 (d, 21-1), 8.27 (d, 1T-I), syn sett  8.69 (s, 11-1), 8.84
(d, 111), 9.94 (1996),  (s, 1H); Mass Spectrum: M+}{ (11), 540. 1097- 1099.
WO 2006/024841 P(TIGB20051003355  170 ------ ------ - - ------ method
Rte------- Analytical Data SM - --------- ----------------- - ---------- -
--- ------- - ---------- ------------ - --------- 13 NMR Spectrum:
(DMSO-d6) I (( ( 0.97 (d, 6H), 1.35 (m, 2H),  " 1.54 (s, 9H) 1.99 (m, 21
3.00  (m, 2H), 3.80 (dd, 2H), 7.18  (m, 2H), 7.57 (in, 2H), 8.01 (d, I
2H), 8.12 (d, 211), 8.33 (d, 1H),  8.69 (s, 111), 8.91 (d, 1H), 9.94  (s,
1H); Mass Spectntm: M+II+ -------------------- - - - - - - - ---------- --
- -------------------------- 526. 14 1~MR Syectrtun (DMSO ds)  :.~'~ ~.~' ~
_... 1.45 (s, 9H), 1.63 (m, IH),  1.87 (m, 111), 2.08 (s, 6H),  



2.13 (d, 1H), 2.33 (m, 1H),  2.61 (m, 1H), 2.73 (m, 2H),  3.70 (dd, 211),
7.18 (n, 2F ,  7.57 (m, 2H), 8.01 (d, 211),  8.12 (d, 2H), 8.32 (d, 1H),
8.69  (s, 11I), 8.87 (d, 1H), 9.94 (s,  1H); Mass Spectrum: M+H+  541 1
---- - - -- --------------------------------------------------------------
- - ----- --------- 14a w NMR Spectrum: (DMSO-d6) 0.93 (t, 611), 1.45 (s,
91-I). 1.64  (m, 1H), 1.89 (m, 2H), 2.38  FN (m, 1H), 2.50 (m, GH), 2.67 I
(m, 1H), 3.70 (dd, 2H), 7.19  (m, 2H), 7.55 (m, 2H), 8.01 (d,  { 2H), 8.12
(d, 2H), 8.32 (d, 1H), 8.71 (s, 1H), 8.88 (d, 1H), 9.96  (s, 1H); Mass
Spectrum: M+H+  569. WO 200611124841 PC /GB200510193355  171  -
-------------------------- ------ ---- - ~S F.fllod R Analytical Data 5M
14b N 1t Spestxxtni: (DM8C1-d6 )  0.87 (t, 3H), 1.30 (m, 21I), 1.44  (na,
1111), 2.16 (s, 311),, 2.37 (t,  233), 3,60 21), 7.18 ()rl,  211), 7.55
(na, 211), 8.02 (d,  



2H), 812 (d, 2H), 8.31 (d, 111),  8.71 (s, 1H), 8.87 (d, 1B), 9,96  (s,
i33):leiass_Spcctnlm: M+3H  514. --- - -------- ---------------- Mass
Spectrum: M+" 552. (e/  ------------------ ----------------`--------------
14d }  nom{ Mass Slectnim:1v1+11 566.  Method 15 140-(2-t-l:
~uztoxycarbonylanzi ophenyl)-4-(3-eyano-5-Perm Y'lpyxidin-2-v1)benzamzde
-(2-t-be toxyearb~alr}lair nophe. nyl)-4-(4,4,5,5,tetramethyi-i,3
2,-eioxaborolan-2-yl)  benzanlide (12 g, 2.74 mmol; prepared as described
in international patent publication  number wo03i087057, method 13, page
60), 2-chloro-3-cyar o-5-formylpyridine [prepared as  described in de
4429465 a l (1996)] (456 mg, 2.74 mmol), 1,1'-
bis(diphenylphospibbitio)fezroeene-palladiuln(ii)diebloride
diehlor-oniethane complex 112 mg,  0.137 mmol), 1,2-dimethoxyethane (12
ay-l) and a saturated aqueous solution of sodium Wt) 20036/024841 PCT/d';
B2005/003355  172 hydrogen carbonate (6 nal) were stirred at 60 c under an
atmosphere of nitrogen for 7.5 hours.  the mixture was allowed to cool
before being partitioned between dichloromethane and water.  the organics
were separated, dried. over sodium sulfate, filtered and evaporated. the
crude  product was purified by chromatography on silica. eluting with
311:70 to 40:60 ethyl acetate : 5 isobexane to afford the title compound as
a cream solid (615 mg, 51 %); nmr spectr:u n:  (dmso-do) 1.45 (s, 911),
7.18 (an, 2h), 7.56 (m, 2h), 8.10 (d, 2h), 8,17 (d, 2h), 8,70 (s, lh), 8.90
(d, 1h), 9.39 (d, lh). 9.97 (s, 11), 10.18 (s, ih); mass spectrum:
m+na+465. Methods 16 -.18 to The starting materials for the above were
synthesised from rvr (2-P.-
butoxycarbonylamiaophellyl)-4-(4,4,5,5,tetrametllyl-1,3.2,-dioxaborcf).an-
2-yl) heuzaaa:iide  



(prepared as described in 1rnternational. Patent Publication Number
W0031v41057, Method 13,  page 60) and the appropriate 2-chloro-pyridine
using the procedure outlined in Method 15  above to give the compounds
shown in Table 15 below. 15 Table 1S  ----- 0 ar  FIN a hoc  - -- -
---------------- - -------------------------------------- - -
----------------------  f Method X Analytical Data 16 GN 1~Yass S
ectrt:~rf: M-II 458  O2 W ~ ------------------------------------ 17 C N
41ass Spectrum: N4+1-V'409. WO 2006/024841 P "i'/GB2005/003355  173 ;
Method x Anaiy'kteab Data SM  l 4 -N--C CN MassSpeftrum. i~1-11 453 H.2N`
N"  Method 19 r-Butyl 22
[(4-23-cyano-5-[(4-isopropylpiperazin-1-yl)raetliyl]pyridin-2-
yl?beiizovl)amino]phenvl, carbamate ~yN ^' o  -N, N 10
1,1'-Bis(diphe.ii:ylphiispli!K.o)ferrooenedieWoropaHqdiLin-i (II) chloride
(58 mg, 0.072 nmrcl) was added to a mixture of T~
(2-t-butoxycarbonylatninophenyl)-4-(4'.,.4,5,5-tetranrethyl-
1,3,2-dioxaborolan-2-yl)benzamide (626 mg, 1.43 nnnol prepared as described
in  



International Patent Publication Number W003/087057, Method I' page 60)),
2-clrloro-5-i (4 to isopropylpiperazin-l-yl)methyl]nicotinoritrile (398
trig, 1.43 inmol; see Method 20),  saturated aqueous sodium hydrogen
carbonate solution (5 ml) and 1,2-dinlethoxyethane. (10  ral). The mixture
was heated at 80 C for 1 hour then allowed to cool to room temperature and
partitioned between dichloromethane ('75 ml) and water (50 ml). The aqueous
layer was  extracted with father- dichloromethane (2 x 75 ml). The combined
organics were dried over is magnesium sulfate, filtered and then evaporated
to dryness. The residue was purified by flash  chromatography on silica,
eluting with methanol (5-10 %) in diemorometharie to afford the  title
compound as a yellow gum which crystallised or trituration with diethyl
ether, (652 mg,  82 %). WO 20416102484i PCTJGB2005?003355  174 Nldti
srlecsta 3:n: (DMSO-d6 3-13K) 0.97 (d, 6H), 1.46 (s, 9I-1), 2.45 (ni, 811),
2.62 (in, 111),  3.62 (s, 211), 7.17 (m, 1H), 7.22 (nm, 11), 7.57 (m,
21-1), 8.02 (d, 21-1), 8.13 (d, 211), 8.33 (d,  IH), 8.71 (br s, 1H), 8.89
(d, 1.11), 9.95 (hr s, 111); -'Mass Spectogn: M:' 11` 555. s Method 20
2-C;hloro-5-((4-isopropylpiperazirn-l-yl)met]-hyl]azicoth1oruirile f 1  N.
.Cl A 4.0 llvl solution of hydrogen chloride in dioxane (1.33 ml, 5.31
mrnol) was added to  a stirred suspension of sodium 3-cyarao-5-[(4-i.sc
propylpil,eraziaznl-yl)nreth~rl] yrictin-2.-plate  io (1.5 g, 5.31 rn nol;
see Method 21) in aaetonitxile (15 ml). The minute was heated to 40 `C and
phosphorous oxychloride (2,48 ml, 26.6 namol) added then the mixture was
heated at 80  l for 18 hours. After cooling to room temperature, isopropyl
alcohol (8 ml) was added and  the mixture stirred for 10 minutes. Tile
mixture was diluted with water (50 nil) and hasified  with a solution of
sodium hydroxide (1M) to p11 S. The product was extracted with :5
dichlorornethane (2 x 100 nil), the extracts died over magnesium sulfate,
filtered and  concentrated to yield tlae title compound as a brown ail (1.2
g, 81. `;4;). NldS~rectrum: (f9MSO-d6) 0.94 (d, 6H), 2.42 (m, 81-1), 2.61
(nn, 11-1), 3.55 (s, 214), 8.35 (s,  111), 8.51 (s, IH); vlass spectrum:
M+W 279? 



29 WO 2006?024841 PCT /GB2005l003355  175  Method 21 Sodium
3-cyano-5-[(4-isopropyil)iperazin-].-y1)methyy1]pytidin-2-olate
2-Cyanriacetamide (5.36 g, 63.7 mmol) was added to a solution of (2E -3_
(dimetliylanlino)-2-[(4-isopi-opyiipiperazin-l -yl)methyl]acr}ilalde.layde
(6.10 g, 25.5 rosnol; see  Method 22) ire ethanol (150 ml), followed by
drop wise addition of sodium ethoxide (21 t%  solution in ethanol, 28.6 ml,
76.5 mmol) over 5 minutes. The solution was heated at refux for  17 hours,
then cooled to room temperature. The yellow solid was filtered and the
filtrate  concentrated in vacua. The residue was triturated with diethyl
ether and the solid obtained to dried to yield the title compound (8.74g,
used without further purification). NNM Spectrum: (DMSO-d6) 0.93 (d, 6H),
2.26 (nr, 4H), 2.37 (m, 4H), 2.55 (rn, 11-1), 3.09 (s,  2H), 7.24 (d,
111)_, 7.74 (d, 111); LI<ss spectra : it kl} 261. Method 22 s
(2L)-3-(TDimethyiasnin.o)-2-[t4_isopropy!piperazin-I-yl}r:zetbyl]acrylahleh
yde  f Y N  1-Isopropylpipcrazine (4.4 nil, 30.6 mmol) was added to a
solution of 3 (di nethylanrir_o)ae olefin (2.82 g, 25.5 mraol) in ethanol
(100 ml), followed by formaldehyde  (37% solutiinl in water, 2.3 ml. 30.6
mmol) and acetic acid (100 ti1). The mixture was stirred  2" at 50C for 3.5
hours, then room temperature for 15 hours. The solution was concentrated in
vacua, re-dissolved in ethanol (25 nil) and then formaldehyde (2.3 reel)
and acetic acid (100 WO zo%/O24W }'C 1'?GTtttlst fii+):33  176 l.il} were
added. The mixttarv Was stirred at (XC for 4 how-, the.) conce`it'i.t'.i13
vacua to  yield the. title compound is ap<uie yellow oil (0, tis g. Wytiz
SymtflRn. (CDCI_)1.02 ((t 6FT), 2.51 (txl, $T;i) 2.67 (m. "F7), 3.19 (s,
211), 3.24 fs_ ET),.  6.63 (. 111), & 92 Is; 111); h~iass epee *,,linl
N%1.44','` 240. WO 2006/024841 P4" IGB2005,'003355  



177  Method 2325 Using an analogous procedure to that described in method
8, the appropriate amine  stating material was reacted with at-(2-t-butox}
cark oai iaxxvnophenyl}-4-(3-cy' 3-5- foxrxryipyridin 2-yi)beuzamide to
give the compounds shown in table 16 below. Table 16  CN N %N HN  41etho t
g;xo Anayfaca Data SM  ---------- - - -----------  NNI . Spectrox a:
(DMMMSO-d6)  23 dry-~, 1.45 (s, 911), 1.58 (m, 111),  2.02 (m, 114), 2.38
(m, 11-1),  HO 2.45 (,r., 1H), 2.66 (rn, 1H), 2.73 (rn, 1II), 3.72 (dd,
21I),  4.20 (in, 1H), 4.70 (d, 111),  7.18 (m, 2H), 7.57 (re, 21-i),  8.01
(d, 2H), 8.12 (d, 211),  8.34 (d, 111), 8.70 (s, li-I),  8.88 (d, 111),
9.94 (s, IH);  Mass Spectrum lv1+11+ 514. - -- - - - - - -----
------------------------ - ----------------------------------- WO
2006/024841 PC /C12005/003355  178 1Vy Sgectnun: (.OMSO-d6) 24 CAS136725 55
1.45 (s, 9H), 1.90 (m, 1H), Giardina, G, et al;  



2.15 (m, 1H), 2.42 (m, 11-1), Synlett (1995),  2.65 (m, 1H), 2.80 (m, 2H),
3.78 (s, 2H), 5.22 (in, 1H), (1), 55-57.  7.18 (m, 2H), 7.57 (m, 21), 1
8.01 (d, 21-1), 8.12 (d, 2H),  8.36 (d, 1H), 8.69 (s, 1H),  8.90 (d, IH),
9.94 (s, 1H);  Mass Spectrum: M4-H' 516.  NMR Spec (DMSO-d6)  25 '-Nv 3
1.38 (s, 9H), 1.45 (s, 9H),  1.71 (in, 1H), 2.00 (m, 2H),  -NBoc 2.38 (m,
1H), 2.57 (m, 2H), 2.72 (m, 1H), 2.76 (s, 3H),  3.71 (dd, 211), 7.18 (m,
2H),  7.57 (m, 2H), 8.01 (d, 21-I),  8.12 (d, 2H), 8.35 (d, 1H),  8.69 (s,
1H), 8.89 (d, 1H),  9.94 (s, 1H); Mass Spectnun:  M+1i} 627. WO 2006/024841
PCT/CB20051003355  179  Method 26 Using an analogous procedure to that
described in Method 15, _7V-(2-1 butoxve rbonvlaminopher:vl)-4-(4,4,5,5
-tetraanethvl-1,3,2-diob aborolan-2-yl) benzamide  (prepared as described
in International latent. Publication Number W0031087057, Method 13,  s page
60) was reacted with the appropriate 2-chioro-pyridine to give the compound
shown in  Table 17 below. Table 11 



/ C)  x ------------- ^^^` 167 eth cl 1m Nnalvtisal Data S,l@'  ---- --
---------- --------------- G6 95 Spectrum: '1%1-H CAfi57183-29- da N' 6 !
2. 6 Perez- Medina, LA et  `~N l all; ,lAC,SJ (1947); 69,  2574-2579. WO
2006/024841 PCTICB200S/003355  180  Method 27 .<N (2-t-3utoxyaax;
3or,ylamniuzophenyl)-4-(3-cyan-5-(1-oxo-ethyl)-6-inethyfpyridin-2-
yl)benza3riidc 1,1'-13is(diphenylphasphino)ferroeeniedic.bloropaliadium
(11) chloride (33 mg, 0.045  mini) was added to a mixture of N
(2-t-btitoxycarbonvia:nincpheryl)-4-(4,4,5,5,tetrsurrethyl-
1,3,2,-dioxaboro]an-2-yl) henzanride (393 mg, 0.896 rtmioi prepared as
described in International Patent Publication Number W0031087057. Method
13, page 60), 5- acetyl-2-(174 ing, 0.896 mmol) and saturated aqueous
sodium hydrogen carbonate solution. (2 nil) in 1,2-dimethoxyethane (4 ml).
The mixture was heated. in a to microwave at 80'C for 1 hour, The mixture
was allowed to cool, then partitioned between  dichloromethane (30 nil) and
water (20 ml). The aqueous layer was extracted with further
dichloromethar.e (2 x 30 nil). The combined. organics fractions were dried
over magnesium  sulfate, filtered then evaporated. The residue was purified
by flash chromatography (elating  with 30:70-+50:50 ethyl
acetate..i'sohexane) to afford the title compound as a white solid (220  15
mg, 52 %). ;`Il!% _Spect1rm: (CDC1i) 1.53 (s, 9Ff), 2.67 (s, I'll), 2.92
(s, 31:t), 7.02 (s, IF]), 7.19 (m, 31I),  



'-7.77 (m, ll ). 8,11 (m, 41), 8.36 (s, 111), 9.46 (br s, iB);
lAgss_spectram: M+\'a' 493.  Method 28 t-Butyl
(''2-2[4-(3-cyaate-5-{[2-(elhylamino)ethoxyjmethyl)pyxidin-2- yl)benzoylf
amino f phenyl)carbamate N 0  0 WO 2006/02484! PC'IYG820051003355  141
t-But "l [2-{f4-['3-eyana-5-ilrydr(Yxyniethyl)pyricdwl-2-
yl]benzoyl}arr,iaro)phenyl]carksamate (1.01 g, 2.27 mmol, prepared as
described in Method  29) was dissolved with stirring in dichiorom thane (50
ml). Methanesulfonyl chloride (0.44  ml, 5.69 snmol) was added followed by
t4 ethylamhie (0.8 ml, 5.74 annrol) and the solution 5 stirred for 3 hours
at ambient temperature to form the mesylate. Sodium hydride (300 nag of a
60 % dispersion in mineral oil, 7.49 rnaraol) was added to  a stirred
solution oft-(ethylanino)ethanol (0.66 ml; 6.81 manoi) in 13MF (20 ml) and
the  solution stirred for 1 hour at. ambient temperature, The solution of
the mesylate in  dichloromethaane was then added and the resulting solution
was stirred for'--4 hours at ambient 10 temperature. The solution was
concentrated under reduced pressure and the residue treated  with. water.
This was extracted with ethyl acetate, the combined organic extracts washed
with  brim then dried over magnesium sulphate and filtered. The resulting
solution was  concentrated under reduced pressure. The residue was purified
by flash chromatography  eluting with 2 % methanob'dichlorornethane to give
t-butyl (2-{[4-13-cyan-5-([2 is
(ethylaniino)ethoxy]?nethyl)pyridin-2-yl)benzoyl]amino''}phenyi)carbansate
(466 mg, 40 Div);  NM Spectnnn: (17141403-d5) 1.02 (t, 31), 1.47 (s, 9H),
156 (m, 4H), 3.51 (m, 211), 336 (s,  2H), 4.44 (in, 111), 7.21 (air, 21i),
7.59 (m, 211), 8.03 (d, 2H), 8.14 (d, 2H), 8.40 (s, 111), 8.71  (hr a,
11-1), 8.93 (s, 11-1), 9,96 (s, 1N); Mass Spectrum: NI+H 516. 20 Method 29
T--butyl [2-({4-.[3-eyaaaxo-5-(lxydroxyanethv-)pyridiu-2--y1]lbenzoyl,
amino)plzenyl]carbaanate  ` ,. CIS HO 0 



0 14-(2-t-Butoxycarhonylaaninophenyl)-4-(3-cyauo-5-formy-ipyridin
2-yl)henzamride  (1,14 g, 2.57 nnnoi, prepared as described in Method 15)
was dissolved in methanol (50 ml),  u Sodium borohydride (194 mg, 5.14
mnsol) was added and the solution stirred for 1 hour at WO 2006/024841
PCTIGB2005/043355  182 ambient temperature. The solution was concentrated
under reduced pressure and the residue  partitioned between saturated
sodium bicarbonate solution and dichloromethane. The aqueous `layer was
further extracted with dichioromethane and the combined  organic extracts
washed with brine then dried over magnesium sulphate and filtered. The
solution was concentrated under reduced pressure to give t-butyl
[2-({4-[3-cyano-5- (hydroxymettr l)py -idiax-:2-yl]benoyl) aminoI
tenyl]caahacnate (1.11 a, 97 %); NAM  Spcct iqj: (L3MSO-d6) 1.46 (s, 911),
4.67 (d, 21-3), 5.58 (t, 11-1), ?.20 (m,211), 7.59 (m, 211),  8.05 (d,
211), 8.13 (d211), 8.35 (s, iii), 8.70 (ter s; iH), 8.93 (s, 111), 9.96 (hr
s, HI); 32ass  Spectsu;n: M-1-1-r' 445. 10 Method 30 t-Butyl
(2-{[4-(3-cyano-5-{[2-(methyla:vino)ethoxy]methyl;pyridin-2-
yl.)benzoyl]aniino)phcnyl)carba=n ate H~p 0- C)  HN 'a  is t-Butyl
[2-((4-[3-cvauo-5-(hydroxymethyl)pyridin-2 yl]henzoyl}
amino)pheriyl]carbaniate (1,01 g; 2.27 mmol, prepared a described in Method
29)  was dissolved with stirring in dichloromethane (50 ml).
Mefhanesadfonyl chloride (0.44 anl,  5.69 mrnol) was added followed by
triethylaaniue (0.8 nil, 5.74 ni:r:ol) and the solution stirred  for 3
hoaxes at ambient temperature to font the niesylate. 7CS Sodium hydride
(545 in- of a 60 94 dispersion in mineral oil, 13.6-2 rnrarol) was added
to a stirred solution of 2-(methylamino)ethanof (1.10 ml, 13.62 enrol) in
DMF (20 ml) and  



the solution stirred for 1 hour at ambient temperature. The solution of the
`mesylate' in  dichloronmthane was added and the resulting solution was
stirred for 24 hours at ambient  temperature. The solution was concentrated
wider reduced pressure and the residue treated WO 20061024841
PC'B'/G-FB2005/013355  143 with water. This was extracted. with ethyl
acetate, the combined extracts washed with brine,  dried over magnesium
sulphate and filtered, The solution was concentrated under reduced
pressure. The residue was purified by flash chromatography eluting with 2 %
methanol/dxclalorometlaare to give t-butyl (2-{[4-{3-cyano-5-([2: 5
(rrethylamino)ethoxy]meal'yl}pyridin-2-yl)benzoyl]arnaino}phefyl)carbanlate
(465 ing, 41  %); 1@MR Sl3eetr 1: (DMSO-d6) 1.46 (s, 911), 2.24 (s, 311),
2.51 (m, 2ff), 3.56 (m, 211), 3.69  (s, 2H), 4.46 (Bn, 11I), 7.19 (n, 2.H),
7.58 (m, 213.), 8.04 (d, 211), 8.14 (d, 2111), 8,40 (s, 111),  8,71 (br s,
113.), 8.92 (s, 111), 9.96 (s, 1H); Mass Spectrum: MIA-IT' 502. io Method
31 t-Butyl (2-{[4(3-cyan-5-([2-(isopropylamino)ethoxy]xnethyl)pyridirr-2--
yl)benzoyl]amino, phenyl)carbamate H ' .f O l 1 Hl " `G  H t
[2-({4-[3-cyan-5-(nydroxyfnetlayyl)pyi1din-2- t-Butyl Es
yl]benzoyl}amino)phenyl]carbamate ( 555 mg, 1.25 mmol) was stirred and
dissolved in DAIF  (20 nil). Methaaesulfonyl chloride (0.19 ml, 2.46
xnrrol) was added followed by  triethylamine (038 ml, 2.73 mmol) and the
solution stirred for 2 hours at ambient  terperature. Sodium hydride (166
mg of a. 60 % dispersion in mineral oil, 4.15 hunt) was added to  a a
stirred. solution of iso-propylaminoethanol (0.43 ml, 3.74 nvnol) in Wvf1F'
(10 xnl ) and the  



solution stirred for I hour at ambient temperature. The solution of the
`mesylate' it DOOM was  added and the resulting solution. was stirred for
24 hours at ambient temperature. The reaction  was poured into water (300
ml) and the resulting precipitate filtered then washed with water  (X 3).
The. resulting solution was absorbed onto an SCX-2 colrunn, which was
washed with wo 2006/024841 'C1?GB20051003355  184 methanol (3 column
volumes) and the product eluted with a 21b1 solution of ammonia in
methanol (3 column volumes) then concentrated to give the product, t-butyl
(2-{[4-(33-cyano- 5-{[2-(isolarropylamino)ethoeyed
ethyl}pyridin-2-yl)bctizoyl]aayzino}phenyl)carbaalate as a  foam (170 mg,
26 %); .NMR 8pectitmn: (DA/ISO-d6) 1.03 (d, 611), 1.45 (s, 9.H), 2.54 (En,
211),  2.91 (nn, 11=1), 3.41 (an, 2.11), 3,75 (s, 2H), 4.37 (m, 11), 7.20
(in. 21-1), 7.58 (an, 21-1), 8.04 (d,  21-1), 8.13 (d, 2I1), 8.41 (s, 111),
8,71 (br s, 1H), 8.94 (s, 111), 9.96 (s, 1Il); Njaqs Spec .dM+H 530. WO
20061024841 PCT/GB2005/003355  185 Claims  1. A compound of formula (1):
Ric: R NI 1 E H J (R3)n  (1) wherein:  R" is selected from hydrogen,
Camino, vitro, (1-3C)allcyl, Iti-(l-3C)al';kylamino, v 1'Y di-(1-
3C)a)kylainino, phenyl, or piperazinyl; and wherein: (i) if ie is
IV-(1-3C)alkylamino or A;?V-di-(1-3C)alkylamino group, the (1- 10 3C)alkyl
moiety is optionally substituted by hydroxy or (1-3C)allcoxy; (li) if Ria
is phenyl, it is optionally substituted by halo, amino N (1 -3) alkyl
amino,  or ~; V-di-(1-3C)alltylami a; and 



(iii) if R1" is piperazinyl, it is optionally substituted by halo, amino,
(1-3C)alkyi,, N- (l-3)alkylamino, or : )%I di-(1-3C)alkylaanino; 15 Rib is
selected fioim: (i) hydrogen, .halo, nitro, cyano, hydroxy,
trifluorcniethyl, t;Rluoromethoxy,  amino, carboxy, carba noyl, mercapto,
suiphamoyl, (1-6C)alkyl, hydroxy(1- 6C)alkyl, (2-6C)alkenyi, (2-6C)alkynyl,
(3-6C)cycloalkyl, (3-6C)cycloalkyl(1- 6C)alkyl, (3-6C)cycloalkenyl,
(3-6C)cycioalkenyl(1-6C)alleyl, (1-6C)allcoxy, 20 (1-6C)allcanoyloxy,
iY--(1-6C)atkylarnino, A'14r di-[(I-6C)aikyl]amino, T. [(3-
6C)cycloatkyl]amino, -di-[(3-6C)cycloalicvl]amaino, N [(3
6C)eycioalkyi(1-6C)aikyl]anila;o, NN. d -[(3-6C)cycloalkyl(i 6C )alkyl]a~
wino, vo 2006/024841 PCT1CB20051003355  186 1'V-[(3-6C)cycloalkyl]-Al-[(1
6C)alkyl]aiLi o, Vt[(36C)cycloaikyl(1-6C)alkyl]- N-[{1-6C)alkyi]an-rino, i;
'-(1-6C`.)alkauoylamino, .~; 6C )allcanoyl]anxina, N
[(1-6C)alkoxy(1-6C)alkyl]arnino, J J  6C)alkoxy(1-6C.:)alkyi amino, ll-
[(1-6C)aikoxy(1-6C)alkyl]-_N-[(1- 6C)alcyl]arnino, IV R
-6C)alkylcarbarnoyl, , ~;-di[(1-6C)aikyl]earbarnoyl, {1  6C)alkylthio,
(1-6C)alky'lsuiphioyl, (1-6C)allcylsulphonyl, (1-.  6C)alkoxycarbonyi,
A-(l-6C)alJ ylsulpharnoyl, , Al cli-[(1_  6C)alkyl]suiphamoyi, aryl,
aryl-(1-6C)alk=vl, a carbon linked heterocyciyl  group, or a
heterocyclyl-(1-6C)aikyi group wherein the'heterocyclyl moiety is
carbon-linked to the alkyl group; or (ii) a group of sub-formula II:
R'Rgl~T-[CR~I~t']a~,'-[t1R`Rd]n- (ii)  wherein: Xr is selected from a
direct bond, -0- or-C(CP)-; integer a is 0, 1, 2, 3 or 4, with the proviso
that. if s: is -0-, integer a is at least  "5 integer b is 0, 1, 2, 3 or 4;



each R`', Rh, -R.' and group present is independently selected from
hydrogen,  as halo, hydroxy or (14C)alkyl; R7 and RF are independently
selected from hydrogen, (1-6C)a1kyl, hydroxy(l- 6C)aikyl,
halo(l-6C".)alkyl, (2-6C)alkenyl, (3-6C)cycloalkyl, (3-
6C)cycloalkyl(l-6C)alkyl, (1.-6C)alkoxy(l-6C)alkyi, (1-6C)alka:oyl, (3-
6C)cycloalkenyl, (36C)cycioalkenyl(1-6C)allcyl, aryl, aryl(1--6C")alkyl, 23
heterocyclyl; a heterocyclyl-(1-6C)alkyl group wherein the heterocyclyl
moiety is carbon- linked to the alkyl group and is either selected from a
substituted or  msabstitated thhienyl, py rirnidinyl, pyridazinyl, furanyl,
tetrahydrofuranyl,  pyranyl, tetrahydropyranyi, pyridinyl, pyrazinyl,
thiazolyl, or indolyl group; WO 2006!024841 PC TIGB200S/003355  187 or from
one the following particular substituent groups: 1,3-diraethyl-1zH
pgrazol-5-yl, 3,5-din-ll -pyraazol-4-yl, and 1-methyl-'1-1=imidazol-4-yI;
a group of sub-formula III: ItRl ~i [C'1dtRI X2,_. CR`eJa- (III)  wherein:
X2 is selected from a direct bond, -0- or -C (O)-;  integer c is 1, 2 or 3;
integer d is 0, 1, 2 or 3; is each Re, R', Rs and R'' group present is
independently selected from  hydrogen, halo, hydroxy or (1-4C)alkyl; R and
R1 are independently selected from hydrogen, (1-6C)alkyl,
hydroxy(1-6C)alkyl, halo(1-6C)alkyl, (3-6C)cycloal cyl, (3-
6C)cycloalkyl(1-6C)alkyl, (1-6C)allcoxy(1-6C)alkyl, or R' and R' are is
linked so that, together with the nitrogen atom to which they are
attached, they fonn a 4-, 5--, 6- or 7-membered non-aromatic  heterocyclic
ring, said heterocyclic ring optionally comprising, in  



addition to the nitrogen atom to which R' and Rst' are attached, one or
two further heteroatozns selected from N, 0 or S, and wherein said 20
heterocyclic ring is optionally substituted by hydroxy, halo, (I- 4C)alkyl,
carbarnoyl, or -(C112je-NR1 `R'2 (wherein integer e is 0, 1 or  and R" and
R" are independently selected from hydrogen, (I 6C)alkyl, (3-6C)cycloalkyl
or (3-6C)eycloaikyl(t-6C)allcyl); or Rt and BY are linked so that, together
with the nitrogen atom to which they  25 are attached, they form a 4 to
l0-trier. bered heterocyclic ring, said heterocyclic  ring optionally
comprising, in addition to the nitrogen atom to which R7 and R"  are
attached, one or two further nitrogena atoms; or (iii) a group of the
sub-formula IV: WO 20061024843 MPG 1320051003355  188 (IN7)  wherein: Y' is
a direct bond or ---[CR1'R'4],.-where integer x is I to 4 and. R13 al-nd
R"4 are  s independently -selected from hydrogen, halo and (14C)ahkyl; X3
is selected from -0-, -S -SO-, -SCh--, -C(O)_, OC(O)- and -C(O)O-, with
the proviso that Y 1 is not a direct bond if X3 is -C(O)-and Q1 is selected
from (11-6 )C",)alkyl, (3-6C)cycloa?kyl, (3-6C)cycloalkyl(i- 6C)allcyl,
(3-6C)cycloaikenyi, (3-6C)cycloalkenyl(1-6C)aikyi, aryl, aryl-(1- 6C)alkyl,
heterocyclyl, heterocyelyl-(1-6C)a1ky1 or 8151 '`m-(i--GC)aikyi  (wherein
Ra' and R16 are each independently selected from hydrogen, (1- 6C)alkyl,
(1-6C)allcoxy, (1-6C)allcoxy(1-GC)allcyl, (1-GC)alkanoyl, (3-
6C)cycloalkyl, (3-6C)cycloalkyi(1-6C)alkyl, (3-6C)cycloalkenyl, or (3-
6C)cycioaikenyl(1-6C)alkyi); 15 and wherein any heterocyclyl ring within a
Rib substitutnt group (apart: from those for which particular substituents
are expressly stated above, such as heterocyclyl rings formed  when R9 and
R' are linked) is optionally substituted on carbon by one or more Z1
substit-Went  groups (for example 1, 2 or 3), which may be the stone or
different, selected from: 



(a) halo, nitro, cyano, hydroxy, trifluoromethyl, tri.fluorom_etho:,~y,
amino, carboxy,  20 car aamoyl, mercapto, sulphamoyi, (1-6C)al cyl,
hydroxy(1-6C)aikyi., (2- 6C)alkenyl, (2-6C)alkynyl, (1-6C)alkoxy,
(1-6C)alkanoyl, (1-6C)alkanoyloxy,  (1-6C)alkoxy-(1-6C)alcyl,
(1-6CC)ailcoxycarbonyl, halo(l-6C)aikyl, .-[(1- 6C)allcyl]amino, I'v
J-di-[(1-6C)alkyi]a-vino, V (1-6C)alkylcarbainoyl, l\?N di-
[(1-6C)alkyl]carbamoyl, (1-GC)alk_ylthio, (1-6C)aikylsulphinyl, (1 s 6C)a1%
kylsuiphonyl, N (1-GC)ai"kylsulphamoyl,1Y%;.~v' 6C)alkyi]suiphamoyl, aryl,
aryl-11 -6C)alkyl, lleterocyclyi, hetercocyclyl_.(l- 6C)allcyl, ('h) a
group of the sub-formula V: WO 2006/024841 PC'IIGB2005/003355  189  -'R
R1-'RgN L&Ri] ( )  wherein X4 is selected from a direct bond, -0- or s
integer f is 0, 1, 2 or 3, with the proviso that integer f is at least I if
4  1s -lJ-; integer g is 0, 1 or 2; each R.`, R1, Rk and R' group present
is independently selected from  hydrogen, halo, hydroxy or (I 4C)alkyl; 10
R1' and R"s are each independently selected from hydrogen, (1- 6C)alkyl,
(l-6C)alkoxy, (1-6C)alkoxy(l-6C)allcyl, (1-6C')alkanoyl, (3- 6C)cycioalkyi,
(3-6C)cycloalkyl(1-6C)alkyl, (3-6C)cyeloalkenyl, or (3-
6C)c.ycloalkenyi(l-6C)aikyl; or (c) a group of the sub-formula V'I: L5 ? 2
5_y2'  K (VI)  



wherein: y2 is a direct bond or -[CRL'R20jti, wherein integer y is 1 to 4
and R19 and R2  are independently selected from hydrogen, halo and
(l-4C)aikyi, :20 X5 is selected from -0-, -8-, -SO-, -S02-, -C((J)-,
-OC(O)- or -C(0)0-; and  Q2 is selected from (1-6C)alla-yl,
(3-6C)cyeloalkyl, (3-6C')eycloalcyl(l.- 6C)alicyl, (3-6C)cycloalkenyl,
(3-6C)cycloalkenyl(1-6C)alkvl., aryl, aryl-(l- 6C )alkyl, heterocyciyl,
heterocyclyi-(l--6C)alkyi, R.LR22Iv-(l-6C)alkyl  (wherein R2' and R22 are
each independently selected from hydrogen, (1 2 6C)allcyl, (1-6C)alkoxy,
(1-6C:)alkoxy(1-6C.)aikyi, (1-6C)alkanoyl, (3- 6C)cycloalkyl,
(3-6C)cycloalh,1(1.-6C)alcyl, (3.-6C)cycloalkenyl, or (3- 6 C)cyc `io
alkenyl(l -6 C)alkyl); WO 2006/024841 PC /GB20o5/003355  190 and wherein if
any heterocyclyl group within a Rib substituent group contains an
uasubstituted nitrogen atom, then, unless any particular substituents are
expressly stated in the  definition above (e.g, such as when R" and R' are
linked to form a heterocyclic ring together  with the nitrogen atom to
which they are attached), the nitrogen atom may be optionally s substituted
by one or more Z2 substituent groups (for example 1, 2 or 3), which may be
the  same or different, selected from: (a) trifluoromethyl, carboxy,
carban.moy%l, (1-6C)alkyl, hydroxy(I-6C)alkyl, (2- 6C)all enyl,
(1-6C)alkanoyl, (1-6C)a lkoxy-(1-6C)alkvl, (1-6C)alkoxycarbonyl,
halo(1-6C)alkyl, )V-(1-6C)alkylanmino-(1-6C)alkyl, NN di-[(1-6C)alkyi]amino
10 (1-6C)alky1, (1-6C)alkylsiilphonyi, aryl, aryl-(1-6C.)salkyl,
heterocyclyl,  heteroeyclyl-(1-6C)alkyl; or (b) a group of the formulaVII:
R23R24N-[CR2mR" ]h- (Vu)  15 wherein integer h is O, 1, 2, or 3; each Rrn
and R" group present is independently selected from hydrogen,  



halo, hydroxy or (t-LC)alkyl; R23and R24 are each independently selected
from hydrogen. (1 20 6C)aikyl, (1-6C)alkoxy, (1-6C)alkoxy(1-6C)alky1,
(1-6C)alkanoyl, (3- 6C)cycloalkyi, (3-6C)cycloallcyl(L-6C)alkyl,
(3-6C)cycioalkenyl, or (3- 6C)cy .lealkenyl(1-6C)alkyl; or (c) a group of
the formula VIII: 23 (VI,II)  wherein V3 is a direct bond or
[CR2'1e%-wherein z is Ito 4 and R_5 and R?6  are independently selected
from hydrogen, halo and (1-=1t )alkyl; X6 is selected from -0-, -8-, -SO-,
-802-, -C(O)-, -OC (0)- c. C(tl)O- if Y3 is WO 20061024041
'C7JGB2005/003355  191. ---[CItz'ld24],_, and if i 9 is a direct bond, X6
is selected from -S-, -SO-, -502-, - C(O)-, and -OC(O)-; and Q3 is selected
from (1-60alkyl, (3-6C)cycioaikyl, (3-6C )cycloatkyi(l- 6C)alicyl, aryl,
aryl-(l -6C)alkyri, heterocyclyl, heterocyclyl-(1-6C)alkyi or  z72s
{l-6C)alkyl (wherein lam" and R->B are each independently selected  from
hydrogen, (1-6C)allc-yl, (1-6C))alkoxy, (1--60 )alkoxy(l-6C)alkyi, (l_  6C;
)al ranoyl, (3-6C)cycioalkyq, (3-6C)cycloalkyl(l-6C}alkyl, (3-
6C)cyeioaikenyl, or (3-6C )cycloalkenyl(i-6C)alicyl); and wherein any
heterocyclyl group within a Z1 or 7, " substituent group optionally  to
bears one or more substituent groups (for example 1, 2 or 3), which may be
the same or  different, selected from halo, cyano, trifluoromethyi, amino,
carboxy, carbarnoyl, mercapto,  sulpharnoyl. (1-6C)aikyl,
hydroxy(1-6C)alkyl, halo('t-6C)alkyl, (2-6C)alkenyl, (2-6C)aikynyl.,
(1-6C)alkoxy, (1-6C)alkanoyi, (l-6C:)alkaooyloxy, +I'-[(1-6C)alkyl]amino,
and  6C)aikyl]amino; and wherein any non-aromatic lteterocyclyl group
within a 11.131 substituent (including  is optional substiuent groups ;d11
and Z) optionally bears 1 or 2 oxo substihiortts; and wherein any alkyl.,
aikenyl, alky-nyl, alkoxy, aitcanoyl, alkanoyloxy, cycloalky" or  



cycloalkenyl group within a Rib substituent group (including optional
substituent groups 1t  and 72) is, unless particular substituents sine
expressly stated above, optionally substituted by 20 one or more 7
substituent groups (for example 1, 2 or 3), which may be the sane or
different,  selected from halo, cyan, mercapto, (1-6C)allroxy,
tiilluorontethyl, or NR''R' wherein  each of'1Cz' and R30 is independently
selected from hydrogen, (1-6C)alkyl, (1-4t,)alkoxy, (3- 6C)cycloalkyl,
(3-6C')cycloalkyl(l-6C',)alkyi; and wherein any aryl group within a Rib
Siinstltuent group (including optional s substituent groups 71 and 72) is
optionally substituted by one or more Z.~ substituent groups  (for example
1, 2 or 3), which may be the same or different, selected from halo, nitro,
cyano,  hydroxy, amino, (1-6C)alkyi, hydroxy(1-6C)aikyl, halo(1-6C)alkyi,
(1-6C)alkoxy, (1- CC)al"canoyl, ~T [(1-6C)alkyl]aauitro, iti
N-di-[(1-6Clalkyl]ainino, carbamoyl, N-(1-- 6C)alkylcarbamoyl, 1'1 r
di-[{I-6C )al yl] ,arbamoy'l; 3r.. 12."' is selected from hydrogen, halo,
nitro, cyano, hydroxy, trifluoromethyl, trifluoromethoxy, WO 2006/024841
PCT/GB2005/003355  192 amino, carboxy, carbamoyl, mereapto, sulphamoyl,
(1-3C)allkyl, (2-3C)alkenyl, (2- 3C)alkynyl, (1-3C)alkoxy, (1-3C)alkanoyl,
(1-3C)alkanoyloxy, N-(1-3C)alkylamino, N,N-di- [(1-3C)alkyl]amino,
(1-3C)alkanoylamino, N-(1-3 C)alkylcarbamoyl, N,N-di-(1 3 C)alkylcarbamoyl,
(1-3 C) alkylthio, (1-3 C)alkylsulphinyl, (1-3C)alkylsulphonyl, (1-
3C)alkoxycarbonyl, N-(1-3C)alkylsulphamoyl, and
NN-di-(1-3C)alkylsulphamoyl;  with the proviso that at least one of R , BY'
and Ri` is hydrogen; m is 0, 1, 2,3 or 4;  R2 is halo; n is 0, 1, 2, 3 or
4; io it3 is selected from halo, nitro, cyano, hydroxy, trifluoromethyl,
trifiuoromethoxy, amino,  carboxy, carbamoyl, mercapto, suiphamoyl,
(1-3C)alkyl, (2-3C)alkenyl, (2-3C)alkynyl, (1- 3C)alkoxy, (1-3C)alkanoyl,
(1-3C)alkanoyloxy, N-(1-3C)alkylamino, N,N-di-[(1- 3C)alkyl]amino,
(1-3C)alkanoylamino, N-(1-3C)alkylcarbainoyl, NN--Di(1- 3C)allkylcarbamoyl,
(1-3C) alkylthio, (1-3C)alkylsulphinyl, (1-3C)alkylsulphonyl, (1 Is
3C)alkoxycarbonyl, N-(1-3C)alkylsulphamoyl,
andN,N-di-(1-3C)alkylsulp?irrmoyl; and  



I24 is amino or hydroxy; or a pharmaceutically acceptable salt thereof. 2.
A compound according to claim 1, wherein said compound has the general
structural  n fonnula VIII: tt Ric  RI, I NFIZ  1 lV WO 2006/024841 PC"
rJCeB2003,003355  ;93 wherein Ria, Rib and R" are as defined in claim 1. 3.
A compound according to claim 1 or claim 2, wherein R.'s is selected from
hydrogen,  amino, intro, (I-3C)alky, L(1-3C: iallcyiamino, phenyl, or
pipera inyl, and wherein: s (i) if R" is 1N-(1-3C)allcylanino, the
(1-3C)allcyl moiety is optionally substituted  by hydroxy; (ii) if Ria is
phenyl it is optionally substituted by halo; and (iii) if R" is
piperaasinyl it is optionally substituted by (1-3C')alkyl, :o 4. A compound
according to any one of claims i to 3, wherein Rib is selected from:  (i)
hydrogen, cyano, amino, (i-4C)alkyl, hydroxy(i-4C)aikyi; or (ii) a group of
sub-formula II: 01)  i wherein: X3 is selected from a direct bond, or -0-
integer a is 1, 2, or 3; integer b is 0, 1, or 2; each Ra, Rb, Re and 1`
group present is independently selected from hydrogen  20 or (1-2Q)alkyl;
R7 and Rs are independently selected from hydrogen; (1-60allcyl; hydroxy(l-
4C:)alkyl; (2-4C)alkenyi; (3.6C)cycloalkyi; (3-6C)cycloalkyl(1-2C)alkyl;
(i- 



4C)a:ikoxy(1-4C)alkyl; an aryl group which is unsubstituted or substituted
with one to three 25 substituenis selected from the group consisting of
halo, cyano, hydroxy, amino,  (1-4C)a1kyl, or (l-4C)alkoxy; WO 20061024841
PCT/G B2005i003355  194 an aryl(1-2C)allryl group the aryl moiety of which
is utisubstituted or  substituted with one to three substituents selected
from the group consisting of  halo, cyario, hydroxy, amino, (l-4C}a1kyl, or
(1-4C)atkoxy; a 4, 5, or 6-membered heterocyclyl group comprising up to
three heteroatorns  selected. from N, 0 or S, and which is unsubstituted or
substituted with one to  three substituents selected from the group
consisting of halo, cyan, hydroxy,  amino, (1-4C)a llcyl, or (14C)alkoxy; a
heterocyclyl-(l-2C)alkyl group wherein the heteroeyclyl moiety is carbon-
linked to the alkyl group and is either selected from the group consisting
of a  o furaryl, tetrahydroiiiranyl, pyranyl, tetraihydr opyranyl,
pyridinyl, pyrazinyl, thiazolyl, iudolyl group, each of which is
unsubstituted or substituted'A4th one  to three substituents selected from
the group consisting of halo, cyan,  hydroxy, amino, (1-4C)alkyi, halo(1-40
alkyl or (1-4C)alkcccy, cr the  heterocyclyl moiety is selected from
1,3-dirriethyl-lIf-pytrazo1-5-yl., 3,5- diinetkiyl-i -pyrazol-4-yi, and
1-methy4-l11-imidazol-4 a group of sub-formula III: i c 2 [ CIg R']  ORION
O  wherein: Ha X2 is selected from a direct bond, or -0-;  integer c is 1,
2 or 3; integer d is 0, 1, or 2; each F,1tr, R' and Rh group present is
independently selected  



from hydrogen or (1-2C)alkyl; R' and R1 are independently selected from
hydrogen, (1- 4C")alkyl, (3-6C)cycluall 1, ( 6C)cyeloall yl(1-2C)allryl, or
R'  and R.' are tidied so that, together with the nitrogen atom to  which
they are attached, they form a 4, 5-, or 6-nicmhered non- aromatic
heterocyclic ring, said heterocyclic ring optionally WO 2006/024841
PC'T1Gt120051003355  195 cotnprisimg, in addition to the nitrogen atom to
which R9 and  RF are attached, one or two hrther heteroatoms selected from
N, 0 or S, and wherein said heterocyclic ring is optionally  substituted by
hydroxy, halo, or (14C)alkyl; or R7 and RY are linked so that, together
with the nitrogen atom to which they  are attached, they form a 4 to
8-membered heterocyclic ring, said heterocyclic  ring optionally
comprising, in addition to the nitrogen atom to which R7 and R5  are
attached, one or two further nitrogen atoms, and wherein said
heterocyclylic ring is optionally substituted on carbon by one to three  la
substituents selected from: (a) halo, cyano, hydroxy, trifluoromethyl,
amino, (14C)alkyl, hydroxy(1- 4C)aL ll, halo(] -4C)al cyl, I4=[(1
4C)alkyl]an.Px.a, .11 N  4C".)alkyl]amino, an aryl group which is
optionally substituted with halo, cyano,  i5 hydroxy, amino, (1-4C)alkyl,
or (1-4C)allcaxy; an aryl-(1-2C)alkyl wherein the aryl moiety is optionally
substituted  with halo, cyano, hydroxy, amino, (14C)alkyl, or (14C)adkoxy;
a 4, 5, or 6-membered heterocyclyl group comprising up to three
heteroatoms selected from N, 0 or S, and which is unsubstituted or  20
substituted with one to three substituents selected from the group
consisting of halo, cyano, hydroxy, amino, (1-4C,)alcyl, or (1-- 4C)alkoxy;



a heterocyclyl-(l. 2C)alkyl group wherein the heterocyclyl moiety is a.  4,
5, or 6--nembered heteroeyslyl group comprising up to three $5 heteroatoms
selected from N, 0 or S and is optionally substituted with  halo, cyano,
hydroxy, amino, (1-4C)alkyl, or (1-4C)alkoxy; (b) a group of the
sub--formula \T1:  (' i) WO 2006/024841 PCT!GB20051003335  196  wherein: y2
is a direct bond or -[CRr9R`]y-wherein integer v is 1 or 2 and R19  and R""
are both hydrogen or (1-2C)alkyl; X5 is selected :roan -0- or -C(0)-; and
F C?2 is selected from a 4, 5, or 5-men tiered heterocyclyl group
comprising up to  three heteroatonas selected from NT, 0 or S, and w1-rich
is  uasubstituted or substituted with one to three subs'ituents  selected
from the group consisting of halo, cyano, hydroxy, to amino, (14C)alkyl, or
(1-4C)alk.oxy; a heterocyclyl-(1 -2C)alkyl group wherein the heterocyclyi
moiety is a 4, 5, or 6-membered heterocyclyl group comprising  up to three
heteroatoms selected from N, 0 or S, and is  optionally substituted with
one to three substituerts selected. is from the group consisting ofhalo,
cyano, hydroxy, amino, (1- 4C)alkyl, or (1-4C)alkoxy; and, ifsaid
heterocyclic ring comprises a nitrogen atom then said .nitrogen is
optimally substituted by one or more substituent groups (for example 1, 2
or  3), which may be the same or different, selected from: as (a)
(l-4C)alkyl, hydroxy(1-4C)aikyl, (2-4C)alkeny], (1-4C)allranoyl., (1-
4C)alkoxy-(1-4C)alkyl;  an aryl group which is optionally substituted with
halo, cyano,  



hydroxy, amino, (14C)alkyl, or (14C)Acoxy; an aryl-(1-2C)alkyi wherein the
aryl moiety is optionally substituted  <:7 with halo, cyano, hydroxy,
amino, (i-4C)ealkyl,orl -4C)alkoxy; a 4, 5, or 5-membered heterocyclyl
group comprising up to three  heteroatoms selected from: N, 0 or S, and
which is unsubstitated or  substituted with one to three substituents
selected from the group  consisting of halo, cyano, hydroxy, amino,
(1-.4C)alkyl, or (1 WO 2006/024841 P /G B20(15/003355  197  4C)alkoxy; a
heterocyclyl-(1-2C)alkyl group wherein the heterocyclyl moiety is a  4, 5,
or 6-membered heteroeycly 1 group comprising up to three  heteroatorns
selected from lei, 0 or S, and is optionally substituted with  halo, cyano,
hydroxy, amino, (14C)alkyl, or (14C)alkoxy; (ta) a group of the formula
VII: R23Rv 2AN_[CRmr]h_ (' II)  wherein 10 integer h is 0, 1, or 2; each
h.": and R'1 group present is hydrogen; R`3arnd R24 are each independently
selected from hydrogen or  (1-4C)allcyl; or (c) a group of the formula
VIII:  (Sill)  wherein y 3 is a direct bond or -[CR25R26]L wherein z is 1
to 2 and R2.5 and R26 are independently selected from hydrogen or
(1-2C)alkyl; X6 is selected from -0- or -C(0)-, if Y3 is -[CR23R.2']~-, and
if y3 is a  20 direct bond, X6 is selected from -S-, -SO-, -SO2- or -C(O)-;
and Q3 is selected from (14C)alkyl, (3-6C)cycloallcyl, (3-6C)cycloalkyl(l-
2C)alkyl, 



a 4, 5, or 6-zneanbered heterocyclyl group comprising up to  three
heteroatoms selected from N. Cl or 5, and which is Z_ unsubst toted or
substituted with one to three substituents  selected frozen the group
cornsistinwg of halo, nitro, eyano,  hydroxy, amino, (1-4C)alkyl,
hydroxy(I-4C)alkyl, halo(1 WO 2006/024841 PCTJCB2005/003355  198 4C)alkyl,
(1-4C)alkoxy; a heleaocyclyl-(1-2C)alkyl group wherein the heteroeyc.lyl
moiety is a 4, 5, or 6-meanbered heterocyclyl group comprising  up to three
heteroatorns selected from N, 0 or S, and is s optionally substituted with
halo, nitro, cyan, hydroxy, amino,  (1-4C)alkyl, hydroxy(1-4C)alkyl,
halo(1-4C",)alkyl, (1- 4C)alkoxy; and wherein any non-aromatic heterocyclyl
group within, a Rr1 snlastituent group  optionally bears 1 or 2 oxo
substituents. IQ 5. A compound according to any one of claims 1 to 3,
wherein Rib is selected trom:  (i) hydrogen, amino, (1-4C)alkyl; or (ii) a
group of sub-formula II:  R'R  ;a (II) wherein:  X1 is selected from a
direct bond or -0-;  integer a is 1, or 2; integer 13 is 0, 1, or 2; each
R', Rv, R and Rd group present is independently selected from hydrogen  or
(I-2C)alhyl; R' and RR are independently selected from hydrogen;
(I-6C)allcyl; l:ydroxy(1- 4C)al`- yl; (2-4C)alkenyl; (3-6C)cycloalkyl;
(3-6C)cycloalkyl(1-2C)alkyl; (l- 



4Q alkoxy(1-4C)alkyl; 3 a phenyl(1-2C)alkyi group, the phenyl moiety of
which is optionally  substituted by (t-4C)alkoxy; tetrahydrofirranyi; WO
2006/024841 PCTIGB20051003355  199 a hetexocyclyl-(l -2C)alkyl group
wherein the heterocyclyl moiety is carbon.  linked to the alkyl group and
is either selected from the ggroup consisting of a  furan-2-yl,
tetrahydrofiiran-2-yl, tetrahydropyran-4-yl, pwidin-3-yl, pyrazin-2- yl,
thiazol-2-yl, indal-3-yl group, each of which is unsubstituted or
substituted  with one to three substitnents selected from the group
consisting of halo, (l- 4C)alkyl, or halo(14C)alkyl, or the heterocyclyl
moiety is selected from 1_,3- dirnethyl-1.H pyrazoi-3-yi,
3,5-di3ne.thyi-171-pyrazol-4-yl, and, 1-methyl-l r- irnidazol-4-yl; a group
of sub-formula III:  RGRi0N-[CReRf],-Xa-[ CRsRh'],- (III)  wherein: X" is
selected from a. direct bond;  integer c is 1, or 2 fs integer d is 0, or
1; each R`, R~, Rs and R' group present is independently selected  from
hydrogen or (1-2C)alkyl; R? and R1 are independently selected. from
hydrogen, (1.- 4C)alkyl, or N? and R1 are linked so that, together with the
nitrogen atom to which they are attached, they form a.  pyrrolidinyl, or
piperidinyl ring; or R7 and R8 are linked so that, together with the
nitrogen atom to which they  are attached, they form a 4 to 8-membered
heterocyclic ring selected from the  group consisting of azetidinyl,
pyirohdinyl, piperidinyl, piperazinyl, 3 



s azabicyclo[3.1.O]hexyl, hexahydropyrrolo[_;,4-e]pyirolyl, 7-
azabicyclo[12.l]13Leptyl, and 2 azabicycio[2.2.2]octyl, and wherein said
heterocyclylic ring is optionally substituted on carbon by one to three
substituents selected from: (a) halo, hydroxy, Lrifi.aoromethyl,
(14C)alkyl, hydroxyl-4C)alkyl, AT-[(1 WO 20%1024541 PCT(,n2005/003355  200
4C)aikyl]amino, N ;V-di-[(l-4C)alkyl] amino, a phenyl group which is
optionally substituted with halo; pyrrolidarryl, morpholinyl, piperazinyl
optionally substituted with (14C)alkyl,  or 1?l ridinyl, s (b) a group of
the sub-formula VI:  (VI)  wherein:  1'' is a direct bond; X' is selected
from -C(C))-; and Q2 is selected from pyrrolidinyl, or morpholinyl; and, if
said heterocyclic ring comprises a nitrogen atom then said nitrogen is
optionally substituted by one or :Wore substitutnt groups (for example 1, 2
or  3), which may be the same or different, selected from: 1s (a)
(14C)aikyl, hydroxy(1-4C)a1kyl, (2-4C)alkenyl, (1-.4C')alkanoyl., (1-
4C)alk-oxy-(1-4 C"..)alkyl; a phenyl group which is optionally substituted
with cyano; a heterocyclyl group selected from pyrrolidinyl, morpholinyl,
piperazinyl, pyrazinyl, pyrimidinyl, and pyridinyi, and wherein said  2c
ring is unsubstituted or substituted with cyano; (b) a group of the formula
VII:  R23R2'N_[CR" Rf]v- C~'II)  wherein 



25 integer h is 0, 1, or 2; each Pa' and R group present is hydrogen; WO
2006/024841 PC T/G$2005/003355  201 R23and R24 are each independently
selected from hydrogen or  (I -4C)ahkyl; or (c) a group of the
formulal'Iii: wherein' V3 is a direct bond or --[CR2'R26],- wherein z is 1
and R25 and  R26 are both hydrogen; X6 is -C(O)-, if V is R23R21"-, and if
h'3 is a direct bond, X6 is  selected from -SO,,- or -C(O)-; and Q3 is
selected from (1-4C)alkyl, (3-6C)cycloallcyl, or pyrrolidinyl,  and wherein
any non-aromatic heterocyclyl group within a. Rib substituent group
optionally bears I or 2 oxo substituents. 6. A compoirrid according to any
one of claims Ito 3, rherein Rai" is selected from  ss hydrogen, cyano,
amino, methyl, hydroxynnethyl, l.-hydroxyethyl, (methylarxino):methyl,
(ethylamiiro)methyl, 1-(ethylamino)ethyl, (propylainino}methyl,
(isopropylamino)methyl,  (cyelopropylamino)methyl, (butylainino)methyl,
(cyclohiitylaniino)rnethy'l, (cyclopentylammino)methyl,
(l-methylpi-opylaimino)irrethyl, (2-imethyi rop iarnino)metliyl,
(allylamino)methyl, (di-etl ylamino)niethyl,
[(etliyi)(irietliyi)aFriino]methyl, 20 [(isopropyl)(r)iethyi)ainino]methyl,
[(propyl)(methvl)amino.]methyi,  [(butyl)(n)rtliyl)airiino]riethyl,
[(cyelopropylniethyl)ai-oiiio]methyl,
[(cyelobntz,ylmethyl)(rnethyi)amino]methyl,
[(2-methoxyethyl)(Fmethyl)arriino]niediyl,
[(isopropyl)(2-inethoxyethyl)ainino]n-iethyl, [{2-methoxyethyl)am6o]methyl,
`(ethyl)(2- rnetlioxyetliyl)airiino]nletliyl,
[(2-mothoxy-1-metliylethyllairiirio]r aethyl, [(3 2s
irefnoxypropyl)amino]meliyl, [(3-isopropoxy rropyi)aniino]imethyl, [(2-
eth.exyethyl)ai.nino]rnetliyl, [(2 isopropoxyethyi)aniino]methyl, [(3-
ethoxypropyl)amino]methyl, [(2-propoxyethyl)amnro]rnethyl, [i2-methoxy-2-
met':3Lylpropyl)amino]nietl:vl, [his(2-imethoxyethyl)aimino]methyl, [(2- 



hydi-axvethyl)(ethyl)amino]rnethyl, [(2-hydroxyethyl)(inethyl)aimirio]ni
tliyl, {[2-(di WO 2006/024841 PC'IIGB20051003355  202
nwthylamino)etlryl]am.ino}methyl, {[2-(di-ethyiamirio)ethyl]arxino}methyl,
rnethylaarrina)etlxyl][xnetlzy.]arxino}rnethyi, {[2-(di-ethyl
amino)ethyl][inethyilamino! methyl,  ][2-(di-rnethylanxino)-l
-(methyl)ethyilarniano}nxethyl, azetidi ayimethyl, pyrrolidanyimethyl,
piperidinylrrxethyl, l-ppiperidinylethyl, piperazi:xylrnethyl,
7-azabieyeio[2.2.I]heptylmiethyl, 2 s azabicyclo[2.2.2]octylrnethyl,
{[2-(pyrrolidin-l-yl)ethyl';amino) methyl, {[2-(piperit in-1-
yl)ethyl]anino}methyl, (3-flooropyrrolidiii-1-y1)nxetlxyl,
(4-tlnoropiperidin-1-yl)naethyl, (3- hydreExyp)+rrolidin-1-yl)rxethyl,
(3-hydroxypiperidin-1-yl)n,etl,y;l, (4-hydroxy'piperidi1-1- yl)nethyl.,
{4-trilluoroinethylpipe idin-l-yl)rrietllyl,
[2,5-disnethylpyrrolidirx-l-yl]rnethyl, (4-
ra)-ethylpiperidin-1-yl)metlxyl, (4-hydro .ymethylpiperidin-1-yl)niethyl,
(3,3-dimethyipiperidin io 1-yl)methyl,
[6-(hydroxyrraethyl)-3-azabicyclo[3.1.0]hex-3-yl]rrxethyl, (3-
methylamirxop yr-rohdin-l-yl)naetl.yl,
[3-(dirnethylarnino)pyn-olidin-1-yl]miethyl, [3-
(dietlxylarnino)pyrrolidin-l-yl]rrethyl, (3-phenyipyrrolidin-l-yl)nzethyl;
(3-phenylpiperidin-l- yl)rnethyl, (4-pheriylpiperidin-1-yl)r,ethyi,
[3-(4-flexor.;.ophenyi)piperidin-l-yl]niethyl, (3- pyridiri-2-ylpynolidin-
l-yl)mxethyl, (4-rnarl)holin-4-ylpiperidin,-1-yl)n-ietlxyl, [4-(2 1s
oxopyrrolidin-1-yi)piperidin-l-yl]rnethyl,
(4-pyarolidiii-1--y!piperidiEa-l-y1)n3.ethyl, (4-pyridin-
4-ylpiperidin-1-yl)rnethyl,
[(4-methyipiperazin-l-t'1)piperidhx-l-yl]nxethyl, [4-(rnorpho in-4-
ylearhonyl)piperidin-1-_yl]rncthyl, (4-nxethylpiperazim-1-yl)rmethyi,
(4-ethylpiperazin-1- yl)methyl,
[4-(2-hydro,eye.ttlhyl)piperazin-l-yl]methyl,
(4-isopropylpiperazin-l-}%i)nrethyl, {4-
[2--(dimethylarnirzo)ethyl]piperatin-1-,v1}n,etl,yi,
(4-allylpiperazin-l-yi)rnethyl, (4 20 aeetylpip razir-l-yl)n.etl yl,
(5-butyrylhexahydropy-rrolo[3,4-c]py1Tol-2(1i])-yl)rnethyl, [4-(2-
rmethoxyet11yl)piperazirx-l-yl]methyl,
[4-(r.ethylanlfonyl)piperazin-1-yl]methyl, [4-
(e,,.hylsu1fonyl)pipe.razin-l-yl]inethyl,
[4-(2-eyat:opherryl)piperazin-l-yl]rnethyl, [4-cnyridin-
2-yl)piperazix.-1-yl].a:etlr}'l,
[4-(3-cyarapyridin-2-yl)piperarin-l-yl]rnc:thyl, [4-(3-
cyar,rxp)razira-2-yl)piperazilri-yl]rnethyl, (4~pyrirnidir:-2-ylp
perazin-1-yl)snethyl, (4_prrazin.. 25 2-yipiperazin-1-yl)methyl,
[4-(2-oto-2-,oyrrolidin-l-ylethyl)piperaz in-l-yl]rnethyl, [4-
(cyelcxpropylcartwmyl)piperazi:z-i-yllrnetlxyi, i[(1;
3-dinethyl-lH-pyrazol-5- yl)methyl]amino}methyl,
{[2-(3,5-dimethyl-lH-pyrazo 4-yl)ethyi]amino}nethyl,  



[n,etlz}+i(tetrahydrofrxram-2-yhr.e 1 yl)arrino]rnetlzyl,
[(5-methylpyrazin-2 [{4-iz.ethyl- y1)rr,ethyl]azrxino}methyl,
[6-(tritluoromethyl)pyridin-3-v1]methyi}anxino)r,rethyl, 30
1,3-thiazol-2-yl)methyi]amino}rrethy%l, [2-(1
me.thyt-l7F-irnidazol-4-y1)ethyl]amino}methyl,
[(tetrahydrofaran-2-yhnethyl)amnino]methyl,
[(5-methyl-2-frxryl)naethyllanrino}methyl,  (tetrahydn 2.Fi
pyrirn-4-ylnaettayl)anino]rrethy'1,
(tetraihlydro-2.U-p),rarr-4-y~lamino)n.ethy'l, WO 2006/024841
PCTIGE20051003355  203 { [2-(2-me,thyi-17I it dol-3-vl)ethyl]amino]metl yl,
(2-methoxybenzyi)arnino]methyi, [(3- methoxybenzyl)anr:ino]rnethyl,
{[2-(isopropyrlanuno)etlioxy]iznethyl, [2_  (ethylanlhlo)ethoxy]methyl, and
[2-(rrmethylanii xo)ethoxy]methyl. 7. A compound according to any one of
the preceding claims wherein Rrc is selected  from hydrogen, amino,
(1.-.)C)allyi, :'V-(l -3C`)alkyiamino, and ATN-di-[(1- 3C)alkyl]amino;  8.
A compound according to any one of the preceding claims, wherein said
compound  has the general formula LX: RI b srl 'N < ; NH., ?1 ys~  70
wherein R1 is as defined in claim l or clam 3. and Rib is as defined in
claim I or any one of  claims 4 to 6. 9. A compound. according to claim 8,
wherein Ri' is hydrogen or (I-3C) alkyl. 10. A compound according to any
one of the preceding claims, wherein said compound  has the general formula
X shown below: WO 2005/43.24841 PC 1701120051003355  204  Rib I N  x
wherein Rib is as defined in clam t or any one of claims 4 to 6. 



s 11. A conapoinnd according to any one of claims 2 ton wherein Rib is
hydrogen and R1c is  hydrogen. 12. A compound according to any one of
claims 2 to 7, wherein Rib is hydrogen amd R is  selected from hydrogen or
(1-3C)alkyl. 1.6 13. A compound which is any one of the following:  ,'
(2-arnincphenyl)-4-(3-eyanopyridin 2-yly;)en:zamide; N
(2._anzinophenyl)-4-{3-cyano-6-[(2-hy(lrc:4xyethiyl)amino]-4-metttylpyridin
-2-yi)benz6miide;  iV" (2-ain nophenyi)-4-[
3-cyafo-5-(laiperidin-l-yilinethyl)pyridin-2-yl]benraride; 15 IV-(2
anninophenyl)-4i_{.3-cyano-5-[
4-Ineethylpiperi&..i-l-yllnlethyllpy'Tldin-2-yl}betrzamide; .?'
(2-aminophenyly-4-{3-cyan-5-[(c7iethylaininoyinethyi]pyrid xn,-yi}henzamide
1~J-(2-acrd[yophereyl:)4-[3-ej,aawca-4-methyl-6-(~l-x~l etliylpipera?i;
x-l-yl lpy?~icliFi-2-g?_]taea:zanriciu;
'-(2-an)-inopheinyl)-4-[3-ryarcy--5- ipynolidin-1-ylniedliyl
ypyriain-2-yl]berzaniide; .W
(2-amine?phenyl)-4-{3-cyanca-5-[(3-phenylpyrolidin-l-yl)methyl]pyridiin-2-y
'1}benzsmiide;  N
(2-atmminoplneny1)-4-{3-eyano-5-[(4-isoprop)ilpiperazin-l-
y1):xnetltyl]pyridii-2-- yl}benzanide; :'ar
(2-anxiinopllenyi)-4-[3-cyan-S..(piperazstn-l-yhnefing~l)ay~
iilin-2-yJ]benz:~rtide; WO 20%/024841 PCTICB2005/003355  205
N'47-(2-aminopheryl)-4-{;i-cyano_5-[(4.rnethylpipera-zinx-
I-yl)meta>,l]pyridin-2-y1}benzans de;  tl'-(2-anrinophenyl)-4- {
3-cyan-5-[(4-etit)71piperazin-1-yl)nxethyl]Pyridine-2-yl}benzarnide;
i6-(2-arninophenyi)-4-{3-cyatio-5-[(-3-py;i(lin-2ayipyrroiidin-1-yl).n
etlayi]pyridin-2- yl)benz:amide; s \'
(2-atxainophenyi)-4-(3-cyan-5-{[(lay,5R)-2,5-diniethylpyrrolidin-1-yl]nie6;
tyl}pyridin-2- yl)benza3nide; tl'(2-ansnoplaenyl)_4_{3_cy c_5_[(4-hyciroxy
ipetiaita-l-yI)methyl]py>ridin-2-yl)betizainide;  N
(2-acninopnenyl}-4-(3-cyanr-5-i[4-(trifluoronaethyl)piperidin-i y
methyl}pyridin-2- yl)benzamide; 'a ,;
r(2-atninoplaenyl)-4-{3-eyanra-5-[(4-morph
Iin-4-yipiperidara-l-'i)rae[lxyl]lx, iclitz-2- yl}beenzatnide; 



N
(2-aminophenyl)-4-{3-cyano-5-[(3,3-dinaethyipiperidin-I-yi)methyllpyridin-2
- y 1}benzamide; ,s'
(2-aminophenyli-4-[5-{azetidin-l-yhaaeYhyl)-3-cyanopyaidirx-2-yl]bcnzanxide
; v N
(2-aminophetxyl)-4-(3-cyano-5-{[4-(2-oxopyrrelidin-I-yl)piperidin-I-yl]xnet
hyl}pyridin-2-- yl)benzannde; A'1%("2-aininophetxyl)-4- { ;3-cyano-5-i
(4-pynolidin-1-ylpiperiditx- I-yl)r,aetlxyl]pyriditx-2- yl}benzarsside,;
N'-(2-ai.n*
ophetayl)-4-(3-cyan-5-{[(cyclobutyinmetbyl)(rnethyi)amino]nnthyl}py din-2-
n yi)benzanxade; 11-
(2-atninophenyl)-4(3-cyan-5-{[(2-rnetlaoxyethyl}(methyl,)amino)rnethyl}pyri
din-2- yl)benzantide; A (2-aa sinophetxyl)-4-(3-eyaato-5-{[(35)
_3-(dirraetlaylatr:ixics)pynolidin-l-yl]:a etlxyl}pyridin-2-
yl)benzanxicle; 25
Ai-(2-aininophenyl)-4-(3-cyan-5-{[(isopropyl)(2-metlioxyetl-ly'l)aanino]rne
thyl-lpyridiu.-2- yI)benzarnide; WO 2006/024841 PCTUGB2005/003355  206
N-(2-aminophenyl)-4-
{3-cyancs-5-[(4-pyaidi-i-4-ylpilxeridin-i-yl)methyl]pyndin-2- yl}benzamide;
N(2-airinophenyl)-4-[5-(7-azahicyclo[2.2.i
hept-7-ylreth,1}-3-cyanopvridin-2- yl]benzainide; s N (2-alxa nophenyl)-4-(
-cyauv-5-tj.(cyclopropylinethyl)aniiiio]inethyl}pyridin-2..  yl)benzainide;
'42-arninopllenyl)-4-[
5-(2-azabic.yclo[2.2.2]oci-2-ylixitthyl)-3-cyznopyxidixa-2-yl]herzaauideo
.iV-(2-ainiznophenyl))-4-[3-cyan-6-nnethyl-5-(1-piperidin-l-ylethyl)pyridin
-2-yl]benzarride;
N-(2-2lniiiophenyl)-4-(3-cyan-5-{[-1-(4-1nc:liylpiperazin-l-yi)pipe idin-
yl]nxethyl}pyridiii- io 2-yl}isenzanxide; Nt
(2-aniinopheny1)-4-(3-c.yang-S-{[isopropyl(methyl)amino]rnetlryl}pyridin-2-
y1)benzaniide,  (2-arninophenyl)-4-(3-cvano-5-- [ethyl(2-inetlxo
yethyl}asnin nthyl}layrid n-2  yi)benzamide; 



',1-(2-aniinoplienyl)-4-(3-cvano-5- {{n)ethyl(p-opyl)annino}rnethyl}
pyritEix-2-yi)benzainide;  15
4-{5-[(4-allylpiperazin-1-y1)methyl]-3-cyanopyridin-2-y1}-_V-(2-arninopheii
yl};xenzamide;  v-('-anxvzopheny1}-4-{3-cvano-5-{j4-(2-meal axyethy1)pipera
i a-l-yl]nnethyi}pvridin 2- yi)benz:amide; x,1_(2-azininophenyl)-4_ [3
_cvano_5-({ [2-(dilnethyianniro)ethyl] amino} methyl )p}actin-2-
yl]benz:amide zo
i'(2-aininophenyi)-4-[3-cvano-5-({[2-(diethy'lamnino)ethyl]anino}inethyl)py
ridin-2- yl]benzamide; N-(2-amin phenyl}-4 (3-cvano-5-{[(2-py?
olidin-l-ylethyl)amino]methyl,pyridin-2- yi)benzamide; (2-asninphenyl}-4-(;
-cyaino-5-{[(2-piper din 1_}zlethyl)anxino]xnethyl}pyriiiin-2- s yl)beii
amide;
N-(2--asninphenyi)-4_(3--cvano-5-{[4-(3-cyanopyridin-'2.-yl)piperazisi-1-y1
];nethyl}pyrji m-2- yl)benzalnide; WO 2006/024841 PCT;GB20051003355  207 AT
{2-an~inop1ie ~yl)_.,_ 3_ey. o_s_{} -[2-(diinethytanlini )etlxyll il?era
,in..l  yl}methyl)pyri in-2-yl]benzaraide; i
%(2-aminophenyl)-4-{3-cyana-5-[{ -p}^ diir 2-vlpiperazi3x-l-vl)mefl
yl]lserridin-2- yl}benzainrde:; s
,'Y'(2-iuninopheiyl)-4-(3-eyano-5-{[~2-{dzmeth}'laxrsereo)ethyl
{me#hyl)amino]r,ethvl}n~ridir- 2-yi)benzamide; N
(2-arninoplieiayi)-4-{3-cyano-5-{[[2-(diethylamino)ethyi](methyl)aniino]tne
thyi}pyridin-2- yl)benza side; N-(2-aminoplienyl)-4-{3-cyalio-5-[(prop 4au
lino)methyl]pvridia;-2-y1}benzaniide;  1a
N-{2-amriiiiopheriyl)-4-{S-[(biitrlamino)tnethyl]-3-cyanopyri.din-2-y1}be:1
:7amide;  N-(2-ax
iincsphenvl)-4-{S-[{,sec-bEitylaniinc}inetliyl]-3-cyanopyrldin-2-yl}bei
ariaide;  1N
(2-srtninophenyi)-4-{3-cyanic-5-[(cyclobutylamino)3nethyl]pvridiii-2-y1}hen
zanv 'de;  N-(2-amriinophenyl)-4- {o3-cyano-5 -[/(isoprop
y'larnino)tnethyl.Jpyr din-2-yl} benzaniide;  .iV
{2-aYninophe.nyl)-4.-{3-cyan 5-'[(isobutyIaE ino)methyi]pytidi i-2-y1}be;
.4.a Y ide; 



is 4-{S-[c a11}1a r ino)me hyl]-3-cyanepy din 2-yl?
(2-an-iinc-+phesiyl)benzamide;  X-{2-asriiitophenvl) i { -c.~ ant3
S-[{cyelopent}i znlinca)anethyl?1 y~ clin-2-yl}benzamide;  (2-aniinopbe;
zyl)-4- {3-c. an 5-[{etlay1aznitza )riieil y l;l y idin -, l}besizar aide"
N-(2-arrtinophe iyl)-4-
{3-cyaiio-5-[(4-pyrazin-2-ylpiperaziir-1-yi)rrsethyl}py>ridin-2- yl
}benzamide; ae ,V-(2-aminophen 1I)-4-[3-eyano-S-({[2P{dinictl.ylaritino)-I-
m etl ylethyl]a?nino } 3nethyi)pyri din-2-v1]benzamide;
N~{2-atrtinophenyl)-4-{3-eyano-5-{[3-{niethyiamino)py2roiIdin-l-y1]rnethyl}
pyridii~ 2- yl)benzanide; N-{%-artti7plrenyl)-4-{'-eyano-5-{[4- 2-cy ix pi;
enyl)1ai aerazul-l-yl}trar#hyl)pyridin-2- 25 yl)benzainide;
N-(2-atniniophetivl)-4-{3-eyano-5-{[4-(3-eyanopyrazii;
-2-yl)piperazin-l-y1]methvl}pyxidin-2- yl)henzamide; WO 2006/024841
PCT/GB20105!003355  208 7' (2-=`ii
in(rphenyl)-4-(3-evar.o-5-[1-(ethylamiiio)ethyl]-6-niethylpyn-idiin.-2-y1}b
enzarnide;  N-(2 anrinopheny1)-4-{3 yano-5-[(n
thylainino)methyl]py~r-idin-2-y1}benzanride; 1N-(2 nninoplaenvl)-
-(3-cyan.-5-{"[(3 }-3-iaydroxy syrrvlidin-1-yl]methyl}pyi-idirr-2-
yl)beazzaanide; s l+ (2-anrii oplienyl.)-d-(3-~,}anv-5_t[(3Ii)-3-tluvr
pmvlidin-l ylEnaethyl}pyrclin-2- yl)benzamide;
'~T-{2-aminopheny~1)-46{3-cyan-5-
{[(2-hydroxyethy1)(inetlrvl)anaino]metbyi} pyridia-2- yt)benzamide;
N(2-ani-nophenyl)-1-(3-cyanv-5-f[4 -(ethylstilforiyl}piper;
:iii-l-vlIniethy'1}p aieli;r2  so yl)benzanride; N-(2-aaninopheriyl)-
-{3-vyaaao,5 [(4-pyiiniidin 2-ylpiperaziir-i--yl)methyl]pyridin-2- yl}
benzarnide; 4-(5-amino-3-cyanv.6-rr7ethylpyridisi-?-yl)_,
..(2-<arxrincaphenyl)l enzamide  Ivy-(2.-aariinophenyi)-4-[3 cyarto-5-({[(1
R)-1-niethylpropyi]aniiio} n.etliyl)pyridin-2  is yl]benzaariide; 



N-(2-axa.+rrvplaenyl)-4-[3-cyan.-s-({
[(1<))-l-anethvlpropyl]afnino}nzsthy1)layridin-2- yi]benzacn de; N-{2-
aminophenyll-4-{3-cyan- S- {[4-(methylsiilfony
i)piperazin-l-yl]methyl}pyridin-2- yl)benzarnide; 20 (2-aarain
,aheaYyi)-4-[3-cya3.o-5-(i[3-t2-methyl-1.1:iniol-3-tirl}ethyl}ami3ao}nxcthy
l}pyriclin- 2-yt]henzamide; N-(2-ain iriophenyl)-4-(3-cyan-5-
{[2-(isopropylamiiio)ethoxy]metlzyl}pyridin-2- yl)benzamide;
N-(2-aminophenyI)-4-(3-c}%ano-5- { [2-(etliylamino)ethoxylmetliyl}pyr
idin-2-yt)b enzainide;  zs 1` l2-an.inopheny1)-4-(3-c;
yanv-5-{[2-(anettiylairiinvlettbox /ime hvl}pyridin_?._yl}bes maide;
N-(2-anzhioph enyl)-4-(3-cyario-5-in.eta3ylpy~idui-2-y,)oenzaani~ie; _~,;
_{'?-aininvpl.eny 1)4-[3-cyauv-4-(dinaethyl ainutvlpyridir.-2-yi]ber~ a;
s.ide; WO 20061024841 PCT1CB2005/003315  209 N-(2-artvrscxplxerryl)-
-[3-cy'arxo-5--(etitylas ins)-4-zucthyipgridin-2-yt]be:sz4iydde;
%q'-(2-arninoph.enyl)- 4-(3--cyano-4, ti-dimethyipyridin-2-y 1)b ennzam
ide;  iV-(2-an:ixxophenyl)-4-(3-eyario-a-nmethylp yridin-2_yi)benzanxide;
N-(2-amxrinophenyl)-4-(3-cyano-5-{[4-(2-oxo-2-pyrrolidin-l-ylethyl)piperaz
in-1- s yi]rnethVl}pyrridin-2-yl)benzamide; N-(2-arninophenyl)-4-(3-cyan-5-
{[4-(2-hvdroxyethyl)piperazin-l-yl]rnethyl} pyridi:r-2- yl)benza-rrride;
N-(2-aminophenyl)-4-(3-eyano-5-([(l..R,5x5)-6-(hydrox5,nethyl)-s-azabicyclo
[3,1,d]hex-3- yi'rnethyl} pyridin-2-yl)benzarnide; Ii,
N-(2-aminophenyl)-4-{3-cyan-5-[(4-hydroxymethylpiperidir,-
-yl)nxethylpyddin-2- yl}benzaride;
4-{S-[(4-acetylpiperazin-l-yl)methyi]-3-cyanopyridin-2-y1}_;v-(2
a~rxinsphoryi)henzauiide;  It'
(2-anxirropherty:)-4-{33-c.nano-5-[(3-hy(troxypiperidi;
x-l-yl)methyl]pyridin-2-y1}benzarnride;
N-(a_aninophetryl)-4-{5-[(S-butyrs'hexalrydropyrrolo[3,4-cjpyrrol-2(1Iz')-y
l)niethyl _3_  cyaraopyr-idin-2-y1}benzarnide; N-(2-aniinophenyl)-4-(3-
cyan--5-{[(2-hydro fyethyl)(ethyl)arnino]nacthyl}pyridin-2- 



yi)benzainide; N-(2-armi;xop1 enyl)-1-(3-cyan -5-
{[(2-naethoxyethyl)arnirno]methyl}pyridin-2-yl)benzaaaxide;  NVI
(2-amrninophenyl)-4-(3-cyano-5-d[ethyl(nxetlayl}antino]aaretxryi}}yrdin-2-y
l)berzzsrxide; 2o
,1(2-an,irxophenyl)-4-(3-eyaars-5-[(3-phenylpiperidin-t-yl)me,4hyi]pyridin-
2-yl}ben ,amide;  N-(2-aminophenyl)-4- {3-cyan-
5-[(4-phenylpiperidin-1-yl)nzetlxyl pysidinx-2-yi}be zany de;
-(2-s~~ainoplnenyl)-4-(_-cyan-5-{[3-(4- luorophenyl)piperidin-l yxi
-yl]n:ethyl}pdin-2- yl)benzamide; J r'
(2-arinopl:eny])-4-(3-cyan-5-{[4-(rnorulnolin-4-vlcarbonyi)piperidin-l - zs
yl]nzetlxyl}pyridira--2-y1)ha-:rrzexmi.de; tT
(2-aminopl'enyl)-4-(3-cyarxo-a-{[3-(dietlayiaEniro}
syrrslidin3-1-y1]Fnethyl}pyridin-;?- y'l)benzami de; WO 2006/324841
PCT/GB20031003355  210 N-(2-anunophenyi)-4-(5- {[hutyl(snethyl)ar
un]methyl}-3-cyanopvridin-2-yl)benzamide;  ,'
-(2-anniuophenvl)-4--(3-cyarto-6-iutropyridin-2-yi)hea??amide;
N-(2-aniinophenyl)-4-[ 3-cy'ano-6-(<t-fliiorophenyl
)pyridiii-2-yi]benzamidc;  4-(6-an- irgo-3,5-d
icyaiiopyriiixr-2-y1)-Id-(2-anainolahenyl)berazanride; s :v
(2-an?insi?henyl)-4-(3-cyana-5-{[
-{cyciopropyicarbonyi)i?it?erazin-1--yiluiehyl pylidin-2- y1)benza?-Hide; N
(2-aniinophenyl)-4-(3-cyan-5-[(n~etlzyiar xino)methyl]pyricii3x-2-yl}h
;s3zaruide;  i'4'_(:?.-aanhropherayl)-~-[3-cya~ao-5-f,i({1,3-dinletizyi- E
H ~yxauol_5_  yl)mcthyi]amino } nsethyl)pyridin-2-yi]benzamide; i4
i1,r(2-arni_Hop':?erayi)-4-[3-cyar;.o-5-({[2-(3,5-datnethyl-l.f~-pyxazol-4-
yi)ethyl;amino}rnethyl)py i-idinx-2-y1]ben,,amide;
X-(2-anainophonyl)-4-(3-cyan-5-{[(2-n?othoxy-l-met
hylcthyl)aniir:o]metiyl)p pi din 2- yl)henzatride:; N-(2-aminopherty1)--4-
(_3-cyan-5- { [(3-rnetlaoxyl)ropyi)aniinolmethyl}pyri diM-2-.  is
yl)berizamide; N-(2-ami nophenyl)-4-X3-cyan-5- ([(2 -rethox yb enzyl)
amino]methyl } pyridin- 2- 



yi)herizami le; N-(2-amirtophe:xyl)-4-(3-cysuno-5-
{[(3-methoxybenzyl)arninr?]methyl fpyridi:z-2- yi)bcnzarnide; 20
,'V.-(2-arninophenyl)-4-(3.-cyan-5-{[(3-isopropoxypropyi)atnino]n?ethyl}15y
r d:i:z-2- yi)benzamide; _V (2-'axninophenyl)-4- `3-cy ano-.5- [ ({ [6-(tn
tluororethyl)p yriain-3- yl]inethyi}
ar::ino)methyl]pyridin-2-yl}bonzaniide;
V-(2-arninopheayl)-4-[3-cyaiio-5-({[(4-methyl-1,3-thiazol-2- 23
yl)anethyt]arnhac} rieth}'l)plridin-2-y]]t enzaniidc;  N-('2-arniriophenyfl
4 [3-cyano-5-(([2-(1-rietllyl-lH..imidazol-4- yi)ethyl] amin o }
methyl)pyridir-2-yi ]benzarnide; W/G 2006102.4841 PAC /Gff12(6a)51003355
211 IV (2-atalinophexx);ij-4-(3-cyan-5- [(tc# ahydroaxraaa
:7-ylgxcthyl)araxix o]ineth)%1}1ay~idisa-2- yl)benzamide;
I%(2-aniinophenyl)-4-(3..oyano-5-{[(2-e#lxcixye#hy1)anrno]rne#Ixyd}py
idin-2-y1)bcai amide;  1-(2-ainiixophenyl)-4-(3-cyano-5-
{[(2-ist)propoxyethyl)aniino]inetlayl}pyridirl_2_  yi)benzarnide; N
(2-axninophenyl)-4-(3-cyan-5-{[(3-
ethoxypropyl)amino]methyl}pyridin-2-yl)herizarnide;  N
(2.-aniiaiophenyl)-4-(3-cyan-5-{[(2-propoxyethyl)amin]methyl}pyridin
2-yl)hen?amide;
.N-(2-a.:3xinophenyl)-4-[3-cyan-5-((((5-methyl-2-finyl)methyl`3aFniaxo}rne
liyl)pyriclirl-2- ylJhenzamide; 10 1V-(2-aniinopheaxyl)-4-(3-cyan-5-{
(tetrahydro-2I- pyrarn-4-ylrnethyi)aniir,??inethyi}pydidin..
2-yl)benzaxnide; h'-(2-anlinophenyl)-4-13-cyano-5-[(tetrahydro-2H
pyrari-4-ylamino)methyl]pyridin-2- y1}benzamide;
tN-(2-ariainopherayl)-4-(3-cyan-5-{I
(2-methoxy-2-inethylpropyi)araiiraax]methyl}pyridin-2- is yl)benzamide; ~T
(2-aisai ropherayl)-4-(3-oy ano-a- {rethyl(tetrahydrofiiran-2- 



ylmethyl)ainino]methyl } pyridi n-2-yl)benzaanide; iV(2
aminophenyl)-4-(5-{[his('2-methoxyethyl)amino]methyl}-3-cyanopy.idn-2-
yl)berizaixaide; 20 or a pharmaceutically acceptable saint thereof 14. A
pharmaceutical composition comprising a compound according to any one of
claims I to 13 in association with a plisarmacexatically-acceptable diluent
or carrier. 25 15. A compound according to any one of claims 1 to 13 for
use as a n:aedicaraer t. WO 20061024841 PAC r%;1320051003355  ^.12 16. The
use of a compound according to anyone of claims i to 13 in the manufacture
of a  medicament for use in the production of a i-DAC inhibitory effect in
a warm-blooded animal  such as man, 17. A method for producing a FIDAC
inhibitory effect in, a. warm-blooded a. imal, such as  man, in need of
such treatment which comprises administering to said animal an effective.
amount of a compound according to any one of claims 1 to 13. 18. Use of a
compound of the formula (I) in the man? ifacture of a medicament for use in
to the treatment or prevention of cancer. 19. A method of treating or
preventing cancer in a warm-.blooded an.hnal, such as man, in  need of such
treatmentwhich comprises administering to said animal an effective amount
of a  compound according to any one of claims 1 to 13. is 20. Use of a
compound according to any one of claims 1, to 13 in the roanufactme of a
medicament for use in the treatment of inflammatory diseases, autoimrmine
diseases and  allergic/atopic diseases in a warm-blooded animal. such as
nran. we 21. A method of treating inflammatory diseases, autoiniuanc
diseases and ailergiclatopic  diseases in a. warm-blooded animal, such as
man, in need of such treatment which comprises  administering to said
animal an effective amount of a compound according to any one of  claims
Ito 13. zs 22. A process for preparing a compound according to claim 1,
said process comprising the  steps of: 



(a) the reaction of a compound of the formula (A) WO 2006/024441 PC
TIGB2005/003355  213 R4  X-, N  (Rim a (Ra)y  (A) wherein X is a reactive
group, with a compound of the formula (B)  RIC (B)  wherein R"' is a group
R~ as defined in any one of claims 1 to 13 or a precursor  thereof, RIb' is
a group tl.'" as defined in any one of claims 1 to 13 or a precursor  is
thereof, 3t.'`.' is a group Rl' as defined in any one of claims 1 to 13 or
a prec:arsor  thereof, M is a metal, L is a li ;and, and  integer z is 0 to
3; and wherein if any one of said groups 3 1 1 i" or R k ' is a precursor f
o r a R , Rib or R RIC group respectively, then said process thereafter
comprises a step of converting the compound formed by the reaction of a
compound of the formula (A) with a compound  o f the formula. (B) to a
compound of formula (I) (by converting the precursor of any 20 cue of
groups Rh, R'" or R1` group to the appropriate R. R3  or 17'` group); or
(b) The reaction of a compound of the formula (C) WO 20061024841 PCI
IGB20051003355  214  Ex" 



(RI),+~~ (~a)n  (C) wherein M, L and integer z are as defined for process
(a) above,  with a. compound of the formula (Y)) R1c' R,,": N f  (D)
wherein R1"', dl"' and RI are as defined for process (a) above andX is a
reactive  group; and wherein if any one of said groups R1" RII& or Rk' is a
precursor for a R1", Rl" or  Ric group respectively, then said process
comprises an additional step thereafter of  converting the compound formed
by the reaction of a compound of the formula (C)  with a compound of the
formula (ID) to a compound of formula (1) (by converting the  precursor of
any one of groups R'", R" or R'0 group to the appropriate RI', Rib or R`'
is group); or (c) the reaction, in the presence of
4-(4,6-dirnethoxy.-1,3,5-friazinyl-2-yl)-4- methylmorpholiniurn chloride,
of a compound of the formula (E) WO 2006/024841 PCT/CB2005/003355  215 0  I
I'1 ?' r  (=) with a compound of the formula (I)  Rid  R1b CN li" I XI 01
() 



wherein Ria', Ru,' and Ric' are as defined for process (a) above, and
wherein if any one  of said groups R'`' R' U' or R`'C' is a precursor for a
R's. Rib or R" C group respectively,  then said process comprises an
additional step thereafter of converting the compound 1o formed by the
reaction of a compound of the formula (E) with a compound of the  formula
(F) to a compound of formula (I) (by converting the precursor of any one of
groups Ric, Rib or R'c group to the appropriate R`', R" or R" group); and
thereafter if necessary: i) converting a compound of the formula (I) into
another compound of the formula (I); and/or  s ii) removing any protecting
groups. 














