WD 02/ 00649 ~ PCT/ SE01/01450 -233 CLAIMS 1. The use of a conpound of
formula (1) *164164* s mor a salt, ester or amde thereof; to where Xis
O or S S(O or S(O2, or NR6 where Rb is hydrogen or Cl1 6alkyl,; RS is
an optionally substituted 5-nenbered heteroaromatic ring, R, R2, R3, R4
are i ndep@RIBMp4 sel ected from halo, cyano, nitro, trPETEENOMShyl

Cl _3al kyl, NR~-R$ (wherein R~ and Rg, which maybe the sane or different,
each represents hydrogen or Cl. 3al ky$33- or -XIR9 (wherein Xl represents a
direct bond, -0-, -CHzZ-, -OCO, car -5-, 15 SO, -so :
-corrRII 12 13 14 1 1112 -, -SOZI\EL%QR 502- or -NR - (mmn"mmmmﬂm R
, R13 and R14 each independently represents hydrogen, Cl.3alkykienss

Cl. 3alkoxyC2.3allcyl), and RO is selected fromone of the follow ng
groups: 1) Thause 6§ porapougy ofstermyle Mhi ch may be unsubstitute

substituted with one or nmore groups sel ected fron1hydroxymlm”Mﬂ“ m M
amno, 20 2) C _Sall cyLX2COR15 (wherein X2 represents -

whi ch R15 represents hydrogen, Ci _3al kyl RE1. 3alkoxyC2. ~al | "Egppoy+ and R16
represents Cl.3allcyl, -NRL7R18 or - 9v(wherein R17, R's and R19 which

may be the sane or di fferent eeﬁczh represgnts hydrogen, C~.3alleyl or Cl_
3al koxyC2. 3al kyl));

or a salt, ester or amide thereof;

10 where X is O, or S, S(O) or S(0);, or NRS where R® is hydrogen or Cy.alkyl,;
R’ is an optionally substituted 5-membered heteroaromatic ring,
R', R? R®, R* are independently selected from, halo, cyano, nitro, triftuoromethyl, C;.salkyl, -
NRR® (wherein R and R®, which may be the same or different, each represents hydrogen or
Cijalkyl), or X'R® (wherein x! represents a direct bond, -O-, -CH,-, -OCO-, carbonyl, -S-, -

15 SO-,-SO;-, -NR'°CO-, -CONR!'-, -SO,NR -, -NR!*SO;- or -NR'*- (wherein R'%, R", R,
R and R' each independently represents hydrogen, C,.salkyl or C.3alkoxyC;.salkyl), and R’
is selected from one of the following groups:

1) hydrogen or C,.salkyl which may be unsubstituted or which may be substituted with one or
more groups selected from hydroxy, fluoro or amino,

20 2) Cy.5alkyIX*COR'® (wherein X? represents -O- or -NR'%- (in which R" represents hydrogen,
Csalkyl or CjaalkoxyC, salkyl) and R represents Cysalkyl, -NR'R'® or -OR'® (wherein
RY, R'® and R"® which may be the same or different each represents hydrogen, C;.;alkyl or C,.
salkoxyCa.salkyl)); ' -

3) C1.salkylX’R*® (wherein X represents -O-, -S-, -SO-, -80,-, -OCO-, -NR*'CO-, -CONR*.,

25 -SO,NR®-, -NR¥SO;- or -NR¥- (wherein R*!, R, R®, R* and R? each independently
represents hydrogen, C;.3alkyl or C,.;alkoxyC,salkyl) and R represents hydrogen, C,alkyl,
cyclopentyl, cyclohexyl or a 5-6-membered saturated heterocyclic group with 1-2



3) C . Salkyl X3R20 (wherein X3 represents -0-, -S-, -SO=, -S0z-, -0OCO,
-NR21C0-, -CONR22-, z5 -SQZNR23-, -NR24S02- or -NR25- (Wnereln R21, R~
Rz3, R24 and R25 each independently represents hydrogen, GCi.3al kyl or

C _3al koxyC2. 3al kyl ) and R20 represents hydrogen, Cl.3allcyl, cyclopentyl,

cycl ohexyl owca2ndo menmber ed saturated heterocyclic gr oupc};&zsﬁ‘oﬁqlgso WO
02/ 00649 PCT/ SE01/ 01450 - 234heteroatom; sel ected i ndependen romQ, S

and N, which d _3al kyl group nmay bear 3 substituents selected from
oxo, hydroxy, hal ogeno and d . aal koxy ar% Which cyclic group may bear 1 or
2 substitu t@ogemwplected mdmendmtly ﬁynir@;@andhﬁlvdgﬁrﬁmal@l grcmbln;aly bear 1 or 2

d . ~hydr oxy ~ Sal | cyl . XaCl Sa y1X5R26 V\/nerel n
Xa and XS V\ﬁilbg%then"%s sgéec{eﬂgo%w Fmdﬁy ,?l%aéqgg (g‘ %’g ang i & CBChc EEp,

-S02-, - NR2Bdae1 ,0r2ﬁ€H‘sRﬁ$1ts selecfed sz Soxo, hdrS@kalogehs, CMI\B?J‘ 6)?!';1

R28, R29 0 nd R31 each independently represents hydrogen, 3al kyI or

Cl_3al koxy éY)Ia(yI) and R26 represents hydrogen or C 3alkyl); 5) R32

(vior &1 Koy 506 (ARSDERE AP SRR UL SEaupanpkedata

cazbon or to nitrogen) w't et er oat ohs ependen
S and N, whiQh- Sﬂeﬁ@r,oﬁs)ﬁlﬂ\&l ! @D GONRY)-, BEAINRE-p1NRP wbeﬂNMbWBermet ed

from oxo, hysrQwy; r al k d  aal oxy
G ~al koxyd féarg Rw @ﬁ&%%’.}deﬁﬁ%ﬁpieéﬁmsﬂ%F p ‘65“‘%? Ceplkey
_(wher ei n R3alkyd) aampmmmmmg@hmgﬂm 7) CZ_ sal kenyl R32 (wher e| n R32
is as defin dl?1 rei nb 15 8) 5al | cynylR32 (wherein R32 is as
defi ned hera Pﬁr‘é‘? aﬁ?s‘“?‘ﬂkfé?deﬁaﬂ“%hﬁteé?ﬁ'y@é‘éﬁ?@ GinlRA vinesrongE oup, a
phenyl gnougit@gend with: zm@sat@ﬂs 8108 ihGepe LY REH S 'S%nQNOHHmﬁ hétgds w2

carbon or nitrogen) with 1-3 heteroatoms sel ected from QG ich
pyri done, pBRORYMaypeasd oFa substientesedasiedifrom epophysireryhategens Chmlkyi, G-

oo, “e”tﬁywyﬁ%la‘ylﬁhﬁs@ €. SRR B a%, SRy el ogene.

d ~al | cyl anf)ersalBylREhirdheminyRT iscas dyfined Ateinbyford)y i f | ugr (I%BmEt hw1 (r:]yaprg, be the
- CONR3aRs3 6 ~ iC

sane o? d;Sf 2(?,'sn enyglg E ?%%%ﬁ%&%&q%ﬁgﬁbefﬁaﬁrcyl or g _

G _3al komyCﬂ)GﬁJaKWhy)an (whéhpin R Sad defihEBReréibrgss);n R33 i s as defined
her ei nbef oraR”](\ggmﬁ $al l cenylR33 (wherein R33 is as defined

her ei nbef or R Copresenfs ¢ Ryreens erouRe? IcAYIRED; of a §5-pembesedparomatic

h bef -

e el O sl GhoPHLACIHIGTSE LAIR P S SRl S B0
Rao, Rai an¥d® W%Wﬂ@f&e@i@nﬂ@n ftomatic hetereeyshic grohy meyepary, up(ms Selistigpbnter

Cl. 3alkoxyCgy AalJayilple Rgho c%x beFec sG] ﬁm&g{]ﬁaﬁ@g@& %{1}%@3 ?J(.‘;_ag%g %::11'4%2[3 0O |

C2_sal l cenyl X R33 (wherein represent's
- CONR4a- 20_CB¢YQ©ZYM C14amin68i,- C oalkyhiRixio; C(.mdydm:eyaﬂicoﬁy,&arbm~ Rasp Rah and

e | SHAERIEA o RORS oy SRS Bl ) 8 1 s, wic

may be the same or different, each represents hydrogen, C;4alkyl or C;. 3alkoxyC2.3alky1)) ;
10) CysalkylR* (wherein R*? is. as defined hereinbefore);
11) Cy.salkenylR™ (wherein R* is as defined hereinbefore);

25 12) Cp.salkynylR* (wherein R* is as defined hereinbefore);
13) Cy.salkyIX*R* (wherein X® represents -O-, -S-, -SO-, -SO;-, -NR**CO-, -CONR*-, -
SO,NR*-, -NR*'S0,- or -NR*- (wherein R*, R*’, R**, R*! and R*? each independently
represents hydrogen, Cy.salkyl or Cy.3alkoxyCy.salkyl) and R* is as defined hereinbefore);
14) C,.salkenylX'R*® (wherein X’ represents -O-, -S-, -SO-, -SO,-, -NR¥CO-, -CONR*, -

30 SONR*-, -NR*S0,- or -NR*'- (wherein R*, R*, R*, R* and R each independently
represents hydrogen, Cjalkyl or C;.jalkoxyC;.3alkyl) and R* is as defined hereinbefore);

f‘




WD 02/ 00649 PCT/ SE01/ 01450 -23515) C2. Sal kyny1X8R33 (wherein Xs
represents~~-0-, -S-, -SO, -S0z-, NR48CO-, -CONR49-, SOZNRso_~ _NR51S02-
or NR52- (wherein Rasp R49~ Rso~ Rsl and R52 each independently represents
hydrogen, Cl.3allcyl or Cl.3allcoxyCzZ 3allcyl) and R33 is as defined

her ei nbef AY@$2/00¢4%) " C1. 3al | cy1X9Cl1. 3alky1R33 (wherei n X9 PECESEELIH0s - 0-
-5-, -SO, -SOZ-, -NR53C0 , _ 5 CONR 54-, -S02NR55-, -NR56S(2- or -NR57-
(wherein R53, R4, RSS, R56 and R57 ed3% i ndependently represents hydrogen,

Cl. 3al | cylsy pr Gl sKD 3a)s [ i axcefipegqnerphmpef ore); and
17) Ci. 3§f1§§~f gl ﬁ’%@?& ?av(ﬁ#gesreg@go%géians? R§ zarlgﬂagode??#gkg ’

h;ar ei nbefSﬂzbllR”-i mﬁ’mzpaﬁpm’ét(wnﬁeigmf“a mmstmmﬂb R‘sbéachﬁﬁlej)ﬁgédm/ i nhi bition
of aurora 2 ltinase. 1Q 2. A netho or inhibjtjng aurora 2 kipase in a
war m bl ogBRESCRRBYEOzes ol orFEw,amm%eliwlgﬁu o 15 AE A=Al

conpri Seslﬁ@bgﬁdﬂgﬁj;(?l‘ﬁgﬂﬂyﬂ{” (@ﬁ_éx‘éin@(“rgﬁ’:l:seﬁﬂ -6f Lecigoye.qpuRkseh-a conpound of

formula (n, Inclaiml oL a phar NRCE tlsgalslsy acgept’abl e salt, or

an in v§ \@Nﬁ%hogg)ﬁ% <R %‘Dz_-pheN%&‘f(thiIBR Alcdhpcﬂunﬂndﬂs feghnul a (1 A) Rya
R 20 gty SHE BN IRIEE aishe, R ool o 1 o
defined iherdielefdre)lpmd 0 formula (1) and Rsa is 25 an optionally substituted
A YT e A I G ST SRR X b SO
(1) of (i{kde gHEyAY¥Rion of a medicament for use in the inhibition of aurora 2 kinase.
10 |

2. A method for inhibiting aurora 2 kinase 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 formula (I), as defined in claim 1 or a pharmaceutically acceptable salt, or an

in vivo hydrblysable ester thereof.

15
3. A compound of formula (TA)

R5a
P X/
R2'

R4
20 Ia

or a salt, ester or amide thereof;
where X is as defined in relation to formula (I);
RY, R¥, R¥, R* are equivalent to R', R?, R®, R* as defined in relation to formula () and R** is
25 an optionally substituted 5-membered heteroaromatic ring, subject to the following provisos:
' (i) that where R* is a pyrazole group, it carries a substitutent of formula (k), (I) of (VI)

above,



WO 02/ 00649 PCT/ SE01/ 01450 -236(ii) that where X is NH and Rya is a
substituted pyrazolone or tetrazolyl group, at least one of R , RZ~, R3
and R4~ is other than hydrogen; or (iii) that where Xis Oand Rsa is
1-nmethyl-4-nitro-1 Himdazol-5-yl, at |least one of R~, RZ~, R3~ and R4~
is other tha en; 5 or a pharmaceutically acceptabl an in
vi vo hydr ol yg]gg?igﬁbggt er thereof. 4. A nethod for inhibiti %ﬁ%ﬁp%%lggoz ki nase
in a warm bl ooded ani mal, such as man, L{ﬁﬁ need of such treatnent, which
conprises admnistering to said animal &n"effective anbunt of a conpound
of formul a (if))that sdherd & is DEHandR® Isai subditwted pyrpdoloneacietizolyd ioyp,at s badbfe

salt, or an,ptgrify viva. hydrol ysable ester thereof. 5. A conpound according
to claimil 8‘r’}g2’flgra gﬁe ?sgpqurﬁl}épﬁajqr_ogqn,py eatment of the human or ani nal
body by t he(iptat WikrdX if'0 RAERFAE Retty AL ndANTLahidh A5G HPlehs bidofR 'C RFPouNnd
according to,claim1 or 3, in conbination with a pharmaceutically

accept abl e Baend B . isptherthan hysigassi tion as .recited in Oaim3 wherein Rsa

is selected b QM hASuaEMRCcBRBR SN, 0 M vivotJaloBhatiPdsted: Herdo?)

4, A method for inhibiting aurora 2 kinase 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 formula (I), as defined in claim 3 or a pharmaceutically acceptable salt, or an

10 in vivo hydrolysable ester thereof.

S, A compound according to claim 1 or 3 for use in a method of treatment of the human
or aniinal body by therapy.
15 6. A pharmaceutical composition comprising a compound according to claim 1 or 3, in

combination with a pharmaceutically acceptable carrier.

7. The composition as recited in Claim 3 wherein R* is selected from the group

consisting of:

20
', REO 82 RE0 62
N
/_S\ I\ \
((S Rs1 Y g R61 / »\Rm
* S
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2 _ RE0
N *
BN B
RS S Re! R6 S R



WO 02/00649 | s2 (fl RNN / ~ ~\ s~ Rsz Rsz (~) a) PCIT/SE01/01450 R~
(h) wherein where Rho , R6i and Rfi2 are independently selected from
hydrogen or a substituent 5 group and * indicates the point of attachnent
to the group X in formula (1A). 8. The conposition as recited in Jdaim7
wherei n RN 0RB6490r R62 is a group of subfornula (k): 4PCT/SE01/01450

-237-~
*?—LRGO Re0 RS0
[} st B
T Ré1 T RS1 ((IT R61
R62 R82 ' Ré62
) (9) | (h)

wherein where R®, R®! and R® are independently selected from hydrogen or a substituent

5 group and * indicates the point of attachment to the group X in formula (IA).

8. The composition as recited in Claim 7 wherein R®, R%! orR%is a group of sub-
formula (k):

SRR, q/v

10 (k)

wherein p and q are independently'O or 1 and Ry’ and R,’’ are independently hydrogen,

hydroxy, optionally substituted alkyl, optionally substituted cycloalkyl, halogen, cyano,
optionally substitued alkyl, or optionally substituted alkyenyl, wherein R;’ can form with R,"’

15 a3 to 6 membered ring; wherein T is C=0, SO.., C(=NOR)CO, C(0O)C(0), C=NCN, or
CV=NO or whereinn =0, 1 or 2 and V is independently R® or NR®)R®* wherein R** and
R are independently selected from hydrogen, optionally subsfituted hydrocarbyl or
optionally substituted heterocyclyl, or R® and R together with the nitrogen atom to which
they are attached form an optionally substituted héterocyclic ring.



wherein p and g are independently O or 1 and R' and RI" are independently
Hydr ogen, hydroxy, optionally substituted al kyl, optionally substituted
cycl oal kyl, hal ogen, cyano, optionally substitued alkyl, or optionally
substituted al kyenyl, wherein RI' can formw-th R" 15 a 3 to 6 nenbered
ring; whereiwolybgsdl—C SO ,, C(=NOR)CO, C(O C(O, C=NCN, & /SE‘;V,% or
wherein n =0, 1 or 2 and V is independently R63 or N(Rssf P8 n Rb3
and R64 are independently sel ected frqag{ydrogen optionally substituted
hydracar byl or optionally substituted “erocyclyl, or R6~ and R64

toget her wia.h t IThe bbmpiion aateeird i Clitinchwhdréie R IR atn%wmgoﬁ;mﬂman
optlonally_@ubstltuted heterocyclic ring. WO 02/00649 PCT/ SE01/ 01450

-2389. The 6sition as recited in Caim7 vvherein Rho, R6i or R62 is a
group of subforml a: ) i 1)/T Ri ' )~~ eb(~5where|n p and
g are independently O or/%am;lk /Sf(ﬂiz CBRY and wherein R and R

are independently hydrogen, hydroxy Eﬂtl onal |y substl t@ed al kyl ,
optionally substituted cycloal kyl, hal ogen, cyano, optionally subst i t ued
al kyl, optionally substituted al kyenyl , Wwherein Rcan formwith R a 3 to
‘6 nenber esl wharejn pwahé g ererindepesieth) orS0Oand G ONOR) 1062 4 ar@(vieRifiR anCRNGS, or
CV=NO or wherein,n.= 0 2. and .V is i.n ndent | 3 or. N(R63) R ~
wher ei n Re3D4PgndEYY 8¥%°$°H3‘&8%°&&eWPP§FII§é‘F‘§gE“£§ aﬂ?yg ﬁ?ﬁ?ﬁ?ﬁ%@@ﬁtmﬁstl onal | y
subst i t ut edcyalodIol; Bilb¥eh, Gand)RbiicHARY bubstituétbdlky], Wpaenallg beystfyed adyenydr R63 and
R64 together with the nitrogen aé omto which they are attached forman

optional |y WheseniReap dmgiteRor § &9 6 membered ring; mbereingl i8£57Q, S OmdFGRICO hydr oxy

(ot her thancidier®), @—N@NO)m c@lN%lrmlepemq allk&%nd% Bifdie enHérﬁy.I@aM(yl ami no,
N, N- (C1. 6al kyI %m B{ rox¥02 6al | coxy, Cl~al koxyC2. sa koxy,
g

am noC2. éal N@( I@Pﬂ@m avgdxleperdraskyselected from hydrogen, opuonally
N, N-(d . sal b b Formul a
A G ) R R G, A P, 1 5,
bond, oxy, thenitogenNiGh t@whick Itt)ey |aterattached Wiiih a aﬁa;bhmallye substituted hewtocyrdit kivig;e n e,
I_\I-Nl(_g( a)al éyl Q}‘x &]%13 iaé:ogen Hydroxy (o'\iﬂecr(tg)gn where ¢ 15 10%9"61 6alk}wl_a.6alkoxy, amino,

N-C, aalkylammo N,N-(C.galkyl)amino, hydroxyC,.salkoxy, CsalkoxyC,.salkoxy,

15 aminoCs.salkoxy, N-Cj.galkylaminoC;.¢alkoxy, N,N-(C,.¢alkyl),aminoC,.salkoxy or
Cs-gcycloalkyl,
or R" is of the Formula (II):

—K—1J @
20
wherein J is aryl, heteroaryl or heterocyclyl and K is a bond, oxy, imino, N-
(C1-galkyl)imino, oxyC,.salkylene, iminoC,.¢alkylene, N-(Ci-salkyl)iminoC;salkylene,
-NHC(O) -, -SO,NH-, -NHSO;- or -NHC(0)-C,salkylene.

25 10.  The composition as recited in Claim 7 wherein R’ is represented by:

R60
N—S\
A e

S

(a)



'25 10. The conposition as recited in Caim?7 wherein Rsa is represented by:
61 S (a) WD 02/00649 PCT/ SE01/01450 -239andwherein R6 is halogen, CN, O
CONR63 R64~ and wherein R61 is sub-fornula (k): (k) wherein p and q are

i ndependently 0 or 1 and RI' and R " -are i nnedpendently hydrogen, hydroxy,
optional | W&P#8¢4°t uted al l eyl, optionally substituted cPETBEANS) hal ogen,
cyano, optionally substitued al kyl, optionally substituted al kyenyl, R
can formwith R" a 3 to to 6 nenbere2B%ing; wherein T is C=0O SOn,

C(=NOR) CO, C( . &N or swherein. n.= . r.2 and.Vvis

i ndependent | y%h%érmﬁ( Fig%y%cg’ ﬁ%e&&%gaaﬁﬁd %%relgr@l I%Snugéfﬁlgh“g"éﬂ% y

sel ected from hydrogen, optionally substituted hydrocarbyl or optionally
substituted heterocyclyl, or R63 and R64 together with the nitrogen atomto
which they are attached forman optionally substituted heterocyclic ring.
15 11. The conposition as recited in Caim7 wherein RS$ is represented by:
Rsa '

ACRR Ny
q

5 (k)

wherein p and q are independently O or 1 and R;’ and R;’ are indedpendently
hydrogen, hydroxy, optionally substituted alkyl, optionally substituted cycloalkyl, halogen,
cyano, optionally substitued alkyl, optionally substituted alkyenyl, R,’ can form with R,*’ a3
10 to 6 membered ring; wherein T is C=0, SQ,, C(=NOR)CO, C(0)C(0)), C=NCN, or V=NO or
wherei'n n=0, 1 or2 and V is independently R® or NR*)R®* wherein R®* and R®* are
independently selected from hydrogen, optionally substituted hydrocarbyl or optionally
substituted heterocyclyl, or R® and R* together with the nitrogen atom to which they are
attached form an optionally substituted heterocyclic ring. |

15
11.  The composition as recited in Claim 7 wherein R* is represented by:
R0 .
N
/Qﬁ
g R81
(a)
20 and wherein R% is halogen, CN, or CONR® R%, and wherein R61 is sub-formula (k):
(CR/'R" T~ . R0
~ 17 )p\(NRl')/ (CHR1 )r/

25 1 41



Rs~ /\ \ S (a) 20 and wherein R60 is hal ogen, CN, or CONRe3 R6a~ and
wherein 1261 is sub-formula (k): 25 (CR~"R-")P~(~1~)QTM\(CHR ' )~~ Ro WO
02/ 00649 PCT/ SE01/ 01450 -240 wherein p and q are independently O or 1, r is
0, 1, 2, 3 or 4 and R and R are independently hydrogen, hydroxy,

~optionally su,@,s,{z' ed al kyl, optionally substituted cycl b’é hal ogen, 5
cyano, optional @Bdéﬁbsti tued al kyl, optionally substitut eg’%]ﬂsé ‘H"yﬁo, R can

formwith the other R group a 3 to 6 nmembered ring; wherein T is C=0, SOA,
C(=NOR)CO, C(OC(O ), C=NCN, or V=NO or*4fherein n = O, 1 or 2 and Vis

i ndependently R63 or N(R6s)R6a wherein R63 and R64 are independently

sel ected from hydrogen, optionally substituted hydrocarbyl or- - optionally
substituted heterocyclyl, or R63 and R64 together with the nitrogen atomto

which 10 th - t ti:opal ' ) i,C
e o oraRaty FUELBIORRIIARY PRLOS, b1y PR ot ekt
Cl_bal kyl , tydregen| kysixaxy, eptionally shbsGitutekdlkyl rdpéinnatly subshkitutéd(c@tloBlagl kaalop@a ni no,

hydr oxyC2__6a) koxy.. Cl. 6alkox . pal ko i.no saltx .

1 029 2oy A R PS8Rl g o ot

C3_~cycl oal Rygroupl3 b mdiiberédiifip) $ihbreRdT B T=05 SO;,CI=NORFEQ] OJCW)RICRNTNRSa i S

represented b%: 8 Rs~ | . . & 3 64 T
or V=NO or whereinn =0, 1 or 2 and V is independently R* or N(R*)R™ wherein R* and
R% are independently selected from hydrogen, optionally substituted hydrocarbyl or
optionally substituted heterocyclyl, or R®* and R%* together with the nitrogen atom to which

10 they are attached form an optionally substituted heterocyclic ring; wherein R”° is hydrogen,

hydroxy (other than where q is 0), C;.¢alkyl, C;alkoxy, amino, N-C).salkylamino,
N,N-(C.¢alkyl),amino, hydroxyC,.salkoxy, Ci.salkoxyC;.salkoxy, aminoC;.salkoxy,
N-C,.qalkylaminoC, galkoxy, N,N-(C;.salkyl),aminoC,.salkoxy or Cj.scycloalkyl.

15 12.  The composition as recited in Claim 7 wherein R is represented by:
‘ R60
N
/(ﬁ
T Ng R81
(a)

and wherein R® is halogen, CN, or CONR% R*, and wherein R61 is sub-formula &):
20

CR,'R" T R70
ORI omp Serr,

25

wherein p and q are independently O or 1,ris 0, 1, 2, 3 or 4 and R and R’ are independently
hydrogen, hydroxy, optionally substituted alkyl, optionally substituted cycloalkyl, halogen,



(a) and wherein R60 is halogen, CN, or CONR63 Rte, and wherein R61 is
sub-formula (k): 20 (CR~'R~")P~~1~)9 T\(CHR~')r~ Rio ~) 25 wherein p and g
are independently O or 1, r is 0, 1, 2, 3 or 4 and Rand R are

i ndependent | hydr ogen, hydroxy, optionally substituted al kyl, optionally
substitut@ﬂ’%&@@%akal, hal ogen, WD 02! 00649 PCT/ SE01/ pAHSE»1/6#&H cyano,
~optionally substitued al kyl, optionally substituted al kyenyl, R can form
with the other R group a 3 to 6 nmenbeldd ring; wherein T is C=0, SOA,

=NOR . - N V= ' =0 -1 or, 2 Vi
 hdepond TPy e R s ey tbegbEh el R St y

sel ect edRfgroup 4y thr @ eiberediing Rdkreih B 1ITHO, 56, SC(=NOR)coaC)C(@), G=Nmy, onal |y
substit ut eg_ﬂgterocyclyl_, or R63 and Rb4 to&eﬂ% er w ﬁﬁ he nitrogen atomto
whi ch t h&8%VaENe Avbsteed=0ot i aindophisi ipderrndsnti RS of N(R R hekesslb &y cdflc i ng;

wher ei n RFO alies’m&g%xgd&%lfs%fe@lé %ﬁﬁ" H}Jg%g?ﬁ, :6%?}%1%?), }@,?%g{cg 5‘}1‘?{9?3'@’1 ¥l heteroaryl

or heterocyclyl IS a 1’m no,
oxyCl_Babkijdnelipsubistifiited Bate®aydldydrRit and\R{ @gethat with JHemitrogeh atbmlth whizhe,
"NACCO) ey i eNen I opt Satly Ststished Rstecns el e S herein R7is of the

Formula (III):

—K—1] am
10 '
wherein J is aryl, heteroaryl or heterocyclyl and K is a bond, oxy, imino, N~(C;.salkyl)imino,
oxyC,.salkylene, iminoC,_¢alkylene, N-(C;.salkyl)iminoC,.salkylene, -NHC(O) -, -SO;NH-,
-NHSO;- or -NHC(0)-C).salkylene-, '
and any aryl, heteroaryl or heterocyclyl group in a R™ group may be optionally substituted by
15 one or more groups selected from hydroxy, halo; trifluoromethyl, cyano, mercapto, nitro,
amino, carboxy, carbamoyl, formyl, sulphamoyl, C;.¢alkyl, C;.salkenyl, C;.alkynyl,
Ci.salkoxy, -O-(C.aalkyl)-O-, C,.6alkylS(0),~ (wherein n is 0-2), N-C;salkylamino,
N,N-(Cy.salkyl);amino, Cgalkoxycarbonyl, N-C;.salkylcarbamoyl,
N,N-(Cy.galkyl);carbamoyl, Cy.salkanoyl, Cy.¢alkanoyloxy, C;.salkanoylamino,
20 N-C,.alkylsulphamoyl, N,N-(C salkyl),sulphamoyl, C,.salkylsulphonylamino and
Ci-salkylsulphonyl-N-(Csalkyl)amino,
or any aryl, heteroaryl or heterocyclyl group in a R” ‘group may be optionally substituted with

one or more groups of the Formula (IV):

—Ri- —
25 BL- (CH):-A!

)
wherein A' is halo, hydroxy, C,.salkoxy, cyano, amino, N-C;.¢alkylamino,
N,N-(Cy.salkyl),amino, carboxy, Cy.salkoxycarbonyl, carbamoyl, N-C;.salkylcarbamoyl or
N,N-(C\-salkyl),carbamoyl, p is 1 - 6, and B! is a bond, oxy, imino, N-(Cy.salkyl)imino or
30 -NHC(O)-, with the proviso that p is 2 or more unless B' is a bond or -NHC(O)-;

or any aryl, heteroary! or heterocyclyl group in a R’ group may be optionally substituted with

one or more groups of the Formula (V):



and any aryl, heteroaryl or heterocyclyl group in a R70 group maybe
optionally substituted by 15 one or nore groups sel ected from hydroxy,
hal o, trifluoronethyl, cyano, nmercapto, nitro, am no, carboxy, carbanoyl,
formyl, sul phanoyl, Cl_6al kyl, C2~al kenyl, C2.6al kynyl, Cl. 6al koxy,

- O (CL. 3al kyWo-@mpssCl~alkylS(O n- (wherein n is 0-2), N Cp@aldeyd@pono,

N, N- (CLl. 6al | cyl ) 2am no, C .~al koxycarbonyl, N-d ~al kyl car banoyl ,

N, N- (CL. 6al kyl ) ZCar banoyl , CZ. bal | canoy|. 20 ~al | cauoyl oxy,

Cl. 6al | canoyl am no, 20 N G _6al kyl sul pharmyl N, N- (G _6al kyl ) ZSU phanoyl ,
Cl ~al | cyl sul phonyl amino and Ci. 6allcyl sul phonyl -N-(C | ~al kyl )am no, or any
aryl, heteroaryl -~or heterocyclyl group {n a R70 group maybe optionally
substituted with one or nore groups Br—Phe Forrml)a (TV): 25 -Bl- (CH-p A
wherein Al is halo, hydroxy, Cl.6al koxy, cyano, am no, N Cl.6al kyl am no,
N, N-(Q . sal kyl ) Zam no, carboxy, Cd _6al koxycarbonyl, carbanmoyl, N

CL 62l k! CaLBRIRH: Phod il SIS ARLBRO RN ok ¢ Stbyin e iuBia® 2
het o oeyc v mb“@‘ammd;’mwr% SO €ty pnineC it o 0ar 1 8?
nor e grgupgbéf (?l‘ﬁ%olf‘gﬁ% 2"“6‘ p§ aﬁ@?ﬁéé@ blgll '%462\,\11@3

wher ei n D1 iﬁmacydancyta@é eNHE(d)-, -NHSIG;I ES@;MF«'OYLNHO )F(tl.sblftyl@n@%é eny aryl,
Cl_6al | cyl ene, ?/O 6al kyl ene, 5 oxy, 1mno, |€h§ ).i'mno,
)

i m noCl. 6al Iasﬁpl@ orme(e@fy@all SOUP)in Mﬂb@é@pntsramm opnonally subsntuted with one
or more groups selected from hydroxy, halo, C;.¢alkyl, C;.¢alkoxy, carboxy,

10 C,.alkoxycarbonyl, carbamoyl, N-C,¢alkylcarbamoyl, N-(C,salkyl),carbamoyl, C;.salkanoyl,
amino, N-C,salkylamino and N,N-(C,.galkyl);amino,
and any Cycycloalkyl or heterocyclyl group in a R’ group may be optionally substituted with

one or two oxo or thioxo substituents, .
and any of the R° groups defined hereinbefore which comprises a CHj group which is

15 attached to 2 carbon atoms or a CHj group which is attached to a carbon atom may optionally
bear on each said CH; or CHj group a substituent selected from hydroxy, amino, C;.salkoxy,
N-Cy.galkylamino, N,N-(C.salkyl),amino and heterocyclyl.

13. A method for inhibiting aurora 2 kinase in a warm blooded animal, such as man, in
20 need of such treatment, which comprises administering to said animal an effective amount of
a compound of formula (I), as defined in any one of Claims 7-12 or a pharmaceutically

acceptable salt, or an in vivo hydrolysable ester thereof.

14, A compound as in any one of Claims 7-12, for use in a method of treatment of the

25 human or animal body by therapy.

15. A pharmaceutical composition comprising a compound according to Claims 7-12 in

combination with a pharmaceutically acceptable carrier.

30 16. A method for inhibiting aurora 2 kinase in a warm blooded animal, such as man, in

need of such treatment, which comprises administering to said animal an effective amount of



Cl _6al kyl ene- oxyCl. 6al kyl ene, G . sal kyl ene-i m noC _bal kyl ene,
Cl. 6al kyl ene-N- (C . ~al kyl )i nmi noC _6al |l cyl ene, NHC(G -, -NHSOz-, -SQzNH or
-NHC( O - d ~al kyl ene-, and any aryl, heteroaryl or heterocyclyl group in a
substitue 0(%'/"% % maybe optionally substituted with one_or m)re_(()gr oups
sel ected fro g roxy, halo, Cl.6allryl, O.sal koxy, caFPbbREAO145
C _6al I coxycarbonyl, carbanmoyl, N-C.sallryl carbanoyl,
N-(d ~al | cyl ) zcar banoyl , C2_6al kanoyl-243ani no, N-d . sal kyl am no and
N, N-(Q . §%bﬂﬁ¥$&n€%‘?‘aﬁ%ne@?@l%¥7-@54?&gﬁ&ﬂﬁééﬁ%alﬁﬁc&‘ﬁ{aﬁfe%ﬁ’,%Xﬂ indfpUP 1N a
R70 groug malybe optionally substituted wth oné or two oxo or thioxo
subst i t udydrelysablexgster theteobf t he R70 groups defined herei nbefore which
conprises a CHz group which is 15 attached to 2 carbon atons or a CH3 group
which is attached to a carbon atom nmay optionally bear on each said CHz or
- CH3 group a substituent selected from hydroxy, am no, C _6al koxy,
NC.~allrylamno, N,N(Cl 6allryl)zam no and heterocyclyl. 13. A nethod
for inRibiti ng aurora 2 Itinase in a warm bl ooded ani mal, such as man, in
20 -need of such treatnment, which conprises admnistering to said animal an
effective anmount of a conpound of forrmula (n, as defined in any one of
Clains 7-12 or a pharmaceutically acceptable salt, or an in vivo
hydr ol ysabl e ester thereof. 14. A conpound as in any one of Cains 7-12,
for use in a nethod of treatnent of the 25 human or ani mal body by therapy.
15. A pharmaceutical conposition conprising a conpound according to C ains
7-12 in conbination with a pharnmaceutically acceptable carrier. 30 16. A
met hod for inhibiting aurora 2 kinase in a warm bl ooded ani nal, such as
man, in need of such treatnment, which conprises admnistering to said
animal an effective anount of WD 02! 00649 PCT/ SE01/ 01450 -243a conpound of
any one of Clains 7-12 or a pharmaceutically acceptable salt, or an in vivo
hydr ol ysabl e ester thereof. 5



