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prepared by standard functional group interconversions
well known in the literature, froma conpound of
formula (XXXXVIT). (XXXXV) (XXXXVI1) A conpound of
fornula (XXXXVII) may be prepared fron1a conpound of
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formula (1), or a pharmaceutically acceptable salt
thereof, as defined herein for use in the production
wo@Rooans@Epopt otic effect in a warm bl ooded ani neCT/€B2Gv7/000116

as man. According to a further feature of the invention
there is provided a conpound of forrmula (1), or a

phar maceutically acceptable salt thereof, as defined
herueé b &Q I as, mn as
B P T R AE ) PR g B
transiiondempasptupss odn lﬁemﬂut«w mcuhasaaas epesdotithaghichrzer .

ect of. the i ntio t here
ﬁ%@lﬂ{ag{)/r?greggedgeﬁ“gﬁiggra urc;as 8%%&1@%}@ ngﬁmugec{]tp)asmgr a
wnardmc@utmgmldrweaacfﬁamramhmfgaidmd befi@Qface@s defined
herein for the production of an anti-proliferative
effect in a warm bl ooded ani mal such as nman. Accordi ng

Tige raethod bae ifveatisH &ande Uskd & ﬁé&?@ﬁu&gpélgﬁ @3’\9&{&00 n

there i.s provided the use of 'a conpound

pgtyrialg frop fbwa?n?émw |”%?élate3ﬁlféieltfétpﬂbttﬁb@ @aion- ﬁmeraemq as
C f a

reinfasle REfALE tObIEWIRRHACHICwRE, sl TR ke

The kaowammthsids pdlleigh amiotvedl speayatnyiag andtoaghlCion djdﬂgei;ﬁ)s@the
here is provided, the

s]:)Ha tﬂU?rrog&?%%F % ale%F sfhlsgrv rnctgls orl)lcht @ result in‘the production of

use o
aphmamxbﬂhateﬁdill The¢e@phdl @itisAUbestrde (R8 ve sﬁéarqgrfckyﬁ%ny
herein for the productlon of an apoptotic effect In
TS DRI AR 19U Wi Rt lstohcBraspadymersa
further feature of this aspect of the invention there
is provided the use of a conpound of fornula (1), or a
The arathededtheciav¢ntioacuaphealsee tcspﬂepare hé]memfpplmrqbeﬁvmed

R Bt b PR R e eBleBendrrat el T salid husropolyher
pm.cres bl Dbgied camiemBThssieperBPnRAY. be‘kmqﬂm;%let&cme of high
urther feature of the I nvention there is provided the
Vbig%Slté{for 5he@5§ﬁ516{5w&y3p FWF%IH% pyle high mplecular weight PTFE or
upfigti iRaPWAl, 68t A YndEEP Qi‘is%@tlsﬁ)ﬁ a*l"f'le ﬁ@ﬁlﬁ@ ‘ages iR g/
herein in the nmanufacture of I cament or use
SiEBRY WheiP s chuspeapionmuss behuraeedwdnsteasi e samensmmwmsnbee
/ tre t
PO b o g AL dee ARG R A P R Ripsigninebe
tranpfertedrintb elag vaceumfchamiber. aspect of the invention there
is provided a nethod for producing an
anti-proliferative effect in a warm bl ooded ani mal,
ThelizReBonidY, bd dari@B@tPpragiée in VA9RLTRIL s Ghe @H%&l?ﬁﬁﬁ
@g bsterlng to said animal an effective anmount of a
W fheessHbsddYRROf $¥emply: a phar maceutical |y
acceptable salt thereof, as defined herein. According
to a further feature of this aspect of the invention
GenpsalDeseriptionvi ded a met hod for produci ng an

e PN 8 Bor by o e B re e e Bpegisiesize
ofabnmsﬂ 2 usUs Forf®d M8 .a dxgpefbﬁﬁﬁin%teﬁ%cyhn&{@atdﬁ%%ally with a
i ch COITPFI ses adm ni steri ng to said aninal

flariangier brigaing seivent, depapding an dfe natireraf dﬂe(pb)ymfwr The
di |
@éﬂfﬂﬁg BRI b LT SRR F a 2B o 136 T3 Pl e g
arg thep &ogen tpradvmgerdtutrh betusen 0 aad CZﬂ’fﬁ?O UMberofrofenrth@itrays are
(1), or a pharmaceutically acceptable salt thereof, as
defined herein in the manufacture of a medicament for
use in the prevention or treatnent of proliferative
di sease such as cancer in a warm bl ooded ani mal such
as man. According to a further feature of this aspect
of the invention there is provided a nethod for the
prevention or treatnent of proliferative di sease such
as cancer in a warm bl ooded animal, such as man, in
need of such treatnment which conprises adm ni stering
to said aninal -an effectlve amount of a conpound of

o N R
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CF3, -0OCF3, -CO2H, -C2Cr Coal kyl, -NH2, -NH(d-

6al kyl), -CONR R', or -N(C -6alky 1)2 where R and R’
wae@7iosidependent |y Ci- al kyl or aryl, or togetP€r/GBRE0R/000116

the nitrogen to which they a;re attached forma 4- to

7-membered ring and wherein'’if said heterocyclyl (G -

6al kyl) or heteroar(CG - 6alkyl) contain an -NH noiety

1dagtd mkd 4 Oﬁ%ﬂm'@l){mIBFr éﬁ@%%&%%é ﬁ(t%ﬁ?(?&?ﬂ tb YLiGReRY 03 afd 848

sel ected fromC
eﬁmf@a %Sh SIrptyoivglly 0@4-0 Qflakoxyuder meybqndﬁmnbauﬁlyhatlon of

| k r banoyl
‘f@‘f RS RLBE Ahgamit i gin G gppiied & SiPahe:
NW'QUI brﬁﬁeﬂy‘*’hlle%oidﬁianelﬁhg thl oden chidrePRyelionbiyio
%%E Ckwged heteroaryl, C-linked heterocycl yI _
6al kynyl, ar(C -6al kyl), heter oar(Cl -
3R YR
al kyl), cycl oal kyl (G - 6al kyl), heterocyclyl (G -
g Ik ), acyl, G - 6al koxycarbonyl (G - 6al kyl), cyano
SE%?HE@PRV’P Sf\ﬁmamahﬁ irRludgynilngostadoaiag byd serysctibnited

ituents sel ected from
APAERR Per plorRARs Ao PROP oSG FIRREReDE! °5 ot Roxy,
O 3al kylth| o, -0(CH 2) I-5CF3, halo, nitro, cyano,

SRS Rl e e ot gedhiedgre s pEdEIowal Kyl ) 2

where R and R' are independently C - 6al kyl or aryl,
gr toaether with the nitrogen to which they are

orma 4- to 7-nmenbered r|ng and wherein if
mﬂgls&élbﬁhﬁga@ﬂvﬁﬁ Q§5 <§s co eh{?@g %% grgcy ﬁlk){ltsow rate of

heterocycly
Qanin WSUINﬂ-Iat-W@l@Iy that nitrogen may be optionally

substltut ed by a group selected from G -6al kyl, G -

al kqnoyl , G -6al kyl sul phonyl , carbanoyl, N (G .

F&! dispeysi@r inagmgﬂ with ¥sélMs @Fimtgﬁtaaif&%b)*/c\ft b@ﬁmﬁwelf R8RZYe of

oxycar enzoyl and phenyl sul phony

6ﬁo%gtﬁ‘¥elaﬁ‘€e€6#8ﬁd is notiv ~-[1-(4-propyl -
,2,4-triazol -3-yl)ethyl]benzenesul f onam de. I n

anot her enbodi ment the invention is directed to a

Mighdisaergionfin Peteriith a(soliyls ¢adfens pf 28-3R avt Yaemlimik dotwrate of

5AGoRRtiA RS t eof, wherein R is aryl,

hgter(;aw3 S&?A% 37?1% ar(Cl 6al kyl), or heter oanCr

al kyl) wherein R nmay be optionally substituted on

n_by one bstituetsslectedfromO’-
Pi?ﬁ%?ﬁpersﬁogllgw er V\gngl ?lgs eg)qt%rgy 138t &9’!"% @d-mgléﬂR‘U)(?t,e
oCl-—lG@’hkiyd mbasosed-a%m@) i -5CF3, halo, nitro, cyano, =0,
=S, -OH, -SH, -CF3, -OCF3, -C2H, -CXC -C 6al kyl,
-NH2, -NH(C r 6alkyl), -CONR R', or -N(Ci - 6al kyl) 2
owetemBondlgd R' are independently G- alkyl or aryl,

or together wiwth the nitrogen to which they are
Othet gernpenefitsithat gambe ingludledrimthe disgdersiong rr&ndonmgrneluﬂm f

SRS B T eSS S Bhar P TAR

P@Mpbmwmsdlphweagpmwnaﬂé ﬁemadyfrown G - 6al kyl,

' - kanayl ,. G - 6a| sul hon Ci -6a| koxycar bonyl ,
R I ARETROY bisment valliys ok BAYS

Pmomoemelp dgrh&ﬁabﬁramélfmrbwmzo benzy' oxycar bonyl,
benzoyl phenyl sul phonyl; R2 is heteroar (G -

34638 183 W@%P%WtﬁwaWéfml@ﬂﬁsw substituted on
carbon by one or nore substituents selected fromG -
3al kyl, halo G -3al kyl, C3-6cycloal kyl, C - 3al koxy,
C - 3alkylthio, -0(CH 2)1-5CF3, halo, nitro, cyano,
=0, =S, -OH, -SH, -CF3, -0OCF3, -C2H, - CO2C Cbal kyl,
-NH2, -NH(d- 6alkyl), -CONR R', or -N(d- 6al kyl) 2
where R and R' areindependently G - 6al kyl or aryl,
or together with the nitrogen to which they are
attached forma 4- to 7-nmenbered ring and wherein if
said heteroar(C - 6alkyl) contains an -NH nviety that
mtrogen may be opt| onaIIy substltut ed by a group

o o,




to 7-menbered ring. In a further aspect of the

invention there is provided a conmpound of formula (1)
W@eooF0803d a (1a) or a pharmaceutically accept abtBEGB200/000116

thereof, wherein R is phen§I wher ei n phenyl may be

optionally substituted on carbon by one or nore

substituents selected from G -3al kyl, hal oCt - 3al kyl or

boadims R2 is G -6al kyl, C2-6al kenyl,

C3-6¢cycl oal kyl (G - 6al kyI ), ar(Cr 6al kyl), or

het eroar (G - 6al kyl ) wherein R2 may be opti onal I'y

1t N AR 8RB DR e
@Bnpisgs freedikyd susﬁensx(ml dfexld ﬂ@)mﬁaﬂylﬁ‘ﬂ bdttiles in aQ(cQTB carrler

e Nitro, = -OH, -SH, -
g’@?mak‘fﬁzh fmé%&z%ﬁr”?féé?‘?@wadfy Rmder NH( Gi - 6al kyI)

-CONR R', or -N(C, -6alkyl)2 where R and R' are
%ndep ndently C.alkyi or aryl, or together with the
itr o‘Sé‘FF“P%j gfilaimed HeGlaim d, mwhich seblimtion & athieved by

xﬁeé@'@?%%ﬁﬂaﬁ&?ﬁ?{&%r%&&e' nif said

het er oar (Ci - oa contains an -NH noiety that
nitrogen nay be optionally substitut ed by a group

fglale%/ F\ﬁeﬁl{ on)?lm%am lfl%%/'éld‘(qﬁgh&e re%?%gﬁwre is in the

rdivge(D T el R%t:)qcar banmoyl, A N- (G -6al kyl) car banoyl ,
benzyl , benzyloxycarbonyl benzoyl and
phenyl sul phonyl; R3 is - 6al kyl wherein C - 6al kyl

qray  be nREiddeR %lalirﬁedsl*ﬁ% Fd&%ﬁ % ﬂr plo\phlP]y g%qﬁgg{%gtﬁérels

substituents sel ected

V@krecycl oal kyl, Ci - 3al koxy, G- 3a| kylthio, - Q CH2)
,-5CF3, halo, nitro, cyano, —0, =S, -OH, -SH, -CF3,
-OCF3, -CM2H, -CX2C -C 6al kyl, - NH2, -NH(d- 6al kyl),

5. CONRX Rethodras elhl(rﬁéd—in&ﬁj/ b;dc):ecﬁng\m%ﬁlﬂ R' wigBidsuBlinfki6n is
,.or together with t

I ndependent a - 6al or, ary

T BEA STppelre BHIRY ther ek eaion ronmtetos theo
flhoropolieieed ring; and R* is H G -6alkyl or

C3-6cycl oal kyl wherein R*nmay be optionally substituted
on carbon by one or nore substituents selected from

cCi -3 I K al koxy,
Ll s et s R
am@ent@mperasm -CF3, - - CX2Ci - Coal kyl
-NH2, -NH(C - 6a|ky|), C(]\IR'R', or -N(Gi - 6a|ky|) 2
where R and R are i ndependently Q gal kyl or aryl, or

7t ogehaethwd bdiclhirRdmh 1@ it RhitRiseBlihhen i2Egriad bach ?d
menbered ring. In a further aspect o

0
teﬂ?&@%&i’ﬁwe&ﬂ am&nétefrﬁvemﬂa@ ippd thezglass g piifien smpemturabs
the flubrépolyr@dnul @ (Ha) or a pharmaceutical |y acceptable

salt thereof, wherein R is aryl wherein aryl nmay be
optional l'y substituted on carbon by one or nore

subsji from | oG - 3al kyl
B e ”égr’m{?i ‘i‘c‘ﬁl“%& e %8&%?9“&&?&? WY Wﬁ%ﬁe SUSBRISIANS!
=Gty mi e N P he
- 0" - - GBal kyl , - , - I -~ 6al kyl
ra!‘%‘?d@%“’?%%u N(C, - 6alkyl) 2 where R and R' are
i ndependently Ci - 6al kyl or aryl, or together with the
nitrogen to which they are attached forma 4- to
7-menbered ring; R2 is heteroar(G - alkyl) wherein
heteroar (Ci - alkyl) nmay be optionally substituted on
carbon by one or nore substituents selected from
C] - 3al kyl, hal oG - 3al kyl, C3-6cycl oal kyl, C 3al koxy,
Cr 3al kylthio, -0(CH 2) 1-5CF3, halo, nitro, cyano,
=0, =S, -OH, -SH, -CF3, -0OCF3, - CO2H, -C2GC -C
6al kyl, -NH2, -NH(CG - 6alkyl), -CONR R', or -N(Cr
6al kyl) 2 where R and R' are independently G -6al kyl
or aryl, or together with the nitrogen to which they
are attached forma 4- to 7-nmenbered ring wherein if
sal d heteroar(C | -6a| kyI) cont ai ns an -NH- rml ety t hat

1 . " g



man. In a further aspect of the invention there is

provi ded a pharnmaceutical conposition which conprises
wa2@onpaend of the formula (1), (la), (I1) or ¥CT/aB2@7/000116

a pharmaceutically acceptable salt thereof, as defined

herein before in associatioh with a

pharmaceuti cal | 'y- acceptable di luent or carrier for use

n th t f an antiscaneer ef
d\/var m%lnplihc?gg]% lr??nrlr% msauglgr ee %E??a] i, I l% he%u%ensr P of
thé sdllieflucnomngrh@rpattivdasan a$1qprdmahﬁiﬁ?ds ﬁtonham tragseut i Cal
conposi tion which conprises a conpound of the fornula
(1), (ra), (I1) or (Ila) or a pharmaceutically
elellely aiéiisdsaalcrauﬁéherh%ra{, préatedifg t:rbra@i &Rﬁtﬁin‘ﬁll%@&ﬁﬁﬁsrh@
associ ation with a pharmaceuti cally-acceptabl e dil uent
raedifeationef thedfuogepsymertor éhe sodid tflwermpobmep aritislesgi cal | y
angi ogeni ¢ di seases, thronbosis, cardiac infarction,
coronary heart diseases, arteriosclerosis, tunors,
Idst eoopmedmidsas clamhddaim@ainoh® imwhichftbe flu@npolymenis modified
lyﬁ@ %good ani mal ﬁ ch as man. Conbi nati onsThe
Art0? ALURULYT QP QLMNEHEIF&F i ned herein may be applied as
a sole therapy or may involve, in addition to the
conpound of the invention, conventjional surgery or
IPadi dt RsHedyps Slinadn i Mgt hbyn wairhrthe fisrsomeragsipigagnts
anBok WEge@ne or nore of the follow ng categories of
antitunmour agents: 1. antiproliferative/antineoplastic
drugs and conbi nations thereof, as used in nedica

ncol o uch,_as Iat nt fiareg. exa
gl s- p Q%étho,a ag clagnedI igﬁi%im Q}Ciii &h hstig%é{)l% uorg rS?yngeren
pantii@rage moeifiph ay aﬁl.lmgiahd)’bﬁffmdi@dtion. busul phan and
nitrosoureas); antinetabolites (for exanple
antifol ates such as fluoropyrimdines |ike
19; tiiorreiiroacais biaﬁm ih egﬂaieirceediﬁé Ciairiems@iiicm% HRIbF S RInSor
cyt osi ne arabi nosi de an roxyurea); antitumour
l%ﬁﬁﬁbﬁbﬂ“@@“@ﬁmymexmmmmmﬁﬁahracyclines like
adri anycin, bl eonycin, doxorubicin, daunonycin,
epi rubi ci n, idarubicin, nitonycin-C, dacti nonyci n and
mthramycin); antimtotic agents (for exanple vinca
al kal oids like vincristine, vinblastine, vindesine and
vi norel bine and taxoids |ike taxol and taxotere); and
t opoi sonmerase i nhibitors (for exanple
epi podophyl | ot oxi ns |i ke etoposi de and teni posi de,
ansacrine, topotecan and canptothecin); 2. cytostatic
agents such as antioestrogens (for exanple tanoxifen,
torenm fene, ral oxifene, droloxifene and iodoxyfene),
oestrogen receptor down regulators (for exanple
ful vestrant), antiandrogens (for exanple bical utam de,
flutam de, nilutam de and cyproterone acetate), LHRH
ant agoni sts or LHRH agoni sts (for exanple goserelin,
| euprorelin and buserelin), progestogens (for exanple
megestrol acetate), aromatase inhibitors (for exanple
as anastrozole, |letrozole, vorazole and exenest ane)
and inhibitors of 5a-reductase such as finasteride; 3.
agents which inhibit cancer cell invasion (for exanple
met al | oprotei nase inhibitors |ike marimstat and
i nhi bitors of urokinase plasm nogen activator receptor
function); 4. inhibitors of growth factor function,
for exanple such inhibitors include growh factor
anti bodies, gromh factor receptor antibodies (for
exanpl e the anti-erbb2 antibody trastuzunab
[Herceptin(tm] and the anti-erbbl antibody cetuxi mab
[C225]) , farnesyl transferase inhibitors, tyrosine
ki nase inhibitors and serine/threonine kinase
inhibitors, for exanple inhibitors of the epidernma
growh factor famly (for exanple EGFR fam |y tyrosine
ki nase inhibitors such as

N—(3 chloro 4- quorophenyI) 7 niethoxy 6- (3-norpholiti
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