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USE OF THI AZOLE DERI VATI VES AND ANALOGUES I N THE
TREATMENT OF CANCER Field of the Invention This
WO pwen1i2on rel ates to a novel pharnmaceuti cal UBET/682006/002730
certain conpounds, sone of which conmpounds are novel
and/ or are not known for use as pharmaceuticals. In
USIPagH CTHRAZOIE SDERIVATIVES eANDeANALOGUESe IDf 'BHEh
conpounds in the treatnment of cancer. Background and
TRE%&B@ENFFIEKEQQ@EB»plasna free fatty acids (FFAs)
stinmul ate pancreatic b-cells and is one cause of
hyperi nsulinem a. Excess adiposity is associated to
Fieldi dfftiee Brvienti@gr ees with an increased ri sk of devel opi ng
cancers, such as col orectal adenomms, breast cancer
(post nenopausal ), endonetrial cancer, kidney cancer,

Thi® BSLRIR0RBesaH ANRRFEN SHaRARATiOM alst BN c&RIC BSmpRIrAS] &inte
cancer, pancreatic cancer, gall bl adder cancer, |iver

of vetdele eompavaids ereviiaygl angidmcres nTCaEAvE: o dsKamRrApROPHicals.
t j Ca 7 . . ]
i S3SE R SR0RRL 1 e B PR ERERy ke

of cehdeer things to the incidence of colon and | ethal
breast and prostate cancer. In prostate cancer,
hyperi nsul i nem a has been shown to be prospective risk

and data support that the insulin
madEbfie L nAgEnS

e used as a marker of prostate cancer
prognosi s (Hanmmar st en and Hdgstedt (2005) European

Jour nal of Cancer, 41, 2887). Several pechapi.sns.ma
Eleyaiafk Dl ricndaly seiF AXEAS HEn e RMBFER e bt AR it OBF

%mggﬁﬁﬁ%m%%ﬂ&&%ﬁaFirstly, chroni ¢ hyperinsulinem a
resuFts in’increased production of ovarian

testosterone and oestrogen and inhibition of hepatic

production, of sex hormne bindin [.obul i.n, a )
Excegs, afigpsionisl aspeites dot ifferents %ag@gfc @%ﬁ{%’ean viperpased risk of
devg%gﬁlgcﬁﬂ&%? uch%%ﬂglf:éfal JUREAIN Brab NG R (SOSRRERTRESD),

epatic production of insulin-Tike growth factor

endbmagtiah ganpen tkéiney tafdeGRBRophpgea rdendearsinontsy, @Ha@an cancer,

circulatinglle¥els , .
prostate cancer, pahcreatic cancer, gallbladder cancer, liver cancer and cervical

cancer (Calle and Kaaks (2004), Nature Reviews Cancer, 4, 579-591).

Recent studies suggest that hyperinsulinemia is correlated among other things to

the incidence of colon and lethal breast and prostate cancer.

In prostate cancer, hyperinsulinemia has been shown to be prospective risk factor
for death and data support that the insulin level could be used as a marker of
prostate cancer prognosis (Hammarsten and Hogstedt (2005) European Journal of
Cancer, 41, 2887).

Several mechanisms may link hyperinsulinemia to the incidence and outcome of
breast cancer. Firstly, chronic hyperinsulinemia results in increased production of
ovarian testosterone and oestrogen and inhibition of hepatic production of sex

hormone binding globulin, a sex-hormonal profile that is associated with breast
1
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of 1G~1 which has potent mtogenic effect on breast
tissue. Thirdly, insulin itself nmay have a direct
wordsgenirx ef fect on breast cancer cells. The BCTIGB20M9g/002730
Hardy et al ((2005), J. Biol. Chem 280, 13285) shows
that FFAs directly stinulate the growh of breast
can@! °§ercor’fcﬁ§(],|@PbﬁnﬁliﬁfﬁﬂguﬁﬁgﬁgﬂEéHatiH@fHﬂ@!ét-iod\@f @Rewiet-like
expressi o udi es perforned on tunor tissue_isol ated
grofatlo fiact? (hitriem ptoteiari c@EFBRt ) eand dhpircreses etpuaiing levels

[ f R40. hasi.z| th Al : | 3
of GRS H P R GarRy ieh O SRR SAHS) SPhipl PR ©
itseHaSERaveR| dirett2Rdenf, e ft4Eon brédtaetr @Xlpr essi on st udy

on clinical material fromcolon cancer patients
suggests that simlar mechani sns coul d be rel evant

al.sq. | i nei 2
ol o8 AP & AP RIIGT 01, R, PBAPI3285) shows that REAS
dirécRgdemiula26Be growdh of BR3F4bnekr sellninesGPR4@depghient manner.

t hi azol i di nones., Fbm?ver, there i.s no T$%{#on ﬁﬂ)&%%ﬁ
Mogeowep eXPIesI Qb HRHEHBE TUMSE 108 JBY0T HEPR IR 4l TRE &
canglérg P ks Q%ﬁﬁént Wrefaidi0 3 Gk ANenbistrifid theO8hical

ose inter alma thiazolidi nones. wever, there is
relevancmsfithofindingssefijdedy (see, fof example Mperidsandies EeB4804) n
GIQggse docunents in the treatnent of cancer. WO
> 5/ 051890 di scloses inter alia thiazolidinones
(which are ultimately substituted with a cycl opropyl
group) that may be useful in the treatnent of
Andibebetpeessiopieudy e, clinivel matesiahBomegianoinest natigRfe SP8ssHtS

in.this document of,.the f C 0 0.
tha% rsér&ﬁ% meglgaﬁl_lsélésn capld %3 rg%géfg 51&(291& SC os%%ﬁ'\t}g%l%ﬂ gsee
htth: @Ry, AsH ntrl hDpRENRE ojeats @eo/g Gyipdru bbsvse Caifl gdsr=1263).
menti oned as one of nunerous indications.EP 1 559 422
di scl oses a huge range of compounds for use in the

ud fﬁ%ﬁ@gcl@es L0L el A8, BRNGRS. HIWEY L herd Rird HosibrRsMt
does not appear to relate to thiazolidinones.

theluat ef thatcbopalnds alisehisedthpicircatthorisat en2XEEBENGT5471 and
WD 2005/ 1 16002 disclose inter alia thiazolidinones

and oxazol i di nones as 11-b-hydroxysteroid
US 4,103,018 and US 4,665,083 disclose infer alia thiazolidinones. However,

there is no mention or suggestion of the compounds disclosed in those documents

in the treatment of cancer.

WO 2005/051890 discloses inter alia thiazolidinones (which are ultimately
substituted with a cyclopropyl group) that may be useful in the treatment of
diabetes. However, there is no mention or suggestion in this document of the use

of the compounds in the treatment of cancet.

EP 1 535 915 discloses various furan and thiophene-based compounds. Cancer is

mentioned as one of numerous indications.
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dehydrogenase type 1 inhibitors. There is no nention
or suggestion of the use of the disclosed conpounds
wo o0070he73 r eat nent of cancer. International pae@nGB2006/002730
appl i cati on WD 2006/ 040050 di scl oses certain
qui nazol i nyl net hyl ene t hi azol i nones as CDKI
EP! ln g%@%%% 2%010?%9”3 hadd YngdISr B&hBRIndaB®Y hsedhithe tidgtment of

i scl oses qU|noI|nyIneth{Iene
ntmh iadiz obdnnemesHowevenavlds ndwumeripdpes igh y2PPeineP relate to

thl%zlﬂirgounds that are able to antagonize the stinulatory
PGt FFAs on cell proliferation when tested in an
assay using a human breast cancer cell line

V230 The,compouns, I LIS, 0980550 Bt s
znt%bl Lty t%Iaz%l%HR&Es of o g &efz%{ﬁcﬁno&@d &f  eanagisoxysteroid

ally,"to survive. D sclosure of the Invention
debﬁ&i@@gedasagypwl irthébitony e Mheeris hivereatips opsuggestiod o4 theseseot!
conpound rein X represents -[C(R

I
ﬂleeéwqi@s;ql comp?mdégq gﬁeemagmgnt Canfeﬁr 3; Y represents
-C(O- -S(O 2- or =C(R10)-; T represents -S- or -O; W
represents -NR 7- -CR 7R7- -NR 7 3 -NR 7S( O) 2- -NR
Inté’ﬁi(aﬁ))rNR 7pat¢nt N@ﬂﬁéﬂ@)r{) WO a 2006/84005Re @isclasespr cattain

qu15qa le}enz x}en%ﬁg?go gﬁ? gga]sa(g[gﬁ.ﬁ B St:c?r%glée faﬁ e%p@tent
ap ?dégbﬁ U@Cgﬂ)@éi@f)dﬁf(ﬂﬁ cﬁscﬂi%éﬁdliﬁmolm&?ﬁﬁetﬁﬁeﬁemmhmm&sa

I ngl e bond is a double bond and, if present, one
R7 (whi ch |s attached ato the requisite ring of the

Wg &rg%?unds%_pgglr ulﬂ é{)&p% cﬁn{%‘h% %@@rt%stﬁxﬁﬁéonize the

stm%%%&ff@ké% &HFF%@kbﬂ%@lf?mﬁm@&@)x Iiﬁ]%tied- @@(nomzy using a
- all ¢ clo et er

b aysast enyar ool e YT 26 thi Hi ORRPGRRITSY B apwess

s%le‘ﬁ)ens dgﬁgg%hm%ﬁ %ﬁg&g ob ¥heoéfb?ht9 fof @fﬁfl&s QF @P Sype, and

B4, B5 and

of cancers generally, to survive.
Disclosure of the Invention

According to the invention there is provided a use of a compound of formula I,

T A
R R |

wherein

X represents —[C(Rs)(Ro)]n—

nrepresents 0, 1, 2 or 3;

Y represents —C(O)—, —S(O)»— or =C(R10)-;

T represents —S— or —O—;
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respectively); R2 and R5 independently represent, on
each occasi on when used herein, hydrogen, alkyi,
weywroui2ky | , heterocyclyl, benzyl, aryl or hetreDa&B006/002730
(which latter six groups are optionally substituted by
one or nore groups selected fromB7, B8, B9, B10, Bl1l
W algreBdhids -NESPECIGRARLY,) FNR3C(T34, -RRAE():R7 -NR7C(O)NR7-,
i ndependent|y represent, on each occasi on when used
- @@55¥*ﬁ§épﬁﬁen, al kyl, cycloal kyl, aryl or benzyl

| X | L boed
on{)%f/@Af]@r Aﬁ%%xggenftsoé‘&o&![é)ﬁbﬂﬁ aR4 %e%érq%%%eﬁt’s%tg%%lf b i &

ohe or re groups selected from ) and
whil 8, repesspets tisinglehondph, Betdeubleyohy bndRs isebssrtar v
which |atter t roups .are,optionall [ tu by
wHShAuGEPTRIE b0t doriad ITBI B iy ThAESh'ba RS
(vhiER !(:P/eﬁl oo thEqARfe Fn@bPthk @Qﬁﬁ&, ReedTibymaees kbsknt;
rom hydrogen, al Kyl and aryl (which latter two 8roups
R; agpeesopts —0@Q)NB:RouB SR {Ro Ut 0) BR2, BNBaCENNRBR6 - NR4C(O)ORy,

ctively)., Ror ent s hydrggen LKyl

R RERReac O b o iR OB ot i iFHeE,
heteRRyQY1, PRRA105QURS HeRkaeyIe@vHidtomilr aixdgRups are optionally

respectivel’y); "Bl to B18 i ndependent | y represent 6
substitutes] by NOR, orhaiots, grogph selectriRifronRiEs J%RiB 4B B (d B,

15 3b <C(OOR 6, -C(ONR 6aRi6b, -S(O2NR cR d,
resg?%}llv ]87?’ het eroaryl (which aryl and heteroaryl groups
R, @ah€ Rt heiepaldéasy aptdsemabl yachndcedsivepsndesad hyrein, hydrogen,

substituted by one or nore graqups s%ggﬁﬁgg from hal o
alkyh $yeiaglkylo hetetgey ey Renays ay] @Actagearylpgvhigly [Fitepsix Srpps

e

and Bfepepsteintllyy, represent H or R17 ; and R15 and Rn

i ndependent |y, represent, on each ,occasi on when ed .
RopBy-oReralcRz $tdsparideniby anbssaity o0 SA0% 0T PRPBAVE: WG oFoin:

hy@REEn, Eﬁdgfg FLIBAR Dby oPHAHABGRILH Gtk uAcepd abloptisadlly
or “sol vate; or a pharnaceutlcalhg fun%tlopal15 16
sulshgititechttiyv ent har ewlie drowpst lsdlestadiuftet Bre Bf» B and B,

B AT R BRBEED s opsomt
subSiRitkOReshd Rehatd erapk deladel frb@rB' and B, respectively);

Rs and Ry are independently selected from hydrogen, alkyl and aryl (which latter
two groups are optionally substituted by B162 and B!, respectively);

Ryo represents hydrogen, alkyl or aryl (which latter two groups are optionally
substituted by one or more groups selected from B!7 and B, respectively);

B! to B independently represent cyano, -NOs, halo, -ORy1, -NR12Ry3, -SRy4,
-Si(R15)3, -C(O)ORy4, ~C(O)NR;6aR 166, -S(O)2NRi6cR164, aryl or heteroaryl (which
aryl and heteroaryl groups are themselves optionally and independently
substituted by one or more groups selected from halo and Ry7); or, alternatively,
B4, BS, B6, Blo, B”, Blz, Bls, Blé, B or B8 independently represent Rj7;

Ri1, Riz, Ris, Rug, Rug, Risas Rieb, Rise and Ryga independently represent H or Ryz;
and

R;s and Ry7 independently represent, on each occasion when used herein, Ci.6

alkyl optionally substituted by one or more halo atoms,
4
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salts and base addition salts. Such salts may be
formed by conventional neans, for exanple by reaction

wo@Rooaoinzexr acid or a free base formof a conpoR@G82006/002730

formula | with one or nore equivalents of an

appropriate acid or base, optionally in a solvent, or
or d PhAmABSkibANyLdbcyiilb silher sivdie,ics ai pisohateligal iy dhhaived

by renoval of said solvent, or said nedium using
deriypiiyriBeigot. echni ques (e.g. in vacuo, by freezedrying or

for %Cr%érlu Tkt 8P meﬁ%ﬁxént%ﬁ’th? LefnRet r@gRared by

anging a counter-ion of a conpound of fornmula I in
the formof a salt with another counter-ion, for

| [ itable i h resin. .
Phag A HECR G QAF 1 b ST e DA ey e A
salt% ;&g& %a%ﬁidd}’tﬁﬁ SO MSEIN SR mBEHHA SormBA B @Bventional means,

rochloric, hydrobrom c, phosphoric, net aphosph&[]i g
for reixtmiple o ceastidmphiipi frecaedidior aafiee brygalore efct ¢empsiit Ohs

tartaric, acetic, citric, [ ] ri.Gs
fon%{?zlg\”%},l bﬁ‘? Q}rcl@f’fecﬁfqu@fa&e@ Sn(i)fg%1 Aé’g’éoc“:r %%C%C?da%%%g’ Sitionally
in A$al¥entll PRODbedRed BSwhickiiarsaRéeltolable] follbwad by oerabval of

derivatives" of conpounds of formula | as defigf%s
saidheoluend, orrreiduedives BERE dandajd iSchRIgueia/ o i YEHPy BY TERS-
t hat h : i bn@@HeCRLounter-ion
s ot Essor i 45 b baReSFIF SR s boun
of Thumpotual of feemplar postte fofm tdfiessaltnwihtanother cdmiereppy for
al so i.ncl udes_  prodrugs of .compounds of formula |I. The
exagleroipg & aiagle 190 eXChapeeesRt conpound of formul a |
i ncl udes any conpound that, follow ng oral or
parenteral admnistration, is netabolised in vivo to
Exfmples tofi gthacoanpoticatlyi avcepiax pdditivnnsalts | ipclyde deesgpiieived
amount, and.within a predeterm.ned,tink g.. M thin. a
oo iy P SRR C PR, g
metePhb QMbrit, | ABR AR batphluricFadidd, ad axgdriancids, ofuct cusbtartatitie

term"parenteral " admnistration includes all forms qof
acefidnicitiis t malid, oactis: Homatieabenapigl shgalihi SHFRES: oTHCPIYdrAlgs

o BRI Ra o gr oups. present onthe compound i Such 3 |-
way that the nodifications are cleaved, in vivo when
“Pﬁql;élgce%[ciggl{yu Ic’csior?a(lj rc{]erri]xlza?:itvgsr”ec?f éo?np%unngsn.(r)?%olrgﬂlasf gé Sgﬁﬂed
herein includes ester derivatives and/or derivatives that have, or provide for, the
same biological function and/or activity as any relevant compound. Thus, for the

purposes of this invention, the term also includes prodrugs of compounds of

formula L.

The term “prodrug” of a relevant compound of formula I includes any compound
that, following oral or parenteral administration, is metabolised in vivo to form
that compound in an experimentally-detectable amount, and within a
predetermined time (e.g. within a dosing interval of between 6 and 24 hours (i.e.
once to four times daily)). For the avoidance of doubt, the term “parenteral”

administration includes all forms of administration other than oral administration.
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nodi fications typically are achieved by synthesi zing
t he parent conpound with a prodrug substituent.
w@e@dougs3 i ncl ude conpounds of forrmula | wher eP@I/&B2006/002730
hydroxyl, am no, sulfhydryl, carboxy or carbonyl group
in a conpound of formula | is bonded to any group that
Proveyeshe aingaveds ohiorinvie t may dgemepatdeby heodifyag functional
hydr oxyl, am no, or . sul fhydryl . grou respectively.
e R on R gt i el ey e S PuodBRRRRAY Biffyes.
in 8%iloe iheANEhcE apidan@t es a@hilistee@xy huniinGMiah @bdeRS The
esters groups of carboxyl functional groups, N-acyl

mogiicpiiensi tyrigalbnere Relvavadi ohsysthesizingche pRIER FoRRRAUREYiEha
f i , .
gl AR TR ! BT Bop b BISOARY 1 Mt o

hydfox¥; &2xnor shifhIAEH earbCrnpoeuibisnyd frofup b kampouraisofifetrhulas
.pharpaceuti cal | y-acceptabl e salts, solvates and
I 15 PaRGRSG U R S thathmry ditarlead; farivg de Teerstals, the free

hy &BFROMAES. & sBifhd @1 sake.Rkporevity, hereinafter
yre?;equre)gl £ %t og}ét?]e%r&gps’ i@blléec " ggbrrpounds of formula I".
Compounds of fornula | may contain doubl e bonds and

th | St. E t . Z
ExiBen of e K Yoriar SISt E O At CRHE 00 GO AOLOTErBaa of
hyﬁb’x}ﬁ e tib B0 "BR6 Fps2 Béled kbiseSt 6 S0 FunRkiBndl ?‘b&@&? N-acyl
wit'hin the scope of the invention. Conpounds of
derfvsitines and) N-anneohi hesesa Senesgl infarmatios omptpdieds ragsbe found

e foop Biobelaf F nEbBERE Qi BEPL bR B 1R O

(1988yention. Specifically, tautomers exist when R6
represents H Such conpounds have different point of
attachnments of R6 acconpani ed by one or nore double

Coglﬁg%cﬁhc&ff fofinu$aTRE %ﬂsasgsal}a%xg%@gkiga%@-%gééﬁﬁlé QRO Riakks

e or nore asymmetric may thérefore
an®gldrmateunipillycAincidordl derivditiast ef eohsompoiusdn are, for the sake

R R s P

crystallisation. The various stereoi soners may be
i sol ated by separation of a racem c or other mxture
Compoutils efofppoulads magi ergtaio ipeblei wonds and may thuscelignag £

(entgegen) and Z (zusammen) geometric isomers about each individual double
bond. All such isomers and mixtures thereof are included within the scope of the

invention.

Compounds of formula I may exist as regioisomers and may also exhibit
tautomerism. All tautomeric forms and mixtures thereof are included within the
scope of the invention. Specifically, tautomers exist when RS represents H. Such
compounds have different point of attachments of R® accompanied by one or more

double bond shifts.

Compounds of formula I may also contain one or more asymmetric carbon atoms
and may therefore exhibit optical and/or diastereoisomerism. Diastereoisomers
may be separated using conventional techniques, e.g. chromatography or

6
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crystallisation or HPLC techni ques. Alternatively the
desired optical isoners may be nade by reaction of the

wa@pproprirate optically active starting materi abGI/GBR®6/002730

conditions which will not cause racem sati on or
epinerisation (i.e. a 'chiral pool' nethod), by _
fractiaet ergstalbifatione Thp pariqusi sedreoisinaars imay beisoéatédaby sepetatian

"chiral auxiliary' i ch can ,subsequent]. e remyed
T e S R T R
crys@Babiitd 8p HoIre! Weinithed dyRaRAtReleaR! dbsired bptifrisomers

exanple with a honochiral acid fol|lowed by separation
mayf bet hadelibaisteagtionnedt the aperdpvistei epsisally aglbiey dpttingiapterials

peans..such_as. chyonat ogr aph react i:on W th
e ABT T W S AOT S AR e B P BaRGN0E A o
pobNdeEth6d)N By t e SRBNKHOWME drépirutes kiattingdmprerialowithAh | ‘chiral
st.ereoi somers and mi xtures thereotaggg included within
auxifarys whisd can sulsequentie he rerpvediat @ SutaBlerTtes; Wedgtvatisajion
. "al n '
i 3 EEiE, e £ B e B i R iR
aciéxfiipived bansephiationy lof ahe aldstengin)erteydiroeavdsyby canliandibnal
b8 RS S SN B LAl L
or VOfLE c%ﬁ?ys% ecﬂlmu'ilﬁéxkﬁbu({(iﬁ&{se LRowR RNRCYENEE SHrevD. Al
is preferably Cl1-10 a? yl and, nore preferably, Cl-6
steadokspimefsandmiagires thgreof gue oppjuded @athin the pcqngyjf thgrinvention.
i sopropyl), butyl (e.g. branched or unbranched butyl),
pentyl or, nore preferably, nethyl). Were the term

Unl@k lorherwise statdd thd Geril iyt Weefshton@y uittatdhed er threnched,
group "cycloal kyl" is specified), it is preferabl C)

cyclic, ggtotatssl deyunsaftirptedrise dopring.efonlskgmple am alkerylpr

cl oal kyl en _u ' 110
S R e I e P S e
B1§B%3,][B7@BE|FB€1?HB)|4,®‘@‘} orbBﬁF){I aVigoré ﬁ’lfeaemln elkyll® refaisrianmale@lic

preferably, propylene (_-propylene or is ene),,
PR it 16 ﬁ@%ﬁ?IYr%wle afiwt piad 4By ,Pr‘#é%agm Ené ﬂ&%ﬁ Zi% élilf)-ﬂ}YL
> ogen € | ' 1
R (e 2 o o HeproB g bt aed S lfed oF %’?"‘éﬁ%&?&fuﬁ -
pegybupsmohaireferplihenetbyl).i Gibeteithe tarte“alloyl” as emyelie group
(WHl%ﬂorgg/ychla Shere the group “cycloalkyl” is specified), it is preferably Cs.i2
cycloalkyl and, more preferably, Cs.1o (e.g. Cs.7) cycloalkyl.

When used herein, alkylene refers to Ci.1g (e.g. C1.) alkylene and, preferably Cy.3
alkylene, such as pentylene, butylene (branched or unbranched), preferably,
propylene (n-propylene or isopropylene), ethylene or, more preferably, methylene

(16 -CHQ—).

The term “halogen”, when used herein, includes fluorine, chlorine, bromine and

iodine,

Heterocyclyl groups that may be mentioned include non-aromatic monocyclic
heterocyclyl groups in which one or more (e.g. one to four) of the atoms in the

7
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het erocyclyl groups in which one or nore (e.g. one to
four) of the atons in thering systemis other than

w@200b0m2¢3 . e. a heteroatom which het eroat om i BCT/GB2006/002730

preferably selected fromN, Oand S), and in which the
total nunber of atons in the ri ng systemis between
BRSSO WHRhABErdat) is prefeidity ,
rméggﬁi?%gﬁg?%cycllcoz}fogﬁc garoups maly be saturated, or
seletnshfromal o andrﬁ)alancﬂ mtgwbm:él e taisl aumbuetemmg i the ring

t I b d
syt 61 By EPO RO R (TSHE e e A% R, Buthcy sl
hetEt%@Qﬁ%alQﬁ Roup? 1HayBd Sdreeeal cﬁaidsmnwtedgcroﬁmaﬁmng:one or more
heterocycl oal'kyl "groups that may be nention Ti t‘:
dotble andityi mgok,l tonflg forming fesssample 2 6a- aEﬁB‘iOEng?ngﬁ[‘né/ where
hept &1
o BB o BT RURED b &3] ety .
het@fdayléibﬁwr aggtgu%si:q hgﬁf opyraydy | e dld m,edn?xp';ir r oinglude ~ 7-
i ncludin i r Qpyrt i OX0
il bA TRy, oPGEARIC P ARG oL, S BN a0
octéh)?lhldlégoeégﬂ%f}lrcé 3%' Qét | thl&fnﬁﬂ' %etldlglyldl Hﬂiyﬂft}ﬁy}anyl

ol‘any ncr ding 1, 3-dithiola

ditiydtepazayl diihydropymolghz @mm@mg Ac-gihpliiopyirolyl), dioxolanyl
7- oxablcyclo

(méwémgc%Péng{Xg a@yﬁi éiﬂ)\aﬁb P Xc&%?%r}ﬁ dlozqun gﬁdll 4-dioxanyl),
dltﬂiaﬂflr aﬁﬂddq%d%%/p'l,@edﬂh@dr&lf)l dﬁhﬁbﬁtﬁ}‘l (Mﬁcﬁﬁg)l |1g$l diyHiplanyl),

pyrrolidinyl rr0|
imtaolidihilc yilgschoy olreerpholio, Strerieials 2 heptanyl,  6-

oSN SRR S AP, o,
Py %&Qham’yﬁ ?}ﬂ(ﬁrcﬁﬁn&ﬁ@ﬁﬁbﬁw i, @ytrolinyl hjuiivaiigiinyl, shifoleayly B

| ,trithianyl !
sum'sx‘fﬂ?t” ﬁetrmdgég‘irr”;%%? oA KRB SHG Fdnts

r-Ou aRRERRYI, at|
e R b
thidRneT, @Iﬁbmﬁiphﬂ'h@flp@ithﬂhnﬁf(nmudﬂ@ bgdySttrigifianyl), tropany and the
het er ocycl oal kyl graqu be via an at om in behlgc

likej rrgbshfenihoq h%tP@GYﬂ@ Sa‘B@F d’ﬁ}} OB S oat
(S4€ ¢ Hhedfd ainema axy fuﬁﬁﬂhment

e S’b%%lg ?rg%}%%%&%ﬁa?{cﬁi‘%n%g reJr esaent as gart oof t he

ofrhdﬂgosykiamyl gmmermmyybboadr eyl ageroupshemdingaIysEh &g Iyding
the N- i sed rm Preferre teroc

(W@P@uw?mere& @eﬁe&%?ﬁow Hthes BrBTiRenS foF o ACHERYbn any

Fub et dhy! rinpi BT ey | baOlpﬁ@JeﬁtZIdgybart next p]hmlmtgll systerra
cyclic ether such as tet rah%i1 rof uranyl ,

Heterocycloalkyl groups may also be in the N- or S- oxidised form. Preferred

heterocyclyl groups include cyclic amino groups such as pyrrolidinyl, piperidyl,
piperazinyl, morpholinyl or a cyclic ether such as tetrahydrofuranyl,

monosaccharide.

The term “aryl” when used herein includes Cg.14 (such as Cg.a3 (e.g- Ce-10)) aryl

groups. Such groups may be monocyclic, bicyclic or tricyclic and have between 6

and 14 ring carbon atoms, in which at least one ring is aromatic. The point of

attachment of aryl groups may be via any atom of the ring system. However,

when aryl groups are bicyclic or tricyclic, they are linked to the rest of the
8
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nonosaccharide. The term "aryl" when used herein
i ncl udes C6-14 (such as C6-13 (e.g. C6-1 0)) aryl

w@e@aps2785uch groups may be nonocyclic, bicyclP€I/6B2006/002730

tricyclic and have between 6 and 14 ring carbon atons,
in which at |least one ring is aromatic. The point of
mowtﬂaommomfatmnyg @mtﬂrml gra\ypsnecludeaplmyl aephihyfandribe

i 1 B T R R AL RRE o B ey oM

de%n@danﬂ@g@@@nRQMEmnandC6 14 aryl groups include
phenyl, naphthyl and the |ike, such as

1, 2,3, 4- t et rahydronapht hyl, indanyl, indenyl and
Thd kéﬁ‘ﬁr Gl gar ﬁb%heﬂﬁ?s[a& %\%\ﬁﬂl ?er\fljs Qraﬁ%&nétﬁc %116 E o%g‘é‘aﬁaﬁnihg

& term "het er oar use herern refer
oneasran®it ihetegratanm st (Hg anaitnfpuo hetematomy) erdfetly cateotefl Hom

N, B R i 1o BaGhlnn gorbo Dimt piclc deifgpyomatic
grolpy. - HOferdafyl 86 Gnd} 4108 ARRbIifiy0 b@t’d\}&n 5%@%0@%/'10)

groups i nclude“those which have between
mem(oyrrs rpdivenysbeamdnaraylid digyoho oytriqycl,lc resdddi thabat least one

I‘ICC|IC Vi d t hat st one of the Jnsi‘s
& o wleer Homienat: niten, BRRGR i BB bV F
trlc%llct rth&y Ghd Ginkdch@y tBE Gedtl ket hdbldde: HRSEn Oefroinaﬁc ring.
nol ecul e via_ an aromatic ring Fbtero%écllc roups

Heteppgyclitagronps Hehepp R@édnm@n@cb@cb@ﬂ Dentadiazay ydmcludmg

21 SRR, SBEDERENLAG azal Vb |SOLILChTOTRAY]

nore

benkmmzi@xhlyix amybdiokem oblerms&]pképihyl lbemdd;m&bl@dcludmg 1,3-
(including 1, 3- benzodloxolylf, benzof ur any

benﬁ%‘ili%‘flﬁ]r)a e furanydn bepaefasny eaéw%@%%lai aéeaﬁ%adlazolyl

I -
R R e A e e e L R
benexzinyhz dbeydoxatrdylz bamrophuophaiiply], Hmmbehdamadiyla@mﬂydhng
o L SRR T il
ﬁlrdrﬁ(ljdaﬂtﬁhéﬂolyﬂ n'hﬁllﬁéﬂ{[i 22|y dﬁﬁ'dazdlﬁdalﬂﬂolﬁhyl indolyl,

ol i nyl |sobenzofuranyl i sochr omanyl,
1sobe@@4n?¢wm,nynsoch@manﬂlol yusomdgbth noispmﬁplyl isoquinolinyl,

50t IaZIO| |sox ol d I ne
oINPT ol | TR e s g r LBEDOE ol R bRty
prefefbll,, 85%@%?&&1&1?1' axd )1 S%plﬁhﬁklcﬁhﬁﬂb ()Xd&ielzb@ll N@ncluding
1,2,3-oxadiazolyl, 1,2,4-oxadiazolyl and 1,3,4-oxadiazolyl), oxazolyl, phenazinyl,

phenothiazinyl, phthalazinyl, pteridinyl, purinyl, pyranyl, pyrazinyl, pyrazolyl,
pyridazinyl, pyridyl, pyrimidinyl, pyrrolyl, quinazolinyl, quinolinyl, quinolizinyl,
quinoxalinyl, tetrahydroisoquinolinyl (including 1,2,3.,4-tetrahydroisoquinolinyl
and 5,6,7,8-tetrahydroisoquinolinyl), tetrahydroquinolinyl (including 1,2,3,4-
tetrahydroquinolinyl and 5,6,7,8-tetrahydroquinolinyl), tetrazolyl, thiadiazolyl
(including 1,2,3-thiadiazolyl, 1,2,4-thiadiazolyl and 1,3,4-thiadiazolyl), thiazolyl,
thiochromanyl, thiophenetyl, thienyl, triazolyl (including 1,2,3-triazolyl,
1,2,4-triazolyl and 1,3,4-triazolyl) and the like. Substituents on heteroaryl groups
may, where appropriate, be located on any atom in the ring system including a
heteroatom. The point of attachment of heteroaryl groups may be vig any atom in

9
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1, 2, 3-oxadi azol yl, 1,2, 4-oxadi azolyl and

1, 3, 4- oxadi azol yl ), oxazolyl, phenazinyl,
w@b@not@2razi nyl , pht hal azi nyl, pteridinyl, purP@yGB2006/002730

pyranyl, pyrazinyl, pyrazolyl, pyridazinyl, pyridyl,

pyri mdinyl, pyrrolyl, quinazolinyl, quinolinyl,
the g @)sted 'Ihéludnﬁgu [VAR¥& |ab1ﬁk5br1at&)eé maﬂ&xﬁwm saghiancl mm}ogen

(i ncl'uding 1, 2,73, 4-tetrahydroi soqui nglinyl and
atoBy)Gor g Of ARy Bisedl s§oeyeH Fing that may be present as part of the

e iy 0 n 2v3of idised form.
rmé %ystgxﬁy drg%'%g[l%rol %‘Jﬁ)ﬁd g%aé ﬁg&%&ﬁg the 2v3ofS- oxidised form

Paﬂﬁﬁﬁlmgy %réi?ﬁ:éca?)eﬁh’rwglj lgﬁiu'pslylhhluddi Etyrlgzlolgy:n;ollyl, quinolinyl,
thi adl azol y In ( -t.hl adl azo , .
furany), thiepi, 4EAdiaZ6IN ﬂilﬂz ﬂ&ﬁ%%ﬂaa}%? Joazolsi wiaglyh

tetx%\%lgflz qg&@(ﬂﬁ 1sc§tﬁ1'a9<ﬂple rlﬁ'ﬁcﬂzolir{ hbﬁﬁﬁ dinyl," in@é@'l ybyrazmyl

" 3-triazo 4-triazol

indiz@yl4 pyrmachnj'ly Itblop]mﬂlhetyhep}}'ralhoé csbhzylt @enui/lgylo ruinolinyl,
het er oar u ere a a be | ocat ed
begzqinidgz 1o %12% ‘%ﬂg %&Tﬁ’é‘f@ﬁ?ﬁ Btgfﬁ%@’la het er oat om

The point of attachment of heteroaryl groups may be

via any atominthe ring systemincludi n%f (where
Fomtigsr emldatce)ofadm,errba@&?ml{lsw]@lﬁ dbe ddeTtiEy Ofeivoapbmpore

n._atomon an
e T
theF¥pedtiveOsubstithéhtd e nbdt nﬂ&aySvayQAteﬁd@éﬂﬂeanerr example, in the
Particul arly preferred heteroary groegivlnclude

sityagion dy WhighyR raidy R’ arg @PWV%SIPUP%‘ %’lrbaﬁlfw rﬂnéﬁlgﬂm"fe Crs
3 AR Yt ekt nhope s cruarels

i sothiazolyl, im dazol yI pyrim di nyI i ndol ylI ,

Fogéwgﬁb{]dyan@aqugyé enéxc {nlalm | ny‘ Itﬂ ! Q’ph%&%ﬁ%ed herein,

thlp 764 Hﬁ% &detly th@@lﬁﬂwb@%&i Bl BYIB?, Bi‘ BioBF, /| B,
pt er % For Qe v0|gan% of “doubt, in cases in
dﬁ”ﬂﬂlé B eﬂhBy B, Bith B3{", BbreadRibinclusivelts in a
corrpound of formula I may be the same, the actual
identities of the respective substituents are not in
FoRRNe Wodiddt fdenndehén t}EOEro@ﬁ afphayl’ Isnsibsgtusdd udn dre
in which RL and R2 are bot groups substituted by
sulgstigucais arpprefaopbly ol thy Pheyybtips o tﬂP?ebedJIZKWrO@P Jafber fign on
he sane or different. For the
ﬂk%@%% §§€g6%¥02%u t, when a termsuch as " ; to B1S is
enpl oyed herein, this vvi Il be understood by the

skill ed persopn to ne B B2, B3, 10.B5, . B6,. B7 S
o o S BESEP S ones? o s  B
fo1mn§é&nb&&h%%é/ﬂda Ia

T A
X "W\
Ry K_ﬁ( R, =
‘ N
R‘IO \RG

Compounds of formula I that may be mentioned include those in which:

Y preferably represents —C(O)-;
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For the avoi dance of doubt, when the group 'benzyl' is
substituted, then the substituents are preferably on
wo b@7phenyl ring of the benzyl group, rather tPERIGBR006/002730
the net hylene (-CH2-) group. For the avoi dance of
doubt, when Y represents =C(R10)-, this refers to the
R;frejreewisr@(OMRMLN NRIR,f X (@HOH,,| NR@G@MB& DR IR A

RIS D01elG . ) B S

7 R3R2, -NRAC(O OR 2
cy@%kylj %@cb lqge@k%l 0 N R SCR:(Z )H

Roah s md@aercdanubyrepw@ttom vagh ocmsm}\@lwd;syql hergign Bydrogen,

S A SR i AR S vl
RsPRl, R kd R ﬁw@b&ﬂbﬂﬁﬂé} rephBt@al m%@d}ybccaﬁem Zen ey herin,
het eroaryl; R3, and R7 independently represent,

aryp AT, G2RER p@t@é@l@ﬁlbmymgﬁn (wiled, hedgadivh, cysloplkyber bengyle

| oal kyl
Rof3R8 K BB 000 8 Dloc AR M gy C O O,
leegﬂresgﬂmhycﬁd)geyil al@yvidhaoatlcyl dR]aler epresents hydrogen,

al kyl, hal oal kyl or aryl. Further conmpounds of fornula
| that may be nentioned include those in which: Bl to

Fuﬁﬂé do%%{gﬁdg%? %rgﬁﬁlz{ ?tﬂétex)ﬁ%& Rehifoned @Rl‘ucé tho¥Rle B&x@ch

or aryl (which aryl
B! gtoo nsdetpters@nﬂyomrasﬂal hslos u@Btu,ttNReldey -SRe; o*rSl(ﬁ?m)a

e e R TGS L T

grdupd SNEASERbH halcBRFES AR s FRéfer My uilRb&iteef, er ably, H. Bl
to B18 may alter natlvel%:sl ndependent |y represent

Rif, Bap Rin Ral ang R plepensen rem;qmtﬁav or, mfirpareierahly; de,
silyl, carboxylic acid, halogen, aryl, etc. Further
conpounds of formula | that nmay be menti oned i ncl ude

B'tthos®8 rhay ‘alﬁérﬁﬁtlvehﬁl irglep@sient s repeéseht funttioedreswst suichSes;
n represents ;
hydroxylpmne sulﬂde silyl, carboxylic acid, halogen, aryl, etc.

Further compounds of formula I that may be mentioned include those in which:
Y represents —C(O)-;

T represents —S-; |

n represents 1;

W represents -N-;

A, represents a single bond and A is a double bond; and/or R¢ represents H;

R; and Rs independently represent aryl or heteroaryl.

Further compounds of formula I that may be mentioned include those in which:
X is alkylene or a bond (i.e. when n represents 0);
T represents —S-;
Y represents =C(H)- or, preferably —C(O)-;
W represents -NR7-;
Aj, Aj, Ry, Ry and Rs are as hereinbefore defined; and/or
11
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Wrepresents -N-; A2 represents a single bond and Al
is a double bond; and/or R6 represents H Rl and R

w0 pbependent |y represent aryl or heteroaryl. FRET/G82006/002730
conmpounds of fornula | that may be nentioned include
those in which: X is alkylene or a bond (i.e. when n

Raf RpélﬁﬁRmIﬁe%hdeﬂEl T R PG ﬁﬂr@rog@r alkyl (eegl ro@ﬁ@ﬂibﬂ@ Sﬂﬁétlrﬂhlted
or, preferably - gpresents - Al, A2,
by Rpe QidnMES gaPus asgleﬁ@ré érqnb@fl or balerdkyln élﬁploaéwd/(&gRsPtlmﬂy

sul?s@i?ltgfin bf depap gr?c{}[a lg¥cg1fgg %El%ét@@ oy % G hend K¥ls, ()?té 2 taélg

'y ~subs one or re groups °se
sulﬁstmm(BH}BQne drah@algkotips seiwécbmrhﬁ 5 e.g. optionally
substituted by one or nore groups selected from B14)
or benzyl (e. g optionally substituted by one or nore

M&E?Hﬂqﬁﬁ Oﬁﬁjo 6%1%1311ncm5%1&5ﬁ{®hf0ﬁd conpounds of

ethose In which: X represents -CH 2-;
khépreepmes@Hb-s -C(O-; Rl and R2 independently represent

phenyl) as her ei nbefore defined (i.e. Rl
Y’f%ﬁfissé%neé%ryr optionally substituted by one or nore

R1 Bnd FOURSeRAEknEY r&RRIA6 87t &. gir;ﬂﬁlen}‘ilpbé p&ainbyfosbsinet yt.ed
by one or nore BI 1 gr when R and/or R2

Rur epresedntaryheptignally tsnbﬁégter)i divapee Hbsere: Bt eHOESr and Ry
t R1
repégsggl%sla%/ﬁ &80@@% %4‘@3“"%{’5(% e%éﬂ%gﬁlll glf Oré ?esen? r hal o;

wiiRA®R aimdRr Repemsssnt phdisl, di/hay yd/aré sulgstityryd pakyd relative @ the
preferred conpounds of formula |I include those in

pompéﬁttacbanem@ér@s%n@rs& P RHR 2; R2 repr esents aryl
Ba(aﬁ B!l pl ?ﬂ%h%nﬂy"i@ﬁ@s hi1ERLareNt s phenyl, it is

stltu a Bl substltuent) at fas, para
R5 represents heteroaryl (e.g. pyridyl).

More preferred compounds of formula I include those in which:

R; represents —C(O)NHRy;

Ry represents aryl (e.g. phenyl);

when R, represents phenyl, it is substituted (i.e. with a B!! substituent) at the para
position (relative to the point of attachment of the Ry group to the remainder of the
compound of formula I); and/or

Bl represents C;-Cg alkyl.

In another preferred embodiment of the present invention:

R 1s -NHR;

R, is aryl (e.g. phenyl);

when R, represents phenyl, it is substituted (i.e. with a B! substituent) at the para
position;

B! represents C;-Cg alkyl;

Y represents =C(H)-;

Rs represents aryl (e.g. phenyl); and/or

12
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position (relative to the point of attachnment of the
R2 group to the renmai nder of the conmpound of fornula

wo 2qo07and/dr Bl 1 represents G -C al kyl. | n anopdiEGB2006/002730

preferred enbodi nent of the present invention: R is
-NHR2; Ris aryl (e.g. phenyl); when R2 represents

wmemyﬂ rebéntd Shea btk Eiﬂﬁe@ Ginbibs@tute dribuBstBkdd with a halogen
uenti3 at a para p05|t| on; Bll represents Cl1- %IS
f

(laIE(yFGPmﬁemé lesents =C(H)-: R5 represents aryl (e.g.
phenyl); and/orwhen R represents pnil, it is either
unsubstituted or substituted with a hal ogen (i.e. Bll

Inrepileaethtsprifeled embedimest dflthe penbéivepdcaf er r ed
enbodi msnt of the present invention: R5 represents

Refepyiesquts 35y1 (peplyamyd) > when R5 represents phenyl, it is
wikhSd b bl R r{g{f Jé}\é sufdl e, SME%B“ 1“%?%1 tudt) :Eth(ﬁe Eraa

position: 1 represents represe
po@tmn;adﬂd&dr preferably substituted by one or nore hal o
plat one formng a hal oal kyl group). In a still

ﬁearwgt eferred enbodi nent of the present invention;

RY réﬁ@ieﬁﬁeﬁhsalﬁﬁ( ?J)eferatﬁ%é sLSRIHESE BY SorR! ol mbR- Belo RRGRY (o
represents phenyl, it is substituted (i.e.

me‘lltflEaélaBaECMb@Dup)uent) at the para position; Bl 1
represents halo or R17 ; and/or Rn represents C -
al kyl preferably substituted by one or nore hal o atons

In @l fagsthemge farrbd@b@BbdidlentI AP Present invention;

Y represents =C(H)-;

Rs represents aryl (e.g. phenyl);

when R represents phenyl, it is substituted (i.e. with a B* substituent) at the para
position; B represents halo or Ry7; and/or

Ry7 represents Ci alkyl preferably substituted by one or more halo atoms (so

forming a haloalkyl group).

In a still another preferred embodiment of the present invention:
X represents a single bond (i.e. n represents 0);

R; is <C(O)NHRy;

Ry is aryl (e.g. phenyl);

when R represents phenyl, it is substituted with B'!;

BY represents Ry7; and/or

Ry7 represents C;-Cg alkyl.

Preferred compounds of formula I include those in which:

T represents —S-;

Y represents =C(Rjg)-, preferably, -S(O),- or, more preferably,
-C(0)-;

Ryo represents H or, more preferably, alkyl (e.g.methyl or trifluoromethyl);

13
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In a still another preferred enbodi nent of the present
invention: X represents a single bond (i.e. n

woepresemns 0); RLis -C(ONHR 2; R2 is aryl (BCGB2006/002730

phenyl); when R2 represents phenyl, it is substituted
with Bll; Bl1ll represents R 7; and/or R 7 represents
W@ - m}@ﬁeml PEBHRT ed xonpowdds ofr, f ormutea | prafetabiie

AR O PSR Bt AR IEBH ST or o v,
Rs- I@p@en,ts Bpt(ibrfaﬁp rseb&ititsd kh.orby BOY GlPr eduek abl 0y é*l'k!ﬂ%'e 7g

nmet hyl or trlfluorometh I) Wrepresents -
Pr%PYEf‘élﬁ &% BFierapby, s Q¥ & PaBIehyL- qRomming, fRegpople, a benzyl

B Saly A %19%% m‘”mo%ﬂ?r B ritel S ARG R
sulﬁlitlﬂeéa[iley by B Dgaryp (opypleng) ot opﬁbl&ﬁl@rﬂbht)tuteds(ﬂar‘@pﬂ”)
orm ng, for exanple, a benzyl group),

he@ﬁp@ﬁé‘?éﬂ Pb(fédY@ cycl ohexyl) or, nmore preferably

£ @geﬁ@e_mrso&ﬁl htuted (i.e. by Bl1l) aryl
nrﬁ bgg&%%){elyagz}glqﬁzsubstltut ed (i.e. by B12)

Rg r?éltigﬁigomd end@ltb reprasymti Qyd Je,g. rCig piled €apgsnBthyl) Gyrmore
eferably, 1 or 2; Rs and Rg i ndependently
e?%%‘?eléggm Cl-3 (e.g. Cl-2) alkyl (e.g. methyl) or,

R, Megreschts 6 el by sBAt r1§ RIS %Ptrﬁ re r&F Ry, -OR:

1 g nré’}"re s'GRISS 0 %r era?ﬁ;g\%s 2, “OR3,

represents - OR2,

StritCile AR Oy gﬁx%@%éﬁoﬁkﬁwc@;m CONRR;

EIR R b iR SRR TR TR

furﬁmd,aqmyh as ﬁm&h2@$ of thiiediyt, ZudH asothickHi-¢l P){)k,,espé&dlly@Sptlonally
espeC|aIIy, optionally substituted

supitiged Gty 55 i (o L g istuanct )

when n represents 0, then R; preferably represents alkyl, such as Ci.3 alkyl (e.g.
propyl or methyl), which group is saturated or unsaturated (e.g. contains one or
two double bonds, one of which is, for example, directly attached to the requisite
5-membered ring of formula I) so forming, for example, a methenyl (i.e. a =CH,)
or a propdienyl (i.e. =CH-CH=CH-) group, and which group is unsubstituted or,
preferably, substituted (e.g. at the terminal position) by one or more (e.g. one) B
group (so forming, for example, a —C(OH)(H)- or, preferably, a benzyl group);

R4 represents Ci3 (e.g. Ci-p) alkyl (e.g. methyl) or H;

Rj represents Cy (e.g. Ci.2) alkyl (e.g. methyl) or, preferably, H;

R represents optionally substituted (i.e. by B”) alkyl (such as Ci.3 alkyl, e.g. ethyl
or, preferably, methyl; so forming, for example, a benzyl group) or, preferably,
optionally substituted (i.e. by B'!) aryl (e.g. phenyl) or (e.g. when R; represents
-C(O)OR2) H;

when W represents —-NRy- and R; is absent, then Rg represents alkyl such as
Ci (e.g. Ci3) alkyl (e.g. methyl) or aryl (e.g. phenyl), both of which may be
substituted by one or more of B or BY, respectively, or are more preferably

unsubstituted, or, more preferably Rg represents H;

14
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when n represents O, then Rl preferably represents
al kyl, such as Cl1-3 alkyl (e.g. propyl or nethyl),

wabiock1group i s saturated or unsaturated (e.g.PCDGBA0GSH02730

one or two doubl e bonds, one of which is, for exanple,
directly attached to the requisite 5-nmenbered ring of

wﬁ&lrw%l%eée)ntssmpﬁﬁél R 15 afb@ém emam; ﬁpre@exﬁ?Ch?(B/é dl ) BlcyR
or a propdien CH=CH ) group,

(e\mm@%hy@s aup (4.8 Hlﬂﬁ@ll%glt bqn@ﬂe dll of Whmherﬁ@r b%SL}bsﬁtuted by one
orsh%}gtgli %t‘ga%d(ﬁm grgsfegtn‘f'e@g % gn ?1%% ngr&%%e{bﬁylf &{%Lb?c Qe or

or exanpl €

Wh&iﬁ(\@ﬂ):}ér&entﬂCRmeﬁl&ﬁ@bJ rypre@nkb@rﬂc}dblegfc@ldp)
Rar epresents Cl- I)g al ky %L) or
when r?@ﬁ%@en@%?%b— ‘féae{l eea@h 1m217peal|dﬁlg¢iy (@r@sen #hyagh
I presents optionally
Oce %I%Ete% (gl% £ Q'ﬂugﬁ"%%% aI kyl (such as Cl1-3 al kyl,
BetogB Qamy in pmlcqﬂaJeﬂBé;B I andeB%lind@endenﬁmremgasehbcyano

NELTER! P R By L IRl LR SR o

%@%MRF}&%@%MS -C(OOR2) H when Wrepresents -NR
. 5 R then R6 represents alkyl s uch a§
BcnaB? | tCB'3)B! Juay"i apd Bj° (st |inypartiodara By B( :

hen h of which may be substituted by one or
reﬁ% go‘%”ﬁ@&r B15, respectively, or are nore

B'pioes € r(akl, yn wasiebst, lBluirﬁdBB QRdepBRdcRIpP refreseabhyteraryl (e.g.
represents H, when Wrepresents -NR 7- and R is absent,

X STEh asciyransbit o thpngl, sechgps tenS) vl opyirelerbly, aryl (e.g.

P@%ﬁg’% ShLHlchfaon JASRE B oBEOEHlre BB lyEfrom

hate@pedubr@byR0r, are nore preferably unsubstltuted
when Wre sents. - 7R7-, then epresents a doubl e
mesewiﬁéﬁ 39 eﬁ%ﬂﬂéé &g R Qretﬁ}‘ﬂéﬁ?géch R7
. occurrence, Cl1-
« s o 2, g -

8 (and, in partlcular,

RB5 Rl@GRxs&ln:ﬁ Iﬁmmmamuepmn@ahﬂl yalkglprewerst prefeaaidy, H
N2, hal.o

R CReERS 6 SO b bt (oF TS SRALERERL: e
subditiited B ,onBJcQ Ih@reaib?o (ealﬁluoﬁﬁat@ﬂﬁg (Sl &rhdit fot Bxample, a

Bartl cu B5, Bl and
tri uoromethyl group)
It preferred that:

Ry does not represent H;

when Y represents =C(Rg)-, W does not represent -N(R7)C(O)-;

n represents 1, 2 or 3;

Rs, R4, R¢ and Ry independently represent, on each occasion when used herein,
hydrogen, alkyl, cycloalkyl, aryl or benzyl (which latter four groups are optionally
substituted by one or more groups selected from B BY¥ BY and BY,
respectively;

R; does not represent H or alkyl as hereinbefore defined;

Rs does not represent H.

15



10

15

represents R17 ; and/or Bl to B18 (and, in particular,
Bl and B7) independently represent heteroaryl (e.g.
wo eooanyi273 such as furan-2-yl or thienyl, such B&SI/GB2006/002730
thien-2-yl) or, preferably, aryl (e.g. phenyl), both
of which may be substituted by one or nore groups
Preferacdonthboundmofifatnould € inglude these @) wbichRi 7; Rn represents

wigh 5% e o thele Dt 65 & Presrts Bopnd) & oot an
op&&tavik kibdtkutéd 'Bkﬂt%zo@ ﬂfeﬁ@ﬂs Bte@éirab ?@@tﬂ@aﬁ&f—‘ nt | y

resent G - nor e erably,

H
whe@S(r@@é@p‘greresmt (a@n@le lmnd:{) e.al dogk nQ‘@regresqrréphﬁlerle does

nol SRR, SRy DR G, R B R ORGER &

~NR CIOYOR 9 et hyI group). It preferred t hat Rl 0 does
not_represent_H, when Y represents =

whip X repprsete mEHonER ropregengs. ommﬂbw@%%@ a_wl éV 6?Presents

= , R6 and R7 independently represent, on each
occaS|on when used herein, hydrogen, alkyl,

(1) By dbesaddt ydpresantydlkydor bﬁﬂoza’%k)tl gwhich latter four gr oups

tional l ubstituted by one or nore groups
(11)3% EBBHFPIBE‘%EBY o84 B15 and B1 respectlvely, Ri

Wh@ﬁ??@reﬂ%eﬂt?ms onid (PE. @fe#ﬁi’(alserﬁ? oNEEERDRSEQERS %ﬁﬁbﬁb@ﬁ'
R does not represent H Preferred conmpounds of fornula

substifuted ardle thehd?eelocmnwﬁcprhsenvmptmnalép substintest adkyigngyipeor
h%nd (i.e. nrepresents 0) and Rl represents an
Y 8??“0nal |y substituted al kyl group, then it is

wheﬁe»t @ép@éﬁemsw ahe®; PRt BeRhaNPlsubLipites anfl, then Ry
| e bond (i.e. n does not represent 0), then Rl

repeesertefr(@3WRER2NR 3R2, -OR2, -SR 3, -NRAC(O R2,

Wheyl%gp@s'\ﬁ% B%I-?g- an&“if&%r@ge%%pﬂonaﬂy substituted alkyl or aryl,

then R; does not represent —C(O)NR3R,.

Some compounds of formula I are novel per se. In this respect, there is further
provided a compound of formula I as hereinbefore defined but in which Y
represents —S(O),-, provided that when T represents -S-, W represents -NRy~ and:
(a) Aj represents a double bond, n represents 0 and R; represents phenyl,
then (i) Rs does not represent phenyl when Rg represents methyl and (i) Re
does not represent phenyl when Rs represent methyl; and
(b) A represents a double bond, n represents 1, R;, Ry, Rg and Ry all
represent H, then Rs does not represent 3-chlorobenzyl.

More preferred compounds of formula I include those of the examples described
hereinafter and, in particular:
5-(4-fluorobenzyl)-2-(pyridin-2-ylimino)thiazolidin-4-one;
5-(p-methylbenzyl)-2-(4-chlorophenylimino)thiazolidin-4-one;
5-(3-(trifluoromethyl)benzyl)-2-(p-tolylimino)thiazolidin-4-one;
5-(3-(trifluoromethyl)benzyl)-2-(4-chlorophenylimino)thiazolidin-4-one;
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when X represents -CH -, R represents optionally
substituted aryl, Wrepresents -NR 7-, then: (i) R

walo®g/onar3 r epresent al kyl or cycl oal kyl ; or (iPQT/BBo®es02730
not represent hydrogen; when X represents a single

bond (i.e. n represents 0) and R represents optionally
5-(SuBEhiokdth @By e byl)- bmﬁmso&op@gﬁénﬂﬁﬁmémmmmwﬂe
optionally substituted al group or  hydrogen; when X

5- Gaéﬁrfb@m@hylmn@d) aﬁ&n%h%pb@gbm@@mzpbﬁaﬁ gne;
t O NR
S-GRhioh A et SR R0t A2 20 (A

2-(6ptdiciadoblerslibsiic jt 4(3edrifhdeymetby ]y benyh L) thidzelidiRi4-cieees not
ep ent O.NR 3R2 one c ound of fornmula | are

2~ dodif Bropherg] m’lW’P)tSn Jsﬁﬁing Ry {aﬁ?lpggéime'

5- (@R&iﬂ&?&né%hﬁ?’cﬁﬁgﬁ?g (f?ftol?%{ﬂé ha. rhetﬁ?lﬂﬁ&z‘o%ﬁxb:@foﬁé €

def i ned but epreSents -S(O 2-, provided
N-(Sh@t—(mﬂlwome&lek)bmglnﬂsowﬁuazo%ﬂme%vb@m -4-chNRFbenaamide;

-3 ab R SR e B R SRR Rt N
ph&fyepy- (Mﬂﬁﬁro%dﬁ%ﬂﬂﬁ 1-5-oiBthiivblidRg-lidehedRBoaang not
represent phenyl vvhen R5 represent nmethyl; and (b) A

(ﬁé]pﬁtb@é/mh@leﬁlyb)ozrm-@lﬁmm)thaz@mreémﬁs 1, Rl, R7 Rs
-G B R R B BRI A O™ ormul o 1

2-(phclyligénd)isostenehyliigzotidmpbes descri bed hereinafter

and, in particular:
5- (4-fluorobenzyl)-2-(pyridin-2-ylimno)thiazolidin-4-

Paﬁﬁ?m%gr%ferﬁgecr?zﬁoun% (fzfonﬁl%E 1Cﬁ%enyl i m no)thiazolidin-

5-(4-fowegbenzyl)-2-(pyridin-2-ylimino)thiazolidin-4-one;
5—@%{,@\1&%}5;&%%&@ I;y(|4 )c o?ozl%legxyl1m1g1g)tﬁ1 31 m”iE”o° et hi azol i
5- (.5; (ﬁ%&@&hﬁ%ﬁ% by benao)mbrbhdisl-feophenyl i m no) t

di n-4-0

5- (5 meslaquphmedw&)om-tqixlimehmmlﬂm ¢Hnesopr opyl phenyl i mi
5'(2 r%%h?lxt%ffﬁ?qeﬁg?) ﬁ@qﬁwl)‘rﬂ%%}]lafdﬁi% ﬁ Pt Woxy phenyl i m no)

2-(bholgr@kdodisnsHneR§lthiazolidin-4-one.

Especially  preferred  compounds of formula I  include  5-(3-

(trifluoromethyl)benzyl)-2-(4-chlorophenylimino)thiazolidin-4-one

Compounds of formula I may be known and/or may be commercially available.
Other compounds of formula I (e.g. that are not commercially available) may be
prepared in accordance with techniques that are well known to those skilled in the

art, for example as described hereinafter.

According to a further aspect of the invention there is provided a process for the

preparation of a compound of formula I, which process comprises:

17



5-(3-(trifluoronethyl)benzyl)-2-(phenylimno)tliiazol
di n- 4- one;
wQ@2q03/0202d3 chl or ophenyl i m) - 5- (3- (tri fl uor onet PYT/GB2IVE)N02730
d) t hi azol i di n-4-one; 2-(254-dichl orophenylimno)-5-(3
-(trifluoronethyl)benzyl)thiazolidin-4-one;
(1)|’3fo£ a}n@({uingé efooanelh Ny Wheh2y tepradefitp—CoD Y] Wicpmperids AERhy
t bi azol i di n- 4- one; , . ,
andjfageqrssepisyg qquhk%ﬁéﬁm Rje Hhegatore £Dsspth g FEAthen - v
I dene) - 4- chl or obenzam de;
5-(3-(trifluoronethj4)ben2yl)-2-(4-chl orophenyl)sul fon
yl i riAnethinaewld afifordilole; phenyl
5-(3-(trifluoromethyl)berLzyl)-4-oxothiazolidin-2-ylid
enecar bamat e;
5-(4- nethoxyphene@nyl) 2-(p-tolylimno)tliiazolidin-4-
one;
5-(4- nethoxyp%en t hyl) - 2- (pllenyllnlno)tHlazolldln 4-0
ne; and 0
2-(p- tonI|n1no»45 pb. enet hyl t hi azol i di n-4-one.
Particularly preferred conmpounds of fornmula | include:
5- (4-fluorobenz}d)-2-(pyridin-2-ylimno)thiazolidin-4-

one;

5- ( 3B) & FPRPUBIEATERIHS BEnzy! ) - 2- (4- chl or opri enyl i mi no)

t bi azol i dm 4- one;

5-(3-(trifluoronethyl)benzyl)-2-(j7-tol 34i m no)thiazo

idiri-4-one O

5-(4-nennxyphene ;@_@p tolylimno)thiazolidin-4-one
i

5. (4- nethoxyphenet yl)-2-(phenylim no)thiazolidin-4-on

e; and 2-(p-tolylid no)-5-phenethylthiazolidin-4-one.

Especially preferred conpounds of fornmula | include

5-(3-

(triHewan W@éﬂregéhashmza\nbm 12z (é’chﬁhkd)f&ﬁh@néﬂ ém@?) ago

| i dm 4- one Conpounds of fornula i known an

may TE@C@QW@&HE leavingaarourh Fech a@thﬁl@r e@ohmm@rsch&m) ora

for t hat ALe N j avai | abl e)
éa i %gug&e 13 rimesgcgerocfa refe%agg ’higﬁé%h)lm%ques that are

mell knomn to those skilled in the art, for exanple as
descri bed hereinafter._ According to a further aspect
of tlrearempsindsy fometelY.s provi ded a process for the
preparation of a conpound of fornula I, which process
conprises: (i) for conmpounds of formula | in which Y
represents f{gc»-, @Nr epresents -NR 7, and A]
represents a q?uble (and R7 is thelMefore absent),
reaction of ei :

O

wherein, in all cases, X and R are as hereinbefore defined,

with, in each case, a compound of formula V,
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(A) a compound of formula Il. (B) a conmpound of
formula I'll, wherein Ra represents C -6 al kyl (e.g.
we@rdvy1023D> form ng an ester group), L1 represePCHEGR2006/002730
sui tabl e | eaving group, such as halo (e.g. brono or
chl oro) or a sulfonate group ( | ate or
whepeief Ermapiesents Ssyl @taef,ﬁ Re0F ap dz)erealb@fsm d@i\é@ﬁdoﬁlnﬁ@r yeagtion

erein
ol R P Pl B0 e a8 g i o
conBiftich®Eudhl & tWowh@ikeitedia Blehesant!sTardheddrabetiers,i 2004
her ei nbef ore defined, under reaction Condl‘i?ﬁ [{@ kno
45, (449-Ate TakTepstean (B abpee. gpnditipesy susk Adheserdsscrined dpi Hin

Laué@é Qlé;f &tr qu}ntﬂra?[?lss Mﬁh 48 9517' 95%0; Q@%%r%kmegeﬂ dl., Chem.

r ahedf orf Letters
Phbdd Bull A5, f4cs; 1984atIBOR. (I\B)steahoWe MucshediA. FrmM s&hatabas

A JEed Yogoatens] oo RO RO Al Tt TGP “onm

Indﬁ@&r . S%Hcﬁelr Hllgg.@lettA'@ S&%ﬁﬁ 1119@3B1a§er Wﬁ&ﬁé‘a@@n W)OO 6,
Musker, Shal'aby, A H Harhash, R Daguer,

649TeiPRand ﬁm}rea@m (C20a;b02§ c:en_dmgms guch e rtbcps@ deacrited in Le

e B TR0 50> 5h 6407 6490 and fof |

reaction (C) above, conditi ons such as those descri bed
in Le Martchalal et al, Tetrahedron 1990, 46, 453-464;
(i) (fp1 pormppurds s darmaalads 10f whiehl % 1Epiepenih -2y, (¥ RRERIS

n

N B SR T O R b Gpg pETEEREE R SRR Mocresents
—[RsRJRe R Iwhrich mraphdsedits 0 ané R esgadentsH anattidh ofeproagentd ofH

reaction of a conpound of fornula VI, wherein L2
forrplaVdsent s a suitabl e | eaving group, such as hal o

(e.g. chloro), with a conpound of fornmula VII,

R5- N=C=T VI| wherein Ta is as herei nbefore defined but

is preferably S ghd R5 is as hereinbefore defined

under conditi oqﬁ known to those ski I{/?d in the art,

for exanple S(;JiS NH

O

wherein L? represents a suitable leaving group, such as halo (e.g. chloro), with a

compound of formula VII,

Rs-N=C=T* VII

wherein T is as hereinbefore defined but is preferably S and Rs is as hereinbefore
defined under conditions known to those skilled in the art, for example such as
those described in Zbirovsky and Seifert, Coll. Czech. Chem. Commun. 1977, 42,
2672-2679 or Von Zaki El-Heweri, Franz Runge, Journal fiir praktische Chemie,
4, Band 16, 1962, e.g. in the presence of base (e.g. an aqueous solution of NaOH)
in an appropriate solvent (e.g. acetone), for example at elevated temperature (e.g.

50°);
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t hose described in Zbirovsky and Seifert, Coll. Czech.
Chem Commun. 1977, 42, 2672-2679 or Von Zaki

wabkooHeveri , Franz Runge, Journal fur prakti scheCTZo8ni06/002730

4, Band 16, 1962, e.g. in the presence of base (e.g.
an aqueous solution of NaOH) in an appropriate sol vent
acetone), for exanple at el evated tenperature

(e.q.
(€. g. 50);(iij) f f f la. ]l [ Al
i By isumnbidsptdbmile | BORG S v RPTE € fordt spR DU
thefRAMESEN SrepldRRR IR RIT. M1k A rére¥eas anDorD and Ry is3
and Rl is as hereinbefore defined and, preferably, Y

as hepinbsfort defingi apd, prefambllyor’ Wﬂeé@ﬁe&%’\@bs angfar ¥ represents

eaction of a correspondin '

N Eheih g QoEReb TR R bR AR AL 8l phhTicrekedeo

an@R¢ edpRadind hpdrof@t, Mitha Mdhipoundbf farntala MITYI |1 wherein Xa
represents -[R 8R ]Jn- in which n represents 1, 2 or 3
and Rl a represents Rl as hereinbefore defined, or n
represent 0 and EEQXI_Epresents Rl as herei njygfiore
defined provided that it does not represent hydrogen,
aryl or heteroaryl, and L3 represents a suitable

| eqvi hal | f onat . und
oG gL bk e SRl D8 ¢ SRR R
R, Qe fRXHIR:E defHéF%: &g% gerg?e%gﬁigﬁarﬁf RA r&ptkdeaRl 16, DaseeifibofBre

an organonet a . an organolithium, an_ .
defihdcapriovited dhat hndees(rt gepressdi bydrhgady iathd or dretesparghiagd L

| t . q. Si ) 2NNT d, the lik '
eyl Iy B RO Gra P & HPRGY £RR ey RS
cofdifiBhs kit fPMo8E sialled e ol @) follex4raple) e theepatance ofra

bel ow (such as at sub-zero tenperatures (e.g. -7

8C) .
suitahle basariplean ¢rganamialiy hesedsics 2 Prasapiibies 2o plkel rf%ﬁﬂﬂla

| in wh.ch.Y.reRpr - [
bade g, Sl R o R AR Rl B PO B BRI
suftdtBe fodudndad g astliydtefurmndimetstiotmarmies péiatetidfsupforicie s the
_step (ii) above; (iv) for conpounds of fornula I ié‘o
likgh#tgROm terapararaRrsbety va FcIRas @@ﬁb%@ﬁ@pana%ﬁwae% -78°C).

tional su it.ut rej : [ j
B, b (R SR o DRSSP B B
—S(0),dhi@6t Wyreplebaeh R4, @edchion cemilisistiaclniathosé désoribed o

I.or Rl represents, al kyl substituted, WLt h a -OH group
thegjopgnat grécig gnantionsd RresHerh A procsss step (i) above;

(iv) for compounds of formula I in which n represents 0 and R; represents alkenyl
optionally substituted as hereinbefore defined (i.e. by BY in which one double
bond of the alkenyl group is directly attached to the requisite ring of formula I or
R; represents alkyl substituted with a -OH group o to the point of attachment of
the said alkyl group to the requisite ring of formula I and which alkyl group is
optionally further substituted as hereinbefore defined (i.e. by B') and, in both
cases, W represents —NR;C(0)-, ~NR7S(O)p—, —NR7C(O)NR7—,
NR;C(0)O- or -NRs—, —CR;R7— or a bond, reaction of a corresponding
compound of formula I in which n represents 0 and R; represents H with a

compound of formula IX,
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the said alkyl group to the requisite ring of formula
I and which alkyl group is optionally further
w@asn12es ed as hereinbefore defined (i.e. by BI)/Gaaws/002730

in both cases, Wrepresents -NR 7C(O -, -NR 75(0O 2- ,

-NR 7C(ONR 7- , -NR7C(OO or -NR7- , -CR7R7- or a
bond, reaction oRw&ECcorrespondi ng conpound Bf fornmul a

I in which n represents O and Rl represents Hwith a
conpound of forrmula EX,Rib O I X wherein Rlb represents

whkdiy R 0Rblcasmadl litylssphishaltyudilstitoted BY Bisashrrsntuiat Qreﬁned
defi ned, under standard reactions_ conditions _known

undgystradairpackeny wn@ﬁ@namowrp@rth@s@éhaéleé in e agty For ekample

fordh BRLAA Ao orfRE Wil R LA AR T B 85 BO R above.
und@ndintiardishyd@atipn dolﬂdihbﬁs prge gethe @recsénca osf wstMHlebdzxaimch
ch as NaOAc or an ate ase descri

o5 RB et et Plsiie CLGTIOR) BeEaRay By eTHH 95 PiPrest flep
(V1§5 G &HE gar&,fen@e S Q\!ﬁjnagles %IV@Iﬂt(e'(\%s acidll Qéétlé‘lacﬁgete' &€ as

. escrlbedlnA afa, W Musker,
des@nﬁed\ m/lASMiksaﬁgl,, WA. Muskiay HaBH. MR, Shia@gl})b{eer HTeHacrh&ﬁéd fon

D3 B el 2P Rh R R oSSRl

Ry Q@;ﬁrh%ﬁﬁ ﬂ%@‘éﬁbsﬁﬁﬁ@&hy 00H 4% dfi@ed éﬁ&%nf‘eﬁc@({n i BeptcRbh®R
ase l'ithium diisopropylam de or anot her

ofg Qlilltaé?gﬁ st s lml@mdlbemopﬂmprd@ccé@gofb@reqbutebﬁre ibpsetaserped

i gy B R, B0 BRSO MRl o e
am@bpéus 131@") h_ltnfBéEn @Jﬂnpd’@ﬁﬂe @t aepegeabo @ SKiuhli@dan inert

person wil | Wgr eciate that for preparation of
atrgesprheran dbe skillodhbernorRwill epprecian thet fptrrensaation of compounds

in wﬁ{?gxt \}érlé]élrﬁéje Exﬁéal a%subgesfegh %?e%y?%o&/eggrﬂ%}eg aﬁg{%ﬂx

mmmqumcbrmfechﬁ@rxﬁmb@ id the RbyE-Ebnt’het Qﬁfn@&ﬁﬂﬂi sf ﬂirﬂmala I in
substltut ed by -OH as defined above

whiihy &mé@ﬁraﬂte@tSnﬁWbesqbng&a 8y, —WHi &8 ﬂ?ﬁl@ﬁn@é?‘éﬁ VRGR
4 VileedtQYP transformed t
BERAE  ARESL B IS L KEAOW gsomed
theaalbatyt group eepairately gfon apamjsle by exavaptieg thy —mﬁgtqup 1o wbletter
trifluoroacetic anhydride ar the |i 0 i.n t-he
leaing B 16t SR PA VDR a %%Prqaf a%@w ‘?185 i
op&aSadl ¥ $he fr8seBice of a suitable base (e.g. triethylamine) and a catalyst (e.g.
DMAP) in an appropriate solvent (e.g. dichloromethane) at below room
temperature (such as at about 0°C) e.g. employing conditions described in

Zbirovsky and Seifert, CoZZ. Czech. Chem. Commun. 1977, 42, 2672-2679;

(v) for compounds of formula I in which n represents 0 and R; represents saturated
alkyl optionally substituted (i.e. by B!) as hereinbefore defined, Y represents
—S(0), or, preferably, ~-C(O)- or =C(Rj¢)- as hereinbefore defined, reduction of a
corresponding compound of formula I in which R; represents optionally
substituted unsaturated alkyl, under standard reaction conditions, for example in
the presence of a suitable (e.g. chemoselective) reducing agent such as LiBH; or

NaBHy; optionally in the presence of a suitable solvent such as a THF or pyridine
21



DVMAP) in an appropriate solvent (e.g. dichloronethane)

at bel ow room tenperature (such as at about O0C) e.g.
weapiowi2ny condi tions described in Zbirovsky aPdr/GB2006/002730

Seifert, Coll. Czech. Chem Conmun. 1977, 42,

2672- 2679 oéiv) for conmpounds of forrmula | in which n
orraelmzélsrefbhege caf s Rescribpd BsR At Silsathy aE@dS,aTIIRyQHICL M.J.

t{ P2 tri t e n r

Sa szl ned} %‘q g‘t?eL e”)?'hét{‘asgef( ffaheg’yorgﬁe ef aE 5’%1 %ﬁf‘f&o %he
skifl€d Pirsor wikappesciitaivef heehdiet bhe, redt&ﬂinggeﬁtrhs (i)lfnpartant in

di d of f I I
Orﬁ%{g p%t% 56%?%4&1@ n t@g t§§1@?@€?&y>é3’1 eul’f%hé]tshP%ft r@éu%nwrher

FurkdAGRA é&xﬁﬂd%ﬁ& GE %{yoﬁﬂ gx%ﬂgé tilﬁlgﬁrr%seqng{: ol Vaé}p %Mh e

presence of a suit uci ng
Altagetive smethods inclBHE mdubtaﬁl—lélb}o phydm@lnhtwn nmtdhe standard

esen e of sui.t abl e sol c{ such as a 0
cof ST e cBrmdle i MermepRa Pl Brdrogiodhs 2% nisebhl offioequ, an
approfeiatédd @i (e'\% anlaR0hSlic sbivent) Qb Chtal ngJ(e £oRgEs; MW.

Urquhart, oussef, Tetrahedron 2000; 56, 4531 4537.
The skill ed person will appreciate that the choice of

oo BE BSHPUR% 2050 L LERRIL 0D SO AELENE o

whichdwed neptehilr dubkithicanal BéreiMbefores Wlfinas Qéddﬁ@ﬂ] of a
groups, in the_ conmpound of forrmula I). A'ternative
COYF%PW@%% sRoyae of Egmsta ldn Ve afeatrstrte Howithreympound

of h.ggﬂ@{d conditions, for exanple in the presence of
rogén gas or nascent hydrogen, an appropriate
soI vent (e.g. an al coholic solvent) and catal yst (e.g.
Pd/C); (vi) for coppounds of formula I in ich Ris
al kyl , cycl oal kyT*2gr benzyl, all of which
optionally substituted as herei nbefore defined,
reaction of a correspondi ng conmpound of formula I in
whewiine ResReprasprie sdints cy¢loalkyl hoxabc:myb des gd Wb\ichf arenoptzond]ly

X whe R6 ¢l oal
SubR@w 5 ER St it SOGTRI BTy, e BYE el b e
L' edpréRfie QEQUBR ﬁ@‘hﬁ%tg@&lﬁ E@R & halo B4 86doBd6bromo) or a
respecti velé%_ and L4 represents a suitable |eaving

sulfgnalq Eratps Ho SF?élldéfd(l‘éa@lonl coaditions, fposramue ahaound serine
temg)[a&'dﬂe HP%% o%r%ée%@éj Ard, LRA%1d BRCRN LRRS nyhREe, CXRTRE ©

bicarbonate, potassium carbonate, pyrrolidinopyridine, pyridine, triethylamine,

tributylamine, trimethylamine, dimethylaminopyridine, diisopropylamine, 1,8-
diazabicyclo[5.4.0Jundec-7-ene, sodium hydroxide, or mixtures thereof), an
appropriate solvent (e.g. pyridine, dichloromethane, chloroform, tetrahydrofuran,
dimethylformamide, triethylamine, dimethylsulfoxide, water or mixtures thereof)
and, in the case of biphasic reaction conditions, optionally in the presence of a

phase transfer catalyst;

(vii) for compounds of formula I that are substituted with at least one of B! to B
that represents a -C(O)NR;4.R16p group, reaction of a corresponding compound of
formula I in which that/those (as appropriate) B! to B'® substituents represent
~C(O)OR¢, with a compound of formula XI,
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tenperature, in the presence of a suitable base (e.g.
sodi um hydri de, sodi um bi carbonate, potassium

w@20bonere, pyrrolidi nopyridine, pyridine, PCT/GB2006/002730

triethylamne, tributylam ne, trinethylam ne,
di met hyl am nopyri di ne, diisopropyl am ne, 1, 8-
di azabi cycl o[ 5. 4. 0] undec- 7- ene, sodi um hydroxi de, or

m xtures thereofgpranzappropriate I vent (e.qg.
pyridi ne, dichlor oné({‘}%léﬁe, chl or of%lfm

t et rahydrof uran, di nethylformam de, triethylam ne,

di net hyl,sul foxi de, water or mxtuyres thereof)_ and, in
or fh%miﬂaéé VB L8 02 B ORGP e 26 Rion a1q g
heréifbdfhR MIBSENGS e%%.mﬁleplif&ﬁﬁ? sfaﬁ@é}afc%ﬁplgxﬁgto?éagxt%ﬁ C%Yd'vl\}ic%lﬁ.

for conpounds of formula | that are stitute
Forggxampls tin dhrecast vBiere &1 Bidpreshats H.eipribe orassnae ofof GOpisiitile

' , ti f. di d. of
ol Rhe SR 1 e R Rl i Bl AT R R EPO .
1-(Bishishinbyesyys)-3-LyeseivdintdO) @R Udravhidtide coeResnd

of formula X, HNRLI6aR16b XI or a protected derivative
NN digyecigingigyly ) topeioase, whksneptaiaritlaylaxdrigdanethylemaso)-

h tLpbef or ' exanpl g ;pnder. st andar ( }
P O?:I%{l’? S‘Hflg gre glggzlﬁgjr? %j)o A %plfht%feo ns. o@ H:%g&n%ﬁné%& lnln%{) ﬂel ’%’gs e
tetravhethgluRthiure pr es ehtsmfldordphodphetepr es engzefiagolsiuiloabire-

pyr%%ﬁﬁ{o%%pé@e@%%ééfg@gép}{?ﬁé@?gEt)?o%]cxlcr(ijsi-li)yrp;o?i%izn%lpﬁésp%)nium
) Ayl vart | —
hexhflo30 ShHBhby] mmeg%@x@ﬁwﬁ hy ﬁ%%ggfyyfiﬂ:gﬁ Ofetra-

hydrochl oride there -di’stiéci ni m car bonat'e,
fluopeaarhenetes 2o |1 -cytlohbxp yarbodiindid ety prdotymethyl phudggsrend, uam
. hexaf | uor ophosphat e, . . . :
suit 55 Pasd B0 SRR o ridey pydipmy bisargonte, PoRSILNy ISGHSHGm
pyrd&dmbppefiedhesabake, rRendshibaz@ibutylamine, trimethylamine,
. 1-yloxytrispyrrolidinophosphoni um hexaf | uor ophagsphat e,
dimpthgleminonysidivgr r @usoarqngmsqaodgajdnam@fslqﬁ@ﬂ@amsﬂhmee,
2-( | 4 tri - d-vl)-1.1,3, 3-telr t hyl uroni ym
sod1t%rent( (3 g%?@ghr b%ﬁ-g%xgl)d.ug%/prgpy][anﬁne, ]\gzm%pg%fstyreneﬂ-ﬁ-
(methytyahofpeagihear bogitassiude- S- Bi@?ﬂﬂlb@l&}»éﬂﬁltﬂé)ﬁide, ~ sodium
b gg%%/t%hﬁﬁne,, a sui table base (e, g._ sodium hydride,
15( i Rt dfon RPBSSIEt d9%ibytaceder blithiure, diisopropylamide,
Lithilr poLd, 6k DORH P& iRe Ty i Efél | D8 i
' tribut y?am&%?ﬂ}?élp %é‘%lﬁﬁ/ldé?nﬁl%g?regi&ﬁ%% I%ﬁ %p%ﬂp ir%qnna(tf
solvditti $opr tpghyin fuegn, 1nyBiditiea zakiens; clliohlbromfaned @hlofooRe,
acetonitrile or dimethylformamide). Alternatively, for example in the case where
Rje is other than H (i.e. ~C(O)OR ¢ represents an ester group), the reaction may be
performed in the presence of an appropriate reagent (e.g. trimethylaluminium) in
the presence of a suitable solvent (e.g. benzene), for example at elevated
temperature (e.g. about 60°C), e.g. as described in Hwang, K.-J.; O*Neil, J.-P.;

Katzenellenbogen, J. A. J. Org. Chem. 1992, 57, 1262;

(viii) for compounds of formula I in which W represents —-NR7C(0)-, -NR7S(0)s-,
-NR7C(O)NR7- or —NR;C(0)O-, reaction of a corresponding compound of
formula I in which W represents -NR; and Rs represents H, with a compound of
formula XTI,
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sodi um hydr oxi de, N-ethyl diisopropyl am ne,
JV- (et hyl pol ystyrene) - 4- (et hyl am no) pyri di ne,
WEoG0assi2een bi s(trinmethyl silyl)-am de, sodi um PCT/GB2006/002730
bi s(trinmethylsilyl)am de, potassiumterf-butoxide,
['ithiumdiisopropylamde, Iithium
2,2,6,6-tetranet hyl pi peridine or m xtures thereof) and
an appropriate soi t (e.g. tetrahydrofur
pyri di ne, toluengfwﬁﬁ%hloronethane chloroﬁgpn1
acetonitrile or dinethylfornan de). Alternatlvely, for
exang%;aln the case where R16 is other than;
whegio) epreégrtesé?ﬁ@k aHOs - OBV 57 —Q(ﬂg)-r, éacrﬁpl@ﬁefﬁ%ﬁ
rf.or t f r t
sul?a“z"oleD leea\{lpg % p SPC %ﬁn'xaﬁolr % n%? laﬁl%r ana 2“‘2‘2{1 l%géﬂé Srel deRUEL)
un8ét feadiod cﬁ)ﬁﬂiﬁeﬁi khewg to bl&nz Eslaﬂzl)ed 1f1 dhe ept,afqnlesxample in the

prqefpl@tgc\é?qt)fgg @hﬁ%}p q%qg;e; reeg((l\(Ie N@ﬁﬁe tqle Icl))g)am@e %yrlg'me another
su%?gkz %?&l L RARARE Nt gcesﬁ‘ ste;p I%H)gabo%ed}‘ mﬂ%@&%s tﬁ&eof;?&a

for conpoun

solveptr @sgnpyrididR (®b®)1 may NRS( @ the ane(l@)) smhvsnt)oDMINF@r

act correspondi und
ioh e (e e et o AT Ao B, 5 phates
trafisfeMbdidly @) q@f'@}@d&ﬁq of robff féra);ﬂré el 5%@@80?11)&(1 whEet, TD
WK represents - -, -S(O -_or -C(O)O
T.x spcesebmlé é\I@hnrcla | b Babimgh.g eguMa RasAHskl & %@"@
19§g ﬁ%ﬂand R5 is as herei nbefore defined, under
t &ondi ti ons known to those skllled in the art,
for exanple in the presence of a suitable base (e.qg.

NaH, NaOH, triethyl am ne, ridine,__an SU|tabIe
(1%@@0@@@@@&0@1 HHOVRISH i\{@ﬁesemﬁr éﬁ@@rﬂirreﬁ? Y s

co}r'@s%f géﬂlg aeanagogme%f(teg oY ! idi pe Gabieh way réﬁ{eg@m

ol ve or di chl or onet hane
—%ﬂummbégrqﬁekheInne&eamem@ﬁmmaﬁébnmdd}Hﬂpt|onalIy, a
phase transfer catalyst)) for exanple at room
tenperature e.g. as described in Hurst, D. T.; Stacey,
A. D., Netherclefg nM=oRaMm A, Harnden, MR Aust.
J. Chen1 1998, 47, 1221 or (ix) for conpounds of
formula in which VVrepresents -NR C(O NH, reaction of

Whaerein Rs is as hereinbefore defined, under standard conditions, for example, in
the presence of a suitable solvent (e.g. a polar aprotic solvent such as toluene) and
at elevated temperature (e.g. reflux), for example as described in the journal article

mentioned in respect of process (viii) above.

Compounds of formula IT may be prepared by reaction of a compound of formula

X1V,
R;-X-C(O)H XIV

wherein R; and X are as hereinbefore defined, with trichloroacetic acid under

standard conditions known to those skilled in the art, for example such as those
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correspondi ng conpound of formula I in which W
represents -NR 7 and R represents H with a conpound

wokoofforazod a Xl 11, R5-N=C=0O Xl || wherein R5 is BGI/GB2006/002730

her ei nbef ore defined, under standard conditions, for
exanple, in the presence of a suitable solvent (e.g. a
deRRibad i HegbirgalSative Menfiugdd i8gedpatiugne)ceansten (i) €pav s pd
tenperature (e.g. reflux), for exanple as described in
abp¥ee journal article nentioned in respect of process
(viii) above. Conpounds of fornmula Il nmay be prepared
by reaction of a conpound of forrmula XV, wherein Ri
Caamsbu¥darod fasmhler Hi nhaf deecatehemadly aiailhble, prepared under
trichl orgacetic acid under _ stan ard ondi tions
stagard sliiaes | predhqsh ¢aHPONREs 13 o‘? a’ﬁplieefeé ‘gﬁ
re;%@é%ﬁ?sdﬁ?lc&' Heedodr 6&%@1%@&@@&% ﬁ&@mmef@tré @@ﬂﬁdadl dhd L1
espect” of process step (i) (part (A))_above.
reBosgtLatado gioup.oemtioa of & compgunde! sesmves EiVal | y
avai | abl e, prepared under standard conditions or those
conpounds in which X represents -CH -, Rl represents
aryl or heteroary,gpiionally substituted aXVv
her ei nbefore defined and L represents a hal o group,
reacti on of a conpound of fornula XV, R cNH2 XV

mher 5 6
W Byaiery e BT BERSo B e B RhE] SR Yoo Pp_ and B9
to CIElfnli eixpertthispehditigadianinivm salk (fof feramphe drypleection wihobiiom

Wth sodiumnitrite at |ow tenperatuyres such as at
m@é@ @t lop tympespiiEsReychys 4t @B%Bgaj &0 Teovat B g, cgggpound of
fo ]&é&f@c}hc}Q XVI wherein Ra is as defined above, in

thépriesence of a suitable sol vent (e.g. acetone) and

a hydrohalic acid which is preferably concentrated

(e.g. in the case Mere L1 presents chl or
concentr at ed hydr $eoi @GIK%Iééiﬁ) optionally Sﬁv§he

presence of an agent that aids the Mchael addition of
the halide onto the acrylate/enone such as
wherein R® is as defined above, in the presence of a suitable solvent (e.g. acetone)

and a hydrohalic acid which is preferably concentrated (e.g. in the case where L
represents chloro, concentrated hydrochloric acid) optionally in the presence of an
agent that aids the Michael addition of the halide onto the acrylate/enone such as

cuprous oxide.

| Compounds of formula III in which L! represents a sulfonate group (e.g. a toslyate

or mesylate) may be prepared by reaction of a compound corresponding to a
compound of formula IIT but in which L' represents “OH with an appropriate
sulfonyl chloride (e.g. tosyl chloride or mesyl chloride) under standard conditions
known to those skilled in the art, such as those described in respect of preparation

of compounds of formula I above (process step (vi) above).

Compounds of formula VI may be prepared by reaction of a compound of formula
XVII,
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cuprous oxi de. Conmpounds of formula Il in which L1
represents a sulfonate group (e.g. a toslyate or

woreaylaze) nmay be prepared by reaction of a coP@DGBR006/002730

corresponding to a conpound of formula Il but in
which L1 represents -OH with an appropriate sul fonyl
chloride (e.g. t8syl chloride or mesyl chl oride) under
st andard condlg”ons known to those skilled in the art,
such as those descri bed in respect afv breparatlon of
conpounds ofcf’%nﬂ+ | above (process step (vi)
above). Conpoungs of formula VI may be prepared by
reaction of a conpound of fornula XVII,wherein L
represents a suitable |eaving group such as halo (e.g.

hl dL h bef def i ned | t X
e fapr g8 SLNe BEHEE SRP R 6 bk b Bl L s
as ﬁé gagth ﬁe‘ﬁﬂg& é}hﬂpﬁnﬁﬁ% WNe b On (HQD8s SKbthér&8roh)fok RRardplE,

ose ‘descr

su as t in"respect of preparation o
undernpentdadd cofidifionsmithawh tabthwes (sbﬂo@ dssthstap gueh) anblrse)

referably, in the _presence di et-hyl
deeEiRp BripRReGt g o Batips eyt o S udBesd e
(vi§ Kbde 8 8r, RRIFSARy WM the BRBERE 'oﬂﬂﬁtﬂgg athet R€oanEm@PEature (e.g.
additionally sérves as a base ounds of fornmul ae,

abdn)i’ 0°¢) \th Iwhish lchse 1hx, skijedXpersox will xpprpcmtx'[&yatxkhe SOUORIFJ
I4$and al so, certain conpounds of forrmula I, 11, Il
addifgnaliyyseries 25 PHEr commercial |y available, are known
inthe literature, or nmay be obtained either by
anal ogy with the processes described herein

or
CoprrovedseiSodugay I'oed VIk Yidk EXeRc¥b Xdbrtlal Rdl. %é’r et Yand

C nven i.onal he n ge
>C§ﬁ ﬁxét ?eéﬁﬂxéﬁ%s %ﬁﬁ%ﬁﬁgagﬁragﬁe gtgif%%%%ﬂﬂ
coRBiedihIa} §vaﬂ§H>lB,gara RAGOR L Sleditt@age Nt Sn@nisk sleaiatd either by

condi tions. Substituents, such as Ri, <£¥%v§ﬁlnx W and
t

anatogzy) Withrih¢ PIOSPREBUARSSTIR HesPPPTaPTPOgsRSsy réferences
cohtg} 5'}}396;11%t ﬁls bga% (r:lggnétfegglgl'dg Sn?%ﬂg gtgocqerdufé@r f Edc'ffFaSanc@fvhﬁf

above by way of
staﬁt&ﬁz’dad&niqmi fagre aweildbld staming troatetiads @sisk iapprgripte tehgents
art. npl es of such nethods include substitutions,
ang gaGHen %@moaﬁ. dat i ons,

Substituents, such as R, Rs, Rg, X, W and Y in final compounds of formula I or
relevant intermediates may be modified one or more times, after or during the
processes described above by way of methods that are well known to those skilled
in the art. Examples of such methods include substitutions, reductions, oxidations,
alkylations, acylations, hydrolyses, esterifications, and etherifications. The
precursor groups can be changed to a different such group, or to the groups

defined in formula I, at any time during the reaction sequence.

Compounds of formula I may be isolated from their reaction mixtures using

conventional techniques.
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al kyl ati ons, acyl ations, hydrolyses, esterifications,
and etherifications. The precursor groups can be
webanged73 o a different such group, or to the BECDGB2006/002730
defined in formula I, at any tinme during the reaction
sequence. Conpounds of forrmula | may be isolated from
It whkbe apeedated by rhose skdked us ithrgart drak.eint the pedcesses described

techniques..lt will be reciated by .those skil [
SO HErTRES S fup g Gonssy o Gaadtiyh SRS e i cpeed
to PEpBIRRE DS HhrotédBgf ki onal groups of internediate
conpounds " nmay need t0 be protected by protecting
groups. The protection and deprotection of functiona
ro . may .t ak l.ace g j '
g R i e Rl S Al Bl Blay Dl EREEL Wi
aftbleiRN&bniin R CdevEmaatonst sbheheshni ques that are wel |
known to those skilled in the art and as descri bed
herei nafter. For exanple, protected
I HiF i g i well
P R i CahLfes e are
knswartd ahekedskjitedt mcthe cart bed hnidgsmibed Teecinafipe. ofor example,

i P e e e e
to BEEORPLA E&hﬁlgllnﬁg‘ Bsiny RhABSH SeprdiBSidtSectfiques.ot ecti ng

groups Is fully described in "Protective Goups in
Organic Chemstry", edited by J WF MQmie, Plenum

ok 550 ab ey ARhgred B HF i HURE TR Qysotine

groibk @y welll B 8k s€d1RACE ot AQdMplisiiGe Uragnihesiei n, the term
"functional groups" nmeans, in the case of unprotected

functional groups, hydroxy-, thiolo-, am nofunction,
r .aci , . « A
THESRe BT il Bty bl SFEERE QoL CRbAL i, Opganc
CleadidpgRytditedasi @ WSF evicOtfhe Rlemum "Rremsc@p73)wiahll ‘WFeorective
under st ood by those skil.led in the ar i.ngl ude, ane
Grepsir & sdirs e 8eiesin X h@ﬂé%é‘ls&%ﬁj'}a?%%&%@% ﬁ}d{”»i rey-
InteRek tﬁ?é%?d by uncontrolled division of cells and
t he abi

Ity of these cells to invade other tissues,
ei t her by

As used herein, the term “functional groups” means, in the case of unprotected
functional groups, hydroxy-, thiolo-, aminofunction, carboxylic acid and, in the
case of protected functional groups, lower alkoxy, N-, O-, S- acetyl, carboxylic

acid ester.,

The term “cancer” will be understood by those skilled in the art to include one or
more diseases in the class of disorders that is characterized by uncontrolled
division of cells and the ability of these cells to invade other tissues, either by
direct growth into adjacent tissue through invasion, proliferation or by

implantation into distant sites by metastasis.
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direct growth into adjacent tissue through invasion,
proliferation or by inplantation into distant sites by

woreaas1@ess s. In a preferred enbodi ment conpoundBCDGB2006/002730

fornmula | are capable of inhibiting the proliferation
of cancer cells. By "proliferation" we include an
In & prefeasientpdirhetempundnof Hrmsleerotapshlecdiinkibiting, the

Al I f.4 ddi t f
o R L5k o8, PO NP, Py SRR 0

nuGBEGRH/oE Sk 6f caBYer cBRS. ast asi s" we nmean the novenment or
mgration (e.g. invasiveness) of cancer cells froma

primary tunmour site in the body of a subject to one or

AEbltudt I RchAb, Ul [EpPI T, Spotll G R of

inhébithacineasthsis btcantareslls.on provi des conpounds and
nmet hods for inhibiting, in whole or in part, the
formati on of secondary tunmours in a subject wth

ByG‘Erﬂ: ff'a igh tve‘gf.%éah tll%emépé?ﬁ%ﬁ 'o?;n?&atl%h (%lg ivadvaRkS T ahdat

ect a conpoun formul a as descri bed
cellbefren ra piminyettmetasitsin the hahdstqf recgubjecomn ang oeffae tother

h I
R LR e N L A R
tunfGt¥s)Pe Teapah! @neOEmb&hhﬁhi R0 idvegtid hdvidk addrsbuansl/-at
net astasi s of cancer cells selectively. By

methods Extinhibitips, inevindanr inpart, thedomationnd @echﬁw tHBI0HFFEN

o A B0 PO PR B SORTREL RSN Pt e

corfp@Unidf Friatmaa)l Qfdepaibet dRELE 0 e‘lrﬂeﬁasta@fséﬁﬁﬂﬁhh@t frétheany
conmpound inhibits the proliferation and/or net ast asi s
effest seqrRommPorRds BaYPH Ry Totdareen easeited ipldedlithabl e for
use in the treatnent of any cancer type. For exanpl e,
the cancer cells nay be selected fromthe group
Adeansgestsing c@ﬁp@lﬁnﬁ@&ff fehinl dfmbhébebrapable, obiithlebidingt the
raln, col on, stona duct i v _organs, t hyroi d,
Prof&rRii BrBe o EleggrEE Cmﬁ%@g%{}%&e]aﬁl fs, skin,
gal | bl adder, liver, nasopharynx, nerve cells, kidney,

prostate, |ynph gl ands and gastroi ntestinal tract.
ByPiseloetiveli”y we t theanc éhat dne icsmpeurslc indibitsr hen rpléfeption pansfor

me%aséasm #2Cincer gelps {ougllg? atér le}%{e RE r?han it modulates the function
(e.g. proliferation) of non-cancer cells. Preferably, the compound inhibits the

proliferation and/or metastasis of cancer cells only.

The medicaments are suitable for use in the treatment of any cancer type. For
example, the cancer cells may be selected from the group consisting of cancer
cells of the breast, bile duct, brain, colon, stomach, reproductive organs, thyroid,
hematopoetic system, lung and airways, skin, gallbladder, liver, nasopharynx,
nerve cells, kidney, prostate, lymph glands and gastrointestinal tract. Preferably,
the cancer is selected from the group of colon cancer (including colorectal
adenomas), breast cancer (e.g. postmenopausal breast cancer), endometrial cancer,
cancers of the hematopoetic system (e.g. leukemia, lymphoma, etc), thyroid
cancer, kidney cancer, oesophageal adenocarcinoma, ovarian cancer, prostate
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adenonmas), breast cancer (e.g. postnenopausal breast
cancer), endonetrial cancer, cancers of the

whemavopeeti c system (e.g. | eukem a, | ynphoma, PEL/GB2006/002730

thyroi d cancer, kidney cancer, oesophagea
adenocar ci noma, ovarian cancer, prostatecancer,
carfedf) Pagatitlc QABES rgalllgadideblcanmae,r livmmaacer dnidvcmrvicdnwper
and cervyj cal cancer,. efe abl$/ %1 ' d
Mo [reelelehly demoaner gt GBCiet TEOR dhe BPURSE caltd prost And
Preferably, the cancer cells are breast cancer
pm%?dﬁc&h ,& cording to a further aspect of the invention
there is provided a nethod of treatnent of cancer,

i ch thod c ri.ses.the adm nistrati on of an
Pr%%a@&tggémﬁﬁ% ngfc?fbr%\asf:‘éar?ﬁ% gpof formulal to a
patient in need of such treatnent. For the avoi dance
of doubt, in the context of the present |nvent| 0 Odto?e

Actesdling tot ¢ Sathes raspect of Hbe dpyentian dhere He magidse f B
| | e
trel?jtg}% e%f %anlc% E]Vh?c,[ ax%f%ffl‘bd c’oWgJF LAY 'iﬂn\ﬁ?tratf] ohe&t e Btrefy

as t e prophylactic

amb Gl ARBinpandl cifodihdghasd patieht patebéof sichieatiment.e
suscept i bFe to, cancer. "Patients" include mammali an
(i ncl udi ng human) patients. The term "effective

Fofa%ugmdeﬁn@{ SF b, 30 (?‘rgéxtogf Be &g@%ﬁﬁﬁﬁenﬂgﬂ GRe terms

onfers a therapetfic e ct ont treated patient
“tréamgnt”,s‘tﬂﬁém;m”’eznﬁ “therdpyeﬁthmﬂ” ipcledete t]ndn@egngem@@)hauvﬁe
ef f ect

be.obje [ asur.a
tregmen Pk GRenty 1S DL Ch: el . BE AR Hatede TR ORE 4RR:
dideRGH; EGHt e?aﬁ@nté’ffvh% a&@ﬁism?e;ﬁﬂblee&)f &@kdr. Novel conpounds of
gornul as herei nbefore defined are useful as

medi canents and are therefore |nd| cated as

o harmacumals dn,.accor he i nvention,
PUSHEO i & Clﬁ% %F{sstered al one, but

are pr efer abI y adm n| stered or aI ly, intravenously,
i ntramuscul arly, cutaneously, subcutaneou

ly,.
The ers riiseter ayoume’ @feré tbF Ao} acfprrmsr%fgw\fl}}yf} confers a
t d ' hi
o SEHAL s BRREREIRL R TR TRIRSLLY e e
diseayeR Mieredfect @by & objectivee(ifomenntatde phaomatestiof matker) or

reparati on conpr.ising, he Cco
Sug Ede s TRIP gléiﬁscaé‘p‘{l %0%%3338 an cffect).

Novel compounds of formula I as hereinbefore defined are useful as medicaments

and are therefore indicated as pharmaceuticals.

In accordance with the invention, compounds of formula I may be administered
alone, but are preferably administered orally, intravenously, intramuscularly,
cutaneously, subcutaneously, transmucosally (e.g. sublingually or buccally),
rectally, transdermally, nasally, pulmonarily (e.g. tracheally or bronchially),
topically, by any other parenteral route, in the form of a pharmaceutical
preparation comprising the compound in a pharmaceutically acceptable dosage
form. Preferred modes of delivery include oral, intravenous, cutaneous or
subcutaneous, nasal, intramuscular, or intraperitoneal delivery.
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form Preferred nodes of delivery include oral,
i ntravenous, cutaneous or subcutaneous, nasal,

w0 nioram2sxul ar, or intraperitoneal delivery. ConpDGBR®6/002730

of formula | will generally be adm nistered as a
pharmaceutical fornulation in adm xture with a
phar maceutical ly acceptabl e adjuvant, diluent or

carrier, which may be selected w th d e regard to
Comppendcss ogute. bIBRYY 1 RS e P macoudclr

forBlGﬁlElg;? F&rﬁ&%e Ri@cH h@mg@ﬁﬁ@a@h&%{ﬁﬂﬂy talje@hdty diluent or

e carriers e chemcally inert to the
cargle, i wmchommplhedselamtdd nsmyh hduee ragordd de rthaeinteaded jrgate of

adrgggsgrgécﬁré%éﬁ;s?%pp%%a%é%{cﬁﬁ |paa(c? géﬁgl Quc% gﬁar#ﬁa &mally

acdk ablgémkﬁnaMH&ﬁ@amymﬁt @h@ﬂ&ﬁe@ﬁﬁpﬁ’mﬁﬁtand enayfhave
ar macy, tth ed., Mack Printing Conpany,  Eastaqn,

no F&etrnsgdta/landaa eﬁ@.@@ 5)) toFisity padenn ther endg#nms ffsiicat Y gifably

.er.a cept abl I T
phERBRRY e TR BAORS By Spa i dp R Mt CRmBfon Ihe
Scz‘eﬁc@t% DldcYice @f‘d’hﬁ? Al 110t eSuMaab | Reinsiaf UEdroperywEdstorbe

wel | known to the skilled person, with nu

Pemvl’vemg @@9&39 Hos opichiser]| MLl P EP TRy piogptable
revie dr A f<rd
aafefty Sffuftn, B4 B Lpaflyell WHiGHSh PEloky HRY o84 585 ROulOUTSL,
isotdhecifdl aﬂ@rsabﬂmyl cs‘unabnletmhitxanﬁ ovilhHeaweld d@owaymbtéle skilled

periéﬁlv%@?mﬁ%&#flé@erﬂé'%%g Loiped ia it Rl of
me%b‘éi/s%'tff &ggcﬁﬂk%g/r fe{f%cﬁélk"dxﬁﬁlmwgqlan 6, Semtzmw 1577

aspec i nvention includes a
(1$marnaceut|cal conp03|t|on conprising a

therapeutically effective anobunt of a novel conpound

of forrmula | as hereinbefore defined in conbination

Oﬂ’l\é&;fbea iy ?ré@a?ﬁ%‘ o2l duttaite CRpiabtienexaiypibentchiswedh nas-
an adj uva | uent or carrier. The anpunt of

mmtrmi}arw tbe skidlednperson UsingtIeating FrtyRgRsSoRART IR apspwiARce
n r|t Land on the patient,
W‘gbst ’E&mﬁ éac‘}égg @?ﬁnacg& ELHJI%(Fil‘ﬂnpound(s) which is/are
enpl oyed but may be determ ned non-inventively by the
skill ed person. ) . . i
Another aspect of the present invention includes a pharmaceutical composition
comprising a therapeutically effective amount of a novel compound of formula I
as hereinbefore defined in combination with a pharmaceutically acceptable

excipient, such as an adjuvant, diluent or carrier.

The amount of compound of formula I in the formulation will depend on the
severity of the condition, and on the patient, to be treated, as well as the
compound(s) which is/are employed, but may be determined non-inventively by

the skilled person.

Depending on the disorder, and the patient, to be treated, as well as the route of
administration, compounds of formula I may be administered at varying
therapeutically effective doses to a patient in need thereof.
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Dependi ng on the disorder, and the patient, to be
treated, as well as the route of admn nistration,

w@eowpounds of formula | nmay be adm ni stered atPUHGHR0VE/002730

therapeutically effective doses to a patient in need
t her eof . However, the dose admi nistered to a mamal ,
particularly a human, in the context of the present

i nvention should be sufficient to effect a th%%ﬁg%%{c
Howespgahs dosendministatediah mppsralepar @I Rab I FL P ARE"

e skilled.in.th : I1B&abdid@it rédpBnse in the
oftggpxg:é?r}t%veggo ﬁlgugdxlge(r:{“f%\%ég tgggg(g%npog#t i on dz%n%ls t he
mafiB f Il 0P @rrgd@gﬂla:ﬁleettiﬁefrhfi@ @?iﬁdleﬁém thet arl: w:él! rggTaﬁléZe that the

influenced by inter alia the r.macol ogi cal . :
selgstiopattihos et doearbEREPRTIGN AN HE TRTLIET S ST y
repQher M S igﬂﬁéhcgg b9k Gt BE phaithcblogicpiptepaties of the
CoAdl t1on and nental ° acui ty of "the recipient, as g\egl
formalatibe, fret sy afd sherispedi the ccondifgsubring fifatedgand the
condi ti on, bqd i gh x.and re £ th
il eanings g A peaty oS I el BETEES B pi g the”
' egghq]% MRl sdel *bh@RoMBYodyeweipht, i seuoarsl msponse of the
Spe?inft&erm Otuég’t H(ée%ge. by bgl.usoﬁﬁj ection). The dosage may
patns o tizetratedeant the staps/sevRstytaf i ¢ise#se frequency of
admnistration. In the case of oral or parenteral

adm ni stration the dosage can vary from about 0.01 ny
AdnEniabain ASP8e BBnRRusay imémattan by bolus figjeetigng. (The
or, if enployed, a corre_sp,ondi%w% anount .o A:ation Tn
dogrigammacrset becdateryningsclapihg Hnang and TEAusFR gf 6@“‘%& eor)”
| n any eyent IS @lar ! idsh@N@h, vaey frekhatout 0.01
the gasg Pﬁaf%gr g%rﬁétgl\%l E@g'i?gzﬁla 1%@%()&652 erm nagy routinely
mgd heamnst Uabo daspgedaynbl £hompdindhel frosulasl(wal] @opleyedart

I ndi vi dual patient. The abgve-nmenptioned
copsspapliag pmepntiol é PAYERasHERYY g,ccepﬂ\bl,ees a@g h ,glooo§ % 0 Sl%é g,'
be individual instances where higher or |ower dosage

ranges are nerited, and such are within the e, of
In tahiy Sevienty et inedicalThectamsouerdsthey siEiBedpriEor: ng %gé‘bf?s%

or adm nistered i onbi nat i L
defiraie BEACET s full el pAke AT S A MRS for an
im?iﬁﬁ%ln@iﬂeﬁﬂ? The bBRk-mAgiaedidogste are éxentpey dsheeverage

e Invention, there is provided a co inatiqn pr duct
casm Ifre samepf course, be individual instances where higher or lower dosage

ranges are merited, and such are within the scope of this invention.

The compounds of formula I may be used or administered in combination with
one or more additional drugs useful in the treatment of cancer, in combination

therapy.

According to a further aspect of the invention, there is provided a combination
product comprising:

(A)  acompound of formula I; and

(B)  another therapeutic agent useful in the treatment of cancet,

wherein each of components (A) and (B) is formulated in admixture with a
pharmaceutically-acceptable adjuvant, diluent or carrier.
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(A) a compound of fornula I; and (B) another
t herapeutic agent useful in the treatnent of cancer,

wob@reinz7each of conmponents (A) and (B) is forpal/aBe@e6/002730

in adm xture with a pharnmaceutically-acceptable
adj uvant, diluent or carrier.Such conbination products
provide for the adm nistration of conpound of fornula

[ in unctl with.th her .t her apeut | ent .. and
Su%yowﬁwsa igh, PR sninyids tiefse & SOTUYSAON. ¢l AR, RS
forkaer €iif @k %dn@ﬁ'&{ vRe tH%f othBosRriRuY | 2gbhtORsd GOAP rthL&eBe

conpound of formula |, and at l'east one conprises the

pres&trth@i' citherr aapesﬂpm@g@ntlulamnsna\yh%@np pledlest eeng jofe those

ted nb t
SrTEN R e
other @E&ﬂaﬁehﬁc QL&A of ﬂﬂyaﬂﬁ idsentad €né. )forﬂihllaﬁs.d) taber eombined

further provided: (1) a pharnmaceut |g f or mul attJ
preppigfioiel (ireg Presendafhes mengle fargyiation ipcluding gpgagund o formula

Iaﬁch%%%ﬁ%ﬁﬁ{e?a g&gﬂg gﬁeful in the treat nment of cancer;

maceut rearl yaccept abl e adj uvant, dil uent or
carrier; and (2) a kit of parts conprising conponents:

(a), a phar maceut i cal formulation including a conmpound
Thes, thegy mipaber ProYidedi xture with a

phar maceuti cal | y- accept abl e adj uvant, dil uent or
carrier; and (b) a pharnmaceutical formrulation
()i racphaﬂma@uaca}tﬂoanulah@r aphuhng:a atgmppumﬁs ef fiormule henother

t reat nent  of nce n t re t
theHRE R GELR HA 1y DaEeRERBRY ahr G e Mappagguoall-

accePlableQidjuvi &1'111&98@6&91@&t gnd @) and (b) are eaCh
provided in a formthat is suitable for admnistration

in conJ unction wth the other. Conponents (a) and (b)
eSGI. bed herein may be

of t _of part
(2)a%h’ltr??g?ljés Cé)glpgs%lcf’m%eous y or sequentially. The
} hopHaumecleisd r fopgdlatiet encludiy bavenpobhad advamae I in
that, in the treatnent of
admixture with a pharmaceutically-acceptable adjuvant, diluent or carrier;
and
(b) a pharmaceutical formulation including another therapeutic agent useful in
the treatment of cancer in admixture with a pharmaceutically-acceptable
adjuvant, diluent or carrier,
which components (a) and (b) are each provided in a form that is suitable for

administration in conjunction with the other.

Components (a) and (b) of the kit of parts described herein may be administered

simultaneously or sequentially.

The method/use described herein may have the advantage that, in the treatment of
cancer, it may be more convenient for the physician and/or patient than, be more
efficacious than, be less toxic than, have a broader range of activity than, be more

potent than, produce fewer side effects than, or that it may have other useful
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cancer, it may be nore convenient for the physician
and/ or patient than, be nore efficacious than, be |ess

wo eoo7o12man, have a broader range of activity PCEHGB26/002730

nore potent than, produce fewer side effects than, or
that it may have ot her useful pharmacol ogi cal .
phRrABE6 i SoreNeeties deflistmilar Midthaligtrédtmeats)rimive) irkthownior n
the prior art for use in the treatnment of cancer or
art GQIise i e freatment oRc8RES! Gh &Y ust rat ed by t he
foll owi ng exanples in which error bars denote SEM and
the foll ow ng abbreviations are enpl oyed: LA -
The imehtni & iHostetedNBGhe foliavenhykansples wxwhieh erpybae glepoty
le are representative exanples of cell cycle
SE&%&‘P@/@F@Wﬁ%&%‘W‘@F Y%€el1's were incubated
with or without linolenic acid and the conpound of
Exanmpl e 95 bel ow (Conpound X) for 24 hours. Hi stograns
LA emgeenecidccunul at ed events and their distribution in

t ell.cycle .hy intensity of Pl staining (FL3). (a)
Dl\éﬁ@r‘@é‘f’%%@ SPL??ME% 100 MM (c) LA 100 nM + Conpound X
10 MM (d) Conpound X 10 mM (e) DVBO 0.2% Figure 2A
is a histogram summarizing 4 experinents where one.

Figisepp bt 1¢ $19 HROMSPRpE ermenniess ‘Pf? fedlgcycde gpalpgn using

on ' it ny jatthoss d
RN neFa L LR b 61 iMoo
of i Excingad € beabwe (CompiumdsX) et |2t howS- pAkstegiamsnyepresent

L SRR S S S L Sy B
IS AR ] 28 9 B anicumtccsgbha e

nMoEpesngoaid X1 e npl,gs) BVswl0.8%bel ow (Conpound Z and
Conmpound Y, respectively) for 24 hours at indicated
concentrations. Cells in S-phase fromuntreated sanple

iNGL S SEL o Q?é% 'uﬂpﬁ & P&g BBBts GRRRY on&lcOpBEnBA
Fl%uoe%é g aOV}\]I?SI%&égrB ngy | % stggiﬁne ESl,(i‘gl%cisorls f Pgm.ct urmr_s
idatitigis € et derffled s ur FE Al mtaponise sCellsomgre irvdbatedwitb r without

. m ce. Exampl es_Were reparative.rqutes are..
lnpltgic ASEEOk RECPRPNA T 7t raegriions. Cell

in S-phase from untreated sample were set to 100% in each experiment.

Figures 2B and 2C are histograms where compounds are identified and verified as
FFA antagonists. Cells were incubated with or without linolenic acid and the
compound of Examples 4 and 6 below (Compound Z and Compound Y,
respectively) for 24 hours at indicated concentrations. Cells in S-phase from

untreated sample were set to 100% in each experiment (n=2).

Figures 3A to 3F show hematoxylin stained sections from tumors dissected from

vehicle or test compound treated mice.
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CA, USA or other available comercial sources).
waEx@mple7d 5- Benzyl - 2- f phenyl i mo) t hi azol i di n- BEDG82006/002730

Exanpl e 2

5- (4- Met hyl benzyl ) - 2- (4- chl orophenyl i mi no) t hi azol i di n-
Exdmphe Exanple 3

5-r4- Chl or obenzyl ) - 2- (4- chl oi Qphenyl i D)t hi azol i din-4

-one Exanple 4

W&ré A6 ﬁﬂég%ﬁ&@&ﬁi&?%&%ﬁé@&‘é&% YelévdnPek@hpit isorphdrtiilpzol

avmabm (egof@n (@xefrncrail ﬂlWUnS@hPleBph@AyUSA)%roﬁp’é%%ﬁaél%
sol utllon of . sodiumnitrite (0.47 g, 6.82 mml) in
COREEFAl FIUE°N ) was added dropwi se to a sol ution of
3-trifluoronethylaniline (0.77 nm., 6.21 mmol) in
concentrated hydrochloric acid and acetone (14 nli),
B@mﬂﬂi m xture was prior cooled under an ice-water
irred at OC for 10 mn. After
5-]§’e ! %n ﬁHt a%lsdlﬁho[a(s 37 ni. 374mm|)
cuprous oxide (40 ng) was added portionwi se to the
m xture at 4 QC. The m xture was stirred at 350C for
Ex i“n and then washed twice with equal anounts of
5.(4ay ﬁ-%&@ﬁﬁ@%&%&oﬂﬁ%@ﬁaam c layer was
d concentrated. The crude
oil was purified by silica gel chromatography using

chl oroformas eluent to give the sub-title conpound
Ei@ﬂlﬁ%?g 4.58 mmol, 74% as yellow oil. ES-M5 nf z

5-(@85n1drob MR H2- (ﬂéﬂﬂ%e&(lﬁi@g)ﬁﬁmh&n%oﬁad IH), 3.43
(ad, THj, 3. 76 (s, 3H). 4.46 (dd, 1H), 7.4-7.6 (m

4H) . (b)

E5-5§-ETrifI uor onet hyl ) benzyl )-2-fp-tolylimno)thiazoli
a 4 one A mixture of net hyl

5- @ @Wﬁl@roﬁ”[eﬂﬁ’f(béﬁivﬂ)l U05-QELDE thiaeslidid-grapanoat e (0. 61
g, 2.29 mmol; see step (a) above), -(p-nethyl phenyl)
t hi our ea (698 ng, 4.2 mmol) and sodi um acetate (212

() Methgt 2An 1008 X3 aGb Ay foRedIiphopiRSatk F | uxed for 8

A solution of sodium nitrite (0.47 g, 6.82 mmol) in water (1.4 mL) was added

dropwise to a solution of 3-trifluoromethylaniline (0.77 mL, 6.21 mmol) in
concentrated hydrochloric acid and acetone (14 mL), which mixture was prior
cooled under an ice-water bath. The mixture was stirred at 0°C for 10 min. After
addition of methyl acrylate (3.37 mL, 37.4 mmol), cuprous oxide (40 mg) was
added portionwise to the mixture at 40°C. The mixture was stirred at 35°C for 20
min and then washed twice with equal amounts of water and ethyl acetate (50
mL). The organic layer was dried with MgSOy, filtered and concentrated. The
crude oil was purified by silica gel chromatography using chloroform as eluent to
give the sub-title compound (1.22 g, 4.58 mmol, 74%) as yellow oil. ES-MS m/z
289.1 (MNa+). 'H NMR: 8§(CDCls): 3.24 (dd, 1H), 3.43 (dd, 1H), 3.76 (s, 3H),
4.46 (dd, 1H), 7.4-7.6 (m, 4H).
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hours and then concentrated. The crude product was
purified by silica gel chronmatography using
wao odogeneret hyl acetate (3:2) as el uent foll oweRCT$B2006/002730
recrystallisation fromhot nethanol to give the title
compound (170nmg, 0.47 mmol, 21% as a white solid.
(b)Ls&z;h@r{ﬂ%brctmemx@)baﬁmm-mp-tﬁhzhrﬁﬁs)t&am%&m -4-0hBl NVR:

A g of gl FpchltrosoCr A ALERpe g hpropgoies (g1 e

(p- 1) thi 698 mg, 4.2 mmol)
2 2?_‘%‘%1 ﬁwkﬁgﬁgﬁ%‘? (Ienne%li/ylphenye - ?grg%r( opyIIn%henﬁl imn
and sbditmzaokiatt (12 -npn . 5Flhmmdl)t ineetlanob Cu s Livaies pelapsl dor fn
accordance with EXx le 4. Thetltl
hopsr pG &P GORCERIERE %‘rﬁf‘iﬁlﬁ r SR pglg?lyst I }é?%gdgel

Qetd{V 8 eleﬁ? ofs tehe: tlfb]l@w@blhyomd
Chgog@g&é? fibyTE %@? ek etw% coune BRRJOLS, mon. iz 393 4

cr;(smﬂ*s)anon FonINRL lmsbmgwe meﬂsle(@mmrlﬁld (570gzg, Oy PP

21y &t e TS G5 A4 ot 5 L DD, °F o

SOMSD-)To aﬁl(yq}grrgtmm benzyup-(ad,(B¥ix hlﬁr(onm&h)ybl&ﬁ)l (o)
t hi azo |d|n 4-one The title conmpound was prepared in

1@9%@2&&;17&@ WiSOHmEXEHpl e 4. The title conpound was
purified by flash chromat ography and recrystallised
from hot nmethanol to give 271 ng of the title conpound

Ex@gnfe phite solid. LGMS (A t @ 6.9 min, mz 385.4

PRSI AL S G o RORNAL e ...b|HDO
rﬂmﬁlu’pro petley] Yhepzyl SRJI m thiz ne

i fod ém&?%dﬁ F’éﬁ&‘?ﬁ%‘%% ‘C‘r%fd%w? Wlﬁ%ﬁﬁ‘g;%eh 4 me )

cohﬂioaﬂdé viredi mﬁ'reﬁnby Thsh tchtoln&xta;}gmagivurndi weesysialbpegy &@ni ho
t 4. T tit

gt By 67 | BE AT AT et TRy ariir s RIS A te

7.64 8l 0k STBLIRAGH. 1R NS SOVIED-80: Lhe A é%ﬁ*"“g“”"ﬂ"m

3. 13H(AMRI), BI@E)IW& ), 875 @n (1G85 618B(d 31 HS 7(3@c(d6, 2H),
(m, 5H).

Example 6
5-(3-(Trifluoromethylbenzyl)-2-(4-chlorophenylimino)thi azolidin-4-one

The title compound was prepared in accordance with Example 4. The title
compound was purified by flash chromatography and recrystallised from hot
methanol to give 271 mg of the title compound as a white solid. LC-MS (A) tz:
6.9 min, m/z 385.4 (MH+). 'H NMR: 8(DMSO-dg): 3.2 (m, 1H), 3.6 (big HDO
signal), 4.8 (nr, 1H), 6.85 (d, 1H), 7.4 (dd, 2H), 7.5-7.7 (m, 6H).

Example 7
5-(3-(Trifluoromethybenzyl)-2-(4 -methoxyphenylimino)thiazolidin-4-one

The title compound was prepared in accordance with Example 4. The title
compound was purified by flash chromatography and recrystallised from hot

methanol to give 137mg of the title compound as a white solid. LC-MS (A) tg:
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IH, 4.74 (dd, IH), 6.86-6.95 (m 3H)5 7.50-7.63 (m
5H). Exanple 8

W®G2{03/0(02T3 i f | uor oret hvpbenzyl V2- (' phenyl i m no' PE€TGB2®ki002730

di n-4-one The title conmpound was prepared in
accordance with Exanple 4. The title conpound was
6.25uirf, ine'd 38y.2f (MESH). CHr NNR: dDMB§-dan 8. 12e@idy 131 3.45 édiid,
from hot et hanol v the title conmpound
R B (6 1) 600ra0s e W, TAF 6 e 815 i 2 9804
(M) . 1U NVMR. d(DMBO-rf ) : 3.1-3.5 (m 2H), 4.76
(dd IH, 6.86 (d, IH, 7.2 1 (m IH, 7.23 (m 2H),
ExZmbZ § m 5H) Exarrple 9
4.-Fluor enzyl h d.'zoI|d|n4one
CESHBE T AP H LSS dance with
Thgxt?t[@ k&mPoundh@ad 'pHpﬁre@.oﬁip mman@@ withr Ekiraglcby. fThs Imﬂe
chromat ography and recrystal lised from hot methanol

cor@pv@dls@s myrifed thyeflasht Phromeingtaphy a8 wcusiallised orom. hot”

meglz%ﬁf'\gg e D89 e ?15%\ 'ﬁﬂ@bcog?pé uifPds 2 1@%%115&?: NI () 1

6. 4'(2d1‘ﬂm Ing!); 35@ 4@y, IHlN‘MR BOMION;,)3B1:3.5 (B0 2600 4.46)dd,
1}3,-6 &6(&3 17502 gza]elrﬁmz,)lg ’22$ ﬁm&@) 778y 6H)-azol i dm 4- one

The title conpound was prepared in accordance with
Exanple 4. The title conmpound was purified by flash
Exelpat ogr aphy and recrystallised fromhot nmethanol to
|ve 144 ny of the t|tIe cnpo nd as a white solid.
Ingropenzyh-2-(phanydiming Hsazelidineq-gne (MH) . 1H NVR

Thg f_@@g xé% Lkl‘% &f?*?epg&g)om gca%?c}lj%le% vlqﬁg 'Exgrn%a?e 3. 4?Fhé rﬂﬂe

co(nppuﬁ]—l)&&s hudified chy fleh chboarigeaphy and recrystalhsed from hot

4- Chl |

o] S 8P AR T Ghe Al STIORRE GhBOTNTF JEL: s Bt
1.86560] 480861 WMabi-E@mRivVeR ook B®0 (dd, 1H), 3.15-3.40 (m,
2H), 4.69 (dd, 1H), 6.90 (nr, 1H), 7.11 (m, 3H), 7.30 (m, 4H), 7.62 (d, 1H).

Example 10
5-(4-Fluorobenzyl)-2-(p-tolylimino)thiazolidin-4-one

The title compound was prepared in accordance with Example 4. The title
compound was purified by flash chromatography and recrystallised from hot
methanol to give 144 mg of the title compound as a white solid. LC-MS (B) tr:
1.62 min, m/z 315.2 (MH+). '"H NMR: §(DMSO-ds): 2.23 (s, 3H), 2.99 (m, 1H),
3.12-3.41 (m, 2H), 4.65 (m, 1H), 6.80 (m, 1H), 7.11 (m, 4H), 7.25 (m, 2H), 7.49
(d, 1H).

Example 11
2-(4-Chlorophenvylimino)-5-(4-fluorobenzythiazolidin-4-one

The title compound was prepared in accordance with Example 4. The title
compound was purified by flash chromatography and recrystallised from hot

methanol to give 175 mg of the title compound as a white solid. LC-MS (B) tr:
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conpound was purified by flash chromatography and
recrystallised fromhot nethanol to give 175 ng of the

wao paoeieeapound as a white solid. LC- M5 (B) tRedT/@B2006/002730

mn5 mz 335.2 (MH#). 1H NVR 8(DMSO-*): 3.0 (dd5 I H),
3.3 (nr, IH5 HDO), 47(dd IH)56977(m8H)
17E>¢amplrm‘z $25.2 (MH+). "H NMR: §(DMSO-dy): 3.0 (dd, 1H), 3.3 (ar, 1H,
or.qb 4- met hoxyphenylimno)tliiazolidi
qu)ﬂf r(@‘y'llﬁg ?65177?9(;2% ound was prepared in accordance
with Exanple 4. The title conpound was purified by
flash chromatography and recrystallised from hot
__mplﬁdﬂol to give 166 ny of the title conmpound as a
C _ ..41123311(I\/H+)
RGeS G 6~ (nr, |H,
Th%‘@@)ezcl:_b ﬂcgmg gwas3 bﬁegaﬁzd 615 éd@ord'aﬁﬂa \Aﬁith9EX%(Iﬂme%|) The. tifle
m :
coBpqupdFIaYD ﬁo@bﬁeé ;bly\&;sbmcmg@pﬁogwhb W@ﬁynePWﬁ%Wﬁq% A5B1 i it n

meth‘é?@n@glwee kd {deoﬁﬁma g@énag%sgg @J&gg sbid. ﬁgé@gﬁ ABC G,
1. sﬂlrmhn@inmrmmgm«admm B(BMS(SU@P I2199€{ddf1rH));rBBGt(m 1H,
net hanol to g ve he title conpound as
I B 806130, J66 N FARS0 (. DR e S T8 adre 20
(dglﬁ)NNR 8(DI\/ISOd6) : 1.18 (d, 6H), 2.82 (m IH), 3.10
.15-3.41 (m IH), 4.66 (dd, IH, 6.83 (m
| H) 57173(m 6H), 7.51 (d, IH. Exanple 14
5-(4-1Trifluoi Oret hyl ) benzyl) - 2- tolylimm)thiazolid
_ﬁma-éé(le e ITheut:tl e cgn%ounéyvv;s pggpareé :n az:co:rd;ncle
5- Wfil r h.2.4.isdhSoidHeh SlaRuRauRdinas.-gri fi ed by
romat ogr apny and recrystallised from hot
Therﬁttth:acmhpcnmdgware pﬁb@zredgmoﬁccbhfanta ith Esmpplendt ashe title

solid t/? 2
coR R RS 9 estyeltiptorapiy "ang gy B
meglﬁ]z]oll td) givé- Dggné]@f tﬂe"‘)iﬂé cémBundnas d White Goll® LAMS ZH) ,tz:
7.30 i, T/ 34 (M), * TVR: S(DMSO-ds): 1.18 (d, 6H), 2.82 (m, 1H),
3.10 (m, 1H), 3.15-3.41 (m, 1H), 4.66 (dd, 1H), 6.83 (m, 1H), 7.1-7.3 (m, 6H),

7.51 (d, 1H).

Example 14
5-(4-(Trifluoromethyl)benzyl)-2-(p-tolylimino)thiazolidin-4-one

The title compound was prepared in accordance with Example 4. The title
compound was purified by flash chromatography and recrystallised from hot
methanol to give 242 mg of the title compound as a white solid. LC-MS (A) tz:
7.50 min, m/z 365.2 (MH+). "H NMR: 8(DMSO-ds): 2.25 (s, 3H), 3.10 (m, 1H),
3.36 (m, 1H), 4.72 (m, 1H), 6.80 (m, 1H), 7.12 (dd, 2H), 7.46 (m, 3H), 7.63 (m,
2H).
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2H) . Exanmpl e 15
5- (4- Met hoxybenzyl )-2-(p-tol ylimno)thiazoHdi n-4-one

wab@701re conmpound was prepared i n accor danceP@i/GB2006/002730

Exanple 4. The title conmpound was purified by flash
chromat ogr aphy and recrystallised fromhot nethanol to
ExgmpE]ZSZ rrg of the title compound as a white solid.
A . 4 3 7.4 ‘M) . 1 NWR
‘ 53.33(m IH5

Thg t?t@a G&ngﬁﬂ)ﬁwﬂs;_l?@epﬁfga inl @coﬁiaﬁc@%wﬂﬂEx&h@ﬂ@ 4. 12hd whle
compgmdz was putifré byl flaghn oblpma@gmhdl and4regrystaiiired tiremehot

R G 35 BB BRI TS P S 9,
6%%@1‘@&/@92?4? Vi el iR 28(DXas ot hzezst st B E), oRp@MNdH

LC- M5 I NIGR OIS O E) T
3.39MRe, )D&’S@(e) 3HB 4P (ddd5H).H.8% (3, 28D, (HSZ 10y 44), BSQ dé
E&x .90 (d, IH 7.05-7.45 (m 8H)5 7.65 (d, IH.

anple 17 5-(3-(Trifluoronethyl)benz
d) - 2- (4-fluoi Ophenylimno')thiazolidm4-one The title
conFound was prepared in accordance with Exanpl e 4.
i% [ e conpound was purified by flash
stallised fromhot nethanol to

éj%%%gﬂggﬁ%éaBG%Oﬁgggﬁgﬁéﬁé%%pound as a white powder.
The GtivBSofnppurd wadprbdarad h adeSedsbeanvith E3G@plks Qitanji.651hdlow.

NVR: 5 ( I 5
ThFIIbt @og@o%v)pwum%edgby( hl_éﬂrgm;?owpgy gt?h%lﬂg 32 1% of the
1 . 3. 1 NMR:
tlﬂé-c(%%lp?grlrz?f; uor og}%t Fyl ) ben{;lyf%?-l\zf{s(nﬂz 2832 (MH). 'H
S(EMSedp phebhydd, i) .4bhiaz oH), dn?4dan &H) Hed {4, [1E) chhpauwid
repar in accordance with Exanple 4. The title
(mc%%tﬁ%c@v\g%-puri fied by flash chromatography and
recrystallised from hot

Example 17
5-(3-(TrifluoromethyD)benzyl)-2-(4-fluorophenvlimino)thiazolidin-4-one

The title compound was prepared in accordance with Example 4. The title
compound was purified by flash chromatography and recrystallised from hot
methanol to give 78 mg of the title compound as a white powder. LC-MS (A) tz:
9.14 min. ES-MS m/z: 369.0 (MH+). 'H NMR: §(DMS0-dy): 3.10-3.25 (m, 1H),
3.45 (ddd, 1H), 4.80 (m, 1H), 6.9 (m, 1H), 7.10-7.30 (m, 2H), 7.50-7.75 (m, 5H).

Example 18
5-(3-(Trifluoromethvbenzyl)-2-(4-bromophenylimino)thiazolidin-4-one

The title compound was prepared in accordance with Example 4. The title
compound was purified by flash chromatography and recrystallised from hot
methanol to give 803 mg of the title compound as an off-white powder. LC-MS
(A) tz: 9.38 min. ES-MS m/z: 431.2 (MH+). 'H NMR: 8(DMSO0-dy): 3.20 (m,
1H), 3.40(dd, 1H), 4.75 (m, 1H), 7.40-7.60 (m, 7H).
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nmet hanol to give 803 ng of the title conmpound as an
off-white powder. LCM (A tR 9.38 min. ES-M5S m z:

wWa37A1Rek+) . 1H NVR d(DVMSO-rf ) : 3.20 (m |®»)T/6B2006/002730

3.40(dd, IH 4.75 (nb IH5 7.40-7.60 (m 7H).Exanple
19 2-f3, 4-Dichl orophenylimno )-5-( 3-ftrifluoronethyl

ExaBgR2y! ) t hi azolidm 4-one The title conpound was
preared |n accordance th = pl e 4 Th 1i Ie

1 - ' T e tifl
LRSS AR st o %

corﬁpdShndEﬁaN@ufﬁiéd b&ﬁﬂasﬂl ¢Hvbinptogtaph VR 18¢ gd )from ghotg
mqihapol tp, give ?H')sma cvfo‘fhe 1 1% 601?597‘8“1(9%»%‘”%{@1%0‘%% 1‘?%%&13 &)
' NMR: §(DMSO-dy): 3.15 (app. t, 1H),
9%?)%%[%%@ grég enN{HJrr?] nIE)I) 5- (Sthrlfldl)Jororrétpp)é
3 4sben D) 8130 4@ 1EYN6.85 ¢hel Hhha.10i (s, Bl drifolifit (s 8-10 (m,
Hgrepared in accordance with Exanple 4. The title
onpound was purified by flash chromat ography and
recrystallised fromhot nethanol to give 68 ng of the

title conpound as an off-white powder. LC-M5 (A tR
g@ 26 n. ES-MS n12 419 0 (MH). 1H NVR 5(DMVBO-"):
. ( . .

11 d 11@ 49he( d,

4 o

T}fé &ée Q@mg)&ﬁddf (e rﬁ?é@&é&’ liﬁ kaem&atn):e 4w1m< CBxIaﬂ@keo |4; diThe mtw
deneam no) benzontrile The title conpound S pre

comommam@ew o st POy 619 AR SHLo!

%’fﬁ%qﬁfl %% i a??h ‘Wleo QE‘é{n ?ﬂ%ﬁ%ﬁﬂo&é&iealmw (A)

the title conmpound

725 58 n\ﬁﬁl Es-m@wgmw_@:(m@HQA)HNMR SN SAI-ds): ERO B kD)
376. M) . 1H NVR 5 (L h;g 6gd( 4?5 3. 50
3. @(bedd 1H), 4580.(86, (HDs6.9F 1Hza béSé 4y 15025 Bp48Y00 (m

7H). Exanple 22 Ethyl 4-r5-(3-(trifluoronethyl
) benzyl) - 4- oxot hi azol i di n-2-yl i deneammv) benzoat e

Example 21
4-(5-(3-( Triﬂuoromethvl)benzvl)-4—oxothiazolidin-2-Vlideneamino)benzonitrile

The title compound was prepared in accordance with Example 4. The title
compound was purified by flash chromatography and recrystallised from hot
methanol to give 45 mg of the title compound as a white powder. LC-MS (A) tr:
8.98 min. ES-MS m/z: 376.2 (MH+). 'H NMR: 3(DMSO0-ds): 3.20 (dd, 1H), 3.50
(bs, 1H), 4.85 (bs, 1H), 7.00 (bs, 1H), 7.50-8.00 (m, 7ED).

Example 22
Ethyl 4-(5-(3-( trifluoromethyl)benzyl)-4-oxothiazoli din-2-vlideneamino)benzoate

The title compound was prepared in accordance with Example 4. The title
compound was purified by flash chromatography and recrystallised from hot ethyl
acetate to give 560 mg of the title compound as a white crystals. LC-MS (A) tg:
8.77 min. ES-MS m/z 423.2 (MH+). 'H NMR: & (400 MHz) (CDCls): 1.50 {,
3H), 3.31 (dd, 1H), 3.67 (dd, 1H), 4.48 (g, 2H), 4.58 (dd, 1H), 7.17-7.23 (m, 2H),

7.48-7.69 (m, 4H), 8.14 (d, 2H) ppm.
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The title conpound was prepared in accordance with
Exanple 4. The title conpound was purified by flash

w@ boooraeyyr aphy and recrystallised from hot etPgi/GB2006/002730

acetate to give 560 ng of the title conpound as a
white crystals. LCM5 (A t : 8.77 mn. ES-M5 nlz
423.2 (M#). 1H NWR d (400 MHz) (CDCI3) : 1.50 (t,
3H), 3.31 (dd, IH5 3.67 (dd, IH 5 4.48 (q, 2H), 4.58
Exgaple 28H) 7.17-7.23 (m 2H), 7.48-7.69 (TO, 4H), 8.14
4- -(?3-,(’%@]_qu rl1[1.{}3‘Lli?&f':’}ﬁ'éﬂz%1)-%f:-)?mfb’tk(iazolidin-fz—vlidema-amino)benzoic acid
-(3-(CIrrrraoronetnyl' ybenzyl) - 4-oxot hi azol 1 dm 2-yl i den
Eﬂ-@am_(fggab@ﬁﬂmromaﬂ)iykjb&zuy+4-aqxo(r]g'azohdm-Z-yhdeneammo)benzoate

- (3- | f1ugronmet hyl )b | ) 5.4- t.hi_ azol.idi-n=2-viiden
R b T R R 0L i gl e
(4:10$ 1) S5l Ve bfucdud LIENes WAL pivastaddeds Ehe #adtiorbmirtije

and 1.0 M aqueous LiOH (0.5 nL) was ag\%ed. The
was eafittednfori & thores aeds thesf peidifigd with ol fdhr 2usAEs (el The

i dj fi - ant :
eSS g s bSO Bl oTo s g et
the9@1&Bomfouinh @s tai Whiee e0idpDIAASAR)dxvhd2 eris.ob$-S DCzP85.0
(METE00 RS R, BB NIz DM fap- 4] U BTbBEA R On.
11 B.07.9:08 (/2885 7d18 8%, 6P 09 (M EH) ppm  Exanple

4-(5-(3-rTrifluoromethyl)benzyl)-4-oxot hi azol i di n-2-yl
I deneam no ) benzam de To a solution O NH4C (324 ny,
< ) in anhydrous benzene (6 nml) was added a 25%

4- 39541000 e 100 o B o B DI MeE i Wb iiae | 1

frexane at Arter renmoval of the Ice bat'h, the
Tor £ asiiian ofNEL Gt 6 2Mangs6.00 medol) dr anhyBirdusuheszenst (6 mhlowas

a5 e 2501 S LR . BOpeRtol 6 iyt ' RAURL bt
° ' L Qe i | rebdnfo2d ¥ hate

L RrE) e TP o de gunul ek e

untienz e dyalutib) wasolaedved Fo this cdurnisire reasgrie 2 sHution of

[ | uti [ d .6 for..
idorer Gart oo e Sl Bzoae
esided. 1 a9 exphgic©Mas vthiaR Qval) MiS@ded at room

filtered and concentrated in vacuum The crude product
temparafue. iThe gelldoy solution was stirred at 60°C for 1.5 hours, cooled to room

o

temperature, and CH,Cl, and water were added. The organic phase was dried over
MgSOs, filtered and concentrated in vacuum. The crude product was purified by
silica gel column chromatography using a gradient of petroleum ether/EtOAc (10-
50%) as eluent to render 56 mg (0.14 mmol, 14% yield) of the title compound as a
white solid. LC-MS (A) tz: 8.32 min. ES-MS m/z 394.2 (MH+). "H NMR: & (400
MHz) (DMSO-dj): 3.20-3.35 (m, 1H), 3.44-3.66 (m, 1H), 4.87-4.98 (m, 1H), 6.94-
7.05 (m, 1H), 7.29-7.43 (m, 1H), 7.58-8.09 (m, 8H) ppm.

Example 25
5-(3-(TrifluoromethyDbenzyl)-2-(m-tolylimino)thiazolidin-4-one

The title compound was prepared in accordance with Example 4. The title

compound was purified by flash chromatography and recrystallised from hot
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silica gel colum chromatography using a gradient of
petrol eum et her/ Et OAc (10- 50% as eluent to render 56

worgnof01@43 mol , 14% yield) of the title conpoupPd/aB2@6/002730

white solid. LCMS (A) t : 832 min ES-MS mz 394.2
(MH). 1H NVR d (400 MHz) (DMBOW) : 3.20-3.35 On,
mektidhol 8. A 2068g 6mhe|tftl)e coéhp&]ndﬁla%whm pwiier. BCIMS (R) 66

95(@@@@@-1215 i 363 (M . M e sadtocdy{ Fho8th: BRMm),

i T BT D e i m L ot e

accordance with Exanple 4. The title conpound was
purified by flash chromat ography and recrystallised
Expmple 2ot met hanol to give 220 ng of the title conpound
&@ggﬂg%én%h%?%%’: (4- H&ry% &fﬂuoroﬁe@@l)’ﬂérﬁvl)ﬁ%zwﬁdm’-éz Zone
NVR—d({ DVBO- I (m 8H) 3.86
(t, IH 356(m IH) 330(m IH) 235(s 3H) .
Ex

A-f| uoro-3-(trifluoronethy

)n?gﬂlg' )o%h'e ' 'deoﬂqo@éb@até a)0.25 mL, 229 mmol), N-(4-
2 Ioroph nyllmno)thlazolldln4oneAmxture of
chhtbghenﬁ)tbromma(@wat@OQ)oarﬁssqéLum acegie (&b} jug, 2.54 mmol) n

eﬂ%ﬂ?éfg] 88(5 f-f‘é leé{ El}iorﬁ;{go ﬁl%nl%e tg‘igﬁ%% ?(g‘fé ﬁ‘t?éjtb&' Miluted

witie il H%%&n&ﬁﬁ{erﬁrﬂh\ﬁiash@dﬂ evithi Wﬂtelf T heasgann tayet mas eied with

diluted wth dichl oronet hane. and washed w
ME$@., diltseadi and) egpeentuied. dieesduds PRING U6 P‘frffltegr‘é‘é sty eel

concent r.at ed T t e | hed
R R By R A R pl S P P
él@st@lh@&ﬂfroﬁﬂﬂﬁthﬁﬂdl 'tangiver eas m ea 36 Zfemoh‘ P& wé tthea peh-title

@%Sgiﬁic Nt st Apsrin, 28802 dMEED S “FoVR.: GphgsO-y
2 R 3% %2@?(842@_0%56%%1 ﬁi)(gh% (d32£¥)47.(sd (d2H. 6.69 (d,

(4 CMor ophenyl i rni noV5- (4- fI uoro 3 (trifluoronet hyI)
- benz Ildene)tbla oI di i
(b 2 A-Chioraplsamapng

1d§1e$ ot €P (a)
A mixture of 2-(4-chlorophenylimino)thiazolidin-4-one (0.48mmol; see step (a)
above), benzaldehyde (0.73mmol) and NaOAc (62mg, 0.75mmol) in 2mL glacial

AcOH was refluxed for 21h. The solvent was evaporated, and the crude product

was purified by silica gel column chromatography using toluene:acetone 3:1 as
eluent yielding 120 mg (78%) of the sub-title compound as a brown powder. LC-
MS (A) tz: 9.30 min. ES-MS m/z: 323 (MH+).

(c) 2-(4-Chlorophenylimino)-5-(4-fluoro-3-( trifluoromethyl)benzylthiazolidin-4-

one

A  mixture of 2-(4—chlorophenylimino)-5-(4-ﬂuoro-3-(triﬂuoromethyl)benzyl—
idene)thiazolidin-4-one (61.7 mg, 0.154 mmol; see step (b) above) and pyridine
(0.5 mL) in THF (0.4 mL ) was heated in a closed screw-cap tube at 70°C for 2

hours. LC-MS monitoring showed no traces of the desired product. Sodium
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above), benzal dehyde (0. 73mmol) and NaOAc (62ny,
0. 75mmol ) in 2nL gl acial AcCOH was refluxed for 2Ih.

wab®7m0l2v&nt was evaporated, and the crude proRPCI/GBXNES/002730

purified by silica gel colum chromatography using
toluene: acetone 3:1 as eluent yielding 120 nE (789
bowhyddide $0iag, i benmolipes addedsingd the winturp ovwd beated CRENIZA]-

t : 9.30 mn. ES-M5.mM z:.. 323 g .
Th rpag e P GURET D ORie 251 (P el P s B e iAS
waSRAY With R3¢ tnd doRcdrtra@deinAvadingh UTRe @fude product (126.4 mg)
2- (4-chl orophenyl i m no)-5-(4-fluoro-3-(trifluoronethyl
way penifipfl hiesiiga gl epdenn whrpmptegiaplysusing mgtrolgumsethergthyl

{ o : .
oS T8 FteCaR S s RULbELRRA O Hrluldls Wheicthd
ac%iatb@uﬁ%leuxh @g}NB;miﬁg iyi(:jef]lﬁirlr% 80 &Lgd‘gﬁéﬂ 3 nmnlA)flr, a8%syielfl) bhthe title
esired proqduct. Sodiunmborohydrjde g, 1.06,
cOMRSURIH GndChMS (TR Bhed-CUBR T £05 THE 3
(N%_ga)cti on was quenched with acetic acid (2 nil),
11

uted with ethyl acetate, washed with water and
concentrated hi vacuum The crude product (126.4 ny)

Eas L&ri fied by silica gel columm chromat ography using
%@P‘E&—eum ether: ethyl acetate (2:1) as eluent and by
5-SUTSEHLRRMeRBEARDLALA-Qly10hinb TP dthyIBFardB ARG -6hAY |

acetate/petroleumether twice yielding 30 ng (0,074
A mmoktured 804 y5-63-(yiflupromeshyt ibenzey e dptalnemine)thigzeligin-4-one

G tL: 10,.88 m.n. R i .
YR oD R e P B, Bs Pl and B iqaice
(127 e nzy} ﬂm%)%)(iﬁ'UMFXizBfﬂi'D) was stridg tahydoittieetdtgte vérmbdie.

A m xture

Thg_-mctvérmxwas diiufoﬁrewiﬂy@i@é@mme?haae (@pdt Brgped nvit ) WaPa b
R L R T P O R B

was puiffed (03- 8ilisd peMalsrofilatogtHily alsiponichernnst atetare (2:1) as
over ni The m xture was diluted_ w

ht'. t h
elugnciel soele the tilerromasunddhae W ehmimeleis o )The-d &t 0-98

. P ed Wi it tefd.
w5 S A M ISIER LU g0 cti P20, papesss e
3. 3hHaNEH)RIRITMS @SichD, 7.68 uelk), gtidyld, et ate (2:1) as

Example 28
5-(3~(TrifluoromethyDbenzyl)-2-(N-methyl-N-phenylamino)thiazol-4(5H)-one

The title compound was prepared in accordance with Example 4. The title
compound was purified by flash chromatography and recrystallised from hot
methanol to give 237 mg of the title compound as a white powder. LC-MS (A) tz:
8.82min. ES-MS m/z: 365 (MH+). 'H NMR: 8(DMSO-dy): 7.61-7.10 (m, 6H),
7.30-7.10 (m, 3H), 4.4 (t, 1H), 3.55 (m, 1H), 3.15 (m, 1H), 2.35 (s, 3H).

Example 29
5-(3-(TrifluoromethyDbenzyl)-2-(N-methyl-N-p-tolylamino)thiazol-4(SH)-one

The title compound is prepared in accordance with the procedures described

herein.
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eluent to yield the title conmpound (99 ng, 0.262 mol,
38%. LCMs (B) tR 0.98 min (256 nm. 1H NWR
wal¢ovBo2eic): 2.42 (s, 3H), 3.11 (d, IH, 3.28PC¢HGBAM/002730
3.33 (dd, 2H), 7.20-7.33 (m 6H), 7.38 (t, IH), 7.53
(d, IH. Exanple 28 5-(3-fTrifluoronethyl)benzyl)-2-(
-met hyl - 7yr - phenyl am no) t hi azol - 4r5H) -one The title
co nd was prepared in accordance with Exanpl e 4.

Ex tl e conpound was purified by flash
5-(EIRIBIAS R RIN-AGEyILECh iRl Betnd)eaoh oS HyRtinkanol  to
give 237 ng of the title conpound as a whi wdey .
The GitlvBqupoun® is Prapmidnin EopBnag MitlzEe p weSlaFW}%?d

herl(nDI\/B(}rf ) : 7.61-7.10 (m 6H), 7.30-7.10 (m 3H),
A% (t, IH), 3.55 (m IH, 3.15 (m IH, 2.35 (s, 3H).
Exanple 29 5-(3-(Trifl uoronethyl)benzyl)-2-f7\
met hyl - V- -tol yl am no) t hi azol - 4(5H) -one The title

Examplgdiind is prepared in accordance with the procedures
2- @g@@g @@g@%&%ﬁlﬁﬁ%'&h&ﬂo 2= Anfih QB GIEN-p-

f- =(pyridin-2-yl
tolylaeatami)ie hi azol - 4(5FD one The title conpound is

Thhgit aép%j@g A it V;c{o?@%t\ﬁr 0GEAUT 2Radles Hebhfil
hm%tholylannD) 4, 5-di hvdr o- 4- oxot hi azol -5-yl)-7V-ptol yl
acetanmi de The title conmpound is prepared in accordance
with the procedures described herein. Exanple 32
B 5- (3-,GTrifluoronethyl)benzyl)-2-(

L | -JV-p-tolylam no)triiazol -4(5H)-one The title
5-(SQMHANRE M. %vnb&&@Dezd(N-Be@@/BMzﬂaﬂﬂamWiomidthﬁbmdur es

descri bed herein. anpl e 33
The title compound is prepared in accordance with the procedures described

herein.

Example 33
5-(4-Fluorobenzyl)-2-(N-benzyl-N-(pyridin-2-yl)amino)thiazol-4(5H)-one

The title compound is prepared in accordance with the procedures described

herein.

Example 34
2-(2-(N-Benzyl-N-p-tolylamino)-4.5-dihydro-4-oxothiazol-5-y1)-N-p-

tolvlacetamide

The title compound is prepared in accordance with the procedures described

herein.

Example 35
5-(3-(Trifluoromethylbenzy])-2-(N-phenyl-N-p-tolylamino)thiazol-4(5SH)-one

The title compound is prepared in accordance with the procedures described

herein.
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5- (4- Fl uor obenzyl )-2-fA -benzyl - N-(pyridin-2-
gl )am no)thi azol -4(5H)-one The title conpound is

w@e@pared i n accordance with the procedures deBCT/GB2@6/002730

herein. Exanple 34 2-(2-( -Benzyl -
L- p-tol yl ammp) - 4, 5- di hvdr o- 4- oxot hi azol -5- g |)-7Vr- -
ExéngllyB@cet am de The title conpound is prepared |n

hlaD5C

The ’uﬂ@% é)buﬁ\ 1 prep@ted ﬁ%d%@ﬂdaﬁcte&lb@ﬂh- ﬁe%eaﬁn&ﬂﬂmahb&d e
conpound is prepared in accordance with the procedures
herefescri bed herei n. Exanpl e 36 5-(4-Fl uorobenzyl')-2-(
- phenyl -i V- (pyridi n-2-yl)am no)thi azol - 4f 5SHVone The
title conpound is prepared in accordance with the
Ex4h gewures descri bed herei n. Exanpl e 37

2-12- henyl - N- p- t ol 0- 4- oxot hi az
2- (Z,{N-cpheimlf p-tolylaminelre -4 HEVdro-4rad Pled-Wd=leBs nd i s
in accordance with the procedures descri bed
olﬁgc%%lgéjaanpl o 38

Thé +iti3- dofitiolthdids peeateripie aayptdadenayitie tephrongdures deytihpdz
ol idin-4-one The title conpound was prepared in

hergigcor dance wi t h Exanpl es 26 and 65, steps (a) and (b).
The product precipitated fromthe reaction m xture,
was filtered off, washed with AcOH and tol uene and was

Ex#inpled8i n vacuo to yield 50 ng of the title conpound as

5-(5 0¥ QORI iy e P ( GHlent int i B B ™ 2

The title compound was prepared in accordance with Examples 26 and 65, steps

(a) and (b). The product precipitated from the reaction mixture, was filtered off,
washed with AcOH and toluene and was dried in vacuo to yield 50 mg of the title
compound as a yellow powder. LC-MS (A) tz: 9.46 min. ES-MS m/z: 349.4
(MH+). 'H NMR: 8(DMSO0-dy): 7.05 (d, 1H), 7.22 (t, 1H), 7.40 (m, 2H), 7.70-
8.00 (m, SH).

Example 39
5-(3-(Trifluoromethyl)benzylidene)-2-(p-tolylimino)thiazolidin-4-one

The title compound was prepared in accordance with Examples 26 and 65, steps
(a) and (b). The product precipitated from the reaction mixture, was filtered off,
washed with AcOH and toluene and was dried in vacuo to yield 47 mg of the title
compound as a yellow powder. LC-MS (A) tg: 9.32 min. ES-MS m/z: 363.2
(MH+). "H NMR: §(DMSO-dp): 2.30 (s, 3H), 6.95 (m, 1H), 7.25 (t, 2H), 7.60-7.85
(m, 4H), 7.95 (m, 2H).

Example 40
5-(4-Fluorobenzylidene)-2-(phenylimino)thiazolidin-4-one

The title compound was prepared in accordance with Examples 26 and 65, steps

(2) and (b). The product precipitated from the reaction mixture, was filtered off,
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(M) . 1H NVR: d(DVB0-4): 7.05 (d, IH), 7.22 (t, IH)),
7.40 (m 2H), 7.70- 8.00 (m 5H). Exanple 39
W®2§03/0108r3 f | uor onenvDbenzyl i dene) - 2- ( p4ol yl i r NnPEDEBRI0AD02730
olidin-4-one The title conpound was prepared in
accordance wi th Exanples 26 and 65, steps (a) and (b).
wadte@ viatoAtOH apt eslugiet At ehsfdreiin hecup dayicidd m@&fﬂh@hﬂe

filtered off, d t
confpgusd e JALUS BT ok -0y (g B L AGHTY IRE BORKBLAY 2s

el 0 038, TH 7ﬁS7MB Z4H),
M%ééﬁ%)%ﬁ%ﬁ %N@OH%: 2 g » oo (m
7.56H).80 (0, 230)(t, 2H), 7. 60 7.85 (m 4H) 7 95 (m 2H) .
Exanpl e 40
5- (4- Fl uor obenzyl i dene) - 2- (' phenyl i m no)t hi azol i di n- 4-
, e title conpound was prepared in accordance with
Eh@éﬂ'mﬁes 26 and 65,

steps (a) and (b) The product
5-(gfRaarpbdrayledbng gimmwaihiagpiam-¢tQd€e, was filtered

ff hed th AcOH,and to
el ST M 1 0

a)YRl! Sduct bfechitaled) frdm thOrehdtion mixtlS; Was dﬁﬂ’lzred off,
@5 (gyvmvysi iy NDR@ad DVBO- £ )

wa@hqd \mﬂ; Awosloamd tgble(lmndzm%drwdsls Wé’lgbm(%ﬁl& %Pl)mgH) E&Q‘ﬁﬁ}%%

CO@pPWldﬁSMegﬁgwqeaeIﬁlelfl\g{ (ES {)D MR fi‘?)m r31%)(st ﬁ’.ng% (gl 0 -
H%,x?ﬁ he 2H t’r 85 gtorrppums \(\tasﬂprﬂee@(tedm . éﬁlctoﬂﬂan%éS*MSh
anpl es 6 an steps (a) and (b). The product
(mpBHgi pitated fromthe reaction mixture, was filtered
of f, washed with AcOH and toluene and was dried in
vacuo to yield 49 ng of the title conmpound as a yell ow
Ea.,,‘ﬁﬂﬁ.[z 1H NI\/R 5(D|\/SO") 2 35 (s, 3H), 7.00 (app. s,

O

5 7.35 (1, 7.45 (t, IH), 7.60
-Benzyhdnnezrt%w_maﬁbl_azs’ﬂ@s—'ﬂ-?s (m 3H). Exanple 42

The title compound was prepared in accordance with Examples 26 and 65, steps
(a) and (b). The product precipitated from the reaction mixture, was filtered off,
recrystallised from acetic acid (2x), washed with toluene and dried in vacuo to
give 442 mg of the title compound. 'H NMR: §( CDsCN-ds): 7.03 (d, 2H), 7.19 (&,
2H), 7.44 (m, 2H), 7.63 (m, 2H), 7.71 (s, 1H), 7.78 (d, 2H).

Example 43
2-(p-Tolylimino)-5-benzylidenethiazolidin-4-one

The title compound was prepared in accordance with Examples 26 and 65, steps
() and (b). The product precipitated from the reaction mixture, was filtered off,
washed with AcOH and toluene and was dried in vacuo to yield 43 mg of the title
compound as a yellow powder. ' NMR: §(DMSO-ds): 2.40 (s, 3H), 7.95 (d, 1H),
7.25 (t, 2H), 7.37-7.75 (6H).
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5- Benzyl i dene- 2-f phenyl i m no) t hi azol i dui - 4- one The
title conpound was prepared in accordance with
weEx@mpless 26 and 65, steps (a) and (b). The preduGB2006/002730
precipitated fromthe reaction mxture, was filtered
off recrystallised fromacetic acid (2x), washed with
Examaledhe and dried i n vacuo to give 442 ng of the title
5+( 375m%metﬂﬂ]hﬂgg%hdéﬁe)%o%ahen%?%?&&?gaz%m?-éf 01:';&9 (t,
The( T(it;lé Qdﬂjtpouﬁiavqslreepaﬁed in accordance \;wth Exampleé 26 and 65. steps
@ ZAT((J%Z Tol yl'i m no) - 5- benzyl i denet hi azol i di n-4-one The
conmpound was prepared in accordance with
Exanpl es 26 and 65, steps (a) and (b). The product

precipitated fromthe reaction m xture, was filtered
Mshed with AcOH and tol uene and was dried in
CU \ i .Qf npound as a yel |l ow
‘ npttlﬂgzothd{n fo%g L 3H), 7.95 (d,
Thel ﬂﬂ)e co}n@:ﬁmd twas adrbpareﬁ 137ac¥or?i5nc(eﬁdvi}th Exafplee 244nd 65, steps

F“Pf{) (Irifluoronethyl)benzylidene)-2-f4-chlor ophenyl im
(2) tt)1 The;proringt Rieip e TR P TPRSTED RS Wadgrebhaked

was?@% %ﬁ%é@ﬁ?ﬁﬁd ’éﬁlﬁéﬁe EX20RL 8825 o @oSyleﬁlt %g(oﬁ*)th@f e
b). Exanple 4
conpo(idd @hlaoydmve ppividenrd)C-BMDEAY vi:i Uéh atini &SeM]Sdm/zl e

was prepared in accordance with
iR sl AR SRR G50 SRR B} e 60 TG, s it OED.
€ t d omthe reaction mxture, was filtered
7'7@(;%??{&@8' g 1}b’h AcOH and tol uene and was dried in
vacuo to yield 83 ng of the title conmpound as a yell ow
0 g LCMS (A tR 9.46 min. ESS-M5 mz: 314.8
—Mi 1H NVR d(DVBO-7): 7.05 (d, 2H), 7.40-7.60 (m
2-( A@Mor&)h%lﬁr’ﬁho)zw 4-flfiorb0 (B flubldine &1 Blndylidededhia P! €

Z-T4-ChT or ophenyTT m no)-5-(4-TTuoro-3-(
i‘_r_et rifiuoromethyl)benzylidene)thiazolidrn-

The title compound was prepared in accordance with Examples 26 and 65, steps

(a) and (b). The product precipitated from the reaction mixture, was filtered off
and recrystallised from acetic acid to give 83 mg of the title compound. LC-MS
(A) tg: 11.03 min. (B) tz: 0.82 min. m/z 401.3/403.2 (MH+).

Example 47
2-(4-Methylbenzyl)-5-(3-trifluoromethyl-benzyl)-thiazol-4-one

The title compound is prepared in accordance with the procedures described

herein.

Example 48
5-(4-Fluorobenzyl)-2-pyridin-2-vlmethylthiazol-4-one

The title compound is prepared in accordance with the procedures described

herein.
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4-one The title conmpound was prepared in accordance
W th Exanples 26 and 65, steps (a) and (b). The
w@e@dooR7pr eci pitated fromthe reacti on m xt urBCT/G&2006/002730
filtered off and recrystallised fromacetic acid to
give 83 ng of the title conpound. LGM5 (A) tR 11.03
ﬂe4QB) tR 0.82 mn. mz 401.3/403.2 (MH). Exanple

Thé 'tﬁleoélﬁnﬁmﬁd tlg t répasa‘éaﬁ’ﬁp Hé&mda&o@ rveiﬂa Itl&d prdaecatreso delsonibed
th the procedures described herein. Exanple 48
hmﬁum4 FI uor obenzyl ) - 2- pyri di n- 2- yhnet hyl t hi azol - 4- one

The title conpound is prepared in accordance with the
procedures descri bed herein. Exanple 49 2-]
Exgﬂmﬁﬁwbthylbenzyl) 4- oxo- 4, 5-di hvdrot hi azol - 5-yl | -L

oHyI acetanlde The titl o.oo.ndaks prepared in

' : d herein.
ocedures described

Thg#ﬁ{gp{; %?I?]Q]Iné/gfs Ifjg?%orrr%%nﬁfllxglgz%? p)r t hi azol - 4- one
heriie tltle conpound |s prepared in accordance with the

procedures descri bed herein. Exanple 51

5-f 4- Fl uor obenzyl )-2-fl-pyridin-2-yl-ethyl)thiazol -

. title conpound is prepared in accordance with
E%%§g£g§00edures descrlbed herei n, Exanple 52
2-HldorGhenzgh4d yi-2ivhethylthia R8r o0- t hi azol -5-yl | -i

The t%let gcl) ;l)c?u% ieslrrllargpared in accordance with the procedures described

aval

herein.

Example 52
2-[4-Ox0-2-(1-p-tolylethyl)-4.5-dihydro-thiazol-5-yl] -N-p-tolvlacetamide

The title compound is prepared in accordance with the procedures described

herein.

Example 53
2-Phenvl-5-(3-trifluoromethylbenzyDthiazol-4-one

The title compound is prepared in accordance with the procedures described

herein.

Example 54
5-(4-Fluorobenzyl)-2-pyridin-2-yl-thiazol-4-one

The title compound is prepared in accordance with the procedures described

herein.
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The title conpound is prepared in accordance with the
procedures descri bed herein. Exanple 53

wQ2@hemer3 5-f 3-tri fl uoronet hyl benzyl ) t hi azol - 4PCTI6BT1v6/002730

title conpound is prepared in accordance with the
procedures descri bed herein. Exanple 54
&npld 5B uor obenzyl ) - 2- pyri di n- 2-yl -t hi azol - 4-one The
[ d.. d

_‘gﬁngththe

4, (1 d
The? ﬂ‘ﬂ% @s@po%n@ h@ 'ﬁfépaﬂed, ﬁr @ld:db‘x/&ﬂh@é hm&z dhe Brogkdlfds dedonibyd a
cetam de The title conpound is prepared in accordance
hergint h t he procedures described herein. Exanple 56
2 p- Tol yl i m no-5-ri-f3-trifluoronethyl phenyl
")ethvn-thia2olidin-4-one The title conpound is
Exphgleaeced i n accordance with the procedures described

her e n, ) hen I et hyl |
2‘2'@01{2 “ v =~ H t | e

esHbee
e A, g, e s

heretnr i f | uor oret hyl phenyl ) et hyi ]
-2-p-tolylimnothiazolidin-4-one The title conmpound is
prepared in accordance with the procedures descri bed

ExB8pRisy. Exanple 59

5-[1-(4-Fluorophenylethyl]-2-(pyridin-2-ylimino)thiazolidin-4-one

The title compound is prepared in accordance with the procedures described

herein.

Example 58
5-1-Methyl-1-(3-trifluoromethylphenylethyl]-2-p-tolyliminothiazolidin-4-one

The title compound is prepared in accordance with the procedures described

herein.

Example 59
5-[1-(4-Fluorophenyl)-1-methylethyl]-2-(pyridin-2-ylimino)thiazolidin-4-one

The title compound is prepared in accordance with the procedures described

herein.

Example 60
5-(4-Methoxyphenethyl)-2-(p-tolylimino)thiazolidin-4-one

(a) Ethyl 2-hydroxy-4-(4-methoxyphenyl)-4-oxobutanoate

Ethyl glyoxylate (50% in toluene, 6mL, 29.39mmol) and 4-methoxy acetophenone

(4400mg, 29.39mmol) were stirred at 135°C in an open flask for 20h. The crude

reaction mixture was purified by silica gel column chromatography using

toluene:EtOAc 2:1 as eluent yielding the title compound as a thick yellowish oil
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5- [1-(4-Fl uorophenyl V 1-nethyl ethyl]
-2-fpyridin-2-ylimno)thiazolidin-4-one The title

w@orpound i s prepared in accordance with the prOre#a06502730

descri bed herein. Exanple 60
5-f 4- Met hoxyphenet hyl V2-f p-t ol yI i m no)t I\/azol i di n-4-one
which)solitiigt upemhytending {(4000mend4 b X FipNMHR/I JCLC kﬁ’tﬁ)t(érfé‘é)ta e

54 R H A et Upfenoe D bo b oS Sdiat) %Wer AT drpne

stirred at 135C in an open flask for 2Ch. The crude
reactlon mxture was purlfled by silica gel columm
eu' Al Paln sl < P eHBAPARAC 2: 1 as el uent

ot isﬁ?/% ?ﬁlﬁyﬁa‘)‘iﬁwﬁlﬂggﬁﬁﬁe@ KBS some.
1. %015% ) (2) aﬂm‘k@ i bthai@dtle, HG! 4Bvi( ﬂ(i)mL)Z HID% Bd/@I)(él(Omg)

wag g%&eglijf %1e5 qgc@mxturg was ﬂ(ushecf e }P gas 2 ald hygr'(;%énaZed R 6
hol%rfs I’Q{d{] %ﬁx 2&%1()% ar@atlllagﬁ %ﬂf&ﬁ Ny Bt gﬁg%ﬁ‘er T@m‘?n% @bUbh,Othe

nmet hoxyphe _ 4- oxobut anoat e
ammﬁﬁg;atal s@&mmﬁl,‘cersda offs tugh tl(ea):olatrciv@)d Hel ewmrm@p@raﬁé:

R0 ‘Z‘éq?&éoc ¢ PR 2 20 BAE ot e nERL v flouts
puﬁﬁ&ﬁﬁ ntH dndk My GEON 1<’.J‘3tob@' ir@fﬁ d3 (vh.edynitiin (HZ n@sz 75

ter stirring I'adi um cat al yst was
(mf 213, S8 s HH), a@s (q,fiél)s@BS/éhQI—Bnﬂlm 2Wer e evapor at ed
yielding the sub-title conmpound (470ng, 100% that was
used without purification. 1H NVR 5(CDC 3) : 1.30 (t,
(c)%FOEthém%érbémn %Wme@h&@pﬁéﬁvl)%f@ovl f—bﬂ&h\ﬂ&nz&k@sulf&}a‘ﬁ@

Toi s Cﬂhttmny chr lstinyy Dzayd(oxyﬁe@hmtyxpmkynﬂ&%we *hrong)

2 oo AOEL MR Sy oA T A4 gt 2 GmmoD)

wal- 80 in [RefnStRRobR) teapRr@)re] Theyedotionenixhurk )was sthydd
chloride (497ng, 2.6mol) was added in rtions at

ovemight.t &iest with rteluerhand @@éhqdo‘ﬁl%"%?}r @xhahesergpnig phase
l iBEa
wag\él%)eg I(%%Og?inéi%togger#a{ea LRl 4e @ﬁldg '}?od%?%gpﬂﬁﬁéa MRiBE

ni ¢ phase’ was

gel olvogfatdpgdradl, us&tgdtotlmeﬁt(nﬂe 26 bds ctuewa sffpuiing thedsubytitle
silica

compound as a reddish oil (322mg, 41%). ' NMR: §(CDCls): 1.20 (t, 3H), 2.15

(m, 1H), 2.45 (s, 3H), 2.55-2.70 (m, 2H), 8.85 (S,3H), 4.15 (¢, 2H), 5.90 (m, 1H),

6.85 (d, 2H), 7.10 (d, 2H), 7.40 (d, 2H), 7.90 (d, 2H).

(d) 5-(4-Methoxyphenethyl)-2-(p-tolylimino)thiazolidin-4-one
1-(Ethoxycarbonyl)-3-(4-methoxyphenyl)propyl 4-methylbenzenesulfonate

(155mg, 0.40mmol; see step (c) above), p-tolyl thiourea (67mg, 0.40mmol) and
NaOAc (36mg, 0.44mmol) were dissolved in 1.0 mL 95% EtOH. The reaction
mixture was refluxed for 16h, concentrated in vacuum and partitioned between
EtOAc and water. After three extractions with EtOAc, the combined organic
phases were dried (MgSO4) and concentrated, and the crude product was purified
by silica gel column chromatography using toluene:EtOAc 2:1 as eluent. Further

purification by recrystilization from hot MeOH yielded the title compound as a
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gel chromat ography using tol uene: Et OAc 20: 1 as el uent
affording the sub-title conpound as a reddi sh oil
wo 3@210t02731% . 1H NVR 5(CDC 3) : 1.20 (t, 3H)PCRGB2006/002730
(m IH, 2.45 (s, 3H), 2.55-2.70 (m 2H) , 8 85 (S 3H),
4.15 (t, 2H), 5.90 (m IH), 6.85 (d, 2H), 0 (d
belgaprom p@wded (A2, 3176)00.CEHS @v)tx: §.8) min. ES-MS m/z: 341.2

o SRR b T s

f 403NED |1 H),S6:80-519€
m?@%veq%e@%gh WE?SS%??W%%% CI}HEOm)mI) andmm

2HINa(¥c(ng, 36H97.09 7 28 emo #31), Wedle(ddiE s ol ved in 1.0 mL 95%
Et OH. The reaction m xture was refiuxed for 16h,
concentrated in vacuum and partitioned between Et OAc

Exanglcwat er. After three extractions with EtOAc 5 the

~conbi ned organi c phases were dried (MSO4) and
H&MMG@%W )a?n@bhemshmm@bthlag@l&%ﬁ&—%s purified by
Th%ltif‘[ e co Sné Q&Lalﬂ%r;{%g {;qag&g ARBY ! g}gantlﬁ!: BN puhibd Gy

uent er purl I cati on
ﬂaﬂe@r&mmdgr@ay infh rdcryal heetl ﬂ&ﬂﬂoymthaad tphgive 3§ Ieg of the

TR R IR L 008
R bAoA 2 S 81902

1 ,sz.76lzdh§>m) BS70A(s25HE,M.29 i, BHR.638F GnIH), 68526 (18, 95D,
m I%{S? 05-7.20 (m 4H) 7.60 (d, IH. Exanple 6 1
(g 2 %@(gdpwéhet hyl ) - 2- (
phenyl i m no)tbi azol i di n-4-one The title conpound was
prepared in accordance with Exanple 60, purified by
Exﬁdngﬂ&chr omat ogr aphy and recrystallised from hot
s ) . f the title conpound as an

A0 8.58 min. ES-MS m z:

ST Jel fed ©
Thgztgdé: %(f ( Mﬂi@ %rg%{%%r&iln}_:l)e v&t@@xéﬁp e 6‘6) lﬁm ied by

flagls phl@tﬁ)aﬁ)gmapzfj a(ndqreqrygtalﬁse@ &om (het ngﬂ}eglogtoQg_vq 9§ ong ﬁf the

il R SN S e By P SO B SRR SDMSO-

ds): 2.00 (m, 1H), 2.30 (s, 3H), 2.36 (m, 1H), 2.61 (m, 1H), 2.75 (m, 1H), 4.21
(dm, 1H), 6.91 (m, 1ED), 7.19 (m, 5H), 7.29 (m, 2H), 7.58 (d, 2H).

Example 63
2-p-Tolylimino-5-[2-(3-trifluoromethyl-phenyl)-ethyl]-thiazolidin-4-one

The title compound is prepared in accordance with the procedures described

herein.

Example 64
5-[2-(4-Fluorophenyl)-ethyl]-2-(pyridin-2-ylimino)-thiazolidin-4-one

The title compound is prepared in accordance with the procedures described

herein.
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The title conpound was prepared in accordance with
Exanpl e 60, purified by flash chromatography and
wo ewrpsad | i sed from hot nethanol to give 96 NMRCDEGBRIVE/002730
title compound. LC-MS (B) tR 1.75 min, mz 310.9
IH NVR d(DvsBQd 6) : 2.00 (m IH, 2.30 (s,
xagmg@ 36 (m IH 52.61 (m IH 5275 (m IH 5 4.21

2l S Bl 515 120 (10205

ThefPo@hgd/blobddne: B ahogdis s iHat desribel inyHxapplerdf googehyl | -
thi azol1din-4-one The title conpound is prepared in
accordance with the procedures described herein.

ch o)thiazolidin-4- ne ethyl]-2-fpyridin-2-ylinino)-th

Al ﬂﬂﬂilredl of Aethyk ’Ikheomoademteco@)%ndnk,s preparag)i nN-(4-

eﬁyﬁ{eg%%;% LAl NSe P 25 SIS 3nd S58 I REate (212 me, 2.54
mr%ol? r iRy | mq\@as(éﬂmrwdeﬁngm Thé Maztatd ee doroprirafbd

oW ng rocedure s anal ogous to_that described i
dllﬂxéwmhehﬁﬂommﬂgne fuz) washed with water. The organic layer was drie

wifs YES00 dlisrdh 8% BtRed 30 g T i Sy pfiiiea 6 Mce

elﬁemwaﬁige%xg)ﬁsmgome@e(ea&l ABtate2(29) aveluent (et 1s o) Land

acetate

54 I t h
S ot PS4 NGSENEL L5 e

di | ut h t h .
cofphaiif SO Yty B Rl ST PR IMEE LI PR e ERvE D
225 BCﬁr[T)tB%h‘%&i 2Hhhe 68 (d)d 1) 7. 06 1 LIRS DAL i1H).ed by silica

chr omat ography usi ng tol uene: ethyl acetate (2:1)
as el uent (441 ng) and recryst allised frommethanol to

azBlli](ﬁ¥51U$het itl e
A N%ﬁ%urg 6?%’56]{@:t6‘13711m21103t75112(52311d1ﬁ+4)@n63(18)@rr(gd 0. 42&1)&1016 s@ st@p] (a)

sy STegh ] B UIGEGE ok o A IHertEs NEQAS | (PR

0.75¥Mol) in 2mL glacial AcOH was refluxed for 21h. The solvent was

evaporated, and the crude product was purified by silica gel column

chromatography using toluene:acetone 3:1 as eluent yielding 120 mg (78%) of the
sub-title compound as a brown powder. LC-MS (A) tg: 9.30 min. ES-MS m/z: 323
(MH+).

(c) 2-(p-Tolylimino)-5-(3-phenylpropyl)thiazolidin-4-one

To a solution of 2—(p-tolylimino)-5—(3-phenylpropylidene)thiazolidin-4-one
(220mg, 0.68mmol; see step (b) above) in pyridine (0.55mL) and THF (0.50mL),
LiBH; (2M in THF, 0.75mL, 1.50mmol) was slowly added at room temperature,
and the resulting mixture was refluxed for Sh. The mixture was allowed to attain
room temperature, and the reaction was quenched by addition of 1M HCI. Water
was added and the mixture extracted three times with EtOAc. The combined
organic phases were dried with MgSO,, filtered and concentrated. The crude
product was purified by silica gel chromatography using toluene:EtOAc 2:1 as
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A mxture of 2-(p-tolylimno)thiazolidin-4-one (I OO,
0.48mmol ; see step (a) above), 3-phenyl
w@e@pionad dehyde (72ng, 0. 73nmol ) and NaOAc ( 6R€myGB2006/002730
0.75mmol ) in 2nL glacial AcOH was refluxed for 21h.
The sol vent was evaporated, and the crude product was
elugniyieldieg 2byneg(l 0 e)aofdld titotamprouoh Idrddd ¢hhiahY- Lt spingES-

tol u : one 3:1 as eluent yielding 120 ng (78%
M5 Zt%‘?@,{}ﬁﬁﬁ‘tl e conmpound as a brown powder. LC-MS (A)
t : 9.30 min. ESSM5 nfz: 323 (MH#). (c)

22 (P=Tol yI'i m no) - 5- (3-phenyl propyl ) thi azol i di n- 4- one
X

nekthiggol i din-4-

in pyridine

1.50mvol) was slowy added at roomtenperature, and
her¢ife resulting mixture was refluxed for 5h. The mi xture

was allowed to attain roomtenperature, and the

reacti on was quenched by addition of IMHO. Water was
Exagded7and the mi xture extracted three tines with

515} 0%, OO0 GEOARLC RS BRG e VL

reefittet : pr oduct

Th&V@gle RbntdouRY 10¥r&iatddCa a&dordbRE® RRitD Hica piitedistN@escribed
toluene : Et OAc 2:'1 aseluent yielding 23 nmg (10 % of

hereine title conmpound. LC-M5 (A) t : 9.14 nmin. ESMS ni z:
325.4 (M#). Exanple 66
2-p-Tolglimno-5-r3-(3-trifluoroneth

Ex#&hpbeRpy! ) propyl 1t hi azol i di n-4-one The title conpound
IS prepared in accordance w ﬁ,h,t e grocedures

Phenyilalbdidene)2r (phenwlingne Jhigzplidin-4-on

A Bgbdad 91 F'.@%émwﬁm{-a.bae (RS OEHld

azoli

one etitle co oun I S pr_epare i
aldelgcier dangg, Vi7T8mnidip apd At €66rdes 880 matihér . glacial
Exanpl e 68

AcOH was refluxed for 18h, while the product precipitated. The suspension was
allowed to attain room temperature, diluted with 2mL of AcOH, transferred to a
tube and centrifuged. The mother liquid was removed and an additional 4mL of
AcOH was added, and the tube was again centrifuged. This washing procedure
was repeated with 2x4mL of toluene. The residue was dried in vacuo yielding the
title compound (135mg, 85%) as a yellow powder. LC-MS (A) tz: 9.46 min. ES-
MS m/z: 307.0 (MHH).

Example 69
2-p-Tolylimino-5-[(3-trifluoromethylphenylamino)methyl]thiazolidin-4-one

The title compound is prepared in accordance with the procedures described

herein.
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5-f 3- Phengl al | yl i dene) - 2- f phenyl i m no
")thiazolidm4-one A solution of
wQ2(¢ophenzyd i m no)t hi azolidi n-4-one (I OOrg, 0.52PEMGB2006/002730
ci nnanyl al dehyde (171ng, 0.78mml) and NaOAc (66ny,
0.80mmol) in 2m gl acial AcOH was refluxed for 18h,
Exaimplee/0t he product preC| p| t at ed. The suspenS| on was

Theraithae 6oﬂ1p§1mlddlsV\@6pe(r&1TQN eﬂdc@ﬂﬁlcanwald dhft |pmmﬂurémdeerfnbed
AcOH was added, and the tube was again centrifuged.
hereit- s washi ng procedure was repeated with 2x4nL of
tol uene. The residue was dried in vacuo yielding the
title conpound (135my, 85% as a yell ow powder. LC M5

Exféplet7l: 9.46 min. ESMS mfz: 307.0 (MH+). Exanple 69

RS iR R e
4-@fecordance with the procedures described
~—herein. Exanple 70 ) .
Ths- titjed ceipoundpiseprgbaind rin)aveerdsnde- with fhe inipgedprey | desenfsrt
h hi azol i din-4-one The title conmpound is prepared in
ordance with the procedures described herein.
Exanple 7 1

5-{[ Methyl -r 3-trifl uoronet hyl phenyl)am nol net hvU 2- p-t
MEJL%E no-thiazolidin- 4-one The title conpound is

onb- {[f4 FI uor ophenyl ) met hyl am no] et hgl
pyr|d|n 2- yllmnq )thia oI|dm4 one ;’?ge ti

Th&o GPRAPP R 1SprEPaEd i1 areigrREgn WL hE prp oéeéﬂ%li’eé’s

heﬂ:?r?:c“ bed

Example 73

2-p-Tolylimino-5-(3-trifluoromethyl-phenoxymethyl)-thiazolidin-4-one

The title compound is prepared in accordance with the procedures described

herein.

Example 74
5-(4-Fluorophenoxymethv])-2-(pyridin-2-ylimino)thiazolidin-4-one

The title compound is prepared in accordance with the procedures described

herein.

Example 75
2-p-Tolylimino-5-(3-trifluoromethylphenylisulfanylmethylthiazolidin-4-one

The title compound is prepared in accordance with the procedures described

herein.
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herei n. Exanple 73
2-g>-Tolylimno-5-f3-trifl uoronethyl-phenoxynethyl)-th
w0 awolidrn- 4- one The title conmpound is prepar eRlCT/GB2006/002730
accordance with the procedures described herein.
Exan'pl e 74

ﬁlé76l uoi Ophenoxynet hyl) - 2- (pyrl di n- 2- yI i m no) t hi a2ol
' , I

-p-Tol yl i m no-5-f3-trifl uoronet hyI phenyl sul f anyl met hy
herbl)flt hi azol i di n-4-one The title conpound is prepared in
accordance with the procedures descri bed
her ei n. Exanpl e 76

Ex&@npid-7F| uor ophenyl sul fanyl met hyl ) - 2-f pyri di n- 2-yl i m no)
t |azoI|d|n4one Thetltle co g oq{edln
Q. A t 19 C o - Qe.r_%n'_

{ in dance with the procedures described
Th§>ﬁ chnygound s %relfa(r?dS 1rtl raluf:olruaglforret hyl bgnzyl am no) net hy

hel‘eint h| azolidin-4-one The title conpound is prepared in
accordance with the procedures described herein.
Exanpl e 78
Ex2mbledgFl uor obenzyl ammm) met hyl | - 2- (pyri di n- 2-yl'i m no
NTazol i dm 4-one The title conpound is prepared in
5- [&Ehmdwewlmmh)mﬁbmmn&ﬂm‘mﬁhm&éﬂﬁ

The t{tFél\p/ﬁ‘i’rﬁf/"i’un(iSISt PEPAEED B RS ?{dfnb enz yql the i Rrocpaures y?escrﬂ?eg ;
hede@]. y! i -t hi azol i di n-

Example 79
5-{[Methyl-(3-trifluoromethylbenzyl)amino Jmethyl } -2 -p-tolvlimino-thiazolidin-

4-one
The title compound is prepared in accordance with the procedures described

herein.

Example 80 |
5-{[(4-Fluorobenzylmethylamino]methyl }-2-( pyridin-2-ylimino)thiazolidin-4-

one
The title compound is prepared in accordance with the procedures described

herein.

Example 81
N-(4-Ox0-2-p-tolylimino-thiazolidin-5-ylmethyl)-3 -trifluoromethyl-benzamide

The title compound is prepared in accordance with the procedures described

herein.
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4-one The title conmpound is prepared in accordance
Wi th the procedures descri bed herein. Exanple 80
WG 2400102731 uor obenzyl ) met hyl am no] net hyl i - 2- ( pRCT/GBR®6402730
i m no)thiazolidin-4- one The title compound is
prepared in accordance with the procedures descri bed
Emmﬁpbma Exanple 81
V YL

7.0, ol Ign’fmet}&mﬁ1 pzyrn)d'e?’ trif

g-conpoura repared

Thle rht?ece Egaﬁaa eis%r%ﬂib.r&ch%l m&&ﬁ@ﬁme egitlidahe Iprdmedlures described
her ei n. anp e

hewink| uor o- 7\ / -[ 4- oxo- 2- (pyri din-2-ylim no)tbiazolidin-5

-yl pi ethyl ] benzanmi de The title conpound is prepared in

accordance with the procedures described herein.
ExExaregie 83

N- (4- oxo- 2- p-

AfN&ﬂn&%#Vkmxw@—~ ah 0~thidzn 1nromett
be agﬁ@;ed i n accordance with the procedures descri bed
et n. Exanpl e 84 4-Fluoro- -nel yl-7V-[4-o0xo0-2-(r
Thyrtitth beRpytndnisoppired oh i atoorBanceneithythe prodsdrres egeribede

title conpound is prepared in accordance with the
hegsithcedur es described herein. Exanple 85

N- (4- Oxo-2-p-tol glimo-thiazolidin-5-

gl methyl)-2-C3-trifluoronethyl -phenyl) -
Example 84

4-Fluoro-N-methyl-N-[4-o0x0-2-(pyridin-2-yliminothiazolidin-5-ylmethyl]-

benzamide
The title compound is prepared in accordance with the procedures described

herein.

Example 85
N-(4-0Ox0-2-p-tolylimino-thiazolidin-5-ylmethyl)-2-(3 -trifluoromethyl-phenyl)-

acetamide
The title compound is prepared in accordance with the procedures described

herein.

Example 86
2-(4-Fluorophenyl)-N-[4-0x0-2-(pyridin-2-ylimino)thiazolidin-5 -vimethyl]-

acetamide
The title compound is prepared in accordance with the procedures described

herein.

Example 87
1-(4-0x0-2-p-tolyliminothiazolidin-5-ylmethyl)-3-(3 -trifluoromethyvlphenvlurea

The title compound is prepared in accordance with the procedures described
herein.
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acetam de The title conmpound is prepared in accordance
Wi th the procedures descri bed herein. Exanple 86
WQ 2040 H200r ophenyl PCT/GB2006/002730
)-JV-[4-0x0-2-(pyridm 2-ylimno)thiazolidm5-yl nethvna
cetam de The title conpound is prepared in accordance
Wi th the procedures described herein. Exanple 87
Ex"ﬁég 0- 2-p-tol yli m not hiazolidin-5-yl nethyl)-3-(
L2840 | uor onet hyl phenyl )urea The title conpound is
1-(FRpadspReniNA3 Jeors-dapeedini2t Yiirhine)tiiandiih: b odmdbgidwiebed

her ei n. Exanpl.e 88
Thq tiflg. @FEP@P% A YAPRLed. ingacsepstancs gythy Hﬁenpfﬁciﬂ“ff?ﬁ AeseiRed,,
her@hi di n-5-yl nmethvnurea The title conmpound is prepared
I'n accordance with the procedures described herein.
Exanpl e 89

§4-C§§-2-p-tolylininothiazolidin-5-y|nethy|)-carbanic

trifluoromethyl phenyl ester The title conpound
(4-OFo- QfﬁﬁWIﬁﬁnbtﬁlaﬁ&?(ﬁﬁ-@asﬂﬁ@th\M)tdérHahﬁc pe€id eduttEsioromethyl-
descri bed herein. Exanple 90
RJIML@%@ 2-(pyridin-2-ylimno)thiazolidin-5-ylnmethyllcar
quoro hen e
g Pl eBtrernd dectanact wreRobEe vEIo sl brSARaaRELE
herbigrei n. Exanple 9 1 (3- Trlfluoronethylphenyl)carban1c
acid 4-oxo-2-p-tolylimnothiazolidin-5-

Example 90
[4-Ox0-2-(pyridin-2-ylimino)thiazolidin-5-ylmethyl]carbamic acid 4-fluorophenyl

ester
The title compound is prepared in accordance with the procedures described

herein.

Example 91
(3-Trifluoromethylphenyl)carbamic _ acid 4-0x0-2-p-tolyliminothiazolidin-5-

yvlmethyl ester

The title compound is prepared in accordance with the procedures described

herein.

Example 92
(4-Fluorophenvl)carbamic acid 4-0x0-2-( pyridin-2-ylimino)thiazolidin-5-ylmethyl

ester
The title compound is prepared in accordance with the procedures described

herein.
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yl methyl ester The title conmpound is prepared in

accordance with the procedures described herein.
waEx@mple792 (4- Fl uor ophenyl ) carbami c acid PCT/GB2006/002730

4- oxo- 2-fpyridin-2-ylimno)thiazolidm5 -yl nethyl

ester The title conpound is prepared in accordance

mpllg%he procedures descri bed herein. Exanpl e 93

5- (4 I\/bt hoxybenzyl) 2-(pgridin-2- yI im no)th| azolidin-4
-one Exanple 95 5-f4-Fl uorobenzyl)-2-('pg
Example42- y| i nmo) t hi azol i di n- 4- one Exanpl e 96
5B dngl%[éérﬁﬁ-@%)dmz” LR SR8 b L4ThRO) t hi azol T di n- 4-
5 (4 Met hyl benzyl ) -2- (" pyridm 2-ylimmo)thiazolidin-4-0
E>§arrpl e 98
—-@%—é Di chl or obenzyl V2-f pyri di n-2-ylimno)thiazolidin
5-(% AFhSH}@beﬁ%ﬁwl(Svg(ﬁna-thmo)thlazohd1n-4 -one
5-1T4-Bronobenzyl )-2Z-(pgri dm2-yl 1 m no)thi azoli di n-4-on
e Exanple 100 5-(3-(Trifl uoronethyl
Ex benzyl)-2-(pyridin-2-ylimno)thiazolidin-4-one The
& fePconpound was prepared in accordance with Exanple
5-(4-MBHIbEASY-Dipvhidas BRI oaleRbyoend recrystal |ised
fromhot nmethanol yielding 94 ng of the title
conmpound. LC-MS (B) tR 0.73 min, mz 352.4 (M#). 1H

ExaNmNap e 9(7DI\/SO d6)

5-(4-Methylbenzyl)-2~(pyridin-2-ylimino)thiazolidin-4-one

Example 98
5-(2.3-Dichlorobenzy])-2-(pyridin-2-ylimino)thiazolidin-4-one

Example 99
5-(4-Bromobenzyl)-2-(pyridin-2-ylimino)thiazolidin-4-one

Example 100
5.(3~(Trifluoromethyl)benzyl)-2-(pyridin-2-ylimino)thiazolidin-4-one

The title compound was prepared in accordance with Example 4, purified by flash
chromatography and recrystallised from hot methanol yielding 94 mg of the title
compound. LC-MS (B) tz: 0.73 min, m/z 352.4 (MHH). 'H NMR: 8(DMSO-dp):
3.15 (m, 1H), 3.45 (dd, 1H), 4.60 (ar, 1H), 7.19 (m, 2H), 7.5-7.6 (m, 4H), 7.78 (m,
1H), 8.30 (ar, 1H).

Example 101
5-(4-Fluorobenzyl)-2-(benzylamino)thiazol-4(5H)-one

The title compound was prepared in accordance with Example 4, purified by flash
chromatography and recrystallised from hot methanol yielding 322 mg of the title
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3.15 (m 1H), 3.45 (dd, IH), 4.60 (nr, IH 5 7.19 (m
2H)3 7.5-7.6 (m 4H) 7.78 (nb IH) 5 8.30 (nr, IH).

wEz@mole7301 PCT/GB2006/002730

5- (4-Fl uor obenzvD- 2-f benzyl acmp) t bi azol - 4(5H) - one The
title conpound was prepared in accorgance Wi th Exan'pl e
condhoupdirLE-1s| By txf [l AShminh rozral b rBhy. andNYRe SRVMEO-ided

f h h | 3

2.9 (i cHorpbiinn Loy Eries ¢ apPes G5 I8, b5 o 988 4
(MH). 1H NVR d(DMSO-A): 2.95 (dd, IH), 3.30 (nr,
| H5HDO) 4.48-4.62 (m 3H), 7.05-7.33 (m 9H). Exanple

mewgs - ("Trlfluororreth gl' )benzyl) 2- (" benzylimno
T . ,

5-:;-&” As prepared in

biga!
Th&M@E@ﬁM@W ae@araaeﬁ aa@tcednw st Hmmdmtpunﬁedh zm @llash
yieldin 133rrgofthet|tle conmpoun

chrgma@erephy and zecsBllised fromy hot pethguel v ?%é% mgé)% ‘“hesmie

CO“SP (Q%Mgﬁﬁté%daf ‘PgQ %3%94(%LWHW 97@2}‘47g 5

3. 14*(% 1@196151&9%&0&—1) 4.50 ﬁd 1H), 4.59 (d, 1H), 4.69 (dd, 1H), 7.13 (d,
F?/I‘Idln ﬂgmsthy ani no) - 5- (4-f | uor obenzyl )t hi azo
ZH) -742(9 6 WD) e 7PHEL ] e conpound is prepared in
accordance with the procedures described herein.
Exanpl e 104 L/-
E nBlefi83 (Tri f | uoronet hyl ) benzyl) - 4- oxotriiazolidin-2-yl
R ene) benzam l

GNP ¥ -4(5H) one
Thé ]t{?l@ o%n&3 fis ar%p e rae&o%’anlc@ ﬁ%%@l PRGNS [etdided
procedu Ures descri I n Exanple 4) and triethyl am ne
hergin6 uL, 0.55 mmol) in CH2A 2 (3 m ), benzoyl chloride
(50 uL, 0.40 mmol) was dropw se added. The reaction
m xture was stirred at roomtenperature overni ght and
Ex%ﬂl‘qudri nto a saturated solution of NaHCO i n water.

e water phase was extracted wth CH2C 2, and the
ifupiiog benzyi F-axethiapolidin-2-vlidene)benzamide

To a suspension of 5-(3~(trifluoromethyl)benzyl)-2-aminothiazol-4(5H)-one (100

mg, 0.36 mmol, prepared in accordance with the procedures described in Example
4) and triethylamine (76 uL, 0.55 mmol) in CHyCl; (3 ml), benzoyl chloride (50
ul, 0.40 mmol) was dropwise added. The reaction mixture was stirred at room
temperature overnight and poured into a saturated solution of NaHCO;3 in water.
The water phase was extracted with CH,Cl,, and the organic phase was dried with
MgSO., filtered and concentrated in vacuum. The crude material was purified by
column chromatography using a gradient of CH,Cly/MeOH (0-1%) as eluent to
give 38 mg (0.10 mmol, 28 %) of the title compound as colourless oil.
Recrystallisation from CH,Cly/iso-hexane gave 22 mg of the title compound as
white solid. LC-MS (A) tz: 8.72 min. ES-MS mv/z 379.0 (MH+). 'H NMR: § (400
MHz) (CDCls): 3.23 (dd, 1H), 3.64 (dd, 1H), 4.34 (dd, 1H), 7.46-7.61 (m, 7H),
8.12 (d, 2H) ppm.
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MySO4, filtered and concentrated in vacuum The crude
material was purified by colum chronmat ography using a
w@e@dioenrs of CH2C 2MeCH (0-1% as el uent to gi RET/882095/002730

(0.10 mol, 28 %9 of the title conmpound as col ourl ess

oil. Recrystallisation from CH2C 2/ wo- hexane gave 22
Examplei0ihe title conpound as V\,hlte solid. LCMS (A t
8. ] S d ¢ ; ETe 4cﬂlo§<§‘cQ:gz

The/tidé cﬂmﬁdmaﬁnWasﬁbi)eparBd 1152 aéazbrda&bb \hp‘@nEﬁmm‘}p 164 116)51ﬁed by
-r5-(3-rTrifluyoromet

flash persaty. (53 G caltbFiee oD 20 Fragealiso R SFRSHES o
hexhﬁi@to-r @e t7Q trhéa of AN MRRMB S RAHiR Golif. BCAAS QA? €L 8/\@2 h

purified by flash chromat ography
mirc (E]S@MISI mszsm. 1 MR %NMRI 400z (@BCBWZL%eI

7 of _th whi t g
3.6} @ity 1R, 16b. ik 4 p R, a2 i 25 e
QH%pﬁﬂOO MHz) (CDCl3) : 3.22 (dd, IH), 361(dd I H),
34 (dd, IH), 7.42-7.49 (m 4H), 7.52-7.59 (m 2H),
8.12 (d, 2H)ppm Exanple 106
Exan g -fTrifiuoronethyl)benzyl)-4-oxothiazolidm2-ylid
3 nmet hyl benzam de The title conmpound was prepared

N-('smsWﬁﬂﬁd}aﬂetev%é&vﬁmamutﬁaé&ﬁm-wnaéﬂew Ihythffllbammlde
chromat ogr aphy n&@col ourless oil) an
The tide yemaomnds‘é@ts pzrepme @rsordansh é?%ﬁhEer@plgul@é pwifigd BY

e STEEBE Sy i ©hob 0A ) hct

hexgﬂéi)? dg 10205 4f ﬁﬁe, tltﬁ'&czmﬁolﬁﬂ E(sdﬂutd?édgg I;C%S((@d,tg:l $9y3
mu17 EMSim/z @QD OE(W@')( gH IQM§R @@%Mﬁb(@@b)’ ég}‘ G, HJ)H)
Y A S gt ey

7.78¢d; Q) a1 LB (A H) phiae procedures descri bed here| n.

Example 107
N-(5-(4-Fluorobenzyl)-4,5-dihvdro-4-oxothiazol-2-yl)picolinamide

The title compound is prepared in accordance with the procedures described

herein.

Example 108
Phenyl 5-(3-(trifluoromethyl)benzyl)-4-oxothiazolidin-2-ylidenecarbamate

The title compound was prepared in accordance with Example 104, purified by
flash chromatography (88 mg, colourless oil) and recrystallised from CHxClp/iso-
hexane to give 74 mg of the title compound as white solid. LC-MS (A) tr: 8.73
min. ES-MS m/z 395.0 (MH+). "H NMR: § (400 MHz) (CDCls): 3.22 (dd, 1H),
3.61 (dd, 1H), 4.37 (dd, 1H), 7.21-7.28 (m, 3H), 7.37-7.58 (m, 6H) ppm.
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Exanpl e 108 Phenyl 5-( 3-ftrifiuoronethyl
) benzyl ) - 4- oxot hi azol i di n-2-yl i denecarbanmate The title

weeowpound was prepared in accordance w th ExanptEGBRD6/002730

purified by flash chromat ography (88 ng, colourless
oil) and recrystallised from CA C Hsohexane to give
a'z‘_rzxp@ of the title corrpound as white solid. LC—I\/IS (A

t wun iE Rt ad, - TH), 4.37 (dd,
Thé Hhe F%z/)rr%éauﬂd %sgplfd}sbreakm a&oﬁiam?e 58th( the Fidpeduprm Eosaribtc
ridin-2-y
her@n(4 fl uorobenzyl) - 4, 5-di hydr o- 4- oxot hi azol -
gl carbamate The title conmpound is prepared |n
accordance with the procedures described herein.
Exdslepi@ 110

LD ichomaehy s Shol ). i 6268} MRERh AR 2 V!
5- (%E'g%ﬂl(o-%ﬁl%ﬂhgﬁgﬁ%?Jf))[e{rﬁﬂ@ﬂﬂ?aib])«i@%@0((100 amg) 0BG molpe

prepared in accordance w th
prefxadih ac@b)dams WithsEmrmdd 4) wasolissehied (i3 tplupne &hanloh@pd |
anat e
PhrRR B o i Sy M e R pRERE T SRRt e
wa@ﬁ@a&édoéttréﬂx%( tohat hdﬂ@ﬁ The fp&’@@blmﬁsthﬁﬂ hadefoadedtvhs filtersh edf,
tol uene and dried in vacuumto b&,ﬁ 137 g%/éof%
washvdlwlﬂw%%nmnd drisctin wPRIUELEBY i 82 R0+ih piieols 316! (R
400 MVHz
e e T e
1H§,1'zl)i46 (Ga5f) 468 (6 1E619.908-9.089nd, 0E) 57.23-FARS8 mmHQHEﬁaSﬁaVéS
(m) 6H5 9 (78-(brT%; iLH) ppmorret hyl ) benzyl ) - 4- oxot hi azol i di n- 2-yl
i dene)-3-p-tolylurea The title conpound was prepared

in accordance with Exanple 110, yielding 126 ng of the
Exhinble€ 1¢compound as a white solid. 1H NVR d (400 MHz)

P%ggmm Z?él HOXO -viidg p-tolyh 9,
Thg Qlﬂe%bmbtﬁncf)agg prepared in accordance with Example 110 yleldlng 126
mg of the title compound as a white solid. 11 NMR: 8 (400 MHz) (DMSO-ds):
2.20 (s, 3H), 3.21 (dd, 1H), 3.46 (dd, 1H), 4.63 (dd, 1H), 7.04 (d, 2H), 7.44-7.66
(m, 6H), 9.71 (br.s, 1H) ppm.

Example 112
1-(5-(3~( Trifluoromethylbenzyl)-4-oxothiazolidin-2-ylidene)-3-( 4-chlorophenyl)-

urea

The title compound was prepared in accordance with Example 110, yielding 161
mg of the title compound as a white solid. 'H NMR: & (400 MHz) (DMSO-dg):
3.19 (dd, 1H), 3.43 (dd, 1H), 4.64 (dd, 1H), 7.28 (d, 2H), 7.58-7.69 (m, 6H), 9.95
(br.s, 1H) ppm.
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Exanpl e 112
| -(5-(3-rTrifluoronethyl)benzyl)-4-oxothiazolidin-2-yl

WO d@n®e)0233 (' 4-chl orophenyl )- urea The title cPOPOCBRWG6/002730

was prepared in accordance with Exanple 110, vyielding
161 ng of the title conpound as a white solid. 1H NWR
Exampladd3 MHz) (DI\/ISOdG) : 3.19 (dd, IH), 3.43 (dd, IH,

1-(4 B F1d .y sTR8 s 2lharofo 9L AT lfen 9 95

anmpre 11
Thé G- ofon‘ﬂpdﬁhdl ds ghenzad i aélco5da1hcdﬂ\miﬂoﬂ$ prootdiiray desc2ibpd )
-3-(pyridin-2- g I)urea The title conpound is prepared
herei- accordance with the procedures described herein.
Exanpl e 114
5-(3-(Triluoronet hvpbenzyl)-2-tosylim nothiazolidin-4-
Exagnple 114

- (3= (Trif] uQrone | ) benz -2 1,not hi azol - 4(5H) - one
5-(’2 @gﬂﬁ%t m@é hyRbeY! riyt gen: &L it

@ﬁﬂh&oﬂj)ethg%e&yg@%ﬁﬁldthhdzopy(rsmme (130N, (36 rhmsyl
chI ori de 40 mmol ) was added. The reacti] on

prepiugd dn @c«méang@ ¢ WifheHample (% vas eigselvat in @vEdiee A7 Jak). 76
oM 0 SRS S 0 R o bt
oo me@at@ﬁaﬁenmgﬁ &hﬂl@ﬂrd& into Mg@Qrated sdlatdmedt NaHCO3 in
concentrated in vacuum _The c a ial was
WaE?@rTIPq é’@teb@hé%l Wi CeFacEdat r‘é&gﬁb F& ﬁée Qrgjf’%dﬁ’léaﬁ? hin
%@@h%ﬂ% (fﬁfeilﬁ@ arﬁlsco‘?xlc tedt i \Ql'cﬁﬁﬁn 5J§héTBruﬁQ mladeridlBYas

title corrpo as colourless oil.
pmﬁﬁm s talinh shtonerodragm L@H%@, gdavlmnheﬁ(@HeClyfﬂ\@Qfé d0-3%0)ray

A P ol o Sl Pl
Reé%taﬂﬁat%% ﬂ(q{i’ C7H2£%2_/ zs&h@fga(n@ %ldéd"ﬁéla o‘f Q@ wigeb sollid) L@-MS

(AItzt SBB-I)mp,diﬁ M4 29.2 0FH). Hl_ID\TMR 5 (40 MHz)?CDClB) 2.44

(s, 355 47T R S TR B D02 a2 RS R LSy kb Aot

3H), 7.58 (d, 1H), 7.78 (d, 2H) ppm.

Example 115
5-(3-(Trifluoromethy)benzyl)-2-phenylsulfonyliminothiazolidin-4-one

The title compound was prepared in accordance with Example 114, purified by
flash chromatography (49 mg, colourless oil) and recrystallised from CHaCly/iso-
hexane to give 29 mg of the title compound as a white solid. LC-MS (A) tg: 8.37
min. ES-MS m/z 415.0 (MH+). 'H NMR: § (400 MHz) (CDCls): 3.24 (dd, 1H),
3.57 (dd, 1H), 4.40 (dd, 1H), 7.44-7.67 (m, 7H), 7.91 (d, 2H) ppm.

Example 116
5-(3-(Trifluoromethyvl)benzyl)-2-(4-chlorophenyl)sulfonyliminothiazolidin-4-one

The title compound was prepared in accordance with Example 114, purified by
flash chromatography (43 mg, colourless oil) and recrystallised from CHyCly/iso-

hexane to give 20 mg of the title compound as a white solid. LC-MS (A) tz: 8.78
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The title conpound was prepared in accordance with
Exanpl e 114, purified by flash chromatography (49 ng,

waeedoerd2ess oil) and recrystallised from CH2C P¢T/GB2006/002730

ohexane to give 29 ng of the title conmpound as a white
solid. LCGMs (A) tj?: 8.37 min. ES-M5 nfz 415. gdugM-H).
mml'ﬁS\Mg mek 44000 (NHzZ). ‘GINMB)B(@OMH(ZMCDCH) 3.35 &4, (148,

3, 55@4\4 1@%&@1@&7 1157 800 <88 45 ([ M, 789, oFy )

5-(3-(Trifiuoronethyl)benzyl)-2-f4-chl orophenyl)sul fon
yl i m not hi azoli dm 4-one The title conpound was

Exangpdi®d i n accordance w th Exanple 114 purified by

ke dh%ﬂ%ﬁ a?edwm b@cosd&nba muf:{m@ pfodpd¥R described
Thé tfﬂ m ESé-}Irl\l/%r?ﬂ@z 449.2 (MH). 1H NMR d (400 M)
her(:nﬁDCIB) © 3.35 (dd, IH), 3.57 (dd, IH, 4.40 {dd, I|H)
5 7.41-7.45 (m S5H), 7.59 (d, IH), 7.83 (d, 2H ppm
Exanpl e 117

Ex&nf

ﬁqﬁguorobenzyl) 2- (2 pyrldylsulfonylan1no)th|azo
red.in accordance

5 At 1 ﬂ 4 A2 [ Gl -4 '.‘.i_'l __la' e 118
i | |
g TR ) s s e

cm@ﬁcw@@hgeanwlgépmm{ﬁ@ to gnymlﬁo eug oy ﬂiel tiffthcompound as
e et PEWRESSaND B Bn 2 M s o 2 T E GRS,
N%D?@%ﬁg% %%52@ %ﬁfx)z B %J(E %M‘fb)(ddlﬂi)‘\'gaf O(dc(l 1), 4 S)O

(m§1H§4(6$0tdd|1EE),7 400(55((m, 4HBi)9 0@4(&55H()dd IH), 7. 50 7.65
(m 4H), 9.00 (d, IH). Exanple 119
5-(3-(Trifluoromethyl)benzyl)-2-(cvcl ohexyl am no)t hi az

( one The title conpound was prepared in
Exgpfl U)nce W th Exanple 4, purified by flash
5- (ckrfrmmmmgreanfﬂ»bem@ bfmmm@ﬁ@&@mw ng of

Thtc tgl%etcc%nlpgur? WS preparecf in accordance with Example 4, purified by flash

chromatography and preparative HPLC to give 120 mg of the title compound as
an off-white powder. LC-MS (A) tz 9.08 min. ES-MS m/z 357.2 (MH+). 'H
NMR: §(DMSO-dy): 1.00-1.40 (m, SH), 1.54 (d, 1H), 1.60-1.90 (m, 4H), 3.05 (dd,
1H), 3.40 (dd, 1H), 3.65 (m, 1H), 4.55 (dd, 1H), 7.45-7.65 (m, 4H), 9.05 (d, 1H).

Example 120
5-(3-(Trifluoromethyl)benzyl)-2-( methylamino)thiazol-4(5SH)-one

The title compound was prepared in accordance with Example 4 and purified by
flash chromatography to give 240 mg of the title compound as an oil. LC-MS (A)
tz: 4.74 min, m/z 289.2 (MH+).
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an off-white powder. LC-M5 (A) tR 9.08 mn. ES-M5 m z
357.2 (M#). 1H NVR d(DwVBS0-4): 1.00-1.40 (m 5H),

waz®o(73 1 H), 1.60-1.90 (m 4H), 3.05 (dd, | HCT/8Ba®6/002730

(dd, IH), 3.65 (m IH), 4.55 (dd, IH), 7.45-7.65 (m
4H), 9.05 (d, IH). Exanple 120
Ex&npl8-121ri f | uor onet hyl ) benzyl ) - 2- (et hyl am no) t hi azol - 4
9':f'r5th9? 1Qne ;]'i_e gi!t SOAPAY \Q/as prepared i n accordance
y flash chromat ograp
d:bw@yaé

Th@tiNe caAPoutB viis mp&éiﬁradl ih laecogdumpe wittt Ba&nmhe Higurifie
tR A lTAmin, mz 289.2 (M), Ex

chlzm@wgmbymnm rﬁ@WﬂH}é?dﬁl{% %@ng?%gﬁ’e 11#39 Wgeof fhy dtle

CBQF Vit VAR
COIBB? gg I%Ygs(fa’le Igﬁgcﬁqu%ﬁr’ra 92?2 2h$ aﬁ)d recry Stegg]lg Fﬁ%ﬁG
147103 tmmj 3, 50QIdL9E), MRS, U 689 (e o RPBUAIED,
M?&) 57 mn, mz 221.2 (M+#). 1H NWR
7.16(@ned).d-57 @ 1@47 (dd, 3H), 2.25 (s, 3H), 3.50 (dd,
IH, 4.23 (g, IH, 6.89 (t, IH), 6.88 (d, IH, 7.16
(m 2H), 7.57 (d, IH. Exanple 122
Zmple-172! gl i m no) t hi azol i dm 4-one The title conmpound

was prepared in.accordance with Exanple 4, purified by
M@%@%@%and recrystallised fr om net hanol
Th%i @iélg 'c&?lﬁ&t?rﬁ Wk Zﬁi‘%patréhemt dcgsérﬁarﬁ:@ REEHBLhmpbl €4 !\/ﬁilr(ﬂk)d H}Rﬂash

H NVR d(DVBO-J ) :
chl(omatc@iﬁphysarﬁmre@xystazmpd feong angthignol iy give 168 (naa; of e e

e.123, 5; -
cobaudr M e oY B 27 O4EE oGS SRPAS0-40)
) T biEB, £60ROURY, MBS (HRERAT.ET(d, NHRccor dance
22&@1%9%4:(% 2?3 Thg@?eggtl on(m%})ure g/vangoncentrat ed
and partitioned between dichl oronet hane and water. A

sol | s filtered off to give 1.22 g of the title
J—‘@@R%E . The organic layer was dried (MySO4) and
5-GANGERbfA B bR - ek @shiekie-AES)-trd t urated with

I SO-hexane to
The title compound was prepared in accordance with Example 4. The reaction

mixture was concentrated and partitioned between dichloromethane and water. A
solid was filtered off to give 1.22 g of the title compound. The organic layer was
dried (MgSO4) and concentrated, and the residue was triturated with iso-hexane to
yield another 1.02 g of the title compound (2.24 g in total). LC-MS (A) tg: 5.3
min, m/z 275.2 (ME+). 'H NMR: 5(DMSO-ds): 3.05 (dd, 1H), 3.45 (dd, 1H), 4.63
(dd, 1H), 7.56 (m, 4H), 8.80 (b, 2H).

Example 124
2-(2-(4-Carboxyphenylimino)-4-oxothiazolidin-5-y1)-N-(3 -methoxyphenyl)-

acetamide

Example 125
2-(2-(4-Hydroxyphenylimino)-4-oxothiazolidin-5-y1)-N-( 4-bromophenyl)-

acetamide
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yield another 1.02 g of the title conmpound (2.24 g in
total). LCGCMs (A) t : 5.3 mn, mz 275.2 (MH#). 1HNWR

WGeDMBO233 ) : 3.05 (dd, IH), 3.45 (dd, |H), 4P@GBGEAWS002730

IH, 7.56 (m 4H), 8.80 (b, 2H). Exanple 124
2- (2- (4- Car boxyphenyl i m noV4- oxot hi azol i di n-5-yl)-7V-(
kanﬂguh@xyphenyl) acetanm de Exanple 125
2 4- Hvd ' . [

2- (2 (4-Ethoxyphenylln1no) 4- oxot hi azol idm 5-yl)-7V-(4
-bronnphenyl ) acet am de Exanple 127
pm4@3 FNdroxyphenyllnnD) 4- oxot hi azolidin-5-v -

amigﬁﬁgylacetan1de Exanple 129
-(2Z-r4- Hydr oxyphenyl i mmoV4- oxot hi azol i di n-5-yl
")-JV-(4-fluorophenyl V acet am de Exanple 130
Bx 2- fggég-TolylinnD) 4- oxot hi azolidin-5-yl)-J\/-p-tolyla
e Exanple 131
2-(2-(4 2h{HoxVphdre X hine rvbstathinzlidin- 6tk Minhemylacgtamide y| ) - |-

(4- met hoxyphenyl ) - acetam de Exanple 132
2-f 2-f 4- Et hoxyphenyl i m no) - 4- oxot f ai azol i di n-5-yl)-JV-

x%%ﬁ fyjbacet ani de Exanpl e 133

2-(2-(4-Hydroxyphenylimino)-4-oxothiazolidin-5 -y1)-N-(4-fluorophenyl)-

acetamide

Example 130
2-(2-(p-Tolylimino)-4-oxothiazolidin-5-yl) -N-p-tolylacetamide

Example 131
2-(2-(4-Methoxyphenylimino)-4-oxothiazolidin-5 -y1}-N-(4-methoxyphenyl)-

acetamide

Example 132
2-(2-(4-Ethoxyphenylimino)-4-oxothiazolidin-3 -v])-N-phenylacetamide

Example 133
Ethyl 4-(2-(2-( 4—ethoxvphenv1imino)-4-oxothiazolidin-5-Vl)acetamido)benzoate

Example 134
2-(2-(3-( Trifluoromethyl)phenylimino)-4-oxothiazolidin-5 -vDacetic acid

Example 135
N-(2.4-Dimethylphenyl)-2-( 4-oxo—2-(phenvlimino)thiazolidin—5—Vl)acetamide
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Et hyl
4-(2-(2- (" 4- et hoxyphenyl i o) - 4- oxot hi azol i di n-5-yDace

wo avrdo2ybhenzoat e Exanpl e 134 PCT/GB2006/002730

2-f2-(3-(Trifluoronethyl)phenylim no)-4-oxothiazolidin
-5 -yPacetic acid Exanple 135
@mﬂélm§tlnethylphenyl) 2- (4- oxo- 2- (phenylim no)thiazo

de -EA?(-? nrflgn\qnnlng)thlazohdm S-Vl)acetam1de

gI|n1no)th|azoI|d|n 5- yI )acetalnlde Exanple 137

2- (4- Oxo- 2- (4-sul fon gl am dophenyl i mo

e_ll_r)li_lhilﬁkol idm5-yl)-7Vr- p tol yl acet am de Exanpl e 138
h | -

2-C2-(ffl-Tol glimno)-4-oxothiazolidin-5-yl)-7V-(2-chl

E@@n@pﬁé&yl)acetanlde Exanpl e 140
% -5}‘1@ D Rie A0S i ot @hiddi n-5-y1 )

=—=1 2, acetam de anple 141

2-(4- O(O- 3- phenyl - 2- (phenyl i mno)thiazolidin-5-yl)-iV-

p-tolyl acetam de Exanple 142 2-(2-(Cg
EZ@E@Eé&%Iinino) 4- oxot hi azol i di n-5-yl) - A*- phenyl acet am
2 (9 ?m.Eﬁﬁmf%oM%xgﬂﬁa%owﬁlshw -NATPRgH dhopbeiy B edmhidE n - 5-

J=7V-( 2, 4-di net hg I pheng [)acetam de Exanple 144
-Ethyl 2-(2- (et hyl i m no) - 4- oxot hi azol i di n-5-

%I zarlzg am de Exanple 145
[ yl'i m no)-4-oxothiazolidin-5-yl s)-

2- (z!@ s bt dcaRMgRw lakel-amxdeRealine -HA6/-0. 4-m_th_nm [
JditMazol1di n-3-ylidene]-p-tolyl-anne

acetamlde

Example 141

2-(4-0Ox0-3-phenyl-2-( Dhenvlimino)thiazolidin—S-VD-N-p-tolvlacetamide

Example 142
2-(2~( Cvclohexvlimino)-él-oxothiazolidin—5-VD—N-Dhenvlacetamide

Example 143
2-(2-(Methylimino)-4-oxothiazolidin-5-y1)-N-( 2 4-dimethylphenylacetamide

Example 144
N-Ethvl-2-(2-( methylimino)-4-oxothiazolidin-5-yl)acetamide

Example 145
2-(2-(Allylimino)-4-oxothiazolidin-5-y1)-N-( 2-nitrophenyl)acetamide
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(a) 2-chl oronet hanesul f onam de Amoni a gas was bubbl ed
t hrough a sol ution of chl oronethanesul fonyl chloride

W@ 2000/0002784 mmol ) in Et20 (50 nmL) at OO0C. The PEHCBR®R/002730

m xture was stirred at anmbi ent tenperature for 2
hours. The precipitate (ammoni um chloride) was
Exaﬁjplktpmed of f and washed with Et OAc (3x). The conbi ned
hases vverle dri egl 2 and concentrated to

) ; 0118 e-e 2t 1 e conpound as a
vvhlte sol i d The conpound was used wi t hout further

purification. 1H NMR d(DVBO-<4): 5.74 (s, 2H), 7.33
(a) ﬁ»%hlo?dfﬂetha(n@éulfbnarhtda oxo 116- [|

4, 21di thi azol j di n- 3- enel S
Ammnmgaé Va5 fouRBler ﬂeffsg E u%%n ‘é’%ﬁ%’%%%&%ﬁﬁa%gbﬁw
Wed! O’ﬂh@ﬁ etistdixture was stirred at
(g or o%?ﬁgﬁz?sg f%r%z%lt de (2. %ea 1 ~23 I%&
amléﬁexﬁtEtemderﬂmayﬂor|$dmh1rso@3anmeélp(@e 7@1@0@@0" 53 V&S
acetone (1 500 I F%nf@ Sried
filteged pit @pd WQ?HL‘%‘H’?}EQAC @5 @ﬁ%&?? re ﬁﬁ%%q}léeegc?? on
(I\IJTSM)U;AE@ WaSnbleditd Fﬁ)@ 294 B (6ndy ottt eride sabitidle(compopnd
e organi c solvent was evapor ated | vacuggll\ﬁg%\e
as anditESQNE Thasompduer wahysadraitiypst %‘1“%&5 ed
W I h i ned organic phases wer e
5W§@d‘gz:%&§%)aﬁ'§gg%%ggﬁt rated, and the crude product
was purified by silica gel columm chronmatography

(toluene/EtQAc 4:1 to 2:1) to give 3.46 g (63% of the
(b)tlit-Divxoeiig L@ dithiszoliflin = vkdsne Hp-tolr-gsine ) (R 7. 70

An( %q,r&egwssoﬁmggozf( Tgaé%_é{ 8 (I\IXHE)Z% 8 %ﬂ Wﬁ) %Oeid\d)ed c?ve? 80

g{%‘ £ sdifftfon of crude 2- chloromethanesulfonam1de (2 96 g ~23 mmol)

0X0-S-fS-ftrifluoronethvDphenvDr.hvdrox t hyl V
a.ndl 4rmethyiph¢nyazmtldp%mn@e G170 a0 Tneld| |a°%¥ﬂ?‘?v1 é{]%B}&y)

i b Lol o o AP e
redenidn Yhik@eh @l 1 doidiBddy withr hydnech{@D0acig, (1 1M2Aandrine ofgqnic

solvent was evaporated in vacuo. Water and EtOAc was added, and the water

phase was extracted with BtOAc (x3). The combined organic phases were dried
(Na;SO4) and concentrated, and the crude product was purified by silica gel
column chromatography (toluene/EtOAc 4:1 to 2:1) to give 3.46 g (63%) of the
title compound as a white solid. LC-MS (A) tg: 7.70 min. ES-MS m/z: 243.0
(MH+). 'H NMR: 8§(DMSO-dj): 2.28 (s, 3H), 4.75 (s, 2H), 7.22 (d, 2H), 7.45 (d,
2H).

Example 147
[1,1-Dioxo-5-(3~( trifluoromethyl)phenyl)(hydroxy)methyl)-1 28-11.4.2]dithiazo-

idin-3-vlidene]-p-tolyl-amine
LDA (1.8M, 2.1 mL, 3.72 mmol) was added over 20 minutes to a solution of 1,1-
Dioxo-11°-[1,4,2]dithiazolidin-3-ylidene]-p-tolyl-amine (300 mg, 1.24 mmol) in

dry THF (2 mL) at 0°C under nitrogen atmosphere. The reaction mixture was

allowed to reach room temperature within 1 hour and stirred at RT for an
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dry THF (2 nL) at OOC under nitrogen atnosphere. The

reaction mxture was allowed to reach roomtenperature
wowamiom213 hour and stirred at RT for anadditi oP@i/GB2006/002730

hours. After re-cooling the reaction mxture to 0 0C,

a solution of 3- (trifluoronethyl) benzal dehyde (420
addifionaB3 hotmspAJter re-aboling HiE regrtivn mmm@ Bdded selpopmps a-

(i GA DRI 8 T HE. Tas SRR DEE AT o el e
adt%ﬁecfrg\%\gﬂé TIEQ/ QLRGN Aty rﬁ&r‘edwﬁsn di1&EREo WRFxey adstddrooand

ter phase was e racted w th Et QAc (x3) The
tenperdoiraeahdote aemuhmg haixése was deftpyamis WS@WJC&W%% and

t@gc:: ?(x%rr]eteaé\%é ap %’eiw& 4 p&%{eﬂﬁﬁs g%t?acge#gfﬁpgétgﬁ%ctx?ﬂ’a%he
corﬁl?] iBbye t}ﬁ’}%eslx%}e Qirte@ (31 a;9049 Qndithe séi@élnt Imas( 2afdvedfin

e tit COI’TpOUﬂ as a 1:1 mxture

vaatio aJhe rasedes prodnet, WRCPNEigdApYt Fica) QGIOQOIH*PH chrampeersRhy -

(to@lg@@@@’@(f o idh: @'gﬁé&e %%Q?%F%Tﬁé i B&xﬁf)&&ﬁ)as 2l

mn?tﬁ%, ob. dZa?ste(r%i)isdnk&s 2%325§(% JERH) 1,0202. hﬁr71( gg Mﬂ) 51/77‘ 227 26
(MHh) (74 c%mtermermmsgturem 5@152481\15?@&?;3&?51%){ ? 39

o BT FaAH S et Msoed oty (& am. 731

(mTIH)‘ b uQreagHEs, lmsgamml Tl66 (rﬂL,EZH);rlZ,MQmQ AHpn 708 1) (mmyeST).
ded to a solution of the conmpound of Exanple 147
(370 nmy, 0.89 nmol), 4-(dimethyl am no)pyridine (27 ng,

%iél%lqgol) and Et3N (370 nL, 2.67 mmol) in DCM (2.5

Q0C under nitrogen atnosphere. The reaction
[1.MDbkd-6- (Mﬁlfmbtdnmldvlmenaﬂidmml?\fétcééﬂcbt}u@hﬂmm-ﬂmd-
hours Hydrochloric acid ( 1 M and Et CAc was added,
er phase was extracted with Et QAc (x3). The
nbl n d organkc s r
TR P 8 (PR B0 UG i) R, ARETTW) schtion pf the
coﬁlbblhlﬁiaof@ian@é W (ﬁbrr@ggm S mapiy 46(ﬂﬂhethyievnﬁtoomldm@(27

NURENOUEN K, § i e
399 2 M_H%ra f‘ 'X&ygngé%gwe)s ‘stifrecb At &rﬁbie%mp&a%%e (8

3 hours. Hydrochloric acid (1 M) and EtOAc was added, and the water phase was

extracted with EtOAc (x3). The combined organic phases were dried (N2;SOy)
and concentrated, and the crude product was purified by silica gel column
chromatography (toluene/EtOAc 100:0 to 2:1) to give 293 mg (84%) of the title
compound as a pale white solid. LC-MS (A) tr: 9.57 min. ES-MS m/z: 399.2
(MH+). "H NMR: §(DMSO-dg): 2.33 (s, 3H), 7.28 (d, 2H), 7.53 (d, 2H), 7.86 (m,
4H), 7.92 (s, 1H).
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4H), 7.92 (s, |IH).Exanple 149 r1.1-D oxo-5-f
3-trifluoronethyl benzylV 11 6- F1.4.21 dithiazolidin-3

WO yto7denes -vtol ylam ne The title conpound i s PCEOBRR@E/002730
in accordance with the procedures described herein.
Exanpl e 150

Ex 0-5-f4-ffl uoro) phenyl )fhvdr oxy) net hvn-|
Ny d ‘ s tol s yhmamne The

mgmgﬁ@gures descrlbed in Exanples 146 and 147, and
purified by flash chromatography to give 312 ng_ of the
Thej title comRpBGniS Brspared :in aercedencs with ctggsnr@qeé@neg desersbed
ha% M5 (A t : 9.10 min. ES-M5S nfz: 367.2 (MH). 1H NWR
1 diastereoneric mxture): 6(CD3CN- ) : 5.09 (m
2H), 5.21 (d, IH), 5.39 (d, IH, 7.13 (m 4H), 7.20
m 4@), 7.38-7.45 (m 4H), 7.54 (m 4H). Exanple 151
Expmplerl58 oxo-5-f 4-ff1 uor o) benzyl i dene)- 11 6- [~1, 4, 21

[1.9i55{8i 2591 L Bro bt HERELy b ol Y GTnA e gt 6.
conpound-wWas prepared in

vl Qﬂm&@dmbé&mdescrlbed in Exanpl es 146 to 148 and

e b SoBRLHES BEPEeAT B RRIEE: B e Peediesy teiired 1

E)Jt&gﬂse@ 196 Bind ES7 '\@d?uﬁﬁeg f;fasﬁ o atééﬂazﬂﬂyi:% _%QQ\@Q Mg of

s, 3
thezm}e co(mpmmgb By adH) mlxiturpg) gastﬂqd)sorr@aa&ﬁ] 1@ tr: 9 10 min.

R A O T L L e

5.00h@n, it 8. 2<IgHPPH5105 YAR], nmpmwml QHACE 00 @ﬁnﬁH)W}’ B§L7t45e
procedures described In Exanp 146 and 147,

(mpdid), f7idd b ¢H) ash chronatography to give 0.5 g of t he
title conpound as a 1:1 m xture of diastereoi soners.

LCGMs (A t/ : 9.54 mn. ESMS
Example 151
[1,1-Dioxo-5-(4-(fluoro)benzvlidene)-1 Xs-[l 4 21dithiazolidin-3-vlidene]-p-tolyl-

amine

The title compound was prepared in accordance with the procedures described in
Examples 146 to 148, and purified by flash chromatography to give 176 mg of the
title compound as a pale white solid. LC-MS (A) tg: 10.14 min. ES-MS m/z: 349.4
(MH+). '"H NMR: §DMSO0-ds): 2.35 (s, 3H), 7.32 (d, 2H), 7.45 (d, 2H), 7.57 (m,
2H), 7.70 (m, 2H), 7.79 (s, 1H).

Example 152
[1.1-Dioxo-5-(3-(trifluoromethyl)phenyl)(hvdroxy)methyl)- 18- [1.4.21dithiazol-

idin-3-yvlidene]-4-chlorophenyl-amine

The title compound was prepared in accordance with the procedures described in
Examples 146 and 147, and purified by flash chromatography to give 0.5 g of the
title compound as a 1:1 mixture of diastereoisomers. LC-MS (A) tz: 9.54 min. ES-
MS m/z: 437.2 (MH+). "H NMR (1:1 diastereomeric mixture): §(CD3CN-ds): 5.28
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mz: 437.2 (MH). 1H NWVR (1:1 diastereoneric mxture):
d(CD3CN-cfi): 5.28(m 2H), 5.40 (d, IH, 5.68 (d, IH)
wQq@2®10(02y3 4H), 7.60 (d, 2H), 7.71 (m 2H), 7. 8BCT/GB2006/002730
2H), 7.58 (m 2H), 7.85 (m 2H), 7.96 (m 2H). Exanple
or o- benzv

3 -(4-Fl -1, 1-di - |
(i B 40 O 0Dt RSB 401 G o i 4750 7 00 Ly 007 71 40y PER 0

T- ikl [ in accordance with the
L B S g o T e 25

2-fl,1-D oxo-3-p-tolylimno-

16-ri. 4, 21ditmazolidin-5-yl)- -p-tolyl-acetam de The
Example 153 onpound is prepared in accordance with the
[5-PA-PEERAME &S0 SChibRed. Ner £9 1aith XA 8- yldsne]-pyridin-2-yl-

O-(3-(Trifruoronet hyl )benzyl)-4-net hyl -
ambdep-t ol yl t hi azol -2-anmine The title conmpound is

Thg ré&@%p%j@%ﬂ%g (é)%%;%gencf: % Ve\tﬁcéorlldatnrc]g Wit eed lf)go%gdlgrgss %’egckffb%d
herefno- (4- Fl uor obenzyl ) - 4-net hyl t hi azol - 2-yl ) pyri dm 2-am
ne The title conpound is prepared in accordance with

t he procedures described herein. Exanple 157
EXS-w%j&Irifluoronethyl)benzyl)-4-(trif|uoronethyl)-?\hp

hi azol -2-arnine The title conmpound is prepared
2-(gl-m§@3%gf8wﬁiﬁﬁhbn AENEA DIRGREUE @8- HESN-p-hed]-hetenide
anple
The /twlr;? sorhpouBH is riobrnedy D 4cgardance Uit tee myacpdmea Asserthed
heIj.pyridin-2-am'ne The title conpound is prepared in
&tordance with the procedures descri bed
her ei n. Exanpl e 159

Example 155
5-(3-(Trifluoromethvlbenzyl)-4-methyl-N-p-tolylthiazol-2-amine

The title compound is prepared in accordance with the procedures described

herein.

Example 156
N-(5-(4-Fluorobenzvyl)-4-methvlthiazol-2-yDpyridin-2-amine

The title compound is prepared in accordance with the procedures described

herein.

Example 157
5-(3-(TrifluoromethyD)benzyl)-4-(trifluoromethyl)-N-p-tolylthiazol-2-amine

The title compound is prepared in accordance with the procedures described

herein.

Example 158
N-(5-(4-Fluorobenzy])-4-(trifluoromethythiazol-2-yDpyridin-2-amine

The title compound is prepared in accordance with the procedures described

herein,
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2-f 4-Cnhl orophenyl i m no)-5-ff5-nethylfurai-i-2-yl')nmeth
yl ene )thiazolidin-4-one The title conpound was
w@e@pared i n accordance with Exanpl es 26 and 6BCT/GB2006/002730
product precipitated fromthe reaction mxture, was
filtered off and recrystallised fromacetic acid to
give 139 ng of the title conmpound. LGMst : 1.6 mn.
ExdBdle $4P. 2/ 321. 2 (M+H). Major tautorrer 1H NMR (400
IVI%CDCIJdpmeBS(s 3H), 0 (d, J = 3.32 Hz,
2-(4-Ahlorepheayijmino )54 53tn5fhvllf-m‘an-ﬂ l)methwleme}tluazogcllg# ppe

Thelﬁ% cglm%%u ‘{”%?&%PPEF gccEBén ¢ wYthSi%\ :leszii% %gg.aJThe
pro@ucﬁ gl‘@cmlﬁtea&rcﬁﬂ Ihe]reacti’on-?rﬁmltll&e \Qaszﬁ)lltﬁred 6£f8ad (récrys]takhsed

20H), 7.24 0. 29H) ="8. 65
frorpizacef@p agiHyo gm@dé%rsg 06%8%6 %qrwoamd 1L6'A51§ t! écéﬁ%lpemi%o

£ yl et
1244 SRR R SRR s oL e %
3HR 628 @hlrer DE@@IWHHD‘H (mos) §c§ J( S-SHHEi)leH)uV am@; .X/|=) 8187 Byl e

ne)- thiazolidin-

2HE>761HriFief T6030 Hﬁdl%)@ divart. bléi)dmf@frfi()é@ %@@réﬁ‘ﬂm@r g 20%

8gb, C cr
Ve g{IuEEe a%%@@%gg‘r ni %ﬁ%{\ffTK%r ga%ttb:igﬁ) V\é/agf%eﬁch?c‘i\@?\% h
0.208), ab (s, (0.20H))7.49n(l, ak et 8.65 dd, D .4AH)X7)66 i, 10ut&E) @Wbtdh
et hyl acetate and washed with water. The organi ¢ phase
1.9%ds" dried with sodiumsulfate, filtered and
concentrated, and the crude product was purified by
silica gel chromatography using petrol eunet herret hyl
Exagede 266 (2 1) as eI uent to glve 52 ng of the title
R . Z

: 5 iyl ,
3 g 9%1 Iﬁ thyl
A Srrg%mf'éz, Oi? ||:|)|)2 (47 cléllgrc((p{?le:nj,ﬁlmﬁnég'5 g@ h'l),'],fur,an4 }2{ % e d% eﬁ\e]) _
thiagolidin-4-e4 §o4+ | migH) 0.2¢F) 5mpld seq) E\al@l%?l 603, gt ppodivm

borg}xg)ad}rr%lla é:?%%r%g,dom]l mmo% 61‘HP18) ﬁf’l)’Lmas hddled if-a2foded scrabil -
capZuEéat@i@P(D otahihy I Theiremtipn Srab Guéncived hythtohdthgiod (F 24 land
acetic rargfi iall NN 1th?[é:c? \%\f?tlklle’gﬂy? acézlre-tate and washed with water. The organic
phase was dried with sodium sulfate, filtered and concentrated, and the crude
product was purified by silica gel chromatography using petroleumether:ethyl
acetate (2:1) as eluent to give 52 mg of the title compound. LC-MS (B) tr: 1.5
min. m/z 321.3/323.2 (MH+). 'H NMR: 8CDCl3): 8.26 (b, 1H), 7.33 (d, J = 8.63
Hz, 2H), 7.12 (d, I = 8.55 Hz, 2H), 5.97 (d, J = 3.00 Hz, 1H), 5.85 (d, J = 2.13 Hz,
1H), 4.42 (dd, T =10.41, 3.49 Hz, 1H), 3.54 (dd, J=15.37, 3.38 Hz, 1H), 3.02 (dd,
J=15.46, 10.43 Hz, 1H), 2.22 (s, 3H).

Example 161
2-(4-Chlorophenylimino)-5-((5-methylthiophen-2-yl)methylene)thiazolidin-4-one

The title compound was prepared in accordance with Examples 26 and 65. The

product precipitated from the reaction mixture, was filtered off and recrystallised
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The title conpound was prepared in accordance with

Exanpl es 26 and 65. The product precipitated fromthe
wo e@coiem m xture, was filtered off and PCT/GB2006/002730

recrystallisedfromacetic acid to give 106 ng of t he

title conpound. LG-M5 (B) t/ : 2.05 mn. 335. %Mﬁg
froEb(wrpt ecid @@ give 106 mg of the title compound. LC-MS (B) tR 2 0
33 § | or ophenyl i nmo) - 5-f (5- net hyl t hi ophen- 2-yl ) net h
> éﬁ ‘ol i di n-4-one A nixture of

2- (4-chl ororhenyli m no)-5-((5-nethylthi ophen-2-yl)nmeth

yl ene) - thiazolidin-4-one (33 ng, 0.0985 mmol; see
Exmunledlbé 61) and sodi um bor ohydride (13 ng, 0.343 mol)
2 (40l Sl ol 3% LIRS O O Mo TRy 904 g

WasS quernctred wth-acetrc acrad m_f, diTuted wth

A einbytiirea @€t N@-ch]l@ﬁbphaﬁ)hﬁldnw 5-|G(Svmtthy th1¢pl@n03~g]amp&1y}mg);e
was, dri ed S m su] f at f|| re
thigzgphidentra¢ &g, m&rpuéjgtgl?iémﬁ‘i’ 38 ng@ SBd‘P“% borghystyide

' r t Q8 @ﬂmf d@lfdiﬁl ht. Th actlon Was
(1§Htgr g?é%%&?ﬂi%?ﬁﬁ@a@at e (2: 16): as elguent etrg 0

quﬂ@hed witheadetie |ae1dc@m64),nduhagd avithetthpinacstae gnd (v@s

R..1.77
wa%g Tlgq_ﬁrgmg]c g%asea@a%nfe%(&'%)o%m( %12%@ F g?gg%%)x(m n@?ﬁed
and- tﬁ@mﬁxﬁg pﬁd&)@:ﬁ was 8arified b H)hc@ ofD cOlmnl H)romataigmmy usmg

. Exampl e 16
Peﬁgl(eslnf:ﬂlcn ¢thy1@p@ﬁ@t(2|§lb yfb@lﬁgy |t9 ge (28108 Pfo’@e title Compound as

a @hlénwrsg?"gxgé 3%@ ?}%ﬁRf FI?Z @gﬁ%) pr opanoat e ( 61 ())

31@@ ?H)l?s ﬁ@h& J1H)?3 rzet(ad/d maﬁnzqua@af{)sazm(@d 120)26.60 (d,
(212 in 5.0 m. 95% Et OH
1%@7@ é@f Ilb&@éﬂtqrmr 726 (ggal)t?}é%(cbgﬁ@ent rated. The

resi due was partitioned between Et OAc and water, and
the wat er phase was extracted with Et OAc (3x). The

E%g_{@ 188d organi ¢ phases were dried with MSO4,

|Itered and concentrat ed,, ang th.”r de product was
(i pf o~ 1B SRR, phy using

' - : 610 ,
TR P S e e 41 e

2.11 tnlmiﬂ); pnnﬂhm;ih@ylmea/\@ﬁﬂ eng @v&ﬁemmol)@n@g\la(%c mz r&@ 453
m@gg LQH)(,) ﬁ gé"% Et%di-? was r'\e/Hlﬁed f%r% an%% cgngentrat%lehe

residue was partitioned between EtOAc and water, and the water phase was

(

extracted with EtOAc (3x). The combined organic phases were dried with MgSOs,
filtered and concentrated, and the crude product was purified by silica gel column
chromatography using toluene: EtOAc 2:1 as eluent. Subsequent recrystallization
from MeOH yielded 493 mg of the title compound as a white powder. LC-MS (A)
tz: 10.42 min. ES-MS m/z: 349.4 (MH+). ' NMR: 8DMSO-dp): 3.1 (s, 3H), 3.4
(m, 1H), 3.6 (m, 1H), 3.8 (m, 1H), 4.0 (m, 1H), 4.25-4.35 (ddd, 1H), 7.19 (m, 4H),
7.55 (m, 2H), 7.7 (m, 2H).
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(m IH, 3.6 (m IH, 3.8 (m IH, 40 (m IH),
4.25-4.35 (ddd, IH), 7.19 (m 4H), 7.55 (m 2H), 7.7

w@ pgo7aHR7EXanpl e 164 PCT/GB2006/002730
r5-(3-Trifluorometliyl ben2yl)-1.1-dioxo-I |6-p
,4.21di thiazolidin-3-ylideriel-(4-

Exempde %henyl - 2- ani i ne Sodi um bi s(trimet hyl silyl)anide

5-( g-i;n%iﬁogol@ e%&vl?c‘ﬁilzygf 15]?3—8@8 | 1)»6—%&.2 .ZWoﬁ(ﬁﬁ@%ﬁcfengp (43

chldr&yphbnyd-223mslhé hi azol i di n- 3-yl i dene] - p- chl or ophenyl am ne
(33.ng,, 0.12 mol ) in dry THF (2 nml) gt -780C under,.
Sodgre bistfameipirgs pede (0-oib 1r0amks b FimalLves 9R8e SFerist
at _thi.s t r § : . het, ' N
o 3 D S el AR
amihEiH(36 OmB, L2 Wasolyr @pwhys CHIIdedmIThe tEigenadeur ritragen
kept at -780C for 5h, and the reaction vvafs encgefl by
atmagrdicre: dhe BRCERAIMBEHE of ¢tiaed & thi5 e rRReeREIe 1P d PG prore
LT P oo B b e 0 e
waC@OBRIE Al Thd henSdratde: Wik bt Vi8SC for 5ii,iamd thy redctioica
gel (DVMBO-d6) : 3.2 (dd, IH, 3.6 (dd, .1H), 5.§lgdd,
way gyenchedhyadditiqurt hydjochlprig.agidzand I?‘hACc dibgrypter phase was
! t ; : : el 5
ox REBTAPSIORE )] ShShe i OBy 100 e Mgt engd
NaB6; MElterkd andt 2dn@niribt:) Thel ttublidvBroddb)) wad plrified by ¢iliceHel 5

7.8 (s, IH. Exanple 165 F5-
SN aroiie Y. e | EO.15 1 L 8B 74r B3 A 7677
(m,ddoﬁlﬂlln‘?%%o{nq{o%i%h' %{déx&’e%%to:ﬁ\%w N EADT 6 %Rr% BPRVEF the
compound 1S pr pgre I'n accordance wi th the procedures
titldesapdunedLOAISI(A) tEXaI8H| minl B6-MS(A: ¢I1.2 MIbHo S INMR:
benz -4-net byl - N- (4- chl or ophenyl ) t hi azol - 2-ar ni ne
4H£3)7‘738 @vllgr)o’z-g?%é- trifluoromnethyl)phenyl)butan-2-one
A solution of sodiumnitrite (0.31 g, 4.42 mol) in
water (0.9 m) was added
Example 165

[5-(3-Trifluoromethvlbenzyl)-1.1-dioxo-1 8- [1.4.2]dithiazolidin-3-ylidene]-2-

benzamide
The above compound is prepared in accordance with the procedures described

herein.

Example 166
5-(3-(Trifluoromethyl)benzyl)-4-methyl-N-(4-chlorophenyl)thiazol-2-amine

(a) 3-Chloro-4-(3-(trifluoromethyl)phenyl)butan-2-one

A solution of sodium nitrite (0.31 g, 4.42 mmol) in water (0.9 ml) was added
dropwise to a solution of 3-trifluoromethylaniline (0.50 ml, 4.02 mmol) in conc.
hydrochloric acid (1.0 ml) and acetone (9.0 ml) under ice-water bath cooling. The
mixture was stirred at 0°C for 20 min. After addition of methyl vinyl ketone (2.00
ml, 24.11 mmol) and Cu0 (26 mg) the mixture was stirred at 40 °C for 40 min.
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dropwi se to a solution of 3-trifluoronethylaniline
(0.50 M, 4.02 mol) in cone. hydrochloric acid (1.0

worego7and7acet one (9.0 m) under ice-water bat hP€DGBRIVG/002730

The m xture was stirred at OC for 20 mn. After

addi tion of methyl vinyl ketone (2.00 m, 24.11 nmol)
Therrdctian WItRE wag) cooked toirremriemperstuas pid Berred ke agiet. fagy
Naflgom es?la{glr? elrhgﬁag&tér ragé d&gyg}gra\éﬁga 1@?&%&&%&&10 phase

Wa§dh|1¢dt dven Mghlog aﬂ&b&xﬁcepﬁﬁﬁ@ inveguetto gdoeecbrwivh bil CFhaGirade
t he organj c _phas

d d
DrOG R RS T P GRCRR ﬁg{olar%@?a?v et HeBIQAR
(0- 51%?) dUEh e HaS gRléféofs'txﬁg ?ihesﬁt d &ﬂ’l}jg)%/é’ld %@5%@&9 @A NMR:

petroffeum e luent to give

64(E)Qﬂ}th@fCIi)hba4(w13Ié) 8daddridl)a3.44 («;iJCéIIH);/\% &0 (m, 1, FI9R-
? I%g:ggCDd 3) : 2.340, 3H), 3.12 {dd, IH, 3.41
M4.40 (m IH, 7.42- 7.57 (m 4H) ppm (b)
5- (3 (" Trifluoronethyl)benzv
p 4- methyl N-f4 chI orophen I th| azoI 2-am. ne 5

NN e e ——

(a) GBAe - clﬂm%§hm&bj)oumr(mgsmgp@ Bal ﬁﬂmmaﬁa%ﬁmxﬂz fﬁgm) }38
The reaction m xture was refluxed for 72h and the

o)) st sieesded ip B AtROH Ehelk g aeariipr mixfurgggs refluxed
ford{] Asldvad éoﬁ'veElrt gloé\%l %ﬁggﬁ%&r Fht %?ud’é!' ﬁﬁte‘f‘@f Glas dﬂ%@l\)ﬁ@tlﬁr

ase was Was and the organi c phases
EtOwe¢ end exdcreddyitid miacd, Thd bvafftg Phdse amat WMG@ Mltheﬁtomgnd

evapor at ed. The cru
theqgfearig| Rfacsc Wﬁﬁﬁrﬁ%glrna@hg |W§?i\4§@d fnggofvent S
evaBii&. Q‘HFEI Sa?ﬁ'&ﬁc%ﬁs bR By ﬁﬁce@%él%lunﬂﬂéhrbﬁxatooraphy

ecrystall Ion from hot n€ethano i el ding 157 ng of
usmgleat gltalden’cocvﬁ)wtrdleam vdﬁhetrEt@Ayst(&-BQ o) L@s I\/Su(’:m;) and; by

100 §roirg h%fm%glggwgg&%M@% f ?F(R éltlg %é\é'{lﬂh as
wh&b')crys?als‘itld MEL (AMz: QH)68D@IH H3-iSogi/c ak3 & GISHTEHI NIMR:
Cell” Proliferation Ass

8400 MI—IZ) DMSO-dy): 2.19 (s, 3H) Y408 (s, 2H), 7.29-7.31 (m, 2H), 7.50-7.61
(m, 6H) ppm.

Biological Tests

Test A
Cell Proliferation Assay

‘Reagents

Dulbecco’s modified Eagle’s medium (D-MEM) +1000mg/L  Glucose
+GlutaMAX™]1 + Pyruvate (Gibco #21885-025)
V/V Foetal Bovine Serum (Gibco 10500-064)
PEST (100 U/ml penicillin, 100ug/ml streptomycin, Gibco 15140-122)
CyStain PI absolute T Kit (Partec # 05-5023)
73



10

15

20

25

Reagents Dul becco's nodified Eagle's nmedi um (D VEM
+1000ng/ L d ucose +d utaMAX(tm)| + Pyruvate (G bco #21

w@3®»70RRy3 V/ V Foetal Bovine Serum (G bco 10500P@BGB2006/002730

PEST (100 Um penicillin, 100ug/ M streptomycin,
G bco 15140- 12_2 CyStain Pl absolute T Kit (Partec #
Lingignis @oid 20V nbRatH Gomdiigmadddrict»376 from Signma Al drich

. Di . hde (DMSO) Equi pnent Cytom cs(tn) FC500
Dmﬁthgﬁvts@(i%%%u@l\%b th CXP software (Beckman Coul ter)
VDA- MB- 231 cel |l s MDA-MB-231 cells were cultured in the
propagati on nedia D-MEM + 1000ng/ L d ucose

Eqm@%ﬁtal\/AX(_t m | +Pyruvate supplenented with 10% V/V
Cyt%?!snﬁh F89Y ﬂ%w%ﬁ%@fclgzlitﬁ@s@ Lok BEckpen U@)hltéﬁ) n, 100

streptomycln). s were seeded in 6 we
plates to a density of 300 000 cells/well in

Nm%wggilar nmedi a. After 24 hours, nedia was replaced
it set Sfree D-MEM nedi a. Linolenic acid was
MDA vit.2d1 b81sRMROChIRirad HOME gRipagdtioannealia THMENI -cldd0added
to the culture nedia to a final _ cqoncentr an 100
Gluetde tBlvrd Y hWePEruyate grRRlenergd W‘chd\%}e\?]y goeta Bovine
congce i 0 : AR e 885 vand
Ser%m(%f’o‘ﬂ%ggﬁoﬁgﬁ At lc]%n%%%’dc?@m:égg%e%{eﬂa y)l)) and 40
seedd0RPOWR iteFranbesid (FGIONB0NIZWellan dreptdeton oetise
culture nedia to a final conc%pthaw of ..10 mM (X and
After) 2hayrs megha Was)replasiawih SeEy) tregy- AHRrs in serum
free nedia DMEM |inolenic acid (to a final

concentration of 10 mVM and conpounds to be screened
Linblenicaeid wat gilwed & BN td & candentmationcefnddrmMatncbadse ta0

the FHlSE Iy el FE RO IRRAYY ot | on was kept at
0.2%in all wells. After 24

Compounds were as dissolved in DMSO to a concentrations of 10 mM

(Compounds of Examples 95 and 6 (Compound X and Compound Y,

respectively)) and 40 mM (Compound of Example 4 (Compound Z)) and added to

the culture media to a final concentration of 10 uM (X and Y) and 40 uM (Z)

respectively.

After 24 hours in serum free media DMEM, linolenic acid (to a final concentration
of 10 pM) and compounds to be screened for activity were added to a final
concentration of 10 pM (Compounds X and Y) and 40 uM (Compound Z)
respectively. Final DMSO concentration was kept at 0.2% in all wells. After 24
hours of stimulation, cells were harvested and propidium iodine stained using a
CyStain PI absolute T Kit according to manufacturer’s recommendations. Cells
were subsequently analyzed using a Cytomics™ FC500 Flow Cytometer with
CXP software (Beckman Coulter) for cell cycle distribution. Cells were
incubated with or without linolenic acid (LA) and the Compounds X, Y and Z for
24 hours at indicated concentrations. Cells in S-phase from untreated sample were
set to 100% in each experiment.
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hours of stinulation, cells were harvested and
propi di umiodi ne stained using a CyStain Pl absolute T

wKeao7a0ees di ng to nanufacturer's recomendat i oPST/GB2006602730

wer e subsequently anal yzed using a Cytom cs(tnm) FC500
Fl ow Cytoneter with CXP software (Beckman Coul ter) for
cell cycle distribution. Cells were incubated with or
Re .t hout linolenic acid (LA) and the Conpounds X, Y and
or 24 hours at indicated concentrations. Cells in
TheéSdgrogiberl lan’Khmi lwﬂsrshm do s=lnipit shanemmeitisiy requireddodetecledit h

R d bed neth  t
R R R e

quAREBARRI §f P fpfr(.'}lﬁ@raﬁé’ﬁ tinBRiz6k $irbfUinAkbieai in Ebeeral other
nmeasurenent of DNA synthesis for quantification of

assg@sl | proliferation mnimzes errors inherent in
several other assays. It was observed that FFA
stinmulation of MDA-MB-23 1 cells leads to an increased

Tt s QbbdrOsBihbiOPF A Stidernss bf RDXMB-2B1 geliclehds tarnd ilhdlrczased
where the proportion of cells in S_pﬂ@ e of thefc f
profifesitéon; as depopgzasediniFigwe |} a aad, $b.avhese thegopqtion gt cells in

S pgllr‘;i?o e%f {nd ceEr_cg COU|LQ&%£9%8 r]_?tﬁ 08 sus!, 'a§ rﬁéabﬁ?éli Mpidium

enuat ed npoun In a
iodid¥: ﬂncﬂﬁioﬁi’uoﬁamhﬁ fthgatoy le€fect dH @ﬁ?& rcelsldl bes aitemiiatesh by

NS TR SRR NN B
cﬂ@%ﬁﬂd Redy aeR @f@%ﬁﬁfz@ Gref £ty RR @RSLIEBE colepelifGatasie

sunmari ze 2A. Conpounds Z and were al so
abl e to antagonize free fatty acid stinulated cell

proliferation ures

iy ESpaeteey oo FPHE bPEVRAR B soUndLs Sppasizde
i 2KFACHHY ?H&rﬁﬁ, Z@hll Whidré fal%baetbl@tb laﬂtagorﬁzmﬁee Hatepatid
cancer cell Iine. The ability of Conpounds, X, Y and Z

stimolatedteeBiptoli§eretiorp me Hicvay Eigiish 2Repd BE . 36pecEyel¥d as
per cent age antagoni st activity as follows: Conpound X
- 70% at a concentration of 10 nM Conpound Y - 100% at

Thls, (RS e& 8 natdapoaids beenivCoippitim dndiced S8lktpadlifaration in a
hurcl:lg.rr; %?er;tstr gatnlceornceﬁfhnleo "{‘T}M ability of Compounds X, Y and Z to inhibit
such proliferation may be expressed as percentage antagonist activity as follows:
Compound X - 70% at a concentration of 10 pM

Compound Y - 100% at a concentration of 10 pM

Compound Z - 50% at a concentration of 10 uM.

Similar experiments were conducted in respect of compounds of the examples
above, which were also found to exhibit percentage antagonist activities at least

20% at a concentration of 10 uM.

Test B
In vivo Mouse Model
5 week old Athymic BALB/cA nude mice were delivered from Taconic

(Denmark) and kept under barrier conditions for 1 week acclimatisation. At 6
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Sim |l ar experinments were conducted in respect of
conpounds of the exanples above, which were al so found

WO eoogxhiz2bé t percent age antagoni st activities arCT/683G06/002730

20% at a concentration of 10 mM Test B In vivo Muse
del 5 week old Athym c BALB/cA nude m.ce_were
weelg fjlc BRIV JMCTEL 8 cetaew%qushegﬁak Repy L &radt MDA-
MBS T ih@af WRelst lcQRSr o8l i@ RREhdBNTSA! (P8 5080 viv
6weeks, 17 mce were 1 njected subcutaneously on the

soltticankf ihobphtiteg buffaeé DANVEPBI3 1((oerari 00 &AsY, bantoegen)
Ma&elL (@?:%Pr anbchem ATCC) in a 50/50 v/v sol ution of
pHo %Ea PHEI%Y sal i ne (PBS) (G bco 10010- 015,
I nvitrogen) Matrigel HC (BD Biosciences). After 1 1

days, pal pable tunors were observed in 16 mce. 2 mce
Afigio} b dasisc pAlpANS ORI WeTRCOSErYe B b e Deticn fterosasmiifed
I re
b 4B, EedellE RAfAC CpblSTNEY SRS GaltE sl Hgeed
onck hieily bymutragedtbondzt aijpdtns of Catgpcingdy¥ei ghin oPBS/dofpliid of
di téw suf oxi.de or vehiocl e Qontri)l respectively for_9
Emagﬂé. PAYEE Yot PERCY YV chmetylsufpiqec a1 valisleotoitobn
o i h . g
MR A R S R R
tumpay wémdmatadehyde (Scharl au PA0095, Sharl au Chenie SA,
Spai n) at +40C. The tunor tissue were then
cryopreserved by 24 hour incubation in PBS containing
His v sucrose (BDH #102745C (wsw. vw . com at +40C
and enbedded in Tissue-Tek enbeddi n% medi a (Sakura
Therj theoe k tissye oprareB\Vixasest hasietraghdsn  EBSmteantsiningc thonw/v

ner d_.an ' it h,Maye et oxyld
perdfEEGIEREL PRI AT RALBAS Shatthd CrdICER, SEORE L Ty
tumboa pissdtvedre tenl @eSprRFedTBY IM4ebuy Shdi®aik & PBE doBtaiting
aqueous nounti ng nmedi um and exam ned using a Ni kon

307y pyerors (B8 il 765k dperusenrehnl @l tast gdeembadderd in
Tis&RAR %b%%%g media (Sakura Finetek Europa BV, Netherlands). 10 pm

cryosections were generated an stained with Mayers Hematoxylin (Dako) for 5
min and destained for 3 x 10 minutes in tap water. Slides were mounted using
Dako faramount aqueous mounting medium and examined using a Nikon Eclipse

TS 100 microscope documented using a Nikon coolpix 4500.

Results
The tumors from mice treated with test compound and vehicle were analyzed for
morphology by microscopic examination of hematoxylin stained cryosections.

The results are shown in Figures 3A to 3F.

Figure 3A shows a hematoxylin stained section from a tumor dissected from a
vehicle treated mouse at 10x magnification. It is to be noted that there is a relative
abundance of cells in the interior of the section as well as the relative thickness of

the uninterrupted zone of cell in the periphery of the section.
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Results The tunors frommce treated with test

conpound and vehicle were anal yzed for norphol ogy by
wWOorR@roseepi c exam nati on of hemat oxyl i n stai neBICT/GB2006/002730

cryosections The results are shown in Figures 3A to

3F. Fiqgure sho a he [0 n stai ned.section from
Figyrs 3 °W§§s AP RS éeﬁPglF &1} AR A5 eda?f

velTBE Hebde@ #hdiRE at *Gx fnﬁcrrhﬁca@i%nn% R4, R aotddnBAtEhE Selds in the
rel at1 ve abundance of cells in the interior of the
interggtoff the sestionadisplaysmotpbology aersistent mitbladerasarpinomive
uni nterrupted zone of cell in the periphery of the
section. Figure 3B shows a hematoxylin stained section

Figdut© BT ahbWAR héth86:88ihedaihsdBact ol Eint heuinoe dissetieh ism at
20k magni fication. It is _to be noted that the cells hn

vehiblg mf& mopsoft e wegnifienion sH iy lbF Pt gypt no co
SRR BRI e Rl

froma vehlcle treated nouse at 40« nagnlflcatlon. It

is to be noted that, no CCLI% dlsfjgm{ holg(g)fr
FigurrgBRathows dohemaierdipndyashsiroeyt 138 rom a
mo%b&gﬂéﬁ d@@ltﬁlﬂ? Qﬁf@aﬁ’%ﬂbi Qna?ﬁﬁlcﬁﬁ&l S?Hé 180 &1l asstty
tunor di ssect e on1a nouse treat h the Conpound

in the atert@ofiagseciiocatd tha thif teyet ofeetle HiSpWMlmgrphﬂOEﬁ & to
t f th f [
METIER AT K R

consistent wwth poorly differentiated adenocarci noma.
Fi gure 3E shows a hematoxylin stained secti on from a

FigugBE  shioseset thethatorphin wtmrseél wﬁm depmpjat Hmt;qife 1|€§?ﬁ’$§ uliemy
ol PP B 5 Rl L, B

disbRying fligotigd: ﬁﬁi}rpﬂalﬁyrﬁ tieFinfhionsf the Bedtidhdx il bernosechl ned
section froma tunor dissected froma nopuse treated

with the conpound of Conpound Y at 4O0x magnification.
Fi ee3P gi%éng) o 1111%%.15? 1 diBh Eﬁ’dlﬂ% fﬁﬁ{o? holea¥d from a

ndlc macrophage/ nonocyte in the interior of
motube neﬁecﬁ |w1th (bl mpdpoand ofi)onimuhd et A0k echgnifinagont Hene

acqum‘@%t{&a?odf' el ﬁl’é&eﬁgg?%g tou‘%ﬁgﬁl@%’e P %3#85@%%@}?%&?&6
in fhe $S855:S5F e RESLHack AR & bE ﬁ&t@@. mce as

Thus, the main finding was thus that the cell-density in the interior of the tumors
was markedly reduced in tumors dissected from test compound treated mice as
compared to tumors from vehicle treated mice. Moreover, the majority of the
cells found in the interior of the sections from the treated group displayed a
morphology inconsistent with adenocarcinoma while cells displaying
macrophage/monocyte morphology was a frequent finding. In contrast, only one
of seven tumors from the vehicle treated group showed indication of

macrophage/monocyte infiltration.

In summary, these findings show a correlation between treatment with test
compound and reduction of cancer cells in the xenograft tumors.
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conpared to tunors fromvehicle treated m ce.
Moreover, the majority of the cells found in the

w0 nioeniar3 of the sections fromthe treated groRQI/GB2006/002730

di spl ayed a norphol ogy inconsistent with
adenocarC|nona whil e cells displaying
%ﬂ@rophage/nnnocyte nor phol ogy was a frequent finding.
In contrast, only one of seven tunors fromthe vehicle
treated group showed indication of macrophage/ nonocyte
1. iAndselof p @binpoundl af femmial,y, t hese findi ngs show a
correlation between treatnent wth test conpound and
reducti on of cancer cells in the xenograft
tunors.Clains 1. 7A %s f a conmpound of formula I

wherein ﬁ%pgbﬁ%f CERs) (R 9)JIn- |; n represents 0
.1, 2 or Y sents5 C(O- -S(O 2- or =C(R
10)-; T represeﬁf’ -S- or -O; Wrepresents -NR 7-
_CR 7R 7- -NR 7C(O)R NR 7S(O)2- , -NR 7C(O NR 7- -NR
7C(O O or a bond; one OAl or A2 represents a double
whbm[ml and the ot her represents a single bond; when Al
reseﬁp? mbﬂngl e bond, A2 is a double bond and R6
"A represents a single bond, Al is a

nrggéglghgob@nzjoﬁld if present, one R7 (which is attached

hé tequi’site ring of the conpound of fornula I)
Yﬁepresdm@CO)Rl-S@hr-@seﬁI(Rm)—C(O) NR 3R2, -NR3R2, -C(O) OR2

T oA ONRIRR, - NRAC(O) CR2, - O0( O NRBR2, - NRAC( O) Re,
e , -SR2, H, alkyl, cycloalkyl,

W hebes&fty clmtw— berzwl,- aNg,can) -hetm;%()zL (AMR@@obIaR;—e,r
si X groups are optionally substltute y one or nore
—Nﬁn@@g@*sﬁélaé)@n@d fromB1l, B2, B3, B4, B5 and B6,

one{lgfsdg ;téAﬁz r%%x%%enlts a @%/uc e?gcinlg f?ﬁ%}]e ee?rgrl re% %]Psraessigﬂg bond;
when A; represents a single bond, A, is a double bond and Ry is absent;

when A, represents a single bond, A; is a double bond and, if present, one Ry
(which is attached a to the requisite ring of the compound of formula I) is absent;
R, represents —C(O)NR3R,, -NR3R,, ~C(O)OR,, -NR4C(O)NR3R,, -NR4C(O)OR,,
-OC(O)NR3Ry, -NR4C(O)R,, -OC(O)Ry , -ORy, -SRp, H, alkyl, cycloalkyl,
heterocyclyl, benzyl, aryl or heteroaryl (which latter six groups are optionally
substituted by one or more groups selected from Bl, Bz, B3, B4, B> and B6,
respectively);

R; and Rs independently represent hydrogen, alkyl, cycloalkyl, heterocyclyl,
benzyl, aryl or heteroary! (which latter six groups are optionally substituted by one
or more groups selected from B’ B, B°, B, BY and BY, respectively);

Rs, Ry, Rg and Ry independently represent hydrogen, alkyl, cycloalkyl, aryl or
benzyl (which latter four groups are optionally substituted by one or more groups
selected from B, B!, BY® and B, respectively), or heterocyclyl or heteroaryl
(which latter two groups are optionally substituted by one or more groups selected
from B and BY, respectively);
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benzyl, aryl or heteroaryl (which latter six groups
are optionally substituted by one or nore groups
waedogoted from B7, B8, B9, B10, Bll and B12 , PCT/GB2006/002730
respectively); R, R4, R6 and R7 independently
represent hydrogen, alkyl, cycloalkyl, aryl or benzyl
Rs @pf Rotirg indepandensiyr setpetsd frora hpdregen, end grybévhich datter
¥ r , ’ | gob 160 . 14, B15 and
“”gi%%5$%§6@g5%®%%9@#ﬁ§?§ﬁ%$er§%§%|yﬁ&g%aﬁg% toaryl
R whpiresbnts dtytigiged Wik gr eups] awkichdbitean@d yrospbate dpticedlipy
one oy. nore groups sel ected from B14 and Bl ,
Su‘?sa%%iw Q1O FRORE GTONRYISHES 14 TE0T R ekl erfEPRPCE I B t ed

B! fi ome hﬁ@ég@g&%ﬂy ?JS Bber@ r&?aelg{, Yid,MRkigh 'b%% ENR‘iz‘ws,gfstS

are optionally stitu b B"da and
-SifRshedi(OY@Ry) :C(R)NRieRres sBii)sNRydtiegery] onhéyioant (ahigh

T B R BT A
subsEERaCH; MRl o‘z‘}riorchérohﬁs Bl&tdaren Zglﬁlg%ﬁﬂ |§>{RI7)2819 El%éf(ﬁ%ﬁlvg)lyé
cyang, -NC2, hal o, -ORn, - , - , -Si ,
B4>—%§5§? a@ﬂg‘% , Bl&@?:l@i%& @ 53!}1811@@1’39@%}’ BoRsed Rigryl or
het | ) ch d t | )
Riy Refeiots phankiey Rt Rae furaatersy SiRSefit ek,

andne or nore groups selected fromhalo and Rn); or,
alternatively, B4, B5, B6, B10, Bl 1, B12 , B1l5 B16,

Rpash Royr Ingqpenierispenerssit| o dpyleantiopaliy sulptitutedrpy ongjos,
| iR, Rl6a, R16b, R16c and Ri 6d i ndependently

mor%e%arl%g{ggg’ Hor R; and R5 and Ri 7 i ndependently

or a pharemeattically-6ecaptaiple saptor aolahiey osa bhritantgtaly foreondl

derRL:€ qglo atons, or a pharnaceutically-acceptable salt

CIPUYBIEROE, or a pharmaceutical |y functiona

for AR MR MEre 078 el candeBf fol R FRAMAGE bLiReLf @
nedi canent for the treatnment of cancer. 2. A use as

claimed in Claim1 wherein, in the conmpound of formula
rese

> ol SNBSS § il 2

repkepitesent s - C(O) -.

3. A use as claimed in Claim 1 or Claim 2 wherein, in the compound of formula I,

Y represents -C(O)-.

4. A use as claimed in any one of the preceding claims wherein, in the compound

of formula I, Rjq represents H or alkyl.

5. A use as claimed in any one of the preceding claims wherein, in the compound
of formula I, W represents -NRy-, -NR5C(0)-, -NR7C(0)O-, -NR7C(O)NR- or
-NR7S(0),-.

6. A use as claimed in any one of the preceding claims wherein, in the compound
of formula I, Rs represents optionally substituted Ci.; alkyl, cycloalkyl or
optionally substituted phenyl or optionally substituted heteroaryl.

79



10

15

4. A use as clainmed in any one of the preceding clains
wherein, in the conpound of fornmula I, Rio represents

wohkoroal2kyl . 5. A use as clained in any one of P€TI6B2006/002730
precedi ng clainms wherein, in the conpound of fornula
I, Wrepresents -NR 7-, -NR7C(O -, -NR7C(O O,
-NR7C(O NR7- or -NR7S(O2- . 6. Ause as clained in

7. dnyseanelaified meangrone od tk[é%r@eﬁid@%lé’iﬁ@ Foftletbin, |if) ﬂfel'h%mpound

fﬁpnggﬂnd of formula I, RS represents optionally

OL OBE Rt L TSREPSeRts 3. pidsl , cycl oal kyl or optionally
substi tuted phenyl or optionally substituted
heteroaryl.7. A use as clained in any one of the

8. prscadichynal iaiany owg ef&ieslpredeging%%iﬁ@ m@mg h?fhegdéiﬂﬁéhﬁ’d

n o es s 1, or . 8. use as _clainmed in any

of %%Ulgﬁ,%%@%gigéeie@p?@ngy sgnreseiiter=calkyl or Bt he conpound
of formula I, R and R independently represent C -3
alkyl or H_ 9. Ause as clained in any one of the

9. Pruse esirlaimas) injang onhef i preceding kizimomhesi ofhefarmpalad
I epresents al kyl, .- NR3 - -SR2, -NR4AC(O R2,

of RERE PR R e ey ok, S0 DRCIO IR

-NRoS( ORIR, y -SRUTF DN ORY, e DRyRIRgaL 0P| Yo
subs ituted:Eﬁgngl.gloﬁ gﬁd%g’égkgpgfhggkﬁﬁ S%F%$5ed

hetefprry kmppenalysb¥awed pbgstyl.onal |y substituted furanyl
thi enyl or phenyl. 11. A use as clainmed in any one of

t he preceding clainms wherein, in the conpound of

10. fomseiba claim®l dr GREni AOSREBEER] kaprése esibhalS sibsBhkdd
f thé preceding

or, H. 12. A use as clained in any one 0
ﬁm%W%E%QQéH%WE?ﬁ% in the conpound of fornula I, R2
represents optionally substituted G -3 al kyl,

optionally substituted phenyl or H 13. A use as
1. clAaiusedsidhimed ionenyobnt hd the eneddiiy claphdTsvhaRes el thd N

ound faornmula I, when Wrepresents -NR 7-
COmE%WEm’g%ég{W%H%‘%?Pﬁ@em%w%@ﬁ{l H,2lylog Hal kyl or
phenyl, which latter two groups may be substitutued by

one or nore of B13 and B15, respectively.
12. A use as claimed in any one of the preceding claims wherein, in the

compound of formula I, R represents optionally substituted Ci3 alkyl, optionally
substituted phenyl or H;

13. A use as claimed in any one of the preceding claims wherein, in the
compound of formula I, when W represents -NR7- and Ry is absent, then Rg
represents H, Cy¢ alkyl or phenyl, which latter two groups may be substitutued by

one or more of B and BY?, respectively.

14. A use as claimed in any one of Claims 1 to 12 wherein, in the compound of
formula I, when W represents -NRy- and Rg is absent, then R; represents Cia
alkyl, phenyl or benzyl, all of which may be substituted by one or more B, B

and Bm, respectively.
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14. A use as clainmed in any one of Clainms 1 to 12
wherein, in the conpound of fornmula I, when W
wo epresemns s - NR7- and R is absent, then R7 repP&B6EBR®6/002730
G -3 al kyI phenyl or benzyl, all of which may be
substltut one or nore BlS B15 and B16
<HBELAS\ ngze in any qpe©f &datedithdd Whereihyin shrecrpangiafs
fﬂndwx WP EGhfhents DCRITE- GRIDRYRArREn 2UBMEndng, WhEN
OWepr esgnts e%lr en p%e’n y :Feesne%t s%ﬂldgé%q e bond.
16 A use as clalned in any one of Clains 1 to 12
rein, in e co aof for I .. wh W
S lemed s R a0 Bins 1 R T epidiniy gompound of

fom ESieh W Gpresahi th% ,Hher;léach &, Hﬁ&p&%eﬁﬂ? kdpRshehid cj_rgy
one of the precedi ng clains wherein, in the conpoun

allgt ofldrnula |, Bl to B18 | ndependent I y repr esent cyano,
NO2, halo, -ORn, -C(OOR 16, -C(ONR 16aRi 6b or -S(O
2NR16¢cR16d; and/or B4 to B6, B10 to Bl12, B15, B16 and
17B18 A ndepentamtd \in rapregest thdlpiecaingl olinkl wherddd 8in the
[ ndepeggentl r bgf esent heteroaryl or phenyl, both of
comppPEK t fe & edndspensisatly repraeat gy@(ﬁpé\l Oz, halo,
- Q use chai e (1
o e@@@fﬂ @&@M@ g S hiPerAToTheBS B”
Blwﬁgdﬂﬁdncbﬁ Sfmdepeh@enﬂy rEiir&sehEE.fﬁamﬁblstﬁ} B dhdepghdetly

A us cl a d e of the precedin
reRgysa e RET G H: PHE WONORTET O FORTRIEA B ORs Hore
grduBP Q&S Sorhl halo cﬁ;kl?’ alkyl. 20. A use as clainmed in

any one of the preceding clains wherein, in the

compound of forrmula I, Rl6a, Ri6b Rl c and R16d
or H 21. A.use

i nd d C
18| ey %ﬁtg%viﬁée%?%e 5 fe ot e SR R,

cothpeund@TPsHth DR, f Rprddms €,.; Byl drgpr esents Cl-4 al kyl
optionally substltut ed by one or nore halo atoms. 22.

A use as clainmed in any one of the preceding clains

19 W& gt BE LRTRPYR da.n9f 01{60 BM@ pl‘ecieﬁiné eél%%segvhfe{e?r{p in the
compound of formula I, Rj¢ represents H or Cy.5 alkyl.

20. A use as claimed in any one of the preceding claims wherein, in the
compound of formula I, Ryss, Ries, Rige and Ry independently represent Cio

alkyl or H.

21. A use as claimed in any one of the preceding claims wherein, in the
compound of formula I, Ry7 represents C;4 alkyl optionally substituted by one or

more halo atoms.

22. A use as claimed in any one of the preceding claims where the compound of
formula I is selected from:
5-(4-fluorobenzyl)-2-(pyridin-2-ylimino)thiazolidin-4-one;
5-(p-methylbenzyl)-2-(4-chlorophenylimino)thiazolidin-4-one;
5-(3-(trifluoromethyl)benzyl)-2-(p-tolylimino)thiazolidin-4-one;
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5-(4-fluorobenz}d)-2-(pyridin-2-ylimno)thiazolidin-4-

one;
wG2@ponerhyl benzyl ) - 2- (4- chl or ophenyl i mi no) t hi BZDGBAI0RA02730

4- one;

5- (S(ﬁﬁluﬂdnhétﬂlﬂﬁ{eﬁfﬁﬁ} NGB AT N I S e AL ! hi azol i

di n- 4-

5-(5- ("(r@uetqmqﬁtlhsdmeozuél -Dyd )S*Dpf@ﬂplheﬁ%ﬂﬁ&ﬁgfﬂ%éﬁoqblﬁﬁﬁ?ﬁhé .M no) t
| one | uoj enz

S B i 2 b e S i e

5- (S{ﬁlﬂuém&ﬂymémﬁ?aegﬁmlo?t (gﬁﬁlgrgt@gxy phenyl i m no)

one; uor onet

iazolidin
=@ 5‘@@?@%’? egy]@ﬁﬁ@mﬁl-(pfﬁrrfhyotdmah}zibbedzﬂ)tﬁrammm-z =dn3;
23 A-chab 6991@9{}%5 Sl o R )tLlagecﬁ}dTg-ldf)o%%nzyl !

hi azol |

5- <3z<ttlﬂumromediyl)bemnemw-toummoﬁs Lttt bHAR IR ) benz
N- (é (%%hl azol i
Tinpyom Eﬁwrw )vb@thwol)mzmmm)w-cmmmﬁmm hy

5-(3-
e DDl BlS Py oa Beinetizesbicinat oper- y
phepj’léeﬁ:ye()r-l ombiby Dbeayidri@etiiazolidin-2-ylidenecarbamate:

5. (4 gf%o)%r{hﬁ %‘ﬁﬁ ?ﬁ?ﬁqﬁ‘%%g) zyl) - Il-( A_fonchl or ophenyl ) sul f on

S-(4amétB lidin-2-ylid
<negfag>€>tavggz§étw -ONBhdY] ﬁqﬁfdwézzﬁcﬁn%@ﬁ hggol i din-2-ylide

2-(polylimipg) HoRBesRdnBhiagdlidiR4{opet ol vl i t ni no) t hi azol i di n- 4-

one;
5- (4- met hoxyphenet hyl ) - 2- (phenyl i m no) t hi azol i di n-4-on

23. e, Aamde 2o eidipley| idv ORI S2PheRgkhy! L0 820 I%ugldn _one.
T%as clainmed in Caim?22 wherern econp

(trlﬂ]ugrogle(}y) enzyl)-2-(4-chlorophenylimino)thiazolidin-4-one.
(trifluoromethyl)benzyl)-2-(4-chl orophenylim no)thiazo
lidin-4-one. 24. A use as clainmed in any one of the

24, ﬁrl@@@dlcmn@d i sy ma&ff@h@p&t@in&?&ﬁi%s herbh hd Barfe al g £

the o f(]) % gjast,E or. the prostate A conpound o or nu
P1ORs g EFSee hapteone of Alaims 1 to 22 but in whi ch
Y represents -S(O -, or a pharmaceutically-acceptable
salt or solvate, or a pharmaceutically functional

25. depompaundeott foonelef], aspdafmledi en:i ah@he WIeTains ERE €38Rk Sn
nts - - a) Al represents a

which 3 {ﬁp}@%ond 8{)?@ %rmageléw HaﬁePFBébr%ﬁmtSQItheenyh

pharthiventi¢dlly RneleRs] ALV
. \&H esents met hyl and (|ﬂF‘e)%§dI§6 oes noﬁpﬁgﬁﬁsreemesems

GientdiR7rend: epr esent met hyl ; and
(@) Aj represents a double bond, n represents 0 and R, represents phenyl,

then (i) Rs does not represent phenyl when R represents methyl and (i1) Rg
does not represent phenyl when R represent methyl; and
(b) A, represents a double bond, n represents 1, Ry, Ry, Rg and Ry all

represent H, then Rs does not represent 3-chlorobenzyl.

26. A compound as defined in Claim 25, or a pharmaceutically-acceptable salt or
solvate, or a pharmaceutically functional derivative thereof, for use as a
pharmaceutical.
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(b) A represents a double bond, n represents 1, R,
R7, Rs and R all represent H then R5 does not

wo epresens 3-chl orobenzyl. 26. A conpound as dedT/68e006/02730
Claim 25, or a pharmaceutically-acceptable salt or
sol vate, or a pharmaceutically functional derivative
thereof, for use as a pharnaceutical.27. A

27.P LGal '

s B R R )

or 8 @hammcelﬂinhl\laaa@,eptable aalploa Baiiaaie udirl a:p]hdnyxaéﬁmncall}oﬁmbtional
der.i v |ve t. her eof H

e ARt A b i S EGoselly Gepsnusie giuvan

dilGk bt @hrier28. A nmethod of treatnent of cancer, which
nmet hod conprises the adm nistration of an effective
anount of a corrpound of formula | as defined in any
gone of

28 phaf'mdle %?4 c%\q §Pa e@gpf) gb‘fag‘b%glrvﬁigp Tty somprisg the

adrthastiAB6e of hiE affbtive Lincuho BBk coppbval oviriiariesf defireddn
patient in need of such treatnent. 29. A_conbination

anyhensaefctlamanhia 23 Ag2S, OAR Pheareiesdinelly srcapibiusad or sebvate,
f
or B kpREeu Bl ERE S B el £ 3 Blicttin o™ such
tre:ﬁhﬁmrmceut ically funct i onal derivative thereof; and
(B) anot her therapeutic agent useful in the treatnent
of cancer, wherein each of conmponents (A) and (B) is
29fRfc'61ﬂb§{a%9n Efbdﬂ& ot gW' th a .
phar maceut | ept abl e adj uvant, diluent or
Ay & cempo8d. of,&)mum)[ nadafondpt amm«me ofsCleinas 23 or Z5,arm
29 whi.ch co es a ceut| f or mul g tion Gieall
R e SR R B R s
onefpktiédaHdBvativé theddf; %d25 or a
phar neceut i cal | y-acceptabl e salt or solvate, or a
fBarnealess tharansiitiy ageanhutefig na fhedeeetoet o eanchier eof ;
: th t f
I8 085, LRELARSHOL RORNE (4PSl ol bl RLABL i o
phatinlattaifitalr a&aptalble adjuvant, diluent or carrier.

30. A combination product as claimed in Claim 29 which comprises a
pharmaceutical formulation including a compound of formula I as defined in any
one of Claims 1 to 23 or 25, or a pharmaceutically-acceptable salt or solvate, or a
pharmaceutically functional derivative thereof; another therapeutic agent useful in
the treatment of cancer; and a pharmaceutically-acceptable adjuvant, diluent or

carrier.

31. A combination product as claimed in Claim 29, which comprises a kit of parts
comprising components:

(a) a pharmaceutical formulation including a compound of formula I as

defined in any one of Claims 1 to 23 or 25, or a pharmaceutically-

acceptable salt or solvate, or a pharmaceutically functional derivative
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31. A conbination product as clainmed in Caim 29,

whi ch conprises a kit of parts conprising conponents:
w@ 2007a1@2har maceut i cal fornmul ation including a PORE82006/002730

of formula | as defined in any one of Clains 1 to 23

or 25, or a pharmaceutical |l yacceptable salt_ or .

sol irenf, mradmipnmwﬂce@hmmwwaﬁmme@wme adjuvant, diluent

derivati.vet hereof, in adm xture with a

phaPhEEEdri ‘gl | y-accept abl e adj uvant, diluent or

Cay) I Iﬁﬁ!éim@@ﬁ’tidabforﬁluﬁﬁaﬁ m&uﬂg Qvlthel diarageatic agent useful in

i ncl udi ng anot her therapeutic agent useful, i [1 t he

{1 eAReSPAIION: GagREETT FAGRINIEY HHE Appdigceutically-acteptable

phar t . - pt abl e adj uvant, diluent or

car ra?@&%m%ﬁ%# %rocﬁ'%geg’ent s (a) and (b) are each
witloeomechents @) faod ifb) hateatls psanidelbinea ffom Ariin iswitabde ifem

in _conjunction with.the ot her.
admlmstrat{on 1n conjunction w1‘51 tﬁe otther.
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