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USE OF THI AZOLE DERI VATI VES AND ANALOGUES I N DI SORDERS
CAUSED BY FREE FATTY ACIDS Field of the Invention This
WO pwe1i28n rel ates to a novel pharmaceuti cal UBET/GB2006/002743
certain conpounds. In particular, this invention
relates to the use of such conpounds as nodul ators
USK, QF THESZPhEi BERDY AFTVES AND ANADHOGUESSIN PERORDERS

i nt of hyperinsulinem a and
CA%%@?@@E%%gfﬁéﬁggggackgr ound and Prior Art
El evated FFAs and hyperinsulinem a (hypersecretion of
i nsulin) represent new targets for treatnent of

‘Fiel‘é)%@ietlwf}”é‘loat ed di sorders/ nmetabolic syndrone. The

nmet abol i ¢ syndrone has becone increasingly common, and

affects an estimated 47 mllion adults in the US
Thisalhvendion Teietes yndrmvel pearalhesugictlensezeftcepyinacanphindat ilan

.of tabolic risk factors such as central opesity,
pert e R CE SIS UGS OF P60 BRSO 2 Preddacars (uch
as iAIEABHEERBE GreRl fAHyUEASE (FPAS) BhANRErefoll SnSHRALENBEhE of

al so characteri Sed by hyperinsulinema, a
hypepingilineorrat iassostagadeconditiohs bl ood, and a

proi nflammatory state. Underlying causes of netabolic

syndrone include obesity, physical inactivity and

Backigoehd gnd PEbPRst Sufferers are at an increased risk of
coronary heart disease and other diseases related to

the build up of plaques in artery walls, for exanple

Elevaikl ¥ ﬁlﬁg‘}g)%g{lgslml&gﬁaf H{ﬁ%rgg%@ﬁ&s Gf mgdi{%/geg;ﬁgsgnt new

I abet es. common ne

targeth e asementtofl oaedifygblatadalistedsr e mictmboks terdioraeunt ri es,
with nore than 170 million people currently affected
by type 2 diabetes. It is a chronic, presently

The IRGMAB! %ngfo%f@?fﬁ?] andosuf ﬁl@fe§§iin%$’a&ﬁnﬁoﬁ,i ahq riiﬁ%ts“an

_devel oping l'ife threatening co ications as t
estingitesletismilporoghhis Se she TRelaneerHld syodsinet is charattetiyedby a

di abet Lts . licati Is h .Over 300 .
comffitRoRt RBTCuder GRPIE U o U GESPE OGRSy

dyslibRiasla, hypettéisih, PRGREE BatBtke" 88 ﬁéld@cﬁ,e amtAv@h¥ei ghthe

ot h problens are associated with el evated FFAs and

syncyseis Ao AbpTasieriaedabid hypevinselémemia 4 notsabdtic setd imthe
blood, %Rk gtpﬁorlql‘ff?anﬁﬂgtbrf sr’Eatte.h €

Underlying causes of metabolic syndrome include obesity, physical inactivity and
genetic factors. Sufferers are at an increased risk of coronary heart disease and
other diseases related to the build up of plaques in artery walls, for example

stroke, peripheral vascular disease and type 2 diabetes.

Diabetes is the most common metabolic disease with a high incidence in western
couritries, with more than 170 million people currently affected by type 2 diabetes.
It is a chronic, presently incurable disease and sufferers have a high risk of
developing life threatening complications as the disease progresses. The overall

cost to society of diabetes and its complications is huge.
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wor st case, the devel opnent of di abetes (approximtely
80 percent of all adult diabetics are overweight),
woredoaooi28c syndrome, fatty |iver and/or other PCT/GB2006/002743
conditions or diseases. Thus, to a | arge extent,
b QB AN
Ova:ge errgpdggé%'gé lggggfs aoghggga II% §E%%§:1bﬂhon
peoplb Bélhg tegatied anowdragighal Bd)tihq:mdbbtem axsf aspmiat@imfsh wlevhtedne
nore, of these condit.ions. ulin is. bo of.ent
FFAs g REPREIDEHECBDH PR AP e mSPlﬂ%WSIF%ﬂ %@ ?%%h
worst &dabdISHé | g&%?ﬂdﬁhéﬁ of RRAERY t(app?oﬁﬁﬁﬁel;t 80N EHE br a8l adult
inpaire cose tol erance, earl é ype 2
d1abemsaamebwwexght)ymytsb®1@ owdropnes yiafth bres aaWQr Nh,@h é@l“r?é’frlo@
g di sease. Evidence is accunul ating that
Or A15ER%K%ri nsul i nenia plays a major role in the devel opnent

of these diseases. El evated pl asna FFAs stinmul ate
pancreatic b-cells and is one cause

Thus hty perigasEienh ehesiy, Motbelic amerme At dlﬁ%‘ﬁ%ﬁ ge dateprglaipd
and tﬁerg R g %ﬁﬁgntfapgﬁe%t Fulato éﬂarﬁ{ag(ﬁgélcﬁytrga'f 19&”01‘.* gﬁﬂ:'n'tﬁ
Secretion ny eretrore represent-a novel therapeutic
vnﬂuﬁhkﬁbﬁgyaﬁﬁa&kﬁﬁmﬁon&prevent di sorders caused by,
linked to, or contributed to by, hyperinsulinema. A
possi bl e mechani smthat may underpin the cause of the
Insuhg \éetgd?lﬁ’giegk?teﬁf hct}}ﬁ%ﬁé | A8 Uk DRMtR G t @F N8 Mo oBdsity,
asma may” be expl ai ned by Steneberg et
hyperaisu(uﬂﬁﬁlﬁ)xs a@wentmtmditmmsm a9 45pIBE, SlwpiseHokspet s

TN N LR Ty e TR,

Ewda%é h@ ORRGURARE 8% hoRAiRdlitethidll FBAY @S maforMboels einmybant
| acki ng t he 40 receptor was protected fromthe

develdgpyeioe thefthdipeas¢ss no di sclosure in this document of
nmedi canents that nmay antagoni ze FFAs. Anot her FFA
receptor, GPRI 20, is expressed abundantly in a
ElevaY@ i#4shaOfFFlAlsS §ﬂﬂﬁ§],ateea@ﬁ@ﬁc§dd V3-tdle iandl est ional cdusacof
The 'stimul ation of GPRI 20 by FFAs pronotes
hypetitsobewniet Aomeditangprpthat mﬁuﬂaﬁ%&(@a& SepPEFSes) gt W@ulatory
see,. Hi r H
effectsgyé 35117@4 IgHlin ge¢ ?t? n%%#etrﬁgr&foég Q@reseyﬁglﬁ? Nﬁl@i eﬂﬁc
stratefr® Ptd%re@ff ordpraﬂﬁﬂt disoadepe edustd by etiniee to, or contnbuted to by,

hyperinsulinemia.

A possible mechanism that may underpin the cause of the development of
hyperinsulinemia after exposure of elevated plasma FFAs may be explained by
Steneberg et al (2005), Cell Metabolism, 1, 245-258, which reports a study under
high fat dietary conditions, and suggests that GPR40 may play a pivotal role in the
pathogenic process leading to diabetes. A mouse mutant lacking the GPR40
receptor was protected from the disease. There is no disclosure in this document

of medicaments that may antagonize FFAs.

Another FFA receptor, GPR120, is expressed abundantly in a variety of tissues,
especially the intestinal tract. The stimulation of GPR120 by FFAs promotes the
| 2
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hyperinsulinem a, e.g. by inhibiting the FFA nedi at ed
stinmul atory effect on b- cells: (a) insulin

w@e@reiagogues, such as sul phonyl ureas sti nul ap€r/6GBR006/002743
the insulin secretion step; (b) netformn mainly acts

n gl roduction.fromthe J.iver; .cé er 0xj.sqpe
seorfihgott G B i D epses iy B0 tomlin (CPRARSEYE 26 6n1 205,
NatsdWdasnd, Be, d0hd4zol i di nedi ones, enhance insulin

action; and (d) a-glucosidase inhibitors interfere
with gut glucose production. Al of these therapies
f.adl: .est. progr L.an t i S d
No eicind ThBAHES irpP (00 BRI g O SRBREVEP RS Mg
hypsineplireutis efglehy ddbiphd cat FPASnedheé stigtbndry tefReaph €5
for the treatnment of type 2 diabetes have limtations.
cellfor exanpl e, exenatide needs to be adnini stered by
DM ANEAEo BLECL . 7 ity
B e B e s A i AR S AR b Sl
t r satmeot stgf; t ype 2 di abetes are known to give rise to
desirable side effects. For exapple, jnsulin
Ol ardtormiyeBhusie Thalireh Profuater BRS ey Rause
Y RRELGARMR1iBRsoME B hied dBEdptor RALHTENE 5) HBhifb SRich as
ecome unresponsive to insulin secretagogues over
ti rfee thiggpfidinedipnesnehhanceghsidivsictiesaninhi bi t ors of t en
] .0t est i nal probl e and PPAR-g agoni sts
R b SRR oS B R e RO A e
Exenatide is also reported to cause nausea and
vogiti ng. Wth the epidemc¢ increase in gbesity in
All ofdaess therapies BiltoaRepterpEeshirn plgbn diserseaind cpyesitiang. alfeed
: Vi i [ [ L.th the aimto
il GRoBFIRE MOl ARONAD P ShicBhad Gapitdinl.
hyperi nsulinem a w t hout causi ng hyperglycem a and
di abetes. Further, there i.s a clear need for new drugs
Mors FqtRmBEigBIS? o (1 TeUERILRAFBE § BEelET Beve Lmnamns. or
exan§1é, @&k RatiRINENS ) Be AURNtSY B QAR utREER) inf 2ti00 @n@lisbhe
nost common endocrine disorders in the human,
has sigrhgacstalgtyspprteotiingt. el y 10% of wonen of reproductive
age. The syndrone is associated with a w de range of
endocrine and netabolic
Furthermore, existing therapies for the treatment of type 2 diabetes are known to

give rise to undesirable side effects. For example, insulin secretagogues and
insulin injections may cause hypoglycaemia and weight gain. Patients may also
become unresponsive to insulin secretagogues over time. Metformin and o-
glucosidase inhibitors often lead to gastrointestinal problems and PPAR~y agonists
tend to cause increased weight gain and oedema. Exenatide is also reported to

cause nausea and vomiting.

With the epidemic increase in obesity in western sociéty there is an urgent unmet
clinical need to develop novel innovative strategies with the aim to suppress the
detrimental effects of FFAs and hyperinsulinemia without causing hyperglycemia
and diabetes. Further, there is a clear need for new drugs with a superior effect

and/or less side effects.
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abnormalities, including insulin resistance (see
Ehrmann et al (2006), J Cin Endocrinol Metah, Jan
w®1qo1)p10248- 53) . PCOS patients are typically  PCT/GB2006/002743
hyperinsulinem c and insulin resistant.
Hyperinsul i nem a may contri bute to hyperandrogenic,
anovul atory dysfunction via a nultitude of ways. In
Poly¥ktid @vaRdsyndrothy C(E@US} | §Soreliggand rhéwat cdnmaoi i endocrine
~~Synergizes with LHto pronote agdrggen pro uctlon.bey
disordéve srafhe dwintas, affpeiing approxEmEly sl OYe 95 FYoR) o HREILCTHY

x hor ona. bindi ] LR ARSHBELSIRE
s S IRUERES; ARGl LR BB rerp SR e RS B
abno@dliﬁ;ls%,ig;au@ilmb 11151&158 r&Branct r(sekl Elmmnalzﬂar trsald(20948%e/ (A) |

ongi t udi nal _studi es have. est ed.a, strong. .
EndogigeiciMeinon {fnt Wlﬁibepgﬁgbl i ngﬁdags B %l %ﬁ%ﬁlﬂg i's
|.a . . i "i @l@lﬂhﬂﬂﬁalrﬂa iribute 1 .
hypequrﬁe&n@?{/ﬁrc e%@?édﬁ élgg%%itg%i ggﬁ&egs,_ bSt not };gogl_élcluieneo in
hypenhtieperdognovilstersddysiinetion Thasnulfifde of Hes-i Herira apd in

. associated w,th.a higher risk i '
vivo 5BisSy SugeRY m}iaﬂ IR TR AR 2 Vl%[é gﬁs g@ gpﬁ g@gjfes ﬂggfog e
prod&Pios tH'St tHe81 BB C RIS ithibitsnkepatt werthedly pérsenshadninoseri a
~and AD (Wi and Fol stein (2006), Neurobi g&\{c%%{? aé
bindiagighapplin.7therebp-ingeysingrive Jresrpophafl aadjpaens # ALMh i n
d a Ld-o.b ptide, a short peptide found in

Humg{%@eoﬁcgh?’rﬁélpggﬁgéﬁéﬁi Evi dence suggests t hat

hyperinsulinem a may el evate Ab through insulin's

" conpetition wwth the latter for. insulin-deqradin

In Adghelis's FoPARRL (AR oRTRBEREH | BIIF DRV CHABNEED hATCRE
assocﬁ%[&)%xa (Rl ?xﬁgérﬁﬂﬁﬁﬁé?ﬁﬁy | afrgdl h@tline@P e SARS Srefutd® Yo Shep

he pathogenesi s of neurodegenerative di seases.
signiRcanndedling ip erdnpirerelbted meghitive storasubaitnogio declpgiedp pther
| ncreased ipsulin receptor .tyrosin osphor .yt at |
comife SgBATC I PYa eI R Fatanah T ERERL AR D
and RRRSPRRLdEheY i nositol (PI) 3-kinase pathway activation
and dose-dependent tau phosphorylation at Ser(202) in
the central nervous systemin an insulin

recept or dependent manner, T . peri LY ihRisected
Insu]i“ﬁg?ﬂ%iuﬁn% FIEZQ’&‘? gls? APEers 'Y Ogl%%tru% %ng%gg@ausels r a%? d
hypesig&Bhela ddasAD (WeeaRpFalsteini (3008), Neanbdthiog) ofhdging, 27,

reveal ing an additional |ink between h Xe” nsgl i nem a
190-39%). Abisrcogwye Aegraddsdoth insulin and amyloid-p 2/ B) peptide, a short
peptide found in excess in the AD brain. Evidence suggests that hyperinsulinemia
may elevate AP through insulin’s competition with the latter for insulin-degrading
enzyme. Formation of neurofibrillary tangles, which contain hyperphosphorylated
tau, represents a key step in the pathogenesis of neurodegenerative diseases.
Promoting peripheral insulin stimulation, rapidly increased insulin receptor
tyrosine  phosphorylation,  mitogen-activated ~ protein  kinase and
phosphatidylinositol (PI) 3-kinase pathway activation, and dose-dependent tau
phosphorylation at Ser(202) in the central nervous system in an insulin receptor-

dependent manner.
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Studi es on patients suffering from System ¢ Lupus
Er yt hemat osus (SLE) have shown that these patients

whawe/osizgni fi cantly higher fasting insulin | evRCBEGB2006/002743

conpared to healthy controls. They al so have i ncreased

i sk. of . cor.o art. d' ease (
Thusafltﬂﬂmef@% |1%F%%%¥Wﬁflh‘§§re€1 %ﬁgStsé%D‘%r?ﬁsq%@agé‘%?g Hpid
oereb%ﬂx@ﬂiﬂ reBdptér 42R0Ehnstubiel) rdatealing aaudddBonablinb Betviklns,
yperlnsullnenla may be a treatabl e risk factor in
hyperipgplingmadbend neupafgeICHHONi ¢ SLE patients. Recent studies
on netabolic syndrone in patients with chronic ki dney
di sease suggest that insulin resistance and
Studiddy@e phtiatd sutiming faore Sysceperident Fyythesaosust 6d-Hji kdvean

i ncreased preval ence_of t e d| ease [nsul in per.s
shown it Brsastientt Reven gnrer i EHT BroneLshl el sPreiiy
to heaﬁtﬂz RERIUGHED le@ﬁax‘gaihf:ﬂeése@rr&k oF B@ronﬁfg Gedt 8Reski(THIAL €S

expression growt h factors such as IG-1_and
whlchﬁ@ﬁemuy hx;ﬂalacdaby ﬁmlaseld GHD nisk &gtons, Magrdi pbeidE0eo)
roc esﬂl,n lns lin al t
T Ry 3 ape SRE: st peraheye Bl e L B RRE

factor% A48 SAna dhbbesm OES agbmb. Relchs. snlrﬂiae bh nﬁethbdimm a
al so increases |evels of endothelin-1 and is

syndreigs 6 [pame@@s withiebromée Eiier deRegapgest §1%aﬂ dasylin rgsistance

c oncl I
ot Q0L AU, Ay IO ST el ety
of the @&wake. dnsg@sRr € cgh pohranihe preifetatibmbf messngda rcalﬁs ahids

d Ruil 2006) 232- 244
the pRRgERI0 %gﬁo@e@msmﬁ\&? al3p R e O (AP 50RO Ry
factmg %&Fo é ggﬁﬂh gﬁ‘@t’l‘@ﬁ,o?ﬁﬁ he userel hheis Hﬁ‘&*sﬁbrotlc

ereini e treatnent of diabetes.
procedsed G8, @pBropaiy. UBasdliﬁ%soO&ﬁenﬂebrss: mathe thensystenzic %AS an

hi azql i di nones v re | "9 ment |
Peméﬁ%@eé?@%ﬁe%f&?hlggmf %ﬁ m?ﬁb LaP8 §H%a§gﬁutgzhln
Hypeflﬂﬁlhﬁemﬁoﬁ‘scs I QeasiO1&R05 60 2AGRR:1 I B Gh@Sie Saskavtigbd abitia
hi azol i di nones (which are ultimately substitut ed W th

mcre@ed:mldapm) |s§r¢SSgﬁt®@pylclt1$iam, Tedyctivn efs BYrprinsHinegac levels

{ e r O or
may bt G BE P s MR oo Prit RO RUE piokShfe el iRt (o2,
chronid@nS-fH0FE 104 M Arddl Ih@llc@feQQ@ﬁﬂ)yAm Jiepbrad sty R32a244).

partlcularly, aryl group, either directly or via an
al kyl ene Iinker group. EP 1 559 422 discl oses a huge

US 126574¢ d%gloge%%gp 995 tﬁiQfohldﬁfoniaQ ﬁ@@e&e&ﬁﬁéﬁ‘?pho Hention of

the use of the compounds disclosed therein in the treatment of diabetes.

US 4,103,018 and US 4,665,083 disclose infer alia thiazolidinones. However,
there is no mention or suggestion of thiazolidinones that are substituted in the 5-
position.

WO 2005/051890 discloses inter alia thiazolidinones (which are ultimately
substituted with a cyclopropyl group) that may be useful in the freatment of

diabetes. However, there is no mention or suggestion of thiazolidinones that are
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inter alia diabetes. However, this docunent does not
appear to relate to thiazolidinones. US patent

wa@ppriooesi on US 2006/ 0089351 di scl oses vari ousPCT/GB2006/002743

benzot bi azol e derivatives as neuropeptide Y receptor
sts, and therefore

ant agonj , of use in the tre nt. of
subst e 1 105 SoiaEie. Wit BEIErRRF Shatt et She i 24 i o
group? QR4 QRQA6800:d)i5 54 ARFEndliMAS brdu@nge of heterocyclic

conpounds "as nodul ators of nuclear receptors.

I nternational patent applications WO 2005/ 075471 and

2005/.1 . 16002 discl 0se. | i is Wl
EP 130 (0010t Aamibe Tatndt o iliad h kD B H LekRRess
inter OgIiYy Qi HBRPAS Blokwep&, thisndbdantear sloeHmoe vappeart erelates tno
. teaching towards such thiazolidinones or
thiazelidinefiepdi nones that are each substituted at the
5-position with a heterocyclyl, heteroaryl or,
particularly, aryl group, either directly or via an
US ahteyd expelitdtiok e USyraf0p/008@3 Havdsalanas svarus s baeojhieznled
. conpounds that_ are able tao nodul at e. g.antagani.ze)
derivefiyes < BRYFGREBTF gf P@%Rt%ﬁf%ﬁ%sb‘l%r?n eﬁgFreg’F%ﬂ@f“g? é{‘]i%‘ﬁ
treatMBR b BEhEishlicAN RESMHioHS! fiflerd aBYHGFoRE@S2006£020680
cell Tine (MDA-MB-231). The assay is conducted in_ the
disclpresservest wingt i afohaerpeyddici ebmmuvade RypoaRdatormyp! tisiear
ossess a surprisingly beneficial inhibitory effect
TeCPMd may act as FFA nodul ators. Disclosure of the
I nvention According to a first enbodi nent of the

invention there is provided a use .0
Interpasional patent Applsatony WRet A R4 75204 ﬁ{ﬁ BNET DR il
inter( € - LEEERIEL %] Qﬁ%' rbwblﬁii?d'hebs £ 11B- 1 dxy3eanid R

an are"as defined hereinafter); T represents -S-;
dehydrogepisesepd $ inGbiB)rs. oowe(er]) there is no teaching towards such
thiazolidinones or oxazolidinones that are each substituted at the 5-position with a
heterocyclyl, heteroaryl or, particularly, aryl group, either directly or via an

alkylene linker group.

We have now surprisingly found compounds that are able to modulate (e.g.
antagonize) the stimulatory effect of FFAs on cell proliferation when tested in an
assay using a human breast cancer cell line (MDA-MB-231). The assay is
conducted in the presence of linolenic acid. The compounds may thus possess a

surprisingly beneficial inhibitory effect and may act as FFA modulators.
Disclosure of the Invention

According to a first embodiment of the invention there is provided a use of a

compound of formula I,
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Wrepresents -NR -; one of A] or A represents a double
bond and the other represents a single bond; when A
WO epresest s a single bond, A2 is a doubl e bondPErdBR06H02743
absent; when A2 represents a single bond, Al is a
doubl e bond and R7 is absent; R represents
het erocyclyl, 13 IAoW\heteroaryI (V\'hi ch groups are
opti onERj/y supstifyt ed By one or nore groups sel ected
from B4, B5 and- 3 respectively); RS represents
hydr ogen, al kyl, cl oal kyl, heterocyclyl, benzyl,
aryl or heteroaryl §which latter six groups are
optionally substituted by one or nore groups sel ected
Whef?lgom B7, B8, B9, B10, B11l and B12 , respectively); R
Xis ﬂ@deﬁoxla%ﬂqag.em(ky)ak@m peehith hyid 0.0genor SadndyRg and Ro
cycloal kyl or benzyl (which latter three groups are
are asgisfinethb¢reipaliemst i t ut ed by one or nore groups sel ected
fr Bl13, Bl14 and B16, respectively); B4 to Bl4 and
Trepgf%ﬂ%ssé’appl i cabl e) independently represent cyano,
Y reprd¥eits —0e0p,or =ORH)-; -NR 2R 3, -SR 14, -Si (R 15)3,
-C(OOR.16, -C(ONR 6aRi6b, -S(O 2NR 6cRi 6d aryl or
W repge8FoRyT (which aryl and heteroaryl groups are
one ok Re TR &L, ?}%?es@ﬁfs'a%ﬁtﬂe%oﬁ@ gnd fhd SRR eRiskits ahsld bortded by

one or e groups selected fromhalo and R 7); or,
whenal trepresgrits/ebingle Bond, B, is Bgowie bomt and Bip absenil 6 (as

appl i cabl e) .i ndependent | v r : R12, Ri 3,
whergFePir BT BAEF TR g * AR RO SH AN eR ety
R; réfB5RBECReldcptlyR aryRob iandoddyl/ (Whithpgrudentdry optionally

rrepresent, on each occasi gn whgn sUse ¢herein, C& 6
substiitks by ope Pomard groepssierted fiom By Borigd &t - 1vspestkely

at o I h C ' - S 1
Rs st oGt THE LR AR, BeReS PRk ap s gl hctarent
(whidhhiefi@adix gfoaps hiveopiemlfyambatitated byaneedinveemgmups oelectheé

treat ngnt, of ;a di sprder or &ondl tion caused by, |inked
from @, BoB dont B BOE& - ESPRVEREAS. 1t is preferred that,

lREE | Qi eloRltyt 6r béeryRb@hieh
R o g O b oot <
latter-tl{e@)groupRare eqgices by substifutedny oxd gr rRerergIprRssEHRcted from

BY, Eh%g %QJ, %és%éc]fgvlgg&t -2-yl, then:

B* to B and B'® (as applicable) independently represent cyano, -NO, halo,
-ORy1, NR1oRy3, -SRys, -Si(R1s)s, C(O)OR16, -C(O)NRisaR16b, -S(O)NRiseR16a,
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,

B*, B%, BS, B!, B, B”? or B'® (as applicable) independently represent Riz;

Ry1, Riz, Ris, Rus, Ris, Rigas Risss Rise and Rysq independently represent H or Ryz;
R;s and Ry7 independently represent, on each occasion when used herein, Cig

alkyl optionally substituted by one or more halo atoms,



(a) when X represents a bond (e.g. when X represents
-[CR Rg]n- i which n represents 0), Rl does not
WO epresest an unsubstituted phenyl group; (b) REEGB2006/002743
represents -CH -, then Ri does not represent a 4-
hydr oxyphenyl group; (ii) R5 represents nethyl
or agibsddctwtically-bycepiableodatorsolviateg or & phantacentchlly fénttiahily |
group) and X represents a bond, then R does not
deriyatiyp » a 2- hydroxyphenyl group; (iii) R5 represents
for Y HARSRIN oD Hle&cﬁﬁl@ﬁteﬁ)? m&rea@h‘e& “of ol 16RAE or QBRI
represent 1 mdazol-4-yl, indol-3-yl, 4-hydroxyphenyl
caused bg-lmked thy br cqritibutebiorpFBaent s cycl ooctyl and X
represents -CH 2-, then R does not represent
4- hydr oxyphenyl; (v) X represents a bond and Ri
It is! REfASE RS, & et QiR IRy [T Leadihe fohee fMovelars:
not represent a 2-fluoro-, 2-chloro- or 2-methyl phenyl
embggimept of(the Mnvanticap mber IVt rspeseris ni(@hdR Feprspa Ee ﬁ@‘g
f then R5 does not represent
(I)R'S éﬁ% eﬁtgiégcg& Fjglﬁﬁj ﬁ%nyl group; (vii) X
r e@@ﬂﬁﬂﬁsre@r@aﬂd aaﬂdd R.g.rvépn &5 espkssents —[CRgRo],- in which
ferf-butyl - r|d|nyl-lcarboxylate oup, then R5
do@§el?¥6%emisé)@’r nol SSFYFReRy Sth‘?qgli’})enXI $8PPesent s
or ?@ygfléFdXRﬁeﬁI%%éﬁger@ 2_a then[ Ry does not represe t a 4-

group, then oes not
reby@semmaﬂigwmmbstltuted phenyl group; (|x) X

) B Pt oew S gted o S RRROR e b rEaine O Akt
group) BhdIOr epRaBmt ja Kond, TheneRf ee&nﬂo% refsebbedt aazlﬂy&%xyphenyl

fepresents unsubstifuted phenyl, then R does not
growpepr esent benzi m dazol - 2 yI or

a0 5 Whetee TR a1 ORI

imidabéat-§; indele3-yl) qlh}fd@c&{@herﬁtl obsmgiigyidazol - 2-yl . It is
al so preferred that,_in the cﬂgﬁound of fornula I
Xtreewaf@éﬁ

(iv) Ecé%nreﬁea@ cyglopgtal fud -, Bendhedqes ehsrsgsent
4-h epr esents -C(O) R7 represents H5 X
rep ts - - and

) X represents a bond and Ry represents a 4-tetrahydropyranyl group, then Rs
does not represent a 2-fluoro-, 2-chloro- or 2-methylphenyl group;

(vi) X represents a bond and R; represents a 3-tetrahydrofuranyl group, then Rs
does not represent a 2-fluoro- or 2-chlorophenyl group;

(vii) X represents a bond and R; represents a fert-butyl-4-piperidinyl-1-
carboxylate group, then Rs does not represent 2-chlorophenyl;

(viii) X represents a bond and Rs represents a tricyclo[3.3.1.1~3,7~]dec-1-yl
group, then R; does not represent an unsubstituted phenyl group;

(ix) X represents a bond and Rs represents ethyl substituted at the 1-position by B’
in which B” represents 4-fluorophenyl;

(x) X represents —CHp- and Rjs represents unsubstituted phenyl, then R; does not
represent benzimidazol-2-yl or 1-methylbenzimidazol-2-yl; and

(xi) X represents —-CH,- and Rs represents methyl substituted by cyclohexyl, then
R; does not represent benzimidazol-2-yl.
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(a) RS represents bicyclo[2.2.1]hept-2-yl, then R does

not represent 4- hydroxyphenyl; (b) R represents
weyowrohept yl , then R does not represent PCT/GB2006/002743

3, 4-di hydr oxyphenyl; (c) Rl represents

[ 5- (2-chl orophenyl)-1, 3, 4-oxadi azol -2-yl], then R5

does not represent 2-fl uorophenyl,

It 1stdlécf3}5&|féi"re[d3th§t In OQpd 'ch})hep %\fgﬂnimu%a§ a@cordmg to the first

trinmet bi cyél o[ 3.
emb@ri@ynﬂ O%/ he2invgitiopt whep|Y Ifapljesd%is +e(PesBntrspresents H, X
dazol -2-yl, then R5 does not represent
repre%gpr‘]c )?‘Pg cycl oheptyl or bicyclo-[2.2.1] hept-2-yl;
(a) R@) re'BiesEﬁEJr Bisfdb6[2.1. 1 1BeRENFOX BRA! R@ Mbesd ntohefé f%'éergtoeks
not represent unsubst i t ut ed phenyl or cycl oheptyl and
hYdr@FS)P rlr epresents |, 3-benzot hi azol -2-yl, then R5 does

t
s e I ey RSN R
© Rp répresehisr B (ZGaiﬂmdphr@m) 103 4tdxed1azmen5ﬂ] OthenVREMo¥s not
esent S,_ - Q}E@ represents unsubstituted benzyl
repree met Hyffuasemisarh ut edtrWC]@f{étj’b]S@TSt Ut! é@n‘BWéﬂyl ), 2.fp-

Al 5.1.CH2-, then R5 doe
miﬂg’?&?g’g&é’geﬂ? gﬁ%y }elqﬁ@ Cfoﬁf ﬁ%@{et )y phenyl. In a >
(d) Be crcmdseatsbbmzmrdaqurz-ylh e¢hémnRenddes ot fepreseritscyncheixsied

0 efined in which, in the
CYCIO?’SR%E%E&?J‘CWEC} Wgﬁﬁe {f'X ‘represents -[C(R 8)(R9)]-, in
(&) R@Ne@féséhtd O§ .3ooeﬁ£0xaﬁélﬁ or akdy R gdoegn@tr reéaes%ntrtﬁ{%ﬁﬁﬁﬁﬁgeg

Y represents - S(
Phen]é]r@fcéfﬁlﬁmwyl g -; Wrepr esents -NR 7- , -NR7C(O)-

O
® v SRS LN, B, WO e BB B
phenglt oups are optionally substituted by one or nore

groups selected fromB4, B5 and B6, respectively);R
represents heterocyclyl, aryl or heteroaryl (which

1t i G s S0 A BB LAkl S o

embodiment of the invention, when Y repesents —C(O)-, Rs represents

unsubstituted  benzyl (or methyl substituted by unsubstituted phenyl), R;
represents phenyl and X represents -CH,-, then Rs does not represent 2-

ethylamino-5-acetylphenyl.

In a second embodiment of the invention, there is provided a use as hereinbefore
defined in which, in the compound formula I:

X represents —[C(R*)(R)]-, in which n is 0 or, preferably, 1, 2 or 3;

T represents —S- or —O-;

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

W represents -NRy—, -NR7C(0O)-, -NR7S(0),-, -NR;C(O)NR7- or NR;,C(0)O-;

R; represents heterocyclyl, aryl or heteroaryl (which latter three groups are
optionally substituted by one or more groups selected from B* B® and BS,

respectively);
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respectively); R6 and R7 independently represent
hydr ogen, al kyl, cycloal kyl, aryl or benzyl (which

WO 2007/01028DUr groups are optionally substitut edP@GBR®6/002743

or nore groups selected fromB13 , Bl4 B15 and B16,
respectively); R and RO are independently sel ected
Rs epwmeenty deegeyclyhl &yl oaridteacaryl (whick hattert thaee gvanpgraaps

opi iy CRBHTHEL aStnd P Sl RRISL Y. BriDy T B

respgﬁgE@?ents hydrogen, al kyl or aryl (which latter two
groups are optionally substituted by one or nore

Re a@do&pﬁﬁd@mr@@n@d renreseniBiigiraga. BROL eveiqstioli ¥l gy beprd
oSl P05 1R DO SRS RGRFE bl A8 098 s

fronORE, B?, BWanndlBl? Ses@édtﬁzel‘yed a to the requisite ring of

S S s el T AR ™
two gqu]sgg@ﬁsﬂhlfy%@%%%g@ B%l)ﬂe 51%851%5%%5;)5%@9@01 froN@ 7 and

re@péa)thﬁy)GaRle -S(O)2NR16(:R| 6d, aryI or heteroaryl

whi d I th
Ruo (EvsGRa I RaE: P o ety o P B Dy RE gLy
subsHRIL& 19F SHHLE itk %ﬁ;ueg séléc@éa figth B 'apg ﬂﬂ)esp&fwelg)
alternatively 15, B18 and B20 represents Rl and

one A1 pARAE aa&leres@eﬁevp definsdfand avhgatAoreptesents g gngle bond,

pr ef er t.hat,, i.n_t f.fo cord

thent PR é‘gm ond aud pge mg&%ﬁéﬁFg e{l e Oﬁﬁ%%qu o1 rllvl\%hOfng
thec\én{ Qﬁ&@%ﬁ%uta@f@absenﬂ_ah@presemS -S-, Wrepresents
7 represents H and: (i) n represents 0 and:

B* tQB aRf.i.Br e®e @s bereinbefore degine&hydr opyr anyl group, then R5
B, Hy prﬁlg(ﬁé %?% Llflﬁl eg‘5‘(1]0(1)61%%;1Pelp Ees%%tscg) nrt% “NO3! halo, -ORy,
NR@K[@LSM}/%@%% am(D)@Rfaum(d)NRrﬂsaRQb,dsee)zNRﬁscRe@reeﬁlem
heteroaryl (which aryl and heteroaryl groups are themselves optionally and
independently substituted by one or more groups selected from halo and Ry7); or,
alternatively,

Bls, B! and B¥ represents Ry7; and

Ry1 to Ry7 are as hereinbefore defined.

It is preferred that, in the compound of formula I according to the above second
embodiment of the invention, when Y represents —C(O)-, T represents —S-, W
represents —NR7-, R represents H and:
(i) n represents 0 and:
(2) Ry represents a 4-tetrahydropyranyl group, then Rs does not represent a
2-fluoro-, 2—chloro-‘or 2-methylphenyl group;
(b) R; represents a 3-tetrahydrofuranyl group, then Rs does not represent a
2-fluoro- or 2-chlorophenyl group;

10
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2-fluoro- or 2-chlorophenyl group;(c) R represents a
fe7t-butyl -4-piperidinyl-I-carboxylate group, then R

walo®g/onesl r epr esent 2-chl orophenyl; and (ii) XPCT/GB2006/002743

represents -CH 2- and R represents unsubstituted

phenyl, then Ri does not. represent benzim dazol - 2-yl

o) B i (4 BV PR Py T 1 CoOSTIEs 5P B ePPad

t e ) o Zh@rmul a | according to the

sgg%snngtge%%g?%%%@ ?rﬁrg I nvention, when X represents
(i) X-16pt2sentmneCH{-and®s reppssademsybsitgtad sherylt then Bndagy not

then R .does not repr nt.1..3- henzoxazol - 2-yl or
repreqe}lgbaﬁgwg%zpi-gzyg 1% é"@?tﬁﬁg?}]&u?lg%m?%nﬁe presents
2-fluorophenyl, then R does not represent
~ [5-(2-chl orophenyl)- 1,3, 4-oxadi azol -2-yl] . It is
It is alps preéerreerdetha@dntt%%@qmpwnﬁhﬁ Teunya Gr?&%@‘f%@n@? sepond

ccording. . n EE@R I RN f the invention,

6mb°aﬁ%e gﬁﬁgbé\éég{éﬁlﬁs&?ewp, grje(g?zegag%t S unsubstituted
(2) Rhepyint{ eisubsitigt phedydithén R edbesyotimeprassiti It Irberoxazol-

phengl ), . Ri {epr ea;gnts phenyl and X represents -CH2-,
2-yl i énbegosesel-#ot aepr esent 2-

e C g@% W tesedtysi(hehidsshengied
®) Rhg{;ﬂé%sg%tggg%‘%ﬁ o%i’ {ﬁ%g"%le%og%—g@g%godi rr;[nt( of thlgeﬁé 9%
1,3, 4+omedimtadl-@ryl]l.n whi ch, when n represents 1, Y represents

-C(O- and Wrepresents -N(Rv)-, at |east one R8

and/ or R substitutent independently represents al kyl
It is 850 ?féfém(a@mwiﬁetﬁg thaboudaeof Bihelk 1 soccoaling! s tessecond ed

aryl), both of which are optionally substituted as
embodighémed? i the Cinvenitory whep Y gepsesspisr opkPht efs Tgpregents

har maceut i cal | y- p . a A e

s Spria o) RERET PERRFeEY, e SR IRAr paf R R
reprefin@y ipedh1t fiat X (eprewdies -YHh-¢pthes eRy slosC(mRit ojepreseiitdBes

not represent -N(R 7)C(O-; and (b) the conpound is
ethylprgino- 5eqsEApRANYL- phenyl - N- p-t ol yI t hi azol - 2- ani ne;

N, 5- di benzyl - 4- phenyl - N- p-tol yl t hi azol - 2- amme;

5-benzyl - 4- (4- (di et hyl am no) phenyl ) -N-p-tol yl thi azol -2
There dturther provided novel compounds of the second embodiment of the

invention in which, when n represents 1, Y represents -C(O)- and W represents
~N(R7)-, at least one Ry and/or Ry substitutent independently represents alkyl or
aryl (provided that the latter is not unsubstituted aryl), both of which are
optionally substituted as defined in Claims 2 to 21 (as appropriate), or a
pharmaceutically-acceptable salt or solvate, or a pharmaceutically functional
derivative thereof, provided that:
(a) when Y represents =C(Rj)-, W does not represent —N(R7)C(O)-; and
(b) the compound is not:
5-benzyl-4-phenyl-N-p-tolylthiazol-2-amine;
N,5-dibenzyl-4-phenyl-N-p-tolylthiazol-2-amine;
5-benzyl-4-(4-(diethylamino)phenyl)-N-p-tolylthiazol-2-amine;
3-(5-(2,6-diftuorobenzyl)-2-((4-carboxybenzyl)amino)thiazol-4-yl)phenol;
2-(5-(2,6-difluorobenzyl)-2-((4-carboxybenzyl)amino)thiazol-4-yl)phenol;
2-(5-(2-methoxybenzyl)-2-((4-carboxybenzyl)amino)thiazol-4-yl)phenol;

11
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3-(5-(2, 6-di fluoroben2yl)-2-((4-carboxyben2yl)am no)th
i azol - 4-yl ) phenol ;

WQ2¢0340(@286- di f | uor obenzyl) - 2- ((4- car boxybenzy| perrGBeos/02743

i azol - 4-yl ) phenol ;
2- (5-(2-met hoxybenzyl ) - 2- ((4- car boxybenzyl ) am no)t hi az
2-(Se(R534digihynobaay]):2-((4-carboxybenzyl)amino)thiazol-4-yl)phenol; or

2- (57 (2,,3-di f 1 ) -2-(.(4- b I ' th
5-beln%él;-46fn_e21_y§/-%(%}Qg\%iﬁ%?g%ﬂ{h%yl%ul%nyla%?iﬁot%a\éckhee.n zyl ) am no)

5- benzyl - 4- menyl - 2- (4- pi val oyl 0x3

phenyl sul f ony| am dot hi azol e. For the_avoi dance of

For qgpvoidgmen & depbleswhens Eqpmiesynts i =¢Reo)sd@ofep second
emb?g%%glitm Hﬁﬁgﬁ éngffﬁ%%%g éﬁlg ¥e%§% lrtc?rg]]e g&lrﬂgﬁné %rﬁﬁ&mtdcbftfgﬁula Ia
Phar maceuti cal | y-acceptable salts that may be
menti oned i ncl ude fci 2\1 addition salts and base
addi tion sal't¥ Ws _may be forngj by
conventiori%J/rrea TR exggple by reaction of a free
acid or a free b Normof a conpound of formula I
with one or ngr equi\;éal ents of an appropriate acid or
base, optional Y in a 8olvent, or in a mediumin which
the salt is insoluble, followed by renoval of said
sol vent, or said nedium using standard techni ques
Phafreacgutidally-eeptabldoyalfsr ez ey Wen@etionby ihélhde atidomjdition
Salts may_al so be prepared by exchangi ng a counter-ion
saltgyandabasg ﬁ%%%l sgfs. fg‘i 2lfs ey bey e P OBk eatigRa L mggnsh
for Sy GORBET 61! Proo (Rl X BTRACHAS 1B B SWEAABbE BF
exchange resin. Exanples of pharnaceutically
fornade & piitalzine oaduire iequivalahts ©f anepprderidth asid wtdase; egbtibnaiy

i S S g & TR P OCRORY cHL BRI, SRR vl of
saidaivas, oGl HeARIt, GisARl Hhdafius ok % b anhacud WSt frboze-

citric, malic, lactic, fumaric, benzorc, glycolic,
dryigg qe by fidiration) c Baliscnan alio deyirenargshiosh exchaeging 2 counter-ion

"Pharmaceut.i call y.function derivatives" of compounds
of 2GRS R Forkla ¥ it EPrRET Gt NET I inodis cPup BT 15
exarflfle uviap b GRifabdidbh @k clbRict Yald. ves that have, or provide

for, the sane biological function and/or activity as

any rel evant conpound. Thus, for the purposes of this

. , . el o Ny
e Bl gL LA B0 OIS B, cerve
fronr emevanal eddyowndh ofasf oltydubahldrid, ndydebésoraicy phopshonid,

istration, s

that, f.oll.owing, oral or parenteral .adm J
mef%?@?%?&arlﬁslaalq A, Sughygt B, %nﬁa?rge%&ﬁaﬁ;u Syqh g tartaric,
acetRX Refit, BALA! la¥id ohgfataP ben AP Wi ooli8NBlulbdib! Sudinic, and
arylsulphonic acids.

“Pharmaceutically functional derivatives” of compounds of formula I as defined
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 I.
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predetermned tine (e.g. within a dosing interval of

between 6 and 24 hours (i.e. once to four tines
wa@l20079)oe81 For the avoi dance of doubt, the ternPCT/GB2006/002743

"parenteral ™ administration includes all fornms of

adm ni stration other than oral adm nistration.

Prodrugs of conpounds of fornmula | may be prepared by

OT 9SO ! )
Theg%grL %&b%g% ?ﬂﬂ&%ﬂ! c 8§ PEGRRIM 1 ﬁﬁhl}d@@ﬂ%%@ﬁl%iﬁxd' n

at the nodifications are cleaved, in vivo
thatwhodlowenge brap bo danagtetad adomistiagiosy someiebelisad imraivoaie form

subject. The nodifications .typically are achi eved by
thatsfﬁ#%?_@%dzi Hg %eexé’ﬁ?@ﬁ’_ﬂta %‘Hﬁ%gﬁ%@ew %houg >prodr 3761%111'1 4
pred@ibsitdet YRR (e PHAMIENE FobiRE intel€a CONMPonasss afd RO houlsai.b.

wherein a hydroxyl, am no, sulfhydryl, carboxy or

once & Homylimey daily)). n Far desnpenideace fof fdpuiulthe ferms “Rrasmedl’t o
t hat b ' ' ]
ccm e R ikt 3R TR oh by iy bR bEREARKAGE
respectively. Exanpl es of prodrugs include, but are

not limted to, esters_and carbarmtettsé of | .drqr)l(er )
Progrig f 6praPoUges 0p Sormadg &raaygbopiseais ’alinsé%rlg ctional
| R tlvasdiAns bslad
o IELLAN aOCHRRpll 36 0 e Lpamaanhy bl
in @ve.when Bushdegaiug is Hdriibetrgh tofa Pnodmela! spbject] - Blee

esevi er, w Yor k- Oxford (1985)., Co unds of . .
mod Rt DALt SRS DR gV HAERATE S5 TOCCoaRe o Eith o
prod@8k { SubsBREMARSIAR] iRNARTRGRIHoLA® lof fosald Endvherein a

derivatives of such conpounds are, for the sake of

hydtepelsiamjno, nefleidrdf caghoxyet satbenyl gotmiget ¢aarpoagd of formula

i AR 0 bRl e SOPRRR By AR borm
hydfcx§1, A8ER1 br ﬁﬂﬁy&gﬁ EbvAIERctigdonet ri c i somers about
(0]

each i ndi vi dual ubl e bond. Al such isoners and
m xtures thereof are included within the scope of the

o nt S f : i
AT SR, SOTRONDNS A LAYl BPL@Y B0 Bty of
hydtoxyt fanetidngl Eoups @t gioupsinésatborylefihctiome! ignoipadbeacyl

W thin the scope of the invention. Specificall
deriy e ad SUMRRSEE hies GRpera S BuBiL oF oS it fuad
] | rgn& ' ’ n - SiFPeRioed
BT P R T U
(1985). -

Compounds of formula I, as well as pharmaceutically-acceptable salts, solvates
and pharmaceutically functional derivatives of such compounds are, for the sake

of brevity, hereinafter referred to together as the “compounds of formula I”.

Compounds of formula I may contain double bonds and may thus exist as E
(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.
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Compounds of fornmula | may al so contain one or nore
asymmetric carbon atons and nay therefore exhibit
wopioroai28and/ or di ast er eoi sonmeri sm Di ast er eoi BONEB2006/002743
may be separated using conventional techniques, e.g.
chromat ography or fractional crystallisation. The
Compaungy 7, sfom;éu § oney sexrsﬁyasmegiomrmrwnéym%pdﬁ%tq%éﬁblbf
m r
bR A S HBE R el B RO RN S e
scopieasfithé fHvestionAl S}ﬂ:ﬂ'ﬁhlﬂw eduyorhdste eslgsivhedRO petpnressahts its offeels

reactjon of the_appropri at pticall
comgeindichage gﬁf@r% PR 6 1P AnERTHE; Re RaIPRIRLCRARS A TOT9
dougg%oﬁggﬁgsracen1satlon or epinerisation (|. . a

chiral pool' nmethod), by reaction of the appropriate
starting rmterlal wWth a 'chiral auxiliary' which can

Corfp RGP Bl ok o SR Pt BIOT FEROAN R G B C

and B8P irb R exHiblt oPUBAIPANG/oM dikkt@ebiosmetnt. abias@tddisomers’
foll owed by separation of the diastereoneric

mayderej \Bepdr BSing W@mtioaaialteqh@mgs,s a&h %kgomatoc’raphy or

e EPRARN T8 vobed FRELIBRC AT R AR sk ron

of akBeamic bp oﬂlblem&kuﬂel oémmmnndsﬁksﬁngsdoamamahe Igs fractibnal
ures thereof are included Wlthi_ln t he scope, of the

Crysta%ﬁ%w PRGN, H%@eé%h%ﬂﬂ@r whdigrnetiugly dhe drgiradeppHoal iseppers

I d
e 56 e €, BACHIDLAMR A0 BRI, oBHE| i e
underd dopdyio)ls ativelu: 1 gy !camsadaczeahsatmhm hpmlsMrs(mbsa I ¢httad d
poofjeneBipd ity retclin, pb b aom Pt SRYRE PHPGHLTLD dapei

auxBarne |\ifkﬁc}9£a§ﬂ%bsé bedts RIrehevRRI Y sGikablO stabd by d@ﬂdaﬁsﬁﬁé&
preferably, g al kyl (such as ethyl, propy

(
(i.ere 196@pion, @mclu@gg) polyydnic rbsg)ﬁqnonq goy examp;ﬁ @\h‘@da }@qmochgral

ac1du ﬁ?{?%f%?hbex%%até {oﬁ ]f %@t 1as§?rﬁ§>}per1 oo %egvagl)}fg % gdnventlonal
meahmucﬂhaﬁcﬁyorhﬁto‘gﬁ@hﬁ drhs re49ien \Nl@b/ eh @ﬁ&rkyﬂlate Icﬁlral reagent
speci fied), is preferably cIoaIk | and, nore

or Meceaa@w alender (Gongitogn vy 80 Ght kRl eRsased Al
sterfifthdls ot RS HRPLR ibludr it hdboofd o ihe BIEHER

butylene (branched or unbranched) preferably,
Unis s Pt e et R Bre B P o s bhecitad e, BERoSda,
cych"cfe g&g&{éﬁ? glt giﬁstauﬁ(até@ gsroeﬁ)?rﬁfn% ?Arkévklaﬁﬁb?e @h-#BeenPl or alkynyl)
hydrocarbyl radical, which may be substituted or unsubstituted (with, for example,
B, B%, B, B, B or Bw). Where the term “alkyl” refers to an acyclic group, it
is preferably Ci.jo alkyl and, more preferably, Ci.s alkyl (such as ethyl, propyl,
(e.g. n-propyl or isopropyl), butyl (e.g. branched or unbranched butyl), pentyl or,
more preferably, methyl). Where the term “alkyl” is a cyclic group (which may be
where the group “cycloalkyl” is specified), it is preferably Cs.;2 cycloalkyl and,

more preferably, Cs.jo (e.g. Cs.7) cycloalkyl.
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The term "hal ogen", when used herein, includes

fluorine, chlorine, brom ne and iodi ne. Heterocyclyl
w@emaps28hat nmay be nentioned include non-ar onBCT/GB2006/002743

nonocycl i c heterocyclyl groups in which one or nore

(e.g.. one to four) of the atons in the ring systemis
Whegtuset hergianalkulenorefess te Cra (B&: Er-oalersnamide ref@ady Satom

{S.P e lL.e r n i Fgh
oy | RePPECRE ek Eher B D A8 PErLS
propykheenraphicae oasdptopglend), éthylgne betmwe prdferablyancktiydake.

. Furt . such heterocycl oal kyl. groups may be_saturated
(e o HeRa0 ST TG AL Gr L HOERE Lanl) OF
triple bonds, formng for exanple a C -
het er ocycl oal kenyl (where is the upper limt of the
The rterny Ehalageny ugedt orein i &@@Sk@mnegﬁldgme, ¢gomgine and
iod.heterocycloalkyl groups that may be nentioned incl ude
- azabicyclo[2.2. |jheptanyl, 6-azabicyclo[3
.1.1jheptanyl, 6-azabicyclo[3.2. 1]- octanyl,
8-azabi cycl o[ 3. 2. 1] octanyl, aziridinyl, azetidinyl,
Hetegoaygkyt @msupanint may hed masphonedyinclude nparasppatico manocyclic
[ ugdi 2, ' r I ' I i nckudi.ng
heroipeJEI 008 2t SR QL e ] BB A A TS
ring tyderlisoocherythdn cadbdrhfi 2ny hetéromoiny svhih Hetetoatotnhis amgferpbly

di t hi ol anyl (j pcl udi.ng 1, .3-dithiol anyl) . .
seleqtﬁ:{ gﬁ% i é)l ?ﬂd g),i dgg\@p?}hy}e’ to‘@:l) 24 H§/ ptoms in the ring
systefn G BOEYE HAEL 28d thbRE RF.%DB&WG@T five and ten). Further, such

oxabi cycl o[ 3. 2. 1] oct anyl ,” oxetanyl, oxiranyl,
heteyoicpdoaliejirgrbypspinpe be dhmydicd @ywmayrategerdainingdineyér, more

doubg% (?.IE]CBJ&I’: g%&m&,gg%%gggéx%ﬂe 5 ﬁ‘{z; gxistig%lpl?loalkenyl (where
q ist@k napyaniany bankd ratgl rahy d,gf rab¥cloalkynyl group. Cs

tetrahydropyridyl (such as 1,2,3,4-tet rahydgj%ﬁ)yrl dyl
heterpayelaallyl3, 62rowrs ahyidt opymdydy| he  t meatiarsd | melddeanyT-,

: . ! AT .
s e S S R S ST
octafl, heteesteytd[8al Kyttagloupdridimyl, veresidnylp pridiprdragyeanybe
oSS, e, L RS 06 SIS LI S5 B

. . | . . . i i Dy
(mcm&hgf@%{{ak%h% ggg\%gﬁmmge 180201 318“1,!1 R R8T,

ring systemi re appropri a het er oat’'om
dithiésyl c Hiraludingni 1,4 altaiengt)pnilithiolengn Gadmiing Adydithiskedyl),

maS ARSI bSarklBl Sy b Mesent, s pato ol the,
oxabicyeloPs.2 FlocttyHi edadydr Bxirdyef sibERCinyl, piperidinyl, pyranyl,
pyrazolidinyl, pyrrolidinonyl, pyrrolidinyl, pyrrolinyl, quinuclidinyl, sulfolanyl, 3-
sulfolenyl, tetrahydropyranyl, tetrahydrofuranyl, tetrahydropyridyl (such as
1,2,3,4-tetrahydropyridyl and 1,2,3,6-tetrahydropyridyl), thietanyl, thiiranyl,
thiolanyl, thiomorpholinyl, trithianyl (including 1,3,5-trithianyl), tropanyl and the
like. Substituents on heterocycloalkyl groups may, where appropriate, be located
on any atom in the ring system including a heteroatom. The point of attachment
of heterocycloalkyl groups may be via any atom in the ring system including
(where appropriate) a heteroatom (such as a nitrogen atom), or an atom on any
fused carbocyclic ring that may be present as part of the ring system.
15



10

15

20

25

30

het erocycl yl groups include cyclic am no groups such

as pvrrolidinyl, piperidyl, piperazinyl, norpholinyl
wW@rooa/oto28l i ¢ et her such as tetrahydrofuranyl, PCT/GB2006/002743

nonosaccharide The term' aryl mhen used herein

He{erocgg%aﬁ%ﬁa crwugﬁ_ g‘ﬁ%c Iﬂl‘%)g brb 8§/ g‘r onchssg cféla? Ir y rsferred

hetbfobsquszll grougihchiay eydiRt MR8 BodRtudd af 'p?ﬁoﬁcﬁh?lo i RS
.in which at | east one ring i1s aromati C. int o
PIPSEAEEYh eI Rlingt yPr gRowpsliaragthpe such eﬂﬂy taﬁraimdmﬁltamel
mohbéég }ﬁ]l gtem However, when aryl groups are bicyclic or
tricyc they are linked to the rest of the nolecul e

via an aronatlc ring. C6-14 aryl groups include

k) th d ik h
T S5 1! GFeA s BTSRRI rdclfORt, o5 Getorigle: Ssdo) ary
grolehéJ OSIQﬂH)Qrou Mast, b%rrﬁcgrﬁ%&ﬁﬁ ﬂfogéh MBIk réﬁ{;i oG 9&@3&]1 5

e term’ heteroaryl en u ereln refers to an
mﬂbl%ﬁ@ﬁﬂ@ﬂ@ndmpn$omb@ndlm@haﬂ&memumpmemhnﬁ&roﬁh@mbsm(ﬁ

o_four t er oat ons er ab sel ec} ed
att g%‘?ﬁ tl\an%ygﬁr(ﬁ’u%Q trgag o'y, at%‘Br etEi‘ 5'St§mm) IWever,
whér aryl Ofrolifsi &¥ ChibfcliBedefrRIEINTBLEE alld ﬁHPQd td e E&@r&fl the
roups i nclude those which have between 5 and 14 (e.g.

molpgyle yémpeaematieingy Coe mlrmeypsl mdud@p@ml ln@phthyl and the
YAl 100 PEB BRIy g8 05 Bl HIBHT 3
preferretl miyd gedube include pherse, | i nked to t he rest of the

nol ecul e via an aromatic ring. Heterocyclic groups
that may be nentioned include benzothiadiazolyl

Thel 108! “GdRGrdv :lwh%n QF&F ﬁgll%h?%f A %%)mo&lgﬁ)c g}ogﬁg 3 Ha?ﬁll}élg

and, nore preferab acri enzimd
onetys maayd hotermaydm(shernz ode ax et hg/tleroatmn; pebfexblly\selected from
@i n Ig%i ng 1.3- fbenzodl oxol benzof ur anyl ,
g IWePF- o pr » Bire 95 dHicsig Atsteyparomatic

NCHTaeh '
grm%}?)ncl udP%l %ﬁpﬁyﬁ?ﬁ%&ﬁ%é%ﬁ&?ﬁ}hﬁ%&%ﬁé%ﬁnm (eg. 10)

merpgyy @&%m;he meneaydieo bisholid mytn,cytiem pusidedntadi @tzlodsylone
N 3-penzosel ena zoI benzot
of %1%?1%1'1 o ?rogla ¢. ngﬂwFV €r Vﬁ)ﬁg %xeﬁ #lﬁr%wl are QICYC Yc or

tricyoticd alzes! ylle hhltﬂddﬂ)z @1{1& rést dPyel ﬁ]\()keculengﬂzﬂﬁ yeir@matlc ring.
|ndoI|nyI i ndoly i sobenzof urané i sochromanyl ,
2

?IQBY%GCQT?‘WIt atlné@ [ gleptionqdsiagluie Iilzmlnadlazolyl (mcludmg
2,1,3-benzothiadiazolyl), isothiochromanyl and, more preferably, acridinyl,

benzimidazolyl, benzodioxanyl, benzodioxepinyl, benzodioxolyl (including 1,3-
benzodioxolyl), benzofuranyl, benzofurazanyl, benzothiazolyl, benzoxadiazolyl
(including 2,1,3-benzoxadiazolyl), benzoxazinyl (including 3,4-dihydro-2H-1 4~
benzoxazinyl), benzoxazolyl, benzomorpholinyl, benzoselenadiazolyl (including
2,1,3-benzoselenadiazolyl), benzothienyl, carbazolyl, chromanyl, cinnolinyl,
furanyl, imidazolyl, imidazo[l,2-alpyridyl, indazolyl, indolinyl, indolyl,
isobenzofuranyl, isochromanyl, isoindolinyl, isoindolyl,  isoquinolinyl,
isothiaziolyl, isoxazolyl, naphthyridinyl (including 1,6-naphthyridinyl or,
preferably, 1,5-naphthyridinyl and 1,8-naphthyridinyl), oxadiazolyl (including
1,2,3-0xadiazolyl, 1,2,4-oxadiazolyl and 1,3,4-oxadiazolyl), oxazolyl, phenazinyl,
16
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I sot hi azi ol yl, isoxazolyl, naphthyridinyl (including

1, 6-napht hyridinyl or, preferably, 1,5-naphthyridinyl
wa@na7a1@8nar htliyridinyl), oxadiazolyl (includP@mGB2006/002743

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

1,3, 4- oxadlazolyl)

X lyl, .
phenqihieHazh nyRBHERDE BISASIp! DU RN ER gt e PYERPL:
pyrxd%stl é*ndﬁ%frﬁﬂgmlﬂ’ 9%5 Zi dﬁazoﬁﬂ’ﬂaé@hédinyl rtyﬁmaﬂzmmyl

qui nazol i ny
qumoqannm rcmahydzqwomnmlmhmcmﬁw o Prigirahydioisoquinolinyl

and f,%t { g—t%:a@g{lrggﬁw n te&g]l%{éﬁumt&ﬂ 1yl (including 1,2,3,4-

tetrah?d firBiihet %ﬁ@y‘% O'S%ﬂé&tﬁ@dquﬁhdlﬁwl)t abtrabiydr chjadinpdliyh} 4

i ncl uding 1,2,3,4- tetrahydroquinol jn
(inchging 728 thg(draahlyb rtradingr) and; bp ,Agg@ﬁwglyﬂ thiazolyl,

t hi adi.az Lnel 1, I 'yl 2 3-
thoc¥o§132y1f hlqiéléP }ée%’ o ; utgieggll 3;?1 %ﬁtltwl agﬁ(gt%%%% s 2t tﬁrll%olzzoé 1yI ,
1,2, 4ithiR0r-a0d m@-metzhtwgmhémba tzke, smbsemnts omrhm@a;yl groups

(i.ncluding 2,3-triazoly 1,2,4-tr.i azo nld
may, w@rmapprparz%%ybe) 105%? fR énvuqt@n 18, 1S fng G‘%ﬁ%@ gueme @

heterga%ﬁn O Woir o Ht@%hfﬁ@ﬂt’ oFM&FeE@ar?P@B@}IW thaf Be vid@nk 0gah ¢

atomln e ring systemin ding a heteroatom
the rfnlge;ypmnmncmﬁmt (tvéretmmptromiat@ea belgmaigm QﬁU@hﬁ@ mgtrc’ﬁén
via any atomii m. i_ncl
atom), 96 AR & Q%P%)an%ﬁﬁ@ b gtlﬁ{l & R LOS A *@%
ring st AR AR ahuisusBy LRy BOGH Cthe GV bng- tdxailsemiaforhe

present as part of the ring system Heter a}ryl %t'lou S
Partlmarbalmfen@d ibateraseylNerogps Snclade @ysidd. fyFelyl, quindlyl,

cul ar | [ ehe :
T
tetraZd¥ad |1§b3;@.4:dﬂf15 i$dthiaghl¥z ahidazolyhi prhidinyl, omdzkyﬂ,ypyrazmyl

razolyl, triazolyl tetra oxaz
1ndazo¥;d; 5% i igyl, thlp@}@;)g/%] yayranyly p%p&)egq@} acziuﬁa%lk ﬂumohnyl
benz: %ﬁﬁowl ﬂzg}g FSL bumgﬁf r bﬂihgﬁ i | andt PleRih@nebykicularly
carbazo r

rany idiny gui nol i nyl ,
prefebteﬂ heicro v zedups ;ndhei&zmdsnoaxbct bzd:tserpUﬂ igropps. ci nnol i nyl
and pterdinyl. Particularly preferred heteroaryl
groups include monocylic heteroaryl groups. For the

For th\é%&ﬁ@eﬁl%e Qfr @RwPlin tdies3sOFhich Mbiigdti ol tenbl tmomf
two or nore substituents in a conpound of formula

substitayntbén & lvempaurs, ofthemde fuedy bejtwtsamieeihe @Pﬂlﬁh’élenﬁtles of

respect i stituents ar Y.
the xfed OpERRHES TEoP BTy, M pRaRlY Mexample, infhe
situafdn aNGLRE i 2d6tfe 86! argrgwms:s ﬁibbtsmteﬂuiyetdleby roore cam
nore Cl-6 al kyl groups, the grou i n_question
alkylngrgunse thetpdk yd gpaapd i Qi%eﬁtt@r@ﬁ?t ﬁ%?rsatTﬁ@r g% frefince of
doubt, when a termsuch as "B4 to Bl4n is enpl oyed
hereln

For the avoidance of doubt, when a term such as “B? 10 B!* is employed herein,
this will be understood by the skilled person to mean any of (i.e. some or all, as
applicable) BY, B, BS, B, B®, B’, B!, B', B, B" and B' inclusively.

For the avoidance of doubt, when the group ‘benzyl’ is substituted, then the
substituents are preferably on the phenyl ring of the benzyl group, rather than on
the methylene (-CHy-) group.
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this will be understood by the skilled person to nean
any of (i.e. sone or all, as applicable) B4, B5, B6,

w®Z00788)2889, B10, Bll, Bl12, B13 and B14 i ncl usP@EGH2006/002743

For the avoi dance of doubt, when the group 'benzyl' is
substituted, then the substituents are preferably on
the phenyl ring of the benzyl group, rather than on

ConlET AP Ll o1 ComNALS 1] 1Bl b

- may bbatentimnedhisorneitdothest iatvéachi: ncI ude those in which: Y

r abl re ents -C(O-; Rl represents -C(O NR
Ypr%rﬁ’?‘[’g %{( OR2 NR4C(O) NR 3R2, -NR4AC(O) OR2,

RR
R; repfdsbit) %ﬁ > 4@(3@)2323(0 (%%@IRZC(O)T\@?R& T\W(O)@Rz,

al | cyl het er oc enzyl

cycl oa
OCENRBS HIRE Gyl -OREORach RERenaBBendbnelgLr P

hydr, n al ¢l oal kyl , heterocyclyl,
Cyd%%lW}\?%? r%"fyﬁirylf’gl?ehﬁgt ar?g%%‘fema% R4, Rg and R
R, ddidenende ﬂdﬁnﬂﬁ‘ Prepedit  Iyddogege ralkﬁl kheloallhd) estloglkyl,

cycl oal ky benzyl . Further conpounds of formula I
heteﬂoﬁmlylnh@zﬁ]ea%ﬁfhﬁﬁé@rﬁncI ude those in which: B4 to

v, B8 % AL AL oSl BBl foengoiBloacaungan

or ben&(l0) OR16 or aryl (which aryl group is |tself
optionally substituted by one or nore groups sel ected
fromhalo or Ri7, or is preferably unsubstituted); Rn,

Furtflr %oﬁgéund@oﬁ f&ﬁﬁlﬁlﬁaﬂ xﬁ%ﬁiﬂéerﬁéiﬁnﬁlb& ifcBRIcaB&Rtin RhTchor ,

nore preferably, H, o B20, (and particularly B4 to

B* tBlR apod Besicutely Bl tt@r&gtandelﬁy) iRdrepetraEst eprepEprivde

onl AT S ORRYEE oa y AUY eny

optl&fallﬁf QB tded Hyhé‘ﬂe FRYhdpe Gfﬂhﬁé Is@]!&etddlﬁmhllm& vh®se ormnis
whi ch: Wrepresents -NR 7-; T represents -S-.

prefaabtp susbstisieddor nul a |t hat may be mentioned incl ude
Ry, tRu, ilg, 14 XH& Igls independently represent Ry7 or, more preferably, H.

B* to B¥ (and particularly B* to B and B*®) may alternatively independently
represent functional groups such as hydroxyl, amine, sulfide, silyl, carboxylic

acid, halogen, aryl, etc.

Compounds of formula I that may be mentioned include those in which:
W represents —NR7-;

T represents —S-.

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

when R; represents heteroaryl, it is preferably monocyclic;

when R; represents heteroaryl, it preferably contains less than 3 (e.g. 2 or, more
preferably, 1) heteroatoms; ’

R; is preferably aryl.
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when R represents heteroaryl, it is preferably

nmonocyclic; when RL represents heteroaryl, it
w@e@ierekl y contains less than 3 (e.g. 2 or, nRCEGB2006/002743

preferably, 1) heteroatons; R is preferably

aryl . Preferred conmpounds of the first enbodi nent of

the invention include those in which: R5 does not

R R

whid:t etrahydropyranyl, tetrahydrofuranyl or piperidinyl)
group; R5 does not represent al kyl substituted by B7
Rs dpqs whirephesBY arayploabahgroup (f-8-driad-b GYLRMeHisfPed aryl; R5
es not ent aLkyl %t?é%ﬂrdﬁcfpyga 1
Rl “hyP su’i?gf nﬁt (ra‘l‘ld )}Q%it’/%ﬁlil {ﬁhﬁ ldéc(:on'pounds o e
tetr%&r@'ﬁir@ﬁl ot pipéridiayl) p@upent i oned i ncl ude those in

h: R does_not resent ¥ re re ent
Rs dogg pt represwe HIGS SHPSTHES TR T VEGh dLcispeSts Cpforaly
pts -C(O- and n represents 1 or 2, vvhen X
S“b&ﬁgé(gagms -[C(CR)8R9] theﬁ Wrepresents _CR 7R7-
Rs dMR?f&ﬁtC))e@resent NRAGHEINRT -allrl giNmp 7€E0)thpr sebstired by
\NE T represents -S-, Y represents -C(O-, W
cyclpa¥sent s - NR 7, then R1 represents -C(0O NR 3R2,
-NR3R2, -C(O OR2, -NRAC(O) NR3R2, -NR4AC(O OR2,
-OC(ONR3R2, -NRAC(OR2, -OC(OR2 5-OR2 or -SR2. More
Con?%o%ﬁsr 5@&9@8&9?@ %%ﬁfeﬂﬁ&’rgﬁn&luﬂ@ﬁ'ob@ﬁ Wwihigse in

represents represents -C(O-; R and

‘R; ddes netepsradent] vy represent aryI (e.g. phenyl) as

her ei nbef or efined (i. represents aryl
whegpt F@FF&?F‘W‘&@S rGPrégF one or nmore B5 groups and R2

Whe'gef’ g&@&hﬁ .Yl ApkdeRRl (oS uRSE hirpRebry 1 05te2 OWheme
represents —[CRgRg]-, then W represents ~CR7R7-, -NR7S(O)z-, -NR;C(O)NR7- or
—NR;C(0)O- or a bond;

when T represents —S-, Y represents —C(O)-, W represents —NRy, then R,
represents —C(O)NR3R,, -NR3Ry, -C(O)ORa, NR4C(O)NR3R;, -NR4C(O)OR,,
-OC(O)NR3R;, -NR4C(O)Rz, -OC(O)R2, -OR; or -SRa.

More preferred compounds of formula I include those in which:

X represents —CHy-;

Y represents —C(O)-;

R; and Ry independently represent aryl (e.g. phenyl) as hereinbefore defined (ie.
R; represents aryl optionally substituted by one or more B® groups and R,
represents aryl optionally substituted by one or more B! groups);

when R, and/or R, represents phenyl, it/they is/are substituted para relative to the
point of attachment of the R; or Ry group to X;

B® and B! independently represent halo; and/or

R; represents heteroaryl (e.g. pyridyl).

More preferred compounds of formula I include those in which:
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when R and/or R2 represents phenyl, it/they is/are
substituted para relative to the point of attachnent

wo@Roorhe2® or R2 group to X; B5 and Bll i ndepePdEGBRO06/002743

represent hal o; and/or R5 represents heteroaryl (e.g.
preferred conpounds of formula I
Ry r%%%%ﬂ% q(ﬂg@[e‘ﬁ?n whi ch: Rl represents -C(O NHR2; R2
R, réi@pdeaseiny]Se.alpHenyl®. 9. phenyl); when R2 represents

phenyl, it Is substrtuted§ . vvrtnaBll
Whe§ @eﬁﬁrﬁ%‘rﬁtp}l%}tl if HhesphstEuiee &ia Mot g B elsabstiuent)mt thf:evafa

oA gl SRR Bl Bl AL RLLERE

com@iurﬁcd]fktyrhulalf) anddrher preferred enbodi nent of the
11 present on: RLis -NHR2; R2 is aryl (e.g.
B %@ﬁ?ﬂﬁcl iF\’Z represents phenyl, it is substituted
. With a B11l substituent) at thepara p05|t|on B
represents Cl-C6 alkyl; Y represents =C(H)-; R5
In anoglnr geefeires! mhddmmt@fﬁprmmhgmvammnor when R5
R, lsrexﬁ_h[esents phenyl, it is either unsubstituted or
subst¥tuted with a hal ogen (i.e. Bll represents hal o).
Ro15]ajylé(e§gtphdnygnot her preferred enbodi nent of the present
invention: RS represents aryl (e phenyl); when R5
whep Bp Fepsesanis wahy{) is sppstitged ﬁkﬁs iR léd S(lbstlelenw at bheapBa 1
gMpstituent) at the para position; and/or Bll
represents R 7; R17 represents Cl-6 al kyl preferably
B! splesdntd Of- égialtryl one or nore halo atons (so formng a

Y regr%lse%%l k& gr oup)

posit?

Rs represents aryl (e.g. phenyl); and/or
when R; represents phenyl, it is either unsubstituted or substituted with a halogen

(.e. B! represents halo).

In a still another preferred embodiment of the present invention:

Rs represents aryl (e.g. phenyl);

when Rs represents phenyl, it is substituted (i.e. with a B'! substituent) at the para
position; and/or

B! represents R;7;

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

forming a haloalkyl group).

In a still another preferred embodiment of the present invention;

Y represents =C(H)-;

R;s 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 Ry4; and/or
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In a still another preferred enbodi nent of the present
invention; Y represents =C(H)-; R5 represents aryl

W@ 200g/012Benyl ) ; when R5 represents phenyl, it PGI/GB2006/002743
substituted (i.e. with a Bl1l substituent) at the para

03|t|o B esents halq or Rl ; and/orR1l7
Rin Paieael s 1 BP0 T oL §F Shbet it S bgoBNeCsr
fomﬁﬁgghggé]gylalrgj@ (so form ng a hal oal kyl group). In a
still another preferred enbodi nent of the present

invention: X represents a single bond (i.e. n

I Rt el e P on e B S8 Pt e

X repebdntSd dingle Bdnd (ilcepkpsaaiits OFn; and/ or R17 represents
.Cl1- . Preferred conpounds of formula I (and in
Ry lspé?(ﬁ)wﬂ%i for conpounds of the second enbodi ment of

R, id V?K@n include those in which: T represents
2! %ﬁ(le% eplry sents =C(R10)-, preferably, -S(O 2- or,
Whemrﬁneepmseﬁteph@iw,,ltm@(ﬂ@}lmedmzmeélpr esents al kyl (e.g.

B” g%(sdgr tr grl uoronethyl); Wrepresents -NR7C(O O,
NR7S(O) 2-, nore preferably -NR7C(O) -

R171@p1;es@@'€ gy]ﬂqgﬂ y -NR 7-; Rl represents optionally
substituted (1.e. by BG) heteroaryl (e.g. furanyl,
such as furan-2-yl or thienyl, such as thien-2-yl) or,

Preﬁg?é'dle o?r[é)%(lﬁ&s ﬁj f%hp%g § %\rc]ﬂl é%ggcgpag tfé)rt c%%r?pq)ug%isi §f thQ )éec%%}i

nt s opti-ona

embsdibﬁhﬂ éfuheshvéhtion) ieyudBi)se retvicaar yl (e. g. 2-pyridyl)
referably, optionally substituted (i.e. by Bll)

Tre%FFﬁFInS(‘eS . phenyl);
Y represents =C(Ryp)-, preferably, -S(O)- or, more preferably,

-C(0)-;

Ryo represents alkyl (e.g. methyl or trifluoromethyl);

W represents -NR;C(0)O-, -NR;C(O)NR7-, -NR;S(O)z-, more preferably
-NR7C(O)-, or, particularly -NR7-;

R; represents optionally substituted (i.e. by B®) heteroaryl (e.g. furanyl, such as

furan-2-yl or thienyl, such as thien-2-yl) or, more preferably, optionally
substituted (i.e. by B) aryl (e.g. phenyl);

Rs represents optionally substituted (i.e. by B'?) heteroaryl (e.g. 2-pyridyl) or,
preferably, optionally substituted (i.e. by B’ Y aryl (e.g. phenyl);

n represents O or, more preferably 1 or 2;

Rg and Ry independently represent C;3 (e.g. Ciy) alkyl (e.g. methyl) or, more
preferably, H;

when W represents -NR7- and Ry is absent, then Rg represents alkyl such as
Cis (e.g. Ci3) alkyl (e.g. methyl) or aryl (e.g. phenyl), which latter two groups
may be substituted by one or more of B'* and B, respectively, or, are more

preferably unsubstituted or, more preferably, R¢ represents H;
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n represents Oor, nore preferably 1 or 2; R8 and R9
i ndependently represent Cl1-S (e.g. Cl-2) alkyl (e.g.
woreaonploesor, nore preferably, H when Wrepreskrtit/6B20dR002743

7- and R7 is absent, then R represents al kyl such as

Cl-6 (e.g. C1-3) alkyl (e.g. nethyl) or aryl (e.qg.

wheﬁfvemp&ésentﬁ\hNRh- alnattRéaE abs!&ﬁt @feﬁlR)SepragentséI@L(b%t Ct @taﬁ@d by
nor e of Blﬁ qr respect|v
[

(o8P EPED BTy 8rgiBSI & eet i, OTphich prE e BTy eRgs o8
or rrfo eSS ot Eheﬂ:s%é/cﬁ@az e&re% ?nor@lﬁre?eraﬂfi @nﬂ%sﬁﬁl’ced

sent, then rese e g. Cl.2) alk
B* (oeBé) (avedriplibable; amyd, 1(1epagjtlcqi¢rerﬁ/l B oranéeﬁzi/llndwendﬁéiﬂy

repripint BERe, Mol Bap e e Hutl grofe R e B up o0k

-C(OMEY gii(,lbbyL N (IR0 B&Qy&las appl i cabl e; and |n
4( partlplgu gz 16 gldnd ElZ) i ndepe ndently repre§en;1

B'tefard, t 1788 a3 T2 (aoreaple Fo s, o PR EHGY b
mdgaéi%aese%g,lb@n@gr -C(O NR 16aR16b or-S(O 2NRi

to B6, B10 to B12 B15, B16, B18 and

B* B2 ((asammm@)amuepenaamy feprepatttietarbay] oBhrefBiably, and B
2), represents R17; and B4 é’g B20 (as agaglicab%ﬁe d
(e.gj th@b&n@céhpﬁ yhiehpmex &%tsuh%w@ ¥\ARS f TOFP S aunshepele
fron@ﬁéﬁﬁé? fglorﬁ%?wl) bot h of which rmy be substituted

e or re g?oups selected fromhalo (e.g. fluoro)
Rllmprd&iﬁts Cl.ﬁe.g éprz)eaikyit(s gOixethyK@ aghyloe-12) al kyl (e.g.

met h esent s H or 3 (e.
Rys pspres nt%%?ﬁ é &Qﬁkﬁy 3Dk 6b, R c d R16d( J
Ried Rgg naa%a 'Rl% uﬁ&@é@c&%ﬂy réaresanﬂt lkzyduqq lor, Iﬁ&fe%)referably

pretferab R 7 represents Cl-4 (e.qg. %
Ry (leplgsenmet@lyl (g .Csepraélggh fe-ppicthyhl o1y @wml)t mpéan Vg

nore_hal o uoro r

sub S50 b B8 B P o PR hor OBpiobfe, B il o,
trifl@frofefhiLl n%adé) (and in part| cular for conpounds of t he
first e ment of the invention) include those in

which: n represents 0 or, nore preferably 1 or 2; Ri

Prefe B ESENRORE leqnahd Y (éﬁ&oﬁlt baHERS for - BmpB¥nd df A Wrst

embodiment of the invention) include those in which:

n fepresents 0 or, more preferably 1 or 2;

R; represents optionally substituted (i.e. by B®) aryl;

R; represents benzyl, which group is optionally substituted (i.e. by B!% or, more
preferably, unsubstituted; or

Rs represents optionally substituted (i.e. by B7) alkyl (e.g. methyl or isopropyl) or
cycloalkyl (e.g. cyclohexyl), which group is optionally substituted (i.e. by Bg) or,
more preferably, unsubsituted,;

B* to B®, such as B* to B and B'® (and, in particular, B and B*?) represent halo
or aryl (e.g. phenyl), which latter group is optionally substituted by halo.

Preferred compounds of formula I include those in which:

R' does not represent H;

when Y represents =C(R'%)-, W does not represent -N(R7)C(0)-;
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R5 represents benzyl, which group is optionally
substituted (i.e. by B10) or, nore preferably,

waoe®alos28t ut ed; or R5 represents optionally suPSL/GB06/M02743
(i.e. by B7) alkyl (e.g. nethyl or isopropyl) or

cycl oal kyl (e, cl ahexyl whi ¢ r S
wheth 3t (RSN & Si5ElS Bl ik Xe‘?ei’rﬁ&e“é% ;5> gpd i pgpresents an
optio%‘é(f? SR UGS pREh b€ is BeéfdshlPefuratdch as B4 to Bl4
and B16 (and, "in particul ar, B7 and B10) represent
whethX| dpepnotaenyesetiea gingloteng (e, ndercrotireprespt ¢ gﬁﬁ Rigoes

optional l bst i{ut ed h fer ds,,. of
not ABbEETE NP udO Ehoss i RCSHO e 0 oie SR o
“NRLE@)eReNt H, when Y represents =C(R 10)-, Wdoes not
represent -N(R 7)C(O -;when X represents si ngl nd
whey X gepigsenispreEent &1 6§PTe35ESRAPEIBIE ST %téfu’fﬁa %ﬁﬁi ‘Hﬁm y
tifbut al kyl group, then it is preferably
Km“%%?%rg?%d?g&hen X does not represent a single bond
(i) R¢ does.notregreesnt alkdyl oepresdnt; @), then RL does not
..Jepresent -NR 3R2, -OR2, -SR 3, -NRAC(O R2
@) RSN&E@(‘%YWtW TO80® 4C( O) OR2; when X represents -CH
whe® X regksérﬁsoé S8R HLIn@RL e, Ql%l()l_lel(erﬁé-' dridt RY REredénts optast@lIy
represents - 7-, then: (i) R does not represent
substifuiad argly they Bl dedskaptt repeseqt 4r) optionalbssubsiituted sHed grup or
h dh drogen; when X represents a single bond (i.e. n
YaPePFesents 0) and R represents optional |y substituted
wheR Y keprésBes —BL, dees RAQtpre eRELS S vhaky saptitwehbdyy, then R,
substituted al kyl group or hydrogen; when X represents
does.noprepresgiic-OR8) esents optionally substituted aryl,

wheh RED: ?gsergg 9_%1 10 EI}C[ S\E 3@%55&1’[3’ c%t@ﬁi%f %tmﬂ&?lﬂlkgﬂ or aryl,

r épresen represents optionally
then®Ulits Hattr@desahtcyT(OONRaRy. | , then Rl does not represent
-C(ONR 3R2. More preferred conpounds of formula
i nclude those of the exanpl es described hereinafter

Mor@%gefeljr&i &)%ﬂohﬁ&g & 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;
5-(3-(trifluoromethyl)benzyl)-2-(4-isopropylphenylimino)thiazolidin-4-one;
5-(3~(trifluoromethyl)benzyl)-2-(4-methoxyphenylimino)thiazolidin-4-one;
5-(3-(trifluoromethyl)benzyl)-2-(phenylimino)thiazolidin-4-one;
2-(3,4-dichlorophenylimino)-5-(3 —{triﬂuoromethyl)benzyl)thiazolidin—4-one;
2~(2,4-dichlorophenylimino)-5-(3-(trifluoromethyl)benzyl)thiazolidin-4-one;
5-(3-(trifluoromethyl)benzyl)-2-(p-tolylimino)-3-methylthiazolidin-4-one;
N-(5-(3~(trifluoromethyl)benzyl)-4-oxothiazolidin-2-ylidene)-4-chlorobenzamide;
5-(3-(trifluoromethyl)benzyl)-2-(4-chlorophenyl)sulfonyliminothiazolidin-4-one;
and
phenyl 5-(3-(trifluoromethyl)benzyl)-4-oxothiazolidin-2-ylidenecarbamate.
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5-(4-fluorobenzyl)-2-(pyridin-2-ylimo)thiazolidin-4-0

ne;

wG2@poneshyl benzyl ) - 2- (4- chl or ophenyl i mi no) t hi BZDGBA0RA02743
4- one;
5-(3-(trifluoronethyl)benzyl)-2-(p-tolylimno)thiazol
di n- 4- one;

PartiZiibedy blofllds UBK BRI KRR thehal:4- chi or ophenyl i mi no)

5-(4 Blubbeidyii1-goridimezylipentydzpidn(4enes opr opyl phenyl rrri i
i azoli

5- (31§U1@f5‘9’(°l1ﬁ*qﬂf5ilﬂ’6%$e% I(fg FWB@REWW@“@Q“@%B&A’ ‘BhEdy i no)
5-(3- ??1@5%{1 }n)'b%n -tol hm1no?th1azohdm—4 one.

I uor yI ) enzyl) (phenylirnino)thiazol i
dm 4- one;

Com;pm&qdé ﬁoapl\{ﬂ anagfglge BP0k ol 2 agitbr | L HOL OB LRen2Y |
Othe? cel%ﬁémdismlf&mﬂmwg | tihin} 1Bt 6&nﬁlbfdleﬂ]|ylm'aﬂaité¢)hmhj benz

i azol i dm4-one; 5-(3-(trifl uoi Omstg1 gbklﬂz&/I? -
Prepaneé fiy heaordanes) with testipigiestibaizase el ingwgig tose skilled irf the
1 ¢ ) benzyl) - 4- oxot hi azol i di n- 2-yl
o, Dl S S SRR TR

5-(3- (trlfluoronethyl)benzyl) 2-(4- chlorophenyl)sulfon
yI|n||noth|azoI|dn}4 one;

Acoduing. tprh TR Ok 15 BRI e gn BTHEs ) PaFRES 225 1 de
f c ind f
prep%%?wpgmrﬁ%dgfi\ggg:@dﬂrﬁHH“M& 12béR8carpRRMNds 0

5 (4 fl uorobenzyl)-2-(pyridin-2-ylimno)thiazolidin-4-

() foy-commppndsforanel Iy PHERY BpreFess (5 R WspRem TRfo)
and kh k%)%@eh@ I oAb 10 BEnd @RE R, is therefore absent), reaction of either:
trifluoronethyl)benzyl)-2-(p-tolylimno)thiazoli

d|n 4-one. Compounds of formula I may be known and/ or
may, be commer.c ai lable. Qher conmpounds of
fo¥ﬁ'ﬁ?8°mp?uéldé’f%qrﬁ§% a%’re not conmercial ly avail abl e)
may be prepared in accordance with techni ques that are
wel | known to those skilled in the art, for exanple as
descrlbedF%Qrel Eher . According to a further aspect
of the invent there is provided a prgcess for the
preparation of compound of forrmula | which process
conprises: (i) vor conpounds of forrmula I n which'Y
represents -Cxij-, Wrepresents -NR 7, and Al
represents a double bond (and R7 is therefore absent),
reaction of either: (A) a conmpound of forrmula Il, (B)

a ¢BResifowel of esrilaltl,! |,

0]

Ra__OJ\rX"R1 i
1

L

wherein R® represents Cy.¢ alkyl (e.g. ethyl; so forming an ester group), L!
represents a suitable leaving group, such as halo (e.g. bromo or chloro) or a
sulfonate group (e.g. mesylate or, preferably, tosylate); or

24



10

15

20

25

wherein Ra represents G allcyl (e.g. ethyl; so
formng an ester group), L1 represents a suitable

wo e@viongsgr oup, such as halo (e.g. brono or chPGF/GB2@6/002743

a sulfonate group (e.g. nesylate or, preferably,

tosylate); or(C) a compound of formula IV, wherein, in

all cases, X and R are as herei nbefore defined, wth,
in dbnoRe8d offgzRpaynd of fornula V, wherein Ta
reg?ggents Sor Oand R6 is as hereinbefore defined,
under reaction conditions known to those skilled in
the art, fgar exanpﬁﬁ for reaction (A) above conditions
such as those descriﬁig in Bl anchet ety,al, Tetrahedron

Letters, 200X -4452; for reaction (B) above,

condi tions such those described in St. Laurent et

al, Tetrahedron Letters, 2004, 45, 1907-1910; K

Arakawa et al., Chem Pharm Bull. 1997, 45,

1984-1993; A Mistafa, W Misker, A F. A M Shal aby,
wheingin sl cisas X aRl RDagues herdisbafateatbfined, 1 964, in2@ch 256e34
cmnonPb HerokdqV A. F. Indolese, M Studer, H P. Jalett,

10} %iéé 2VH U. Blaser, Tetrahedron 2000, 56

6497-6499 and for reaction (C) above, conditions such

as those described in Le Martchalal et al, Tetrahedron

1990, 46, 453-46471% (ii) for conpounds of formula | in

whi ch Y represent -S%%» 2-, Wrepresents -NR, and Al

represents asd Nb d (and R7 is terefore absent),

X represents appondH(i.e. -[RsRp]n- in which n

represents 0) and R represents H, reaction of a

compound of formula VI,wherein L2 represents a

sui tabl e | eavj ng _group, .such as_hal o (e.g. chl oro),

wheigity h Seoesiiond of & RAFFIRDRGIN RS, Wider VFRSkR
! ! . ) . q
condgg)n!s $nBen e HRIsBRefIRA SN gkg érﬂe%r Eﬁ%ﬁréélé B & gﬁﬁp@/)kaqbo@@

RS I's as hereinbefore I ne condi tion nown
conditpns lsogheasthiokd debciibed teBhanthet feo rl, Seampidros Uelteras 200 s e

ribed in Zbirovsky and Seifert, | 1 ech. . Chem
45, GRS R Ry toaciah By e Sene s Vot st iexianist m S
Laurkrit2nal, Ren@eedroyPuéiead, 2boy, 481 edii7l salek CAeaga of a1 Bamsh,
in the presence of base.ag;gjéa

t.4.

16, 1962, e.g. n
Pharg Balud 9% 143t il 9%H-699 Oy lustataa WV apslepr ofkaalty,
A.H.Egalgash?%t BQEL)CT, %gﬁ‘aheeélao';rfpllgéée t20‘;3 lZ?S\—/?lt; ecgr f)e qu%?orl&t A&
Indolese, M. Studer, H. P. Jalett, U. Siegrist, H. U. Blaser, Tetrahedron 2000, 56,

6497-6499 and for reaction (C) above, conditions such as those described in Le

Martchalal er al, Tetrahedron 1990, 46, 453-464;

(i) for compounds of formula I in which Y represents —S(O)-, W represents
~NRj7, and A; represents a double bond (and R is therefore absent), X represents a
bond (i.e. -[RgRo]s- in which n represents 0) and R; represents H, reaction of a

compound of formula VI,
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50); (iii) for conmpounds of formula I in which A
represents a double bond (and Ris therefore absent),

wo2ooepresent s al kyl ene (e.g. -[RgRg]n- in whi chCTIGB2006/002743

represents 1, 2 or 3) and R is as hereinbefore
defined and, preferably, Y represents -S(O 2- and/or
Wrepresents - 7, ‘reaction of a correspondi ng
compound of fgrrmula I in which X repyesents a bond
(i.e. nrepres ) and R represents hydrogen, wth
a conpound & flormuBa VII1, a Ria- -v VITl wherein Xa
represents alk{d ene (e.g. -[RR]n- i which n
represents 1, 2 or 3) and Ria represents R as
her ei nbef ore defined, or n represent 0 and Rla
.S i L; e def.i vdpalsdy t It
whefSELRERAL ARHPSLAT AT o S0P B g A s
comp@mt epfeemeint 8lla suitable | eaving group (e.g. a halo or
sul fonate group), under reaction conditions known to
those skilled in the art, for exanple, in the presence
of a suitable bpsg=e7g. an organonetal | icviase (e.g.
anorganolithium, an alkali nmetal base (e.g. sodium
hydri de) or an am de salt (e.g. (Me3Si) NNa) and the

whotf BV s RRRCH CTD B8t WVECRP o B b e hags

" defife@amdbiefmaitdht kaoh thehaw skHledhinabe att, Sulexaenie such as

temperatures (e.g. -780C) . For exanﬁle, for the
thosg geseribasi is Zdirovgaprndntriiest Cobr Gaack: ¢ham e yL977, 42,

ePIe Sey 4 SOk 1.5 rep - 2 NRe L T L, on
267 7 i el e PR B bR R,
4, Ba%dt ige62rent ]Exotrhxe @résﬂncreagﬂms? (e]tcg. apralqu@ms ss]m%qn of NaOH)
. above. (iv or conpou 0 o mu [, i ich X
in ar gy sg%é?nb&‘n@ 8@??0@.59 ﬁorreéfﬁm@@e%e V@Sedgmpﬁfgﬂe (e
500)f €pr esents al kenyl optionally substituted as
her ei nbefore defined (i.e. by Bl) in which one double
bond of the al kenyl group is directly attached to the

..requisite ring of fornmul or R represents.al k .
(i) S ETPPYAE @LAPELS -Hdgrﬁ&%c&pfeareé%m% REoRaE e fent ko i

n i Kyl ; jegitst € 2
ther e AB IR K Sbrekifs R Bt (HPRIR 1h Sy PR P 2,
or 3) und Rarissusbistreitiefeon: defthedi andb@lrftfeltah]sfeép

and/or W represents —~NR, reaction of a corresponding compound of formula I in

" rgpresents —S(O),-

which X represents a bond (i.e. n represents 0) and R, represents hydrogen, with a

compound of formula VIII,
Ry-X*L , VI

wherein X® represents alkylene (e.g. —[RsRo],- in which n represents 1, 2 or 3) and
R, represents R; as hereinbefore defined, or n represent 0 and Ry, represents R; as
hereinbefore defined provided that it does not represent hydrogen, aryl or
heteroaryl, and L? represents a suitable leaving group (e.g. a halo or sulfonate
group), under reaction conditions. known to those skilled in the art, for example, in

the presence of a suitable base (e.g. an organometallic base (e.g. an
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represents -NR 7C(O)- -NR 7S(0) 2- -NR 7C(O NR7- , -NR
7C(O O or -NR 7- reaction of a correspondi hg conpound

w@boo7orazel a | in which X represents a bond (i .BCT/3B2006/002743

represents O) and Ri represents Hwth a conpound of
ormul a_I X EX wherein R represents al kyl
Orgslgﬁlrﬂaﬁall)r g %%stnﬁahb@ﬁ& 5y Bqdlurnnhmmdehoml pratletsab (sane
MESHLGNLY a§,.€; a re define
( é% )ndar)'dodgga@lter hg%) %ﬁd?t P‘gﬁ’@ novvnmt éetghoteteg@[é#‘?tﬁ
dunethyﬂﬂoemantde, dioethiysalfplide bothe lie:) pf epatl thipeftek or below

(o8 e SbaR e e o rCA %gﬁé@%,tféémées&i@{ﬁgs‘és of
contyfbnd! SBRER Ol S AL RASE UG5y I relpéessgt@t_r@{,

appropri ate hase escrl or e
Tea%m&m@tmﬂe pdludei thpsd deschibed e sien prred aetideliniaioged in

cial acetic acid), e.g. as described
reSPeﬁ g%%‘%&a@g %hsker, A F.A M Shal aby, A H.

Har hash R Daguer, Tetrahedron 1964, 20, 25-31. For
the preparation of conpounds in which R represents

(V) dpxgampnynds ¢f forrada byn whkeha refeéientd l&imd\(ee o eanséan 0) n

o e SRR et P i eroneioe Wellen ey

BY) pn oxd€sls osé G.buh{l& ibohd l@y@'t@él\/hﬂdeﬂ?fllt gr%uﬁ 513 ?ﬁ%@cﬁf tQtftad?rEd to the
rous at room

ropriate solvent (e.qg.
reqqxg%p@ngi@@fogn@lﬂ Itg)g|Pgqurgsgrts dbdmab&@ted vdér a a@H geup o
t ]! RS0 t at f
pr eparJa}?dl %r}rmb §%¢?ﬁ ﬁ&@(y %9%@8 ﬁ{]ﬁegﬁlég‘%é@éﬁf %0 rinula £
and apmcro iyl yoraupoBt dptishelty ®teRYdubaude Seil *ﬁ?%ﬁp B¥Bs, W

i nvol ve an intermediate which is

reprﬁ%?&?ﬁe ]ﬂ%’r‘ﬁ: péneﬂ‘“%ogr@&ﬂcm dWC{@}N&i—a —N&ﬁ(@l@e lor RNR7—,
It efi ned, abpv

ree R P BP et ST PRy a8

(ie. mem:mm Qtaed Rayeppesess trbwlma atdoapdhied oB@rhelaliie al kenyl
group separately, for exanple by converting the -COH
group to a better |eaving group, for exanple by
reaction with trgiftyoroacetic anhydride or{-he Iike
optinoall in the presence of a suitable baSe (e.gqg.
trrethyl am ne) and a catalyst (e.g. DVAP) in an

BRSOl - SLENLE QTR SL B b o,

sam€ QRhitioans des®’i hederehbéRirk Qiéﬁ!ﬁ&i aﬁ@eﬁ%&%ﬁfd r&Rtibns
ech. Chem _Conmun. 1977, 42,

‘condrtions known to those skilled in the art. For example for the preparation of

compounds in which R; represents alkenyl as defined above, under standard
dehydration conditions, e.g. in the presence-of a suitable base (such as NaOAc or
an appropriate base described hereinafter in respect of process step (vii) in the
presence of a suitable solvent (e.g. glacial acetic acid), e.g. as described in A.
Mustafa, W. Musker, A.F.A.M. Shalaby, A.H. Harhash, R. Daguer, Tetrahedron
1964, 20, 25-31. For the preparation of compounds in which R; represents alkyl
substituted by —OH as defined above, reaction in the presence of a suitable base
(e.g. lithium diisopropylamide or another suitable base described in process step
(vii) below) in the presence of an appropriate solvent (e.g. anhydrous THF) at

room temperature or below (e.g. about 0°C) under an inert atmosphere. The
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(v) for compounds of formula | in which X represents a
bond (i.e. n represents 0) and Rl represents saturated
wa@bdoylo1wpt i onal |y substituted (i.e. by Bl) as PCT/GB2006/002743
her ei nbef ore defined, Y represents -S(O or,

pr ef er ab|

< h f,
B LG TR e T e O e I e

repre§e%s”&ﬂtf%n£11}} Bubdbied MBlentPR 8SLABS] S¥vEOMA! dy involve an
substituted unsaturated al kyl, under st andard reaction

intermeshate Mhm:ts;s ﬂhe rabe\ﬂ@ampmt@nﬁda Cph@om%gﬁﬁlf@u@f wHictdh e

r n i
repreéeﬁt}slgaélﬁvglsp E)r e%se%gé 8&(1) Qo\%g(g’ﬁé hf# vtlg%ch
isolatsg), %ﬂé‘ﬂﬁr@émiéﬂfatdjma? need tcﬁ bmti@hlslﬁoeméd‘lm dta:f alkmyj; grasp

described in RG G| es, Lewi s

separgiglys éor eRRMPLE, bmoawan& the - H(é{?él@é? 2 ’b?%?r 1%ﬂ¥g§r %ﬁul%l(\feb
exam?ﬁe‘ Pﬁ 5%0&84%&1 tri Lid gﬂiﬁn SHSR k ke ARRIBEI 3h Qhe

ol ce 0 ere g agent is inportant in
preseﬁdiedef a Emt@bshba&;v eée ghteleﬂlsiarmad) anglcu citilyst (&l &Mbnyan

redu %agtbher functi on%l groups
appr@aléw 59 68%1 ﬁP%%éﬂe P& 0GR SHRE 25 (RGP &t
abouLg)/ ﬁ)ﬁ%%ﬁé@@%k%ﬁnﬁg&tﬁ@ﬂ@ déeeibiden 78adHedkyomdeifert, Coll

r standard conditionS, for exan‘pl e
CzechrChdne Coneaent @7 OR2 A602-Q98% gas or nascent hydrogen,
an -appropriate solvent (e.g. an al coholic solvent) and
catalyst (e.g. Pd/C); (vi) for compounds of fornula I

) férrboﬂﬁioﬁﬂdﬁ@ fofm@h K Y whichCk @airkashtsf bdd@NZ Y. n reptdseb 0)

which are optionally substituted as herejnbefore
and Meﬁplﬁmfs sagaated efkybdptionaldy subspoid (e byolﬁﬁ@g hereigibefore

r ch RG es ,_ of
deﬁan' {r?ff FRre %a{@h X \Bhefrrggléf R@gsfeoﬁr es saa(lﬁgy} : Rite
defin@¥,C kabtot oBra kenzypbndigg Gonvhonal & emma nial thich Ry

subst it ut ed by one or nore gr ougﬁ sel ected from B13,

repregads crptivngly rabgieted v‘éflsﬂmé%l allayly apdes standard SEAFRBI e
condmo?{%”o?oq ar2uh. IHCH]e Dal.o (€, 9uilBH0(DF HRMMbiivd

nat € group, ¥ standard Teactlon conditi ons,
redudifg agooaspthexsdtiBHY Opltmhaﬂp dmthegnerened off 2suifabletshivent such

resence. of a suitabl e base y
os & S50 anpicbs 6 faetup SheEedy i BB RGET RO G N
Lewﬂgyf %o%lf&knf?@y rdaleN &1 WO/ fwﬂhﬁ@t It "Yc%"sﬁ:)f | BB dnRdlrom 2000
am ne, trinethyl am ne,” di met hyl am nopyri di ne,
56, 4dB i-@éﬁ)’l‘ opié siniledkperdqrewill apprecnate that the ch01ce of the reducing’
agent is important in order to achieve the desired reduction selectively (i.e. whilst
not reducing other functional groups, such as carbonyl groups, in the compound of
formula I). Alternative methods include reduction by hydrogenation under
standard conditions, for example in the presence of hydrogen gas or nascent

hydrogen, an appropriate solvent (e.g. an alcoholic solvent) and catalyst (e.g.
Pd/C);

(vi) for compounds of formula I in which Rg is alkyl, cycloalkyl or benzyl, all of
which are optionally substituted as hereinbefore defined, reaction of a
corresponding compound of formula I in which Re represents H, with a compound
of formula X,
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di azabi cycl o[ 5. 4. 0] undec-7-ene 5 sodi um hydr oxi de, or
m xtures thereof), an appropriate solvent (e.qg.
w@oordiaze;, di chl or omet hane, chl orof orm PCT/GB2006/002743
t et rahydr of uran, di nethyl formani de, triethylam ne,
di met hyl sul f oxi de, water or m xtures thereof) and, in
the case of biphasic reaction conditions, optionally
in the presencg Eﬁ a phase transfer cat aIXst (vii)
for conpounds of* formula | that are substituted with
at | east one of B4 to B20 that represents a

O NRi 6aRi 6 a IIL act f a c [res ondtl nn%ll
whereisy, aoEﬁPaese?tSf |°¥l Palkh Rhi 8?? %\t‘%/t "‘% pLomaLly

I | B aept s BERreeatvelFleli OR
Subsmﬁ@& Wﬂe%%?%ogﬁ%g&%s l§glgc;té&(;rggrr%1 I'a X le\lRl 6@%16bV Xl or a
Lt rembsm’aca: edtadbr loasingverote sych as salot (b2 hedwe ot brofe)r e A

suro SRR 00, RSl FUMIELeT B SELMES, ol AP

tempePARRPEL thel PrebdiReCSE sohadle HRIS (¢.epsediventisydiide] soditie
presence of a suitable coupling reagent (e.g

bicarbopate.c aetAEHYM dlarbAngtez dqygohiimgmzrail%%f c%*ﬁiéla@y [ Egiglapine.

ity Lot ERLIRLDY AR BRYe2 LG e

dlazalﬁﬁjfdﬁiﬁﬂ amun%??m%{ | A Ih}yilrm@ﬁ, r os (lﬂlmtmtdﬁ)thaﬁmﬁo)anl
osphoni um hexaf.| u 0s 7-benzotri.azo
approgma;;qz ?olygg (823 pyTidige.y ciﬁ:.pggqqyf Bl q}ﬁqr& ?eecraﬁ rofuran

dimet Bflé?%@%ﬂhﬁ: dimethylsulfoxide, water or mixtures thereof)
e Eﬁnzot riazol - I~ yl oxyt 1|rH|1€spyrro i din 1E}Jhosphonl urn

and, 1hehabdiworfd}1]dtas}rplt¢a¢tmn mditivngr drgiopeliold dienprgtsp ohiaum

o phosphate, 2-(lif-benzotriazol- 1-yl)-
Wanethyluronlun1tetra fl uorocarbonate) or

I-cyclohexylcarbod||n1de 3- propyl oxynet hyl

~ gol ystyrene, a suitable base ge 9. sodi um hydride,_,,
(vii) b@nmmubdmﬁ@makael thgrasehistimadavio Aeest one of B' fo B

that r%sl%ts Iﬁdbmﬁ %oﬁ)ﬁ/ aéa%'u?ﬁ DF é%@%&ébﬁﬁ%g %Ombgﬁ&p&iyl

formutd T SOPIOEY aminge (ds 8ppr6p1&2tabBé yie 1B Fsu‘dstﬁl]mm expraserne,
sodi um hydr oxi de, i V-ethyl dii sopropyl am ne, L-
—C<01Q%nsh‘y1ltfpw%mm@n>é‘)fom{lﬁé@hyl am no) p} ridine,
pot assium bi s(trinmethylsilyl)- am de, sodium
bi s(trinmethylsilyl)am de potassium ferf-butoxide,
l'ithium diisopEdBisRrisde, |ithi uil
2,2,6,6-tetranet hyl pi peridine or m xtures thereof) and

phase irags%f

or a protected derivative (e.g. a salt) thereof, wherein Ry, and Rjye, are as
hereinbefore defined, for example under standard coupling reaction conditions.
For example, in the case where Rj¢ represents H, in the presence of a suitable
cbupling reagent (e.g. 1,1’-carbonyldiimidazole, N,N’-dicyclohexylcarbodiimide,
1-(3-dimethylamino-propyl)-3-ethylcarbodiimide (or hydrochloride thereof),
N,N’-disuccinimidyl carbonate, benzotriazol-1-yloxytris(dimethylamino)-
phosphonium hexafluorophosphate, 2-(1H—benzbtriazol—l—yl)-l,1,3,3-
tetramethyluronium hexafluorophosphate, benzotriazol-1-yloxytris-
pyrrolidinophosphonium hexafluoro-phosphate, bromo-tris-
pyrrolidinophosponium hexafluoro-phosphate, 2-(1H-benzotriazol-1-y1)-1,1,3,3-
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an appropriate solvent (e.g. tetrahydrofuran,
pyri di ne, toluene, dichloronethane, chloroform

waewroni2sril e or di met hyl formam de). AlternatiRer/gGB2G06/002743

exanple in the case where RL is other than H (i.e.

tetrame y@%r%u}rp rtg@g—gﬁ&%t:ac‘rﬁgﬂlatg)ﬁ o gf-gfc%hexgﬁgrbro@ﬁ&tﬂe%}-
may be perforned in the presence of an appropriate
propyleggetityl (@lgstyrend, netduythbik ubdsai (erg. dodiunh erydridsenodiunf a

. Suitable solven .g. benzene), for exanple _.at .
bicar iy PEESR Wity A0S OB RB b OB LG, e tamine,
tributyRkd, Dechety1iMRBY didfethylamifdphaline, diisd? ropylamine, 18-

~ Katzenel | enbogen, J. A "J. O'g. Chem 1997, 57,  1762;
diazabigy¢lp]S .4 Qundsorpensndediom hydroxide, N-ethyldilsppiepwlamine, N-

represents ,-NR.7C(Q -, -NR7S(Q 2- .. - NRZC(O) NR7-, Qr- NR
(metl R R o v o TP c CpOIRG RS
amidd,orsotiugh | bis@riMettSisiW)h@RTee'S @BiassiudR rérr-batukid®  lithium
.. represents H wth a conmpound of forrmula XIl, L5WKR5
diisorxppyleipideclithing 2%ppagamnebylvpeyidine oxpgybures. theryoliryed or

- r ui ' h
an app Ohi? soplsty (8] RN Rl bl ARLS LR, Wbt
chlordiefrh feedtonitmiiden diraathylifamanddeli tAlenstikegyfor tegamblesia the

skilled.in the arf, for le in the presence of a
case &E?rfaﬁgus & Bt e <1-sa§5®2>@§ T 7B AT HeZroup), the
BY ) MinS a
e I D e PR o oy Rt ey
trimethelagumipipm)dinnghe( piebaive nefya seitslde aolvehie (hgs bermede), for

examBRal SRttt i Bt SR o€ & doretid i kvt
KLY PIDJK I BincBEARRLS 12k, 1O0E ERIROIBDLUSE 1968, as

escribed in Hurst, "D.” T.; Stacey, A D, thercleft,
M, Rahim A, Harnden, M R Aust. J. Chem 1998, 41,

o 2221: or (§ x).for .c oun of for [ [

(i) FESPinedins O ) REFERE bR B e RV e a8 B Atk ong
-NR;C nchrofNRoCR, lreddfiowhbichh Wﬁ@s@!’)ﬁﬁﬁ@t@lr;g\lﬁna and
RS represents H wth a conpound of fornula I,
formyg I jewhich MY reprogeaiseiRR and Ragemeseaisiberish & coamonad of

form&f@ﬁ?f standard conditions, for exanple, in the
presence of a suitable solvent (e.g. a polar aprotic
sol vent such as toluene) and

L W*Rs © X

wherein W* represents —~C(0)-, -S(O)2, -C(O)NRy- or —C(O)O-, L’ represents a
suitable leaving group such as halo (e.g. chloro) and R’ are as hereinbefore
defined, under reaction conditions known to those skilled in the art, for example in
the presence of a suitable base (e.g. NaH, NaOH, triethylamine, pyridine, another
suitable base mentioned at process step (vii) above or mixtures thereof) and
solvent (e.g. pyridine (which may serve as the base and solvent) DMF or
dichloromethane (e.g. further in the presence of water and, optionally, a phase
transfer catalyst)) for example at room temperature e.g. as described in Hurst, D.
T.; Stacey, A. D., Nethercleft, M., Rahim, A., Harnden, M. R. dust. J. Chem.
1998, 41, 1221; or
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at elevated tenperature (e.g. reflux), for exanple as
described in the journal article nentioned in respect

w@boopiooreess (viii) above. Conmpounds of fornul aPCT/GBa6/002743
be prepared by reaction of a conpound of fornula xrv,
R1-X-C(OH XIV wherein R and X are as hereinbefore
defined, with trichloroacetic acid under standard

g o . . ¢

(0 ERT LB of A B 0 & Rl R OB bt o

correspnbdiogededntpouad pecf dbrymlacess iat epvhich) (War terré9ehts
aboye. Conpounds.of fornmulag 11l may_be comercially

- R&\?ﬁ%?ﬂﬁ@é‘?“ﬁ?%ﬂ&?“g‘da&%@? of ferde €Hhdi ti ons or, for
t hose conpounds in which X represents -CH 2- R1
represents aryl or heteroaryl optionally substituted
as her ei nbef or eReld¥iGrEd and L1 represents XIRal o
group, reaction of a conpound of fornmula XV, R cNH2 XV
wherein R10 represents aryl or heteroaryl (e.g.

wheft ROMa4d BeréinthsFbre tadkinsh, Rnd& iliafbdontiRicher 8t tdnple, in

correspondi n%lpdi azoniumsalt (for exanple by reaction
the RrpseRce ol witeblespivert (812 » oalar aprptie seluens suchuasifolmsne) and

o B0 L PIBT . COEMSL Lok B P iy,

mentionddhie rggpes efip@ceds (diiyubdvabl e sol vent (e.g. acetone)
and a hydrohalic acid which is preferably concentrated
(e.g. in the case where L1 represents chloro,

I .
o B bR Rea 37 gErR Y R eRb o it
XIVihe halide onto the acryl ate/ enone such as cuprous
oxi de. Conpounds of formula Il in which L1 represents
a sulfonate group (e.g. a toslyate or nesylate) may be

prepar ed by reaRpixogi@jHa conpound correspgnging to a
compound of forrmula [IT but in which L1 represents -CH

with an appropriate sulfonyl chloride (e.g. tosyl
Whel%m %rl iagg Plordss %%re%ll'f;le%nie dd%}'mgcf d\%rth %rtic c%*ggc%ti% oarégi& tuin e
standard conditions known to those skilled in the art, for example such as those
described in the journal article mentioned in respect of process step (i) (part (A))

above.

Compounds of formula III may be commercially available, prepared under
standard conditions or, for those compounds in which X represents —CHj-, Ry
represents aryl or heteroaryl optionally substituted as hereinbefore defined and L

represents a halo group, reaction of a compound of formula XV,
RyicNHz XV

wherein Ry, represents aryl or heteroaryl (e.g. optionally subétituted by B° and B%)
to form the corresponding diazonium salt (for example by reaction with sodium
nitrite at Jow temperatures such as at about 0°C) followed by a compound of
formula X VI,
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known to those skilled in the art, such as those
described in respect of preparation of conpounds of

wo eoomol@esl above (process step (vi) above). Cop@DGBR®6/002743

of forrmula VI may be prepared by reaction of a

compound of forrmula XVII5 wherein L represents a

sui tabl e | eaving group such as halo (e.g. chloro) and

L is as herei ngefigr@)defdared, with amoni &VEe.g. in

gaseous or other fornm for exanple under standard

conditions known to those skilled in the art, such as

f r [ ds

wherglqu‘ 35 B, ﬁ ?nleg g t%g @geéé%cgs g R sﬁ?%l?tsélg%}g Q% é?:@ﬁb?x@}"‘
and PhREreARl¢id Whick E@p@fe@ﬁ}ﬂ cencohtrated{dy |in ehchense awheteoh}

t t bout  00C) whi th KLl | ed
Do L OHo FOCER AR RGP 5 CHRIFTPERAl )

2o Fis AR ﬁ%?ﬂﬁ?@@?ﬁgﬁsx@@%%&%q‘%ﬂ%ﬁ“}%ﬁ% N
cupr@lsaidzer t ai n conpounds of formula I5 I, Il and VI)

are either commercially available, are known in the
literature, or may be obtained either by analogy with

Com]bg'lﬁld@ LR GRS SESIIOa St HEdhREQINa b@IforRf0a6GS @S, dasdyitbed
n references contained herein), or by conventjona

or meyylsthemay e prpeied dy, raapticic 66 RdeOTRROURE (I9TISSRoRGHIEIO 2

t echni ques,. f avai l.e [
Com%ongE ?:}Cqﬁjgf“%lar@o g‘]gnlfls fgﬁg ~ e%% i éodr%g] %gr%f\&?@o%g SpbiSpritle
sulfoRyb&HlbhidteR!sS tos?lUélﬂorﬁ& dRimesR chl&de) XindW svdiadd ¢amditiomal
conpounds of fornula or_rel evafq}eél nt er nedi.at es may

knovipetoribeserskidled gn ghegt, ﬁwﬁleaStth%SésdeS% A BHSPRRYOF REFPRIFLO
of cod: %ﬁgésa%o ¢ h‘g@% @9%@ S%¥| ¢ thg\t %mst hods that are

nown Exanpl es of
such net hods |nclude substituti ons, reductions,

oxi dat i agns, yl ati ons, | ations, hydrol yse
Compaiepiof TRV o o mes b PEPHEE TR OB AE = RS e aBp
XVvIgroups can be changed to a different such group, or to
the groups defined in formula I, at any tinme during
the reacti on sequence. Corrpounds of formula I may be
isolated fromtheir reaction m xtures using
conventional techniques. It will be appreciated by
those skilled(in the art that, in tie)processes
descri bed O’S N

O

wherein L° represents a suitable leaving group such as halo (e.g. chloro) and L21is
as hereinbefore defined, with ammonia (e.g. in gaseous or other form) for example
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) or, preferably, in the presence of diethyl ether at low temperature (e.g.
about 0°C) in which case the skilled person will appreciate that the ammonia

additionally serves as a base.
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above and hereinafter, the functional groups of

i ntermedi ate conpounds may need to be protected by
w@e@reoR8ng groups. The protection and depr ot eRCT/GB2@b/002743

functional groups may take place before or after a

rea n.t n oned henes e |ng
ConfE BB Ronods VL. Sochs Uaide ik 1Y eafen
XV hahd & wetdin kJ&)ﬁ%uﬁ&’s bh %ﬁnuﬁglﬂ | iedri rbnhhexﬁ%}e @ﬁﬂeras
descri bed hereinafter. For exanpfle, protected
commrq»@bh@@ﬂabic,eamkdom &5 thedgemiupe dr mrmyebemh’myecb either by
t.0 un rotect ed sin

d cherm cal f
s B WPl B R S5 R 37 Sl
contﬁlhecﬁnhsiemb b9l ceaderitiohh] Sinficat §rédeauRe et acabliahyd dithof
ups as_wel |l as the sequence for

otectlng
stan PREILIGERS %gmtl [REaiiapl Feding nxafs@wéﬁs UsIBg apprePEeteitAREents

d%’%’d}f‘ fylly described in "Protective Goups in
E anl%ﬁlt€§$stry, edited by J WF MQmi e, Plenum

Press (1973) and "Protective Goups in Oganic

nt hesi editiaon, T. eene & P, G Wit z
Sub%@év 5y aér%lc%é 12@3%%&9@1 w&%@‘é@%}l’é@%o%ﬁéu%r%
relevaiﬁ" R RABkesHROY DR m&ﬁﬁé@ ond Br tntftﬁe GRS, thell"?lﬁﬁ%lﬁﬁ fifed

unctlonalegpou ps, hydroxy-, thiolo-, am nofunction,
PYOCG@%@%‘WHDQ& el bpmay 0|f mettives tams ereakel phmtvertoatiose skilled

in 400 B BRB s B PR 3R et Bl oo s G oB on

alkyl@itss dadd¥atiohé, NkeatolyRes, OfstrERbfidRUt LA bReh¥catlnds" el |
be under st ood by those skilled in the art to include

Prechisoie BTONBY IR 19l ehanger e godifigteatl saeh@raupo et to sthe reragps
deﬁﬁe\ﬁ@x‘? cﬁmql'laalbggaqﬁr écg9+ H&r?n% éﬁ%%é&{ %ﬂﬁ?ﬂcel nsul in

resi stance dem a,

hyperi nsulinismin chil dhood, hyperchol esterol em a,

hi gh, bl d pressure, obesit fatty liver conditions,
Comgpp o8t FBH bFRBhpe haBe L e SReting, Miituse tuskg

Cmﬂkgﬁ&ﬂ@ggbg% ccardi ovascul ar di sease, atherosclerosis,
cerebrovascul ar conditions such as stroke, systemic
| upus erythemat osus, neurodegenerative diseases such

Al zhe ol ycystj.c ovar s ndr.o
1w e b 4ford e df e BE A BL e U0 e i
above WaH ha@iraktE0 eCruh &Rl ér@hﬁs%ﬁntermedlate compounds may need
to be protected by protecting groups.

The protection and deprotection of functional groups may take place before or

after a reaction in the above-mentioned schemes.

Protecting groups may be removed in accordance with techniques that are well
known to those skilled in the art and as described hereinafter. For example,
protected compounds/intermediates described herein may be converted chemically

to unprotected compounds using standard deprotection techniques.

The type of chemistry involved will dictate the need, and type, of protecting
groups as well as the sequence for accomplishing the synthesis.
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Preferred di sorders include hyperinsulinema and,
particularly, type 2 diabetes. According to a further
wW@spen1028f the invention there is provided a neCTo#2@6/002743
treatment of a disorder or condition caused by, |inked
to, or contributed to by, FFAs, which nmethod conprises
the adm nistration of an effective anount of a
t e \ .
o TR Mt the SESER APl BB uh CBlondn D EROR R
Che@*fzsﬁﬂ’fgi‘ efitedseny WnFem:OQﬁe, Plesuh efress (107 BataneritProrective
her apy" and "t herap ncl u r utic
Gr Ogﬁa;rb@wq *?Jﬁlfhe\?’é%t?r Dlditon thlo g‘f 5?#@% rrﬁ ﬁ@g& 135
Intef®ldnc@ 9§aﬁ prophyl actic treatnentand/ or di agnosis of
patients ich are susceptible to, disorders or
condi ti ons caused by Iinked to, or contributed to by,

s B b BB SRR AL e

ﬁm@eﬂ%ﬁp roﬁfvs Ry aRRPH9 lml@lo \/\@ﬂnﬁ{bﬁm{lﬁﬁf@aﬂﬁm hemneideattd, dn the
effec ont%’etreated patlent H\g sutficient to
oxy|;

casg pfarotestedpfunstiong! gleapsli lowss alk &+ Scecsiry capoxylic
am&%&§CtIVe (i.e. measurable by sone test or nmarker) or
subjective (i.e. the subject gives an indication of or
feels an effect). Novel conpounds of fornula | as
her ei nbef ore defjned are _useful as nedi nt a are
The treR afiserder Gdoaditign caeseq by halked e %reﬂogm §>a Egﬁée

willVhd ﬂn&&?ﬁobcﬁé? Qflésgnsld opRAg: of irfcidaud yg;ehnﬁﬁﬁﬁef?@a and

adm ni stere one ut are preferably "adm ni stered
assafizitd wpnahtmnsﬁvsemb ussl yypei Bt dimbetss uplacdsg, mtmltxalne@usisylm
subcutaneo sublin

resiipn OO b e, Oy i, i ertinaBiifin, B9 iiadod

hyp@féh%?t@foﬂénﬁa (18gt9blobl %@J&@@e' dbeBify, kfét@}”ﬁ%r%bhdﬁmns diabetic
topical ly, by any ot arenteral route, in the form

nepbfopathyh dehetice neuropathyr dipbetiet tetinopashy r¢a§¢1ﬁ§asmlér disease,

i n harmaceut.i.cal | ccep
e EPEREI A e IR ARG, il SARALE. LBET
eryihbin@idey Sie@fodsgidetitian edivsseN ate as MIzhcafﬁd:S @ UJhaéase 0 rand
i ntraperitoneal delivery. Conpounds of fornula { Wil

POIX}‘é’ﬁ'@L‘r g‘fqry sydrosaiy Piher éysg@se@?’t% 15(}13@-@@@{;{5;1&;@11&1 disease
sucﬂgggﬂf{) E éh'alf LRdm xture with a pharmaceutically

accepta uvant di luent or carrier, which may be
sel ect ed mnth due regard to the |ntended route of

Preferred disorders include hyperinsulinemia and, particularly, type 2 diabetes.

According to a further aspect of the invention there is provided a method of
treatment of a disorder or condition caused by, linked to, or contributed to by,
FFAs, which method comprises the administration of an effective amount of a

compound of formula I to a patient in need of such treatment.
For the avoidance of doubt, in the context of the present invention, the terms

“treatment”, “therapy” and “therapy method” include the therapeutic and/or

palliative treatment of patients in need of, as well as the prophylactic treatment
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adm ni stration and standard pharnmaceutical practice.
Such pharmaceutically acceptable carriers may be

weh@mooreBl y inert to the active conmpounds and PEHGB2a00e/002743

no detrinmental side effects or toxicity under the
condi tions .of .use. .Syitable ceut | diti
an /G iAoty SRR BENbaa SRt RE RS gr conditions
causdd By S&{keAEE oRbshihaed iods, BEAPhar macy, 19th ed. 5 Mack
Printing Conpany, Easton, Pennsylvania (1995). For
parenteral adm nistration, a parenterally acceptable
w e 0 %fh%ﬁzgg¥ S TREQY EehtieWhdi ch is pyrogen
ngggéqgﬁgﬁhgg reéU| .92&6H, |SO?%HFCity, and stability. .
Suitable solutions will be well known to the
ski 'l edperson, w th nunmerous nethods bei des
The fieym FrefechyeRmewt e?e?%s AL PP RO CSPPRBJ%CR %Vé’éahi%ﬂdc}prggd
th ¥ QI R $0atDe pheMAdcich seefbient 30 gREL oSPk@RAE the
ﬂ%%%? 152%”?%990).a§1_erwﬁgggnthe preparation of
disesss).t Bl effdcbmay batobisavartiy. heasietile bk 8ome HshOeRErkFE) OF
Jby.the skilled person_uysing r ' I ques and/ or
subipRfivedEer BeHEEhEC R SR e SR TS 5 BRRT g
pharmaceutical practice. Another aspect of the present
i nvention includes a pharmaceutical c sitio

0
Novebemrpaindgokformelad ge beteihpfoye fimse erase aﬁ{lﬂﬂf%em_
andgrgev %rﬁa(%g?n%%ged%sgg%h{agr%lﬂicglsa_s her ei nbefore defined in

f
ron wth nmaceuti cal ly acceptable
exci pi ent, such as an adjuvant, diluent or carrier.

The anmpunt. of conpound of faormul.a | .inh the formul atjion
In agfQrfanse NS IYHIEOReARFYP L B I BB GRS

alon%ﬂ I%élﬁ ak eﬁ}gferaﬁo%p ?&nﬁ%ﬁ@i‘ég dorafly, WRivedusky anearneunellys)

I s/are e oyed, but may be determ ned
cutanesusly)v sulicitaetonslyy tranemskésally dee r sBhngmalye 98 Hercahy),
the disaorder, and.the patient,, to t ed :
rectally.+ HanSdgTRaARY o Rast rﬁ@i’lf’%atrﬁ% n&& oﬁ%%ltﬁél s ng b%ogg%u%’l
topiBRW, D8y agR Bilet lalhtcdh] YQRY) RY thbefoapedt iac phbymaceutical
eff'ective'doses to a patient in need thereof, ver,
prepebasicosempriian st eomnpund in anpharERCeYHSRIEY é%ﬂeaﬁbl}!o ﬁgsage

L
sub&RAABRLs, AMed], idtrireas0a W énttdperfonaaieleli@re. skilled in the
art will recognize that the
Compounds of formula I will generally be administered as ~a pharmaceutical
formulation in admixture with a pharmaceutically acceptable adjuvant, diluent or
carrier, which may be selected with due regard to the intended route of
administration and standard pharmaceutical practice. Such pharmaceutically
acceptable carriers may be chemically inert to the active compounds and may have
no detrimental side effects or toxicity under the conditions of use. Suitable
pharmaceutical formulations may be found in, for example, Remington The
Science and Practice of Pharmacy, 19th ed., Mack Printing Company, Easton,
Pennsylvania (1995). For parenteral administration, a parenterally acceptable
aqueous solution may be employed, which is pyrogen free and has requisite pH,

isotonicity, and stability. Suitable solutions will be well known to the skilled
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sel ection of the exact dose and conposition and the
nost appropriate delivery reginen will also be

wo ndo7ensed by inter alia the pharmacol ogi cal PCT/GB2006/002743
properties of the fornulation the nature and severity

of e conditio hy s
pers b M R SR BRT kAP eg = PRAp Bl P SBley of
metidds bRGrRoteReYy afaytdi® e@ﬁﬁmauﬁ G0 TRApad Sclehe: 248, 1527

condi tion, body weight, sex and response of the
(199Batient to be treated, and the stage/severity of the

di sease. Adnrnlstratlon may be conti nuous or

intermttent (e.g. by bolus injection). The dosage nay
Otheawise, hike deteiationedf byitatie ﬂn'rmiﬂa‘gomn ahayr eq umin@wedfnon-

adm ni st r at In the case,of aqral or rent er al
nveRdAl Pgtth%usrﬂglﬁd PRECY ISRgLOUHY ¢ PR 5 J0t260 0y
with (s%nﬁ%%dibgggc g%d%ﬁm%éfutfégl @agpEpound of formula |
i T enploy a correspondi ng amount of a
phar maceutically acceptable salt or pr odrug thereof).

n an t, the. nmedi atltlo
i IaF%eﬁ gnkéeoﬂres’%t ey O%BIIPE D d%l% er r%ce# gmrﬂo% o t1on
combf"ﬁn@ ﬁttH&Epéﬂﬂéﬁgeefkaf@ BmWirht! oftEnd¥Rs boxﬁppﬁrﬁibcbﬁ%fohnnladn

I ndi vi dual @Jgatr ent. The above ment i oned dosa ges a@g
I@rzfenlpﬁfeneyd edhén ppEbagEoR a8Eh & bRENRCsHLc P

exc1p1%nt adyvi %%d t@rﬂ%ﬁ?o%? h' gher or |ower dosage

angesa and are within the scope of
this |nvent| on Conpounds of formula I may be used or
adm ni stered i n_cqnbi n k wi th one, or

The ervnt oh semgPwRd of dempa { 4n tﬂﬁ% f?%%t%wﬂgﬁg%ﬁr“&o% thes
seve%ér %?nﬂet%o‘ﬁﬁﬁ aung dorpﬁlT héﬁgﬁ?dﬁ Qe REat&DNS kUt &d thy,

(suc yperr ns ema and type 2 di abetes),
compoureigsybivniah igaretdnenayed, bcoay Ue dgterioingd fngntinentizsly dot

f_the invention, there is provided a conbination
the%rﬂlﬁﬂllﬂ?fsoéonprr sing: (A a conpound of fornula | ; and
(B) another therapeutic agent useful in the treatnent

of a disorder or condition caused by, linked to, or
Depewting iob uhfe dlsomleb yend FRApaticnk é@ BE rireaigehaotel Gapsamentiis of

ol el AR B0 B, o

ther§Rifit Ty ef@dﬁ{?e esxabionapdtient mm@d:l,lﬁbtboﬁr ovi de for t he
adm ni stration of conpound of

However, the dose administered to a mammal, particularly a human, in the context
of the present invention should be sufficient to effect a therapeutic response in the
mammal over a reasonable timeframe. One skilled in the art will recognize that the
selection of the exact dose and composition and the most appropriate delivery
regimen will also be influenced by inter alia the pharmacological properties of the
formulation, the nature and severity of the condition being treated, and the
physical condition and mental acuity of the recipient, as well as the potency of the
specific compound, the age, condition, body weight, sex and response of the

patient to be treated, and the stage/severity of the disease.
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formula | in conjunction with the other therapeutic
agent, and may thus be presented either as separate

wo ooomol@si ons, wherein at | east one of those PCT/GB2006/002743
formul ati ons conprises conmpound of formula I, and at

Adwinggrogien ?ﬂ?@%”&;@%?us;o‘}em%ﬁ@{ 15 B CaTER R
dosagg &Pﬁéﬁg 1,00 elelmBred B AR bl & ddefimdlaldrom

ng conpound ornu a | and the other
the chieedfanelmlmrmmdt @dnﬁmusauqnm dosage fcam VHErirem ebpee91

t l. f | a d
s b HUOA DohrB A THEPABL G e agbc Chas PrpRiRe N
corretsﬁ&ﬁﬁr{mﬁﬁo&l{ ofa ?&a%ﬁﬁé@hcﬂfy eﬁ:@é}ﬂh‘tﬂé edlt eraisdrdg lyeredf).n ked
or contributed to by, FFAs; and a

phar maceuti cal | y-accept abl e adJ uvant di l uent or

carr i ) n s
i o e M i PRI SR Shr s omanent
deter@find Qbffiledy Ithd ricaddobagee wititth weill be most suitable for an

phar maceuti cal | y-acce tab adJ uvantwﬂl | u gﬁj
indiGeirl Peont arlde (B)V STSHAPHACKIEIS A PHITRIPAR Phie averees
case) fﬂﬂeu&hg ?f &?ﬁ%h gE 1ﬁcﬁ€fdﬁ§ﬁﬂ§th&ce§gﬁﬁ}e HisBEUbr Jotvet ABsage

at nme I'sorder or condition caused by, |inked
rangbare efericadndnd sooh ect withibyhe Fhpsof thisadvankpire with a
pharmaceuti cal | y-accept abl e adj uvant, diluent or
carrier, which conmponents (a) and (b) are each

nﬂ%&ﬂ’ds%%ﬂu@l Ry ‘E‘ah@&i ofl RinSitistcaddl ig chabiradeh Mitt s@tdron
rn conjunction wwth the other. . Conponents (a) dgly

mord f)ditidnat fregkigefigfin gdmwtra@g of diserlepretréndifigys pise

iG55 3 ARG ASTGRYRL KPS bal b s

mcﬁh}ﬁﬁg&%ﬁﬁergﬁ condi tions caused by, linked to, or
contributed to by, FFAs (such as hyperinsulinem a and
type 2 diabetes) will be well known to those skilled

Accérg;:t hg aﬁfr’fh@ﬂ Gsde e bEde h@éﬂffo N heldBUMLRIdES & SIrREARUES |

as su ureas, tmn, peroxi sone
pnxmmﬁbhﬁgﬁﬁ@oractlvated recept or (PPAR) agoni sts, such
as thiazolidinediopes, a-glucosidase
(A)  acompound of formula [; and
(B)  another therapeutic agent useful in the treatment of a disorder or condition
caused by, linked to, or contributed to by, FFAs,
wherein each of components (A) and (B) is formulated in admixture with a

pharmaceutically-acceptable adjuvant, diluent or carrier.

Such combination products provide for the administration of compound of
formula I in conjunction with the other therapeutic agent, and may thus be
presented either as separate formulations, wherein at least one of those
formulations comprises compound of formula I, and at least one comprises the
other therapeutic agent, or may be presented (i.e. formulated) as a combined
preparation (i.e. presented as a single formulation including compound of formula

I and the other therapeutic agent).
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inhibitors, GLP-1 receptor agonists, DPP-1V
i nhi bitors, exenatide, inhibitors of 11-beta

whyaroxest er oi d dehydr ogenase type 1 (| | b- HSDPQT/GBR006/002743

exanpl e AM®21 devel oped by Angen and BVT83370
devel oped by Bioyitrum AB, an enzyne associated with
Thuseg’r?&eelrs rB’FOV@g tisone to Cortisol in the liver and
adi pose tissue. In a preferred enbodi nent, the other
t herapeutic agent may al so conprise GP-I or a
(1) i pHaoyhesatitay fammilationf nghyding 2 comppunst of fapsiubnl;ognother
derivative therepf. F ; e ed
therep e Bhsnd Gr o Brrahis T ol P FORL IR Xp R
linkddyte} dredontr¥RAasd beeFH AN gnde bhaghakceltealieaddepiRble adjuvant,
.. exenatide derivatives (such as ZPl O devel oped by
diluepp a1 eadetPry naceut i cal s), native G.P-1, human GLP-I
derivatives (such as Bl Mb1077 (I psen and Roche)),
DPP-1V resistant G.P-1 anal ogues (for exanple LY315902
(2) akid of YRGB HOMpSERng bompgenis: | ong acting GLP-1 derivatives

such as NN22 vo Nor.di.sk and conpl.e rotei.ns
(S cphoRR st R Py S R R PR BT TRuS, i
al §&hRakt WemPy flaehhadtieIROH-BRAble adfultentO8i&Mmt or carrier;

t herapeutic agent may conprise a dipeptidyl peptidase
| VagdPP-1V) inhibitor. For exanple, the agent may be

lected fro he .gr.ou nsi st i.ng..of . dagl | R e
GE a5y ot i B Al oflaptlc Atel Bl iy
f utHehRdatime b B4 Higskden®adbniRidh catidee bo! ked ther apetibuted
agent may conprise gastric inhibitory polypeptide

(GPpy, BFAnimipdmbgmearity aapharpecquiisghipiceptiphle; atgvant,

fuaﬁ&&t&rcagl%ri vative thereof. G P also
gl ucose-dependent insul notropic pol ypeptide, is a

which2ecanonenta ¢ )dampie ()i de chdr provideslyint 4 ésrivs deht i saitable for
secreted fromK cel}ﬁs in the intestinal epithelium An
adminislration B CORBIEHoR Wihthedtthel p- action is the N-terninal
cl eavage of the peptide to the inactive AP (3-42).
The enzyne DPP- 4, which al so cleaves G.P-1 and G.P- 2,
Companpérds e) iand ¢h)i ofghe kit @f Rabip dbscribed henein may be mdupinistered
it ma t?aﬁl desirable to adm nister A P,in

. ui{ence,
SIMULARERUSGE ST Ya DPP- 4 inhibitor. Certain conpounds

of formula | may al so have the additional advantage

that they exhibit partial agonist activity and may
Other fiareestie agratysseful in ihe EenvaPrt Grisordqg Ar g@nditions caused

by, linked to, or contributed to by, FFAs (such as hyperinsulinemia and type 2
diabetes) will be well known to those skilled in the art and include insulin, insulin
secretagogues, such as sulphonylureas, metformin, peroxisome proliferator-
activated receptor (PPAR) agonists, such as thiazolidinediones, o-glucosidase
inhibitors, GLP-1 receptor agonists, DPP-IV inhibitors, exenatide, inhibitors of
11-beta hydroxysteroid dehydrogenase type 1 (118-HSD1) for example AMG221
developed by Amgen and BVT83370 developed by Biovitrum AB, an enzyme

associated with conversion of cortisone to cortisol in the liver and adipose tissue.

In a preferred embodiment, the other therapeutic agent may also comprise GLP-1
or a biologically active fragment, variant, fusion or derivative thereof. For
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| ate type 2 diabetes, in which stinulation of the
production of insulin is required. By "agoni st

w@edreigl’, we i nclude direct and indirect-actP@GB2006/002743

agoni sts. The net hod/use described herein may al so
ex hhe advant age thcgt in the treatnment of disorders
alZ}P 6% JHi; 3455 S0%h Ae8te yiom; teegraus, consistiagt of tﬁm@ntﬂo

(exéﬁxmdé:"_ﬁs_‘y%t‘ca} tex@ﬁéﬁd@Qoﬂ% 'é@cnfgof@f@a %ﬂkR? oéerE'tEd aﬁ'v@sn

&atl ent e nore e I cacfl ous I ess
<Su0hoa@| @Pﬂ alevelppade by Zsalond dharmavgetiofs) aostivei Ggamhamumm

LR RBER, CHAE B PRI S ARl ol ¥ "l
GLRail mpelbgu@s(fcﬁvﬁamp&l DY B00DRLA mss 0761 et GIEH‘}Q§)IOKQ qQuhd N

rior art for use in the treatment of disorders or

GLEsh ﬁlaﬁp Y4158 (%’ﬁ][%l %Ml 1 (¥ weelﬂondeﬁk))oandmmp&emmm@m (eudhy,
as t}{é@ﬁp KTl J@dﬁ&qgedance with the invention,
so oV a

there is a thod of screening for
either: (i) |nh|b|tors of ; and/or (ii)

In %P@#Si‘?@aﬂéjfh%ﬁrieg%ﬂ%a@fﬂgaiﬁteg%xggrﬁhh'e%g?ﬁﬁqug%g T ——
a dip@sRoNdeptidsd ﬁ*\ PPy %l'ngﬁo 8 g§ eEEH%ﬁ pcgd ég%ﬁ@ m%g 81%?

proliferation (Hardy ét al
selectgb gisom\ghen agreurf oemsistitgataf (\/‘abda@lyptnn _@AFASTNgMIGIOH3] 4 0

nds to be screened for activity; and (b)
Sltaé@rn%g %le!t" cycl e

Broliferation, e.g. by cell
anal yS|s [ H thym dine incorporation, mnmetabolic or

tracel |l ul ar signaling markers, for exanple as
In ag@Ebry pEicTst embadiment, thetothes thompotisdazeohmaye comprise

c n wo further aspect
e o sk epRee (ORTCS P by Byt e Bt
fusumc rege den‘gatﬂver therdoifbi tGIPs  alko FERcbRddspesticte! insulinotropic

liferagion, which conprises providing a cell and an
POIYE%P dGrid &r*2cBRiaP P mspid kemape syrbesed & prdssrcretethrom

K ceftEfy ihB %@ﬁﬁila}:@ﬂlﬂhel | 'Afrﬁ(ﬁ}ﬂ:; Tt de%rﬁﬁﬁa%n Q?Eﬁ) LERY is the

compound to the cell, uati ng
N-teygpal cri@hy@efd Oﬁ’dielpepmdrl toftee atactive GBP (PRI Tietenziyme WIRH

fi I bi.t denD strates that the test
4, W@(%}rl‘rp 2@% (ghpq lﬁﬁgg ;Qap’rﬁ%%se(g both in vitro and
in vivo. Hence, it may be desirable to administer GIP,in combination with a DPP-
4 inhibitor.

Certain compounds of formula I may also have the additional advantage that they
exhibit partial agonist activity and may therefore be useful in conditions, such as
late type 2 diabetes, in which stimulation of the production of insulin is required.

By “agonist activity”, we include direct and indirect-acting agonists.

The method/use described herein may also have the advantage that, in the
treatment of disorders or conditions caused by; linked to, or contributed to by,
FFAs, 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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cell proliferation; and (2) a nethod of screening for
co-stimulators of FFA-induced cell proliferation,

waobkiochieenpri ses providing a cell and an FFA uPCiEGB2006/002743

condi tions which are known to result in a given anount
phm%gﬁ%ﬁgé%%%g%%?tﬂegcogfg S%?l I fegl\rll acf lfg?atrrlg{lﬁk?(hﬁg 1nathte%§1or
art fbifAsd dthe ecbaedilt dﬂ’dlbdrﬂﬁ'ﬁ at iconditiend eatisebdedlinked whiogh
di ng i ncreased FFA-induced cell proliferation
Cmﬁggﬁﬁ£§ﬂﬁhfg§sPh@@@Wﬁgitest conpound is a co-stinul ator
of FFA-induced cellproliferation. The increase in
FFA-i nduced cell proliferation may be an increase in
In aqcatdencedwiglr e, invamtidny theieonaled preiled mduetbod ofbdreening for
th$rollferat|on The invention is illustrated by the
‘ol | owi ng exanples in which error bars denote SEM and
(hhe figlibieom BE 280RF evi ati ons are enpl oyed: LA -
I'i nol enic acid DVBO - di nethyl sulfoxide. Figures la
b | dcapsiimudgsingdediersto ve exanpl es of cell cycle
FFAaH@%gesd Scel&lSIr%g{er%tlo\ﬁ % ogFeta&r an%% lct%HWﬁflg M'ﬂ:z&j—gﬁ%-?gl
hol eni ¢ aci d>and e compound o

respdmXianp IKF 2 &ub&lacmn (Hsoapenhatced) rafeoof peblifiauticon (Hiuslyagrans
(mxéhzresent accunul ated events and their distribution in

Bidl) Chem 280, 3928t Wedpysfognd taatist aj ni ng (FL3). (a)

ARSI A%0 B kit S s R,

ismw.histogran1sunnar|2|ng 4 experinments where one

B GiE F ety ¢4 houbel G ARDSE. iiEhgugmidine
| | RebpBagioRGheatiit drhgrommaunehKnf Harldds hour s at

i ndi cated concentrations. Cells in S phase from
for exgmnple at eescberphazcinglies, adve comn@Oels can beickhntéligser i ment .
Fi gures 2B and 2C are hi stograns where conpounds are
_identified and verified as FFA antagonists. Cells were
Thus, AdRBHER tWolfhrthdr Adpdchifintenfioh, @Rdre aftGirbvidad t he
corrpound of Exanples 4 and 6 bel ow ( Conpound Z and
Compound Y, respectively) for 24 hours at indicated

(1) a%ﬂé‘cﬁ&f‘%{ e %g%ro %ﬂl&t&ﬁ o?F?J&%ﬁ&uJe %('%hfbgéﬁf‘éxaatcl%ﬂ SRR e

n eacn experi

comprises prov1d1ng a cell and an FFA under condltlons which are known to result

in FFA-induced cell proliferation, providing a test compound to the cell, and
evaluating whether FFA-induced cell proliferation is inhibited, in which a finding
of inhibition demonstrates that the test compound is an inhibitor of FFA-induced

cell proliferation; and

(2) a method of screening for co-stimulators of FFA-induced cell proliferation,
which comprises providing a cell and an FFA under conditions which are known
to result in a given amount of FFA-induced cell proliferation, providing a test
compound to the cell, and evaluating whether FFA-induced cell proliferation is
increased, in which a finding of increased FFA-induced cell proliferation

demonstrates that the test compound is a co-stimulator of FFA-induced cell
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Figure 3 is a histogramshow ng seruminsulin |evel of
four hours fasted b/ Cb mce after two weeks of

WO paorapesi t oneal injections once daily with 1 pgr/kg2wb/002743

Conpound Z or vehicle control respectively. n= 9 (VO

orolita ot dP stesod g 1F LA CLRAPERRS TR A R arty

rate,%é&‘eE al} d@rakibn 9f FEAQRASBE BRI Al MBS ty, San Di ego,
USA or ot her ava| I abI e commerci al sources).

Exan'pl e 1 5-Benzyl -2-("phenylimno)thiazolidin-4-one
The %rhve cle)rre sg lwtx%’f}ag%ttgé 'f&iiﬁ%}{é ex%n}gles ﬁ‘x%fﬁ%ﬁ RREMYL HefRe

SEmaﬁMmQﬁMmbgeabbyévlat&nﬁ dcaipdsyedhenyl i mi no) t hi azol i di n-
4-one Example 4
5-f3-rTrifl uoronethyl)benzyl)-2-(p-tolylimo)thiazolid

a) Met hyl
LA Zlﬂmél?o&@& 35f3-ftrifluoronet hyl ) phenyl ) propanoate A

DMSOI- dimehyletlfssadé.um nitrite (0.47 g, 6.82 mml) in
water (1.4 nL) was added dropwi se to a solution of
3-trifiuoromethylaniline (0.77 nmL, 6.21 mol) in

F1gu9&nPaefH [ AL R4 PYAAKGN 0Lt ARG & @Ndcy&e hiisid ddnFlBlow

whi ch m xture was prior cooled under an ice-water
Cytopztér, Ceile weiedineurbatedersitisor Wrﬂ@(dlt émolgb]@ apigrand ther¢ampoaeder

S T e e A e

accubfiuXdted @véHis 400 Gheirl ABtBwHoHria e scellt tyciely dutedsi€y fobrPI20
mn and then washed twice with equal anmpbunts of water

stainangi(Fé vy (2) avieeaiade (PIA H0§ LMKHe) bAglé)ﬁlktM rreyeprais Hrifed

o oseta B pagpent ted, e e ol

chloroformas eluent to give the sub-title conpound
(1.22 g, 4.58 mmol, 74% as yellowoil. ES-Ms niz
Figuag8@Alis(avhistegranl Hmmwmlzs(gob@ggmner@s wheredone pwpow@g

1den§i d %rBi;_gehﬁed Zs? a,n( FFA a'ﬂ?agoﬁ]istd' %egls were ﬁubaZedA' with gr (Vr@nout

1mol§m(:%cﬁi—rdhﬂ fleUsapRna R 19208 2lns-22 ifdicatdd dohtdhtadpadi @Al i
in one
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).
Figure 3 is a histogram showing serum insulin level of four hours fasted Ob/Ob

mice after two weeks of intraperitoneal injections once daily with 1 mg/kg of

Compound Z or vehicle control respectively. n=9 (VC) 10 (Compound Z).
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A m xture of nethyl
2-cbloro-3-(3-(trifluoronethyl)phenyl)propanoate (0.61

w@2@7a28n0l ; see step (a) above), -(p-methyl pPenEB2006/002743

thiourea (698 ng, 4.2 mml) and sodi um acetate (212
Exan‘g 2.54 mmol) in ethanol (5.01) was refluxed for 8
1 }ﬁss and then concentrated. The crude product was

purified by silica gel chromatography using
tol uene: et hyl acetate W{B 2) as eluent followed b
Whepeq prspapiiyesratied prefiradvaendhe rlevaahetanme iopamaieially t | e

o ARk 0 B T 2 R P R

com¢loMbeEdUrpes).2. 27 (s, 3H), 3.14 (nrs IH), 3.46 (dd, IH),
4.75 (nr, IH, 6.80 (nr, IH 7.12 (m 2H), 7.56 (m
5H). Exanple 5 5-(3-fTrifiuoronethyl)benzyl)-2-(
Examfle igsopr opyl phenyl i mmo) t hi azol i di n-4-one The title
conpound was prepared i n accordance with Exanple 4.
5-Bempd-2-{pherylinginpithisgblidisd-poe i fi ed by fl ash
chr onat ography and recryst allised fromhot nethanol to
give 167 ng of the title conpound as a white solid.
MS (A t : 7.03 min, mz 393.4 (MH#). 1H NWR
: IH, 3.15 (m

2H) 7. 45 7.65 (m 5H) Exarrple 6

5-(3-(Trifluoromethyl)benzyl)-2-f4-chl orophenylimn no)t
MIa ori dm4-one The title conmpound was prepared in
ordance ith Exanple 4. The tjtle conpound was

Sias 'Y 2CJOTOICAVHRIANA 5‘_“.'-’ 1HPA-0 Scr yst allised
from hot methanol to give 271 ng of the title conpound
as a white solid. LGM (A 6.9 min, mz 385.4 (MH).
J_IBMR d(DI\/BOJ "j) 3.2 (m IH) 3.6 (big HDO
3 if _ L) v'8r? 11'&?1?1—4 on4 (dd, 2H),
3 fTrl fl uor onmet hyl ) benzyl ) - 2-r 4- met hoxyphenyl i m no) t hi
azol i di n-4-one The t|t| e corrpound was prepared in
(a) Mg 2 chitare-3ung3 méthylaphemy

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
mkL). The organic layer was dried with MgSQy, 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(CDClz): 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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conpound was purified by flash chromatography and
recrystallised fromhot nethanol to give 137ng of the
wao pao7eieenpound as a white solid. LG M5 (A t RGI/EB2006/002743
mz 381.2 (M#). 1H NNR d(DVBO-<4): 3.12 (dd, IH),
4.7
(b) 3- -4 d 1gc(>5 t}%gzo 1d19n5—4 (ogle 3H),

(8]
A %f){’i&fﬁ *ggﬂ%ﬁg Qﬁ@rgmkégt{ﬁ{mﬂam&hﬁ)m%%ﬂom&ié bd.gzgli
2.29 seenlasnsaienvipy hbm}ar%(zemthylphenxl) thltslrc@fﬁ%ungt %mmol)

endfidlin SEbld (30 8% goR0 9 0o L BHY Feftsst 36 g
houas aad whert e:oﬁ@&nltxdtedl_@hwscx(l&é éduct GW%Z pﬁﬂlﬂed 'B’yZ 513531 gt

éwg@ %lg NVR  d( DVBO- <4) : 6 (dd,
chr TRFLoSIEPIRY Uskipg qlblenepﬂyl 1ac€me |(Z]L|)2) ap glgexgtﬁolhwed by gp-
cryitﬂhsa%l'a% fro’ﬁ%(genz@tih)gnc% t? give the Ftle comg)?lhnd (17pme. 047 mmol,

Fl uoro phenyl 1 m no - one
21°/®h@s 2 ivite obidpbIAMISNES) q@r égarmm mzamscz cm-aee {5 NMR:
t|t e conpound urlfled fl ash
8@%@@% 8&745;(1 arkd Ar@Efkr/r%g} 246 Sda 1 ).y e ﬁéﬁsh@ﬁ@)l(mto
8 £ titl d whi t [id.
L G O St o 5013 (WHe) LEME
d( DMVB0- 4) 3.00 (dd, II—I) 3.15-3.40 (m 2H), 4.69 (dd,
| 6. 90 , IH, 7.11 3H), 7.30 4H), 7.62
E@ 25 Eg(gapleH)lo (m 3H (m 4H
S-S ThAGRAONRREN -2 24 iRt W A MRR AL iR4dsene The

title conpound was prepared 1n accordance w th Exanple
Thegtitlergempperde was rigropeaet] \msicmzfdarfcc edithyEfdngdd 4. The title

confESTHRUBRN A1 ASLELLL AR A Sty ) ool

metha(z}olt\/B) gﬁ)s 167 1:1162»f mdmﬂmcﬁnﬁ&éd &s (anﬁJ)te sditd. NM?MS éA) tg:
). 2.23 (S, 2.99 3.12-3.41 (m
7. 0321pq}n nz{zé@?: (lrﬁ\ﬂﬂﬁ) HeN%@ @@Msarda)ﬂ 15 1d(GRD), 2483, (%, 128,

5158 A ISR 1 oy THE E 3 Bk 350400 245761 n

(m, 5H).0ne

Example 6
5-(3-(Trifluoromethyl)benzyl)-2-(4-chlorophenylimino)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 271 mg of the title compound as a white solid. LC-MS (A) t:
6.9 min, m/z 385.4 (MH+). 'H NMR: 5(DMSO-dq): 3.2 (m, 1H), 3.6 (big HDO
signal), 4.8 (ar, 1H), 6.85 (d, 1H), 7.4 (dd, 2H), 7.5-7.7 (m, 6H).

Example 7
3-(3-(Trifluoromethyl)benzyl)-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) tz:
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The title conpound was prepared in accordance with
Exanple 4. The title conpound was purified by flash
W@ booona2egr aphy and recrystallised from hot nepdiEGBR006002743
give 175 ng of the title conpound as a white solid.
LG M5 -1, 75 mz 335 2 (WVH), 1H NVR
6.25 giinges A S S WM OB’ rie o] Th g c
1), 14+ - Bn76.4646" &hsl (4- Fl uor obenzyl
)"@42(9%’4@{&1’3? %g%?gh%ﬁ)ﬁﬁg?t%(%gﬁ?'di n-4-one The title
conmpound was prepared in accordance with Exanple 4.
Ex The title conmpound was purified by flash
mat ogr aphy and recrystallised fromhot methanol to
5-(3-GTNRukEB Ytz VIS -(bh éA18inGAMRALIAdASS-Bnevhi t e sol i d.
LC-M5 (B) tR 1.51 mn, mz 331.1T (M#). 1H NVR
The ditlonvooipopnd ovagoprepryed | i) accgrdgece( with Exampipd).5 Bhertitle s,

65 ( 6 . . .2
comilithd fuButdlyt Dt eripbifheadhd Snd Hoihisel el 167
methgh(l-t3-give- 2890mpE aiighd fitie Byboindodst hivaze lsblil. T-AMMEAThe
title compound was prepared in accordance w th Exanple
6.42 guinTRZ £7 14 O THAMRA SIS Ordaich by T (B, 476 (dd,

Y hot net hanol t
1), SO T P, B G B B8t e sol
LC-MS (A) tj?: 7.30 min, mz 343.2 (M#). 1H NVR df
O-d6) : 1.18 (d, 6H), 2.82 IH), 3.10 IH),
E’%N&i@-s?m (b II(—|) 5,?66 (dd,(ImH) ?)6.83 (m(mm)g')
5-(4-51%?%6&&@-(%%1&1&% La%oli&iﬁb4'-orgxanpl e 14

- (4- (IrifTuoronethyt)benzyl)-2
The {i¢lp- donipphidrivas) priepaed |ih dicnerfammewitheEtimple 4 orffmutide

comla SiaPitied B AR R Beh. A0 depgRLsny i hot
methb@slty S5l 181588 FiminetomBsRRANA! 2 {x@itgisyﬁd.;(itfé’-l\@ 59556’& he

title conmpound as a white solid. LCM (A
1.57 pin, mizA 038 EMH-OMEH NMRHS @RS OCUISO® G, 1H,. R55-8 <40 (8K) 3

20, iy 8y o o e o). S G, e (T

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) tx:
1.62 min, m/z 315.2 (MH+). 'H NMR: §(DMSO-dy): 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-Chlorophenylimino)-5-(4-fluorobenzylthiazolidin-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) tg:
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2H) . Exanpl e 15 5-(4- Met hoxybenzyl)-2-( p-tolylim no
")thiazolidin-4-one The title conpound was prepared in

waewondesce with Exanple 4. The title conpoundP@EEB2006/002743

purified by flash chronmat ography and recryst allised

from hat, oI1 t Gf tJe und
175 1 PGk & OB H%é‘@%% : G
HDO Hd, SR.7 B DIWBO-J ) © 2.25 (s, 3H)5 2-90 (dd,

¥WS 1]}?3 (m Iélg) 5 3. 70 (s 3H), 4.60 (dd, IH), 6.83

(m 3H 57.12 (m 4H 5 7.50 (d, IH. Exanple 16
ExamnpreB8nzy! - 2-f phen gl i m no)thi azolidin-4-one The title

ound was prepared in accordance with Exanples 26

5-(4- Moﬁ&zkamqu-ma%hemtphemémmng@muzﬂldwmé—onelr| fied by flash

e G HBEARY 43 ok B
compdiVd: v %@cﬂ Qy ﬂa& @Hoﬁrﬁ% Zark ?')and?’rél:%fs(dlﬂhseﬁl'ﬂroé Hot/5

(dd5 T H) 5 7. 45 (m 8|—?‘ 65 (d,
methanpi) to gxadpqi mglcyf the tl‘cle compound as a white solid. LC-MS (B) tr:

1.51 mx)nt Fﬂ/ ; g@?ﬁgﬁéﬁ?}ﬂ% b&%&& gzé}rﬁggﬁ@l‘{mgg)o pt epQ‘F»LH&E

HDO)aQC@r@aﬂ‘T)eAW@St(B Fxpemogns 3EHhe 10 idl eHyoNPPUADMAY 40
i ed by flash chromat ography and recryst al |1 sed
(d, IH)rom hot met hanol to give 78 ng of the title conpound
as a white powder. LCM (A tj?: 9.14 min. ES-M5 m z:
369.0 (MH+). 1H NVMR d(DMs0-4): 3.10-3.25 (nb IH) 5
1641@,(ddd5 IH 5480 (m IH 56.9 (m IH 5
10- (m 2H) 5750775( _SHE. Exanpl e 18
3-(4- Fﬂuwmbfmzﬂr)w?f—( i8S ARLPRA rg"_-‘.a o) thizzoliding __@}S‘orn)pheny| i m no

The titld Bb &lnddngi ‘H% %E&d-rpl Alaﬁ 4PT apargek i n

accor nce W e CO ound was
compputtd faiaedhubified | tgysfaghh bknmiaiaa@rmlyyaxah deqrﬁizlymiaﬂbms adt

methafgglogqglgﬁteé?végﬁg%%oag%ggr\ﬁg@%}%%sng qu'te ﬁd tbl ﬁsc&rgpound
7.30 min, m/z 343.2 (MH+). 'H NMR: §(DMSO-dy): 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-(Trifluoromethylbenzy)-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: §(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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(A) t : 9.38 min. ESMS miz: 431.2 (M#). 1H NWR
d(DMSO-rf ) : 3.20 (nb IH) 5 3.40(dd, IH) 5 4.75 (m
wo B)078102840- 7. 60 (m 7H). Exanple 19 PCT/GB2006/002743
2-f 3, 4-Di cMor ophenyl i mi noV5-r3-(trifluoronethyl)benz?”
Dt hi azol i di n-4-Qne The title conpound was prepared in
Exampledddance with Exanple 4. The title conpound was

5. g@é&l&% %@ggxx-;-gﬁ égyﬁﬂfn%@&@&m ayongn?hgeﬂ %/ffe alcloingggnd

The agtleacovhpdimdporasi gxtepate@ iktSac(cAydanceg with hixampES4NVEThy Zitle

comggl,%go l(‘?f u}_q)ﬁeé by ggsh( ﬁé:orl‘n%o &%)hg Eangidre(zzfﬁ?alhs?d 1%}_10(1 hot
metﬂa'ﬂ)(;l to/gi98 282 6 65%1’% 1itl8: cbBipbtid hdh wiieadBILELEMS (A) tr:

4-Di cMor ophenylimno"™)-5-f3-rtrifluoronethyv

6.45pbennyt pEh# ék/ﬁ{-lr)diﬁ HDER 3PS Qids): €. Zotspoihd-Haeid, 1H),

R TR E SR

1H)recrystallised fromhot methanol to give 68 ng of the
title conpound as an off-white powder. LGM (A tR
9.52 mn. ES—I\/IS mz: 419.0 (M+). 1H NVR d(DMSO-*):

20 3.40 (dd, IH), 4.80 (dd, IH, 6.95 (d,
—aﬁilﬁbz— 35(d IH 5 7.50-7.65 (m 4H). Exanple 2 1
5-Behz¢ B2 {gheh FHmnfrolibtookditi4ydnsbenzvp- 4- oxot hi azol i dm 2-yl i

deneanmo) benzonitrile The title. conpound ed
Theitigle é’é@@f’%‘é’és micparetimagsrriance Wi Fpppees gg?@ggﬁﬁf

The ?frﬂlg ' cfo guﬁ’cy whab ﬁﬁ.{iﬁ&hﬁ}p H%ho&fr@tﬁg% g?a%g% ry?é}&ﬁ‘l? balh} e %e

net ha to give 45 é title conpound
titlea:srr@oudni tIeC-pESvARY txr: lSC’SOI\zBm( AS- MS’)m/zs.ES 2n{MHHESHVSMR z:

SOVED- A0 00 kg Tonaid iy TRt (o1 B0 00 v i B s

(@‘("3 22 Et hyl
(zm, gﬂ%g r3-(t rffl uor orret hyl ) benzyl) - 4- oxot hi azol i di n- 2-yI
i deneamrhi 0) benzoate The title conpound was prepared in

ac or7dance with Exanple 4. The title conpound was
JEQ—EJH ed by flash chromatography and recrystallised

5.(3E TR BRIy e nzy])-2-(4-fluorophenylimino)thiazolidin-4-one

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

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: §(DMSO-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, SH).

Example 18
5-(3-(Trifluoromethylbenzyl)-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) tg: 9.38 min. ES-MS m/z: 431.2 (MH+). '"H NMR: §(DMSO0-dg): 3.20 (m,
1H), 3.40(dd, 1H), 4 75 (m, 1H), 7.40-7.60 (m, 7H).
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acetate to give 560 ng of the title conpound as a
white crystals. LCGMs (A t : 8.77 min. ES-M5S mz
wa28721028++) . 1H NVR d (400 MHz) (CDA 3) : 1PGDGBRG06/002743

3H), 3.31 (dd, IH, 3.67 (dd, IH), 4.48 , 2H), 4.58

Exambfldo 1H), 7.17-7.23 (m 2H) 7.48-7.69 (m 4H), 8.14
ppm Exanpl e 23
2-(3. Mchﬁko(r&heﬂ'\rhrthbﬁ{Dﬁnéﬂriﬂmbﬁdnmmib‘dﬂzsd}mm@mm En-2-yl i
enzoi ¢ aci d. Et hy

The ¢ tiae( sor(%o r V'S BEP8TRet ’r’PyP‘iOBE%‘?R}? Wit BxePRicaZol TBF s )
compblﬁﬁin QAN ARKLENEOALS ()Hi%gla%a 9?  24h anPRRtistadieRd Examph&

22) was dissolved in a dioXxanelwater mxture (4:1, 5
methamb) to ginel67 @ o thejtiBowempii@id 350, Bhitt povides. BEDS, (AiHe

reacti.o ] refl d.f nd th
014 557 Sl oo § BRDacetE aethishidhs e8P ot dna
3. f fipt l,
45 QY AP 8 IO %”Xﬁ.ﬁ?? AR
1H). (A tR 8.32 min. ESSMS mz 395.0 (M#). 1H NWR d
(400 MHz) (DVMBO-"): 3.26-3.62 (m 2H), 4.87-4.95 (m
IH, 6.97-7.08 (m 2H), 7.61-8.09 (m 6H ppm Exanple

Examﬁ_l‘é 20

(5 f 3- (Trlfluororreth I)benzyl) 4- oxoth| azolldm2 yli
2(24.;1]@@]3 ben i 5 i13bs 2 5

2 ‘ | d %
e GP0TELR 1 M (TGSt e i "
compbnmdamm Jluri€8EL. byAﬂhe&r cliematwaraphly e réccystdifided, frote hot

t t t d f 1.5 h
mmethapGCOGIR P! R GrroBpRe S7e PRGSOt MG
) 1

s 9 PR 0GP B 0P +; B e R T
3.40 (dderiBasB0 ik nE).ed.85 ((BQH) mB5 @, 0H),hEl-7.65€m, EXanpl e 23)

in benzene (2 M) was added at roomtenperature. The
j'ellow solution was stirred at 60C for 1.5 hours,

Examgg%ed to roomtenperature, and CH G2 and water were
ed. The organic ohase was drl ed over l\/gSO4,
4-(5-(BH(T'ti 1) big leingdamea

fi.ed by sili o unn chroma ra i ng
e et " Be et e B R e O %61 g A
comp&iﬂéie%s tp@mﬁ@@dﬁlr flagh agro(xfatolailapmoénd %%yambs@ ﬁ@tn thhe

titl eco&o fasa white solid. LC-MS
&

(A
methagphto & theitle comprynd asH Nkte péWé@o&C—MS (A) tR
8.98 min. ES-MS m/z: 376.2 (MH+). 'H NMR: §(DMSO-ds): 3.20 (dd, 1H), 3.50
(bs, 1H), 4.85 (bs, 1H), 7.00 (bs, 1H), 7.50-8.00 (m, 7H).

Example 22
Ethyl 4-(5-(3-(trifluoromethyl)benzyl)-4-oxothiazolidin-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) (CDClL): 1.50 (z,
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, 2F) ppm.
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MHz) (DMBO-40: 3.20-3.35 (m IH 3.44-3.66 (m IH),
4.87-4.98 (m IH), 6.94- 7.05 (m IH, 7.29-7.43 (in,
wo Bo7/070288- 8. 09 (m 8H) ppm Exanple 25 PCT/GB2006/002743

5-f3-fTrifluoronethyl)benzyl)-2-("mtolylimno)thiazol
i din-4-one The title conpound was prepared in
accordance with Exanple 4. The title conpound was

Exapleiofii ed by flash chromatography and recrystallised
from hot met hanol to g| ve 220 nlg of the tlgle conpound

4-(543-(frifiporomethxlibrnzy]) eanothiazn)idin-2-viidegp
By OB LN YR s o AT e b %zgatéf%

(100ExgNL4 nifol; see Example 22) Was dissolved in a dioxane/water mixture

(4: I)SOé-A;iQChl ore %}%IPI nang_)ﬁ ég ? 4L)f wgso artc?deg "lr“ktlerrle];clztijo%rrggietlgrlgyl

was %‘eﬂﬁke@“@ﬁ@ﬁﬁ%ﬂ%l k| me%t 51!1@1%1@!1 'S S0 %e@ewsme 8k
e

hyl 2-bronpacet at
precxpltta@rtb@tﬁ@dybl)mddl way Bler¢d oﬁ’gﬁorgmﬁt 5’:» argj(OstmmnI,a%é%a)ttﬁ“

the g st eerlive GRdS 1A e Painah SHMRRE S o1

(MEdH) chik enares haoe vans Mbéddg 3 Beedoem, JHIg L8889k C(m

| ayer was dried w th iTtered and cOncentr at ed
1H), B - 208 e, Phod.ot 8. Q@a(m,ﬁﬁr)mpmed by silica gel
chr omat ogr aphy usi ng toluene: ethyl acetate (2:1) as
eluent (441 ng) and recrystallized from nethanol to
Exargp¥e4178 ng (0.86 nmmol, 38% of the sub-title
[o) ound LC—I\/IS(A t : 468 mn, mz 2072(M—|¥ 1H
(. 2 ‘ I phigz whdemmmo)b €6.

4- thiazolidi
To %%f?ﬁé%(ﬁ 551 o el et By v,

added bzeﬁi%l dotigiog)(B l@l 1A% .00 infinol# o0 mﬁm&hm%mmn@ﬁn hexane at
4- chl orophenyl i m no) t hi azol i di n-4-one (0. 48mmol ;

0°C. rgta@sva(l &Y thepiew égtth %ﬁ@%ﬂtl@énwéne ovay Sred foralndl haAC
untﬂ(zr?(ﬁ \Qohﬁ:? W&% obddr ELTgl gll '?‘1%%?1 Fﬁéenrt egl 8%1% on cP?l({:t

ven was evapora cru e pr
ethyl 4-(5- (3 (trlﬂuoromethyl)benzyl) 4- oxothlazo11d1n-2-y11deneam1no)benzoate

(393 mg, 1.00 mmol; see Example 23) in benzene (2 ml) was added at room
temperature. The yellow solution was stirred at 60°C for 1.5 hours, cooled to room
temperature, and CH,Cl, and water were added. The organic phase was dried over
MgSQy, 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-dg): 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-(Trifluoromethyl)benzyl)-2-(m-tolylimino)thiazolidin-4-one

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

compound was purlﬁed by flash chromatography and recrystallised from hot
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was purified by silica gel columm chromatography using
toluene -.acetone 3:1 as eluent yielding 120 ng (78%

w@boorhe28ub-titl e conpound as a brown powder. BCIVEBENP/002743
tR 9.30 min. ESSM5 nfz: 323 (M#). (c)

metipl 3 GV AP B34 Pl e A COBREA 4%%‘%}%%%@5 L8268 ALY
9.52 )%m(14E§ W9rr9/eh9@yk 3?01)1{ SMH- &&DMB@ (5766) (116 f7|6l!0(h£3rm)hyl

benzyl'i dene) "t hiazol'i di n-4-one

3.86 §te&H3 366 (b ) FRbD Y@ fm ali), Wﬁl(s;iphb (o 5 m_) |n THF (o 4
nmL. ) was heated in a closed screw cap tube at 70Q0C for
2 hours. LC-Ms nonitoring showed no traces of the

Exarfigispsed product. Sodi umborohydride (40 ng, 1.06 mmol)
mas added_and the¢§1xture was heaﬂed o%%rnl ht lThe

vvlth et hyl acetate, washed vvlth water and concentr at ed
in vacuum The crude product (126.4 ng) was purified

(a) 249y- (Hﬂd)ﬂoﬁlﬁ?exﬁﬁinu@ihmh@lhrwﬁf&t ogr aphy usi ng petrol eum
et her: et hyl acetate as_el uent an %sgbsg}q(uent
Bigsiep; efat ?Tbﬁ of- brr%@ﬁcpiarees(%%é n§let hy

SRS L 1 LA 30 o
ethar(oh)(5 tiRL) s 88ﬂ1med oveBlight. The nfgtums was moncem:ateaz dijsted

- (MHH) . le, 27 T fI thyl)b
with B oAb a5 SRRy R S of PR AVRR SIS By
MgS@a,(ﬁl‘te(rEd[ la£d1 lé@ﬁ&ﬁﬁ&t@& | T}k&eaﬁmé rertuet kb )Huhﬁbdﬂ o) tdlicazedli d

i n-4-one mmol ), sodi um carbonate (145
chrompgtogizpByY mmg )tohmle ntérlhwetmdwé) (aB27luent (4413 m@msny

recrs R g el T s iR dSa T SR S e Subi
comgstiu@h! PCAVs élﬁgfﬂﬁ @mmmsfﬁ/@ctowzt b €1 NMEe SD0asdad;):

ayer was dried with |\/g504, tered and concentr at ed.
2. 26%@%;4181@(%28&@69 (daéHbJrllGGdeaHW %/ (d; &6)-gel
chr omat ogr aphy using tol uene: ethyl acetate (2:1) as
eluent to yield the title conpound (99 ng, 0.262 mmol,
(b) 2?(8~@moﬂ96h&ﬁhhﬁho)tﬂ?(4 Hu@8-3nitifEomettil)-behzNi8ne)thiazol-
DMSO-M): 2.42 (s, 3H)5 3.11 (d, IH), 3.28 (s, 3H)5
@_11:3:%3 (dd, 2H), 7.20-7.33 (m 6H), 7.38 (t, IH 5 7.53

A mi)&ﬂrelc@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

C M5

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+).

(¢) 2-(4-Chlorophenylimino)-5-(4-fluoro-3-(trifluoromethyl)benzyl)thiazolidin-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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Exanpl e 28 5-(3-(Trifiuoronethyl)benzyl)-2-(JV-nethyl -
-rhenyl am no) t hi azol -4(5H)-one The title conpound was

w@e@paresi i n accordance with Exanpl e 4. The tiPCEGB2006/002743

conpound was purified by flash chromatography and

B 106 S5 LSRG e L ™
The %e&%ﬁh rizvas Eﬁe?@lem %Ith %@élc( W 12 n'iIﬂ)'B EDWRd 3&1@1\%’f llcetate
was](iqd] wﬁh{)w%erganﬂScc(nm:nttaj‘e@d B:zve@f)ur(qs Ih@ }elyude Excaqh@ €l 2@4 mg)

Tr| .l uar.o t hv zvD- 2-

was TpbEH Bl Be ST T R R PREF Berpir Al !

acetiie €AY a6 elBnP&RObE 8L qWnt Brekipetafié:0 6?% B sy HRd

her ei n. Exanpl e 30 5-(4-Fl uorobenzyl)-2-( iV-niethyl-

acefate/mr@lémrﬁﬁ@ﬁy Fyigaivirdding e e (M(@@xm@h é8 fdeld) of the'title
0 j e Wict N t es

comAEROMNA i 1RLRRA(LY, ) n&.g@@gﬁ.(@p&. oW¥st R 67 BH9S YK
(ME2(2- (i V-Met hyl -L/-c>-tol yl anmi no) - 4, 5-di hvdr o- 4- oxot hi
azol -5-yl)-A*1 - tolylacetam de The title conpound is

prepared in accordance with the procedures descri bed

Exafle®7n. Exanpl e 32

-(3-rTrifluoromnet hyI ) benzyl ) - 2 (JV-benzyl -
5-(3=(priflndrohefivhbint -t ¥ findthiaAolidinebomound i S
BRSO e S o o

(250-RENEFI6 BMo(p yddlﬁmcarb»hatagmqhg hi az ﬁimcﬁ; 2hd m@ﬂ@l Haete

title conpound is prepared in accordance with fhe
( 127qtle detfumesl)de SUYIF 124 mhieredsrstirred at room temperature overnight.

The mixture was diluted with dichloromethane and washed with water. The

organic layer was dried with MgSOsy, filtered and concentrated. The crude product
was purified by silica gel chromatography using toluene:ethyl acetate (2:1) as
eluent to yield the title compound (99 mg, 0.262 mmol, 38%). LC-MS (B) tr: 0.98
min (256 nm). "H NMR: 8(DMSO-dy): 2.42 (s, 3H), 3.11 (d, 1H), 3.28 (s, 3H),
3.33 (dd, 2H), 7.20-7.33 (m, 6H), 7.38 (t, 1H), 7.53 (d, 1H).

Example 28
5-(3-(Trifluoromethylbenzyl)-2-(N-methyl-N-phenylamino)thiazoi-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) tx:
8.82min. ES-MS m/z: 365 (MH+). 'H NMR: §(DMSO-ds): 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-(Trifluoromethvlbenzyl)-2-(N-methyl-N-p-tolvlamino)thiazol-4(5H)-one

The title compound is prepared in accordance with the procedures described

herein. A
50



10

15

20

© 30

Exanpl e 34

2-f2-fJV-Benzyl - JV- p-tol yl am no) - 4, 5- di hvdr o- 4- oxot hi a
wQei07H1028) - L/ - - tolylacetanm de The title conpPCRGBR®6/002743

prepared in accordance with the procedures descri bed

herein. Exanple 35 5-(3-(Trifluoronethyl)benzyl)-2-f

L~-phenyl - -z7-tolylarnino )thiazol-4(5H)-one The

Exanidid ¢ conpound is prepared in accordance with the
_Xa‘gﬁdur es descri bed herein. Exanpl

e 36
5-(4-Bluorbbehayd 2 bémreiil-N> (nyridish2+wamino)thiazol-4(SH)-one
S pyridin-2-yl)a ).t hi azol - 4f 5H) - gne_The. t it .
The (b KSiRaTA i PRRAPRIN HeBReR e B pROGIS Pt o
hereiflescri bed herein. Exanple 37 2-(2-("iVr henyl- V-
-tol yl anmo) - 4 5-di hvdr o- 4- oxot hi azol -5-yl)-V- -
tolyl acetam de The title conpound is prepared in
Ex qgg{ldangg with the procedures described herein.
e
2-(2-BY-BBeth s N-pioigtaatin i Didénzlyd-# denthjazd -6 yhielyt | mi no) t hi az
ol i di,n-4-one The title conpound was prepared in
tolylagetagiideince wit h Exanpl es 26 and 65, steps (a) and (b).
i i bRigt At t JcOdirtd ¥bbr®ed
The \%/:lgg @?ﬁtg g@eésogﬁi’%@hg%%\(}agﬁé X@%—I@eﬁgi t ol uene and was
hereidri ed in vacuo to yield 50 ng of the title conpound as
a yellow powder. LCM5 (A tR 9.46 mn. ES-M niz:
349.4 (MH#). 1H NWR df MSO-d6) : 7.05 (d, IH, 7.22
Exantdle 32H), 7.40 (m 2H), 7.70- 8.00 (m 5H). Exanple 39
-(3-(Trifluoronethgl)berizylidene)-2-f-tol gl i m no)thi
5-(3-ghfluaiomethyipheazyl)-2-(N-benzyl-N-p-tolylamino)thiazol-4(5H)-one

The title compound is prepared in accordance with the procedures described

herein.

Example 33
5-(4-Fluorobenzyl)-2-(N-benzyl-N-(pyridin-2-y)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-

tolylacetamide

The title compound is prepared in accordance with the procedures described

herein.

Example 35
5-(3-(TrifluoromethyDbenzvl)-2-(N-phenyl-N-p-tolylamino)thiazol-4(5H)-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 es 26 and 65, steps (a) and (b). The product
wee@ciopi2z8at ed fromthe reaction m xture, was fPCT/6B2@6/002743
of f, washed with AcOH and toluene and was dried in
_vacup to yield 47 ng of the title conpound as a yell ow
@‘%&’iﬁgﬁ. LC- M5 (A) t ;9.3 mn. ES-MB mlz: 363.2
5. 1-H 3 ) _ném lH)!
m H). Exanpl e
Theytitls -compopid dr ptrenzd| 1nd@¢erdance with the procedures described
herdin 2~ F Phenyl i m no)thiazolidin-4-one The title conpound
was prepared in accordance with Exanples 26 and 65,
steps (a) and (b). The product precipitated fromthe

E regcélon m xture, was filtered off,washed with AcOH
. | uene and was drledln vacuoto eld 39 ng of the

QL\:@M 7.20 (t IH) 5 730 750(m .55-7. 80
Thesﬁ%-cg?“%?@ghp BSFP?faé i) acgordangeo mith; thererpeasivess oflgsaribeds -

heredme The title conpound was prepared in accordance with
Exanpl es 26 and 65, steps (a) and (b). The product
precipitated fromthe reaction mxture, was filtered

Exa&gie.’i shed with AcOH and toluene and was dried in
to yield 49 ng of the title conpound as a yell ow

5-( JEXG\t\ﬂﬁbrorﬂe‘ﬂlM Q@@(ﬁhen@lrﬁﬁoﬁﬁazo?ﬁn 4-6n00 (app S,
I]—?, 7.25 , 2H), 7.35 (t, 5(t, TH, 7.6
The (itle qomypo g@s @fepaqep.bm aqzccggarrpe mﬂ( Exargp&l)es ZE)aadrﬁEestdﬁs

- " i & ol.i di n-4-
© TP A8 SR L BOL R s Sl
wasliedaniih @sC2Bamindluehe asl wpsdia) inangud B yiells® mg oduettitle
rec |ta id fromthe reaction m xture, was filtered

com, %ér H PoEdsy. EFoMSaer tre % mzﬁ?-Mﬁa@#eoBélﬁﬁ h

c o] rrp oun 3 %@%@gdd% %Nl-Hg 7gi27 aogﬁfd% Eﬂii Egil’gbé’lt fa

8.00 (m, 5H).

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) tz: 9.32 min. ES-MS m/z: 363.2
(MH+). '"H NMR: 8(DMSO-dg): 2.30 (s, 3H), 6.95 (m, 1H), 7.25 (¢, 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

(a) and (b). The product precipitated from the reaction mixture, was filtered off,
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2H), 7.44 (m 2H), 7.63 (m 2H), 7.71 (s, |H, 7.78
(d, 2H). Exanple 43

wQ@2qopAoTeBY | i m no) - 5- benzyl i denet hi azol i di n- 4- OPET/GB2006/002743
title conpound was prepared in accordance with

Washgfi( é*en@p‘g %3 and rﬁmﬁ%iaﬂ t epi&l@? %Ih‘?‘fri]ﬁgszg %’feeld%z@%;q%dtﬁéfiﬁa
comPuhd 2485 Begh o &Jobvdép%mgti (holpenes angh Wasvlr kegd 299.0

vacuo to’yi el hetitl e conpound as a yell ow

(MHﬁbvﬁHeNME.I—B(NMOd%DI\BQSdiGDH) 72040, 1), BH-7.50.(@5 41,
}—220 f{? 2H)5 7.37-7.75 (6H). Exanple 44

7.554. :.{ID(? 1 uor onet hyl ) benzyl i dene) - 2-r 4- chl or ophenyl i m
ino')thiazolidin-4-one The title conmpound was prepared
in accordance with Exanples 26 and 65, steps (a) and

___a_Il(lIl’iL_Exan”pl e 45
(4 )

| I_J'Lde(_pet hi a2ol i di n- 4-one
= pDare accordance with

The Eﬁ@ﬁﬁh aﬁw@nﬁ‘e}%ed ﬁi &f@&d(aﬁée @it HxanpleE s prdogheteps

pr eci %ﬁtated fromthe reaction mxture, was fjiltered

(a) aaql {b). s mestugi prscingded Aiven the|Tgesion JREFWasWar filiered @t

wash\éé‘\%ﬁ A&?_%'aﬁ)é‘#?@%e%g%stdglgd%& ?IAC%EES’ RN Bl Sl g hY gL ow
com;ﬁd\tﬂn&)as a&bﬂd‘db/Bowdéer\lENMR B(DMSO(CQ) 223‘3 (s, TEHAO-00 @Pp (9N

1H) 4725’@ 2H) A (t, 1% 7.45 (t I(I-I) el (. lH) 80 & (t, 115? 7.6580p! e

%X”' CMor ophenyl i m no)-5-f4-fluoro-3-ftrifluoronethyl)
e>hzyl i dene)thi azolidin- 4-one The title conpound was
prepared in accordance with Exanples 26 and 65, steps

Eg) End (b). The product precipitated fromthe

Ex ion mxture, was filtered off and recrystallised

5-BehiAMAC 8L bierndhinth N @iSbNEn 83,f of the title conpound.
[CMS (A TR I1.U3 mn. (B)t : 0.82 mn mz

The 484 c@hp@Bd2w{sNpepareExnmpbrlande 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: 8( CDsCN-ds): 7.03 (d, 2H), 7.19 (t,
2H), 7.44 (m, 2H), 7.63 (m, 2H), 7.71 (s, 1H), 7.78 (d, 2H).

Example 43
2-(p-Tolylimino)-5-benzvlidenethiazolidin-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 43 mg of the title
compound as a yellow powder. "H NMR: §(DMSO-dy): 2.40 (s, 3H), 7.95 (d, 1H),
7.25 (t, 2H), 7.37-7.75 (6H).

53



10

15

25

30

2-("4-Merhyl benzyl)-5-f3-trifiuoronethyl-benzyl)-thiaz

ol -4-one The title conpound is prepared in accordance
wawdaono1d2el procedures descri bed herein. Exanpl eP@BGB2006/002743

5- (4- Fl uor obenzyl ) - 2-pyri di n- 2-yl met hyl t hi azol - 4- one

The title conpound is prepared in accordance with the
Exampleddur es descri bed herei n. Exanpl e 49 .

Gadts ithdy- A0 0XP doRe el %%g%@h

Thatide ratapaad wias prefesdinoedulens dith Exbinelts A6 ragidres, steps
(a)EXcg@ﬁl e 50 2-(l-p-Tolylethyl)-5-(3-trifluoroneth

5‘? 'zyl ) -t hi azol -4-one The title conpound is prepared

i n accordance with the procedures described herein.

Exanmple 5 1 5-C4-Fl uorobenzyl)-2-p
Examgle #3i n- 2-yl - et hyl ) t hi azol - 4-one The title conpound

2-(4Ehik %@ﬁﬁ,%ihg)_é_%g&y%%n? C% e§ wi th.the procedures
gesCrroeua mmererir.

Thetitieleddgoudd fas prépakad @nadedrddnde @il Bta@plehRB and %65y Isfepk V
npound is prepared in

-p-tQly| acetam de The title conpo )

(=) 3hd &tgdﬁﬁ% Brodpetipredinitaied Senythe geardon miybee. easeliliered off,
s@é@ . . . " .
e SRR B! o i gnd was G n vacpo 1 ield 13 pe ot theide
contriouhé as arpdiond pbwdar EadMRl (A tace.é6 dainc ESWMShni/he314.8
o RS sBRAE-857 18" & B, FEBYS Gt 41, 7.65 (m, 2m),

7.70 (s, 1H), 8.80 (d, 1H).

Example 46
2-(4~Chlorophenylimino)-5-(4-fluoro-3-(trifluoromethyl)benzylidene)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
and recrystallised from acetic acid to give 83 mg of the title compound. LC-MS
(A) tz: 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-ylmethylthiazol-4-one

The title compound is prepared in accordance with the procedures described

herein.
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5-f 4- Fl uor obenzyl ) - 2- pyri di n- 2-yl -t hi azol - 4-one The
title conpound is prepared in accordance with the
\N@nmnmﬂHBEs descri bed herein. Exanpl e 55 PCT/GB2006/002743
2- (4- Oxo- 2- phenyl - 4. 5- di hvdr ot hi azol -5-yl) -
-I/>tolylacetam de The title conmpound is prepared in
ance with the procedures described herein.

TheTIﬁdetootﬂymundamp@mpdredsmpac&:p&faﬁde |vm}adteopﬁ>aasth1@esvvdésh:nbla&
h ocedures descri bed herein. Exanple 57

= - (4- Fl uor ophenyl ) et hyl ] - 2-f pyri dm 2-yl i mi no) t hi azo
I|d|n-4-one The title conmpound is prepared in
accordance with the procedures described herein.
Exampleple 58 5-[ 1- Met hyl -

2:(1 Tﬁﬂﬂg%yhgégﬁgﬁ.Hé%%ﬁggyﬁ?%E§%%4$ﬁélﬁitIe conpound is

Thqonaearo@qgomm A€ BRY gd@acm wécoRdahbe viafo aedproesiees aedopieed
herei n. Exanpl e

erq:m( "4- Fl uor ophenyl )-1-nethylethyl]-2-(pyridm2-ylimno
Jtliiazolidin-4-one The title conpound is prepared in
accordance with the procedures described herein.

__@@;elﬁ_e 60

th hyl).-2-
eR s. X _.-;.'“ -gkh 1

TheC ﬁﬂ@ eda)}ﬂp))ulfd %g@ﬂ&éﬁ t Qcc?r']c%}ﬁke QMO ﬁlto@e({l,é%q/‘ﬁé&nbed

t ol uene, 9. 39mol 4- met hoxy™ acet ophenone
hm¢m400ng, 29 39mol ) were stirred at 135 0C in an open
flask for 20n. The crude

-toly |mno)th|azoI|d|n 4-0

AZN 5 B

Example 52
2-[4-Ox0-2-(1-p-tolylethyl)-4,5-dihydro-thiazol-5-y1]-N-p-tolylacetamide

The title compound is prepared in accordance with the procedures described

herein.

Example 53
2-Phenyl-5-(3-trifluoromethylbenzyl)thiazol-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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reaction m xture was purified by silica gel colum
chromat ography using toluene: EtOQAc 2: 1 as el uent
wQe@dingl t he title conmpound as a thick yell ow&HGB2006/002743
oi I which solidified upon standing (4000ng, 54% . 1H
5CDA 3) : 1.40 (t, 3H)3 3.45 (dt, 2H), 3.90 (s,
E—ﬂéﬁih 25 (g52H), 4.65 (t, IH), 6.95 (d, 2H), 7.95 (d,
2- (421%)0-2 (aﬁ?ngtﬁh riy&hfdzb%fﬁ’d'z@}xlvﬂ -[i-$=1oRAReMuRiReNy | ) but anoat e
To a solution of e
The Zitley emapopnd - @@rnmrwbﬁy [Fheargdnre 4vigk dhriarrsdues (Semihgd
herel .98mmmol ; see step (a) above) in ethanolic HO (IM
), 10% Pd/ C (40ng) was added. The reaction m xture
was flushed with H gas and hydrogenated for 6 hours at
1 atm using a balloon filled with H gas. After
Examgple 56i ng for 6h, the palladiumcatal yst was filtered
2-p- @&fvhﬁﬂ‘% 5he 35%ﬁ&&m@ﬂﬁpﬁ&)@ﬁ@ﬂ—t&‘éﬂ%ﬁh%ey' el di ng
-titTe conp 100% that was used
The vmttehomnpcpmdl i pzaparerh in IaledeR:ce SWﬁD@@)pIOCZBd%S (descriel,
1.95(m IH, 2.10 (m IH, 2.75 (m 2H), 3.80 (s,
herelivy © 4. 25 (g, 2H), 6.85 (d, 2H), 7.15 (d. 2H). (c)
1-f Et hoxycar bonyl ) -3 - (4- et hoxyphenyl ) pr opyl
4- met hyl benzenesul fonate To a sol ution of ethyl

__@mﬂ.%édroxy 4- (4 met hoxyphenyl)but anoate (470ny,
i S b 1

J smL t |
Bl oS ot

The ftﬁléﬁbdlﬁ%m@ﬂais U}B@par&'cb én fa@ﬁﬁ"ﬂax&e Witk tthe erv@guss | dasatbed
overnight, diluted with toluene and washed wi th water
ere{nsx) The organi ¢ phase was dried (MgSO4) and
concentrated, and the crude product was purified by
silica gel chromatography using toluene: Et QAc 20: 1 as
Exam@blaeigt affordl ng the sub-title corrpound as a reddish
( : 1.

The (t§1e3 EBnép(ﬂmaS is( I%mpgrga in 5acg&d£ﬂ'ﬁe ‘lvh% t@e gzrgé'_bdﬁfés géﬂlnbed

hereE} (4 I\/bt hoxyphenet hyI ) 2 ( toI yI | i no)thl azoI i di n-4-
one 1-( Et hoxycarbonyl)-3 - (4- met hoxyphenyl ) pr opyl
4- et hyl benzenesul fonate (155ng, 0.40mmol, see step

Ekalﬁg])m@bove) jy-tolyl thiourea (67ng, 0.40mmol) and
(36rrg, 0. 44rr{ml vvere d| gsol ved |n 1 0 rrL 95%

The GHI° g&ﬁﬁcﬁ{nﬁdml 81 egﬁgcﬁj l‘fﬁn a%Q&dQI?cret bikth 0@8 dprgc%d‘ﬁfe‘% ndescrlbed

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
56
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Et OAc and water. After three extractions with EtOAc,
t he conbi ned organi c phases were dried (MJSO4) and

w@oemcenesat ed, and the crude product was puri f PEHGB006/002743

silica gel colum chromatography using toluene. E tOAc

whicf 5H e PP ot IR SKED Ty VU RA 40 6, 35D,
34SHARI0RE DR IR R §9§p§ﬁ ﬁ‘ﬁ%@ 7oz @2t (A

5(DI\/SO"). 1. 80 2 00 (m IH) 2.20-2.40 (s, 3H overlap
L, 2,60 ) 2. 75 (m IH), 3.70 (s, 3H),
SLEIQRAN0AE DH) 5 6.95 (m | H),
T 7@& a&otﬁ 24 6
° 5 ( 4- Mot h%x{gnphe?l%rtoﬁy 4) @2@%?]%3?“6‘1@%0@ % ﬁ?tgg%ﬁt? R
L 98@mp|hese@ istep éa)cm@hmemhprlé@aﬂm ZQmIa)cdﬁ‘Vchd/Cé(%mgj

ves ERIPE O LD A SRR S0

hourt iat Il eatmonpiagng baBo@n fiokd “VWEH B ReWAGer stifetddSidrAbh XBe:
mz: 327.0 (M#+). 1H NVR (DI\/BO-A)

.58 mn. ES-
palla%ugs c%?ﬁﬁr}]'sq wigs '\fég‘cegqgl_ fo4zg1d( ﬂa'e e,ql.})ent 2ng 5H@}nwe|r$-|)evagorm©d

)’1eld(r{§| thé’b sub3t 11€0 c@ﬁﬁp gﬁ'&] %0%% (@.9)/'@%%‘“%3 Qn%% 2H}t§ou’c

purlex‘acvrpl HI@MR 5(CDC13) 1.30 (t, 3H), 1.95 (m, 1H), 2.10 (m, IH) 2.75
- (p- T&ﬁé (?ﬂa tgéchlazolldln4oneTe
11-80 Borpbdrid %ngéﬁaﬁd »d-ladéotdance with Exanpl e
60 purified by flash chromat ography and

recrystallised fromhot nethanol to give 96 ng of the
© _ﬂﬂhmgycarhcmd&ne{ 4-th @hvS hBvIidRopyl 44bethiy ibendehzsudfPal

To Mg R ICONE000), (2,90 (M TFS 230 (oet) S
2. Omi(nU) s8e ﬁe@%x (aﬁbvé) '} gyﬁdﬁig {_fzﬂl, Y1 c}ﬁog? @%m@%%&ngﬁ

|mno-

was Qdcf(ag mrpofcqlq;m @;@pny ﬁen@matyﬂe) -I&t heghdtionhiniidotel dian-sdrrede

oI5, AL RATROURS 3 BoEeLSE A oes et e

was dried (MgSO,) and concentrated, and the crude product was purified by silica

gel chromatography using toluene:EtOAc 20:1 as eluent affording the sub-title
compound as a reddish oil (322mg, 41%). 'H NMR: S(CDCl3): 1.20 (1, 3H), 2.15
(m, 1H), 245 (s, 3H), 2.55-2.70 (m, 2H), 8.85 (S,3H), 4.15 (t, 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% FtOH. 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 (MgSQO,) 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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5-[ 2-(4-Fluorophenyl)-ethyl]-2-fpyridin-2-ylimno
)-thiazolidin-4-one The title conpound is prepared in
wa@ewendesce with the procedures descri bed PCT/GB2006/002743

her ei n Exanpl e 65

belpiroRp it PR a0ur NS AR AR o tete RS Mgl e
(Mmp l_ﬁwml s@@sgtwfzq 80-200 (m, 1H), 2.20-2.40 (s, 3H ovey Zag wzth

p- Tol yl 1 m no)t i azol i din-4-one A m xture of

m, 153), %r@ Hoadd). 2B (@0.128, 10 (2383 4ifot 25 (B)VIKY-6.80-6.90 (m
2.29 | d sodi
. B2 P 880 BBl W ochanol (5 ) was

refl uxed overnight. The m xture was concentrat ed,
diluted with dichloronethane and washed with water.
M%—brgamc | ayer was dried with MgSO4 filtered and

5-(4- m%%%ﬁeﬁ&ﬁ@n zT@ﬁelﬁﬂlﬂH%oym%wn_mﬁ purified by silica

chromat ogr apny usSl Ot uene. et nyI acetate (2:1)
The ’a‘@e ebmpmmd(ww,slpmsgareanﬂ acec&dgmfeaskzith Fadmbleo60, irifaedoby t o

TR YO T
title Nﬂﬂaouﬂﬂ Qﬁ@@dif @)mte f%“%@r (G- I\MA? % 88458( gnn 2Eh M8 R

327. 02(1\@{?) ‘I"HlNﬂ/ﬁRnﬁﬁbI)/I-SS)—dg} ha@m pHER /20 ﬂéﬁeéml; hHaZnbS ding- 4

t ol )t zol idin one
16D, 2. P Pl 28 G gt SE by &F o hahyim 45,
7.40 m{)omad)(heh;qg.e (72mg, 0.73mmol ) and NaOAc (62ng,
gﬂ.i?SmmI) in 2mL glacial AcOH was refluxed for 2 Ih.
The solvent was evaporated, and the crude product was

&y{éjl ed by silica gel colum chromatography using

ne: acetone 3:1 as eluent yielding 120 ng (78% of

_-(p-Tdsleh@msxsLﬂhb@etﬁsﬂﬂ@&unamaﬁoﬁe brown powder. LG M (A) t
30 mMn. ES-M5 mz: 323 (MH)

The tztlef copppapngl M%OQTBBBIG@%%Wd@C@ pyllﬂ} &‘b&ﬁ@?bl @i pirifiednley To
Tlash GorPRL Py o ascraslissd o sy S PAL IR BB o
title conpo(RR WTGM m&m?s nﬁﬁ@n&tﬂ@ A HahOvENMI FPMSHNe

5nmL) and THF LiBH4 (2Min THF5 0. 75m.,
dg): 21005@9»1131)1)) zﬁﬁs(sssﬂéwzy%a@@eﬁ‘l)alﬂ Glo@i(?n Hé)lqﬁeka&mbr ¥, 421

(dm, 1H), 6.91 (m, 1H), 7.19 (m, 5H), 7.29 (m, 2H), 7.58 (d, 2H).

Example 63
2-p-Tolylimino-5-[2-(3-trifluoromethyl-phenvl)-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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and the resulting m xture was refluxed for 5h. The
m xture was allowed to attain roomtenperature, and
w0 b@7/0er8t i on was quenched by addition of | M HET/GB&06/002743
was added and the m xture extracted three tinmes with
Exarm t QAc. The conbi ned organic phases were dried with
filtered and concentrated. The crude product was

2-(p-TRWichih 85 Y. pBdviridpE Rhiagd)idphAIREr ap hy usi ng
toluene: Bt OAc_ 2: 1 aseluent yieldin ng;élo % of
The falleaving pioecdtemisanragousdo st éasfrlbw mgﬁkf@l‘-‘}ﬁ ) alOSRE Nt z:
325.4 (MH). Exanple 66

2-p-Tol yl'i m no-5-f3-(3-trifluoromethyl phenyl)propyllth
(a) 2-(peRaiVlidinofhaneidihd-dnet | € conpound is prepared in

n%%og%:jg ggthwi t h-grlc?xgo cre?ag[:eed% Sg dmfcr 5380' her BI : ‘N-(4-
methyg%l{elﬁ%Lﬁtﬂnd: kééog@ﬁ’ henyd. 24’ &91%’15 bnd s&ﬂlﬁfn' SleBn? (2’1'2' Rnokuhi a

n-4-one The title cohpound is prepared in
mmolxtrcethatan ¢ & nvli )t wast ie8upndosediigls THe stkiubedah epnsentrated,

ciuted SRR FREHBTES YRSt The RE5PIS %51 T e done

with b@foggh Uiliepdd £fd entafemd TR Reldenirad@): v Budfied %y(shl‘i@’rg
52 rnnol ), cinnanyl al dehyde (171ng, 0.78mmol) and

gel clmam@g(mmsmg sowmeicihyl mogiate Bcasme u&@‘cﬁ%@g) and

recrys'ia%héeaxf?&nfn%thegn%il ’tq gﬂ) dle/St Igg t(ter8% ol %8?@ & {h@ts%g-utighe

pensi on was arn rod mper at ur e,

comp@udduLe:dw Ay 12nd.69niAGEH, 2072 sEE) r leﬂm:aammsomd

centrifuged. The not her liquid was renpved and an
2.26 (achdDt 3.6h&d. 2411 6-69 (dad B wbs (dadled’-S At 1Hhe t ube was
agai n centrifuged. This washing procedure was repeated
with 2x4nmL of toluene. The residue was dried in vacuo
(b) 2-(p-Eblelimenod 15e(3tphich @ peortidieithiatdndind-86% as a yel | ow

A ml%\dﬁ (g-go_lyhmmo))ﬂnazohcﬁmfonrg 8001[151?@ 4Tmmolsge7e gte}g W) '

above¥; B—pﬂ% ?ll Woﬁl&&?ﬂé ri7b 14307 @ 7L P haay NamiaRo) BBhLBY |

0. 75mm01) 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-(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 5h. 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 MgSQy, filtered and concentrated. The crude
product was purified by silica gel chromatography using toluene:EtOAc 2:1 as
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The title conpound is prepared in accordance with the
procedures descri bed herein. Exanple 70

w®G2(¢or41@Buor ophenyl am no) net hyl 1- 2- (pyri dm 2- yPCHGBR)06/002743
i azoridin-4-one The title conpound is prepared in

accordance with the 1[;rqcedures descri bed herein.
elugnf yigjiing 23 mg (10 %) of the title compound. LC-MS (A) tz: 9.14 min. ES-

MSSaAf Mt ?MHIL 3-trifluoronethyl phenyDani nol nmet hyl | -
- p-tj(\)gj‘jy{1 m n)(E);-t hi azolidin- 4-one The title conmpound is
prepared in accordance with the procedures descri bed

Bx her e'6n. Exanpl e 72
A}%-é—él- Fl uor ophenyl ) et hyl anmo] net hyl ) _
2-p-TH1Ab-BIT8 23 Wb DALY ﬁ%ﬁélb@%&iﬁmmﬁﬂ@%&' tle

conpound i's prepared In accordance with the procedures
Theq 8¢ cpmadurite tse prepaed aimphasordance with the procedures described
her@iP- Tol yli m no-5-f3-trifluoronethyl -phenoxynet hyl) -t hi

azolidin-4-one The title conpound is prepared in

accordance with the procedures described herein.

Exanpl e 74
E—WL!&E&E)ZFFUM ophenoxynet hyl ) - 2- f pyri dm 2-yl i mi no) t hi azol i
5-] 3dd491:‘lﬁézf8%egg;fgg%}g'yﬁlﬁ(&ﬁﬁﬁl@j{&ﬁmﬁ)ﬁ[ﬁg@& di_jf accordance

WTth tn ures aescrriped ner e 75
The2tifhe Tompbumd Bopfephred- inr adcbrdaticmaithyihp haoyddadst asytib®s h
her | )t hiazolidm 4-one The title conpound is prepared in

cordance with the procedures descri bed

her ei n. Exanpl e 76

Example 68
5-(3-Phenylallvlidene)-2-(phenvylimino)thiazolidin-4-one

A solution of 2-(phenylimino)thiazolidin-4-one (100mg, 0.52mmol), cinnamyl
aldehyde (171mg, 0.78mmol) and NaOAc (66mg, 0.80mmol) in 2mL glacial
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 (MH+).

Example 69
2-p-Tolylimino-5-[(3-trifluoromethylphenylamino)methylithiazolidin-4-one

The title compound is prepared in accordance with the procedures described

herein.
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5- (4- Fl uor ophenyl sul fanyl net hyl ) -2-(pyridm 2-yli m no)t
hi azol i di n-4-one The title conpound is prepared in
wa@ewondesce with the procedures descri bed her eP@I/GB2006/002743
Exanple 77
2-p-Tolyluiiino-5-f(3-trifluoronethyl benzyl ar nno) net hy
Example B9 azol i di n- 4-one The title compound is prepared in

5-[(4396HEHAAC BB B - RERFRENS SRS EEdBREnIESE N.
EXanpt € 73

The Sitle (cbmipouial ddb erepgiedninnadcoetangd Jrit- Hepymotaiures2dssciibidio)
.thiazolidin-4-one The title conmpound is prepared in
hereiBe cor dance with the procedures described herein.
Exanpl e 79
5-{[Metbyl -O-trifluoromethyl benzyl)am no] net hyl |
Example Al t ol yl i rnno-t hi azol i di n- 4-one The title conpound

s (SR APaRed | 1,36 ’Cio‘éx‘%étﬁvﬁ-'i?p-%'iﬁ%ﬁﬂgftﬁ%zondm-

CU C1 T . —XC

4-ond- {r (4- Fl uor obenzyl ) met hyl am nol net hyl | - 2- (pyri di n- 2-y

[imno )thia2olidin-4- one The title conmpound is .
The gile pareguic i PeprEEnite 26HordRnEH &Vify g@eHIiS’F%Cgm?fe desoriged,
perein. Exanple 8 1
I'V- (4- Ox0-2-p-tolylimno-thiazolidin-5-ylmethyl)-3-tri
fl uoronet hyl -benzam de The title conpound is prepared
[ cordance with the procedures descri bed

herei

Ex £n. Exanpl e 82 o o | o
5-{[(A-FRdO8 Y bty BB i g ¥lhazekd di n- 5-
yi nmet nyl | benzam de The € conpound 1s prepared in

one accordance with the procedures descri bed

The title compound is prepared in accordance with the procedures described

herein.

Example 73
2-p-Tolylimino-5-(3-trifluoromethyl-phenoxymethvl)-thiazolidin-4-one

The title compound is prepared in accordance with the procedures described

herein.

Example 74
5-(4-Fluorophenoxvmethvl)-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-trifluoromethvlphenyisulfanylmethythiazolidin-4-one

The title compound is prepared in accordance with the procedures described

herein.
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herei n. Exanple 83 -Methyl -
-(4-o0xo0-2-jP-tolylimno-thiazolidin-5-ylnethvD 3-trifl
wa@emoeRBy | benzam de The title conmpound is preper/682006/002743
accordance with the procedures described herein.
Exanpl e 84 4-Fl uoro- N-net hyl -i V-[ 4- oxo-2- (pyri din-2-
Examydlé @b no) t hi azoli din- 5-ylnethyl] - benzami de The title

500 OISR LA URRANED A6 O ARNGS ARGt EoRs 0cedur es

The W16 dcoMRduid Rs tp@épyﬁddﬂinn@cobfﬂaazel) tiithi theSproherdirésy pscRibed- t

rifluorornethyl-phenyl)- acetam de The title conmpound
hereips prepared in accordance with the procedures

descri bed herein. Exanple 86 2-f4-Fl uorophenyl)-

-[ 4- oxo- 2-(pyridin-2-ylimno)thiazolidin-5-yl met hynace
Exayel7de The title conpound is prepared in accor dance

. oltlh the _OCﬁdures discrllbed E tﬁ I@hx ; ﬁﬁ"‘e n%? (3

The tHE! {dntiRuRiEs thyfaRlue By hoddr@mcd RetH ithd frazediredidsdribed
prepared in accordance with the procedures descri bed
hereiner ei n. Exanpl e 88
| - f 4- Fl uor ophenyl ) - 3-r4-o0xo0-2- (pyridin-2-ylimno)thiaz
olidin-5-ylnmethyllurea The title conpound is prepared

Exar'hgeagcor dance with the procedures described herein.
anple 89 o .. T
5-[(4-Fluorobenzylamino)methyl]-2-(pyridin-2-ylimino)thiazolidin-4-one

The title compound is prepared in accordance with the procedures described

herein.

Example 79
5-{[Methyl-(3-trifluoromethylbenzyl)aminoJmethyl}-2-p-tolylimino -thiazolidin-

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

herein.

Example 80
5-1[(4-Fluorobenzyl)methylamino]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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r4- Qxo- 2- p-tolylimnothiazolidin-5-g | methyl)-carbamc
acid 3-trifluoronethyl phenyl ester The title conpound

w0 goopoepsar ed i n accordance with the procedur esPCT/GB2006/002743

descri bed herein. Exanple 90
r4- Oxo- 2- Cpyri di n- 2-yl i m no) t hi azol i di n-5-yl met hyl ] car
Example 82 acid 4-f1 uor ophenyl ester The t|t| e compound is

-Fﬁ{o‘f‘cp f\‘i’a-%éorb @;&n%ggr dginyg ge QFW { h

a ! A
Theacitle obnpoond i prePaydd i B@:Tol‘daﬁ@?@ Ivmﬂ ﬂxe5proytbdt@émbscei§é@r
The title conpound is prepared in accordance with the

bergfincedur es descri bed herein. Exanple 92

f 4- Fl uor ophenyl ) carbamni ¢ acid

4- oxo- 2- (pyridin-2-ylimno)thiazolidin-5-ylmethyl
MEB_The title conpound is prepared in accordance

benz&ﬂlﬂeExan'm e 94
—5-f4-Met hox%benzyl )-2-fpyridin-2-ylimno

The tile sewIPPUit Y PespercBximnpicerdasee with the procedures described
herén(d' FI uor obenzyl ) -2-(pyridin-2-ylimno)thiazolidin-4-
one Exanple 96
5- (2- Met hyl benzyl ) -2-(pyridi n-2-ylimno)thia2olidin-4-

ampl e 97
Examp(fe I%( P
4-Fluoro-N-methyl-N-[4-0x0-2-(pyridin-2-ylimino)thiazolidin-5-vimethvl]-

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

herein.

Example 85
N-(4-Ox0-2-p-tolvlimino-thiazolidin-5-ylmethy])-2-(3-trifluoromethyl-phenyi)-

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-yimethvl]-

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

herein.

Example 87
1-(4-Ox0-2-p-tolvliminothiazolidin-5-ylmethyl)-3-(3-trifluoromethviphenvurea

The title compound is prepared in accordance with the procedures described
herein.
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5- (4- Met hyl benzyl )-2-(pyridin-2- g
i mno)thiazolidin-4-one Exanple 98

W®G2{02/0828i cbl or obenzyl ) - 2-f pyri di n- 2-yl i nmo) t hPEGBR@i6/002743

-4-one Exanple 99

5- (4- Bronmobenzyl )-2- (" pyridm 2-ylimno)thiazolidin-4-0

ne Exanple 100 5-(3-(Trifliioronethyl)benzyl)-2-(
Ex %éﬁééﬂg n-2-yl i o)t hi azol i di n-4-one The title conpound

epared in accordance with Exanple 4, purified by

1-(4-FlastphdnyDrea{oat ARtyyradifl 2L Bk Skidhdoligadls eemi0trea

nmet hanol yielding 94 ng of the title conpound. LG M
The fifje cpmpeyingd3is prsBarad An3zpouianqeHwith they mRAUES DlaSCibYd
heren 15 (m IH), 3.45 (dd, IH, 4.60 (nr, IH, 7.19 (m

2H), 7.5-7.6 (m 4H), 7.78 (m IH) 8.30 (nr IH.

Exanpl e 101

Bx 5- E 45-9FI uor obenzyl ) - 2- (benzyl am no) t hi azol - 4( 5H) - one
& tl e conpound was prepared in accordance with

(4-@632‘191’[@13’141’1111)%%52&%91-?—&lrﬁétﬁ?%c%ﬁﬁféat Q0 a@ﬂﬁﬂa&%me%qﬁ-
recrystallise rom hot mnet hanol yrelding
phepyestet t | econpound. LC-MS (B) tR 1.45 nin, mz 315.1
( . 1H NVR:_d Q- rf . 2.95 (dd, | 3.30 (pr,
The, M&—B@%‘m : lzfzal”?ﬁl.g"%?%@S (‘th acﬁ%lf)dfmcf Ug‘b 7?9‘% é’r€??|1d“§‘%5|) SGSCI(‘Q“‘
herdomxanpl e 102 5-(3-(' Trifl uoronet hyl ) benzyl)-2-( t
"benzyl i mm)thiazolidin-4-one The title conpound was
prepared in accordance with Exanple 4, purified by
Exaﬁléfé% chr omat ography and recrystallised from hot
ol yielding 133 ng of the title conpound. LC M
[4-Qx@)2-Epyridin- D glitmim,) thinza1id6 S-dn{eihrarbiddi NMRI 4 S IVMBDDYL
3.11 (dd, IH), 3.42 (dd, IH, 4.50 (d, IH, 4.59 (d,
Sy ) 4.69 (dd, IH), 7.13 (d, 2H), 7.29 (m 4H),
The Tithe , | . .
he MR Lortpdfit f Breped@IR) Redidthoo with fhe procedres dospyibed,
herejn. 4f 5H) - one The title compound is prepared in
accordance with the procedures descri bed

Example 91
(3-Trifluoromethylphenvl)carbamic acid _ 4-oxo0-2-p-tolyliminothiazolidin-5-

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

herein.

Example 92
(4-Fluorophenylcarbamic acid 4-ox0-2-(pyridin-2-ylimino)thiazolidin-5-ylmethyl

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

herein.
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herei n. Exanple 104
-(5-(3-rTrifluoronenyl)beriZyl)-4-oxothiazolidin-2-yli

waletvepbesram de To a suspensi on of PCT/GB2006/002743

5-(3-(trifiuoromethyl)benzyl)-2-am not bi azol - 4(5H) - one
(100 nmg, 0.36 nmol, prepared in accordance with the
Examplefadur es descri bed in Exanpl e 4) and triethyl ami ne

(4- 9 b ) €Nnzoyl chloride
'5—‘-4—%@& r%ﬁe,mgb 48‘4?11} T %H%%@Sﬁg@émiuoggd The reaction

m xture was stirred at roomtenperature overnight and

poured into a saturated solution of NaHCO i n water.
Ex—alﬁﬁ%—&ater phase was extracted with CH2C 2, and the

5-(4-RE AN yBeRIBSL (WRindS -y BLiM il MIGPH oofel | t€red and
concentrated rn vacuum The crude naterial was
purified by colum chromatography using a gradi ent of
Bx CFQP%ZII\/EOH (0-19% as eluent to give 38 ng (0.10 mol ,
of the title conmpound as colourless oil.
5-(4-Raprytseh1l-D 3pdd Rty Bih SrhicRs - hexane gave 22 ng of
the title conmpound as white solid. LCGMs (A tR 8.72
mn ES-MS mz 379.0 (M#). 1H NVR d (400 MHz)
Ex 5&%%3) : 3.23 (dd, IH), 3.64 (dd, IH), 4.34 (dd, IH,
- 46-7.61 (m 7H), 8.12 ( , 2H) ppm Exanpl e 105
5-(2-Mdthy1Berizyh) 12F (pstadia et vt inodzylidind-@xot hi azol i di n-2-yl i
dene) - 4- chl orobenzamiide The title conpound was
prepared in accordance with Exanple 104, purified by
Exanﬁﬁl@@'? chr omat ography (83 ng, colourless oil) and
recrystallised from CHO - hexane to give 72 ng of
5-(4-{vimth t1bdrizel ) Qefppudinel -gmun) thezeladindg-oneC- M5 (A) R 8. 92

!3:

mn. ES-MS nfz 413.2 (M#). 1H NVR d (400 M) (CDd
3) : 3.22 (dd, IH 5 3.61 (dd, IH, 4.34 (dd, IH),

Exant: 14387 49 (m 4H), 7.52-7.59 (m 2H), 8.12 (d, 2H)ppm
npl e 106

] I ' yd204ine-08hi azol i di n- 2-yl i
dene ) 4- rret hyI benzam de The title conpound was
prepared i n accordance with Exanple 104, purified by

@as chr omat ography (32 ng, colourless oil) and

crystallised from CHQ 2/
5-(4- Bromobenzyl) 2-[nyr1dm-2-thmo)thlazohdm-4 -one

Example 100
5-(3-(TrifluoromethyDbenzyl)-2-(pyridin-2-vlimino)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 (MH+). 'H NMR: §(DMSO-dy):

13.15 (m, 1H), 3.45 (dd, 1H), 4.60 (ar, 1H), 7.19 (m, 2H), 7.5-7.6 (m, 450, 7.78 (m,

1H), 8.30 (nr, 1H).

Example 101
5-(4-Fluorobenzyl)-2-(benzylamino)thiazol-4(5H)-one

The title compound was prepared in accordance with Examplé 4, purified by flash
chromatography and recrystallised from hot methanol yielding 322 mg of the title
65



10

15

20

25

30

hexane to give 10 ng of the title conpound as white
solid. LGMs (A t : 8.73 min. ESSM5 mlz 393.0 (MH).

wdakborer2sd (400 MHz) (CDA 3) : 2.54 (s, 3H) 5rGr/882006/002743

(dd, IH), 3.74 (dd, IH), 4.41 (dd, IH), 735742(m

2H), 7.52-7.71 (m _3H) 5 7.78 (d, IH) 8.12 (d, 2H)
compmed. BRI B) 107145 min, m/z 315.1 (MH+). 'H NMR: §OMSO-dq):

sl Tk g el gl -2

accordance with the procedures described herein.

Exanmpl e 108 Phenyl
Eﬁ@Bﬂﬁgﬁgtrifluoronethyl)benzylv4 oxot hi azol i di n-2-yliden
5-(32PRNBAERER TG &weﬁWH&ﬂuX%‘ﬁd HLepat ed i n

accor da 04, puritred py flash
The tifie ommpmmdazpdsypréxﬁzﬁedmg acmnﬂanae mathsExaimple dnghrified by flash

chropfREPLT ene S HIEP S oo b G SO DR sy Ry of B e
com}gﬂlﬂd E&: I‘D@ ('Ag 4r: 3@@8 9111( %)36534%1\%4 1g171(\11(qf/gg MS@%:I

3. 11‘(4:1@,11}17) 2812(0&;1 BH-ID 45507(d31H7 4689 (dn 1IDHY. 6;9p(ddEi<HBrp’1 8 @9
2H%§8%M%5gfﬁorgﬂg%g?f§94,5-dihvdro-4-oxothiazol-2-y|carba

mate The title conpound is prepared in accordance with

the procedures described herein. Exanple 110 |- (5-
__@I&EIEX | uor onret hyI )benzyl ) - 4- oxot hi azol i di n- 2-

-4(5H) - one
The (t11‘1@00dil@ouﬁd 36 Iﬁ‘?red 318 a@@&Mlcé ﬁvﬁﬁ:(t@df @@d&&uﬂ% tdescribed
- Exanpl e 4) was olved in toluene (3 nL), and phenyl
erelinsocyanate (44 uL, 0.40 mmol) was added dropw se. The
reaction mxture was heated at reflux for 3 hours. The
precipitate that had forned was filtered of f, washed
Exaraple h04 ol uene and dried in vacuumto give 137 ng (0.35

1 e conpoun S awiite solid. 1H
s@qlmﬁg@ld% Fidengdbenzamides 46 ( dd,
To al éﬂkpenﬁoﬁdof(ﬁg;‘- (ﬂlﬂ%OféIIl@th%ﬁbgnz?g A Mirofiazo 423 08100

mg, 0. 36 mmol prepared in accordance with the procedures described in Example

4) and triethylamine (76 uL, 0.55 mmol) in CH,Cl;, (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 NaHCOs in water.
The water phase was extracted with CHyCl,, and the organic phase was dried with
MgSOQq, 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 (O.ld 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 m/z 379.0 (MH+). "H NMR: § (400
MHz) (CDClL): 3.23 (dd, 1H), 3.64 (dd, 1H), 4.34 (dd, 1H), 7.46-7.61 (m, TH),
8.12 (d, 2H) ppm.

66



10

15

20

25

30

(m 6H), 9.79 (br.s, IH ppm Exanple 111 1-C5-C3
-(Trifluoronethyl)benzyl)-4-oxot hi azol i di n-2-yl i dene) -

w@200p01@BY| urea The title conpound was prepar eRiCT/GB2006/002743

accordance with Exanple 110, yielding 126 ng of the
title conpound as a white solid. 1H NVMR d (400 MHz)
Exaopyestitie) : 2.20 (s, 3H), 3.21 (dd, IH), 3.46 (dd,

N-( é-k 2-} Tré? 1§)§01{19tﬂ ﬁ }lgé}l&vl )Zl‘é)_s%tk*i%oliéfglgz-?dli(eéé)}zicgﬁor&g@nz%&e
-7 -3, BSH A

The fﬁﬂe4 ﬁd)tﬁllﬁmmdazetsypr?ej)mdyxh hcc_?;dmsr._t tmlimdﬁmlmlﬂd: mge;— i fikeinis) -
- -C or n - rea ] | e C ou .

ﬂasgrc SARETRIRY ASA GRSl ags o) @%m@fﬁg%d ‘@%Y&?&}z@m

f o i ' I4i @ :

e D2 (g RO RO o s MR 3080 L CpS it s 62

ming Eﬁéﬂ\/ISdll'J/,z 418)2, (MH28 ll(fHva}ZR::%i)él (400 a\?}ﬁ) 6SDCh): BRY (44.195),

- r.s, - -

3,68 U 1Dy AR R, B T o AR BB SS0lm225 8421y

QH)ipglinn-Z-yl)ur_ea The title conpound i s prepared in
accordance with the procedures described herein.
Exanple 1 14

Ex 5- §31-66Tri fl uor onet hyl ) benzyl ) -2-tosyli m not hi azol i di n-
N-(5(1-BFrfRiorbthetayiopaizinl4) demaylolidd-2ghae i agahybedtdhiene

(100 ngy, 0.36 nmmol, g(epare(irl n accordance wth

Theptitipameponnyl Wessprgparee iy aepordangs Ml Feangde 0¥, parifded by
' 4 | , .
fach YTy 32 o, Bt ) P vl ity B8 66k, it oo

hexaneetondight 0 andophertett corippuad aati@tsedd. SOCNEqR)az:f8.73
NaHCO 3 in water. The water phase was extracted wth

min SIS iz PHe kA THHRS & (Ghis MHDEREER MySG-AH),

1 c rat,edn A, e

s34 A Pied Andacparant ol 7 Yach, e oSt on a1

7.78(d 1 HliselRt (dp2I) fidCl ZMeOH (0-1% a s eluent t o give
55mg (0.13 mol, 36% of the title conmpound a s
colourless oil.

Example 107
N-(5-(4-Fluorobenzyl)-4.5-dihydro-4-oxothiazol-2-v])picolinamide

The title compound is prepared in accordance with the procedures described

herein.

Example 108
Phenyl 5-(3-(trifluoromethyl)benzyl)-4-oxothiazolidin-2-vlidenecarbamate

The title compound was prepared in accordance with Example 104, purified by
flash chromatography (88 mg, colourless oil) and recrystallised from CH,Cly/iso-
hexane to give 74 mg of the title compound as white solid. LC-MS (A) tz: 8.73
min. ES-MS m/z 395.0 (MH+). 'H NMR: 8 (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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Recrystallisation fromC C/ h ex an e yielded 34 mg
of a white solid. LCGM (A tR 853 mn. ESM5S mz

wWa2®72128++) . 1R NVR d (400 MHz) (CDA 3) : 2rPdEGB2006/002743

3H), 3.22 (dd, IH), 3.58 (dd, IH), 4.40 (dd, IH, 7.33
(d, 2H), 7.42-7.51 (m 3H) 5 7.58 (d, IH), 7.78 (d,
Exeample Exanpl e 115

Theaude rddaip@md/\nﬂ brelﬁmﬂ’pllrleacbﬂafﬂanw Kmﬂhl ﬂfé Ibroyecfdrazs Bescribed
chromat ography (49 ng, colourless oil) and

her‘?%cryst allised fromCH 2 C 12 7Z.S1/4- hexane t o
give 2 9 mg of the title compound a s a white solid.
LCMS (A tR 8.37 min. ESM5S mz 415.0 (MH#). 1H NWR

Exagnplet@0 MHz) (CDA 3) : 3.24 (dd, IH), 3.57 (dd, IH),
L—é&%&&&&_&g%gﬂﬂ) enzv%)l—oxothgazthm- -yhdenélﬁ §-phenv'1_3reg pm

5- (ﬁ(I(raﬁdo}deéthylwelsa%aj DM@&HM&M@H? Sn& i 6F Cﬂa%e 0Ye) suthdion

yl i m not hi azol one The title conpoun

prepareth iy aetordanesc with damowlani) hvaExiailﬁrplved in Icﬂluelpm & mIéd afd y
phel 380y GNP B B R Mo s cBR ot T8 yrrs®3 S

wasifeateﬁatt tdfluk€fof ® WP NTh@Bredipihie tient HAH |f6’rme]d@vé\é5ﬁl(tcﬁéd bR,
m%3 ES-M5 mfz 449.2 (MH). 1H NWR (400 f)

Wasgég@l thyolueng agd drigdiin yaqpumgo give(ldd mg ()35 npnm L&), ofithy

tltleEc):(oznn%AtﬂmZ flil% \(vﬁﬂte g’cﬁc’f iy I%R/ﬂ{ d8 (4'0501\/11-12) %gl\/fs%—dz)H)S .’ﬁp@d

TH)53 46 (4, ueh chehady ) HE-6(9827.0% Gl dyiDs ul2Bonys e, I 7 t56l BED !
@é, }—%)one The title conpound is prepared in
(m. §Hpor hihes WP he procedures described herein.
Exanple 118
5-(3-(Trifluoromet hvDbenzyl V2- (i sopropyl am no)t hi azol -
Exafplé BH) - one The title conpound was prepared in

1-( @CQ

220(Pd3H5 321 (a’d 91—1) 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-(Trifluoromethyl)benzyl)-4-oxothiazolidin-2-ylidene)-3-(4-chlorophenvl)-

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-dy):
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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(m IH, 4.65 (dd, IH 5 7.50-7.65 (m 4H5 9.00 (d,
IH). Exanple 119 5-f3-('Trifluoronethyl)benzyl')-2-(
wO ewclooizexyl am no) t hi azol - 4r5H) -one The titl e PONEB2006/002743
was prepared in accordance with Exanple 4, purified by
fl ash _chromat ography and preparative HPLC to give 120
Exampgledfl3t he title conpound as an of f-white powder. LC-MS

S{AFIER B8 A Ndin bMMH;nmaﬁﬁJz- 6 bk din DEINVE
The 1itB0cdmB@Ininis dehared iDRogatdanck Hyith 3het preagdyres HesGheds
" ¥m IH) 54.55 (dd, |H), 7.45-7.65 (m 4H), 9.05 (d,
eren'._l). Exanpl e 120 5- (' 3-rTrifl uoronet hyl ) benzyl) - 2-(
"met hyl ammo) t hi azol - 4f 5H) -one The titl e conpound was

prepared in accordance with Exanple 4 and purified by
ExamplesH4chr omat ogr aphy to give 240 nmg of the title

5-(3< gne 1 . l—2-to%%i%o£ﬂzoﬁi@in44$ée mn, mz 289.2

5-(32THifiudoimetiyhve)zyS- T mptHi iiod2 (I H)dom- 4:00nengl h@36 i hhrel,

conpound s prepared in _accordance wth Exanpl e 4,
PrepBise; 1P| aéamﬁgncm it Exppplre) otsapip e d R iy Edisy G PLbeind

tosyl 5&%&@@%%04(9@0&%&54%?@ Ble =ASichinkixBirE VALK at
LC (A) tR 5.57 n, z 221.2 (MH). 1H NWR

roongl (EMBEaMYe overdight( abd, padikdd infr 25afusateBbflntiGn 50 Nadf;04 i) |

Wate%_ﬁ' ge g/v%%eflg{}%:se }(?v'gg %xtggzmi:)%h @ﬁg,(a%d tk@o‘rga%icl ghe{s[cn was

dried with- V@kpl, | filiRdd MPgkbtReAmONRuIRe The thile GRABOMNK S

was prepared in accordance with ExarrE]IGe 4 purified by
purifipchbh celimareiraortagAghyauring e eraiona pf CledlMeitet ahes

0, gi. 78 f the,td.tle,conpo - .
ctoehOigdlit 3 s I, Bl 1) oF i AR oo sl i 5
Recfystalli3klién BoB4HL]/Bbhexdhe6felle 34 Mg, of A Ahitd shlid? HC-MS

7.57 (d, IH. Exanple 123"
(4) 65 B33 (i ES-065 ot 341 6 15 ND Rk (490 AVHZLICDIEL): 2.4
(s, 310 399%ad, 1H), 3.58 (dd, 1H), 4.40 (dd, 1H), 7.33 (d, 2H), 742751 (m,
3H), 7.58 (d, 1H), 7.78 (d, 2H) ppm.

Example 115
5-(3-(Trifluoromethybenzyl)-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 CH,Cly/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) (CDCl3): 3.24 (dd, 1H),
3.57 (dd, 1H), 4.40 (dd, 1H), 7.44-7.67 (m, TH), 7.91 (d, 2H) ppm.

Example 116
5-(3-(TrifluoromethvDbenzyl)-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 CH,Clo/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 4. The reaction m xture was concentrated and
w@a20viotizéned bet ween di chl or onet hane and wat er PCBHGB006/002743
was filtered off to give 1.22 g of the title conpound.
The organic | ayer was dried (MgSO4) and concentr at ed,
min Mz ¢49.21 (s Hws 'H NNRr (40 MHD (CHEINeXahddd.olH),

3 ST A %@q%él%ﬁ%l% 9505 S’ Shig B8 up Fie ' "
NVR. 5(DMBO-J ) : 3.05 (dd, IH), 3.45 (dd, IH 54.63

(dd IH), 7.56 (m 4H), 8.80 (b, 2H). Exanple 124
Exaraple 317 4- Car boxyphenyl i mi no ') -4-oxot hi azol i di n-5-ylV -

5- (4-§113t%f$tghgﬂ§§.ﬁ(geg”}%;g' £1§u1'%§n¥'ia%{*h&%u%ﬁﬁégﬁ Ve

The Sittededtiunt aig Obreghiret n \aBerdanicd -Witlo nip pesueti)res described
acet anm dekExanpl e 126

herepu. (+ 2- (4- Et hoxyphenvKni no) - 4- oxot Ma2ol i di n-5-yl)-7V-(4
- bromophenyl ) acet ani de Exanpl e 127
2 (2-r3- Hvdroxyphenyl i m no) - 4- oxot hi azol i di n- 5-yl )
plé-lkb oi nophenyl ) - acetani de Exanple 128
. d A .

|d|n 5-yl)-7Vr

The %ﬂé 80&60&%%@&% &yinl ar&b&eaﬁcé ~AUOERirAze Ui Bt byl flash

| uor ophenyl’) - acet am de Exanple 130
chromatogrefphvcanwprmme)twa TSt ki aivel178img Bf yhe tifla/cqmpeng| agce

1
an O%P%q? 201@?‘}3&29%1% tRm?o%g %xo% Msa%h 317 O§N{/Iﬁ>i i I\_'}-f
NME- SEIMOBYRRams ; 385 at BNddsH), 3.10 (dd, 1H), 3.45 (dd, 1H), 4.00
(m, 1H), 4.65 (dd, 1H), 7.50-7.65 (m, 4H), 9.00 (d, 1H).

Example 119
5-(3-( TrifluoromethyDbenzyl)-2-(cyclohexylamino)thiazol-4(5H)-one

The title compound was prepared 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-dg): 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-(TrifluoromethyDbenzyl)-2-(methylamino)thiazol-4(5H)-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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Exanpl e 132

2- (2-(4- Et hoxyphenyl i m no) - 4- oxot hi azol i di n-5-yl) -
woR@hengsi acet am de Exanpl e 133 Enyl PCT/GB2006/002743

4- (2-f2-f4-ethoxyphenyl i m no)-4-oxot hi a2ol i di n-5-yl)ac

et agj go) benzoate Exanple 134
Ex 3-(Trifluoronethyl)phenylimno)-4-oxothiazolidin
2-(p fr%miaﬁﬁ@ﬁs-&ea@lmla%zsml&o&%
4-Di met hvbhenvD- 2-r4-0oxo0- 2- (

hen i
The tltlﬁrn:q)mp()unld |ve@émr¢mr¢wi @-a@corﬁmem‘ih 15@@&3%4 aurifeg hy\dash2

hox 0XO0 .
cheo oY MR PR LS JTT S0STRL & ol gt oy 5

comgom Oxavig ((AAT;%LS Spmih amzdm@wmm NMR S(DMSO ds):
ai azolidin V- -to |lylacetam de Exanmp
LTI 5D 0 At 30 63 JHe vk BB St T} G158 @z bHD.ai

e Exanple 139
7163 &m d yﬁ{ﬁq no) - 4- oxot hi azol i di n-5-yl)-7V- (" 2- chl o

rophenyl ")acetam de Exanple 140 2-f2-(
2, 5-Di et hyl phenyl i m no) - 4- oxot hi azol i di n-5-yl)-JV- (2.
Exampled@gh| or ophenyl ) - acet ani de Exanpl e 141
~(p* i IR h e (
- (pg";?ﬁeﬁ?ﬂﬁﬁﬁ%)a? i lZ%iOI%%i n-5-yl)-7V-i D-tol yl acet am de
The Eﬂa n’mhpouhdzvas prepared in accordance with Example 4, purified by flash

chrogﬂa ég@a[p ol hexé[ {Pg&g o B LAEOI L Ba0- XL )oe % Rfen
compound: L&%ny\gr& n@%g gmﬁwzl 2d7azzg¢mdb NEBNWR - JYNIBO4 S m

et hyl phenyl’) acet am de 'Exa
2.26TY3EHN3/B4 @, RH2- 4.6 (hy H) . h?o()d— ZHp¥dtbldazd).i dm 5-yl ) acet
am de Exanpl e 145

Example 123
5-(3-(TrifluoromethyDbenzyl)-2-aminothiazol-4(5H)-one

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 MgSOy) 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) tz: 5.3
min, m/z 275.2 (MH+). "H NMR: §(DMSO0-dy): 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-v1)-N-(4-bromophenvl)-

acetamide
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2-(2- (AUWyl i mmoV4- oxot hi azol i din-5-yl)-iV-(

2-ntrophenyl )acetam deExanple 146 |,|-Di oxo-1 |6-p
WO 2g02pdi2shi azol i di n- 3-yl i dene] - p-tol yl -am ne (BOT/GB2006/002743
2- chl or onet hanesul f onam de Amoni a gas was bubbl ed
throqgh a solution of chloromethanesul fonyl chloride
Ex 34 mmol) in Et O (50 nL) at CI)C The reaction

2- (2@4)(]5&{5%?@1% %tuho)rf gx&ha%mm?% vyl -mﬁ) !laen%giace%annde

nours. “The ecTrprtate (anmmonrunT CITor

filtered off and washed wth Et OAc (3x) The conbi ned
By |.c phases were dried (Na SO ) and concentrated to
2t .96 g (679 of the crude sub-title conpound as a

t her

2- (2V\43L1t1€dr‘é59¢ﬂh€nv1mﬁoﬁ%9&y d S

purrtrcatton.
acetamidePH) . Ch) I,I-D|oxo I 16-]
1.4, 21dithiazolidin-3-ylidenel-p-tolyl-amne An
aqueous solution of NaOH (18 M 1.38 nL, 25 mmol) was
gebgover 30 m nutes to a solution of crude
2 chI oromet hanesulfonam de (2.96 ~23 mmol ) and
244k Xyphan phiggelidie-S¢vd) g’%h@nvlaaetmnrdfml) in
acetone (14 ) at 500C. The resul ti ng m xture was
stirred overnight at anbient tenperature. The reaction
Ex mp’iethe was acidified with hydrochloric acid ( 1 M,
. sol vent . was evaporat ed in _vacuo. Water
g Ve LTH ﬁ-‘.t "_J % ‘.1!:‘.' ¥1): HAXBEORISEY Yt r act ed
acetMMd% Et OAC (x3). The conmbi ned organi ¢ phases vvere
~drred (Na2SO ) and concentrated, and the crude product
was purified by silica gel colum chromatography

Etgl é%ne/EtOAc 4:1 to 2:1) to give 3.46 g (63% of the
onmpound as a white solid. LGCM (A tR 7.70

2-(20pIT ol‘ﬁﬁnﬂ@-ﬂ%&oth%&@h@ngh@ﬂ')\ﬁpidﬁv%mﬂ DVSO-*) @ 2. 28
(s, 3H), 4.75 (s, 2H), 7.22°(d, 2H), 7.45 (d, 2H).
Exanpl e 147

Exaﬁl j@0x0-5-r3-(trifluoromethyl)phenyl) (hvdroxy)nethvD

= A2 | dithiazoidin- 3 -ylidenei -p-tolyl-amne LDA

2- (2£(4-1\8Mho>2ynhemmﬁo)7zzommia)zolytaaﬁ»sasdsiﬁid4%aho£3%hehﬂm es to

a solution of 1, 1-
acetamide

Example 132
2-(2-(4-Ethoxyphenylimino)-4-oxothiazolidin-5-y1)-N-phenvylacetamide

Example 133
Ethyl 4-(2-(2-(4-ethoxyphenylimino)-4-oxothiazolidin-5-yDacetamido)benzoate

Example 134
2-(2-(3~(Trifluoromethyl)phenylimino)-4-oxothiazolidin-5-yacetic acid

Example 135
N-(2.4-Dimethylphenyl)-2-(4-0x0-2-(phenylimino)thiazolidin-5-vl)acetamide
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Di oxo- |
[ 6-[1,4,2]dithiazolidin-3-ylidene]-j!?-tolyl-am ne

W@ 3®o/ongs1 1. 24 mmol ) in dry THF (2 nL) at OOC pe6B2006/002743

ni trogen atnosphere. The reaction m xture was all owed
to reach roomtenperature within 1 hour and stirred at

Exarplefldf anadditional 3 hours. After re-cooling the
- TEACt | J Dacetamid
N_@é]ligpltﬁawg}t}e lxﬂ{/? (1 g)é(g %&%@&?ﬂﬁ%c’i{hﬁ %118’1&1 §3v %acl?[ﬁr)m) e .

dry THF (0.5 nL) was added dropmnse The reactlon
tenperature was allowed to slowy reach room

MM@Zature and the resulting mxture was |eft

2—(4-@)&(—@-@ ﬂ-@ﬁlfo#%a%ﬂ%? N1 &inBfhidzAHih- @}% @ﬁa@@éﬂﬁl@e and
S extracted w tOAc (c3). The

conbi ned organi c phases were dried (Na2SO ) and the
so] vent was renoved in vacuo. The crude product was

FQ*ﬁéBiéo—lf%Vged by silica gel columm chromat ography

N-(4(F1%ﬂd>%ﬁ@d@moi&9 (Bhenliinb)thia@oliiMes -Bbetetnidd 0% of

the title conpound as a 1:1 m xture of
di astereoi soners. LCGMs (A t : 10.02 min. ES-M niz:
Ex 417. 2,(MH). 1H NVR (1:1 diastereoneric mxture):

N)y: 2-31 (s 3)52.34 (s, 3H), 5.13 (nb 2H)5
2-(2X R TolgHmid -0t Bzolidin-3-k) . N-R2-2 of apheidHacetdmd®E (d, 2H)
57.31 (m 2H5 7.40 (m 2H)5 7.58 (m 2H)5 7.66 (m

2H5 7.74 (m 2H), 7.81 (m 2H). Exanple 148
Ex é%le 4? oxo-5-f 3-ftrifluoronethvDbenzylideneV 1l 6-
1 dithiazolidin-3 -ylidene] -p- tolcﬁéh-iam ne
2-(27i5t Dimsthelphdriviinmiieuioiadolids- frv])-4-(24-diehlonopbenyl)-

added to a solution of the conpound of Exanpl e 147
acetamifls ny5 0. 89 nmol ), 4- (dr et hyl ami no) pyri di ne (27 ng,
0.22 mmol) and Et3N (370 nL, 2.67 mmol) in DCM (2.5
nm.) at QOC under nitrogen atnosphere. The reaction
Exampiet ifile was stirred at anbi ent tenperature for 3

.d : 3

corrbl ned organl c phases were dried (Na2S®»4) and

concentrated, and the crude product was purified by
Examipld 148 gel coI um chr onat ogr aphy (tol uene/ Et CAc 100: 0

t : conpound as
2_-@3@}3@%1%# %ﬁq. ES-M5 m z:
399.2 (I\/H+) 1H NVR d(DI\/SO"): 2. 33 (s, 3H5 7.28 (d,
.53 (d, 2H), 7.86 (m

Examl_qp e 14
2-(2-(Methylimino)-4-oxothiazolidin-5-y1)-N-(2.4-dimethylphenyl)acetamide

Example 144
N-Ethyl-2-(2-(methvlimino)-4-oxothiazolidin-5-yl)acetamide

Example 145
2-(2-(Allvlimino)-4-oxothiazolidin-5-y1)-N-(2-nitrophenyl)acetamide
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4H) 5 7.92 (s5 IH).Exanple 149 [ 1 ,1-Di oxo-5-(3
-trifluoronethyl benzyl)- 116-[1.4.2] dithiazolidin-3

WO yio7denej - pt ol yl ami ne The title conmpound i s pPEpaBe@6/002743

i n accordance with the procedures descri bed herein.
Exanpl e 150 ri J-Di oxo-5-( '4-ffiuoro)phenvnrhvdro

E’-‘@Wﬁéﬁ@]yl)-l 1 6-fl.4.21ditriia2olidin-3- ylidene]
The,. i.

a3 prepared in
rtbed i n Exanpl es

146 and 147, and purified by flash chromatography to
gi 312rrgof the title conmpound as a 1:1 m xture of
(a) orgpebaespionomides V5 (A) t : 9.10 min. ES-MS nf z:

N T

(5.07 g1 34 mmold ki) Et50 200 (uh) aAH°C. ThS8eattidd nfitturd Mas sﬁn‘éé at

. 4H) . I 51 TI .. X )
ammﬁ E%esa%gnf |e% é*roafsoeﬁ%ymea@ﬁé\? (qoggnenium chloride) was
filterdd fredhd Riagee@lviigl BrBac @b, d®BebmbRel %ﬁ“é’én?d‘%ﬂéges-r@@retdh% e

conpound was prepared in accordance wt
(NappQoerttd reencentraisd ith @ivei hOER 4630 esf the Grude sib8itleasvdnpound

os PHBIG S8R Bhe s 0ud AT B RE oty Wil
5(D1\@S@416)Tbr74 E&}%&Bmé 3 2@1 9.4 (MH#+). 1H NVR 5DMBO 4):
2.35 (s, »51) % H), 7.45 (d, 2H), 7.57 (m

2H, 7.70 (m 2H) 7. 79 (s, IH. Exanple 152
(b) 111D L. met hvnphenynr hydr oxy) met hyl)
AnSopdcudepRliod o(ere%H Ribemy! 138 BAne2 T hendl) bhl LREPABA30

was prepared in accordance with the procedures

mingies de isheedirtion @(qn@ﬂ é@hll)tlfﬁnahme&ﬂfqnaan@b (96 i e23 bymol)

and & TR G 8 F 2doaethallit s 1% mlyee
50°CAThe r&ubithgNinbtuls SV Mn?ed é&%ﬁné\tﬁ Mﬁbleﬁﬁ%e@m& The

dj astereoneri c m xture) 2H), 5.40

reagtign migfurg \5a36gc1@1éied|\fq;h 'hy@pclqlm'lc 45|q;d (17 1\61) e(nd the Hyrganic
solvent’ Yaé '@vaﬁ)lr_gted 17 89cuo. Water and EtOAc was added, and the water

phase was extracted with EtOAc (x3). The combined organic phases were dried

(NapS0O4) 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) tz: 7.70 min. ES-MS m/z: 243.0
(MH+). 'H NMR: §(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)-128-11.4,2]dithiazo-

idin-3-ylidene]-p-tolyl-amine
LDA (1.8M, 2.1 mL, 3.72 mmol) was added over 20 minutes to a solution of 1,1-

Dioxo-l?f—[l,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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(m 2H), 7.58 (m 2H), 7.85 (m 2H), 7.96 (m 2H).
Exanpl e 153 [ 5-(4-Fl uoro-benzyl)-1J-dioxo-1 [6-[I

wQ 2ddiot28mzol i di n- 3-yl i denel - pyri di n- 2-yl am nePd6B2006/002743

title conpound is prepared in accordance with the
procedures descri bed herein. Exanple 154 2-C1J
additifab 8 hoBrspAfter y-covhing tHd fadtion mixture to 0 °C, a solution of 3-

(gt FSApPEar Y \rP{LILX;:’g]otFIg’lé‘m &5t 1D SiBEbatres
adde)qg(grﬁé\k/{gg Eltflee 9&1%901? E&?@@%}% e s y ":?:1 1bwed -|E5 'sfides}fl%&& tﬂé@m

I azol - 2- am ne
tempetdtire, ainthe masmﬂtlrg mpixewarved (e oseroight dfickockilortic a¢1é and

rocedur descri bed herein le 1 "
Ry G SO ko Lo Sy D7 Ve R PR 3381 BiRAC (3). The
comBindPYFdaA Rl Ree et (Nab 0.0 UNBAHE doliventdHeP adnes el Ny

accordance wth the procedures described herein.

vacugx dirp | eudes Frogu¢tawes mufified ynelies gel column chromatography
.a_lthi - 2.
corphERAT L0080 irthis L Brerctye] O e hibaeg] ok PTo
mixtfe0 6£ AR Seol@ned, bE@I-Msr eLNtz: BRI In€in 1 BB-ME- /- ¢17.2
4- FI uor obenzyl )-4-rtrifl uoromneth Iét hi azol -
(ME)) 5 RO L5 G ates s TRTe) CURDOUNIN BT 60 2tBe 280
(s, 3BG8 :ﬁf‘%@""{ ?31 heProgeduiss ARG bP§Y 22 (, 2m), 7.31
(m, 2, 440Ny ophemss @nmzmg) 7.66 (o S2HIE Y I (foy CHI-728 Y (e Dhy | en

e)tliiazolidin-4-one The title conpound was prepared
i n accordance with Exanples 26 and 65. The

Example 148
[1.1-Dioxo-3-(3-(trifluoromethyDbenzylidene)-1 A8-11.4,2dithiazolidin-3-ylid-

enel-p-tolyl-amine

Trifluoroacetic anhydride (136 pL, 0.99 mmol) was added to a solution of the
compound of Example 147 (370 mg, 0.89 mmol), 4-(dimethylamino)pyridine (27
mg, 0.22 mmol) and EtsN (370 pL, 2.67 mmol) in DCM (2.5 mL) at 0°C under
nitrogen atmosphere. The reaction mixture was stirred at ambient temperature for
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 (Nay;SOg)
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) tg: 9.57 min. ES-MS m/z: 399.2
(MH+). 'H NMR: 8(DMSO-ds): 2.33 (s, 3H), 7.28 (d, 2H), 7.53 (d, 2H), 7.86 (m,
4H), 7.92 (s, 1H).
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product precipitated fromthe reaction mxture, was
filtered off and recrystallised fromacetic acid to
w@raoe/01381 ng of the title conpound. LC- M5 t; ?:PAT/6BRG06/002743
mz 319.2/321.2 (M#). Mjor tautoner: 1H NVR (400
Mz, CDCl 3 ppm 2.38 (s, 3H), 6.20 (d, J = 3.32 Hz,
_*Jﬁmﬁslﬁ*73 (d J = 3 53 Hz, IH) 5 7.42 (d, J = 8.57 Hz,
7 J , . .S.

mhqalﬁﬂ)lél) 6. 25 (d J 3. 20 Hz, O 20H) 6 82 (d J = 3.46
20H), 7.24 (s, 029H) 7.49 (d, J = 8.65 Hz,
Theo titjg HpomppuB i @repareﬂsm) aqeoodaate wigy Hye. p@caiqy&:se dagfibed
(4- CVor ophenyl mi i no) - 5- ((5- et hyl f uran- 2-yl ) rnet hyl)
iazolidin-4-one A m xture of
2- (4-chl orophenyl i m no)-5-((5-nethyl furan-2-yl)nethyle
ne).- thiazolidin-4-one (66.5 ng, 0.209 mmuol; see
Exanpledb® 160) and sodi um bor ohydri de (26.5ng, 0.701
L1 1Rb 40 B AR AIEAL AT 1 Sl ABE0 e aneap
tube at 7 redct oI was uenured th
ylidentHatodyl- dmlﬁe rrL) and acetl c acid (1 nl), d| | ut ed vvlth
et@/ acetate and shed wi.th water. The organi c_phase
ATIORIGVR PLBIGT SGPATHRISS Wil thregredpigs described in
Exe@@N&eMd aderdy, é‘x&ﬂ]taﬁrﬁ?ed%jdﬁgshp&ﬁ&ﬂ%gﬁ? %ﬁ 139 rﬁ% of
eune

silica gel chromatography using pet
the sde campoy:at ) lab naxuumwdzf diestereaicorB@snigC-MS (APt |9t1|0emm

e SR G S 1 L SR S g
5. osH(m 2@3 5.9 %12 1ﬁ§' 5. §9 B, 5151{)Hzr 13deﬁ HA)}B %OZ&X( %{)—Z%foﬁ’ﬁs

(deaQM&(mH%ﬁ) 3 54 (dd J = 15 37 3.38 Hz, IH), 3.02
(dd, J = 15.46, 10.43 Hz, IH), 2.22 (s, 3H). Exanple
161

Exg&p_‘]eﬂ-}ﬂ‘” or ophenyl i mmoV5- ((' 5- met hyl t hi ophen-2-yl)meth
t hi azol I dm 4-one The title conpound was
4- OTHREHEY ilene)-1 h. 43l ditipecdidpg 3 CIRH

ami%oduct preC| pitated fromthe reaction m xture was
T IItered off and recrystallised fromacetic acid to
Thegitleecohfiundy waf pteperetliih laecar@aree with the GrddddR) describad &b

Exarrgp'i]e's 146 to 148, and purified by flash chromatography to give 176 mg of the
title compound as a pale white solid. LC-MS (A) tz: 10.14 min. ES-MS m/z: 349.4
(MHH). 'H NMR: $DMSO-dy): 2.35 (s, 3H), 7.32 (d, 2H), 7.45 (d, 2H), 7.57 (m,
2H), 7.70 (m, 2H), 7.79 (s, 1H).

heréi;

Example 152
[1.1-Dioxo-5-(3-(trifluoromethyDphenyD(hydroxy)methy])-125-[1 4.21dithiazol-

idin-3-ylidene]-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): 8(CDsCN-ds): 5.28
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335.85 (MH). Exanpl e 162
2-r4- CMor ophenyl i m noV5-f (' 5- net hyl t hi ophen- 2-yl ) net hy

woO 2aonioa261 i dm 4- one A mi xture of PCT/GB2006/002743

2-(4-ch|oropheny|inino) 5- ((5 nethylthiophen 2-yl)meth
- thiazolidin-4-one 0. 0985 mmpl ; see

| en
(m, %&aﬁﬁpéd 63). akd (@déi)uhbﬁnﬁhﬂ;&@e(d(aﬁ) gl (BL I3, TR )
H Sy ol X erni ght. The reaction
(um, Q\EQJ Fererdiot iy 52902 n), diluted with

et hyI acetate and washed with water. The organic phase
&s g;ied wth sodiumsulfate, filtered and
Ex trated, and the crude product was purified by
[5- (4SF1|L11)1%%€9}E{7D—(1‘ ql HB%h- ﬁ:j‘ﬂ‘ QIS 1Rgh '9&}&1&'%'ﬁﬂemel—pyndm&-vl—
rof euUmet her: et Nyt —acet T 1) 0 glv
ammEO rrg of the t|tIe corrpound as a yeIIow SO|Id LC—I\/IS
Ei z 337 2 :
The éscoe%poug 18 Dacinesd fgacopgayoe et iy Edaazce lmy% e A10edd,
here1h.H) 4. 56 (dd IH, 6.60 (d, IH, 6.70 (d, I'H

tautomer, 7.20 (d, 2H), 7.50 (d, 2H). Exanple 163
5-( 3- rTrlquororrethyI)benzyI) 2-(p-tolylimno)oxazolid

|r14i ne A solution of ethyl
——a—l%p—%l-lgéo 3-(3-(trifluoronethyl)phenyl)propanoate (610

2-(1.1Di020-3 -8 nlino-1 Nﬁtlbéﬁtw%ﬁ!&%ﬁ% &ﬁﬁpww Zocipnifdol )
and NaQAc (212 ng, nmol) 5.0 nL 95% Et OH was

The tige| eprappupdris mwamddnt hmrdfmn@ ewlth aluee @roc¥theres essafibped
herelA@s partitioned between Et OAc and water, and the water
1[ghase was extracted with Et OAc (3x). The conbi ned
organi ¢ phases were dried with MgS™, filtered and
concentrated, and the crude product was purified by
Example 133 gel col um chr onat ogr aphy using tol uene: Et OAc

f MeOH
$4A) b1aAahd i to

The md\ad@ﬂnpohﬁd NE préparddlin A€toddanot nvitEShdVBrotedureS418sotibed
. 1H NV\R dDMSO-7): 3.1 (s, 3H), 3.4 (m IH), 3.6
herel?‘m IH, 3.8 (m IH, 4.0 (m IH, 4.25-4.35 (ddd,
IH, 7.19 (m 4H), 7.55 (m 2H), 7.7 (m 2H). Exanple
164 [5-(3-Trifiuoronethyl benzvn-1 . 1-di oxo- 1I6-]I
Exanggld 456 hi azol i di n-3-yl i deneH4- ‘

N-(5-(4-Fluorobenzyl)-4-methvlthiazol-2-yD)pyridin-2-amine

The title compound is prepared in accordance with the procedures described

herein.

Example 157
5-(3-(TrifluoromethyDbenzyl)-4-(trifluoromethyl)-N-p-tolylthiazol-2-amine

The tifle compound is prepared in accordance with the procedures described

herein.

Example 158
N-(5-(4-Fluorobenzyl)-4-(trifluoromethylthiazol-2-yDpvridin-2-amine

The title compound is prepared in accordance with the procedures described

herein.
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chl or o) phenyl - 2- am ne Sodi um bi s(trinethylsilyl)am de
(0.6M 1.06 nL, 0.63 mmol) was added dropwi se to a
w@odoapiesl of 1,1 -dioxo- | |b-[1,4,2]ditMzol iRCT/GB2006/002743
- 3-yl i dene] - p~chl orophenyl am ne (33 ng, 0.12 mmwol) in
dry THF (2 nL) at -780C under nitrogen atnosphere. The
Exampmeid$3 on mi xture was stirred at this tenperature for 1

L onhRfd Rk R0 R s S bt ldenekenttin-fopi de
Vas dr opw se

The giflélestnpdine Wenpepatd e awasideptvitt Exr8i6 20ené3. Zhe
the reacti.o uenched by addLnLiio ydrochl;Qric

prodi TP ORE et B et DAL A S VoL

fromVEaIcgﬁ& ﬁ% g%%i\@w hE S UWDiMechRpEREI CCPNBSES] vane. duked

filtered and concentrated. The crude

319. 82U (MEN sMpjarithitem et yHSVMRCE 0§ évHa( ONEhSdem::2.38 £5.

dd, IH), 3 ve D D I )., ~7.,4-7..5. ,
SED. 581, 7% 38ttt Ao T R T O 7 P dand e SR
2, PR ¥ F e B o T, N e fwﬁ%
vs. INYER): 28] (s, D.6AED), 8.26dd. 1 H) 3.2¢ F, 02001982 dahpl 4465

0206734 Gy G AR 7YY i GURED 756 el SR §hne

1.97gove conpound is prepared in accordance with the
procedures described herein. Exanple 166
5-r3-(Trrfluoronethyl)beiizyl)-4-methyl-N(4-chl orophe

Ex nbﬁl )1¥§61| azol -2-am ne fa)
= ro-4-f3-(trifluoronethyl)phenvDout an-2-one A
2-(4$Hﬂ¢tbbhzﬁgvlgfrmﬁﬂ“ ) i-(l(lfnnmth;j dxﬂfélfﬁl-l-@b_ﬁmmfl)ﬂﬁa idy 10Re | nf
wat er . S ed dro e o.a solutio
A JUIRRRS | r oREE ﬁ_ﬁ?%ﬁﬁ’ epﬂ@ﬂcﬂe}%%%ﬁeﬁwl@%“%%ﬁ?eﬁﬁ?e@ She.
tmaéamﬁl%t;ﬁ@r%@.sa%g 03209 Holangde apeiape (80 aaH) sodider

I'ce-water bath cooling. The m xture was stirred at 00C
borohpdrid20265mg, A0k mraalin TIOR (OBmbw way heatphin a Wesagrsrew-

.00 nl., 24.11 1) and Cu O (,2 t i e was
cap 53 iy it Eines TR el prate ) m it ot
acetie@0ldqd £10), HORRY WAMPEhAtaEBteand ReHEEdithWacaThabrgaai.

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: §CDClL): 8.26 (b, 1H), 7.33 (d, ] = 8.63
Hz, 2H), 7.12 (d, T = 8.55 Hz, 2H), 5.97 (d, J = 3.00 Hz, 1H), 5.85 (d, J =2.13 Hz,
1H), 4.42 (dd, J = 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

from acetic acid to give 106 mg of the title compound. LC-MS (B) tz: 2.05 min.

335.85 (ME-).
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NaHCO sol uti on. The water phase was extracted with CH

a , the organic phase was dried over MgSO4 and
w@oecenksat ed in vacuumto give a brown oil. TPeT/GBube/002743

product was purified by silica gel chromatography

usi ng petroleumether/EtOAc (0-5% as eluent to give

605 ng of the title conpound as a yellow oil. 1H
Ex . P 0 MHz). CDO 3) : 2.34(s, 3H) 3.12 (dd IH,

d, IH 54.40 (m IH) 7.42- 7.57 (m 4H) ppm

2+( 4 @hloronhenvhmm@ 5-( (J-methvlthlophen- —yl)methvl)th1azohd1n—4~one

- C3-(Trifl uoronethyl Ig 4- cMor opheny
A |t1)1}1}g¥ea S| 2o4-chiogepheny 1mmo) 5-((5 -methylthlophen-Z yl)methylene)-

tiao QR fod o (8.0bd HAIBTEL BYLLPISRY bl PUR: oG R00

ee step
(13 eag K. BB apiel yih (THIFO (L. SiﬁL][ w49 rerfgx,xeﬂ) o8ernighnl ’l)hea’realctmmﬁs

que%dn‘g@%g?%ﬁ %?fﬂ% e dilited :@SE st n?e%%ﬁn e % Tl

wat§0 THE BigaMR PhAXARRI R q7</1thT§6%uEﬁ Hﬂ?aténﬁlt%féd%d WBRcentrated,
di ssolved in Et OAc and extracted w'th water. The water

andﬁh%l@éldwamdm‘s fvasl puiifind By Qiidca gehdotunen ohlgmatogrqﬁhaswg

h S and
verlfEl BB Sha i da BhelH Bl el eI §hor iR
a yeliky Ol UND-ME (B8 0gr7aRhy niks B R (A1 adi ﬁMR ‘ﬁDMSO ds):
32;et rol eum et her/ Et OAc (0-309% as el Uent and by

6cpiis 351 (dddt ithn 3 80 dddldy AH) b ¢ {dahol Hy # Sbdiddhgl H)5 B.60g dof
t ou als. LGM (A tR
110, 69 L4 1] S RERGLA o 5 48 %?m 1H NMVR 54go)lsz).
DVSO-rf ) : 2.19 (s, 3H), 4.08 (s, 2H), 7.29-7.31 (m
Zga 7.50-7.61 (m 6H) ppm Biological Tests Test A
Ex 1' oliferation Assay Reagents Dul becco's nodified
5-(3E8U Mo P %M:ﬂmayﬂlg : a%ol%-aggé_ 025) VIV

FA UL alvr-\)&( myT + Pyruvale (G DCO H#HZ21

A sbintibal of Bethyl rib-clderdsBa(g -@rﬁb@rdﬁ&ﬁbﬂ)&@@lﬁﬁ&lﬁﬁoéﬂzoglw i,

enicill | | OQug/ m _streptonycin, G bco 15140-122
2175808 Ry BSaN e @ KiTE erRrTe) AngRRmp 13 mé 253

mmol) in 5.0 mL 95% EtOH was refluxed for 72h and then concentrated. The

residue was partitioned between EtOAc and water, and the water phase was

extracted with EtOAc (3x). The combined organic phases were dried with MgSQOy,
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)
tg: 10.42 min. ES-MS m/z: 349.4 (MH+). "H NMR: §DMSO-dq): 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).

Example 164
[5-(3-Trifluoromethylbenzyl)-1,1-dioxo-1A5-[1 4,21dithiazolidin-3-ylidene]-(4-

chloro)phenvyl-2-amine

Sodium bis(trimethylsilyl)amide (0.6M, 1.06 mL, 0.63 mmol) was added dropwise

to a solution of 1,1-dioxo-1%6-[1,4,2]diﬂliazolidin-3-ylidene]-p-chlorophenyl—
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Li nol enic acid 99% L2376 from Sigma Al drich D nethyl
sul foxi de (DVBO) Equi pnment Cytom cs(tm FC500 Fl ow

w@yioonerer with CXP software (Beckman PCT/GB2006/002743

Coul ter) I\/DA-I\/B 231 cells MDA-MB-231 cells were
culﬂt,,ur ed t he ropagatl on nmedi a D- MEM +1000ng/ L
18 (oo &e: + r&m& ¥ udamls appl B e ieda wittogen 0%
tmo¥pi¥éré | AN
ey fng%hﬁ‘*asﬁ%*&%%ﬁﬁf%m%e Pl % op ekt (R Sl ™
a SOlph‘at es3-tiflwratensyl thyorofde 309 1DOO. 66&hjnsl')\m|dl'y THF (0.5 mL)

ropagat..o dia. After 24 hou nmedia was_ repl aced
was (PRSI A e DR WENF a8 KePtIa n0i GriPE Scd thpatection
was @lménuﬁé%ﬁby md%(%ft}grd?oc%ﬂﬂﬁe%ﬁd éx?a B AL A% nﬁﬁge %ged
i nal concentration o

he culture ila to a
extrapﬁmi WA Ad dxHe raed dBe dbsibioled extgamc PVBEs twera dried with

e ERPRFA b At F1 (COTROURES O Expuplss, 08 00
smmmmgp wid(dal 1EX 3L, 421? CospaundnZy y#9 %na%%? nM% 1) ’? he

culture nedia to a fin concentration of
(m opjuram ghuwmatagraplty (tobspedtOvnel 1p0:00fct 21 ) Bt give dﬁsmgmfsthe um

N A T

4H), f70’r-7 amll\]{{)t’yg\(‘@qg)added to a final concentration of 10
mV (Conmpounds X and Y) and 40 nM (Conpound Z)
respectively. Final DWVSO concentration was kept at

%n all wells. After 24 hours of stinulation,

wer e harvested and propidiumi odi ne stai ned
[5-CEifhgrean@ySbaiznl) A1 -dlosol 10£-¢1.7.2Kdithi @l 6hdi- figdene]-2-

benzna ufacturer's recommendations. Cells were
%equently anal yzed using a Cytom cs(tn) FC500 Fl ow

The £BOvEMRERouM {d ){)tgfga@e@ @ t \é@cgrﬁaﬂc@ ﬁlgﬁl% ?{%gg&lﬁ%% dés%ﬁbgc?l !

cycl e dlstrlbu svverel

hereimi t hout |i nol eni ¢ aci d (LA) and t he Conpounds X, Y and
Z for 24 hours at indicated concentrations. Cells in
S-phase fromuntreated sanple were set to 100% in each

Exan®pBdd ment .
S-(3-(Trifluoromethyl)benzyl)-4-methvi-N-(4-chlorophenyl)thiazol-2-amine

(a) 3-Chloro-4-~(3-(triflucromethyl)phenvlbutan-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 cone.
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 CuyO (26 mg) the mixture was stirred at 40 °C for 40 min.
The reaction mixture was cooled to room temperature and poured into a sat. aq.
NaHCOj3 solution. The water phase was extracted with CH,Cl,, the organic phase
was dried over MgSO, and concentrated in vacuum to give a brown oil. The crude
product was purified by silica gel chromatography using petroleum ether/EtOAc
(0-5%) as eluent to give 605 mg of the title compound as a yellow oil, 'H NMR:
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Resul ts The descri bed net hod was shown to exhibit the
sensitivity required to detect an antagonist to free

wo adovp1@si d stimul ati on. The nmeasurenment of DNACT/GB2006/002743
synthesis forquantification of cell proliferation
mnimzes errors inherent in several other ass

4ODAR S0 0 . Wi SHRFA S driHn (gt THDAME2 STt -s

75,; _ a%ﬁét 0 _an increased proliferation as denonstrated in

: I{{% PPR- and | b5where the proportion of cells in

S-phase of the cell cycle is increased in b versus a

as measur ed by pr Opll di um | Odl ne | ncor por atian, Thl S

r”PzQ L Adra%ﬂ%ﬂ%ﬁe 5‘:'@{)@5% §a&m 2(’? r0980| ﬁ 1“!2:\@'%’@

oun it any det ect abl e effect on
(2) etbhee)ba&alor@mwlﬂﬁmﬁéa @49 aig, VBA-MBoR3nd Naé)lAcs(?(z BEigy Or&s

These esul (S te t ound Xis a
mmalatvyg% AFPEndetcR PY Fﬁ%ﬁdﬂ%tﬂ%@éﬁ% o Wik ffed ©
for mlah& %é“sb QBnt WhE et@asiﬁetém gess e was sengaddeth 4

t1mes andt e resul are sumari zed in Figure 2A
EtO@mrqmdLﬁxﬂathd avith Wator The avater phobe wao vashelgoth Z80Aeernd

d stimul ated {
e e B SHTIEN B0 oo R b ABSEL B eBer @
evaﬁ&ﬁ’tﬁ@ urigscradd ﬁzr@uaétawtshﬁnﬁgd\blk/ REe @] etlinn RhImdiegaptiyon

in a human breast cancer cell line. The ability of

usmgompcgnmhgntxof Yretrdem t otheiRidhe Qud®ohras isfusnht fsh Way

LTI AT ORI E Rty
Whlﬁéodifpﬁhll@ dLE-MS L) %,a10.68 ednCESNMSitn/ar3s6t4 MHHM EoPARNd

- 50% at _a cancentration
540@)36@?) RO e B b el fon2Posh 287 017 GBo B G
ﬁ? gﬁ;@ﬂpl es above, which were also found to exhibit
BBt age antagoni st activities at |east 20% at a
concentrati on of 10 MM Test B Insulin Measurenent

iS |n D abetic Ob/ b M ce Reagents
Bio 001ca Tests

Test A
Cell Proliferation Assay

Reagents

Dulbecco’s modified Eagle’s medium (D-MEM) +1000mg/L  Glucose
+GlutaMAX™] + Pyruvate (Gibco #21885-025)

V/V Foetal Bovine Serum (Gibco 10500-064)

PEST (100 U/ml penicillin, 100ug/m! streptomycin, Gibco 15140-122)

CyStain PI absolute T Kit (Partec # 05-5023)

Linolenic acid 99%, 1.2376 from Sigma Aldrich

Dimethyl sulfoxide (DMSO)

Equipment
Cytomics™ FC500 Flow Cytometer with CXP software (Beckman Coulter)
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Utra sensitive rat insulin ELISA kit (Crystal Chen
inc) according to manufacturer's reconmendati ons. Serum
w0 p®ali2sheasur enents on 4 hour fasted 8-9 weeRCDGH2006/002743

10

15

20

25

30

b/ b mice (Taconic) were perfornmed. Mce were
di stributed to a vehicle control group (VC) or a
Conpound Z treatnent group, so that nmean s-insulin was

l,.between the groups, |ng/kg bodywei ght of
m‘%%ﬂ%@dﬁge@éei n PBS/ 1% v/v DMBO and VC groups were

MDAIMBLZSQ%IIME@Q@EM&H@@{ ogstorthabdiy DAVER] wWeelsng/L
after which hour fasted serum.i nsibg l.e téel S, were
Glu%éea§6}%\4é§<'f&fés+é’ryr%@ép appleaeniod Stith éo”\w REtay Bovine

i / S Fl e
serflf WSROI SUILNGN B0l ! SRoBroidp RIS it
seedg fire 6 addllyplaek ite\aectbntsmy bﬁ3®0 e0nsdiglvesticin wbpagdatish tiyedand

Anef oS o e P Lo B RETOEEOA, ahove, we

interpret the activity of the test conpound in Oo/Oo
mce as interfering with lipids in their role as
Linodinmedid mgs diliied ih E3VSPds i con@nireidereofvidsué padhrddaddo

e d ucpse T e Test Study in
the #&‘8&?‘?‘{3 {9 %%Ic%ceﬁ& tboélnq%JSI%gHyf net hods FRTD ni ce
(Hart, et al, Nature, 408, 864 (2000) Research Diets

D12309 Di rreth | suf oxi de i\giwsot)@ 14 male FRID mce were
Compaandps grdyst é@ﬁ@aedou@oﬁ Qiclesa pIwsHFdeat ohnd &M

(Co g&%ﬁ?e@ 1 %ﬁghesg'%c ol E‘)'(%Srﬂg&ﬁldt 881 2ld P@-ﬁ%oxﬁ{‘dt &, a

our perio Wer e groupe nto two
respemivelly) )rmd goanls(Grimpbunt o€ Eranie 4Gﬁom@ymmhﬁ))cnhdtaﬂéed to
p ) (Qaimpb

experinment, all mce were put o at .dj
the CHBSLHCER (i fseleopsemintyn GhAOWMAN RTLY) dad kM @)
respéd%vélgpe“ toneally with either a preparation containing
t

onpound of Exanple 95 (Conpound X) ( 1 ng/ kg body
wei ght) or vehiclecontrol (VC) once daily for 7

After 8‘? ﬁglﬁ‘g Eﬂ sve?un%i %yee me(ana B%l\% 1notlemc acn% %to aofijnal concentratlon
of 10 uM) and compounds to be screened for activity were added to a final
concentration of 10 uM (Compounds X and Y) and 40 pM (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 (I.A) 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.

Results

The described method was shown to exhibit the sensitivity required to detect an

antagonist to free fatty acid stimulation. The measurement of DNA synthesis for
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period, the mce were anal ysed by fasted bl ood gl ucose

nmeasur enent and | PGIT. Conpound preparation The test
weeovpounsl was di ssol ved i n 100% di net hyl suf oxi BE&T/GBrB&)N02743

and diluted to 0.2 nmg/mmM in phosphate buffered saline

(PBS). This solution was brought to a final DVSO
quagbhieatinn raft ¢ednprolifgyatdon nPBSigesneorniinkerentons BNRGLweker
assek%%ed as vehicle control. d ucose neasurenment/| PGIT

ce were fasted for 12 hours and anal ysed for bl ood
gl ucose followed by an intraperitoneal injection of 2

gram gl ucose/ kg bodywei ght _and repeat eg?agl ood gl ucose
It wag abspiyed that FE@. staeplatinn %%Dﬁi'w 1 ool e7ads Iy @ fncggpsed
2 i t i . kel -

i s e S U T R
S-phasepifébe udll ngcla iAsmesised B btvedius (aBaymeaddireaighp iropijlium

. .hand hel d.gl ucaneter. Results T. R D use, nodel
todigg rngpetich, oF g T BB, FOtR RaTEA BB oA, by
ColpRREDE R a 11 HESIRORES (FRul O ERkwedéethid Ehpounth@dtRst
conpound partly inhibited the HFD i nduced

exhlitabyot defeaditdé eifedt, om the bawsi proldeapiorunt NPAFMEB & cells
wh

T, st el Y R PR LSRR Bt

fattphcidstifila®dd cElpriFaation.a doubl e bond and the ot her
represents a single bond; when A represents a single

bond, A2 is a double bond and R6 is absent; when A2
¢ i ndl AL
i SPERSEN S AT 3000 4 Bl B IR, AT,
Figivet2Y. olopdpo(mitd Zharglr ¥upsreadler ajptitorsatdggnize free fatty acid

stimulated cell proliferation, as shown Figures 2B and 2C, respectively.

Thus, the relevant compounds attenuate the FFA induced cell proliferation in a
human breast cancer cell line. The 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 uM

Compound Y - 100% at a concentration of 10 uM

Compound Z - 50% at a concentration of 10 pM.

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
Insulin Measurement Study in Diabetic Ob/Ob Mice

Reagents
Ultra sensitive rat insulin ELISA kit (Crystal Chen inc) according to
manufacturer’s recommendations.
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substituted by one or nore groups selected fromB4, B5
and B6, respectively); R represents hydrogen, alkyl,
weyehoalkyl , heterocyclyl, benzyl, aryl or hetBP€D&B006/002743

(which latter six groups are optionally substituted by
one or nore groups selected fromB7, B8, B9, B10 Bll
and B12 , respectively); R and R7 independently

Seruxp s{ﬁ?ﬁ %{%%su?grgén(esg&pll hBuPhted SXCkQR! JtY DbRBH Qﬁ&zwac&fﬁ@j ch

er ree groups are optionally substituted by one
were QferfoRfi@l. gMU@SveBGEIdEsuﬂmdedf toomth@le c@Bip! @n@p.pgg[%(}) or a

Comp b rirees sror 0cti EFAna-Io e v aniel Pien i
grou& gfk%%o elg§i (JRCogp%und U Q ©Bk/164 W\Cm)ISB' aR RLBD,

aryl or heteroaryl (which aryl and
grouﬂsetrem dgeqed grrtmpplstoarélﬁ dneergaily & 2opeskenatiar yviHely 4 hour

end substituted b re groups
famé ‘11}511 5%}%%@%%%@35 ‘%'8‘:&% PPSFhat i vel y, B4, B5,
B6, B10, Bl11, B12 or B16 (as applicable) independently
represent R; R R2, R 3, R4 R 6 Rda, R 6b, R 6¢c
Resuliad R|6d|ndependently represent Hor R7, R5 and R 7
p e
Comp P RiFl' s, BERLES IR, iy OBIOW P tispnBLkt 3). Th
hypeﬂh@mﬁ&ﬁeutobgba{zddy -uacebm)tahhme sal gemralsolbeae@qd dgo ke a

pharmaceutically functio der at | her e Q
cons RN GRast, PRSI0 1T R RS 78 b Rebe e e o
resulfl c?o‘?aﬁg%ut egcrﬁg&gﬁet Wi TERUS %v'@}’we |u'1t€ﬂ§3§‘6i th@ act®fity of the

contri free fatty acids. 2. A use of a
test mrmunmm 6b/(311)mm¢| & ihteafsrite fiithdipidnincheair pple apegsiingi n
qgt conpound: X represents -[C(R 8)(R9)]n-, in which
molequies 0 1, 2 or 3; T represents -S or -Ou
repr esents -S(0O2-, =C(Ri0o)- or -C(O-; Wrepresents
-NR 7- -NR7C(O)-, -NR7S(O) 2- -NR7/C(ONR 7-
__es_tQNR7C(O)O R1 represents heterocyclyl, aryl or

W 0L Mol AL S PTG Of
Dlab@ﬂﬂFﬁﬁ) Mlce

0

Reagents and methods

FRID mice (Hart, et al, Nature, 408, 864 (2000)
Research Diets # D12309

Dimethylsufoxide (DMSO)

14 male FRID mice were analysed by fasted blood glucose measurement and an

intraperitoneal glucose tolerance test IPGTT) after a 12 hour fasted period.

The mice were grouped into two matching groups of 7 mice each. On day one of
the experiment, all mice were put on a high fat diet (Research Diets # D12309)
and were injected intraperitoneally with either a preparation containing the

compound of Example 95 (Compound X) (1 mg/kg body weight) or vehicle
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respectively); R5 represents heterocyclyl, aryl or
heteroaryl (which latter three groups are optionally
wGaamsnieet ed by one or nore groups sel ected frecm/882006/002743
B11 and B12 , respectively); R6 and R7 independently
represent hydrogen, alkyl, cycloal kyl, aryl or benzyl
cont(wlk(\féh one¢ daty food rcogseounqbsse days. @pt dayn&|alftgr s dBdtont titsed

one. or re cted fromB13, Bl4 nd
veri) 4 Picd i B ResR P isf seitatin cpg POTR
sel ected from hydrogen, alkyl and aryl (which l[atter
two groups are optionally substituted by one or nore
Compropupprepatieéert ed from B and B , respectively); R1O
treaer
et SPERRAIE JOHERE0: P LI, ol AR S
to ogrmgm is @hephed tuffored BABnaRB B2 Ohis stﬂm&mt wasehiphghtane
%@}%gor A2 are as hereinbefore defined and when A
final EAPSIHALIE] &7 KonBBStwekipe 0% ek %faﬁosﬁfai and
vehiPR&oRfol( Which is attached a to the requisite ring of
the conpound of fornmula I) is absent; and B4 to Bl4
and B16 are as defined in aiml; Bl15, Bl17, B18, B19
and B20 ind ntly represent cyano, -NO2, hal o,
Glucospppeasiype fg}rig@g% SR 4, -Si(R 15)3, -C(OOR 6,
Mice Geked MistedREPD2 hoﬁ@%&al?é’e@' B8 bl ,ngu&fse ri@ﬂ@xrv&ﬁ yYlan

whi ch aryl and heteroaryl groups arée thensel ves

intrapprifonesl| mycfa@m ohdegendehcpse bgdywqmé oarﬁyrem@e@ rblwmir e

d.fr o_.and 4 alt ti
el URRLSE SCUE 060 G LR BrBlfs e Blerid  BloE"
con@defratied Wwhs Qetifinéd By tAl UsBcAge Wladigd ahd eﬁa@sﬁ‘iglt}w
Claim2 wherein, in the conpound of formula |
resupiiggr Rlopddzoplas. using a/&\aﬁ@%a ﬁlté%u(ﬁéberu lalaamﬁﬁ@hé\a@é helde

1 Bﬁl@ ding clains wherein, in the conpound of fornula
guc 1\‘{??represents -C(O-. 5. Ause as claimed in Claim?2
or G aim 3 wherein, in the conpound of formnula I

Results

The FRID mouse model exhibits a very rapid pathogenesis, leading to overt
diabetes, in response to high fat diet (HFD). The test compound partly inhibited
the HFD-induced diabetes.
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when Y represents =C(Rio)- , RlOrepresents alkyl. 6. A
use as clainmed in any one of the Clains 2 to 5

wob@rei1a2gl i n the conpound of fornmula I, WreprBGEGB2006/002743

-NR7C(O)- or -NR 7-. 7. Ause as clained in Claim®6

wherein Wrepresents -NR 7- . 8. A use as clained in
Claimpy one of the preceding clains wherein, in the
compound of forrmula I, R and R independently

represent optionally substituted heteroaryl or _
1. A%@&bpﬁééda oundRetdhited aryl. 9. A use as clained in

aim8 erein, in the case OFRl, the het er oar yl
group is a furanyl or a thienyl group. 10. A use as
claimed in d ai 8Awherei n, in the case of R, the
het eroarylL Eq\g,&é/\& pyridyl groyp. 11. A use as
cl ai redRin C ai m 8. wheRein R and/or R (as
appropri at e) aYErN{henyI groups. 12. A use as clainmed in
any one of Clainms R to 10 wherein, in the conmpound of
formula I n represeﬁts 1 or 2. 13. Ause as clained in
whergfty one of the preceding clains wherein, in the
conmpound of forrmula I, R and R .independently
Xis albplenserg ba@ts al kyl or H. 14. A use as clained in
Tr Claiﬁ%g_ wherein R and RO are both H 15. A use as
Ry in any one of the preceding clainms wherein, in
Y refirB®ntsorqoynst -afornul a 1, when Wrepresents -NR - and
I§R? iso{éulza(sent, t(tl:lgn R6 represents H, Cl-6 al kyl or
W represenyis -Niwhi ch |atter two groups may be substituted by
e or . e as
one G106 e o Eosls A oo aa e SR SR e Dot
wherCA aiapRsentn a 3itgledioad of, i helopblebedd and Bk & absenther ei n, in
t he conpound, o Wrepresents -NR 7- and

formul a | e
wherpf r@r%%téﬁtsl,ngler@ﬁd% %é&é@@ﬁ?@gd end & 53¢ phenyl or
j I bt Y 4/@N rs
R S5y 1Bl P TN By 0y
substituidroycbni r awye goepodelacted fome Bedd rapddd araspeciivelygi n, in

Rs retpPeesents hydrogen, alkyl, cycloalkyl, heterocyclyl, benzyl, aryl or heteroaryl

(which latter six groups are optionally substituted by one or more groups selected
from B7, B, B®, B!, B!! and B'?, respectively);

R and R; independently represent hydrogen, alkyl, cycloalkyl or benzyl (which
latter three groups are optionally substituted by one or more groups selected from
BB, B and BIG, respectively);

B* to B and B (as applicable) independently represent cyano, -NO,, halo,
-ORi1, -NR 2R3, -SRy4, =Si(Ri5)3, -C(O)OR16, -C(O)NR16aR16p, ~S(O)2NR16cR16ds
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,

B*, B, B®, B®, B!, B'? or B¢ (as applicable) independently represent Ry7;

Ri1, Riz, Ris, Ria, Rig, Riga, Rish, Rise and Rygq independently represent H or Ry7;
Rys and Ry7 independently represent Ci alkyl optionally substituted by one or

more halo atoms,

86



h

- 10

15

20

25

30

conpound of forrmula |5 B4 to B20 i ndependently
represent cyano, N2, halo, -ORn , -C(O ORL6,

WO GopNR8B6aR16b or -S(O 2NRi 6cRi 6d, and/ or B4PC€DGBB)06/002743

B10 to B12, Bl15, B16, B18 and B20 i ndependently
represent R17 ; and/or B4 to B20 i ndependently
or ar gpresenticilytascemablé sat ompdodvapd, or eatharmodcewidadly fivagtionel
d Substjtuted by one or nore groups selected from halo
CHZPIRIHICOh g A use as clained in any one of the

for PleBRAIfNGurE|AlaBeWRiRt for the trbfttheaOEPOURGrdef of odiuitien |
R11 and/or R16 independently represent Cl-3 al kyl or

caugqd byplinled fe corpenigibaicddaiby. Aregdgttosredof t he preceding
claims wherein, in the conpound of fornula I5 Rl a
Ridb R 6¢c and R16d independently represent Cl1-2 al kyl

2. OY ukt 3fa dnipendfdbanuired dsndedimgd dneClaiin tthehgemcedibag
cl ai ms wherein, in the conpound of fornmula I, R17

compeHpdsents G -4 al kyl optionally substituted by one or

X riRERnfiale -, @4whih M5, 35261 i med in any one
r@airrlm £(}§5@2ﬁ© or 11 to 2 1 wherein, in the conpound
T repfestuts kit ar +Q-; R5 represents benzyl, which group is

opti ona supstitute rr optionally substituted al kyl
Yrqﬂ?es&g} I'E@R’yrgm}'@ﬁ'(?@f’er group is optionally
W repeSdnkd UURA., 2B,C(A)Y SR AN OG- 2INFe (ORI Yr NReCob)d-he

preceding clains, whereln the conmpound is_sel ected
R; temsements heterocyclyl, aryl or heteroaryl (which latter three groups are

optig%lélfy' ARIISA %gfyl)rle' &7 GRYE! gb{?ﬁsz sotbdeld B rﬁ?z}g LAl ge4-
reslﬁcﬁ*{’ibljﬂ)et hyl benzyl ) - 2- (4- chl or ophenyl i m no)t hi azol i drn-
4- : )

Rs ser?rg&%wr heterosY e BRYH 9 BpistAayl o(ch datATi TS50 FINPR ABF |
i yrd- : 9 il 12

or e 2 S BT 25 8P By T Roy

resmba?szabﬂ;d! n- 4-one; o o

Re G54 B A yorRTet iYL\ benzyl ) - 2 - SRRROPYL BNEPYLLg

(whech( Bridrt i _éragﬁsoa?%ﬁs%nm? Bastidutedt KoBd ANy RRARY sE1BL1Be)
thlgz I |q]|5n- - gne;

frog B35 1,8 mungﬁn@smﬁyaiﬁhzyl ) - 2- (phenyl i mi no) t hi azol i d

Re S QR HISaRGRg sHeR S pens plig) abER (YRERLEIS

twohiré@ sl drélbfticall eubstituted by one or more groups selected from B'7 and
1s2- (2, 4-di chl orophenyl i m no)-5-(3-(trifluoronethyl)benz

ByieyneRtieddBh i di n- 4- one;

Rio represents hydrogen, alkyl or ary! (which latter two groups are optionally

substituted by one or more groups selected from B! and B, respectively);

one of A or A, are as hereinbefore defined and when A, represents a single bond,

then A; is a double bond and one Ry (which is attached o to the requisite ring of

the compound of formula I) is absent; and

B* to B and B'S are as defined in Claim 1;

BY, B, B¥ BY and B® independently represent cyano, -NO,, halo, -ORyj,

-NR12R13, -SRus, -Si(Ris)s, -C(O)OR16, <C(O)NR6:R 160, ~S(O)2NR16cR164, aryl or

heteroaryl (which aryl and heteroaryl groups are themselves optionally and
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5-(3-(trifluoronethyl)benzyl)-2-(p-tolylimno)-3-nethy
| t hi azol i di n-4-one;

wWOR(3/0(@8(trifl uoromet hyl)benzyl) - 4- oxot hi azol PCii/GB200¢1002743

i dene) - 4- chl or obenzami de;

(3-(trifluoromethyl)benzyl 4- chl or ophenyl ) sul f on

1ndf§gepﬁe(;pé15 HUBstbpied b ﬁ_ozp}:/ @%g}oreié@zlpshgeg ed from hglo ar%él 17); Of,
teiatigaitt ri fluoromet hyl ) benzyl) - 4- oxot hi azol i dm 2-yl i den
aleﬁlal%l mate. 24. A use as clainmed in daim23, wherein

B"1 B¢ and Bpbuepesérss Relzmdt ed from . _ o

Rngfhgl? a&]e ggée%%nz}/a prrl di n-2-yl i m no)tbiazolidin-4-
-(trifluoronethyl)benzyl)-2-(4-chlorophenylinino)thiaz

I émr?:'a
%d(s g%&ilr E%rcgﬁhle?lt]lwor glgenzy hsereén pﬂ%eo pound ?f %f%lzll()allf d
Trapmsd,nteﬁs .25. A use as clainmed in any one of the
precedi ng cl ainms, wherein the disorder or condition is
hyperinsulinem a or an associ ated condition. 26. A use
4. Asis€hatlaRekd if a6 3hdd e pYBHiL BlaiAewherd] il 88 cofpound
sel ected from hyperi nsuﬂ nem a, type 2 di abet es,
of fgmde ey rapreserts a8Ed- i nsul i n resi stance, metabolic
syndrone, dyslipidem a, hyperinsulinismin childhood,
hyper chol esterol em a, high bl ood pressure, obesity, a
5. Aaké ¥s dlhivied i€ Oldintd @Claigh 3keietein, ﬁeﬂ{b’d@ﬁg;bhud oftfoadd@tal 1¢
neuropat h di abetic retinopathy, a cardi ovascul ar
whegy ¥ sepseseniricéRodolRep spresenta alkgt ebr ovascul ar condi ti on,
stroke, system c | upus erythenmatosus, a
neur odegenerati ve di sease, Al zheiner's di sease,
6. faisy ey shinmedowany osy nfithe r@ainrsrzagx Esdbred, iethel codippead ef

onic re | u 27. A use as clained in
fone;&a#ﬁ%r IDICHHILY Eﬁ%ﬂ@e O¢ondi’ti on is hyperinsulinenia or
type 2 diabetes. 28. A conmpound as defined in any .one
of Clainms 2 to 22 provided that, when n represents 1,
7. Aupeprdgmetsn C@ézm&wlmdn\h&frrqpcmeml‘ﬁl? N(R)-, at | east
one R8 and/or substitutent independently represents
al kyl or aryl (provided that the latter is not

8. Ans¢lstibimdiad aﬁy ¥he of thebfhce&mgxﬁalaﬁhs here@D i Rabhpound
substituted as defined in Clainms 2 to 2

of fgmptlepr Ratnd R é}deaelﬁh@}mﬁ@&ﬁ@mc@tmalb}te@@tlélﬁﬁdeh%%m@%r
or o ﬁeﬂaﬁggub&ﬁm@d g&gr maceutically functional derivative
er eof,

provi that: (a) when Y represents
=C(Rlo0)-, Wdoes not represent -N(R)C(O-; and
9. A use as claimed in Claim 8 wherein, in the case of Ry, the heteroaryl group is

a furanyl or a thienyl group.

10. A use as claimed in Claim 8 wherein, in the case of Rs, the heteroaryl group is

a 2-pyridyl group.

11. A use as claimed in Claim 8, wherein R; and/or Rs (as appropriate) are pheny!

groups.
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(b) the conpound is not:
5- benzyl - 4- phenyl - N-p-t ol yl t Mazol - 2- ar ni ne;

woR@®7aienzyl - 4- phenyl - N- p-t ol yl t hi azol - 2- am nEBCT/GB2006/002743

5- benzyl - 4- (4- (di et hyl ami no) phenyl ) - N-p-tol yl t hi azol -2

12. 4 (e pslainendringey 908 A Flojme 2 A0cHiBtRy Bes FPTRAMHLYE 1
I ;

fomhﬁ%g n(%?%%???ﬁ%obenzyl ) - 2- (( 4- cai - boxybenzyl ) ami no) t

hi azol - 4-yl ) phenol ;

13. g[A‘ 5-%2- t%;'hm?fyio yll%egnz)y 216 of(tilg' p(»:réacge m c%lnrr% lv)haernellrrl]o} Iﬁilaz
m%oﬁ&i‘ &@foﬁn@hhﬁ' Wh@ﬁﬁd@p&n&n{lﬂ Jerf@enoOXyARYIZYIH. ani no) t

i azol - 4-yl ) phenol ; or
5- benzyl - 4- net hyl - 2 (4- plvaloyIoxy)phenylsulfonylan1do
thj. azol aim28, or a
14'Ph%%ﬁ%ééméf%hA?§9§@§§@%fgi %?%Q&ﬁ%ate or a
pharmaceutically functi onal derlvatlve thereof for
use as a pharmaceutical. 30. A pharmaceuti

15. £ &Y e a5 %iﬁlmeécmua%@n%\ of WP RIREEIRE QRIS qfﬂﬁnol%rfh?
cormpBund®’o "’foﬁtﬂﬂé qa% e}%%)ésé?ﬁsceﬂ ablbgs sl é?)rsetﬁOItﬁéﬁt R
ranp arnaceutlc

nctional ‘derivative thereof
represenadifj &1. ualkylvwrtﬂhemrlpwmcﬁﬂa:teanttwo ardypsanayelpy suistituted by

ant_ ;zdi Luent or carrier. 31. A nmethod of
OnePFé5¥%%%$ d§ dp§8?ﬂ§%yor condi ti on caused by, |inked

or contributed to by, free fart}' acids, which
met hod conprises the adm ni stration of an effect ive
16. yrbseras cifimad soMaonnd whereimRaif | as defined in any
one of Clainms 1 to 24 or 28, or a
pharmaceutical |l y-acceptable salt or solvate, or a

17. phangeceuilhead i hwnohe aifathe dgetaddd CRihberigetin, to the
patient in need of such treatnent. 32. A cqnbination
conwpé@dj@tf fompt ils Pivgn W Appigsednpditad 288 Reoienthsent then R
d a
repERe G e%}Ffﬂ E?‘in?’i‘é%%’gfﬁa%‘ 88 ohjctipad DO frige @b one o
morplmﬁBllﬁa Udriddal ) ryspfeutinedy. onal derivative thereof; and
(B) anot her therapeutic agent useful in the treat ment
of a disorder or condition caused by, |inked to, or

18. CONA riluiedatdbi arf}f B foﬁttﬁé’ p?&b@lﬁg dﬁ‘ﬁﬁfsebvﬁeﬁﬁp hnahe
conmponents (A) a (B is forimulated in adm xture with
comgound of formula I, B* to B® independently represent cyano, NO,, halo,
-ORy1, -C(O)ORy4, -C(O)NRy6:Rigs 0r —S(O)NR 1R 6q, and/or B* to BS, B'® 1o
B, BY, B B!® and BY independently represent Rj7; and/or B* to B¥
independently represent heteroaryl or phenyl, both of which may be substituted by

one or more groups selected from halo or Ry7.

19. A use as claimed in any one of the preceding claims wherein, in the

compound of formula I, R;; and/or Ry independently represent Cy.3 alkyl or H.

20. A use as claimed in any one of the preceding claims wherein, in the
compound of formula I, Rjes Rishs Riee and Rysq independently represent Cio
alkyl or H.
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phar maceuti cal | y-accept abl e adj uvant, diluent or

carrier. 33. A conbination product as clainmed in Claim
W@ 200#oi2B1 conpri ses a pharmaceutical fornul at i PCT/GB2006/002743

i ncluding a conpound of fornula | as defined in any

one of Clains 1 to 24 or 28, or a

phar maceuti cal |l y-acceptable salt or solvate, or a

maceut i.cal |,y cti.o Y
21 Do TBE Rt AV S P ecPleh 4ty Vs BB, o e
com@b&ﬂi ieforratila CORGirtpredentalisealkiyoptiohalkedibbtiqitedrby one or
contributed to by, free fatty acids; and a
mor%hélprﬁéf&’é%tl cal | y-accept abl e adj uvant, diluent or
carrier. 34. A conbination product as clainmed in Claim
32, which conprises a kit of parts conprising
22. cofpsa eamtckur(xen) inanyharen@leang il,chlto errhll Tatzlo‘f\th?lmﬂ, drltheg

comgp RO HE Ry oo B Pas. B mtBit BaPy R SBHCRRPe

subs‘%i@ﬁtt[ed QU @%ﬂﬁtyesub@ﬁm@dpmﬂwaﬁ @ylélbélﬁifﬂ YbidHn cetsme@ adup is
derivative héreof in admxture with a

Optlpmﬁé]ymbﬁuu’tc@al | y-accept abl e adj uvant, diluent or
carrier; and (b) a pharnmaceutical fornulation
i ncl udi ng anot her therapeutic agent useful in the

23. tA et RRMimed indanglio8e bite pascedidadidime wisasis deb dyympdundked
to, or contributed to by, free fatty acids in

selegigfifioiire with a phar maceuti cal | y-accept abl e adj uvant,

S-(Ab BN ACRUEHEL. RS RBRARENINS, (=) and (D) are

eac |na orm I's sultable for
5- (pamlmhmbfeﬁz}a}fz-(mchlmo@hmﬂmhm)ﬁnamlldm-ﬂhee,ot her. 35. A

t t f. f dai 32
S B aE e e 2oerah R S B RGBT (s selected
5- (Jf-@ﬁﬁadreﬁ@%hmber@y f)le'-@LHhﬂ&oﬁl% ﬁhﬁ&gﬂﬁ&omﬁﬁﬂf efgri n, a

per oxi some” prol i ferator-activated receptor agonist, an
5- (3a(¢lgﬂwome‘dha1§benzmlh12bﬁ4tmprolaylm@rﬂmn@ﬁ‘émzéhd@g‘gﬁn%t a

SCRypRlyRE Ry Bty ar Bobnagte R R Sla Bl Pt e

5-(3 ﬂ@draﬁl@dlymb&ﬁygQ%ﬁé@l@ﬂn@)‘tma@mdu@met 0 Cort isol in
the |iver and adi pose tissue, P-1 qr..gastric

2-(iArichlorenhynysnipplep(3 - u@wr%?tm%ea@flktbﬂamhdé%ﬁrw=

uther of
2-(2f{{§%gﬁg%p&e${§{é@8}-s-(i SR8 et d A Bz A ldi Rl e
5-(3~(trifluoromethyl)benzyl)-2-(p-tolylimino)-3-methylthiazolidin-4-one;
N-(5-(3-(trifluoromethyl)benzyl)-4-oxothiazolidin-2-ylidene)-4-chlorobenzamide;
5-(3~(trifluoromethyl)benzyl)-2-(4-chlorophenyl)sulfonyliminothiazolidin-4-one;
and

phenyl 5-(3-(trifluoromethyl)benzyl)-4-oxothiazolidin-2-ylidenecarbamate.

24. A use as claimed in Claim 23, wherein the compound is selected from:
5-(4-fluorobenzyl)-2-(pyridin-2-ylimino)thiazolidin-4-one;
5-(3~(trifluoromethyl)benzyl)-2-(4-chlorophenylimino)thiazolidin-4-one; and
5-(3~(trifluoromethyl)benzyl)-2-(p-tolylimino)thiazolidin-4-one.
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36. A nethod of screening for inhibitors of free fatty
aci d-induced cell proliferation, which conprises

w@e@viodi28y a cell and a free fatty acid under PCT/GB2006/002743

conditions which are known to result in free fatty
aci d-induced cell proliferation, providing a test
23.c s ¢laimed neang eing of Hirdprecesingelning, wheehethe fiseder or
i 4 Vi AGL I iferation is inhibited, in
COI{SI??JCI o gl%%%%g ir%glgaf &iearxfhalsg({c?ﬁlt%%go ?Hboﬁlst rates that the
test conmpound is an inhibitor of free fatty acid
-ipduced cel | fer 37. A nethod of screening

i i on.
26 o 06 & F‘ﬁiﬂlﬁ‘é‘tp{if _?%m %:éz‘?y?»e@m yhea eprlitiarg ifc seleied | from
hy%éﬁﬁhﬁlfrﬁﬁﬁ,' B8 %H&ﬁae&@%ﬂdﬁé ﬁ'ﬁﬁ%rlbrg:’hep gin&ﬂﬁmel Jesi@?a%ce?

ree fatty acid under conditions are known
metabglig t - syndsomyd,vendyalimiderniaof  typeridsalidiymaciia- i ndildaebd,

Vi t.est conpound to the

I ol.iferati,o rovi di ng g
by, it Mo BT eS8 AL EheF P,
diabatlc! neph@iphth§ @itbem rerdpRfeasdehic f&m&\gsut&ﬁ aBcariiddh 101
. increased free fatty acid-induced cell proliferation
diseaas Aberossleesishat cerhlarovessular orauditiod, istroke, caystamioulatisr

f f at i d-] C cell,.proliferation. 38. A
ery{r%%?ﬁg%&sésgcrfeé?o?g%e q‘ie%nal?1 a(?lgneaﬁ’, SR td%§a§en c?cg%%yétli:n
ovafy sendfand, ypragrechivedene disedel anfrclldnfiefeadlifeifure. s an

increase in rate, degree, or duration of free fatty
aci d-induced cell proliferation. 39. A nethod as

27.Chai [ ' 6.14:..38,. 0. the

ol S A Sl 27, hBle? bl is MARHR N5 pr

typeip diahetewt hod as clainmed in any one of Clains 36 to 39,
wherei n the eval uation conprises cell cycle anal yses,
analysis for [3H thym dine incorporation, analysis

28. fsﬁlﬁgcr?glﬁylbﬁlgpl;rsia cgekéfligg {ﬁ?ﬁt%y of¥ oROBMS S0 1O prbNHERREE | WA 1
represents 1, Y represents -C(O)- and W represents —N(R»)-, at least one Rg and/or
Ry substitutent independently represents alkyl or aryl (provided that the latter is
not unsubstituted aryl), both of which are optionally substituted as defined in
Claims 2 to 21 (as appropriate), or a pharmacentically-acceptable salt or solvate,
or a pharmaceutically functional derivative thereof, provided that:

(a) when Y represents =C(Ry)-, W does not represent —-N(R7)C(O)-; and

(b) the compound is not:

5-benzyl-4-phenyl-N-p-tolylthiazol-2-amine;
N,5-dibenzyl-4-phenyl-N-p-tolylthiazol-2-amine;
5-benzyl-4-(4-(diethylamino)phenyl)-N-p-tolylthiazol-2-amine;
3-(5-(2,6—diﬂuorobenzyl)-2-((4—carboxybenzyl)amino)thiazol—él-yl)phenol;
2—(5-(2,6-diﬂuorobenzyl)-2-((4—ca1'b0xybenzyl)amino)thiazol—4—y1)pheno1;
2-(5-(2-methoxybenzyl)-2-((4-carboxybenzyl)amino)thiazol-4-y1)pheno1;
2-(5-(2,3-diﬂuorobenzyl)~2-((4-carboxybenzy1)amino)thiazol-4-y1)phenol; or

- 5-benzyl-4-methyl-2-(4-pivaloyloxy)phenylsulfonylamidothiazole.
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29. A compound as defined in Claim 28, or a pharmaceutically-acceptable salt or
solvate, or a pharmaceutically functional derivative thereof, for use as a

pharmaceutical.

30. A pharmaceutical formulation including a compound as defined in Claim 28,
or a pharmaceutically-acceptable salt or solvate, or a pharmaceutically functional
derivative thereof, in admixture with a pharmaceutically acceptable adjuvant,

diluent or carrier.

31. A method of treatment of a disorder or condition caused by, linked to, or
contributed to by, free fatty acids, which method comprises the administration of
an effective amount of a compound of formula I as defined in any one of Claims 1
to 24 or 28, or a pharmaceutically-acceptable salt or solvate, or a pharmaceutically

functional derivative thereof, to a patient in need of such treatment.

32. A combination product comprising:

(A)  acompound of formula I as defined in any one of Claims 1 to 24 or 28, or
a pharmaceutically-acceptable salt or solvate, or a pharmaceutically
functional derivative thereof: and

(B)  another therapeutic agent useful in the treatment of a disorder or condition
caused by, linked to, or contributed to by, free fatty acids,

wherein each of components (A) and (B) is formulated in admixture with a

pharmaceutically-acceptable adjuvant, diluent or carrier.

33. A combination product as claimed in Claim 32 which comprises a
pharmaceutical formulation including a compound of formula I as defined in any
one of Claims 1 to 24 or 28, or a pharmaceutically-acceptable salt or solvate, or a
pharmaceutically functional derivative thereof: another therapeutic agent useful in
the treatment of a disorder or condition caused by, linked to, or contributed to by,

free fatty acids; and a pharmaceutically-acceptable adjuvant, diluent or carrier.

34. A combination product as claimed in Claim 32, which comprises a kit of parts
comprising components:
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(a) a pharmaceutical formulation including a compound of formula I as
defined in any one of Claims 1 to 24 or 28, or a pharmaceutically-
acceptable salt or solvate, or a pharmaceutically functional derivative
thereof in admixture with a pharmaceutically-acceptable adjuvant, diluent
or carrier; and

(b) a pharmaceutical formulation including another therapeutic agent useful in
the treatment of a disorder or condition caused by, linked to, or contributed
to by, free fatty acids 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.

35. A combination product as defined in any one of Claims 32 to 34 wherein the
other therapeutic agent is selected from insulin, an insulin secretagogue,
metformin, a peroxisome proliferator-activated receptor agonist, an a-glucosidase
inhibitor, a GLP-1 receptor agonist, a DPP-IV inhibitor, exenatide, an inhibitor of
11-beta hydroxysteroid dehydrogenase type 1, an enzyme associated with
conversion of cortisone to cortisol in the liver and adipose tissue, and GLP-1 or
gastric inhibitory polypeptide, or a biologically active fragment, Varianf, fusion or

derivative of either of these peptides.

36. A method of screening for inhibitors of free fatty acid-induced cell
proliferation, which comprises providing a cell and a free fatty acid under
conditions which are known to result in free fatty acid-induced cell proliferation,
providing a test compound to the cell, and evaluating whether free fatty acid-
induced cell proliferation is inhibited, in which a finding of inhibition
demonstrates that the test compound is an inhibitor of free fatty acid -induced cell

proliferation.

37. A method of screening for co-stimulators of free fatty acid-induced cell

proliferation, which oonipriseé providing a cell and a free fatty acid under

conditions which are known to result in a given amount of free fatty acid-induced

cell proliferation, providing a test compound to the cell, and evaluating whether
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free fatty acid-induced cell proliferation is increased, in which a finding of
increased free fatty acid-induced cell proliferation demonstrates that the test

compound is a co-stimulator of free fatty acid-induced cell proliferation.

38. A method as claimed in Claim 37, wherein the increase in free fatty acid-
induced cell proliferation is an increase in rate, degree, or duration of free fatty

acid-induced cell proliferation.

39. A method as claimed in any one of Claims 36 to 38, wherein the cell is from
the breast cancer cell line MDA-MB-231.

40. A method as claimed in any one of Claims 36 to 39, wherein the evaluation

comprises cell cycle analyses, analysis for [’H] thymidine incorporation, analysis

for metabolic markers, or analysis for intracellular signaling markers.
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