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t hi azol i di n-4-one derivatives of the General Fornula
(1) and their use as active ingredients in the
preparati on of pharmaceutical conpositions. The

i nvention al so concerns rel ated aspects including
processes for the preparation of the conpounds,

phar maceuti cal conpositions containing one or nore
conpounds of the General Fornmula (1), and their use as
i mrunosuppressant agents, either alone or in

conmbi nation with other imunosuppressant therapies.

Bgc klgr Q \H E [ : {\ﬁa@)t S
A i el

I mmunosuppr essive nedication to inhibit the inmmune

system s action, a transplanted organ is quickly
rejféﬁﬂéﬂ—tgﬁm functioning. Organ transpl ant
reci pients can experience sonme organ rejection even
when they are taking |mTunosu|;[o11 pressive drugs

™ [Thetnresens dnandon seiatesr e AL AZPliinHeong Aeivaliugs of the General
?éﬁ?qafat(ﬁraﬁdrtﬁaﬁ HE@%E %tl\%‘mg@éﬁerﬂﬂnﬂﬁb'p@ébé?@!lcﬁp@%armaceutlcal

en nont hs or eveén years af
tr zmmoalﬁpas e, Ingentionralsa eancerts igfated asnaﬁcé%mwdfwrocesses for

me‘?l‘lé’ @Fép%%loﬂrcﬁ thé Fbé{ndés Eﬁartn%?dé'u’d@al% fibns contamlng one or

rotettion agai nst ecti o e mnim ng si d
ef fneere conmpounds of @Bzﬁ@?ﬂf@ﬂ farogda (B @ad tiaeic veeaas tm@unOSUppressant

r eJ @‘éﬁ{ OQlt r aﬁJ {1%851%“} %IQW der§inhiinds 5rBssant 1t therapies.

rac in the actlvat

T type or Bt e white bI ood ceIIs Exanpl es of such
drmmﬁﬁmim&nﬁ_on

The immune system attempts to fight a transplanted organ in the same way it
fights an infection or a cancer. Without immunosuppressive medication to inhibit
the immune system's action, a transplanted organ is quickly rejected and stops
functioning. Organ transplant recipients can experience some organ rejection even
when they are taking immunosuppressive drugs. Rejection occurs most frequently
in the first few weeks after transplantation, but rejection episodes can also happen
months or even years after transplantation. Combinations of up to three or four
medications are commonly used to give maximum protection against rejection
while minimizing side effects. Current standard drugs used to treat the rejection of
transplanted organs interfere with discrete intracellular pathways in the activation
of T-type or B-type white blood cells. Examples of such drugs are cyclosporin,

daclizumab, basiliximab, everolimus, or FK506, which interfere with cytokine -

release or signaling; azathiopirene or leflunomide, which inhibit nucleotide
synthesis; or 15-deoxyspergualin, an inhibitor of leukocyte differentiation. The
beneficial effects of these therapies relate to their broad immunosuppressive
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Biological Assay

The immunosuppressive activity of the compounds of the invention can be
demonstrated by measuring the number of circulating lymphocytes in whole blood
25 ofrats as follows.

Normotensive male Wistar rats are housed in climate-controlled conditions with a
12-hour light/dark cycle, and have free access to normal rat chow and drinking
water. Blood (0.5 mlL) is collected by retro-orbital sampling before drug
30 administration, and 3 and 6 h thereafter. Blood cell count is measured in whole
blood using a Beckman-Coulter Synchron CX5 Pro cytometer. Statistical analysis
of lymphocyte counts are performed by analysis of variance (ANOVA) using
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[ %4 Compiolinddof-Ebédmble - 28mphocyte counts [%]
4 -32
7 -67
24 -54
42 -23
46 -37
75 -47
76 -58
77 -55
84 -68
85 -63
86 -30*
91 -35
95 -53
100 -53
103 -47
110 -30
130 -26

*at 3 mg/kg p.o.
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the various chem cal noieties that nake up the

conmpounds according to the invention and are intended

to appl|y uni formy throughout the specification and
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straight or branched chain groups with one to seven carbon atoms, preferably one
to four carbon atoms. Examples of lower alkyl groups are methyl, ethyl, n-propyl,
iso-propyl, n-butyl, iso-butyl, sec-butyl, tert-butyl, n-pentyl, n-hexyl or n-heptyl.

The term lower alkoxy means a R-O group, wherein R is a lower alkyl. Preferred
examples of lower alkoxy groups are methoxy, ethoxy, propoxy, iso-propoxy, iso-
butoxy, sec-butoxy or fert-butoxy.

The term mono- or di-lower alkylamino means a R-NH- or a R-NR"- group,
wherein R' and R" are each independently a lower alkyl. Preferred examples of
mono- or di-lower alkylamino groups are methylamino, ethylamino, N,N-
dimethylamino, or N-methyl-N-ethyl-amino.

The term lower alkenyl, alone or in combination with other groups, means straight
or branched chain groups comprising an olefinic bond and three to seven carbon
atoms, preferably three to five carbon atoms. Examples of lower alkenyl are allyl,
(E)-but-2-enyl, (Z)-but-2-enyl, or but-3-enyl.

The term halogen means fluoro, chloro, bromo or iodo.

The term cycloalkyl alone or in combination, means a saturated cyclic
hydrocarbon ring system with 3 to 7 carbon atoms, preferably three to six carbon
atoms. Examples of cycloalkyl are cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl
or cycloheptyl.

The expression pharmaceutically acceptable salts encompasses either salts
with inorganic acids or organic acids like hydrochloric or hydrobromic acid, sulfuric
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comprising at least one thiazolidin-4-one derivative of the General Formula (1):
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General Formula (1)

wherein:

R' represents lower alkyl, lower alkeny!; cycloalkyl; 5,6,7,8-tetrahydronaphth-1-yl;
5,6,7,8-tetrahydronaphth-2-yl; a phenyl group; a phenyl group independently
mono-, di- or trisubstituted with lower alkyl, halogen, lower alkoxy, or -CF3;
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addition represents lower alkoxy, hydroxy, -NHz, -NHR5 or -NR°R®;

R™ represents hydrogen; lower alkyl; hydroxycarbonyl-lower alkyl; 1-glyceryl or 2-
20 glyceryl;

n represents the integer 0 or 1;

and configurational isomers, optically pure enantiomers, mixtures of enantiomers

25 such as racemates, diastereomers, mixtures of diastereomers, diastereomeric
racemates, mixtures of diastereomeric racemates and the meso-form, as well as
pharmaceutically acceptable salts, solvent complexes, and morphological forms,
and inert carrier material.

30 The compounds of General Formula (I) and their pharmaceutically acceptable
salts can be used as medicaments, e.g. in the form of pharmaceutical preparations
for enteral, parental or topical administration. They can be administered, for
example, perorally, e.g. in the form of tablets, coated tablets, dragées, hard and
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Suitable inert carrier materials are not only inorganic carrier materials, but also
organic carrier materials. Thus, for example, lactose, corn starch or derivatives
thereof, talc, stearic acid or its salts can be used as carrier materials for tablets,
coated tablets, dragées and hard gelatine capsules. Suitable carrier materials for
20 soft gelatine capsules are, for example, vegetable oils, waxes, fats and semi-solid
and liquid polyols (depending on the nature of the active ingredient no carriers are,
however, required in the case of soft gelatine capsules). Suitable carrier materials
for the production of solutions and syrups are, for example, water, polyols,
sucrose, invert sugar and the like. Suitable carrier materials for injection solutions
25 are, for example, water, alcohols, polyols, glycerol and vegetable oils. Suitable
carrier materials for suppositories are, for example, natural or hardened oils,
waxes, fats and semi-liquid or liquid polyols. Suitable carrier materials for topical
preparations are glycerides, semi-synthetic and synthetic glycerides,
hydrogenated oils, liquid waxes, liquid paraffins, liquid fatty alcohols, sterols,

30 polyethylene glycols and cellulose derivatives.

Usual stabilizers, preservatives, wetting and emulsifying agents, consistency-
improving agents, flavour-improving agents, salts for varying the osmotic pressure,
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20 The above-mentioned pharmaceutical composition is useful for the prevention and
treatment of disorders associated with an activated immune system.

Such diseases or disorders are selected from the group consisting of rejection of
transplanted organs or tissue; graft-versus-host diseases brought about by
25 transplantation; autoimmune syndromes including rheumatoid arthritis; systemic
lupus erythematosus; Hashimoto's thyroiditis; lymphocytic thyroiditis; multiple
sclerosis; myasthenia gravis; type | diabetes; uveitis; posterior uveitis; uveitis
associated with Behcet's disease; uveomeningitis syndrome; allergic
encephalomyelitis; chronic allograft vasculopathy; post-infectious autoimmune
30 diseases including rheumatic fever and post-infectious glomerulonephritis;
inflammatory and hyperproliferative skin diseases; psoriasis; atopic dermatitis;
osteomyelitis; contact dermatitie; eczematous dermatitis; seborrhoeic dermatitis;
lichen planus; pemphigus; bullous pemphigoid; epidermolysis bullosa; urticaria;
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de al
15 ab gég‘%%gﬁ%ﬁed P ar macéut i c&lr) con‘posan{ p@ﬂ%{ s (flupgfulosclerosis;
f oglomesulpneptwitis] maltipledmiyositis; r@mtlam#Baﬂreswndlemme Meniere's disease;

asSOGHALRA; WhificR ASHREAt §AnbRTHHR % S iciopathy; hyperthyroidism:
Basedow's disease; thyrotoxicosis; pure red cell aplasia; aplastic anemia;
hypoplastic anemia; idiopathic thrombocytopenic purpura; autoimmune hemolytic

20 anemia; agranulocytosis;  pernicious anemia; megaloblastic  anemia:
anerythroplasia; osteoporosis; sarcoidosis; fibroid lung; idiopathic interstitial
pneumonia;  dermatomyositis; leukoderma vulgaris; ichthyosis  vulgaris:
photoallergic sensitivity; cutaneous T cell lymphoma; polyarteritis nodosa:
Huntington's chorea; Sydenham's chorea; myocardosis; scleroderma; Wegener's

25 granuloma; Sjogren's syndrome; adiposis; eosinophilic fascitis; lesions of gingiva,
periodontium, alveolar bone, substantia ossea dentis; male pattern alopecia or
alopecia senilis; muscular dystrophy; pyoderma; Sezary's syndrome; chronic
adrenal insufficiency; Addison's disease; ischemia-reperfusion injury of organs
which occurs upon preservation; endotoxin shock; pseudomembranous colitis;

30  colitis caused by drug or radiation; ischemic acute renal insufficiency; chronic renal
insufficiency; lung cancer; malignancy of lymphoid origin; acute or chronic
lymphocytic leukemias; lymphoma; psoriasis; pulmonary emphysema; cataracta:
siderosis; retinitis pigmentosa; senile macular degeneration; vitreal scarring;



Such di seases or disorders are selected fromthe group
consisting of rejection of transplanted organs or

wao e@soe21yr af t - ver sus- host di seases brought abpCi/EP2004/012953
transpl antation; autoi nmune synt®ones incl udi ng
rheumatoid arthritis; system c |upus erythematosus;
Hashi noto's thyroiditis; |ynphocytic thyroiditis;
nmuldormeat akdlie bosy; dermmptitis leeyihemgyr balicls dempetitis,abemest dermatitis;
uvelti.s;. posterior. uveiti.s; uveiti.s associated with .
e rAgVIES i ReiR s, e Sehsien F Fieatil aranan O eary fetastasis  of
enaapdiadragy efyipobaropathyp nagtohmage ahépatiisc uprimatyhiliary  cirrhosis;
post-infectious autoi ne di seases i ncl Pdi ng o -
r hSGIREPSIRI f ngit B%nﬂ]#l_ilﬁ$reé@§ gn; acute liver necrosis; cirrhosis;
59| ciigIHelie nephddid; | Repatitf fapiifeRf@Rin Chepatic failure; late-onset hepatic
hyperproliferative skin di seases; psoriasis; atopic
der@ltrei agutes - gyRpis! livardailu@nt act der matitis;
eczematous dermatitis; seborrhoeic dermatitis; |ichen
pl anus; penphi gus; bul | ous penphi goid; epidernmolysis =
bulRastieulany trefafred; @ﬁ@ﬁ%ﬁdmp"%gh% greu ; comsigting nef; rejection of
Cu&%@gl‘éﬁte%o%'r h!o'r't?ésu@ﬁéft—%&%ﬂo@t &fi&MsBs brought about by
keratoconj unctivitis; verhal conjunctivitis;

10k e te@nspliastatingy putainemiee asyindramesd yraluding i rhewpatoitk larthritis, multiple
cor, i C lanize Yksa; I | ; n' .
ul csg'%?&d ’cel);é% \?Q’akgr atI I't P@%Hsgp%@%{gpgy%asgtsgg{e%’ pcreventlon of
oplpshaasisp drohn's Voligeakey spustrinféddiond a agfoirdimume; diseases including

S8 58 b 18808 O P! B! et o

I ntcaragrma.ast hma; extrinsic asthma; dust asthng;
15chroni C or inveterate asthma; l|late asthma and airway
hyper - responsi veness; bronchitis; gastric ul cers;
I sFuethermbreyetorpaerisesf ihef |GanespdloFormaolael()diageasles; useful, in

necroti zing epterocolitis;. intestinal |esion
s CORIPLTALEN Wit 056, 8F REYerBLiPIREUnGSyBPiessar ik dor the reatment of
Pr Qordérs ;aseosiarapkitt b agfEited @hintihe tsysteniTBAd @BMCRS Bom the list
Crohn' s di sease; ulcerative colitis; vascul ar

. ul ar damage .
ca@SAPWG-MINIoBR ABELAAE dQ 2pgTe TR FRRLHiIgIent of the invention, said

20 immunosuppressant agent is selected from the group comprising or consisting of
cyclosporin, daclizumab, basiliximab, everolimus, tacrolimus (FK5086),
azathiopirene, leflunomide, 15-deoxyspergualin, or other immunosuppressant
drugs.

25  Another aspect of the invention concerns a method for the prevention or treatment
of disorders associated with an activated immune system comprising the
administration to the patient of a pharmaceutical composition containing a
compound of the General Formula (l). A suitable dose of the compound of General
Formula () in the pharmaceutical composition is between 0.5 mg and 1000 mg per

30 day. In a preferred embodiment of the invention, said dose is comprised between
1 mg and 500 mg per day and more particularly between 5 mg and 200 mg per

" day.



atherosclerosis; fatty heart; nyocarditis; cardiac
infarction; arteriosclerosis; aortitis syndrone;
w@eawmhesd2es due to viral disease; vascul ar thr omPOFEB2004/012953

mgraine; rhinitis; eczema; intldrstitial nephritis;

| gA-i nduced nephropat hy; Goodpasture's syndrone;

henol ytic-urem ¢ syndrone; di abetic nephropat hy;

gl (Nrﬁntheosaﬁpebbsf $he gim&mmlawe’@heli thiazolidnl4-opé elerivatives of the

[he syndrone; Meniere's di sease;

poI@k@Uﬁi?PQe“%EP?? #dDheuritis: nononeuritis:

radi cul opat hy; hyperthyroi dism Basedow s disease;

t hyrot oxi cosis; pure red#&ePiR&ph&sia apl astic

aneni a; hypopl astic ,aneni i di gpat hi ¢

t hr ombocyt openi c pd?pué ne henol ytic anem a;

agr anul ocyt osi s; pern|C|ousm e nmegal obl asti c

aneni a; anerythropl asia; o&fe oBoro I Sp1esar coi dosi s;

fibroid lung; idiopathic interst pneunoni a;

der mat omyosi tis; | eukoderma vul gaxigs; ichthyosis

vul garis; photoall ergy sensitivityj cutaneous T cel

| ynphoma; polyarteritis nodosa; ian ﬁgiang chor ea;
Sydenhani s chorea; nyocardosis; erira; Wegener' s
granul oma; §j ogren's syndrone; adipos$§h4eosinophilic
fascitis; |esions of gingiva, periodontR'um alveol ar
bone, substantia ossea dentis; nale pattern al opecia
or al opecia senilis; nusGeharal Bgahilagiy; pyoder na
Sezary's syndrome; chronic adrenal insufficiency,;
SAddi son' s di sease; ischem a-reperfusion injury of

or gaRejdhi ch occurs upon preservation; endotoxin
shock; pseudonenbranous colitis; colitis caused by
drug or radiation; ischemc acute renal insufficiency;

Ch'Ro’”f réned Idvsfé?léflfyl %\ﬁé}%ker{yﬂir&cfbﬁ 5,6 mbtbﬁﬂﬁ\f&?dnaphth -1-yl;

i{%/Egghmd origin; acute or chronic Iy
P detrahygienaniih-2p&oni pReny! q;reumoﬁa%)e@ﬂpww@nmono- di- or
10 C a4 RALBSfitBied independently with lower alkyl, halogen, lower alkoxy, or -CFj;

R'S represents lower alkyl; allyl; cyclopropyl; cyclobutyl; cyclopentyl; mono- or di-
lower alkylamino;

15 R represents hydrogen; hydroxy; lower alkoxy; lower alkyl or halogen:;
R' represents hydrogen, lower alkyl, or hydroxymethy;
R'™ R'®, R*! and R?? each represents independently hydrogen or methyl:
20
R represents hydrogen or lower alkyl; and in case m represents the integer 1, R

in addition represents lower alkoxy, hydroxy, -NHz, -NHR?® or -NR°R®;

R represents hydrogen; lower alkyl; hydroxycarbonyl-lower alkyl; 1-glyceryl or 2-
25 glyceryl,



siderosis; retinitis pignmentosa; senile macul ar

degeneration; vitreal scarring;corneal alkali burn;
waelersas42t3 s eryt henmm; ball ous dermatitis; cenmePCT/EP2004/012953

dermatitis; gingivitis; periodofRitis; sepsis;

pancreatitis; carcinogenesis; netastasis of carcinons;

hypobar opat hy; aut oi nmune hepatitis; primary biliary

cirrhosis; sclerosing cholangitis; partial liver

resection; .agute. ljver necrosis; cirrhosis; alcoholic

Ci rmﬁ%@fe’?ﬁmﬁgﬁawe@efgiqr re; fulmnant hepatic failure;

| at e-onset hepatic failure; "acute-on-chronic" liver

failure. Particul.arl ref.erred di seases conpr.i se the .

or I CAGHEPRg) PmPts GBHFRl R eGSR BUXYFSplenantiomers
50T duich S&k raddmidtes v aiastietrasis, thixRAsS of digsteilonfdre UtidRiereomeric
transpl antati on; aut Qi nmune syndrones i ncl udin

r hdafehaied Bxiwiestql diastereomeris raegraptssiand tﬁﬁdﬁg%fﬂrﬁ‘: as well as

g1 HHaprnabUticaIy Addeptbicsaltst ype di abetes; prevention of
psoriasis; Crohn's di sease; post-infectious autoimmune

di seases including rheumatic fever and post-infectious

gl e _ Ce .
5 PR ENRRRSA i IS B R By () e 22
10al georaersiafiiGeneral Eormuladll).on with one or several
I mmunosuppressant agents, for the treatnent of

di sorders associated with an activated i nmune system
andnsel prtferded rembadiment, sR“ageptesentsmant uosidastituted, a mono- or

Acc [ t red enbodi nent of the invention,
sai“gg‘ﬁﬁﬁﬁﬁe&gﬂ%ﬁ&@@ht agent is selected fromthe

group conprising or consisting of cyclosporin,
i zu

15?2%@0%2295?%?%%1: %r'@ﬁgg}rqeg}lf ﬁgﬁgﬁ}:engsagr[\ oulnlsﬂgéc'tituted, a mono- or
15-dissiiteiey ghenlyl groups sulistitted withifetiwdpr Raldgen. dr ugs.

In a further preferred embodiment, R'® represents lower alkyl.

20 In another preferred embodiment, R'® represents halogen or methy!.

In another preferred embodiment, m represents the integer 0; and R', R'8, R
and R¥ represent hydrogen.

25 In yet another preferred embodiment, m represents the integer 1, R', R'®, R",
R?', R% represent hydrogen, and R? represents hydroxy.

In a particularly preferred embodiment, R* represents hydrogen.

30 In another particularly preferred embodiment, m represents the integer 0; R", R,
R R?, and R? represents hydrogen.



Anot her aspect of the invention concerns a nethod for

the prevention or treatnent of disorders associ ated
wowak/osn1act i vat ed i rmune system conpri si ng t hBCT/EP2004/012953

admi nistration to the patient of3a pharnaceutical

conposition containing a conpound of the Ceneral

-Formula (1). A suitable dose of the conpound of

Gerlambtﬁéopaulcalatly)prefarrederrrﬂmdmm;emtnepaﬂsentsrthemtEg@m RY R,

0.5 and 100 a_prefe
et en R ornd e [PV DHESgen. iR e PBEEHS i
between 1 ny and 500 rrg per day and nore partl cularly
bet d 200 . A furth ct, of
At Rl s o i GoRBeb e mono- o
501; oﬁmsﬁmltéd)ps\heg?l G alibstatad With (nhéthw dﬁeﬁﬁfg@h aRd RU pepresents

( wher ei n: represents | ower | ower
aIR@ﬁ?ﬂamﬂycloalkyl 5,6,7, 8- tetrahydronaphth-l-yl;

5,6,7, 8- tetrahydronaphth-z-yl; a phenyl group; a

phenyl rou nmono-, di- or trisubstifuted _

| nd'é yrther tprefesingr eabryimentaRSgdeprepenter am| wiskystituted, a

oy gi]&Fo- orRJd!i_’stgﬁﬁUFnge? n}log\‘goﬁgalsﬁﬁétftut%hl Wth methyl or halogen, m

opr opyl cl nono-
10al K§Preaemts thmgeé@r Bseﬁ\‘t s R d?og@nﬁ wayap@ﬁszntsmydmgen
al koxy; |ower al kyl or hal ogen; Rl7 represents
hydr ogen, |ower al kyl, or hydroxynet hyI R18, R19, R21
andn RaDtharc furiheprizsfened embegierenenR'Y rbgrdsergenamrunsubstltuted a

e, SEOBHERT i TET E Hhio S hocen
r epemresents thewtegerl k&Y, RRyRIF0RY, R Hind RRHRpresent hRirogen, and
1502 represents hydroxy.

In particularly preferred embodiment, R™ represents an unsubstituted, a mono- or

disubstituted phenyl group, substituted with methyl or halogen, R'® represents

lower alkyl; R represents halogen or methyl, m represents the integer 0, and R",
20 R™, R'" R? and R?®each represent hydrogen.

In another particularly preferred embodiment, R™ represents an unsubstituted, a
mono- or disubstituted phenyl group, substituted with methyl or halogen, R'®
represents lower alkyl; R represents halogen or methyl, m represents the integer
25 1, R"Y R™® R" R? R% and R* represent hydrogen, and R*® represents hydroxy.

Specific thiazolidin-4-one derivatives according to formula (Il) are:

5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-phenyl-
30 thiazolidin-4-one,
{2-[4-(2-([Z]-isopropylimino)-4-oxo-3-phenyl-thiazolidin-5-[Z]-ylidenemethyl)-
phenoxy]-ethoxy}-acetic acid,



R23 represents hydrogen; |ower alkyl;

hydr oxycar bonyl -1 ower al kyl; -glyceryl or 2- glyceryl;
woepsesen s the integer O or ; and confi guratlmrHEP2004/012953

i soners, optically pure enantiolers, mxtures of

enantioners such as racemates, diastereoners, m xtures

of di astereoners, di astereomeri C racemates, m xtures

of di astac-6dAd2-(2, 3rdinyeinetyesropaxly)idticoxybbend]djyliderasd-2+EL ]
eut. salts. Preferred
th|'g&i{’&gﬂﬁngf)'%ﬂbe@gﬁlﬁgg?“i%{fbg %Q€cording to General
For mul a 5¢[Btchlarbel-2hydroxysethexyy-ueinz[Aylideas]- =7 Hsbpropylimino)-3-
Is%ﬁ 'tﬁlﬁ% Eée_rdrr_ed enbodi ment, R14 represents an
Y28 ORfho- or disubstituted phenyl group.
5n anot het[3Fuetea(2thyaroxgtHexys- beﬁﬂ[Z]yn@@fe?-‘Qe('[Q]Ss@\@”ropylrmlno) 3-

unsubstituted, a nono- or disubstituted phenyl group,

sutpbenyldhiagolidin-ons, hyl or hal ogen. n a further
pref er r gd4q0hRd rd@@tho% rh?ﬂﬁ?ﬁ@&fz‘{@]yl'rd@ﬁ@[ ZQ[ZWéoprébylrmrno) 3-

anot her ﬁreferred enb n R16 represents hal og
or Rhebwthiazalidifdtong preferred enbodi nent, represents

the integer zgyg{jﬁﬂ& -toky)-BIR th&ﬁg@ﬁ‘ﬂ%}?ﬁ@aﬁeﬁ@r(‘F?]%‘épropylrmmo -

hydr ogen. %# another pre erre
10remhé§rélrth@zp n#émangger 1, R17, R18, R19, R21, R22

P e R o PR 2B AU B And 5 ey
hydlﬂlagdldm-ﬁ amgot her particularly preferred enmbodi nment,
e e SRSy R Bt B R
enipbdnylghiazolidipdesent s the integer 1, R17, R1S,
15 rac-5-{3-chloro-4-(2,3-dihydroxy-propoxy)-benz[Z]ylidene]-2-([Z]-
isopropylimino)-3-phenyl-thiazolidin-4-one,
5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-o-toly!-
thiazolidin-4-one,
rac-5-{4-[2-(2,3-dihydroxy-propoxy)-ethoxyl-benz[Z]ylidene}-2-([Z]-
20  isopropylimino)-3-o-tolyl-thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-o-
tolyl-thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-o-
tolyl-thiazolidin-4-one,
25 5-[4-(2-hydroxy-ethoxy)-3-methoxy-benz[Z]ylidene]-2-([Z}-isopropylimino)-3-
o-tolyl-thiazolidin-4-one,
5-[4-(3-hydroxy-propoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-o-tolyl-
thiazolidin-4-one,
rac-5-[3-chloro-4-(2,3-dihydroxy-propoxy)-benz[Z]ylidene]-2-([Z]-
30 isopropylimino)-3-o-tolyl-thiazolidin-4-one,
5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-m-tolyl-
thiazolidin-4-one,



R19 R21, R22, andR23 represent hydrogen, and R20
represents hydroxy. n a further preferred enbodi nent,

worlghsoepiesent s an unsubstituted, a nono- or PCT/EP2004/012953

di substituted phenyl group, subtituted with nmethyl or

hal ogen, and R15 represents |ower alkyl. n another

further preferred enbodi nent, R14 represents an

unsubst Et[etohtbroa szwjfometﬁlb)‘a}mﬁhizﬂzqmHdn@]@({!ﬂ-is@ﬁﬁbﬁ?limino)—&
subs L ‘,;}Qt net hyl or hal ogen, represents the
|ntr@;?-:ly 'aF&' N#® R19, R20 andR23 represents

hydr ogerac-sL[@.ambhﬁn (2 BdibgiroRy/-Slop bk hetZFdiderB]-2-( ?er

s .an unsubstltut ed, ‘a nobno- or disubstitu

represe
phé?ﬁﬂro@a'ﬂlfﬂf)) -Zsihtoithiaelidi-4-aneet hyl or hal ogen,

5r epr esegtg. (21h9d|*diﬁl%%xy§-b5ﬂﬂ%ﬁéf§1e]ﬁl@z] @Qﬂmpﬁ#&nof@%—tmyp

R23 represent hydr ogen, " and O represents hydroxy
pathirglidif-#Pner ef erred enbodi nent, R14 represents an

unsubst slrgl-Rfro-2-(AL r ne imino)-3-p-
substltut[ed cht)h rreth >8/etﬁ tg\%‘éﬂkmgﬂ@g{[ZLISQPRJWhmmo)3p
IO\K@VI-taIaI@'ldm-Ri@eﬁ epresents hal ogen or nethyl,

e e e T R et L

10pré&‘wmwﬂm@@dp%yﬂtthlamlmlm-émsents an unsubstitut ed,

20

25

30

T TP SO REEM BMPoPBE heree
r eﬁaoescmyliminmaﬂhigmiiddn-4mehyl , represents the integer
and e [EoT Db A PRy PP e A e R Sn -
dedlmethyleﬂmnyk)@e(l[zﬂl-ls@mpylmnﬂ)lsmazélldlh 426165,
§| I[fn Eé? T%—dtélﬁ)é%%e(% é%ﬁﬁm&ﬂg [Qﬁpgéne% JQZCl dlmetﬁyslopﬁ\enyl) 2-
([Z]-isopropylimino)-thiazolidin-4-one,
3-(2,3-dimethyl-phenyl)-5-[3-fluoro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-
([Z]-isopropylimino)-thiazolidin-4-one,
3~(2,3-dimethyl-phenyl)-56-[4-(2-hydroxy-ethoxy)-3-methyl-benz[Z]ylidene]-2-
([Z]#isopropylimino)—thiazolidin-4-one,
3~(2,3-dimethyl-phenyl)-5-[4~(2-hydroxy-ethoxy)-3-methoxy-benz[Z]ylidene]-
2-([Z]-isopropylimino)-thiazolidin-4-one,
rac-5-[3-chloro-4-(2,3-dihydroxy-propoxy)-benz[Z]ylidene]-3-(2,3-dimethyi-
phenyl)-2-([Z]-isopropylimino)-thiazolidin-4-one,
3-(2,4-dimethyl-phenyl)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-
isopropylimino)-thiazolidin-4-one,
5~(2,3-dihydro-benzo[1,4]dioxin-6-[Z]-ylmethylene)-3-(2,6-dimethyl-phenyl)-
2-([Z]-isopropylimino)-thiazolidin-4-one,
3-(2,6-dimethyl-phenyl)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-
isopropylimino)-thiazolidin-4-one,
3~(2-chloro-phenyl)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-
isopropylimino)-thiazolidin-4-one,



4- one,
{2-14-(2-([Z] -isopropylimno)-4-oxo-3-phenyl -thiazolid

WO pe0540542)5 yl i denemnret hyl ) - phenoxy] - et hoxy} - ac ePCTVEP2004/012953

5

10i

15

20

25

30

acid, rac-5-{4-[2-(2, 3-di hydr ocytopr opoxy) - et hoxy] - benz|

Zlylidene}-2-([Z]-

i sopropyl i m no) - 3- phenyl -t hi azol i di n-4-one,

]5 I[ goc?BQBimhI%ré-Z-(IZdeﬁw eilhb'oémh-yb)enb[?]%l[:iéﬂnaﬂa (etddro2ptdrgl)-2-([Z]-

en i azolidin one,

@P??R}E%H‘Jtﬁ'ékﬂmg L& hoxy) - benz[ Z] yl i dene] - 2- ([ Z

] | sopr Sﬂxlchmr@ﬂ)(Z% dlhtf@rbx%ptdpoaypbenﬂ[[ ZlyHeemap-3-(2- chloro phenyl)

nmet hyl - benz fylldene]

d th
] - Lzs@%r% PE’)?H)FTHB?e tﬁ‘%zéh‘@ﬂ)ﬂ "OR%i azol i di n- 4- one,
5-[4- (%hx%mwym&g Belﬁazpﬁdé/né}-@(fiﬁ%%rbﬁ)ﬂmho)%@-
Z] -i sopropyl i mno eny hi azolidin
5- l["ﬂeb?%)glmﬁrtyﬁgf (T4 f?di)(ﬁ)oiﬂ?enz[Z] ylidene]-2-([Z]-isopro
pylirmn 1 -
by o 9[ %h@?@ﬂy%éﬂbﬁ%@p%tg% x;l?)éhg[ggyz“fl%r]]eyll% C%]nlg]opropxllmmo) -3
]- |(&@Eﬁtb@wl phanybythiazolisirefyanet hi azol i di n- 4- one,

' aC > ?ﬁ.@' | h§r8-tehz 1 U S B RiRRRYhe P2 Z-Eobtdpimino)-3-
i smmntbw phenyt)thidzelidémtonehi azol i di n- 4- one,

o L 2 n s okl K L BERAF Bl 90 o birtiRgRS 2

ylimno
rameﬁhémplier{ya-tﬁkadolmnmnp pr opoxy) - et hoxy] - benz[ Z] yl i

dene} -2 Bg[é-zc]wl'oro-4-(2-hyd roxy-ethoxy)-benz{Z]ylidene]-2-([Z]-isopropylimino)-3-
(4-methoxy-phenyl)-thiazolidin-4-one,
3-allyl-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-
thiazolidin-4-one,
3-allyl-5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-
isopropylimino)-thiazolidin-4-one,
rac-3-allyl-5-[3-chloro-4-(2,3-dihydroxy-propoxy)-benz{Z]ylidene]-2-([Z]-
isopropylimino)-thiazolidin-4-one,
5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-phenyl-2-([Z]-propylimino)-
thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-phenyl-2-([Z]-
propylimino)-thiazolidin-4-one,
5-[4-(2-hydroxy-ethoxy)-3-methyl-benz[Z]ylidene]-3-phenyl-2-([Z]-
propylimino)-thiazolidin-4-one,
rac-5-[3-chloro-4-(2,3-dihydroxy-propoxy)-benz[Z]ylidene}-3-phenyl-2-([Z]-
propylimino)-thiazolidin-4-one,
5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-propylimino)-3-o-toly!-
thiazolidin-4-one,
5-[4-(3-hydroxy-propoxy)-benz[Z]ylidene]-2-([Z]-propylimino)-3-o-tolyl-
thiazolidin-4-one,



I sopropylimno)-3-o-tolyl-thiazolidin-4-one,
5-[3-chl or o- 4- ( 2- hydr oxy- et hoxy) - benz[ Z] yl i dene] -2- ([ Z

W@ 20080pr20pyl i m no) - 3-ot ol yl - thiazolidin-4-onePCT/EP2004/012953

5-[ 3-chl oro- 4- (2- hydr oxy- et hoxy)# benz[ Z] yl i dene]-2-([Z
]-isopropylimno)-3-otolyl- thiazolidin-4-one,

5-[4-(2- hydroxy- et hoxy) - 3- met hoxy- benz[ Z] yl i dene] - 2- ([

Z]-i soprsqmdhldmmooz-hydrmeyc ethyky) tHﬂn&[ZNIidéne}-Z-([[ qlfropyllmlno )-3-0-

b Z]lylid

o RS P o P b o - (L

r ac- 5- [ $:[ghbyarckylethSkylishmeihgkiend Zpraansi-Ra g ipfdmihfigo)-3-o-
i scfﬁlybé’jﬁziohﬁj'ﬁdﬁ'o@'o tol yl -t hi azol i di n- 4- one,

5o- [ 4- (ZTMQI[QJéMro% h%)a)d|h§i‘d}6iyzbb6ﬂo$é@058nz&]§lid%he] SQ[OP
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yli m no)

@ﬁ@PB‘W'@)&TPd@%LWw@Q“%S)ﬁr@?@ et hoxy) - benz[ Z]yl i dene]
r gc( L gms E% %HNM- éQ Q%ﬁﬁﬁg}r(%gi/db%?@ %fi %lenz F%_gmde
ne]prgpxllpquo) -3- o-tolyl- iazolidin-4-one,
'ssf’gr ?g)(%i/g}[@%lopci E"gé al dfﬂgy&r@*f?%bgg ﬁ‘hz?]?tdffe} 2,
yl |mopwmm)|sﬁ-bdblyl-ﬂﬁlazalzd]m4done 4- one,
L b A AL st oA bRl b
racpr&p;{ln&rnmd)l-tblaaemm-z éhedi hydr oxy- propoxy) - benz[ Z] yl i de
nej - L c], 5-{4-[2-(2,3-dihydroxy-propoxy)-ethoxy]-benz[Z]ylidene}-3-(2,3-
dimethyl-phenyl)-2-([Z]-propylimino)-thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-(2,3-dimethyl-phenyl)-2-
([Z]-propylimino)-thiazolidin-4-one,
3-(2,3-dimethyl-phenyl)-5-[4-(2-hydroxy-ethoxy)-3-methyl-benz[Z]ylidene]-2-
([Z]-propylimino)-thiazolidin-4-one,
3~(2,3-dimethyl-phenyl)-5-[4-(2-hydroxy-ethoxy)-3-methoxy-benz[Z]ylidene]-
2-([Z]-propylimino)-thiazolidin-4-one,
rac-5-[4-(2,3-dihydroxy-propoxy)-benz[Z]ylidene]-3-(2,3-dimethyl-phenyl)-2-
([Z]-propylimino)-thiazolidin-4-one,
rac-5-[3-chloro-4-(2,3-dihydroxy-propoxy)-benz[Z]ylidene]-3-(2,3-dimethyl-
phenyl)-2-([Z]-propylimino)-thiazolidin-4-one,
2-([Z]-tert-butylimino)-5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-
phenyl-thiazolidin-4-one,
2-(dimethyl-hydrazono)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-phenyl-
thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-(dimethyl-hydrazono)-3-
phenyl-thiazolidin-4-one,
2-([Z]-ethylimino)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-phenyl-
thiazolidin-4-one,



I sopropylimno)-3-p-tolyl-thiazolidin-4-one,
3-(2, 3-di net hyl - phenyl ) -5-[ 4-(2- hydr oxy- et hoxy) - benz[ Z

WO gdosdened - 2- ([ Z] - 1 sopropylim no)-thiazolidi N"PAFBPEN4/012953
rac-5-{4-[2-(2, 3-di hydr oxy- propoxy) - et hoxy] - benz[ Z] yl i
dene}-3-(2, 3-
di met hyl - phenyl ) -2-({Z] -i sopropylim no)-thiazolidin-4-
one, 5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z}-Ethylimino)-3-

5-[.3-chl.oro-4-. -h dr oxy- et ho -benz[ Z] yl i dene] - 3- (2,
il o o) benzl 21 cerel
( [Z]-i SQIQ(I[Z)]FBthym‘mno)lS-I{fh(mh rogy- eﬂ\éxw)nl&nz[Z]yhdene] -3-o-tolyl-

(tﬁlgﬁgl[dﬂmgﬁqh%eng?egyl) 5-13-f1 uor o- 4- ( 2- hydr oxy- et hox

Z]-is@ ylr b Z]- -tolyl-
5(3 [ ] - .3 df{ﬁe%f’m yI) w&abx;?;u%mggnz]t% (()[Xgl ethé/l|m|no?]3otolyl
yl tB'@ﬁ%‘[dZ]'ﬁTqr@ene] 2-

Z]-is i -
L Ch 5o Sty pheh f’ BTy et @ ycrosy-sthoxy),
oxBebRAIEpe iszafait-4-one,

2-([Z 4. Xl 7 3.
facie) | FIORHARY @W’W@%ﬁ%‘% RO 3@ sty ipnenyi)-2-

10ne](i23- rwhaum)rfblaﬁyluthérme)

5 (o 4 G Ret4 Loh RO, B h Bz idenst--oheny
]5ylthlae¢i@]n-2-oc“{eZ] i sopropyl i m no)-thiazolidin-4-one,

(2,3 9' L%jﬁ{u&ﬂ@ﬁﬁ%)?é-b-éﬂlgéogﬂ(ﬂhgdr%@-’eﬂo%)t-ggl#ﬁfﬁﬁde%eﬁ-&

2, 6-di net
2- (qhéhyli-tlarapoldnjly-Mi-anmo) t hi azol i di n- 4- one,

15731+ senel (BTN Ae e R aL S Reh
thiazolidin-4-one,
2-([Z]-butylimino)-5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-o-tolyl-
thiazolidin-4-one,
2-([Z]-butylimino)-3-(2,3-dimethyl-phenyl)-5-[4-(2-hydroxy-ethoxy)-
20 benz[Z]ylidenel-thiazolidin-4-one,
2-([Z]-butylimino)-5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-(2,3-
dimethyl-phenyl)-thiazolidin-4-one,
2-([Z]-sec-butylimino)-5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-
phenyl-thiazolidin-4-one,

25 2-([Z]-cyclopropylimino)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-phenyl-
thiazolidin-4-one,
3-cyclohexyl-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-
thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-cyclohexyl-2-([Z]-
30 isopropylimino)-thiazolidin-4-one,
5-[4-(2-Hydroxy-ethoxy)-benz[Z]ylidene]-3-isopropyl-2-([Z]-isopropylimino)-
thiazolidin-4-one,



3-(2-chl oro-phenyl)-5-[4-(2-hydroxy-ethoxy)-benz[ Z] yli
dene] -2-([Z] -

WO 2@pOdRYs | M no) -t hi azol i di n-4-one, 5-[ 3- chl or oPAF/ER200y/12953
roxy- et hoxy) - benz[ Z] yl i dene] - 3- {2- chl or o- phenyl ) -2- ([ Z

I sopropylimno)-thiazolidin-4-one,

3-chl oro-4-(2, 3-di hydr oxy- propoxy) - benz[ Z] yl i dene] -

chIEQﬂBQcHW@W(Z)—hydroxy-ethoxY) %enz[ijhdene] -3-isopropyl-2-([Z]-
i di n-4-one

2-
th
'5 F}fﬁpﬁgﬂﬁ nlﬂ%ﬁg/“)%%ﬁ;?zm i dene] - 2- ([ Z] -i sopr op

No)rag: -8R < A Zhy el -
v sl s e

i mi
3-
%g§%9pylmlﬂ@)th@zolldln-4 one,
- e

th . -
Ay g:l?-( ydgttgraﬁieg]z %Pgt:hgég QE@rlldenﬁ]e % r(][)% ISO 5opé(||r(\|no) -3

Fl;]h%bﬁh!ﬂclﬂlqﬂm%@)e 3
: .
"1 40 (A B it g Soq)epel el phonyl

yl |th1azol)dn$~4(ane met hoxy phenyl ) -t hi azol i di n- 4-one,

5-[3-chlxg p{[/ﬁ aﬁl’yﬁr% r{%%r[g)%lo% Iloéyﬁydpc%pyzétr?réw b@ﬂ?[%]]yl%e&é]% -phenyl-

]-isopro
10(4 th’ta’zhlamy4fﬂmnyl ) -thiazolidin-4-one,

3 Slo:o?/lo&y? byfi2! @ Eﬁﬂhﬁ’ﬁ@oﬁ{}%%ﬁdr@% &k A SFerB ikl fiazolidin-
3- ad-bye,- 5- [ 3- chl or o- 4- ( 2- hydroxy et hoxy) - benz[ Z] yl i den
2- li.mn i az
¢ ho- - a9 SRR S She i e ﬂmmnﬁémdenel
[ Z]thilaze\RIved-ohe( [ Z] - i sopropylim no)-thiazolidin-4-one,
15 5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-methylimino)-3-
phenyl-thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-(2,3-dimethyl-phenyl)-2-
([Z]-methylimino)-thiazolidin-4-one,
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20 More specific thiazolidin-4-one derivatives according to formula (Il) are:

5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2~([Z]-isopropylimino)-3-phenyl-
thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-
25 phenyl-thiazolidin-4-one,
rac-5-[3-chloro-4-(2, 3-dihydroxy-propoxy)-benz[Z]ylidene]-2-([Z]-
isopropylimino)-3-o-tolyl-thiazolidin-4-one,
' 5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]yIidene]-3-(2,3-dimethy|-phenyl)-2-
([Z]-isopropylimino)-thiazolidin-4-one,
30 rac-5-[3-chloro-4-(2, 3-dihydroxy-propoxy)-benz[Z]ylidene]-3-(2,3-dimethyl-
phenyl)-2-([Z]-isopropylimino)-thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-phenyl-2-([Z]-
propylimino)-thiazolidin-4-one,



5-[4- (2- hydroxy- et hoxy) - benz[ Z] yl i dene] - 3- phenyl -2-([Z
] -propylimno)- thiazolidin-4-one,

WG 2003082101 0- 4- ( 2- hydr oxy- et hoxy) - benz[ Z] yl i dePel/EB20phe12953

nyl-2-([Z]- propylimnno)-thiazo?d di n-4-one,

5-[4- (2- hydr oxy- et hoxy) - 3- et hyl - benz[ Z] yl i dene] - 3- phe

nyl -2-([Z] - propylimno)-thiazolidin-4-one,

rac- 5- [ S{aipaydraly(ehdodmeitykbenZipionst Seei gl rpe

nej - g&(ﬂ ropyl i m no)-thiazolidin-4-one,

5- [9{0? '“Hs}%’rtasa; éx‘% »benz[ Z] yl | dene] 2-([Z] - pr opyl |

m no) - STQC-EQB y&hlohb-az(alfi-@IhYdroﬂgf g] I benz[Z]ylldene] 3- phen?ll -2-([Z]-
z yli

o e B RiRIcg oL A cenel - (14

54- one, t @hoth QJ&hmhl(QSDleyd?B%propoxy benz[Z]ylldene]-Z é 8-[2

5-14-(2-h droxy-et ox ? | - benz[ Z] yI'i dene
]- W@W'm“ﬂﬁ’ noP-talybihiazp 'd'n14h9'3?AoI i d| n- 4- one,

ey - o 3] 2 3 efitfi-ade - dihy B a PR  pRRACE R O
(R)WQPS[“HHMI-gﬁJdO&LW@Zgudjﬂﬂy@?ﬁaxy propoxy) - benz[ Z] yl i de
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10ne]prapylifrino) ?ppfj@yl-ﬂhmznhqln%ma,ol yl -t hi azol i di n- 4- one,
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]3 y I( |2 . 2 N gi [@'j’l%é—i@&%%lraiy?éthéi)ﬂ)%'egﬂ%ﬁl)éghg]t-:g]-@%)d'irﬁ &%L&menw)-z-
([Z]-propylimino)-thiazolidin-4-one,
rac-5-[3-chloro-4-(2,3-dihydroxy-propoxy)-benz[Z]ylidene]-3-(2,3-dimethyl-
phenyl)-2-([Z]-propylimino)-thiazolidin-4-one,
2-(dimethyl-hydrazono)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-phenyl-
thiazolidin-4-one, .
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-Ethylimino)-3-
phenyl-thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-(2,3-dimethyl-phenyl)-2-
([Z]-ethylimino)-thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-isopropyl-2-([Z]-
isopropylimino)-thiazolidin-4-one,

Compounds of General Formula (I) and General Formula (ll) are suitable for the
use as medicament.

Still a further object of the present invention is a process to prepare a
pharmaceutical composition comprising a compound of the General Formula (1) or
a compound of the General Formula (Il) by mixing one or more active ingredients
with inert excipients in a manner known per se.



propyl i m no)-thiazolidin-4-one,

rac-5-{4-[2-(2, 3-di hydroxy- propoxy) - et hoxy] - benz[ Z] yl i
wa@lemwspsa1x 2, 3- PCT/EP2004/012953

di et hyl - phenyl ) - 2- ([ Z] - pr opyl iZHi no) - t hi azol i di n- 4- one

5- 3-chl or o- 4- ( 2- hydr oxy- et hoxy) - benz[ Z] yl i dene] - 3- ( 2,
heregampoymias nofl ﬁeaeral Formulae (I) and (ll) can be manufactured by the

(L s P Uk 84 B A AHSI30B8 1 B s e rogous

yl ntmmm[sZ]thimtenar]aacﬂron condltlons may vary with the particular reactants or

([ 4 pyli,m no)-thiagolidin-4
4 65V tel DA Rofffans cah o8 d9Gimainsd sy inpgrsonsiliahin the ar
5 ox py bautineZAptitviskion Jprocedures.
2-([Z] -propylimno)-thiazolidin-4-one,
rac-5-[4-(2, 3-di hydr oxy- propoxy) - benz[ Z] yl i dene] - 3- ( 2,
3 @bﬁ‘ﬁfohﬁbs PReRY Gendral Formula (I) and General Formula (Il) of the present
@L rech%q{;m no) -t hi azol i di n-4-one
g0y be BEQPB(@ A ne Lole- SN SesUeRGe 9T 7Eg¢tians outiined
nei)elaw( bn'Fy ﬂ'fgﬁ/tcﬁfYth@rézﬁﬂﬁQlc passibilities leading to compounds of General
2- opyl i m no) -t hiazol i di n-4-one,
10 2. %mul@ &h @nﬁlﬁ%nerahFﬁapulg ([Ilsar@rqer;’pabad a9 suypmasizgd it Heheme 1.
y) - benz[ Z] yl i dene] - 3- phenyl -t hi azol i di n- 4- one,
2- (di net hyl - hydrazono) - 5- [ 4- ( 2- hydr oxy- et hoxy) - benz[ Z]
yl é@l@ﬁmﬂ?, phenyl t hi azol i di n- 4-one,
5-[3- chl§ro 4- (2 hydr oxy- et hoxy) - benz[ Z] yl i dene] - 2- (di
met h)/,\y/C ydr az %%e Hgnyl t i azol i di n- 4- one,
2-®Z] - et hyl i rf’ (2- ﬁ:yéﬁxﬂa*&Ret hoxy) - benz[ Z] yl i d
ene] - 3- phenyl t h| azo‘l_ol‘ﬁ'
4- Srstusiytihy | StruddiralXol i di n- 4- one,

3
Structure X R
R?
R3
Et ’Me\o)K/CI' Br Method A R4
H "0
Structure XI
Structure i
2 Y
N RC S H
~ l N=
R Method C, D or E Rf}’ 0
Structure |
General Formula (1)
)
NC
R2 Method B
Structure XIII
H

gi-NHz  Method B RVN\H/\CI or Br

Structure XIV Structure XlI



2-([Z] -ethylimno)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylid
ene] - 3-o-tol yl thiazolidin- 4-one,
W®G2(0308210r 0- 4- ( 2- hydr oxy- et hoxy) - benz[ Z] yl i dePel/ER2004/@12953
]-ethylimno)-3-o-tolylthiazoli#&n- 4-one,
3-(2, 3-di net hyl - phenyl )-2-([Z] - et hyl i mi no)-5-[4-(2-hyd
roxy- et hoxy)- benz[Z] ylidene]-thiazolidin-4-one,
5- [/Secdndri]mg de Sch2niey tir conypRINaeof thed Senkrdl Hormerze(ly dard Be prepared
?[%yng% !“Sn‘?n?f%/m%q‘H%Bf %’fLﬁtLﬁedn@/lth a compound of Structure I, for

2- (ihganbalt vl ddetio i al dtel/atehemprbatered ) inbBzirébdndedof a base
ene henylthlazolldln- 4- one,
%“Z’% BrSpHium @eptate.[ Bbe ﬁe@qﬂ@nmqnzaﬁyd%m H8ch @4 jn B non-polar
HWZ[SQI\)@ritdéiﬂzﬁ] ag" tolllé%@ybr tb'éhi‘ér@ lilitAe 4or888hce of an amine, such as
2-([Z] -butylimno)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylid
enefligineqr piraidigol | di n- 4- one,
2-([Z] -butylim no)-5-[3-chloro-4-(2-hydroxy-ethoxy)-be
nz[ Z] yl i dene] - 3-o-tol yl thiazolidin- 4-one,
2- ([iBwiBet sarnpaungls- -4 i'/@ Gengiraigtaryiulg liBraan) bs prepared by deacting a

| RARArSRRAFL Bl Vih dSpRool Bl B2 SHLALR: (7 R0femo ).

1hz[ Z) yl i dene] - 3- (2, 3-

di thenyI ) -t hi azol i di n-4-one,
2-( -butyl i m no) - 5-[ 3-chl or o- 4- (2- hydr oxy- et hoxy
) - benz[ Z]yli dene] - 3- r17 g1 R?' R*?
23
. 0 m O/R
R R19 “R20
N—< r\[\
+
R14
H” S0
Structure 1l Structure IV
Method C, D orE
r17 gt8 RZ' R
23
16 Q " O/R
R R19 “R20
\N=< H
R"\‘l“ 0

General Formula (II)

Depending on the nature of R%, it may be beneficial to prepare the compounds of
15 General Formula (Il) by first reacting a compound of Structure Il with the
compound of Structure V to form a compound of Structure VI (Scheme 3). The
compound of Structure VI is then treated with a compound of Structure VIl wherein
X represents a leaving group such a chiorine, a bromine or an iodine atom, or a



wQ@iopsiosien®] - 3- phenyl t hi azol i di n- 4-one,

10

phenyl -t hi azol i di n- 4- one,
2-([Z] -cycl opropyl i mno)-5-[4-(2-hydroxy-ethoxy)-benz|

3-cycl ohexyl - 5-[ 4- (2- hydr oxy- et?bxy) - benz[ Z] yl i dene] - 2
-([Z] -isopropylimno)- thiazolidin-4-one,

5-[3-chl or o- 4- ( 2- hydr oxy- et hoxy) - benz[ Z] yl i dene] - 3-cyc
| oksafghic2adifl Hsteri gropp dpythenpreegndehbhaobast suéh @seK?CO&
5- [4-4 2r roxy-eth - | Ldene] - 3-i pyl - 2-
(I ﬂ' eﬁi\ilgﬁlﬁrg%m ;%/ ﬁgﬁﬁ%tjq)@&h 28 q‘ﬂl‘-z][%vllj—' ace?c]ne, or Bﬁl%ré)

t hi azol i di n-4-one, 5-[ 3-chl or 0- 4- ( 2- hydr oxy- et hoxy) - ben
z[ | i dene]-3-isopro r y|-2-([Z]-

is m no) -t hi azol i di n-4-one,

rac-5-[3-chl oro- 4 (2, 3-di hydr oxy- prgpqxﬁyqbenz[Z]yllde
nej - 3-i sopropyl -

([Z]-lsopropyllmncaz)s-\t I|d|n 4e0N

5-[3-chl oro-4-(2- hydr'& hoxi]'1 z::[1Zqu|dene] 2-([z
]-isopropylimno)- ylot hi a di n- 4- one,
2-([Z]-allylimno)- 5 [4 (2 hydroxa/ et hoxy) - benz[ Z] ylid

ene] ~3- phenyl t hi azol i di n- 4-one,
2-([Z]-al | ylim no) - 55[r&tedllior g- 4- ( 2-ShyawreXy- et hoxy) - be
nz[ Z] yl i dene] - 3- phenyl t hi azol iydi n- 4-one,
3-allyl-2-([Z]-allylimno)-5-]4- 52 hydr oxy- et hoxy) - ben
z[ Z] yl i dene] -t hi azol i di n- 4wqpeR”

3-allyl-2-([Z]-allylimno) Woro%-(z-hydroxy-et
hoxy) - benz[ Z] yl i dene] " 0 m "OH

R19 R20

/N O Structure VI
R1

X_____R23
Structure VI|
(R not H)

R1 R18 R2! R?2
23
o R

General Formula (I1)

PCT/EP2004/012953

NaH, or

As outlined in Scheme 1, the compounds of Structure | can be prepared by
reacting a compound of Structure VIl with a compound of Structure IX to form the
intermediate of Structure X which is then cyclised to the compound of Structure |

with a bromo- or chloroacetic acid ester of Structure XI. This reaction is ideally

performed in a two step-one pot procedure at room temperature using an alcohol



t hi azol i di n-4-one,
5-[3-chl or o- 4- ( 2- hydr oxy- et hoxy) - benz[ Z] yl i dene] -2- ([ Z

wWQ 2008054213 i no) - 3- phenyl -t hi azoli di n-4-one, PCT/EP2004/012953

5-[3-chl oro-4- (2- hydr oxy- et hoxy24 benz[ Z] yl i dene] - 3- ( 2,

3-di net hyl - phenyl ) - 2-

([Z] - methyli m no) -t hi azol i di n-4-one, Mre specific

t( Hs)@éﬁ'alsdhé‘théné]r& tiedriov at issRenaresdcontd stepf@nd éatalysed by the
ar e: -

5- [2glditionigf gyddideet hoxy) - benz[ Z] yl i dene] - 2- ([ Z] - i sopr op

yl i m no) - 3- phenyl t hi azol i di n- 4-one,

5-[3-chl or o- 4- ( 2- hydr oxy- et hoxy) - benz[ Z] yl i dene] -2-([Z

] - iAdissrasivelyi thenepmBounsiseal, Strupfuee bicani 815 benwepared by reacting a

5:] zfc:og@ 6(0?2? [Uf YiRichird 13wt DESHPOIRE PRI ¥R KN [Ahe! drdSence of a

i sdymsepych as iNgH B selventi suchiasZBHiF of BME. diempounds of the Structure
g gﬁhé{gng{eﬁsﬁégﬁé{ ;‘f%gﬁﬁ(g&m)i&%cﬂ%l XIQ/evr\'/El]l 'cﬁ[o@gacetic acid
( [ Zhidrisle pardpgimioatetir) adidhibagroidedn e doleerd,such as THF, DMF or DCM in

2655 LA B & (Rodk LINCT R BRORAH, SHNAbEIRmine a

102- (t¢miperatirps bpiwden -80 anti 5820 (Echemel4)ne,

15

5-[3-chl or o- 4- ( 2- hydr oxy- et hoxy) - benz[ Z] yl i dene] - 3- phe
nyl -2-([Z] -

pr @uhkehi@ 410) - t hi azol i di n- 4-one, 5-[ 4- ( 2- hydr oxy- et hoxy)
-3-nethyl -benz[ Z] yl i denel - 3- phenyl - 2- ([ Z] -

propyl i mi no) -t hi azol i d&in- 4- one,

rac- 5-[ 3- chl or o- 4- ( 2starcdirdtr oxy- pr opoxy) - benz[ Z] yl i de
nej - 3- phenyl - 2- ([ Z] - pr,opyl i m no) -t hi azool i di n-4-one,

(0]
C'\/U\CI or Br\/U\Br

EtsN, THF
-60°C < T < +50°C

H S
RVN\ﬂ/\CI or Br 2/N”C/
o) + R
Structure XIi Structure Xl

2
S
RN___< l
N0
R

Structure |

The preparation of compounds of Structure Ill is in analogy to the preparation of
compounds of Structure |.



rac-5-[3-chl oro-4-(2, 3-di hydr oxy- propoxy) - benz[ Z] yl i de
nel-2-([Z]- propylimno)-3-o0-tolyl-thiazolidin-4-one,
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propyl-2-([Z]- isopro lazolid -one

| -th
OB 7k -V (TMIGAN Navistor st i 1 £ Bifiasy Pump and
(Hpa&n eccﬁ%%ha@ |6§?(§ mmtﬂ?rbéﬁgB%Q”?% oI@@F\ngradﬁﬁtl 5.98% acetonitrile

further ect o resent invent’ion | process
to ip eI é nain, with 0.04% tnfluoroacetlc acid, flow: 4.5 mi/min), tg is given in min;
by TLC (TLC-plates from Merck, Silica gel 60 Fas4); or by melting point.

Compounds are purified by preparative HPLC (column: Grom Saphir Rp-Cis,

15  110A, 5 m, 30x30 mm, gradient: 10-95% acetonitrile in water containing 0.5 % of
formic acid, in 2 min, flow: 75 mL/min) or by MPLC (Labomatic MD-80-100 pump,
Linear UVIS-201 detector, column: 350x18 mm, Labogel-RP-18-5s-100, gradient:
10% methanol in water to 100% methanol).

20 Abbreviations

aq. agueous

atm atmosphere

DCM dichloromethane

DMF dimethylformamide
25 DMSO dimethylsulfoxide

EA ethyl acetate

h hour

Hex hexane

HV high vacuum conditions
30 min minutes

THF tetrahydrofuran

rt room temperature
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with inert excipients in a man@$& known per se. The
conpounds of Ceneral Fornulae (1) and (11) can be
manuf actured by the nethods given bel ow, by the
nmetshtds gi ven i n dabwatedanpl es or by anal ogous net hods.
Opti mum reacti on CF gltlons may vary with the
rthl cul ar react dAENUBP U8 vent s used, but such

com|d| tions can bqhmheamrmhrmﬂatbgra@hperson skilled in
the art by routine optimsation procedures. Conpounds
of the General Fornmula (1) and General Formula (I1) of

t heryBicas hdcedlne iér Bt prehastidh ePane D-mtiaetidardidinedlohe scaffold
general sequence of reactions outlTined below Only a
f euMethodi synt hetic possibilities |eading to

CO%%&&@; Cﬁ@%ﬁb BllafmeM! él?)z ﬁgﬂﬁl\n@mr@éth&%m@ #hL) is added

(1) are d as sunmmarized 1n_Scheme 1. Schene
NH partianRise Nehenglisetsosanata URd \a,1 R246r WGBG The solution which

St HAEEMEE X1ty Blvarth difihy th&ladbition 4s Rird& H0 9for PRMbeFore pyridine
(2.63 g, 33.29 mmol) and methyl bromoacetate (3.39 g, 22.19 mmol) is added.
The mixture is stirred for another 16 h at rt before it is poured onto 1 N aq. HCI
(100 mL) and extracted with diethyl ether (150 mL). The aq. layer is neutralised by
adding sat. aq. NaHCOj3 and extracted with diethyl ether (4x150 mL). The organic
extracts are dried over MgSQO,4 and evaporated. The remaining solid is suspended
in diethyl ether/heptane, filtered off, washed with additional diethyl ether/heptane
and dried to give 3-phenyl-2-[(Z)-isopropylimino]-thiazolidin-4-one.

Typical procedure for the preparation of the 2-imino-thiazolidin-4-one scaffold
(Method B)

a) A solution of aniline (9.31 g, 100 mmol) and triethylamine (15.2 g, 150 mmol) in
THF (150 mL) is cooled to -40°C before chloroacetic acid chloride (11.3 g, 100
mmol) is slowly added in portions such that the temperature does not rise above

0°C. After completion of the addition, the brown suspension is stirred at rt for 1 h.
The dark purple mixture is poured onto water (300 mL) and extracted twice with
EA (300 mL). The organic extracts are washed with sat. aq. NaHCOs3, 0.5 N aq.
HCI, followed by water, and evaporated. The brown residue is suspended in
diethyl ether, filtered off, washed with additional diethyl ether and dried under high
vacuum to give 2-chloro-N-phenyl-acetamide. LC-MS: tr = 0.75 min, [M+1]" = 170,
'H NMR (CDCls): & 8.22 (s br, 1H), 7.56-7.51 (m, 2H), 7.40-7.24 (m, 2H), 7.20-
7.14 (m, 1H), 4.20 (s, 2H).

b) At rt, NaH (154 mg of 55% dispersion in mineral oil, 3.54 mmol) is added in
portions to a solution of n-propylisothiocyanate (596 mg, 5.90 mmol) and the
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evaporated to give a pale yellow, crystalline solid. This material is suspended in a
small amount of diethyl ether/hexane 1:1, filtered, washed with additional diethy!
ether/hexane and dried under high vacuum to give 3-phenyl-2-[(Z)-propylimino]-
thiazolidin-4-one.

Typical procedure for the introduction of the benzylidene substituent (Method C)

A solution of 3-phenyl-2-[(Z)-isopropylimino]-thiazolidin-4-one (150 mg, 0.64
mmol), piperonal (192 mg, 1.28 mmol) and sodium acetate (105 mg, 1.28 mmol) in
acetic acid (3 mL) is stirred at 110°C for 4 h. The dark yellow to brown solution is
cooled to rt, diluted with EA (75 mL), washed with sat. ag. NaHCOj3, followed by
water, and evaporated. The crude product is purified by crystallisation from a small
amount of methanol (approx. 5mL) to give 5-benzo[1,3]dioxol-5-yImeth-(Z)-
ylidene-2-{(Z)-isopropylimino]-3-phenyi-thiazolidin-4-one.

Typical procedure for the introduction of the benz-(Z)-vlidene substituent (Method

D)
A solution of 3-phenyl-2-[(Z)-isopropylimino]-thiazolidin-4-one (150 mg, 0.64

mmol), 4-(2-hydroxyethoxy)benzaldehyde (213 mg, 1.28 mmol) and sodium

acetate (105 mg, 1.28 mmol) in acetic acid (3 mL) is stirred at 110°C for 3 h. The

brown solution is cooled to rt, diluted with EA (75 mL), washed with sat. aq.
NaHCOs3, followed by water, and evaporated. The residue is dissolved in methanol

(20 mL) and sodium methylate is added (150 mg). The resulting solution is allowed

to stand for 40 min at rt before it is diluted with EA, washed with 10% aq. citric

acid, and twice with water. The organic extracts are evaporated and the residue is

crystallised from methanol to give (2Z, 5Z)-3-phenyl-5-[4-(2-hydroxy-ethoxy)-benz-

(Z2)-ylidene]-2-[(Z)-isopropylimino]-thiazolidin-4-one.
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Structure V to forma conpound of Structure VI (Schene
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a ﬁﬂpound of Structure VIl wherein X represents a
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for 5 h. The reaction mixture is cooled to rt and subjected to prep. HPLC

purification. The product containing fractions are evaporated and dried to give 5-
(2,3-dihydro-benzo[1,4]dioxin-6-ylmeth-(Z)-ylidene)-2-[(Z)-isopropylimino]-3-o-tolyl-
thiazolidin-4-one.
10
Typical procedure for the introduction of the benz-(Z)-ylidene substituent (Method
F)
A solution of 3-(2-methylphenyl)-2-[(Z)-propylimino]-thiazolidin-4-one (87 mg,
0.351 mmol), 3-chloro-4-((4R)-2,2-dimethyl-[1,3]dioxolan-4-yImethoxy)-
15  benzaldehyde (190 mg, 0.702 mmol) and sodium acetate (58 mg, 0.702 mmol) in
acetic acid (4 mL) is stirred at 110°C for 4 h. Water is added (50 pL) and stirring is
continued at 110°C for 1 h. The reaction mixture is cooled to rt, diluted with EA (75
mL), washed with sat. aq. NaHCOs;, followed by water, and evaporated. The

residue is dissolved in methanol (20 mL) and sodium methylate is added (150 mg).
20 The resulting solution is allowed to stand for 40 min at rt before it is diluted with
EA, washed with 10% agq. citric acid, and twice with water. The organic extracts
are evaporated and the residue is purified on prep. TLC plates using toluene/EA
1:3 to give 5-[3-chloro-4-((2R)-2,3-dihydroxy-propoxy)-benz-(Z)-ylidene]-2-[(Z)-
propylimino]-3-o-tolyl-thiazolidin-4-one (98 mg) as a pale yellow foam.
25

Preparation of rac-4-[2-(2,3-dihydroxy-propoxy)-ethoxyl-benzaldehyde:

To a solution of 4-82-hydroxyethoxy)-benzaldehyde (2.50 g, 15.0 mmol) in THF

(100 mL) is added NaH (722 mg of 55% dispersion in mineral oil, 16.5 mmol) in
30 two portions. The mixture is stirred at rt for 30 min and allyloromide (2.18 g, 18.0

mmol) is added. After stirring for 1 h at rt the thick mixture is diluted with DMF (20

mL) and stirring is continued for another 2 h. The mixture is diluted with EA (300

mL), washed with sat. aq. NaHCO;3; (150 mL), and water (2x150 mL) and
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be prepared by reacting a conmpd@dd of Structure VIII
with a conmpound of Structure I X to formthe
internmedi ate of Structure X which is then cyclised to

t hesopesitried qfheStréMGilé”i% \Mh?&nétogfapﬁ@d onh silica gel elutmg with
chl oroacetic acid of Structure s reactio
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or ethanol as solvent. The sSecond step can be
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reacting a conpound of truc ure

of MthylotoupleolineN-okidet(h&3(g, &S Ehownaelf fallowad éoys\mfﬁr é‘s mL) is added
:é'l?dtr{h@ ré‘s%lt]’n eIl%chtB lg?e?’ qut?c{n |Q¥ﬁrrﬁ§%gﬂggﬁ%§ I’P%eftgféelt is diluted

St rwitht Bk €250 MLWandl walshed Mhd()%:a@.omhﬁc acid solution (100 mL) and water
(2x200 mL). The washings are extracted back once with EA (200 mL). The
combined organic extracts are concentrated to leave rac-4-[2-(2,3-dihydroxy-
propoxy)-ethoxyl-benzaldehyde (1.26 g) as a brownish oil. This material which
reversibly polymerizes upon standing is used without further purification in the next

step. LC-MS: tr = 0.62 min, [M+1]" = 241.

Preparation of 3-chloro-4-(2-acetoxy-ethoxy)-benzaldehyde:

A mixture of 3-chloro-4-hydroxybenzaldehyde (10 g, 63.9 mmol), K.CO3 (26.5 g,
191.6 mmol) and 2-bromoethyl acetate (26.7 g, 159.7 mmol) in acetone (250 mL)
is refluxed for 18 h before it is diluted with diethyl ether (200 mL) and washed with
water (3x200 mL). The washings are extracted with diethyl ether (200 mL). The
combined organic extracts are dried over MgSO4 and concentrated. The remaining

residue is purified by column chromatography on silica gel eluting with heptane/EA
1:1 to afford the title compound (6.44 g) as colourless solid. "H NMR (CDCly): &
9.85 (s, 1H9, 7.91 (d, J = 1.8 Hz, 1H), 7.75 (dd, J = 1.8, 8.2 Hz, 1H), 7.03 (d, J =
8.8 Hz, 1H), 4.53-4.49 (m, 2H), 4.35-4.31 (m, 2H), 2.12 (s, 3H).

Preparation of 4-(2-acetoxy-ethoxy)-3-fluoro-benzaldehyde:

A mixture of 3-fluoro-4-hydroxybenzaldehyde (2.0 g, 14.3 mmol), K2CO3 (5.92 g,
42.8 mmol) and 2-bromoethyl acetate (4.77 g, 28.5 mmol) in acetone (30 mL) is
stirred at 55°C for 24 h before it is diluted with diethyl ether (150 mL) and washed
with water (3x50 mL). The organic extract is dried over MgSO4 and concetrated.

The remaining residue is chromatographed on silica gel to give the title aldehyde
(1.65 g) as a colourless oil. 'H NMR (CDCly): & 9.85 (s, 1H), 7.64-7.58 (m, 2H),
7.07 (t, J = 8.2 Hz, 1H), 4.49-4.45 (m, 2H), 4.35-4.30 (m, 2H), 2.10 (s, 3H).
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p :wqj‘ewlafq;m(l@gezswn@k)_ ?f{té)%@ﬁhln.g;@fe extﬁ@tpﬁg@t\mth:dlethyl ether (200 mL).

mJl'ItHepE&tEn?g ?rlggﬁleaéixtr %Ql’é "Yel O&z%tr%é' %109 'c}ﬁﬁébritr'%ted The

nni gan Navi gator wth
Pu wpmammmsldueds untified bﬁ)@@nmmhmateg(asly A, S|I5:a geI eluting with

12Q ot Heft G to atfore the i OthpdundS11.14 g) as colourless solid. 'H NMR
(CDCl):5 9.85 (s, 1H), 7.72-7.67 (m, 2H), 6.92-6.88 (m, 1H), 4.51-4.46 (m, 2H),
4.29-4.25 (m, 2H), 2.27 (s, 3H), 2.11 (s, 3H).

Preparation of 4-(2-acetoxy-ethoxy)-3-methoxy-benzaldehyde:

A mixture of 4-hydroxy-3-methoxy-benzaldehyde (2.5 g, 16.4 mmol), K.CO; (6.81
g, 49.3 mmol) and 2-bromoethyl acetate (5.49 g, 32.9 mmol) in acetone (50 mL) is
refluxed for 48 h before it is diluted with diethyl ether (250 mL) and washed with
water (2x200 mL). The washings are extracted with diethyl ether (200 mL). The
combined organic extracts are dried over MgSO4 and concentrated. The remaining

residue is purified by column chromatography on silica gel eluting with heptane/EA
1:1 to afford the title compound (2.94 g) as colourless solid. '"H NMR (CDCls):8
9.85 (s, 1H), 7.45-7.41 (m, 2H), 6.99 (d, J = 7.6 Hz, 1H), 4.51-4.47 (m, 2H), 4.34-
4.30 (m, 2H), 3.94 (s, 3H), 2.11 (s, 3H).

Preparation of 4-(3-hydroxy-propoxy)-benzaldehyde:

To a solution of 3-(4-hydroxymethylphenoxy)propionic acid (4.00 g, 20.40 mmol) in
THF (20 mL) is added a solution of LiAlHs (10 mL, 1 M in THF). The mixture
becomes warm and is diluted with THF (20 mL) before it is refluxed. After 1 and 2
h two further portions of LiAlHs (2x10 mL, 1 M in THF) are added. The mixture is
refluxed overnight, cooled to rt and carefully quenched by the addtion of water (1.2
g), 15% aq. NaOH (1.2 g) and water (3.2 g). The white precipitate is filtered off,
and the filtrate is evaporated and dried to give 3-(4-hydroxymethyl-phenoxy)-
propan-1-ol. '"H NMR (De-DMSO): & 7.21-7.15 (m, 2H), 6.86-6.81 (m, 2H), 5.00 (t,
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mel ting point. Conmpounds are pwilified by preparative
HPLC (colum: Grom Saphir Rp-C , 10A, 5, 30x30 nm
gradient: 10-95% acetonitrile in water containing 0.5
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vacuum con m nut
t etTrr@lqﬁtnk solutiemiststirred @t ridap2 hadreferedhe solyantis seradvad in vacuo. The

ret ?url}é BI%dhbﬁg purified by column chromatography on silica gel (heptane/EA) to
give 4-(3-hydroxy-propoxy)-benzaldehyde. 'H NMR (Ds-DMSO): § 9.83 (s, 1H),
7.85-7.81 (m, 2H), 7.12-7.07 (m, 2H9, 4.56 (t, J = 5.3 Hz, 1H), 4.14 (t, J = 6.4 Hz,
2H), 3.57-3.51 (m, 2H), 1.88 (p, J = 6,4 Hz, 2H).

Preparation of rac-4-(2,3-dihydroxy-propoxy)-benzaldehyde:

To a solution of 4-allyloxybenzaldehyde (1.0 g, 6.17 mmol) in acetone (40 mL) and
water (5 mL) is added a 2.5% solution of OsOy in tert. butanol (1.25 mL) followed
by N-methyl morpholine-N-oxide (867 mg, 7.4 mmol). The pale yellow solution is
stirred at rt for 6h, diluted with EA (250 mL) and washed with 10% aq. citric acid
solution (100 mL) and water (2x100 mL). The washings are extracted with EA (150
mL). The combined organic extracts are concentrated and purified by column
chromatography on silica gel to give the title compound (731 mg) as a turbid oil.
The title compound reversibly polymerizes upon standing. LC-MS: tg = 0.58 min,
[M+1+CH3CNJ" = 238.

Preparation of rac-4-(2,3-dihydroxy-propoxy)-3-chloro-benzaldehyde:

To a solution of 3-chloro-4-hydroxybenzaldehyde (5.0 g, 31.9 mmol) in DMF/THF
1:3 (120 mL) is added NaH (1.67 g of a 55% dispersion in mineral oil, 38.3 mmol)
in four portions. The mixture is stirred at rt for 1 h before allylbromide (9.66 g, 79.8

mmol) is added. The reaction mixture is heated to 65°C for 18 h, diluted with water
(250 mL) and extracted with diethyl ether (3x250 mL). The organic extracts are
washed with water (250 mL), combined and concentrated. The remaining oil is
chromatographed on silic gel with heptane/EA 4:1 to afford 4-allyloxy-3-
chlorobenzaldehyde (5.37 g) as an almost colourless oil. LC: tg = 0.95 min.

The above 4-allyloxy-3-chloro-benzaldehyde (5.37 g, 27.3 mmol) is dissolved in
acetone (100 mL) and water (10 mL) and treated with a 2.5 % solution of OsO; in
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aqg. anN&é"@ﬁ?red Qt B fo¥ 20, then at 60°C for further 18 h before it is washed with 1 N
ag. NaOH (3x150 mL) and water (150 mL). The organic phase is dried over
MgSO,, filtered and concentrated to leave a dark brown oil which is
chromatographed on silica gel eluting with hexane/EA 4:1 to give the title
compound (4.30 g) as yellow oil. '"H NMR (CDCs): 8 9.82 (s, 1H), 7.89 (d, J = 1.8
Hz, 1H), 7.74 (dd, J = 1.8, 8.2 Hz, 1H), 7.05 (d, J = 8.2 Hz, 1H), 4.56-4.43 (m, 1H),
4.23-4.17 (m, 2H), 4.14-4.08 (m, 1H), 4.06-4.00 (m, 1H), 1.47 (s, 3H), 1.41 (s, 3H).

Preparation of 3~chioro-4-((4S)-2,2-dimethyl-[1,3]dioxolan-4-yImethoxy)-

25 benzaldehyde:

The title compound (174 mg) is obtained as a pale yellow oil starting from 3-
chloro-4-hydroxybenzaldehyde (500 mg, 3.20 mmol), ((4S)-2,2-dimethyl-
[1,3]dioxolan-4-yl)-methanol (633 mg, 4.79 mmol), 1,1'-(azodicarbonyl)dipiperidide
(1.61 g, 6.39 mmol), and tributylphosphine (1.29 g, 6.39 mmol) following the

30 procedure given for the (R)-enantiomer above using THF as solvent, however.

Preparation of rac-2-hydroxymethyl-2,3-dihydro-benzo[1,4]dioxine-6-

carbaldehyde:




HCl, followed by water, and evaporated. The brown
residue is suspended in diethyl ether, filtered off,
woer@heshng t h addi ti onal diethyl ether and dri eBCT/REBD4/012953
hi gh vacuum to give 2-chloro- N-$henyl - acet ami de.
LC-MS: = 0.75 mn, [M1] = 170, H NMR (CDCl ): d 8.22
sbr ,756751(m2|—|),740724(m2|—|)
7 ST apo 5{@) salufjon af. é-dihydraybenzsideryde(3. 2&1@42@325:4@0 in DMF
% di r o add
'n QEMORESTUR sl AR Fpodl g dy MnGIRRo, 495,885 im portons.

ution
(SQWWmﬁeremrmbgs tan®°Ch eéploaveompletion of the addition, the cooling is

28 R RS B Pt R EeN e G247 miol in DMF (3
5;:52 n’pL)giBiar?Lnledf Thdn _eeabﬂdh ingixturel j3estiffied tat _rrte%\'re?nihu e |_r|ﬁCIiISttL@e is diluted
) tw ce W . )
(26’8&1185\]. ag}'hg]gg)d'! S(Fi(ié”?l' i gncﬂgmr acted s"é‘h‘ E}‘ %&%Hgmé) Nrhe organic
Na@xAtraois| Qm%dvei%%e&a\hnth af-M NediQQao Ha ek 280t Fridg t b Wt@te (200 mL),
w th @&23 %{ The or n|c extracts are washed wt
DTt oiest dise Moo HeTed 476 coeniiga b @meing residue s
Cf )ﬁ!nﬁédj b?%oﬁ.@flm é'hro?ﬂ%it&grﬁﬁhﬁéh §|hcé §el5él€rtﬂ@ '\Qﬁﬁj héﬂeﬁe/EA 5:1 to 1:1

hexan

1O\Na§ﬂ@t§fom th? Hg?ilafqe@MQ‘P (9|5étg)yqs gtqq)@w h@xime chﬁ@ napi Y4 NMR (Dg-
3_;@&@-_ 55“”'1**2079'1 dol = 28 82,71 736 (0. J = 2.3 Hz, 1H)

Typ? @h(d, [dr%Bé-’dldz elH)ob. 10ng J ’FlﬁrQ)HZICTH dhz(béxd:f’ramgeable) 4.37 (dd, J =

p'%:¥|1'1d13 [?ﬁfiltéé%g?gt ylI’ ? @ﬁ on?l di han é_l (%@6 -3.60 (m,

rrg2|-[) 64 nmol ), pi peronal (192 ng, 1.28 nmol) and
1550di um acetate (105 ng, 1.28 mmol) in acetic acid (3
m) is stirred at O C for 4 h. The dark yellowto
brown solution is cooled to rt, diluted with EA (75
) ed with sat. aq. NaHCO , followed by water,
an@®S ated. The crude product is purified by

crystallisation froma snal I/< s
N=
%Nlo

20  2-[(Z)-Isopropylimino]-3-phenyl-thiazolidin-4-one is prepared as described in
Method A. LC-MS: tr = 0.58 min, [M+1]" = 235. "H NMR (CDCl): § 7.50-7.36 (m,
3H), 7.29-7.24 (m, 2H), 3.98 (s, 2H), 3.51 (hept, J = 6.4 Hz, 1H), 1.14 (d, J = 5.9
Hz, 6H).

25 Scaffold 2
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amount of nethanol (approx. 5nmL) to give
5-benzo[ 1, 3] di oxol -5-yl net h-(2Z) -

wWQ kdodeme12- [ (Z) -i sopropyl i mi no] - 3- phenyl -t hi azpdCT/8P20041912953

one. Typical procedure for the 34ntroduction of the
benz-(Z)-ylidene substituent (Method D) A solution of
3-phenyl -2-[(2)-isopropylimno]-thiazolidin-4-one (150

nm, 2-@Zﬁ|§oﬁﬂ69>ll)mm6} 327thamahmcbh@qaZ@&tdmbudfbubmc@ Method A

and sodj um acetate (105

T atAEnG dio pIoNISOINIGONAE 480 28 16 Folh pprapghmine (1.19
br @Mio%l MHdbn né nqékﬁyle&roh@aﬁétatéj d o8 gdzawtrﬁma‘) (é3vs: tr = 0.67

vvashe wat er,
andnlevﬂfb’o‘r]ar-eaﬂw @MBS(%&%)I éhﬂ%ﬁéﬁ\(@d%h Ha@fb(m 1H), 4.00

213% hg so(fﬁgg'J gnm ??'tl_z!\ : ov?k% 1%o(§d$§)n&(1#5@ 2%9%4nl-tp§t3H) 1.11(d,

rtJbeB@HHalaHM s diluted with EA, washed with 10% aq.
citric acid, and twice with water. The organic
extracts are evaporated and the residue is
cr\Sagbidised from net hanol to give (2Z,

5Z) - 3- phenyl - 5-[ 4- ( 2- hydr oxy- thoxy) benz-
(2)-ylidene]-2-[(2)-isoprop -t hi azol i di n- 4- one.
Typi cal procedure for the int _&H ion of the
benz-(2Z)-ylidene substituent ( hdd E) A solution of
3- (2- net hyl phenyl ) - 2- [(Z)-lsollmno] t hi azol i di n-
4-one (50 ny, 0.200 mmol),

2, 3-di hydr o- benzo[ 1, 4] di oxi ne- 6- car bal dehyde (49 ny,

100. 300 mol ) and sodi um acetate (33 ng, 0.400 nmmol) in

15

20

25

aCQ"-[‘(Z) I@Sﬁr@p?lﬂmlhaﬁ nh-ﬁol tthl"a!&é?lfiilrﬂh dreGsf 6!5taﬁ1eh foTBﬁnng Method A
reaction mxture IS coo ed to rt and subj ected

pr @pd stotieg fom m-olipefRiocyarate (SQubt2 0o T eanal rﬁ?gopropwamme (1.19

f r ?gctzb%smﬁ{o% §H@H@étﬁ§led}oﬁﬁgc&éteeﬁ ﬂgtw rRmol o). LC MS: tr = 0.65
dlhydro benzo di oxi n-6 ene) - 2-

[(Z\)Ina Bbiid op dPimbh %(@D%Dya Yﬁ a?z%ﬂ (rm H'-l) 21 -7.17 (m 1H), 7.08-
7.03 (m, 2H), 3.96 (s, 2H), 3.50 (hept, J = 6.4 Hz, 1H), 2.40 (s, 3H), 1.14 (d, J =
6.4 Hz, 6H).

Scaffold 4
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2-[(Z)-1sopropylimino]-3-p-tolyl-thiazolidin-4-one is obtained following Method A
and starting from p-tolylisothiocyanate (3.0 g, 20.10 mmol), isopropylamine (1.19
g, 20.10 mmol), and methyl bromoacetate (3.08 g, 20.1 mmol). LC-MS: tr = 0.64
min, [M+1]" = 249: "H NMR (CDCls): § 7.28-7.24 (m, 2H), 7.16-7.12 (m, 2H), 3.96
(s, 2H), 3.50 (hept, J = 6.4 Hz, 1H), 2.39 (s, 3H), 1.14 (d, J = 6.4 Hz, 6H).



4-one. Typical procedure for the introduction of the
benz-(Z)-ylidene substituent (Method F) A solution of
w@2q020sethyl phenyl ) -2-[(2) - propyl i mi no] -t hi azoPCHEP2044/612953
ne (87 ngy, 0.351 mmol), 35
3-chloro-4-((4R) -2, 2-di net hyl -[ 1, 3] di oxol an- 4-yl nmet hox
y) - benzal dehyde (190 ng, 0.702 mmol) and sodi um
acega@eld$8 ng, 0.702 mmol ) in acetic acid (4 m ) is
stitred at 0 Cfor 4 h. Water is added (50 m _) and
stirring is continued at 10°Q fog_1 h. The reaction
m xture is cooled to rt, dilutNd With EA (75 nL),
washed with sat. ag. NaHC 3, fol ‘owed by water, and
evaporated. The residue is di @.- i n met hanol (20
m.) and sodium nethylate is added (150 ng). The
resulting solution is allowed to stand for 40 m n at
rt before it is diluted with EA, washed with 10% ag.

Citri : . . T : . .
ex Ay EobfeyBHcL e SRR AR, gy o, obtained
5pr dollowing Netave sA wandngtartiolguéney 28-dintetihydphgnylisothiocyanate (3.0 g,
5- [& & ) 4?3%%@/!%%1"% (%H.Ib)édé,oﬁg.%%r W&%)én%e%zéﬂg%)Br%hmacetate
i deRe]e BIPEY) ¢
pr lqa.)shigm TB)$? Snrﬂolt).OL(yJMS:hiR_ai@.74fi'rrﬁn,4{wm@+ €9%531dH IMRR(CDCls): &
pal_e_vel | ow reparatjon_q
P22 A5 SPGB r BBoR BB k348 (hep, J = 6.4 Hz, 1H), 232
| - herapl devdesH)Ta, w@ @O0l utd ArZ06H).
4- 82- hydr oxyet hoxy) - benzal dehyde (2.50 g, 15.0 mmol)
10in THF (100 nL) is added NaH (722 ng of 55% di spersi on
I NgAgRBigad oil, 16.5 mmol) in two portions. The
m xture is stirred at rt for 30 min and allyl brom de
(2.18 g, 18.0 mml ) is added.[ Afger stirring for 1 h
at rt the thick mixture is dilNged with DMF (20 ml)

and stirring is continued for another 2 h. The m xture
is diluted with EA (300

2-[(Z)-Isopropylimino]-3-(2,4-dimethylphenyl)-thiazolidin-4-one is obtained
15  following Method A and starting from 2,4-dimethylphenylisothiocyanate (3.0 g,

18.38 mmol), isopropylamine (1.64 g, 27.57 mmol), and methyl bromoacetate

(2.81 g, 18.38 mmol). LC-MS: tg = 0.75 min, [M+1]" = 263; '"H NMR (CDCls): &

7.12-7.06 (m, 2H), 6.98 (d, J = 8.2 Hz, 1H), 3.98 (s, 2H), 3.49 (hept, J = 6.0 Hz,

1H), 2.35 (s, 3H), 2.12 (s, 3H), 1.12 (d, J = 5.9 Hz, 3H), 1.11 (d, J = 6.4 Hz, 3H).
20

Scaffold 7



m.), washed with sat. ag. NaHCO (150 niL), and water
(2x150 nlL) andconcentrated. The residue is

w@ booseeyyr aphed on silica gel eluting with heptEHRRI0BH012953

5

10

15

20

25

3:2 to afford 4-(2-allyl oxy-et h#ky) - benzal dehyde (2.1

g) as an alnost colourless oil. LCMS: t = 0.88 mn,

[M+1] = 207. The above material (1.5 g, 7.27 mmol) is

di SS[(()Z)dlsdpidpymmpﬁe(Z(Md]nWtbylphem\yl)-lthiazcﬁidinm-bhea 2.i9% obtained

it BeA e Frci BT g diriMpesdid fpprapate G0 0

fOlﬂB(B@”:‘Ghr’ﬁMl) Wabpropyfanithe (i D9agded.3a8nhnidlg dress Hsth Qbromoacetate
yellow to 5green solution is stirred at rt for

DerRY 1445 aMmadeLCUNE inen O  IM hc= 8890 ol WA (CDCL):
10%2’417 1@ Vsashl rﬁ‘@bé §02H5t3%&(@%&%%4@@1%{?%@?5@(’1 10 (d, J

are extr back once

)—64ﬁ§i6bhb|ned organic extracts are concentrated to
| eave rac-4-[2-(2, 3-di hydroxypr opoxy) -
et hoxy] - benzal dehyde (1.26 g) as a brownish oil. This
matSealfald 8whi ch reversibly pol ymerizes upon standing is
used mﬁthout further purifi |on in the next step.
LCGMS: t = 0.62 mn, [M1] —i%b Preparati on of
3-chl oro-4-(2-acet oxy- et hoxy) dehvde: A m xture
of 3-chl or o-4- hydroxybenzal deh O g, 63.9 mol),
K2C 3 (26.5 g, 191.6 mmol) an bnnethyl acetate
(26.7 g, 159.7 mmol ) in acetone (250 nL) is refl uxed
for 18 h before it is diluted with diethyl ether (200

m_ hed wi 3 m).. The hi
T s ST e lor 700 S et 3 B8 “rtoving
$rh Qdathed wahdcstsni@gefr@mizthOKO?heg’gﬁamml afatec (310 IRt £u68 mmol),
e renal nin e u | uritrtl e C um
heshiAa, K G fi7ieh Blion.|aie: et broeselate @40 o 17.68
1 J:mh@? afd-yrs t& Efo 81 Hne [mc%w@@b ("61 MKIRIICRS,): 5 7.53-7.48 (m, 1H),
col ourl ess sol
7.40-7.34 (m, 2H) 730724 (m 1H), 407393 (m, 2H), 3.48 (hept, J = 6.4 Hz,

1H), 1.11 (d, J = 6.4 Hz, 3H), 1.10 (d, J = 6.4 Hz, 3H).

Scaffold 9
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2-[(Z)-Isopropylimino]-3-(2-methoxyphenyl)-thiazolidin-4-one is obtained following
Method A and starting from 2-methoxyphenylisothiocyanate (3.0 g, 18.16 mmol),
isopropylamine (1.08 g, 18.16 mmol), and methyl bromoacetate (2.78 g, 18.16
mmol). LC-MS: tg = 0.62 min, [M+1]" = 265; '"H NMR (CDCls): & 7.42-7.35 (m, 1H),
7.19-7.14 (m, 1H), 7.06-6.98 (m, 2H), 3.80 (s, 3H), 3.55-3.42 (m, 1H), 1.11 (t, 5.9
Hz, 6H).



9.85 (S, 1H9, 7.91 (d, J = 1.8 Hz, 1H), 7.75 (dd, J =
1.8, 8.2 Hz, 1H), 7.03 (d, J = 8.8 Hz, 1H), 4.53-4.49

W@ pgosAsR15 4. 35-4.31 (m 2H), 2.12 (s, 3H). Prepar/ario04012953

of 4-(2-acetoxy-ethoxy)-3-fluorgzbenzal dehvde: A

m xture of 3-fluoro-4-hydroxybenzal dehyde (2.0 g, 14.3
mol ), K2C 3 (5.92 g, 42.8 mmol) and 2- br onoet hyl

acetate (4.77 g, 28.5 mmol) in acetone (30 nlL) is

stirred at 55 C for 24 h before it is diluted with

di 298foldtGer (150 nl) and washed with water (3x50

m.). The organic extract is dried over MgSO and

concetrated. The remaining ' i s chromat ographed

on silica gel to give the title hyde (1.65 g) as a
colourless oil. HNW (CDCl ): 9.85 (s, 1H),

7.64-7.58 (m 2H), 7.07 (t, J .2 Hz, 1H), 4.49-4.45

(m 2H), 4.35-4.30 (m 2H), 2. é S, SFD Preparati on

of 4-(2-acet oxy-ethoxyV3- nethylbenzaldehvde A m xture

of 4-hydroxy- 3-net hyl - benzal dehyde (7.0 g, 51.4 nnDI),

Y o B oeeptimE et pis B QRS ST 0n@ 3 oo folowing
f oqutsoqa\ Apandstarting "frgmj B+m@tqumhenyltspﬁuogvaneteh(ér0 9306 16 mmol),

are e‘ﬁt @2\%@@% G‘n%g& 1\eéafwbefmgéﬁﬁ gjf%hyl wgmﬁﬁéﬁb{é@& 78 g, 18.16

conbmnadmmrtkc @RS mmt[M*sll] e= ass e1¢H NME (ORSIe): 8r7d35 (t, J = 7.8 Hz,

COMbLREth o BB A 580 KB B e 2. 502

10heBHINBLER .45 (m}t tHRMU{ 1T @, Uke5.9HZ eHc;ormound (11.14 g)

15

20

as colourless solid. HNW (CDCl ):d 9.85 (s, 1H)
7.72-7.67 (m 2H), 6.92-6.88 (m 1H), 451446(m

2H)Scaffoldor4. 25 (m 2H), 2.27 (s, 3H), 2.1 (s, 3H.
Preparati on of

4- (2- acet oxy- et hoxy) - 3- net hox(y bgnzal dehvde: A m xture
of 4-hydroxy- 3- met hoxy- benzald@ﬁx (2.5 g, 16.4

mol ), K CO (6.81 S

HsCO

2-[(Z)-Isopropylimino]-3-(4-methoxyphenyl)-thiazolidin-4-one is obtained following
Method A and starting from 4-methoxyphenylisothiocyanate (3.0 g, 18.16 mmol),
isopropylamine (1.08 g, 18.16 mmol), and methyl bromoacetate (2.78 g, 18.16
mmol). LC-MS: tg = 0.62 min, [M+1]* = 265; 'H NMR (CDCls): & 7.20-7.14 (m, 2H),
7.00-6.94 (m, 2H), 3.96 (s, 2H), 3.84 (s, 3H), 3.51 (hept, J = 6.4 Hz, 1H), 1.14 (d, J
= 6.4 Hz, 6H).

Scaffold 12
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g, 49.3 mml) and 2-bronvethyl acetate (5.49 g, 32.9
mmol ) in acetone (50 nL) is refluxed for 48 h before

WO 2005®54ti3 uted with diethyl ether (250 ni) andPeEEPIA4/012953
with water (2x200 nL). The wash¥thgs are extracted with
di ethyl ether (200 nL). The conbi ned organic extracts
are dried over MJSO and concentrated. The remai ni ng
residue is purified by columm chromat ography on silica

@%%&OP%P\% Ey?gpat"g'nﬁ%i)% égs érgq %gc]; rd L 51 AY T\Getaod A and

9 %artlag fidr) ,allylisthidcyéhaten(5.850)g, 60 9{9nc6|§11 lsdpmpﬂaﬁud& {3.55 g, 60

3|_Dm|§10Q,1ara%me§p& g}qucayg ai§ %%38(95 %8 rSumol ZI[_& MS’3 tr = (8%5 min, [M+1]"

54- (=31 bg-dHPRNMRI CDBHY) st&ez@l@ehﬁdw T5>1@5S@2 ghl 9R),04.17-4.13 (m,
3-(4- hydr oxynet hyl phenoxy é) g_Pl oni c acid
20.24), #001(3. 3H, 313 (noRt, AF)6.11 izadbidd!. aogbum 'p'@er;fSH)

LiAIH (10 nL, 1 Min THF). The m xture becones warm
and is diluted with THF (20 nmL) before it is refluxed.
Af tSaaffeldstdl 2 h two further portions of Li AIH (2x10
n., 1 Min THF) are added. {DQ mture is refluxed
overnight, cooled to rt and canefully quenched by the
addtion of water (1.2 g), 15% aq.N (1.2 g) and
water (3.2 g). The white preci mte is filtered off,
and the filtrate is evaporated dried to give

3- (4- hydr oxymnet hyl - phenoxy) - propan-1-ol. H NWR (D
-DMBO): d 7.21-7.15 (m 2H), 6.86-6.81 (m 2H), 5.00
(t,3IPkerdyl-2- [(72) ptb’pyhn*ﬂncﬁi;lthl(atzohdln-ﬂ dneBishirepdrell b &cfifed 4 Method

3.50
o 16 %05 = 989 iy Iy 1oy 2o NG (Rl 5B b (m, 31,
abque ?32(44(nh2¢4|) oxyoed, H)- 9@?3@&397 l:rwmmn 11 8b (ex, 3& 8.0 Hz, 2H),

in acetonitril
NM%G’I%V&HH%NOM de (1 50 g, 12.38 mml)
15f ol | oned by tetrapropyl anmoni um pernt henate (140 ny,

0.43 mml?
Scaffold 14

10°

N S
3
2-[(Z)-Propylimino]-3-o-tolyl-thiazolidin-4-one is obtained following Method B and
20 starting from toluidine (2.21g, 20.6 mmol), chloroacetyl chloride (2.32 g, 20.6
“mmol) and n-propylisothiocyanate (1.62 g, 16.0 mmol). LC-MS: tr = 0.68 min,
[M+1]* = 249. '"H NMR (CDCls): & 7.34-7.26 (m, 3H), 7.14-7.09 (m, 1H), 4.01 (s,
2H), 3.34-3.18 (m, 2H), 2.18 (s, 3H), 1.58 (hept, J = 7.0 Hz, 2H), 0.88 (t, J = 7.0

Hz, 3H).
25



The dark solution is stirred at rt for 2 h before the
solvent is renoved in vacuo. The crude product is

w@eosHsed by col uim chr omat ogr aphy on silica geCT/EP2004/012953

Pr eparation of
rac-4- (2, 3-di hydr oxy- pr opoxy) - B‘ lld
sol ution of 4-allyl oxybenzal deh fﬁ 0 g, 6.17 mmol)

in acetone (40 nL) and water ( is added a 2.5%
solution of GsOin tert. butano .25 nm) followed by

N- et hyl nor phol i ne-N-oxi de (867 ng, 7.4 mmol). The

pal e yellow solution is stirred at rt for 6h, diluted

WI t2R_[(BAP{odyimino}-3423-dimettadbhany h-thie26liain-4-oner isc obfairded following

(heptane/ EA) to give

4- ( 3- hydr oxy- propoxy) benzal dehyde HNWR (D -DMSO: d
9.83 (s, 1H), 7.85-7.81 (m 2H), 7.12-7.07 (m 2H9,
4E§ba%|d1]5—53|—|z 1H), 414(tJ:64Hz,2H),

3.57-3.5T (m 2H), 188(p, 64Hz 2H) .
ehyde: To a

lé\w%tb gri] % % ga'r%@gaﬁgm\(ﬂ?,éd{lw%%y}aﬂa@%éé@f:% frgllguﬁﬁcchloroacetyl

extdhmiﬂs @re @cmcemmay add anpkopwsiotﬁu@@ahatec(czlwrg, 20.2 mmol). LC-
chromat ogr%fxl on silica _ge '

WS 073 THingiM 5" 5 06 o ARIOERY § 71420 6/ @H 6.98-6.94

fe\(ﬁ{ QWWOQ% Yorer 623%33 YR QM SHR B Ys, dH?) M85 &, 3HP 987 (hex, J =
. Preparation of
ra<,73f Z22H), @i&%/l\gﬂlr\bxy %Hépﬂ'*)y) 3- chl or o- benzal dehvde:

10To a sol ution of 3-chl oro-4-hydroxybenzal dehyde (5.0

15

20

25

(3x250 nL). The organic extra

31.9 mmol ) in DM/ THF 1:3 (120 nlL) is added NaH

g,
(1.2ifgldd6 a 55% di sper si on |n m neral oil, 38.3 nmol)
in four portions. The mxtu i's stlrred at rt for 1 h

before allyl brom de (9.66 g; ,\%8& i s added. The
reaction mxture is heated to _§ or

with water (250 nL) and extrag@ vvlth di et hyl et her

18 h diluted

are

2-[(Z)-tert.-Butylimino]-3-o-tolyl-thiazolidin-4-one (6.79 g) is obtained as an off-
white  crystalline powder following Method A and starting from
phenylisothiocyanate (5.0 g, 37.0 mmol), tert. butylamine (2.71 g, 37.0 mmol), and
methyl bromoacetate (5.66 g, 37.0 mmol). LC-MS: tz = 0.69 min, [M+1]* = 249, 'H
NMR (CDCls): 8 7.46-7.31 (m, 3H), 7.24-7.19 (m, 2H), 3.98 (s, 2H), 1.26 (s, 9H).

Scaffold 17
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2-[(Z)-(Dimethyl-hydrazono)]-3-phenyl-thiazolidin-4-one is obtained following
Method A and starting from phenylisothiocyanate (4.05 g, 30.0 mmol),
dimethylhydrazine (asym.) (1.80 g, 30.0 mmol), and methyl bromoacetate (4.59 g,



washed with water (250 nL), conbi ned and concentr at ed.

The remaining oil is chromatographed on silic gel with
whepsaniEA 4:1 to afford 4-allyl oxy- 3- PCT/EP2004/012953

chl or obenzal dehyde (5.37 g) as 4h al nost col ourl ess

oil. LC. = 0.95 mn. The above

4-al | yl oxy- 3-chl or o- benzal dehyde (5.37 g, 27.3 mmol)

i s 30.6avholpd G-MSa¢et A8 h) virt]) a2, N INVMR((CDCH)) 5 #159-7.36 (m,

tre eﬁtmnth a Zgﬁb@bégéftion of ﬁ intert.-butano

32-1528 g 2H), 448 O1)-

norphollne N-oxide (3.87 g, 32.8 mvl) is added and

the reaction mxture is stirred at rt for 20 h before

it Scaffgld 18 ed with EA (300 mL) and washed with 10% agq.

citric acid solution (200 nL), ang water (2x150 niL).

The washi ngs are extracted thNT<E§BSSOO m.) and the

conmbi ned organic extracts are drl'edover MSO ,

filtered and concentrated to f ish the title

5compound (6.02 g) as beige foa ich was used in the

°%Rgg-@@uy@%ﬁ@-s‘é}ﬁﬂéﬁg%éﬂaiH-%Eor{BJH bb Atk %btaikéd ds an off-white
3- cﬂﬂmeoi?lom(mgwﬂhqd & ant biartingl frand2-chiorah- meﬂyheme’i@mlde (7 50
& Z AR AT APYABIEN & 042 g LOMS: o = 0.48 mi
de drs94Ed= Qghu&rheNMRE(Q:Dﬂla BS? itell=") (m 3H), 7h29 7|27((g1 32})—!) 4.01 (s
a nmet hano
10((% é?’ﬁﬂﬂ ‘;mqlé/ll" %@zhg @rjo 23551 '5% %")perl di de (13.63
g, 54 mmol) followed by tributyl phosphine (10.93 g, 54
nmol ) ... The m xture becones slightly warm and a

pr fornms. The reaction mxture is diluted
w th degassed tol uene (500 MN% Is stirred at rt

for 2 h, then at 60 C for furthe before it is
washed with 1 N ag. NaOH (3x150 _mi)Pand water (150
mL). The organic phase is dri r MpSO, filtered
and concentrated to | eave a da brown oil which is

2-[(Z)-Ethylimino]-3-(2-methylphenyl)-thiazolidin-4-one  is prepared following

15 Method B and starting from o-tolylamine, chloroacetyl chloride and
ethylisothiocyanate. LC-MS: tg = 0.59 min, [M+1]" = 235, 'H NMR (CDCly): & 7.36-
7.28 (m, 3H), 7.15-7.10 (m, 1H), 4.01 (s, 2H), 3.41-3.30 (m, 2H), 2.19 (s, 3H),
1.20-1.13 (m, 3H).

20  Scaffold 20

2-[(Z)-Ethylimino]-3-(2,3-dimethylphenyl)-thiazolidin-4-one is prepared following
Method B and starting from 2,3-dimethylaniline, chloroacetyl chloride and
ethylisothiocyanate. LC-MS: tg = 0.66 min, [M+1]" = 249, 'H NMR (CDCly): & 7.24-



chr omat ogr aphed on silica gel eluting with hexane/ EA
4.1 to give the title conmpound (4.30 g) as yellow oil.
WORNMBSQCGDC ): d 9.82 (s, H), 7.89 (d, J = 1. 8P¢wEP14)4/012953
7.74 (dd, J =1.8, 8.2 Hz, 1H),4%7.05 (d, J = 8.2 Hz,
1H), 4.56-4.43 (m 1H), 4.23-4.17 (m 2H), 4.14-4.08
(m 1H), 4.06-4.00 (m 1H), 1.47 (s, 3H), 1.41 (s,
3H)7.1%P(rep2ii a7100+6.86 (B, dH),ct.01 &s, 2H) S3.48-322 d(me2hy 2-34 (s, 3H), 2.05
31di oxal an-4:yl met hoxy),;, benzal dehvde: The title
0 'o‘)f]%dq?'m @n?'¢l§2'o )ai ned as a pale yellow oil
starting from 3- chl oro-4-hydroxybenzal dehyde (500 ng,
3.20 pl )., ((4S)-2,2-dinethyl- [
3] dh-4-yl1)-nethanol (633 ny, 4.79 mol ),
- (azodi car bonyl ) di pi perr\d,l,Qe .61 g, 6.39 mol),
andtrlbutylphosphlne(l 29 (3 9mm|) foll ow ng
the procedure given for the (R) epanPi onmer above usi ng
THF as sol vent, however. Preparatijn of
5rac 2- hvdr oxynet hyl - 2, 3- di hvdr o-¥€nzori , 4] di oxi ne- 6-

?@tﬂﬁgnw@b&ﬁ a;ffga‘?h/gthq{% @iggﬂbh’é EPB‘O @f.r:%?lstamed 32 pale beige

(7@qma)er ifelopuiirge Meitihad Bd@n@HSWamg( 0962- -ghlsBndiphenyhesetamide (7.50
| | t _
R P e R AU T

r enmmetM-mjd 624§o tNMR (GD%)D&V@GTIGVNI;V\I 3bly 7.284 . Z&(rﬁ?ZH) 4.00

g, n ( The, r tio _
100§zt Bt | FaD b 2 b en T B e Tk E 2 am @), 002 ¢, 4 =
d| Imeld, SHY.h ag. NaOH (150 nmL) and extracted with EA

(2x200 nlL). The organic extracts are washed with 1 M

aq. NaCH (2x200 nL) and water (200 nlL), conbi ned,

dr igzdffeer2 filtered and concentrated. The remai ni ng

residue is purified by colwromt ography on silica

gel eluting with heptenel/ EA

15 2-[(Z)-n-butylimino]-3-(2-methylphenyl)-thiazolidin-4-one is prepared following

»

Method B and starting from o-tolylamine, chloroacetyl chloride and n-
butylisothiocyanate. LC-MS: tg = 0.77 min, [M+1]* = 263, "H NMR (CDCly): 5 7.35-
7.28 (m, 3H), 7.14-7.10 (m, 1H), 4.01 (s, 2H), 3.38-3.22 (, 2H), 2.18 (s, 3H), 1.59-
1.47 (m, 2H), 1.38-1.25 (m, 2H), 0.90 (t, J = 7.0 Hz, 3H).

20
Scaffold 23

2-[(Z)-n-butylimino]-3-(2,3-dimethylphenyl)-thiazolidin-4-one is prepared following
Method B and starting from 2,3-dimethylaniline, chloroacetyl chloride and n-
25  butylisothiocyanate. LC-MS: tg = 0.80 min, [M+1]* = 277, '"H NMR (CDCls): § 7.23-



W@ eahs/034285 2. 3,

5

to afford the

obt ai ned foll owi ng Method A
o-tol ylisothiocyanate (3.0

i sopropylam ne (1.19 g, 20.10
bronpacetate (3.08 g, 20.1 mmol
[Mr1] = 249; HNWR (CDCl ): d 7.34-7.26 (m 3H),

7. ¥ac-2-[08- s(en;rBLgH)mlnql doheryl-thipgolidh-8@nehépo8 g) ) ds Gobtained as a

( d:""@@zp%’fe%]'&&'fo%ﬂj Wethdy AZarkstarting it sEE outifmihe(2.70 g, 36.98

2- [radiph) slenytigothiooyarate .60 goss. I98triminal2) @t dnethy lmomoasetate (5.66

o 15 1) O%Qﬁﬁtwtg @géA an@b ALY 9111 KRR (cpciy): 5 7.48-7.33

title al dehyde (0.53 g) as a solid. LC
= 0.69 mn. H (
8 ;

t
NVR (D - DVBO): d 9.77 (s, H, 7.41
2 Hz, 1H) 7.36 (d, J = 2.3 HzPCI/E#2004/012953

7.04 (d, J =82 Hz, ) 5.10 (1,42 = 5.9 Hz D O
exchangeable), 4.37 (dd, J = 2.3, 11.1 Hz, 1H),
4.30-4.23 (m 1H) 4.05 (dd, J = 7.6, 11.1 Hz, 1H),

3. 677180'602!(! 69@'594$m]aﬂf-|<)|4101 (s, 2th2 338|3 %3 (m, 2H) 2.33 (s, 3H), 2.05

soprop 0 -thiazolidin-4-one is
2 Ll SR Y R R ) 687 e 7.8 16 5
m n, [l\/H-l] = 235. HNWR (CDCl ): d 7.50-7.36 (m 3H),
7.29-7.24 (m 2H) 3.98 (s, 2H), 3.51 (hept, J = 6.4
Hz,i’ﬂﬁ}l!ﬂim (d, J =5.9 Hz, 6H). Scaffold
22-[(Z)-Isopropy|irrino]-3-o-tz|y|-thi azolidin-4-one is

g 2

rting from

1),

and net hyl
LCGMs: t = 0.67 mn,

101 SQA, @wl A7y (n, 1;94)93 953(81QH?‘IT332‘) gwefxnd =n@t4hari 1H) 1. 52 1.39 (m,

15

20

25

brormacet ate (3.08

MELD: £.0978, Jﬂem%ﬁcpa)ztdw SR UG (m 1)

721717(m 1H), 7.08-

Scaffold 25

A, %21\0

2-[(Z)-Cyclopropylimino]-3-phenyl-thiazolidin-4-one (1.62 g) is obtained as a white
powder following Method A and starting from cyclopropylamine (0.84 g, 14.8
mmol), phenylisothiocyanate (2.00 g, 14.8 mmol) and methyl bromoacetate (2.26
g, 14.8 mmol). LC-MS: tg = 0.64 min, [M+1]" = 233, '"H NMR (CDCls): & 7.47-7.33
(m, 3H), 7.24-7.20 (m, 2H), 4.00 (s, 2H), 2.67 (hept, J = 3.5 Hz, 1H), 0.82-0.75 (m,
2H), 0.64-0.59 (m, 2H).

Scaffold 26

/<N :<Slo

G

3-Cyclohexyl-2-[(Z)-isopropylimino]-thiazolidin-4-one is prepared starting from
cyclohexylamine, chloroacetyl chloride and isopropylisothiocyanate following



7.03 (m 2H), 3.96 (s, 2H) 3.50 (hept, J = 6.4 Hz,

1H), 2.40 (s, 3H), 1.14 (d, J = 6.4 Hz, 6H). Scaffold
We2@s§42)5 | sopropyl i m no] - 3-p-tol yl -thiazoli di PECHEPIVe4/012953

i s obtained follow ng I\/lethod A4hd starting from

p-tol ylisothiocyanate (3.0 g, 20.10 mmol),

i sopropylamne (1.19 g, 20.10 mmol), and net hyl

br Qmﬂaetaatl_&':—(\/% Q8 =00.83Qhih, [mDH 24} NB: NMR:(©D@{%) e 8,30 (tt, J =

[ mfeévmlé m1Hm-°r;l\@9 écgd (323,37 Q1frp %ﬁﬁ%éﬁ} 2 58-2 2 (i, 2H), 1.84-

Hz 1. 2d4m ZHﬁQ d451.58kh, 2 h44d¢2oJ(rrr4ﬁ M M2 (d, J = 6.4 Hz, 6H).
6H) Scaffold

2- [(Z)-Isopropyllmno] 3- (2, 3-di net hyl phenyl ) -t hi azol i

di rgcféffgfaezz' s obtained follow ng Method A and starting
rom T met hyl phenyl i sot hi ocyanate (3.0 g, 18.38

nmol ), isopropylam ne (1. 09 18338 mml) and net hyl
brompacetate (2.81 g, 18.38 mK ll\LC- t = 0.74

mn, [M1] = 263; H NWR (CDCl ): dC722714(m 2H) ,
698693(m1|—|) 3.98 (s, 2 3.48 (hep :64

'2 %'f_gl'soér ﬁp&%]-é@opr@pﬁ%&fﬁhdﬁ-’oné %QBéd is= oftdfhed as a

2 [o@bprlbssnpﬂ dphdwing Mthad A2antd diantitghiromhisogropylatriirez 61.17 g, 19.8

rr ditiaha b B fuEloiate Jelocd, JR Hipd) Gl Fhlftmoscetate

10rmgB )02 d, SO apydpmiCAkISt & 64.61, m&?{rah]mmﬂzom, THIMREIODCLS): & 4.73

o gt 72 55, Sigds ERor 0 et 4554 ooz B e, 4 = 7.0

_o

6 Qﬁzeﬁl) 1317(@ JLHZOHiF@Hg 3.98 (s, 2H), 3.49 (hept, J
=6.0 HZ, 1H), 2.12 (s, 3H), 1.12 (d, J
:59Hz 3H), 111(d J = 6.4 H, 3H).
Scaffold 28
L s
N=
2N
15

2-[(Z)-Isopropylimino]-3-(2-ethylphenyl)-thiazolidin-4-one (5.07 g) is obtained as an
off-white powder following Method A and starting from isopropylamine (1.98 g,
33.5 mmol), 2-ethylphenylisothiocyanate (5.0 g, 30.8 mmol) and methyl
bromoacetate (5.12 g, 33.5 mmol). LC-MS: tg = 0.90 min, [M+1]" = 223, 'H NMR

20 (CDClg): 8 7.41-7.26 (m, 3H), 7.08 (d, J = 7.6 Hz, 1H), 3.99 (s, 2H), 3.48 (hept, J =
6.4 Hz, 1H), 2.49 (q, J = 7.6 Hz, 2H), 1.19 (t, J = 7.6 Hz, 3H), 1.09 (d, J = 6.4 Hz,
6H).

Scaffold 29

0
25



Scaffold
72-[(2) -1 sopropylimno]-3-(2, 6-dinethyl phenyl)-thiazol

w0 ciosogrene i s obtained foll ow ng Method A andPGI/EP10041¢12953

(621

10

15

20

25

from 2, 6-di met hyl phenyl i sot hi oc44nate (3.0 g, 18.38
nmol ), isopropylamne (1.09 g, 18.38 mmol ), and net hyl
bronpacetate (2.81 g, 18.38 mml). LCMs: t = 0.80

m ne- [([ZMBbbropyH@&lo Jﬂ W,S%h)ﬁdro AaghtRdier-110) (HTazo'ﬁblh4 -one s

%t mgq) a@@ yejlow 9@ K W|@_Metrgga3 apd a@gtmg from éG 7,8-tetrahydro-
2 [r(a%htHafFéHJﬂWhlhB} embro’écé@r embﬁa@@hany CProp)hisaﬂfﬁ&dy@hQre LC-MS:

4-one i s obtained St artln%) rom

3 Snrzod B ainy NI 228 SHATMR(ELBIg: 6 758 1arion. 1), 6.98-6.91 (m,

i S 0 ( 17.. I ) I )

br oA oanlR, ! et vis G T hy 2RE2180 B, 248, 2.52:2.45 (m.
mi rgH)[ M8a}1. ﬂaﬁ94HH1NWd(¢I§CB4)-Iz @HY.53-7.48 (m 1H),
7.40-7.34 (m 2H), 7.30-7.24 (m 1H), 4.07-3.93 (m

2H), 3.48 (hept, J = 6.4 Hz, 1H, 1.1 (d, J = 6.4 Hz,
3H)ScaffoliB3dd, J = 6.4 Hz, 3H). Scaffold 9 J °
2-[(2)-1sopropylimno]-3-(2-methoxyphenyl)-thiazolidin
-4-one is obtained follown thad A and starting

f rom 2- met hoxyphenyl i sot hi ocydha 3.0 g, 18.16

mol ), isopropylamne (1.08 g 18 16°mmvol ), and net hyl

bronpacetate (2.78 g, . 18.16 T LCGMs: t = 0.62

mn, [|v++1] = 265; HNI\/R(CDCI ™, 7.42-7.35 (m 1H),

7.19-7.14 (m 1H), 7.06-6.98 (m 2H), 3.80 (s, 3H),

3. %L(é) l@gpr(qwhrmmp] 343chlofe-2-BetyphengHhimokdinet-dna 0 (2.7 g) s

obtained as an oil following Method A and starting from isopropylamine (1.29 g,
21.8 mmol), 3-chloro-2-methylphenylisothiocyanate (4.0 g, 21.8 mmol) and methyl
bromoacetate (3.33 g, 21.8 mmol). LC-MS: tz = 086 min, [M+1]* = 283, "H NMR
(CDCl3): 5 7.48-7.44 (m, 1H), 7.30-7.23 (m, 1H), 7.10-7.06 (m, 1H), 3.51 (hept, J =

6.2 Hz, 1H), 2.21 (s, 3H), 1.15(d, J = 6.2 Hz, 3H), 1.13 (d, J = 6.2 Hz, 3H).
Scaffold 31
L s
N=(
N
Cl

2-[(Z)-Isopropylimino]-3-(3-chloro-4-methylphenyl)-thiazolidin-4-one (4.0 g) is
obtained as pale yellow solid following Method A and starting from isopropylamine
(1.72 g, 29.0 mmol), 3-chloro-4-methylphenylisothiocyanate (5.33 g, 29.0 mmol)
and methyl bromoacetate (4.44 g, 29.0 mmol). LC-MS: tg = 0.80 min, [M+1]" =
283, "H NMR (CDCls): 8 7.33 (s, 1H), 7.30-7.27 (m, 2H), 3.96 (s, 2H), 3.49 (hept, J
= 6.4 Hz, 1H), 2.40 (s, 3H), 1.14 (d, J = 6.4 Hz, 6H).

Scaffold 32



) Crg . o
2-1(2) -1 sopropylimno]-3-(3-net hoxyphenyl)-thiazolidin

WO 2608/084215 obt ai ned foll ow ng Method A and st ap€T/BB2004/012953
f rom 3- met hoxyphenyl i sot hi ocyardfte (3.0 g, 18.16
mol ), isopropylamne (1.08 g, 18.16 mmol ), and net hyl
bronpacetate (2.78 g, 18.16 mmol). LCMs: t = 0.65
mn, [M1l] 265; H NI\/R(CDCI),( dg7.35 (t, J = 7.8 Hz,
1H), 6.95-6.90 (m H), 6.87-6.8% (m 1H), 6.82-6.80
(m H, 3.96 (s, 2H), 3.82 (s, 3M)03.54-3.45 (m 1H)
1.13 (d, J = 5.9 Hz, 6H). ScafjfohNd 11 o
2-[(2)-1sopropylimno]-3-(4-methaxyphenyl)-thiazolidin
-4-one is obtained follow ng Meth68s A and starting

ey e T

br witeiced as an( @l dlowingl Blel®dnAand. stad@inlySron iso@opBamine (1.50 g,

r7n'. %%WI)(, %—&gﬁﬁro%%lfewlocgaréﬁ%sz 7 éﬁ&;&ﬁ‘@%@)’and methyl

5( hdpomodcstats. (3.89zg, 254 mriollACMS: k= 6.88 rhin, [MH]" = 303, 'H NMR
> D)1 26548 (M A 32845 205t of 7642 HaeTH 1.13 (d, J =

obted AgdBH P! | owi ng Method A and starting from _
al lylisothiocyanate (5.95 g, 60 mmol ), i sopropyl am ne
(3.55 g, 60 mml), and nethyl bronpacetate (9. 1?CgDCI 60
M5: t = 0.55 mn, [M1] = 199; H NWR

W&ﬁ?lkj@?ﬁg (m H), 5.10-5.02 (m 2H), 4.17-4.13
(m 2H), 4.01 (S, 2H), 3.39 ((hept¢, J = 6.1 Hz, 1H),
1.10 (d, J = 5.9 Hz, 6H). Sca fll 13

0

10 Cl
2-[(Z)-Isopropylimino]-3-(3-chlorophenyl)-thiazolidin-4-one (1.0 g) is obtained as
an oil following Method A and starting from isopfopylamine (1.67 g, 28.3 mmol), 3-
chlorophenylisothiocyanate (4.80 g, 28.3 mmol) and methyl bromoacetate (4.33 g,
28.3 mmol). LC-MS: tr = 0.77 min, [M+1]" = 269, '"H NMR (CDCls): § 7.41-7.28 (m,
15 3H), 7.20-7.15 (m, 1H), 3.96 (s, 2H), 3.53-3.44 (m, 1H), 1.13 (d, 5.9 Hz, 6H). .

Scaffold 34

N S
N—(i\[\o

S

2-[(Z)-allyl]-3-phenyl-thiazolidin-4-one is obtained as a yellow powder following

20 Method B and starting from aniline, chloroacetyl chloride and allylisothiocyanate.
LC-MS: tz = 0.63 min, [M+1]" = 233, 'H NMR (CDCl3): § 7.52-7.38 (m, 3H), 7.31-
7.25 (m, 2H), 5.96-5.82 (m, 1H), 5.20-5.06 (m, 2H), 4.01 (s, 2H), 3.99-3.95 (m,
2H).



3- Phenyl -2-[ (Z) - propylimno]-thiazolidin-4-one is

prepared as described in Method B. LCMs: t = 0.60
wWOorzovs/o54l] = 235, H NVMR (CDCl ): d 7.51-7. 36 POT/EB1dp4/012953

7.28-7.24 (m 2H), 3.99 (s, 2H46 3.27 (t, J 7.0 Hz,

2H), 1.60 (hex, J = 7.0 Hz, 2H), 0.91 (t, J 7.6 Hz,

3H). Scaffold 14

2- [doA¥olrzy! i m no] - 3-o0-tolyl-thiazolidin-4-one is

obtained followi ng Method B and starting from

tol ui di ne (2.21g, 20.6 ol R~ g{ oacetyl chloride

(2.32 g, 20.6 mmvol ) and n-prop&l ' .

g, 16.0 mvol). LCMs: = 0.68 mn( [ M1] = 249. H NMR

(CDCI) d734726(m 3H) 7. -7.09(m 1H), 4.01

(s H)334318é1ga (Is 3H), 1.58 (hept,

J Q[YZ)eallyﬂmlrgq}bzv-alkyl zotidin: ﬁ-enq(@ |gpqptag¢q:f a8ladpals yellow oil

2- I
Z Taelabd “eidd D8] An) Siatnfi VEbRY ARERA (L1878, 202 mmoD,
5f r allylisothictyapatey (210i9,i 232 (18334 gnd aneByinhesinqacetate (3.08 g, 20.2

o oTBRG Fedlsig e eE RN dyds %, Torg HONIRGE e 07:5.79 (m. 21

0. Bl2gvb125 (ETM+11-]) 5.226818 Km\NNR),(£DTI5.09 (b, ZHR2.38-485( (M, 2H), 3.95

98- .0 3. 34- 3 18 (m
: %?(65' nh%%“ g%f%?”i 57 (hex, J = 7.3
Hz, 2H), 0.88 (t J =17, Hz 3H). Scaffold 16
(Z?;f tert -Butyllmno] 3 o-toI yl -t hi azoli di n- 4-one
10(6§E9—@7'Q§§s obt ai ned as an offvvhite cryst al line powder
foll owing Method A and start{ngstr

phenyl i sot hi ocyanate (5.0 g, mml ), tert.
butylamne (2.71 g, 37.0 nmol ),/ and

2-[(Z)-Methylimino]-3-phenyl-thiazolidin-4-one is obtained as a beige solid

following Method B and starting from aniline, chloroacetyl chloride and

methylisothiocyanate. LC-MS: tg = 0.37 min, [M+1]" = 207, '"H NMR (CDCly): &
15  7.52-7.38 (m, 3H), 7.28-7.24 (m, 2H), 4.01 (s, 2H), 3.13 (s, 3H).

Scaffold 37

2-[(Z)-Methylimino]-3-(2,3-dimethylphenyl)-thiazolidin-4-one is obtained as a pale

20 orange solid following Method B and starting from 2,3-dimethylaniline, chloroacetyl
chloride and methylisothiocyanate. LC-MS: tz = 0.59 min, [M+1]" = 235, '"H NMR
(CDCls): & 7.24-7.19 (m, 2H), 7.00-6.95 (m, 1H), 4.04 (s, 2H), 3.12 (s, 3H), 2.33 (s,
3H), 2.06 (s, 3H).

25



nmet hyl bronopacetate (5.66 g, 37.0 mol). LCGMS: t =

0.69 min, [M1] = 249, HNWR (CDCl ): d 7.46-7.31 (m
W@R05/0742231- 7. 19 (m 2H), 3.98 (s, 2H), 1.26 (SPCEEP2004/012953

Scaffold 17 47

2-[(2)-(Di et hyl - hydrazono)] - 3- phenyl -t hi azol i di n-4-on

e is obtained followng Method A and starting from

phmh-i%g%q hi ocyanate (4.05 g, 30.0 mmol),
di met hyl hydrazi ne (asym) (1.80 g,.30.0 nmmol), and

met hyl bronopacetate (4.59 g,30.0 . LGMs: t =
0.69 mn, [M1l] = 236, H NWR ( . d 7.50-7.36 (m
3H), 7.32-7.28 (m 2H), 3.82 (s, , 2.48 (s, 6H).

Scaffold 18 N=<
2-[(2)-Ethylimno]-3-phenyT - h(a oI|d|n 4-one (1.02 g)
is obtained as an off-white po follow ng Method B
and starting from 2-chl oro-N nyl -acetam de (7.50 g,
44.2 mol ) and et hyl i sot hi oc te (3.85 g, 44.2

nmol ). LGMS: t = 0.48 min, [M1l] = 221. H NWR (CDCI

): d 7.52-7.37 (m 3H), 7.29-7.27 (m 2H), 4.01 (s,
2H)5rBéhsz1 BWJOXbI 5-yTméthHZ)-yikddne-2-RB)-isbpropykmihof 3hEhenyl-thia-

f old 19 J
52 [Z(’%iS A S AreRAred ag sepered inAGIN99 Ct hi azol i di n- 4- on
e ||_(5; msewqcbefrﬁinl w11y =Nsi7hod B and st arting from

am ne, chlor oacetXlB_, chl ori

|
o MBIy SR A0 B Stz 547 o 6 712 236,92 (d, J =
H "ﬂ'\ﬁ-lﬁocliﬁ)' 36)06(‘§|)ng@'617@%§’£ (ra mGQ"IQz 1?—31’152? @’Qj £'614 Hz, 6H).
1 20 1.13 (m 3H).
10 Example 2

5-(2,3-Dihydro-benzo[1,4]dioxin-6-ylmeth-(Z)-ylidene)-2-[(Z)-isopropylimino]-3-

phenyl-thiazolidin-4-one is obtained starting from Scaffold 1 (19 mg, 0.08 mmol)
15 and 2,3-dihydro-benzo[1,4]dioxine-6-carbaldehyde (26 mg, 0.16 mmol) following

Method E.

LC-MS: tg = 1.05 min, [M+1]" = 381.



Scaffold 20
2-[(2)-Ethylimno]-3-(2,3-di net hyl phenyl)-thiazolidin-

W@ 258054285 prepared foll owi ng Met hod B and st areCTgPiongom2953

[8)]

10

15

2, 3-di nethyl ani line, chloroacet48 chloride and

et hyl i sot hi ocyanate. LC-MS: t = 0.66 mn, [M1l] = 249,
HNW (CDCl ): d 7.24-7.19 (m 2H) 7.00-6.96 (m 1H)
4. Exafmle 3H), 3.45-3.27 (m 2H), 2.34 (s, 3H), 2.05 (S
3H), 1.16 (t, J = 7.0 Hz, 3H). Scaffold 21
2-[(2)-n-butylimno]-3-phenyl -thiazolidin-4-one ( .80
g) is obtained as a pal e beige por foll ow ng Met hod
B and starting from 2-chl oro- N-phegyl -acetam de (7.50
g, 44.2 mmol) and n-butyliso yanate (5.09 g, 44.2
mmol). LGM: t = 0.69 mn, 4 = 249. H NWR (-CDCl
): d 7.51-7.37 (m 3H), 7.29-7. 26 2H), 4.00 (s,
2H), 3.31 (t, J = 7.0 Hz, 2H), 62-1.52 (m 2H)
1.41-1.28 (m 2H), 0.92 (t, J .0 Hz 3H). Scaffold
22

2-[(2)-n-butylimno]-3-(2-nethyl phenyl)-thiazolidin-4-

ONes. &Dmﬁ@nﬁémdwof 9ebrz0(H) ryudéﬁlzq@lz Bs@mpﬂtmhb] Bpheh@hiazolidin-
oto Iamne chloroact | ori de and

nbdr Qe S8t RPisIRRsh starting cirji; Seaffold. 7#7 (1P nmg pR-08 nmol) and 4-
26%1m&h3¥¥%1&&9%zélderﬁ/dé (§5m2q7 00%¢3) ﬁMOfHéov(Vlg§ﬂg&F51§@E( MC-MS: tg =

1. ﬂgﬂgmlmfwm 8$9.1. 38-1. 25 (m 2H), 0.90 (t, J = 7.0
Hz, 3H). Scaff old 23

2-[(2)-n-butylimno]-3-(2, 3-di net hyl phenyl ) -thi azol i di
n-zéﬂ.ﬂ.mspﬁj prepared followi ng Method B and starting
from 2, 3-di methyl ani l'i ne, chl oroacetyy chloride and
nbut yl i sot hi ocyanat e. 0

e
0

5-[4-(2-Hydroxy-ethoxy)-benz-(Z)-ylidene]-2-[(Z)-isopropylimino}-3-phenyl-thia-
zolidin-4-one is prepared as described in Method D.

LC-MS: tr = 0.94 min, [M+1]" = 383,

'H NMR (CDCls): 8 7.74 (s, 1H), 7.56-7.44 (m, 4H), 7.42-7.32 (m, 3H), 7.04-6.99
(m, 2H), 4.17-4.13 (m, 2H), 4.03-3.97 (m, 2H), 3.60 (hept, J = 6.4 Hz, 1H), 2.01 (s
br, 1H), 1.19 (d, J = 6.4 Hz, 6H).



LC-MS: t = 0.80 min, [M1] = 277, HNWVR (CDCl ): d
7.23-7.16 (m 2H), 6.99-6.94 (m 1H), 4.01 (s, 2H),

w@2880312283 (m 2H), 2.33 (s, 3H), 2.05 (s, 3H)PCT/EP2004/012953

1.59-1.49 (m 2H), 1.38-1.25 (M9 2H), 0.91 (t, J =7.0
Hz, 3H). Scaffold 24 JS |
rac”- KZJ- sec-But yl i m noJ- S- phenyl -t hi azol i di n™-one

-@&@e 5S obtained as a white powder follow ng

Met'ho and starting from sec-butylamne (2.70 g,
36.98 mmol ), phenylisothiocyanate (5.00 g, 36.98 nmol)
and met hyl bronpacetate (5.66 @ 3
0.68 mn, [M1] = 249, H NVR
(m 3H), 7.28-7. ZS(m 2H), 3
= 6.4 Hz, H, 1.52-1.39 (m 2
3H), 0.82 (t, J = 7. 3 FEX tﬂ
2-[(2)-Cycl opropylimno]-3-p
(1.62 g) is obtained as a
Met hod A and starting froKg
14.8 mol ), phenylisothiocyanate (2.00 g, 14.8 nnDI)
and net hyl bronpacetate (2.26 g, 14.8 mvol). LC-Ms: t

9& 3}r‘&“xﬂ]lrg §¥ '\g%@' Hﬁqé%fh'étmé&%zﬂﬂ—ﬁgn% 24[;2)( lﬁgértopyhmmo] -3-

g80Mmol ). LG MS: t
CDCl ): d 7.48-7.33
(s, 2H), 3.21 (hex, J
, 1.09 (d, J = 6.4 Hz,
Scaffold 25 <1 Vi

syl -t hi azol i di n-4-one
,:-.- powder foll ow ng

cl opropyl am ne (0.84 g,

5J :phanga thiazolldH)-4-cheST50m@50(186 Bk, Exabdpl® 459K{00s 284 mg, 0.588

10

15

20

Scanf"fnoﬁ,l d

and2 r%ethyl chloroacetate (250 L) in DMF (2 mL) is stirred at 60°C for 96 h
before it is diluted with EA (75 mL) and washed with 10% agq. citric acid (50 mL)
and water (2x50 mL). The organic layer is evaporated and the resulting residue is
purified by prep. TLC (heptane/EA 1:1) followed by crystallisation from a small
amount of methanol to give {2-[4-(2-[(Z)-isopropylimino]-4-oxo-3-phenyl-
thiazolidin-5-ylidene-methyl)-phenoxy]-ethoxy}-acetic acid. LC-MS: tr = 1.06 min,
[M+1]" = 441. "H NMR (CDCl3): 6 7.73 (s, 1H), 7.55-7.44 (m, 4H), 7.42-7.32 (m,
3H), 7.03-6.98 (m, 2H), 4.55-4.50 (m, 2H), 4.29-4.25 (m, 2H), 3.83 (s, 2H), 3.60
(hept, J = 6.4 Hz, 1H), 1.19 (d, J = 6.4 Hz, 6H).

Example 6
OH
O/\/O\)\/OH

‘ /<N=<S P

’; O rac

After purification on prep. TLC plates, rac-5-{4-[2-(2,3-dihydroxy-propoxy)-ethoxy]-
benz-(Z2)-ylidene}-2-[(Z)-isopropylimino]-3-phenyl-thiazolidin-4-one is obtained as a
pale beige foam starting from Scaffold 1 (150 mg, 0.604 mmol) and rac-4-[2-(2,3-
dihydroxy-propoxy)-ethoxy]-benzaldehyde (290 mg, 1.208 mmol) following Method



3_
i s

Cycl ohexyl -2-[(Z)-isopropylimno]-thiazolidin-4-one
prepared starting from cycl ohexyl am ne,

webdosodpacet yl chl ori de and i sopropyl i sot hi ocyaP@Elt/EP2004/012953
foll ow ngMethod B. LG Ms: t = 0583 min, [M1] = 241, H
NVR (CDCl ): d 4.30 (tt, J = 3.6, 12.0 Hz, 1H), 3.69

(s,

M), 3.37 (hep, J = 6.4 Hz, 1H), 2.40-2.25 (m

2H)D LIC-845: t1 =1Hog mm 21M)+1]*1. G4 11I-BQMRT(CBCCD3) 817 #@(sl 128, 7.55-7.51

S e s B3t T A Ta20-T45: By OB i 2400 (, J = 4.7

2.168 r
£ iy 7 s Syt 18 o0 200
I

19.18

W17 [dsd5ropyia 3601 8- (thdat 4('22@(!7'9, 19. 8

smol ) and nethyl bronpacetate (3.02 g, 19.8 mol).
LCMs: t = 0.61 min, [M1] = 201, HNWR (CDCl ): d

4.
J
6.
2-
f

g,

nmmol). LGM: t = 0.90 mn,

):

(s,

Hz,
Hz

ol  owi ng Method A and stﬁg
(1.98 g, 33.5 nmol ), 2-et N:pgfa‘é

, J =7.0 Hz, 1H), 3.71 (s, 2H), 3.40 (hept,
=6.0 Hz, H, 1.42 (d, J =7.0 o), 1.17 (d, J =
0 Hz, 6H). Scaffold 28 Otg/
[(Z)-Isopropyllmno] 3-(2- et
on
I

henyl ) -thiazolidin-4
f-white powder

rom i sopropyl am ne

yl i sot hi ocyanate (5.0

e (5.07 g) is obtained as an

30.8 mmol ) and nethyl bro

d 7.41-7.26 (m 3H), 7.0 J=7.6 H, 1H), 3.99
2H), 3.48 (hept, J = 6.4 Hz, 1H), 2.49 (q, J = 7.6
2H), 1.19 (t, J = 7.6 Hz, 3H), 1.09 (d, J = 6.4

5- [Gl'd)hlorSC@fZ hydrléiqﬁ]etr:\gxy)sbenz 2) ylldene] -2- [(Z) lsoproRyllmmﬁ] -3-

dro-
10, eﬁhé&ﬁﬁ 'a%?if?ﬂg‘zﬂaﬁne.'ﬁ Ohlalicd as P@'théﬁ“ﬁlé’op@%gl sy@tm@ﬁvom 3-chloro-

15

20

SO

5,

lgL(Q é&td@ﬁ;ﬁ&(gﬁtﬁgﬂd&y@e%ﬂ d, 11788 HnRdl) and Scaffold 1 (150 mg,
0.64 mmol) followmg Meltohod D. LC-MS: tr = 1.01 min, [M+1]" = 417; 'H NMR
(CDCls): 6 7.654 (s, 1H), 7.61 (d, J = 2.3 Hz, 1H), 7.51-7.32 (m, 6H), 7.03 (d, J =
8.8 Hz, 1H), 4.24-4.20 (m, 2H), 4.06-4.01 (m, 2H), 3.60 (hept, J = 6.4 Hz, 1H),

2.15 (s br, 1H), 1.19 (d, J = 6:4 Hz, 6H).

Example 8
O/\/OH

XHS/

o
5-[3-Fluoro-4-(2-hydroxy-ethoxy)-benz-(Z)-ylidene]-2-[(Z)-isopropylimino]-3-
phenyl-thiazolidin-4-one is prepared following Method D and starting from 4-(2-

acetoxy-ethoxy)-3-fluoro-benzaldehyde (390 mg, 1.7 mmol) and Scaffold 1 (200
mg, 0.85 mmol). LC-MS: tr = 0.98 min, [M+1]" = 401; "H NMR (CDCls): & 7.66 (s,



1-yl am ne, chl oroacetyl chloride and
i sopropylisothiocyanate. LGMs: t = 0.81 mn, [M1l] =

W@3®5052MR (CDCl ): d 7.23-7.13 (m 2H), 6. 96PGI/BR20041912953

53- chl or o- 4- net hyI phenyl i sot

1H), 3.99 (s, 2H), 3.50 (hept, 81 = 6.4 Hz, 1H),
2.86-2.80 (m 2H), 2.52-2.45 (m 2H), 1.84-1.74 (m
4H), 1.13 (d, J = 6.4 Hz, 6H). Scaffold 30
2- [1@25)7@0102@%! v rmd)a%r (J3= siﬁ HEOﬂZI) mezmlzpf(ﬁmdn-b) 11|O6400 (m,
azql i.di n- i ned as an oil
e S ROAREPiad 5764 K. 1 Hb A T8 olih e T &7 Hg, O
21.8 mmol ), 3-chl oro-2-nethyl phenylisothi ocyanate (4.0
g, 21.8 mml) and nethyl bronoacetate (3.33 g, 21.8

mpled\Vs: t = 086 min, [Mrl] = 283, H NMR (CDCl ):
d 7.48-7.44 (m 1H), 7.30-7.23 ( q7.10-7.06 (m
Hy, 3.51 (hept, J = 6.2 Hz, 1H) 1 (s, 3H), 1.15
(d, J =6.2 Hz, 3H), 1.13 (d,
Scaffold 31
2-[(2)-1sopropylimno]-3-( ctg oy o- 4- net hyl phenyl ) -thi
azolidin-4-one (4.0 g) | ktdl hed as pal e yel | ow
solid foll ow ng Method A and 2ot i ng from
i sopropylam ne (1.72 g, 29. @ml),

cyanate (5.33 g, 29.0

nmgﬁl)é @rwl)dre %thmqﬁ maaifey? %ter?é- -yAhge E(ég@ppw)yammo] 3-

7h%eﬁﬂrthiblzbhd|ﬂ L43he! is2dbtalfed 248 ,an30ﬁ57vl'ﬁt’é, péigﬂer &a&@g from 4-(2-
L RoeioyT-cBait apmethyibenzaidenyde’ 284 mg, %28 nimél) 3nd Scaffold 1 (150

322nd, (264 hﬁmy be\Mn@‘ Mé’ﬂwo@d 1d-ms‘ lwermmwl[mmm 39t 'H NMR

hi azol i di n- 4- one is obtained as an oil

10f ONEOR IS OB 11, Tuo- Lhamn, 7)1 698 (Hsdpr®Ryzarhed. 17-4.12 (m,

156

20

(] tz?lﬁ 032359é‘l(rﬂ"?i4?1eny o0t 5S4 H dH520 (5 3 1,95 (s br, 1H),

[‘'uor one hlocyana
mdl )7 @hd @i, 6H).

Example 10
o ~-OH
_O

e

d 0
5-[4-(2-Hydroxy-ethoxy)-3-methoxy-benz-(Z)-ylidene]-2-[(Z)-isopropylimino]-3-
phenyl-thiazolidin-4-one is obtained as a pale yellow powder starting from 4-(2-
acetoxy-ethoxy)-3-methoxy-benzaldehyde (305 mg, 1.28 mmol) and Scaffold 1
(150 mg, 0.64 mmol) following Method D. LC-MS: tz = 0.95 min, [M+1]" = 413; 'H
NMR (CDClg): 8 7.72 (s, 1H), 7.561-7.45 (m, 2H), 7.42-7.39 (m, 1H), 7.37-7.32 (m,
2H), 7.18 (dd, J = 2.3, 8.2 Hz, 1H), 7.08 (d, J = 2.3 Hz, 1H), 7.00 (d, J = 8.2 Hz,
1H), 4.22-4.17 (m, 2H), 4.06-3.98 (m, 3H), 3.95 (s, 3H), 3.60 (hept, J = 6.4 Hz,
1H), 1.22 (d, J = 6.4 Hz, 3H), 1.19 (d, J = 6.4 Hz, 3H).



bronpacetate (3.89 g, 25.4 mol ). LCMs: t = 0.88 mn,
[Mt1l] = 303, HNWR (CDCl ): d 7.65-7.46 (m 4H), 3.98

w@ 200585215 3. 50 (hept, J = 6.4 Hz, 1H), 1.13 (dPCTUER2064/612953
Hz, 6H). Scaffold 33 52
2-[(2)-1sopropylimno]-3-(3-chlorophenyl)-thiazolidin-
4-one (1.0 g) is obtained as an oil follow ng Method A
and starting fromisopropylamne (1.67 g, 28.3 nmol),
3- chl orophenyl i sot hi ocyanate (4.80 g, 28.3 mmol) and
rretiéﬁmﬂf—gﬂmacetate (4.33 g, 28.3 mol). LCMS: t =
0.77 mn, [M1] = 269, H NWR ( : 7.41-7.28 (m
3H), 7.20-7.15 (m 1H), 3.96 (SCWZ\I—T))/,\Og.SS-S.M (m
1H), 1.13 (d, 5.9 Hz, 6H). . Sold 34 A
2-[(2)-allyl]-3-phenyl-thiazolidin-4-one is obtained

~as a yell ow powder foll owi{ng $&t
fromaniline, chloroacetyl NEK] dri de and
al lylisothiocyanate. LC-MS: t; =®.63 min, [M1] = 233,
HNW (CDCl ): d 7.52-7.38 3H), 7.31- 7.25 (m
2I—I) 5.96-5.82 (m 1H), 5.2 .06 (m 2H), 4.01 (s,

3.99-3.95 (m 2H). Scaffold 35 Ne<

2 [(b% allylimno]-3-allyl-thiazolidin-4-one (3.12 ﬁ)
S5is % @rlﬁwﬁowp@n@av)ebw(lzwIQﬁnelﬁd(Z)dwmgpm'ﬂ@]d?»- enyl-

a”%é&é\fe‘imﬂfbnfeﬁ%bﬁd Hzé’d gahme g%ééaﬁlg %gggormgld £40 mmol) and 4-

al l'yl'1 sot hi ocyanat e

br dﬁrﬂﬂdmxatréom@ywegzalwmer(ﬂrﬁ mg, Q@fa‘nsnmol)éoldpvweg Mathod D. LC-
[Mids. & 4857 HidWR4FEa0r: W MR %eDety: § P72 1h), 7.55-7.33 (m,
7H), 7.02-6.97 (m, 2H), 419 (t J = 5.9 Hz, 2H), 3.89 (t, J = 5.9 Hz, 2H), 3.60

10 (hept, J = 6.4 Hz, 1H), 2.09 (p, J = 5.9 Hz, 2H), 1.19 (d, J = 6.4 Hz, 6H).

Example 12
O TOH
OH
/< S~ rac
0

rac-5-[4-(2,3-Dihydroxy-propoxy)-benz-(Z)-ylidene]-2-[(Z)-isopropylimino]-3-o-tolyl-
15 thiazolidin-4-one is obtained as an off-white powder starting from rac-4-(2,3-

dihydroxy-propoxy)-benzaldehyde (335 mg, 1.70 mmol) and Scaffold 1 (200 mg,

0.85 mmol) following Method D. LC-MS: tg = 0.86 min, [M+1]" = 413. 'H NMR

(CDCl3): & 7.73 (s, 1H), 7.55-7.45 (m, 4H), 7.43-7.32 (m, 3H), 7.03-6.99 (m, 2H),

4.16-4.10 (m, 3H), 3.91-3.84 (m, 1H), 3.81-3.74 (m, 1H), 3.60 (hept, J = 6.4 Hz,
20 1H), 2.56 (s br, 1H), 1.95 (s br, 1H); 1.19 (d, J = 6.4 Hz, 6H).

Example 13



5.29-5.25 (m 1H), 5.22-5.18 (m 1H), 5.17-5.09 (m
2H), 4.38-4.35 (m 2H), 3.95 (dt, J =5.3 Hz, J = 1.7
wo200585215 3. 83 (s, 2H). Scaffold 36 J PCT/EP2004/012953

57. 12(1B00Mg( ®r\64zmmo| 6olgmvﬂogiMe1hdd B. HZ:M$Hjr =

10

15

20

2-[(2)-Met hyli m no] - 3-phenyl -tba&azol i di n-4-one is

obt ai ned as a beige solid follow ng Method B and
starting fromaniline, chl oroacetyl chl ori de and

nmet hyl i sot hi ocyanate. LC Ms: t -043737‘0!1‘ n, [Ml] =
207, HNWR (CDCl ): d 7.52-7cR8 {mor3H), 728724(m
2H), 4.01 (s, 2H), 3.13 (s, 3H) caff old 37
2-[(2)-Methylimno]-3-(2, 3-di netjyl phenyl ) -t hi azol i di n
-4-one is obtained as a | e nge solid foll ow ng
Method B and starting fromNZ(3di met hyl ani | i ne,

chl oroacetyl chloride and nmet/nyl9 sot hi ocyanate. LC- M5

t =0.59 mn, [M1] = 235, MR (CDCl ): d 7.24-7.19
(m 2H), 700695(m H, 304 (s, 2H) 3.12 (s, 3H),
2. 3
eBrgcr:]-gSg{F {.ﬁ'ﬂ%rg 42(2)? ré%é?l%phgﬁ%wj)?? (Z) ylldeF?] % -[(2)- |so|prodayhmlno]

yI |3npfmyl-ﬂu§médw4-pne a&@lbtewnerd ag.- Rﬂh% qll\z;e PoBeigr ééara@g from rac-4-

6 2,@;@%&)%\/&(/ B 3?5 é:cl}lbgoé/%wzaﬁ%eh;;&%m [ZMFrébboT) and Scaffold

2H)‘H @gﬁgﬂ@@tsﬂw Sy F 5ol s =2 3HA dhyF7 5040 BR: 6h), 7.01

5 (a,, B=08.DyHY, qmemze{mmm B8M), r8.82-3180e(n) -AH)) 3)89 (hepg))-= 6.4 Hz,

2 [1@6) 5 V3PP S8 b2°1H), 1.18 (d, J = 6.4 Hz, 6H).

Example 14
0" TOH
0
/< S~ rac

rac-5-(3-Hydroxymethyi-2,3-dihydro-benzo[1,4]dioxin-6-ylmeth-(Z)-ylene)-2-[(Z)-

isopropylimino-3-phenyl-thiazolidin-4-one is obtained as almost colourless crystals
(EA/methanol) starting from rac-2-hydroxymethyl-2,3-dihydro-benzo[1,4]dioxine-6-
carbaldehyde (210 mg, 1.08 mmol) and Scaffold 1 (150 mg, 0.64 mmol) following
Method D. LC-MS: tr = 0.97 min, [M+1]" = 411. '"H NMR (CDCls): & 7.58 (s, 1H),
7.42-7.35 (m, 2H), 7.33-7.24 (m, 3H), 7.06-7.01 (m, 2H), 6.92-6.89 (m, 1H), 4.42-
4.35 (m, 1H), 4.30-4.23 (m, 3H), 4.03 (dd, J = 7.0, 11.1, 1H), 3.51 (hept, J = 6.4

Hz, 1H), 1.10 (d, J = 6.4 Hz, 6H).

Examples 15 to 25

Starting from Scaffold 2, the following examples are prepared:

@ P, [M+1]" = 447



phenyl -t hi azol i din-4-one is obtained starting from
Scaffold 1 (19 ng, 0.08 mmol) and

WQ@2®s542y3ir o- benzo[ 1, 4] di oxi ne- 6- car bal dehyde ¥QBEPI)4/012953
0. 16 mml) followng Method E. 84C-Ms: t = 1.05 mn,
[ Mr1] 381. Exanple 3 1/4
D nmet hyI am no- benz”"ZJ-ylicl ened™-"~ZJ-isopropylimnold-S
-phenyl -thiazoliciin- 4-one is obtagned starting from
Scaffold 1 (19 ng, 0.08 mml/)(ang
di met hyl am no- benzal dehyde (247 0.16 mmol)
foIIovvi ng Method E. LC-MS: = 1.08 M®n, [M1] = 379.

Exanpl e 4
5- [4 (2- Hydroxy et hoxy) benz- ( -ylldene] 2- [(Z)-|sopr
OyllmﬂOJ-d phenyt—thiazotgrn- 40nE|q_cp dreu as
ddsainiesl IR0 Met hod D Mo Scafe @hridl) 1i 1,
343. H NWR (CDCl ): d| 7.74 (5, 1H) 7.54047. 44[f(/h*rﬂ] 4H)
7. 42732 \II ___\ql_l), 7P4=—6—199 (||| LI_I), AT 413 \|||
2H), 4.0343.870(m 2H), 3.60|(hept, J =16.4 Hz, 1H),
205 (s br , . 1.19(¢d, J $0680# Hz, 6H)L.EXafpBe 5
Aim xt ure {ofy
54[ 4- (2- Hydr'oxy- et hoxly) - benz{(Z) -yl i deng]-2-[(Z)-i sopr
opyl 1 m noJ- henyl -f hi azol i|di n-4-one (|75 ng| 0.196
mpol , Exanple 4), K QO (81 ny, 0.588 nmml ), apd net hyl
chl18r oacet @ (250 L)|En DMF|O208L) is st1|Q9eJI385 60 C
faor 96 h pefore it is|diluted with EA (15 nL) |and
washed witth 10% aqg. cjtric acid (50 m)
\N/
17 @ C 0.604 1.03 {380
O/\/OH
18 @ D 0.400 0.98 | 397
/\/O\ﬂ-l/OH
19 é D 0.604 0.91 | 471
o~-OH
20 C'\© D 0.604 1.04 | 431
o/\/OH )
21 \© D 0.604 1.02 | 411
O/\/OH
22 /O\© D 0.604 0.98 |427




and water (2x50 nlL). The organic |layer is evaporated
and the resulting residue is purified by prep. TLC
w@ bpoanes EA 1:1) followed by crystallisation PCDRPR04/012953
smal | amount of nethanol to gives
{2-[4-(2-[(2)-isopropylim no]-4-oxo-3-phenyl thiazolidi
n- 5-ylidene-nethyl)-phenoxy]-ethoxy}-acetic acid.
LG- M5 tR{= & 06~gu, |[ MFIT 3§ 441, H NWVR (CDCI ). d
7.[73 (s, 1 755744(m 4qH), 7.42-7.32
7.2 6.98 |(m)2H), 4.5B-4.50 (016042H) 4. 290 .2511(lm
2H), 3.83|(sY 2H), 3.60 (hept|, J = 6.4 Hz, 1H), 1.19
(d, J = 6.4 Hz, 6H). Exanple|6 OH o rac |After
pyrificatijon o™pregs | TLC pl gt es,

-5-{4-[|l odi hyd - -eth
[J:rt?z‘l?({Z)-£ ﬁﬁﬁ}&{ é;)xl)/sgggjg@%yl) m'enojjx%bgheﬁ’w thia

zql i di n-4-{one is obtalned as |a pal e beige foam
startrg—f+rom-Seatol- g1 (150—hg—0-604—mwol)—{and
rgc-4-[ 2- fr di hydr axy pr opgoxy) - et hoxy]-benzal dehyde
(290 mg, 1. mmol ) follow ng MethodD. |LC MS:

0./9% min, [[Mtl]lo= 471 DH NVR|0ZX0 ): d [71.08 31251H)
7.]55- 7. 51 {( 2H) 7.B5-7.28{(m 3H), 7.[20-7.15 (m -
1H) 7.04-6.98 (m 2H)| 4.20 (t, J = 4.7 |Hz, 2H),
3./94- 3. 88 (m 3H), 3.77-3.55|(m 5H) 2.5 (s br, 1H)
2.19 (s, 3H 2.08 (s br, 1H 1.17 (d, J = 6.4 Hz, 3H)

1. d, = 6.4 Hz, 3H). Exanple 7 C
5- Eﬁ‘-&ﬂ'%ié% (2- hydr oxy- et hoxy) - benz- (2) -yl i dene] - 2- |
(2)'Hi NMRTR}‘UCIs sﬂpbgfis ﬂll')el?yéﬂbmﬁp'srﬁ' '72@ 'P'i‘@(l'nS1H) 7.12-7.07
obt ai ned pa e el I'ow powder starting from 3-chi oro-
(m, 2H), 691 (d 6Hz 1H), 6.06 (s, 2H), 3.58 (hept, J = 64 Hz, 1H), 2.19 (s,

5 3H), 1.18 (d, J = 5.9 Hz, 3H), 1.17 (d, J = 5.9 Hz, 3H).

Example 20

"H NMR (CDCls): 6 7.65 (s, 1H), 7.62 (d, J = 2.3 Hz, 1H), 7.45 (dd, J = 2.3, 8.2 Hz,

1H), 7.36-7.29 (m, 3H), 7.20-7.15 (m, 1H), 7.03 (d, J = 8.8 Hz, 1H), 4.24-4.20 (m,
10 2H), 4.07-4.01 (m, 2H), 3.59 (hept, J = 5.9 Hz, 1H), 2.18 (s, 3H), 2.14 (s br, 1H),

1.18 (d, J =56.9Hz, 3H),1.16 (d, J = 5.9 Hz, 3H).

Example 23

'H NMR (CDCls): 8 7.73 (s, 1H), 7.55-7.50 (m, 2H), 7.35-7.27 (m, 3H), 7.20-7.15
16 (m, 1H), 7.02-6.98 (m, 2H), 4.20 (t, J = 5.9 Hz, 2H), 3.88 (t, J = 5.9 Hz, 2H), 3.58

(hept, J = 6.4 Hz, 1H), 2.18 (s, 3H), 2.09 (p, J = 5.9 Hz, 2H), 1.17 (d, J = 6.4 Hz,

3H), 1.16 (d, J = 6.4 Hz, 3H).

Example 24
20 'H NMR (CDCl3): 8 7.63 8s, 1H), 7.59 8d, J = 2.3 Hz, 1H), 7.43 (dd, J = 2.3, 8.8

Hz, 1H), 7.35-7.26 (m, 3H), 7.17-7.13 (m, 1H), 7.01 (d, J = 8.8 Hz, 1H), 4.24-4.13



4- (2- acet oxy- et hoxy) - benzal dehyde (31 ng, 1.28 mmol)
and Scaffold 1 (150 ng, 0.64 mmol) follow ng Method D.

wooMBs42t5 = 1. 01 min, [M1] = 417; H NVR ( CDCl PQT/EP2004/012953

7.654 (s, 1H) 7.61 (d, J = 2.3 56z, 1H) 7.51-7.32 (m
6H) 7.03 (d, J = 8.8 Hz, 1H) 4.24-4.20 (m 2H),
4.06-4.01 (m 2H), 3.60 (hept, J - 6.4 Hz 1H), 2.15 (s
br,(mltdH), 3.0%9.79 (m) 2H),63.47 Haepto b= 56xiagP118), 8.74 (s br, 1H), 2.16 (s,
5-[3-Fl uoro- 4- %2- hydr oxy- et hoxy) - benz-éZ) -ylidene] -2-]
(277 byl T hBF- 350, Briigh J 15 858 21 2- one i 5
prepared followi ng Method D and starting from 4-(2-
acet oxy- et hoxy) - 3-f | uor o- benzal dehyde (390 ng, 1.7
mmol ) and Scaffold 1 (200 ng, 0.85 mmol). LCGMs: t =
0.98 min, [M1l] = 401; HNWR (CDCl ): d 7.66 (s, H),
7.51-7.28 (m 7H), 7.06 (t, J = 8.2 Hz, 1H), 4.24-4.20
(m 2H), 4.06-4.00 (m 2H), 3.60 (hept, J = 6.4 Hz,
1H), 2.11 (t br, 1H), 1.19 (d, J = 6.4 Hz, 6H).
Exanple 9

5-[4-(2- Hydr oxy- et hoxy) - 3-net hyl - benz-(2) -yl idene]-2-]
(Z)-isopropylimno]-3- phenyl-thiazolidin-4-one is
obt ai ned as an off-white powder starting from 4-(2-
acet oxy- et hoxy) - 3- net hyl benzal dehyde (284 ngy, 1.28
mol ) and Scaffold 1 (150 ng, 0.64 mmol) foll ow ng
Method D. LGMS: t = 0.98 min, [M1l] = 397; H NWR
(cbcl ): d 7.69 (s, 1H), 7.49-7.30 (m 7H), 6.90 (d, J
= 8.2 Hz 1H), 4.17-4.12 (m 2H), 4.03-3.98 (m 2H),
3.59 (hept, J =6,4 Hz, 1H), 2.30 (s, 3H), 1.95 (s br,
1H, 1.17 (d, J = 6.4 Hz, 6H). Exanple 10

5-[ 4- (2- Hydr oxy- et hoxy) - 3- met hoxy- benz-(Z) -yl i dene] - 2-
[(Z)-isopropylimno]-3-



phenyl -t hi azol i di n-4-one is obtained as a pale yell ow
powder starting from4-(2-

wWa@e@sos421et hoxy) - 3- met hoxy- benzal dehyde (305 nBCT/EPR84/012953
mmol ) and Scaffold 1 (150 ng, 0964 nmol) fol | owi ng
Method D. LGMS: t = 0.95 min, [Mrl] = 413; H NMR
(ebcl ): d 7.72 (s, 1H), 7.51-7.45 (m 2H), 7.42-7.39

( mExampleg2816 3132 (m 2H), 7.18 (dd, J = 2.3, 82Hz,
“Sta% i oA s, fs;e%io%é%fx %‘8%%aq%ﬁfepa§98%5 (s
3.60 (hept, J = 6 4Hz|—|)122(d J = 6.4 H,

3H) 1.19 (d, J:64H23H)Exa

5-[4- (13- Hydr oxy- pr opoxy) - be/d[;\(Z)S y, |dene] 2-[(2)-isop
ropyl i m noj - 3- phenyl t hi azol i cone i s obtained
starting from Scaffold 1 (150 rrg o640 mmol ) and A-

( 3- hydr oxy- propoxy) - benzal dehy (173 ny, O. 960 nmol )
followng Method D. LCMS: t = 7 mn, [M1] = 397. H
NVR (CDCl ): d 7.73 (s, 1H), 755733(m 7H) ,

7.[02-6.97](m 2H), B.19 (t] J = 5.9 I-IZ, ZH) 3.89 (t, J

=15.9 Hz, [2H), 3.60| (hept, %:I6.4 , 1H) 2.09 (p, J

= -oga

ra5E>%m'_&e 20, 1.19 {dyo) 7628 He, LELMS Exai'rple 12 OH
mmo

rgc-5-[4- (2, 3- D hydr oxy- pr o oxyp-bee;[]z-(zwmli dene] - 2-
(z)-l soprcpyl i m no] 3-o-tolylthiazo¢lidin- 4-onelis
ohtarTed—4s of f=phtepowder—stagrting7from—
rgc-4-(2, 3- ydroxy-propaxy)-benzal dehyde (335 nmg,
1.]26 mol ) @ Scaffield 1 (@200ry, |0.G85 n6et)

fall ow ng hod D.| LCGMs: |t = 0.86 mn, |[ MW1l] F 413.
HINVR (CDO ): d 7.[73 (s, [H), 7.5%-7.45|(m 4H),
7.143-7.32|(ry"3H), [7.03-6.P9 (m 2H),

O
27 C( E 0.200 1.08 | 395

28 @ E 0.200 1.01 | 380
O/.\/OH
29 @ D 0.400 097 |397
~_-OH
30 C‘ﬁé D 0.604 1.04 | 431

OH
31 °'6£ D 0.604  |0.97 | 461

Example 31




4.16-4.10 (m 3H), 3.91-3.84 (m 1H), 3.81-3.74 (m
1H), 3.60 (hept, J = 6.4 Hz 1H) 2.56 (s br, 1H), 1.95
W@ 2005/054214) ; 1.19 (d, J = 6.4 Hz, 6H). Exanpl ePCT/EP2004/012953

(&)

13rac-5-[3-Chl oro-4-(2, 3-di hydr&y- pr opoxy) - benz-(2) -y
l'idene]-2-[(2Z)-isopropylimno]-

3-phenyl -t hi azol i di n-4~one i s obtained as pale olive
powﬂmmﬁ@ﬁ@:n@p&fsz{sfﬂq ‘97'60 (d, J = 2.3 Hz, 1H), 7.44 (g, = 23 8.8 Hz,
(2, 3-di hydr oxy g&_ | bf 0- benzal dehyde (295

1. 2181)nﬁ1§|9)7 a&zﬂmsébi o 7119((1350|H1)g71@ ?53,0&%[2;-! ), 7.02 (d J = 8.8 Hz,

f oI w%%é}\/?? I 35, g_giz_g%o &W%%PS““% QM;é]é; @E,W Y, 2.75 (s br,

1H)1,H)72§0 (3. 34), (1185 (sty, 1H), 021((d, J 5 64 81z26HE | 1H)
4.25-4.13 (m 3H), 3.92-3.80 (m 2H), 3.59 (hept, J =
6.4 Hz, 1H), 2.70 (s br, 1H), 2.05 (s br, 1H), 1.18
(d, J = 6.4 Hz, 6H). Exanple 14 rac

rac- 5- ( 3- Hydr oxynet hyl - 2, 3-di hydr o- benzo[ 1, 4] di oxi n- 6-
ylmeth-(2)-ylene)-2-[(2)-

i sopropyl i m no- 3-phenyl -t hi azol i di n-4-one i s obtained
as al nost col ourless crystals (EA/ nethanol) starting
from

rac- 2~hydr oxynet hyl - 2, 3- di hydr o- benzo[ 1, 4] di oxi ne- 6~
car bal dehyde (210 ng, 1.08 mmol) and Scaffold 1 (150
ng, 0.64 nmol) following Method D. LCG-Ms: t = 0.97
mn, [M1] = 411. HNWR (CDCl ): d 7.58 (s, 1H),
7.42-7.35 (m 2H), 7.33-7.24 (m 3H), 7.06-7.01 (m
2H), 6.92-6.89 (m H), 4.42- 4.35 (m H), 4.30-4.23
(m 3H), 4.03 (dd, J =7.0, .1, 1H), 3.51 (hept, J =
6.4 Hz, 1H), 1.10 (d, J = 6.4 Hz, 6H). Exanples to 25
Starting from Scaffold 2, the follow ng exanples are
prepared: N



LC- M5 Exanple R Method Scale (mmol) t [Ml] 15 0. 604

1.10 381 16 0.200 1.09 395 17 0.604 1.03 380 18 0. 400
W©@2®803@75 19 0.604 0.91 471 OH 0 D 0.604 1.04 BGLER20DH012953

0.604 1.02 4 11 OH 2 0.604 0.98%2723 D 0.604 1.01 411

OH24 DO0.604 0.96 461 i HCX 25 D 0.650 1.01 425

Exanple HNMR (CDCl ): d 7.69 (s, 1H), 7.34-7.27 (m

3H)Examples 32 10136 m 1H), 7.12-7.07 (m 2H), 6.91 (d, J
zms’tgrzfiﬁé groéllsécaﬁolg Qf gh%' foﬁcming %xgrﬁp(eg?m/e been p@ep%rgg‘.’
R
=Y ‘%Sf
o]
Scale LC-MS
Example Method

(mmol) |tk [M+1]*

R
—\O
32 E 0200 |1.09 |381

oY
O
33 Ej E 0.200 1.09 |395
O/\/OH
34 @ D 0.400 0.97 |397
O/\/OH

35 C'j@ D 0.604 1.05 | 431

OH
36 C'Wém D 0604 |0.98 | 461

Example 35

"H NMR (CDCl5): & 7.64 (s, 1H), 7.60 (d, J = 2.3 Hz, 1H), 7.44 (dd, J = 2.3, 8.2 Hz,

1H), 7.30-7.19 (m, 4H), 7.02 (d, J = 8.2 Hz, 1H), 4.23-4.19 (m, 2H), 4.07-4.00 (m,

2H), 3.59 (hept, J = 6.4 Hz, 1H), 2.40 (s, 3H), 2.14 (s br, 1H), 1.19 (d, J = 6.4 Hz,
10  6H).



3H), 1.18 (d, J = 5.9 Hz, 3H),
3H). Exanple 20 H NVR (CDCl )
W@ 2go5d54212. 3 Hz, 1H), 7.45 (dd
4

.17 (d, J = 5.9 Hz,
7.65 (s, 1H), 7.62
2.3, 8.2 HCT/LPH0p4/012953

7.36-7.29 (m 3H), 7.20-7.15 (rgo1H), 7.03 (d, J = 8.8
Hz, 1H), 4.24-4.20 (m 2H), 4.07-4.01 (m 2H). 3.59
(hept, = 5.9 Hz, 1H), 2.18 (s, 3H), 2.14 (s br, 1H),

1
d
J

6o

07
3
(d, J =5.9 Hz, 3H).

1. l@x lesd 37 1P4P Hz, 3H), 1 16

é bt 73 (s, 1H), 7.55-7.50
mStgq:t[pg frone Scaffold 5¢ the guq,wmg eg@npleg@ayﬁ]begm)orepared
702 6.98 (m 2H), 4.20 (t, J = 5.9 Hz, 2H), 3.88 (t,
J =590 H, 2H), 3.58 (hept, J = 6.4 Hz, 1H), 2.18 (s,
3H), 209(p, J =5.9 H, 2H); 1.17%(d, J = 6.4 Hz,
3H), 1.16 (d, J = 6.4 Hz, 3H}4_I%ﬁ le 24 H NMR (CDCl
): d 7.63 8s, 1H), 7.59 8d, =R-3,Hz, 1H), 7.43 (dd,
J =2.3 88H, 1H, 7.35-7.26.{m"3H), 7.17-7.13 (m
1H), 7.01 (d, J = 8.8 Hz, 1H), 4-4.13(m 3H),
3.91-3.79 (m 2H) 3.57 (hept, —59Hz, 1H), 2.74 (s
br—H—276—(s—3H—1—17 §a| 5 Omﬁz 3H—2415 (d,
J 7 iz RBH) Exarrng&&G & §1 St}Ptl g from
Sc;ﬁ’ ol'd 3, the fol|ow ng puamplies |& e p[‘m~p’qfed sV
Scal—c.LEG-—MS—g}\ZWp! el R Methpd (ol )+ [Mel
37 E 0.200 1.11 | 395
oY
O
38 (j E 0.200 111 | 409
\N/
39 © E 0.200 1.05 | 394
O/\/OH
40 © D 0.763 0.99 |411
/\/Ox/t{/OH
41 é D 0.572 093 |485
~_-OH
42 C'jé D 0.572 1.06 |445
O/\/OH
43 Fj@ D 0572 1.03 | 429




26 0.200 1.08 381 27 0.200 1.08 395 28 0.200 1.01 380
29 D 0.400 0.97 397 -OH 30 D 0.604 1.04 431 3 1 D
WO28840502197 461 Exanpl e 31H NWR %CDCI ) d 7. 64PCHEPINY/012953
7.60 (d, J = 2.3 Hz, 1H), 7.44 9Hd, J = 2.3, 8.8 Hz,
1H), 7.39-7.33 (m 1H), 7.23-7.19 (m 1H), 7.15-7.10
(m 2H), 7.02 (d. J =88 Hz, H). 425415 (m 3H),
.193-3.80 |[(mo29°H B. 60 (hépt, J 6./4 Hz H), 2.79 (s

br, 1.85 r, 1. (d, [J =
6. |4 4{D|z 6%#@@ olb3 to 8578 artm]"g3fﬁg‘r§h53caffo| d
4,1 the fol{l owf ng expnpl es have been prepared: Sqal e

P
b1 )t [ M4l
apl )t [ ML

0

L NS Exarpho R Mot hot—(r _0l32 6240 1. 09
381 33 0.400 097305 CH 3§ D 0.40Q 0.97|397 35]0. 604
1. {045 431 D 0572|100 |441
o Lo
46 0O D 0572|088 |475
HO

47 ©/o D 0.650 1.00 |439

Example 40

*H NMR (CDCls): 8 7.73 (s, 1H), 7.56-7.51 (m, 2H), 7.24-7.18 (m, 2H), 7.06-7.00

(m, 3H), 4.18-4.14 (m, 2H), 4.04-3.98 (m, 2H), 3.50 (hep, J = 6.4 Hz, 1H), 2.35 (s,
5 3H), 2.05 (s, 3H), 2.00 (s br, 1H), 1.18 (d, J = 6.4 Hz, 3H), 1.17 (d, J = 6.4 Hz, 3H).

Example 47
"H NMR (CDClg): 8 7.57 (s, 1H), 7.17-7.00 (m, 4H), 6.97-6.85 (m, 2H), 4.30-4.18

(m, 2H), 4.11-4.03 (m, 1H), 3.86-3.70 (M, 2H), 3.49 (hept, J = 6.4 Hz, 1H), 2.26 (s,
10 3H), 1.95 (s, 3H), 1.07 (d, J = 6.4 Hz, 6H).

Examples 48 and 49

Starting from Scaffold 6, the following examples are prepared:

R
Loof
)

15



H OH 36 D 0.604 0.98 461 Exanple 35 H NVR (CDCl

7.

Hz
(h
1.

64 (s,

, 1H),
ept, J
19 (d,

1H),
WQ2®5/081225 Hz,

4.

7. 60
1H),

4.19
4 He,

23-

(d, J

(m 2H),
2.40 (s,

1H),

2.3 Hz,

7.30-7.19 (m 4H),

3H),

1H),

7.44 (dd,
7.02 (d,POT/EPBO£012953
4.0624.00 (m 2H),
2.14 (s br,
6.4 Hz 6H) . Exanpl es 37 to 47 Startlng

fr
pr
[N
1.

om Scat

epanaue
1] 3

J
f[o

he
L

(Dl—"

ChMVieBhdeix &

.11 395

fr11

BSTE

fol I oM ggg@Xanpi espmsave been
hnpl e R et hod

3Emmoboo

05394

48

ps U. YUY

E

1111 0. 577

0.200

1.12

0.793

409

o d
J —

3.59

1H),

~—+

39 0. 200

85 OH

49 0.762 1.00 | 411

10

Example 48
'H NMR (CDCl3): 8 7.72 (s, 1H), 7.56-7.50 (m, 2H), 7.14-6.98 (m, 5H), 4.17-4.12

(m, 2H), 4.02-3.96 (m, 2H), 3.58 (hept, J = 6.2 Hz, 1H), 2.37 (s, 3H), 2.14 (s, 3H),
2.04 (s br, 1H), 1.17 (d, J = 6.2 Hz, 3H), 1.16 (d, J = 6.2 Hz, 3H).

Examples 50 to 51

Starting from Scaffold 7, the following examples are prepared:

A, %SfR
o

Scale LC-MS
Example | R Method .
(mmol) tr [M+1]
0
0
50 (j E 0.200 1.13 | 409
O/\/OH
51 @ D 0.762 1.02 411




2 DO0.572 1.06 445 3 D 0.572 1.03 42944 D 0.572 1.03
425 45 D 0.572 1.00 441 CyL OH 46 D 0.572 0.98 475

WO 074205 0. 650 1. 00 439 Exanple 40 H NVR ( CDGPCH/EPZH04/012953
7.73 (s, 1H) 7.56-7.51 (m 2H),637.24-7.18 (m 2H),
7.06-7.00 (m 3H), 4.18-4.14 (m 2H), 4.04-3.98 (m
2H), 3.50 (hep, J = 6.4 Hz, 1H), 2.35 (s, 3H), 2.05
(s,EX3ahfple 8100 (s br, 1H), 1.18 (d, J = 6.4 Hz, 3H)

1.17 (d = 6.4 Hz, 3H). Exanmple 47 :

7. 26 IR gk 51573 GolkmT S 554 A1y, 4T (he" s TH), 7.17-7.12
4. 8 fg- 4.03-8683m( @H)"B.57 (hept, J =
2%0%&?%97'?%6'?@?' gHéjﬁ‘ﬂ?@%&@g@ 26 ( ,ﬁH) F? 95 (hep
(5.6.8Hp, 1H). @715 is, 602,81 65 I, 1B 16 e drpPédiagting a0
gStarting from Scaffold 6, the follow ng exanples are
prepared: Scal e LCG- M5 Exanple R Method (mmol) t [ M+l]

48 BExamper52 10157 409 49 D 0.762 1.00 4 Exanple 48

Starting from Scaffold 8, the following examples are prepared:
/( \ R
S
N=( f
0
Cl

Scale LC-MS
(mmol) tr [M+1]"

Example | R Method

O-'\O
52 ©/ E 0200 [1.11 |401
o™
53 (jo E 0.200 1.11 | 415
\N/
54 © E 0.200 1.09 | 400
o/\/OH
55 @ D 0.744 0.99 |[417
~_OH
56 C'ﬁé D 0.558 1.05 | 451
OH
57 C'Wigg D 0558 |0.98 |481

10



HNW (CDCl ): d 7.72 (s, 1H), 7.56-7.50 (m 2H),

7.14-6.98 (m 5H), 4.17-4.12 (m 2H), 4.02-3.96 (m
wWQ@p)os8588 (hept, J = 6.2 Hz, 1H), 2.37 (s, 3H) PCRER2004/012953

(s, 3H), 2.04 (s br, 1H), 1.1784d, J = 6.2 Hz, 3H),

1.16 (d, J = 6.2 Hz, 3H). Exanples 50 to 51 Starting

fromScaffold 7, the foll ow ng exanpl es are prepared:

Scal e LC- M5 Exanmple R Method (mmol) t [M1] 50 E 0. 200

1. .84 D 0.762 1.02 411Exanmple 51 H NVR (CDCl ):

d 1H), 7.57-7.52 (m 2H), 7.27-7.21 (m 1H),

7 fHNMIQ(QmGIe,)ZF&)? 7. (@41!6) FBE-M502h, 344)1844 ~7.32 (m, 3H), 7.04-7.00

2, 20 4 e 08 B 1) 5,0 3 (5 By, 2156 oSt L2 5.1 14, 201 ¢

56H)br, BranpizeE, 52 5.9 Hz/ 38),ar16 po Ji= e aiHhol d 8, the
foll ow ng exarrpl es are prepared Scale LC-MS Exanple R
Met hod (nmmol ) t [M+1l] 52 [ E 0.200 1.11 401 53 E 0. 200

1. Tkl 54 E 0.200 1.09 400
o™
O

10  5-(2,3-Dihydro-benzo[1,4]dioxin-6-yImeth-(Z)-ylidene)-2-[(Z£)-isopropylimino]-3-(2-
methoxyphenyl)-thiazolidin-4-one is obtained starting from Scaffold 9 (53 mg,
0.200 mmol) and 2,3-dihydro-benzo[1,4]dioxine-6-carbaldehyde (49 mg, 0.300
mmol) following Method C. LC-MS: tg = 1.03 min, [M+1]" = 411.

15 Examples 58 to 60
Starting from Scaffold 9, the following examples are prepared:

=Y {fi
Ora

Scale LC-MS
(mmol) | tr [M+1]"

Example | R Method

58 (j C 0.200 1.03 | 411




55 D 0.744 0.99 417 56 D 0.558 1.05 451 57 D 0. 558

0.98 481Exanple 55 H NMR (CDCl ):

W@ 286074250 (m 3H),

7.41-7.32 (m 3H),

d 7.74 (s,

1H),
7. 04- 7. POI/EP3004/012953

2H), 4.18-4.13 (m 2H), 4.04-3668 (m 2H), 3.58 (hept,
J 6.1 Hz, 1H), 2.01 (s br, 1H, 1.17 (d, J = 5.9 Hz,
3H) 1.16 (d, J = 6.4 Hz, 3H). Exanple 58
5{(2,3-D 1y(&;'/e-mn20[1,4]d| oxi n-6-yI netht (2)-yl|dene)-
21[(2) -i sppriopyl i mino] - 3- (|2-
m=660xyphe@ -t hi g4dl i di n-W3Bhe | 5088t aj ALY starting
from Scaffod 9 (53 ng, 0.[200 nmmol ) and
2,)3-di hydf o-‘benzo[ 1, 4] di ox|i ne- 6- caf bal dehyde (49 ny,
0300 mrol ) T mwi|ng METhod C. CLCFVS. t] = 1.03|mn,
[ Mtl] = 4| g EXanpl €5.58 tg 6 itar i fr Scaffold
9)6Phe follo g ex | es 8 repapgg: S% e LC-MS
Exanpl e R|Met hod (nnol) [M+1l] 58 C 0.200{ 1.03 4|1159 D
01378 092 413 60 PB-0-5670-99 447 Exarpte—60—H NVR -
(CDCI) d 7.55 (s, 1H) 7.52 (d, J = 2.3 Hz, 1H),

2H) 715(dd J = 1.8, 76Hz 1H),

E&aﬁ}%%dm
2|-|)H NMR (C rBI?, 5'7.55 (s 1H) 752 (é“J 2@ 'Hz 1H) 73872(9an 2H), 7.15

(dd, J = 1.8, 7.6 Hz, 1H), 7.00-6.92 (m, 3H), 4.15-4.11 (m, 2H), 3.98-3.93 (m, 2H),
3.72 (s, 3H), 3.50 (hept, J = 6.4 Hz, 1H), 2.08 (s br, 1H), 1.09 (d, J = 6.4 Hz, 3H),
1.08 (d, J = 6.4 Hz, 3H).

5



3.72 (s, 3H), 3.50 (hept, J = 6.4 Hz, H, 2.08 (s br,

1H, 1.09 (d, J = 6.4 Hz, 3H), 1.08 (d, J = 6.4 Hz,
w@kosasanpl es 61 and 62 Starting from Scaf f ol dPADEP1004012953

foll ow ng exanpl es are preparedgs Scal e LC-M5 Exanple R

Method (mmol ) t [M+1l] 61 E 0.200 1.06 411 62 D 0.380

0.95 413 Exanple 63 to 65 Starting from Scaffold 11,

thgxgmdlég/\épg?@égnpl es are prepared: > Scale LC- M5

Exanpr e 0 mmol) t [M1l] 63 E 0.200 1.05 41164
D Stagog droosSaaffolé40.0he fopwing e@xnaples aresRrgRales: 66 t o
71 Starting from Scaffold 12, the foll ow ng exanpl es

are prepared: // Scale LC M 5
S
/<N=< f
o
P
Scale LC-MS
Example [ R Method .
(mmol) tr [M+1]
o
o)
61 C( E 0.200 1.06 | 411
~_OH
62 é D 0.380 095 [413

Example 63 to 65
Starting from Scaffold 11, the following examples are prepared:

R
A, #Sf
O

Q
Scale LC-MS
(mmol) tr M+1]"

Example | R Method

63 C( E 0.200 1.05 | 411




Exanple R Method (mmol ) t [M+l] "}o 66 0.200 1.07 331
67 0.080 1.05 345 68 20.0 0.99 330.2 9 D 0.757 0.94
W@2005HH205 756 1. 02 38171 Ck X D 0.756 0.94 411PGCT/EP2004/012953
Example 68 HNVR (D -DVBO): d ®B55 (s, 1H), 7.46-7.42
(m 2H), 6.82-6.76 (m 2H), 5.90- 5.76 (m 1H),
5.13-5.02 (m 2H), 4.36-4.27 (m 2H), 3.50 (hept, J =
6.0 Hz, IH), 2 BH(p, 6H), (L. 16 (d[ J 5.9 Hz, |6H).
Example 69 HNVR (ODCl ): f 7.66 ($, 1H)| 7.51-7. 46
(m642H) , (ﬂ%6 96 (W 2H)|03806- 5833 m 418,
5 4.16-4.12|(m
I

8
{28-5. 14 |(w? 2H), B.49-4.84 (m 21,
D 6.1 Hz, |1H),

5.9 Hz, |6H).
old{13, the
L anple R

2H), 4.0343.196 (m
2.0t 3 } It 24 J
I f

b3 :

EXanpl es T2.tQ 77 Startingjfrom Scaf

f 9i8%wi ng |exdm)l es pPe prep@HOBd: S¢&
d

H)y, 3.b5 (hept,

Example 66 to 71
Starting from Scaffold 12, the following examples are prepared:

S %SfR
g 0

Scale LC-MS
(mmol) | tr [M+1]

R
’\O
66 E 0200 [1.07 |331

Example Method

O
67 ©/ E 0.080 1.05 |345
\N/
68 @ C 20.0 0.99 |330.2
O/\/OH

69 @ D 0.757 0.94 |347
OH
70 C'g D 0.756 1.02 | 381




(mml) t [M1] 72 C 0.640 1.06 367 73 C 0.333 1.05 381

j74 D 0.854 0.95 383 75 D 1.067 1.01 417 i 76 D 1. 067
W@20%03075 1 O H 77 D 0.640 0.94 447 Exanpl e 74PEH/ERMR04/012953

(CDC ): d 7.74 (s, 1H) 7.56-7.88 (m 4H), 7.43-7.32

(m 3H), 7.03-6.98 (m 2H), 4.18-4.13 (m 2H),

4.04-3.96 (m 2H), 3.38 (t, J = 6.6 Hz 2H), 2.01 (s

br[ IH), .[7Z-&5%A M ZH), [0.95 (T, .6 Hz, 13H).
Ex le 76 (4 ) 2 (9, 53-7.33
chre s AR ), dorek, (gt 55 ] %
406400(m’2|—|), B.40 (t] J = 7.0 2H) ., 2.33 (s,
3H), 1.98 (t br, J =6 Hz, 1H), 167(hex J = 7.0 Hz,
2H), 0.96 (t, J =7.0 Hz, 3H). Exanple 78 to 86
Starting from Scaffold 14, the follow ng exanples are
pr epairgsle 88al e LC- M5 Exanpl e R Met hod

"H NMR (Dg-DMSO): § 7.55 (s, 1H), 7.46-7.42 (m, 2H), 6.82-6.76 (m, 2H), 5.90-
5 5.76 (m, 1H), 5.13-5.02 (m, 2H), 4.36-4.27 (m, 2H), 3.50 (hept, J = 6.0 Hz, 1H),
2.99 (s, 6H), 1.16 (d, J = 5.9 Hz, 6H).

Example 69

'H NMR (CDCl3): 5 7.66 (s, 1H), 7.51-7.46 (m, 2H), 7.01-6.96 (m, 2H), 5.96-5.83
10 (m, 1H), 5.28-5.14 (m, 2H), 4.49-4.44 (m, 2H), 4.16-4.12 (m, 2H), 4.03-3.96 (m,

2H), 3.55 (hept, J = 6.1 Hz, 1H), 2.01 (tbr, J = 5 Hz, 1H), 1.24 (d, J = 5.9 Hz, 6H).

Examples 72 to 77
Starting from Scaffold 13, the following examples are prepared:

?
d 0

15

Scale LC-MS
Example [ R Method .
(mmol) tr [M+1]
0
ﬂ\o
72 C 0.640 1.06 |[367
o
o}
73 fj C 0.333 1.05 | 381




(mmol) t [ M+1]

.0 78 0.805 1.08 381 9 0.805 1.08 395 0

D 0.805 0.96 397 1 0.427 0.99 4 11 OH 2 0.805 1.03 431
wW@20568113. 01 411 OH 4 D 0.604 0.96 461 5 0. 35HCDEPRRI04/012953

46
(s

1
, 1H),

7.20-7.16 (m 1H),

6 0.314 0.96 461Exanpl e 880 H NMR (CDCl ) :
7.57-7.52 (m 2H)

7.36-7.28 (m 3H)
7.05-7.00 (m 2H) 4.18-4.14 (m

2H

3H), (sLbr,
04z, SFD;:annpl
56- 7. 51 (¥ 2H)

6.98 (m

7.
7

1H),

. 4. 04-
2.00

7. 03-

3. 8o PH)

1

1. 68-
bDg81 H
7.35-7.

DH), 4.

3. 46-3.30 (

.56 (m
NBRRS5¢ CDC

P8 (m 3K

o (t, J

m 2H)
2H),
095 d

),
= 5.9

7.20-7.15

, 2.20
.93 (t,
3834 (9

Hz, 2H)

(t
2

, J = 0.
.%—2.03

9
(m%?%tf,

3. 49-

1D68- 1.

3.30 (m

7067

ZH),

K

’.010' 9%19t -

Z. 20 S

76

o~OH

1.067

0.97

397

77

o \(ES/\Q\OH

0.640

0.94

447

10

15

Example 74
'H NMR (CDCls): § 7.74 (s, 1H), 7.56-7.44 (m, 4H), 7.43-7.32 (m, 3H), 7.03-6.98
(m, 2H), 4.18-4.13 (m, 2H), 4.04-3.96 (m, 2H), 3.38 (t, J = 6.6 Hz, 2H), 2.01 (s br,
1H), 1.72-1.59 (m, 2H), 0.95 (t, J = 7.6 Hz, 3H).

Example 76
'H NMR (CDCl3): 8 7.72 (s, 1H), 7.53-7.33 (m, 7H), 6.93 (d, J = 8.8 Hz, 1H), 4.19-
4.15 (m, 2H), 4.06-4.00 (m, 2H), 3.40 (t, J = 7.0 Hz, 2H), 2.33 (s, 3H), 1.98 (t br, J
=6 Hz, 1H), 1.67 (hex, J = 7.0 Hz, 2H), 0.96 (t, J = 7.0 Hz, 3H).

Example 78 to 86

Starting from Scaffold 14, the following examples are prepared:

R
o)

S

d 7.74

(s,

J =

, 1H)

(m

, 3.89

, 3H),
7.6



HzZ, 3H). Exanple 86 HNI\/R(CDCI . d 7.66 (s, H, 7.62
(d, J =2.3 Hz, 1H), 7.47 (dd, J = 2.3, 8.8 Hz, 1H),
WQ 286074228 (m 3H), 7.21-7.16 (m 1H), 7.05 (dPCTVER2084/612953
Hz, 1H), 4.25-4.16 (m 3H), 3.9263.82 (m 2H),
3.45-3.30 (m 2H) 2.72 (d, J = 4.1 Hz, 1H), 2.20 (s,
3H), 2.07 (t, J =6.2 H, H, 1.63 (hex, J = 7.0 e,
2H), 0.93 (T, J = 710 Az 3HgcgEXa nrlL@_ﬁ]gtovS—
St|drxanme f{rRom Scaf f pMeéthldal, | t he f ol lowi ng_exanpl es are
prlepar ed: |Scal e LC- M5 Exama(l’ele)l\/b frod (Wrbﬂj t|[ MH1]
87 C 0. 762 1509 395 88— €01 762110 4090TH89—D|0. 762
0.[98 411 O H 90 D 0} 762 0.92 485 9|1 D 1]/906 1.(Q5 445
i |98 D 0.5 .02 4p6 93 D|0.8062 0.90844]1 381 H
)
O
79 fj C 0805 [1.08 |395
O/\/OH
80 @ D 0.805 0.96 |397
0" >""OH
81 @ D 0.427 0.99 |411
O/\/OH
82 C'\@ D 0.805  |1.03 |431
O/\/OH
83 jﬁj D 0.604 1.01 | 411
OH
84 C'Wé " Ip 0.604 |0.96 |461
" oM
85 C'Wé *|F 0.351 |0.96 |461
o /Y\OH
86 Wé"“ F 0.314 0.96 |461




94 D 0.762 0.90 441 OH 95 D 0.572 0.98 475 Exanpl e 87
HNW (CDCl ): d 7.69 (s, 1H), 7.23-7.18 (m 2H),
wQ@203074208 (m 2H), 7.04-7.00 (m 1H), 6.93-6.POI/EP3004/012953
1H), 6.06 (s, 2H), 3.46-3.30 (rq12H), 2.34 (s, 3H),
2.07 (s, 3H), .70-1.55 (m 2H), 0.92 8t, J = 7.6 Hz,
3H). Exanple 89 HNWR (CDCl ): d 7.74 (s, 1H),
7. xam@@8bm 2H), 7.23-7.20 (m 2H), 7.05-7.00 (m
H, 4.18-4.14 (m _2H), 4.03-3,98 (m ,
(m HeNHR gc:@@lgxgsm/.gﬁ)(s 7 5675214 qﬂ%g'%spggg((m 3H), 7.20-7.16

2H) L 7. ~
&y m, 145757 B0 Tl AM)8,183¢ N4 IR o4 09 989 2k, 3.46-8.30 (.
or RHi 820 (X0EH, 208 6 wmﬁ@aahpsémazwgma(m § He, 3H).
dl\/H-l] 96 C 0.08 1.11 395 97 D 0.604 1.08 431Exanple 98

to 101 Starting from Scaffold 17, the foll ow ng
exdbramnegle 8de prepared: Scale LG MS Exanple R Met hod

"H NMR (CDCls): & 7.74 (s, 1H), 7.56-7.51 (m, 2H), 7.35-7.28 (m, 3H), 7.20-7.15

(m, 1H), 7.03-6.98 (m, 2H), 4.20 (t, J = 5.9 Hz, 2H), 3.89 (t, J = 5.9 Hz, 2H), 3.49-

3.30 (m, 2H), 2.20 (s, 3H), 2.15-2.03 (m, 2H), 1.68-1.55 (m, 2H), 0.92 (t, J = 7.6
10 HZ, 3H).

Example 86

'H NMR (CDCls): § 7.66 (s, 1H), 7.62 (d, J = 2.3 Hz, 1H), 7.47 (dd, J = 2.3, 8.8 Hz,

1H), 7.36-7.28 (m, 3H), 7.21-7.16 (m, 1H), 7.05 (d, J = 8.8 Hz, 1H), 4.25-4.16 (m,
15 3H), 3.94-3.82 (m, 2H), 3.45-3.30 (m, 2H), 2.72 (d, J = 4.1 Hz, 1H), 2.20 (s, 3H),

2.07 (t, J = 6.2 Hz, 1H), 1.63 (hex, J = 7.0 Hz, 2H), 0.93 (t, J = 7.0 Hz, 3H).

Example 87 to 95
Starting from Scaffold 15, the following examples are prepared:

R

S 7

N l)

20
Scale LC-MS

Example Method .
(mmol) tr [M+1]
87 C 0.762 1.09 | 395
88 C 0.762 1.10 | 409




5

10

(nrol) t [Mr1] 98 0.850 1.06 368 99 0.08 1.04 382 OH
100 0.850 0.95 384 -OH 101 D 0.638 1.01 418 Exanple 98
WORMNMBSQCDCI ): d 7.68 (s, 1H), 7.53-7.35 (m BEI/EP2004/012953

7
2.

14-7.10 (m 2H), 6.92-6.88 (M2 1H), 6.05 (S, 2H),
60(S6H) Exanple 99 HNWR (CDCl ): d 7.65 (s, 1H),

7.54-7.35 (m 5H), 7.15-7.09 (m 2H), 6.94 (d, J = 8.2
HT; . 3574 o (M 4H)[ 2258 (§, 6H)[] Exanplje 100
HNVR ( 9:>d 7.[74 (s, AH), 7.58-7.35/(m 7H],
7..@9-6. 99 @2%0 4.07-4.130.762 2H)0.98. 0B4B198 (m 2H)
2|62 (s, 6H# 2.00 |(s br, AH).Exanple 102 and 103
Stlarti ng frdm Scaffold 18,| the fol|ow ng| exanpl ¢s are
prreparec—Secat AiVBExanpteR-vettrod—(mot)y—t [ Mr1]
102 D 0. 6¢

P3P © 636& 90 0762 |0.92 |485

91 \é D 1.906 1.05 | 445

o ~OH

92 jﬁj D 0572  |1.02 |425

~_OH
93 /‘\é D 0.762 0.99 |441

0] OH

94 @OH D 0762 | 090 |441
OH

95 C'Wé “ b 0572 |0.98 |475

Example 87

'H NMR (CDCly): & 7.69 (s, 1H), 7.23-7.18 (m, 2H), 7.13-7.08 (m, 2H), 7.04-7.00
(m, 1H), 6.93-6.90 (m, 1H), 6.06 (s, 2H), 3.46-3.30 (m, 2H), 2.34 (s, 3H), 2.07 (s,
3H), 1.70-1.55 (m, 2H), 0.92 8t, J = 7.6 Hz, 3H).

Example 89

'H NMR (CDCl): & 7.74 (s, 1H), 7.57-7.52 (m, 2H), 7.23-7.20 (m, 2H), 7.05-7.00
(m, 3H), 4.18-4.14 (m, 2H), 4.03-3.98 (m, 2H), 3.48-3.30 (m, 2H), 2.35 (s, 3H),
2.07 (s, 3H), 1.67-1.57 (m, 2H), 0.93 (t, J = 7.6 Hz, 3H).



103 D 1.815 0.96 403 Exanmple 103 H NWMR (CDCl ): d 7.67
(s, 1H), 7.62 (d, J = 2.3 Hz, 1H), 7.54-7.33 (m 6H),
wQ2@4/084215J = 8.8 Hz, 1H), 4.25-4.20 (m 2H), BECDBP20OR12953
(m 2H), 3.49 (q, J = 7.0 Hz, 283, 2.16 (s br, H),
1.25 (t, J = 7.0 Hz, 3H). Exanple 104 to 108 Starting
from Scaffold 19, the follow ng exanples are prepared:
le R Method (mmol) t [M+1l] 104

Sc dxamuiee/86 BrA 97
R SR T e

Exanpl e 109 and 110 Starting rom affold 20, the
foll ow ng exanpl es are prep Scal e LC- M5
Exanpl e R Method (mmol) t [M+1'1_<

S

Scale LC-MS
(mmol) tr [M+1]"

Example | R Method

o

96 [j ° C 0.08 111 | 395
OH
97 C'g D 0.604 1.08 | 431




109 D 0.604 0.94 397 110 D 0.604 1.02 431 i Exanple O

HNW (CDCl ): d 7.67 (s, 1H), 7.63 (d, J = 2.3 Hz,
woHQ05/854265 (dd, J = 2.3, 8.8 Hz, 1H), 7.25-7.19PCTEPDBY/012953

7.07-7.01 (m 2H), 4.25-4.20 (m4 2H), 4.08-4.02 (m

2H), 3.55-3.43 (m 2H), 2.35 (s, 3H), 2.15 (s br, 1H),

2.07 (s, 3H), 1.25-1.19 (m 3H).Exanple 111 and 112

St dbimple BBdoniStaf f ol d 21, the fol |l owi ng exanpl es are

1 B it So8ega?. e Re e a8 St Balsd e

and 4 Starting from Scaffold 2,{62 foll ow ng

exanpl es are prepared: N Scaljge L& Exanpl e R Met hod

(mol) t [M1] 113 D 0.572 1.0@ 5

Scale LC-MS
Example R Method .
(mmol) tr [M+1]
O
_‘\O
08 C 0.850 1.06 | 368
oY
O
99 Ej E 0.08 1.04 | 382
O/\/OH
100 @ D 0.850 0.95 |384
~_OH
101 C'Wé D 0.638 101 |418
5 Example 98

'H NMR (CDCls): 5 7.68 (s, 1H), 7.53-7.35 (m, 5H), 7.14-7.10 (m, 2H), 6.92-6.88
(m, 1H), 6.05 (s, 2H), 2.60 (s, 6H).

Example 99
10 'HNMR (CDCl3): 8 7.65 (s, 1H), 7.54-7.35 (m, 5H), 7.15-7.09 (m, 2H), 6.94 (d, J =
8.2 Hz, 1H), 4.35-4.29 (m, 4H), 2.58 (s, 6H).

Example 100 7
'H NMR (CDCla): 8 7.74 (s, 1H), 7.58-7.35 (m, 7H), 7.04-6.99 (m, 2H), 4.17-4.13

15 (m, 2H), 4.03-3.98 (m, 2H), 2.62 (s, 6H), 2.00 (s br, 1H).



114 D 0.572 1.07 445 Exanple 4H NWR (CDCl ): d 7.67

(s, 1H 7.62 (d, J = 2.3 Hz, 1H), 7.46 (dd, J = 2.3,
W@205M4213H) , 7.39-7.29 (m 3H), 7.20-7.16 (mPAHEP2004/012953

7.05 (d, J =8.8 Hz, 1H), 4.25-420 (m 2H), 4.07-7.02

(m 2H) 3.51-3.35 (m 2H), 2.20 (s, 3H), 2.14 (s br,

1H), 1.65-1.55 (m 2H), 1.43-4.30 (m 2H), 0.93 (t, J

= 7.3 Hz, 3H). Exanple 5 and 116 Starting from

Scaffold 23, the follow ng exanples are prepared: f

Scdbxamute (82 erd#8Be R Method (nmol) t [Mrl] 115 D

0. 5$4t§rtﬁ|18(?r%n§1 §ég{i€§’ 1B fplegf&%\/\gi?gg)f(aé'ﬁﬁle@é%ﬂeﬁﬁréd?t o 120

Starting from fold 24, oW ng exanpl es are
prepared: N Scale LC-M5 Exanple R Method (nmol) [ Mrl]
117 E 0.200 1.12 381TH S PAGE W FURNI SHED UPON

FI LI NG THE | NTERNATI ONAL APPLI 123 D 0. 200 0. 96
381 :Z

Scale LC-MS
Example R Method .
(mmol) tr [M+1]
O/\/OH
102 @ D 0.681 0.89 369
~_-OH
103 C'jé D 1.815 0.96 |403
5
Example 103
"H NMR (CDCl3): 5 7.67 (s, 1H), 7.62 (d, J = 2.3 Hz, 1H), 7.54-7.33 (m, 6H), 7.04
(d, J = 8.8 Hz, 1H), 4.25-4.20 (m, 2H), 4.09-4.02 (m, 2H), 3.49 (q, J = 7.0 Hz, 2H),
2.16 (s br, 1H), 1.25 (t, J = 7.0 Hz, 3H).
10

Example 104 to 108
Starting from Scaffold 19, the following examples are prepared:

R
N :<Sf
o

Scale LC-MS
(mmol) tr M+1]**

Example R Method

104 E 0.200 1.06 | 367




Exanpl es 124and 125 Starting from Scaffold 26, the
foll ow ng exanpl es are prepared: f Scale LC-M5 Exanpl e
wordisphes (mol ) t [ Mtl] 124 D 0. 283 1. 08 389 RQBEP2004/012953

0.

283 1.14 423 Exanple 124 H NV (CDCl ): d 7.60 (s,

1H) 7.51-7.46 (m 2H), 7.01-6.96 (m 2H), 4.49 (tt, J

OT R, F,DNI
- =

3.5, 11.8 Hz, 1H), 4.16-4.1 1 (m 2H), 4.02-3.96 (m

., 3.51 (NepEg: = 6.4 Hz, |[IH), 2.50-2.35 (m :
.P9 (s br, 165.90-1.80(”1 2H), 1.70-1.135 (m BH),
.p®0gd, J 3 @ Hz 6HE Exam®200126 [t160931 &lartipg
pm Scaf folid~Z7, the|follow|ng exangl es ar|e
ppar ed: Scall e’ LC- M5 Exanpl e [Met hod (jmmol ) [t [ M+1]| 126
.00 1.12 338227 0.200 1.12 347 r 128 0.200 1.07] 332
106 E 0.200 098 |366
O/\/OH
107 @ D 0.200 092 |383
~_-OH
108 C'Wé D 0.640 1.00 |417

Example 109 and 110
Starting from Scaffold 20, the following examples are prepared:

R
N =<Sf
o

E | R Method Scale LC-MS
xampile etno +
P (mmol) |tk [MH+1]'
O/\/OH
109 @ D 0.604 094 |397
~_OH
110 C‘jé D 0.604 1.02 |431

Example 110

'"H NMR (CDCls): & 7.67 (s, 1H), 7.63 (d, J = 2.3 Hz, 1H), 7.46 (dd, J = 2.3, 8.8 Hz,
1H), 7.25-7.19 (m, 2H), 7.07-7.01 (m, 2H), 4.25-4.20 (m, 2H), 4.08-4.02 (m, 2H),
3.55-3.43 (m, 2H), 2.35 (s, 3H), 2.15 (s br, 1H), 2.07 (s, 3H), 1.25-1.19 (m, 3H).



s 129 D 0.200 0.95 345 C 130 0.499 1.07 383 131 0. 750
0.99 413 Exanple 131 H NMR (CDCl ): d 7.55 (d, J = 2.3

wo200508R215 7. 52 (s, 1H), 7.40 (dd, J = 2.3, 8.2PCWEPDB)/012953

10

7.00 (d, J 8.2 Hz, 1H), 4.91 (hept, J = 7.0 Hz, 1H),
4.25-4.14 (m 3H), 3.94- 3.81 (m 2H), 3.53 (hept, J =
6.4 Hz, 1H), 2.72 (s br, 1H), 2.09 (s br, 1H), .50 (d,
J =7.0 Hz, 6H), 1.26 (d, J = 6.4 Hz, 6H). Exanple 132
to ' om Scaffold 28, the follow ng
exE])é ?Hhﬂgﬁéred: Scal e LC- M5 Exanpl e R Met hod
( miasarfing flom-3¢afiddP 2 the 2awingldxahdled 3R prefa@0 1. 06
394 134 D 0.572 1.07 445 Exanpl es 13[5 and 136 Starting
from Scaffold 29, the follow ng exanpl es are prepared:
Scal e LG M5 Exanpl e R Met-hod N=<S

N

pe

Scale LC-MS
Example R Method
(mmol) tr [M+1]"
O/\/OH
111 . © D 0.604 0.98 397
~_OH
112 C'ﬁé D 0.604 1.05 | 431

Example 113 and 114
Starting from Scaffold 22, the following examples are prepared:

R
it
O

r

Scale LC-MS
Example R Method
(mmol) |t [M+1]"*
O/\/OH
113 @ D 0.572 1.01 411
~_OH
114 C'ﬁé D 0.572 1.07 | 445

Example 114



w0 b@sosi2idw ng exanpl es are prepared: |

(mml) t [M1] 135 E 0.160 1.14 421 136 E 0.160 1.14

435 Exanples 137 and 139 Starting from Scaffold 30,

Scal e LEEVEP2004/012953
Exanple R Method (mmol ) t [ M+1]78137 E 0.200 1.14 415

138 E 0.200 1.15 429 139 E 0.200 1.12 414 Exanple 140

to 142 Starting from Scaffold 31, the foll ow ng

exa?ﬂ%ﬂ%ﬁlw ﬁ/l?ié?e%40% %2 §% 1. 14 415 %?%l (ngJ 23,821z

1. 181)4Z$04228 (0, 230D 420 1431(4n|1H) 7.05(d, J = 8.8 Hz, 1H) 225420 (m,
2H), 4.07-7.02 (m, 2H), 3.51-3.35 (m, 2H), 2.20 (s, 3H), 2.14 (s br, 1H), 1.65-1.55
(m, 2H), 1.43-4.30 (m, 2H), 0.93 (t, J = 7.3 Hz, 3H).

5
Example 115 and 116
Starting from Scaffold 23, the following examples are prepared:
R
S F
N f
CT? O
Scale LC-MS
Example R Method "
(mmol) tr [M+1]
O/\/OH
115 © D 0.543 1.03 | 425
~_OH
116 C'ﬁé D 0.543 1.09 | 459
10 Examples 117to 120
Starting from Scaffold 24, the following examples are prepared:
A J
S F
N=( f
!; 0
£ | R Method Scale LC-MS
xample etho .
P (mmol) |t [M+1]™
=
5 .
117 [%( E 0200 |1.12 |381




Exanpl e 143 to 145 Starting from Scaffold 32, the

foll ow ng exanpl es are prepared: CF Scale LC M
waEx@spse1R Method (mol ) t [ MH1l] " 143 E 0. 200PAT/EE2048812953

144 Y° E 0.200 1.15 449 14539E 0.200 1.13 434 Exanpl es

146 to 148 Starting from Scaffold 33, the foll ow ng

exanpl es are prepared:. | Scale LCMS Exanple R Met hod

(mol ) t [M+l] 146 E 0.200 1.12 401 147 ( E 0.200 1.12

415 148 E 0.200 1.09 400 j Exanples 149 and 150

Starting from Scaffold 34, the follow ng exanples are

THFS’PAGE WAS NOT FURNISHED UPON FILING
THE INTERNATIONAL APPLICATION



Scale LC-M5 Exanple R Method (nmmol ) t [M+1l] 149 D
0. 650 0.95 381 150 D 0.650 1.01 415 Exanple 150 H NMR
w@ gosos4p1sd 7.69 (s, 1H), 7.62 (d, J = 2.3 Hz, PAFEP2004/012953
7.55-7.34 (m 4H), 7.05 (d, J 802 Hz, 1H) 6.01-5.88
(m 1H), 5.25-5.10 (m 2H), 4.26-4.20 (m 2H), 4.12-
4.08 (m 2H), 4.07-4.02 (m 2H) .Exanples 151 to 155
Starting fromepsafdolid 35, the follop ng exanpl es|are
pf epar ed: R//‘Scale LC- M5 Bxanpl e Rl Met hod (nmmol ) t

[ M33 151 0/#00) 1. 06 |29 152 ©®20®0 1|0:2634338563 0] 200

1{05 328 154 0. 200 |0.95 345 OH |

Examples 124and 125
Starting from Scaffold 26, the following examples are prepared:

Y
Sz
N= f
0
Scale LC-MS
Example R Method "
(mmol) tr [M+1]
O/\/OH
124 @ D 0.283 1.08 389
O/\/OH
125 C'@ D 0.283 1.14 | 423

Example 124

'"H NMR (CDCl,): 6 7.60 (s, 1H), 7.51-7.46 (m, 2H), 7.01-6.96 (m, 2H), 4.49 (tt, J =

3.5, 11.8 Hz, 1H), 4.16-4.11 (m, 2H), 4.02-3.96 (m, 2H), 3.51 (hept, J = 6.4 Hz,

1H), 2.50-2.35 (m, 2H), 1.99 (s br, 1H), 1.90-1.80 (m, 2H), 1.70-1.35 (m, 6H), 1.25
10 (d, J =6.4 Hz, 6H).

Example 126 to 131
Starting from Scaffold 27, the following examples are prepared:

A, %zf:
L




155 D 0.764 1.01 379 Exanple 155 H NVR (CDCl ):

(s, J=2.3H, H,

H)

W@ 20504213 H) |

2H) ,
br,

5

65T 3= Chi
1 [Exéinpreet hy
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100 ey

7.57 (d,

7.02 (d,

5.33-5.15 (m 4H),
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~_-OH
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D
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7 on
Cl\é OH

0.750

0.99
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Example 131
"H NMR (CDCl3): 8 7.55 (d, J =2.3 Hz, 1H), 7.52 (s, 1H), 7.40 (dd, J =2.3, 8.2 Hz,

1H), 7.00 (d, J = 8.2 Hz, 1H), 4.91 (hept, J = 7.0 Hz, 1H), 4.25-4.14 (m, 3H), 3.94-
3.81 (m, 2H), 3.53 (hept, J = 6.4 Hz, 1H), 2.72 (s br, 1H), 2.09 (s br, 1H), 1.50 (d, J
= 7.0 Hz, 6H), 1.26 (d, J = 6.4 Hz, 6H).

Example 132 to 134

Starting from Scaffold 28, the following examples are prepared:

A of
o

7.62

2.3,
6. 06- SPGBHEP20P4/012953
4.55-4840 (m 2H) 4.24-4.19
4.07-4.01 (m 2H),

(s
nej -

fold

one



General Fornula (1) wherein: Rl represents | ower
al kyl, | ower al kenyl; cycl oal kyl ;

WG 2®5/8581% et r ahydr onapht h-i -yl ;
5,6, 7, 8-tetrahydronapht h-2-yl; 8 phenyl
phenyl group independently nono-, di- or
trisubstituted with | ower al kyl, hal ogen

PCT/EP2004/012953
group; a

| ower

allkoxy, or

cy dhapmigy| ;

allkyl am no;

1CF3;, R2 r
Reycl obut
R3 repres
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|\ R8, R9
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;. R11 a
nEor
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tion re

meg

N, T ower
nd R12 e
B¢OOR10

pr esent s

al kyl

| ower
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Adl6r es SR s

case n represents t he

or

al koxy,

hydr oxy, or -NR
h) ggen I | kyl} shydro
- gl ; eryl of 2 lyceryl; n
of 1; and c nflguratlonal i spners, pt|cally pure
enaHLIUHCIS, m—xttres—of—ermanttorers—such—as
racemat es, diastereoners, m xtures of diastereoners,
di &ExhmpEsnEdsS and @& mat es, mi xtures of di astereoneric

' a%?s%ng ?romngcéf%?d EE 3Re féil%Wingagxa\An/?plés S prepared:

A, %sl/)o
5

R6; RI3 |

L epresents
4572ent 4 Thel H8eqor

| kyl

Scale LC-MS
Example R Method o
(mmol) tr [M+1]
0
qb
135 E 0.160 1.14 421
oY
0
136 ©/ E 0.160 114 | 435

Examples 137 and 139
Starting from Scaffold 30, the following examples are prepared:




pharmaceutically acceptable salts,
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4-one @3rivatives are the
Formula (1)
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Example 140 to 142

Starting from Scaffold 31, the following examples are prepared:

A, %if

R
]

2,

E | R Method Scale LC-MS

mpile etno N

xamp (mmol) | tr [M+1]*
O
ﬂb

140 E 0.200 114 | 415
o

141 C(O E 0.200 115 | 429




cut aneous eosi nophilia; acne; al opecia areata;
keratoconjunctivitis; vernal conjunctivitis;

wheransLis; herpetic keratitis; dystrophia epi PQEEPBDS/G12953

corneae; corneal |eukoma; ocul 884 penphi gus; Mooren's
ul cer; ulcerative keratitis; scleritis; G aves'

opht hal nopat hy; Vogt - Koyanagi - Har ada syndr one;

sgrcoi dosi s, Fren ajrergires; revergi bl e gbstructi ve
air way diseeiEE?broncnial asthma; al llergic|ast hmg;

i Nt¥2nsi ¢ agt ; ext[Ensic adt28fm; dustO agtdidmg;
chironic or ijnvéterate| asthma] |ate agthma and airvay
hylper - r esponsi veness; | bronchitis; gagtric ulcers;
i schem ¢ bowel di seases; inflammatory bowel di seases;
necrotizing enterocolitis; intestinal |esions
asdo@nnled43ite h4% her mal burns; coeliac di seases;

pr e I bk | yt osi s;
& ohalibror SEaHH P2, e ORIHAGRRREL ok pERalet  aoe
caused by ischemc dlseases and t hr'pnbosi s;

at herosclerosis; fatty hear '£%§ Arditis; cardiac

i nfarction; arterloscler05|s hfis syndrone;
cachexi a due to viral dlsease gascul ar thronbosis;
mgraine; rhinitis; eczemn; ingepstitial nephritis;

| gA-i nduced nephropathy Goodpastgge’ s syndrone;
hemol ytic-urem c_syndrome; dj abetic ephr opat hy;
gl{omer ul oscllerosi s; g| onerul pBeghriti sLC M3 tiple
midsEnmre QiR | ai n- Baf Methogng e Meni er e ﬂmseclse;
pal yneuritig; nmultiplp neuri pﬁ' Rnnc ur| @

rgdi cul opat Ry; ohypert yroidi5n1 Basedow s dlsease,
t Hyr Qt oxi cos re d cel Si | ast|.c
anemia; hypdg tic an m a; Qaghathlé7ﬁp 455
t Hronbocyt ogeni ¢ purppra; aufoi mune thenol ytic anem a;
aqranul ocyt gsi Q pernlcious-panem a; wegal obl astic
anem a; aner t%r pl as a; osteoporosi g; sarc¢oi dosiq;

filbrgi d | ung; Eé:ﬁ pat hic intepshhti all preunmmpha;

dernatony03|

\N/

145 [ij E 0.200 113 [ 434

Examples 146 to 148
Starting from Scaffold 33, the following examples are prepared:

=S #Sf:
Q

Cl




| eukoderma vul garis; ichthyosis vulgaris; photoallergy
sensitivity; cutaneous T cell |ynphoma; polyarteritis

woeasss21Hunt i ngt on' s chorea; Sydenham s chor eBCT/EP2004/012953

10

myocar dosi s; scl eroderna; Wegepgr's granul oma
Sj ogren's syndrone; adi posis; eosinophilic fascitis;
| esi ons of gingiva, periodontium alveol ar bone,
bstantia pssea denyis, maifg Jaf terfL@ppect a or
er&afpld SenRrlis; nugedtasd dystrophy pyoder ma,
roni c gdmerad) ijsuf filbitdhcy;

5 cherma-repetfusyon ilFUTY‘Uf
pon praservati on; endot oxin
; @ col i{tg.200 col | 1.18 cidBled by
rug or rad on; igchem c jacute repnal insufficigency;

hroni c renfal ‘i nsuffilci ency;| | ung capncer; |malignahcy
'ynphor d or g, agdute or [chronic | ynphogcytic

ceukem as; I ma; |psoriadis; pul npnary lenphysepms;

pi4if act a; sf dar osi s;| B et i ni[t0.200i gnghfldsa)4keni |
acul ar degengration; vitregl scarripg; cofneal alKkal
Urn; dermatitis erythemn; hallous dermatiltis; cepent
ermat i t1s;| origi viti|s; perijodontitifs; sepsis;
ancreatitipg; A\carcinaggenesi q; netastgpsis of carciphong;
yébar opat haut oi nune hegPt6d i s; ipgrmr@ooi lipry
rrhosis; sckerosing cholargitis; partiallliver
bsection; jpcute livedr necrasis; cirrhosis alcohblic
cirrhosis; hepatic failure; fulmnant hepatic failure;
IaEe-onFet Beﬁati failure; "acute-on-chronic" |iver
fa esd4 eutical conposition according to

cl gtamirfy frem Sdafold B tee fulllowingrexavresids ane prépatedor der s
which are selected fromthe group cgnsisting of

aut oi mrune syndrones including rheymatoid arthritis,
nmul ti pl e sclerosis, nyastherr avis; pollen
all ergies; type diabetes; prevenNrog of psoriasis;

Crohn's di sease; post-infectio aut oi nmune di seases
i ncl udi ng rheumatic fever

T O0OJJ0TQUT3I0 T00QO0nNnO >UNL »

R Method Scale LC-MS
etho N
Example (mmol) tr [M+1]"
O/\/OH
149 @ D 0.650 0.95 | 381
~_0OH
150 C'\é D 0.650 101 | 415
Example 150

'H NMR (CDCls): 5 7.89 (s, 1H), 7.62 (d, J = 2.3 Hz, 1H), 7.55-7.34 (m, 4H), 7.05
(d, J = 8.2 Hz, 1H), 6.01-5.88 (m, 1H), 5.25-5.10 (m, 2H), 4.26-4.20 (m, 2H), 4.12-
4.08 (m, 2H), 4.07-4.02 (m, 2H).



an
of

d post-infectious glonerul onephritis; and netastasis
carcinoma. 7. Use of one or nore conpound of the

w@emwsnsd21Fornmula (1) in claiml1 for the prevenPCDRPINA/012953

5

10

tr

eat ment of disorders associ at®l with an activated

I mmune system 8. Use of one or nore conpound of the

Ge
tr

gr

gr
rh

mu
uv
Be

neral Formula (1) in claiml for the prevention or

cexaneples 351 tor ¢ t ranspl ant rejection or

0 S S SR o LSRR e, £

oup consi sting of autoi mmune syndiones |nclud|ng
eumatoid arthritis; systewc | eryt hemat osus;

Itiple sclerosis; nyasthenia gravi®; type di abetes;
eitis; posterior uveitis; uveit)hs associated with
hcet's di sease; uveoneningitis syndrone; allergic

Hashi noto's thyroiditis; Iynphb"%'c thyroiditis;

en

po
rh

cephal onyalitis; chfonic allkegeaft [v&mg opat hy;
dexandlect ijdus aut oi pMethwdd] seases |ncI udh\wg "
@?W@Es 1]

eumatic fever and ppst-infe

g
hy,

ddr

oner ul onephro&H's; | i ammjory and
per proliferatjfe skl n disepses; psoriasig; atopijc
titis; onyel | Eis: cpR2RBt dari& i {29

edzemat ous derjmatitis) seborrhoeic dermatitis; |ighen
pllanus; penphi gus; bul | ous penphi goi d: epi ernnlvsis
byl | osa; urtldﬁ“na angi oedefmm; vascuylitisj] erythenms;
cytaneous eq ilijp. acne l.qpeci ea

kgratoconj un itis; %ernal Q%H Enctq t|<523
kgratitis; heripetic Keratiti 5; dystrophia ¢pithelijalis
cdrneae; conneal leukomn: ochlar penphi gus] Moren's
uljcer; ul cerat ve kerfatitis;|scleritis; G aves'

of

al nopat Vogt - Keyanagj| 5 ada|sydr oge;
sapggidosis; l en a ergies?Eﬁgversﬁb e ogg§ructive

ailrway di sease; bronchial astfhma; allergicjasthng;
i Hhstkc awthna+7§fL nsi —gdust _asthmm;
chronic or inyé?ET e asthmaj | ate ag$thnma and ai ryay
hyRgy- r esponsiueness;| o 0200 [095 |345
O/\/OH
155 C'j@ D 0.764 1.01 | 379
Example 155

"H NMR (CDCly): § 7.62 (s, 1H), 7.57 (d, J = 2.3 Hz, 1H), 7.41 (dd, J = 2.3, 8.2 Hz,
1H), 7.02 (d, J = 8.2 Hz, 1H), 6.06-5.85 (m, 2H), 5.33-5.15 (m, 4H), 4.55-4.50 (m,
2H), 4.24-4.19 (m, 2H), 4.10-4.08 (M, 2H), 4.07-4.01 (m, 2H), 2.13 (s br, 1H).

Example 156



bronchitis; gastric ulcers; ischem c bowel diseases;
i nfl ammat ory bowel di seases; necrotizing

weniosodeed i tis; intestinal |esions associ at ed MET/AP2004/012953
thermal burns; coeliac diseases$7 proctitis;
eosi nophilic gastroenteritis; mastocytosis; Crohn's
di sease; ulcerative colitis; vascul ar danage caused by
i schem c di seases and thronbosi%y\aKhErosclerosis;
fatty heart; nyocarditis;. cagdidc infarction
arteriosclerosis; aortitis synfrome; cachexia due to
viral disease; vascul ar thronbosi's; m grai ne;
rhinitis; eczemm; interstitia mephritis; I|gA-induced
nephr opat hy; Goodpast ure' sSNS¢ndrone; henol ytic-uremc
syndrone; di abetic nephropat hy; Ogl onmer ul oscl er osi s;
gl omerul onephritis; nmultipl/@myositis; Guillain-Barre
syndronme; Meniere's di sease) polyneuritis nultiple

ne

o e Tors ELEARHELL b LG AR 2 etympol s teny

puthiazalidine4bne igpobigined a@mmsﬁmltam@mdar stawngofra@tSqaffold 36 (150

angi %ﬂrﬁhﬁﬁ’oﬁ){)?h@ 3&@%@2{2@5&%& GinB)Msi2aidenyde (353 mg, 1.45
5pemm<m|) muswmgemmodrmgamm a|$1=| @9 hmem; [M+1] ='389. 'H NMR (CDCly):

UAGO] i Qe kR ot et Hes D BB ARIES 470, 755724 (m. 21, 7.05

de (dTRit-08)20%2, 1iD; 4.26LK20 ah NBH)Y 4l0B24.08 (mi, 2RY,IB/2B (S 3H).

vulgarls photoallergy sensitivity; cutaneous cel

| ynphoma; polyarteritis nodosa; Huntington's chorea;

Sydenhani s chorea; nyocardosis; scleroderm; Wagener's

granul oma; __Sjogren's syndrone; adi posis; eosinophilic
10f aExample 157%sj ons of gi ngiva, periodontium al veol ar

bone, substantia ossea dentis; mpleopattern al opecia

or al opecia senilis; nusculqg d strophy pyoder ng;

Sezary's syndromne; chronic adr i nsufficiency;

Addi son' s di sease; ischema-re fusion i njury of

or gans ' S/

\N=<

s
5-[3-Chloro-4-(2-hydroxy-ethoxy)-benz-(Z)-ylidene]-2-[(Z)-methylimino]-3-(2, 3-
diemthylphenyl)-thiazolidin-4-one is obtained as a pale yellow powder starting from
Scaffold 37 (150 mg, 0.640 mmol) and 3-chloro-4-(2-acetoxy-ethoxy)-

15  benzaldehyde (311 mg, 1.28 mmol) following Method D. LC-MS: tg = 0.97 min,
[M+1]" = 417. "H NMR (CDCls): & 7.69 (s, 1H), 7.64 (d, J = 2.3 Hz, 1H), 7.47 (dd, J
= 2.3, 8.8 Hz, 1H), 7.25-7.20 (m, 2H), 7.06-7.01 (m, 2H), 4.25-4.20 (m, 2H), 4.07-
4.02 (m, 2H), 3.25 (s, 3H), 2.35 (s, 3H), 2.07 (s, 3H).

20



whi ch occurs upon preservation; endotoxin shock;
pseudonenbranous colitis; colitis caused by drug or
w0 agsasdi2eh; i schemi c acute renal insufficiencyPCTEPIING/E12953
renal insufficiency; |lung canceg nmalignancy of
| ynphoid origin; acute or chronic |ynphocytic
| eukem as; | ynphoma; psoriasis; pul nonary enphysens;
cataracta; siderosis; retinitis pignmentosa; senile
mMa@iipnis degeneration; vitreal scarring; corneal alkal
burn; dermatitis erythemn; ballous dermatitis; cenent
dermatitis;gingivitis; periodontitis; sepsis; :
pancr eaphhinfacetfitsll ROMPOSELS: cOMMAiRfIgAHL Sledbt CoHeC | tAREBIdin-4-one
hypobar opat hy; aut oi nmune hepatitis; primary biliary
ci Kervative;of dte Geoeiahbomda dhgitis; partial 1iver
resection; acute liver necr%sis; cirrhosis; alcoholic
cirrhosis; hepatic failure; |fulgyinant hepatic failure;
| at e-onset hepatic failure cute-on-chronic" liver
failure. 10. Use according claim7 in which said
disorders are selected fromthe grows consisting of
aut oi nmune syndronmes i ncl ygh She toid arthritis,
mul ti pl e sclerosis, nyastheni ravis; pollen
al l'ergies; type diabetes; pr@&ventjon of psoriasis;
5Crohn' s di sease; post-infectiousRautoi mmune di seases
i ncluding rheumatic feveigaadalFpiuiaf)ect i ous
gl onerul onephritis; and netastasis of carcinoma. . Use
of V8\¢&eiBr nore conpounds of the General Formula (1) in
claim1 in conbination with one or severa

[ nmynosuppr essant conmpounds for the treatnent of
di Sorrepresentssowrnalkyl, Wawar alkenybtqyeloalyl; iSRvidctelphydppaphth-1-yl;

1Oi12'5,é$,%-t@ﬁﬁﬁ’§oqb%rﬁr‘i’-2- I;aia”bﬁén))ggﬁfeo?k)g dasgﬂ}hgrr;?l: %gdup independently

mmurio'suppr essant conpound group
c omsarex- digordfisahatituied vith towerzatkyl,Ziategen, lower alkoxy, or -CFs;

R? represents lower alkyl; allyl; cyclopropyl; cyclobutyl; cyclopentyl; mono- or di-
lower alkylamino;

15
R? represents -NR°R®; -0-CR’R8-CR°R’-(CR"'R"}),-O-R";

R* represents hydrogen; hydroxy; lower alkoxy; lower alkyl; halogen; or R® and R*
together may form a methylenedioxy or ethylenedioxy ring optionally further
20  substituted with a hydroxy methyl group;

R® and R® each represents independently lower alky!;
R’ represents hydrogen, lower alkyl, or hydroxymethyl;

25
R®, R% R'' and R'each represents independently hydrogen or methyl;



basi | i xi mab, everolinus, tacrolinus (FK506),

azat hi opirene, |eflunom de, 15- deoxyspergualin, or
wo@rdens2nirunosuppr essant drugs. 13. A net hod fPRCT/EPI®04/012953

prevention or treatnment of dis@0ders associated with

an activated i nmune system conprising the

admnistration to the patient of a pharmaceuti cal

Com%@ptemwaydra ah 0 |der| MaEin @ase comprasedisofhetiheger 1, R" in
General Formul a E,ﬂéﬂ inclaiml. 14 m ghogﬂﬁg)r t he

pr addifien mpresents ioytaraioxst hydrawr dis F'EOPQ

transpl ant rejection or graft-versus-host di seases :

conp ising the adm nistration to the patient of
ph&r ne&pé@ﬁarﬁ\%hy@r@aﬁ@épwebﬁlkwohy%rpﬁm@b%yl IOé\é%ta"@hé -glyceryl or 2-
500%)(9 of the General Fornmula (1) in claim1.15. A
od“dccording to claimor 14 by adnministering to a
patl ent a dose of the thiazolidin-4-one derivative of

gd%%géﬁ]s iI]:‘Q[ okdpq:in claim1 between 0.5 g and

per A net hod according to cl ai m by
adm ni sterlng to a patient a dose of the

thiazolidin-4-0 ivati I r ol .
R 8ot flaato b Bbggy B B BRI, ERBY enantomers
10 3cso¢ldiasgratcemdteé ndulagtem:bmheré,str&xthmg (5] 0) dfaaspaebmats adiastereomeric
ose of .th |azoI|d| 4 one deri tlve
t%r'mfp oj d@é Qperc Fﬁgce eszaad?trg E)Qersocfgvn as well as
18phé#nvaiieut|balwzadde¢tabie4s@|t§$ sdieht adimplesesf and endépinlogital forms,

Formyla (11 2 R22 RZfL R18 R17 General Fornula (I1)
and inert carfier materia

15 2. Pharmaceutical composition according to claim 1 in which said thiazolidin-
4-one derivatives are the (Z,Z)-isomers according to General Formula (I) in claim
1.

3. Pharmaceutical composition according to claim 1 or 2 for the prevention or
20 treatment of disorders associated with an activated immune system.

4. Pharmaceutical composition according to any of claims 1 to 3 for the
prevention or treatment of organ transplant rejection or graft-versus-host diseases.

25 5. Pharmaceutical composition according to any of claims 1 to 4 for the
prevention or treatment of diseases or disorders. associated with an activated
immune system selected from the group consisting of autoimmune syndromes
including rheumatoid arthritis; systemic lupus erythematosus; Hashimoto's
thyroiditis; lymphocytic thyroiditis; multiple sclerosis; myasthenia gravis; type |

30 diabetes; uveitis; posterior uveitis; uveitis associated with Behcet's disease;
uveomeningitis syndrome; allergic encephalomyelitis; chronic  allograft
vasculopathy; post-infectious autoimmune diseases including rheumatic fever and
post-infectious glomerulonephritis; inflammatory and hyperproliferative skin



wherein: R14 represents |ower al kyl, |ower alkenyl;
cycl oal kyl; 5,6, 7,8-tetrahydronapht h-1-yl;
Wk 2®5/85813 et r ahydr onapht h- 2-yl ; @ phenyl gr oupPCHEP2004/012953
phenyl group nono-, di- or tri Sbstituted
i ndependently with [ ower al kyl, hal ogen, I ower al koxy,
or -CF3; RI15 represents | ower aI kyl; ally

cy9|366$“(‘§pyl psagiagisoh §HSRIC  deamalisit WSteqwﬁS,or centagiwedermatitis;
al lébfié?‘ﬁétﬂ@s dgﬂfﬁaﬂ‘t%p%ﬁ&ﬁ{ci%é&énn%@@“ lidheA Sis: loRWidhigus: bullous

al kox I ower represents

hyaemebmd cmdermqhgs!s builosaydmmaylaetangloedma, VR3@litiR2 erythema;

an c n n n y

oo o R0 o RE ! Bens, THIGRIE Phickel WePBbrilinevingy  vemal
S cas@njumii\/é'@ehe@tltlhehemetegkeramls Rizs&tnophladammebails corneae; corneal

ngl;%E@g\Q% émglg é&n@hﬁ%?’%ﬂggﬁeﬂrﬁo@@& 'u%@t[v;éwgtit%r; sél’éﬁtis; Graves'
hydphthylmaummyyIVdgmmxyaadagdy-laraelaJIsynmme csarcﬂxd@wq&m;eh allergles

SBER Sgih S55 SeBl DR G LT3R st il
epa%thmnemmsmdstlﬂgarmrﬁm ctirorfid 6r POBRISte a%thfﬁaﬂléﬁe asthma
of dijastere i astereoneric racemates, m xtuyr

10 or & SEMERCAHBET {SPARSHEIES. TG, ARSI Sadsdemic. bowel
anlBB@éé@ﬂﬂl@?ﬂrﬁﬁbﬁ/ BEWws Rk 8s; SRk Stizinkdenterocolitis; intestinal lesions
Thi azol i din derivatives according to claim18 in

n
whiRSoCEls t‘"ﬁtihazg‘lef"a?n burngn ecRRliAr v HifsASESacRWCHli%ig gasinophilic

f ogasttorntdritis; MasStobytbkist ERRYSdiséfse; Weﬁétﬁ)e' 63I|ﬂs 4vé%€§lar damage
derivatives accordi ng to any of claimand 19

R1%8USeHr bYeifichermic (Heansesi ald etlj!rorabcpﬁmoathﬁroscleross fatty heart;
15 di $yB&drbiid! EstaRBERAMIctRROMReriosclerosis; aortitis syndrome; cachexia due to

viral disease; vascular thrombosis; migraine; rhinitis; eczema; interstitial nephritis;
IgA-induced nephropathy; Goodpasture's syndrome; hemolytic-uremic syndrome;
diabetic nephropathy; glomerulosclerosis; glomerulonephritis; multiple myositis;
Guillain-Barre syndrome; Meniere's disease; polyneuritis; multiple neuritis;
20 mononeuritis; radiculopathy; hyperthyroidism; Basedow's disease; thyrotoxicosis;
pure red cell aplasia; aplastic anemia; hypoplastic anemia; idiopathic
thrombocytopenic purpura; autoimmune hemolytic anemia; agranulocytosis;
pernicious anemia; megaloblastic anemia; anerythroplasia; osteoporosis;
sarcoidosis; fibroid lung; idiopathic interstitial pneumonia; dermatomyositis;
25 leukoderma vulgaris; ichthyosis vulgaris; photoallergic sensitivity; cutaneous T cell
lymphoma; polyarteritis nodosa; Huntington's chorea; Sydenham's chorea;
myocardosis; scleroderma; Wegener's granuloma; Sjogren's syndrome; adiposis;
eosinophilic fascitis; lesions of gingiva, periodontium, alveolar bone, substantia
ossea dentis; male pattern alopecia or alopecia senilis; muscular dystrophy;
30 pyoderma; Sezary's syndrome; chronic adrenal insufficiency; Addison's disease;
ischemia-reperfusion injury of organs which occurs upon preservation; endotoxin
shock; pseudomembranous colitis; colitis caused by drug or radiation; ischemic
acute renal insufficiency; chronic renal insufficiency; lung cancer; malignancy of



21. Thiazolidin-4-one derivatives according to any of
claim18 to 20 wherein Rl4 represents an

wap®shsels ut ed, a nono- or disubstituted phenyPCHEP20p4/012953

substituted with nethyl or hal @gen. 22.
Thi azol i di n-4-one derivatives according to any of
cI ains and wherein R15 represents |ower al kyl. 23.
u@wddﬂl' Rofh %atéi@rlcmma prstidliidkehfiadn
i ms I180a 19 wherein Rl@ﬁrr]e resl,entsehaao Mm‘bfhoma psoriasts;
rrephwor@ﬂy errmha%ema.dwalzacaqeslctms'sﬁanetlmé% mmtaszmgsartﬂe macular

0, Ut r R iy "REAR CUAPAC o hnal, MRS balous

Thidewdtitidj neemente dbrmatitis;i \mmgmtts:orpﬁrlngomtdlsanyepﬁls pancreat|t|s

o, BBl HARERD LPESRBH 1BSpARhA09, alribhine nepats
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r epriagnbiiatyycirrbasis; derosimgactalargitis: padiab lider rssat:hom%cute liver
according to any of  cl.ai 18 and_19 erefn R23 e
" BRGEARY ehioRRy aonss nasls; ditPafe AlERe iinRapt hepate faure:
ac es-dhse Hepatidfailafe; caditeenoBrae! [iLer fahlareei n

represents the integer 0, Rl7, R18, R19, R20 and R23
represent hydrogen. 28. Thiazolidin-4-one derivatives

?ﬁ@or dlt Plﬁlartfr@céﬂtr’capfcd?ﬁ@ds’tﬁ)na@dcék&ngh@f @la"mr proi‘stﬁ@t freatment or
e integer

r epreY§RYn h%fdidti? "S aW&F'qi‘\‘Z qr%p?%!@@ﬁ@sfrﬂ?‘drtﬁﬁygr% consisting of

Thb@t%ﬁﬁh"ldhé‘ %y@mmé%rlmabu%gs rBEGREBIN Jafteyit ainmbifdle t @clerosis,
23 wherein RI4 represents an unsubstituted, a nono- or

di BWBstheriat geavishepglieng pliergiess (e ilt diebetewi trevanting| ob psoriasis;
habagers dRLasd: GRIsERFE R UL ARbinMURY diseases including rheumatic fever

and post-infectious glomerulonephritis; and metastasis of carcinoma.

7. Use of one or more compound of the General Formula (I) in claim 1 for the
prevention or treatment of disorders associated with an activated immune system.

8. Use of one or more compound of the General Formula (l) in claim 1 for the
prevention or treatment of organ transplant rejection or graft-versus-host diseases.

9. Use according to claim 7 comprising disorders which are selected from the
group consisting of autoimmune syndromes including rheumatoid arthritis;
systemic lupus erythematosus; Hashimoto's thyroiditis; lymphocytic thyroiditis;
multiple sclerosis; myasthenia gravis; type | diabetes; uveitis; posterior uveitis;
uveitis associated with Behcet's disease; uveomeningitis syndrome; allergic
encephalomyelitis; chronic allograft vasculopathy; post-infectious autoimmune
diseases including rheumatic fever and post-infectious glomerulonephritis;
inflammatory and hyperproliferative skin diseases; psoriasis; atopic dermatitis;
osteomyelitis; contact dermatitis; eczematous dermatitis; seborrhoeic dermatitis;
lichen planus; pemphigus; bullous pemphigoid; epidermolysis bullosa; urticaria;
angioedema; vasculitis; erythema; cutaneous eosinophilia; acne; alopecia areata;



30. Thiazolidin-4-one derivatives according to any of

clains 18 and wherein R14 represents an unsubstituted,
w@20sndr1or di substituted phenyl group, substiPar/Ep2004/012953

with nmethyl or hal ogen, represé®s the integer 0, R17,

R18, R19, R20 and R23 represent hydrogen. 31.

Thi azol i di n-4-one derivatives according to any of

cl &ergtoddhjativilis; vberkicanfShativilRd! Iesatitlss tpetic keratitis; dystrophia

unsut%stbﬁ_ut ed, a nono- or disubstituted %genyl group, _

sulFRthelRis g caneRenetRyeal o detamsy e RCUlRE pPERNEYs:t Hooren's  ulcer;

| niyr@estivb, KBtatitiRl Scldntis, @%%es'%ﬁhﬁhﬁﬁn?a'ﬁhy;eWo@ﬁRH&anagi-Harada

hydr ogen, and R20 represents hydroxy. 32. ' _ _

ThiS¥2HPME: realcidesislePPiea: plergicsc FeYalsihle Pbstaustivefairway disease;

cl ai ] ' r b b AL .
S R A i b AR RO AN B Bt astma;

meChianioor hiaveigeate Fstgmae tatesasthmal sangraiyayy lhyp@t@sponsiveness;

; L t ' i .
;ﬁ@F@gfi&%ggﬁ%&&%ﬂ%@%ﬁgS @%ggﬁéﬁérﬁépmlégﬁ?étghewel diseases;
hy seogéring 3nterpholiiso intekitinakt lesions dasspeiatedveith dvarovatlboms; coeliac
t i 0f i . £j 4 ; t . )
o oot BIRGHEG SOMIIR"Gadtbelt) Ml BRI disease

10 gr oleeratyebxiitis; wtasdular damage loglisant b &chgmit diBd&ses and thrombosis;
R16 r.epresent.

BEAN ol Bl S, Bl PGB eREE blosgrosi: aors
R28yndr@fel epclesdantiuatomrgediseast] vdsbulaethremeosis; migraine; rhinitis;
S i Pedil! Bhelr bbby BoRoTe Meynarome
consmshtioWréhic  syndrome; diabetic  nephropathy;  glomerulosclerosis;
155[ b%ﬁ%yl% géﬁﬁﬁyﬁ{qﬂﬁx yggﬂﬁ[éﬁuﬁ%h&%}% éyzn_d%r%]e;_ Il\ngglperré)'s disease;
polyneuritis; multiple neuritis; mononeuritis; radiculopathy; hyperthyroidism;
Basedow's disease; thyrotoxicosis; pure red cell aplasia; aplastic anemia;
hypoplastic anemia; idiopathic thrombocytopenic purpura; autoimmune hemolytic
anemia;  agranulocytosis;  pernicious anemia; megaloblastic anemia;

20 anerythroplasia; osteoporosis; sarcoidosis; fibroid lung; idiopathic interstitial
pneumonia; dermatomyositis; leukoderma vulgaris; ichthyosis vulgaris;
photoallergic sensitivity; cutaneous T cell lymphoma; polyarteritis nodosa;
Huntington's chorea; Sydenham's chorea; myocardosis; scleroderma; Wegener's
granuloma; Sjogren's syndrome; adiposis; eosinophilic fascitis; lesions of gingiva,

25 periodontium, alveolar bone, substantia ossea dentis; male pattern alopecia or
alopecia senilis; muscular dystrophy; pyoderma; Sezary's syndrome; chronic
adrenal insufficiency; Addison's disease; ischemia-reperfusion injury of organs
which occurs upon preservation; endotoxin shock; pseudomembranous colitis;
colitis caused by drug or radiation; ischemic acute renal insufficiency; chronic renal

30 insufficiency; lung cancer; malignancy of lymphoid origin; acute or chronic
lymphocytic leukemias; lymphoma; psoriasis; pulmonary emphysema; cataracta;
siderosis; retinitis pigmentosa; senile macular degeneration; vitreal scarring;
corneal alkali burn; dermatitis erythema,; ballous dermatitis; cement dermatitis;



{2-[4-(2-([Z]-1sopropylimno)-4-oxo-3-phenyl -thiazolid
in-5-[Z]-ylidenenet hyl)- phenoxy]-ethoxy}-acetic acid,

WO 205054245 [ 2- (2, 3- di hydr oxy- propoxy) et hoxy] - bHEﬂZ/EEZO}M/012953
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dene}-2- ([ Z] -

i sopropyl i m no) - 3-phenyl -t hi azol i di n-4-one,

5-[3-chl oro-4-(2-hydroxy-ethoxy)-benz[ Z]ylidene]-2-([Z
]-uwmrltmylnampdor)tlt@r persis;| -panceeadtis; dldardn@gmems metastasis of

0- th b e ([Z. -
[cﬁ(r)cfnﬁ%@é i &p%g?%gfhg ﬂ@ﬁo n{ﬂm%%oﬁgéilt %rﬂﬁ?ry] bzllaq')L cirrhosis;
5 [S¢l6(®|mg/d¢rmkgngﬁtshop(qr)|al34lltmt hfgéedulené [aZ]J'geI ilidemelecibsid; Zcirrhosis;
-1 r no nyl - thi azol i din ne .
L PR ey sl Yol b e Al fn dpte-amppt hepati
Z] ~faitw$xr"apwﬂe+dn clorbnig™ Il\mrlﬁlwket hi azol i di n-4-one,
5-[4- (3-hydroxy-propoxy) -benz[Z]ylidene] -2-([Z] -i sopro
pyl i m no) - 3- phenyl t hi azol i di n- 4-one,
r ados- [ Ysé2actoftify 46 @ImPY 9R Qtieh Q@Iﬂz Hl%bbde'réj%ﬁ’@]se%cfe[dzfrom the

]-isopro I|mn - 3- phenyl -t hi azqlidin-4-o0

} oot st O supimBlae wyosTaRS RepRg ThaaRatpE trde, muliple
nekciérddie] myasthenla ﬁraws pollen aIIer ies; type | dlaFete revdentlon of
|sopropyI|mno - hi azol 1 di n- 4 one ?2

roi??Q%Q%xﬁmB'éﬁzFEF?W demé} infeqtipg$ - REOHNBYE maqzayesz including

o
B i B G T e B

def/@ncinamg. 7] -

I sopropylimno)-3-o-tolyl-thiazolidin-4-one,

11.  Use of one or more compounds of the General Formula (1) in claim 1 in
combination with one or several immunosuppressant compounds for the treatment
of disorders associated with an activated immune system.

12.  Use according to claim 11 wherein said other immunosuppressant
compound is selected from the group consisting of cyclosporin, daclizumab,
basiliximab, everolimus, tacrolimus (FK506), azathiopirene, leflunomide, 15-
deoxyspergualin, or other immunosuppressant drugs.

13. A method for the prevention or treatment of disorders associated with an
activated immune system comprising the administration to the patient of a
pharmaceutical composition containing at least one compound of the General
Formula (1) in claim 1.

14. A method for the prevention or treatment of disorders of organ transplant
rejection or graft-versus-host diseases comprising the administration to the patient
of a pharmaceutical composition containing at least one compound of the General
Formula (1) in claim 1.



5-[3-chl or 0-4- (2- hydr oxy- et hoxy) - benz[ Z] yl i dene] -2-([Z
]-isopropylimno)-3-otolyl- thiazolidin-4-one,

W®G2(0308210r 0- 4- ( 2- hydr oxy- et hoxy) - benz[ Z] yl i dePel/ER2004/@12953

]-isopropylimno)-3-otolyl- thigagzol i di n-4-one,

5-[4- (2- hydr oxy- et hoxy) - 3- met hoxy- benz[ Z] yl i dene] - 2- (|

Z] -isopropylimno)-3- o-tolyl-thiazolidin-4-one,

5- 3 [ . i d

pyl[1|%m( né)wgfh%yao% g?z %Iﬁﬁg?% aﬁhotﬂfé%m%t&ﬁr@ fo' 2 BBfiht a dose
r aof thd thiazulidined-on¢ zleavdﬁww@fr tbryGenaspokgnmule i} [id]cldiinde between

bp%@é Eﬁdraoo&mg perfi%Yyl -thi azol i di n- 4- one,

5 [ 4- (2 hydroxy et hoxy) benz[ Z] yl i dene] - 2- ([ Z] -i soprop

yI | tol ylt

18! Crbaratia aetaloel eyl 5 oy BRiveierioe e matent ¢ dose of the
] Itrﬁ@mhdwil-loﬁé RieYyivativenoft the G erichal Foviuts (1) Betveen 1 mg and 500 mg
rac- 5-[ 3- chI or o- 4- (2, 3-di hydr oxy- propoxy) - benz[ Z] yl i de
nePeQ %
| sopropyl | m no) -3-mtolyl-thiazolidin-4- one

4- (2- hydr oxy- et hoxy) - benz ZLIld ene Z]-|sor p
yI i nof-maetyod acypﬁdmga@oq iy {.p %agméms ermg a patient a dose of the

102" &rﬁafdhbﬁmoﬂe (RribxsUecxne idemeyal -FpmalaZlly bétleeR1s dy(dnd 200 mg
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] -isopropylimno)-3-ptolyl- thiazolidin-4-one,
r a®e6daB- chl or o- 4- ( 2, 3- di hydr oxy- pr opoxy) - benz[ Z] yl i de
ne]-2-([Z]-
18.  Novel thiazolidin-4-one derivatives of the General Formula (il)
R?2 g2t R18 R7

R23\o
m 0

R® R'™ R16

xS /R15
H >:N
N
o '\
R14
General Formula (l1)
wherein:

R™ represents lower alkyl, lower alkenyl; cycloalkyl; 5,8,7,8-tetrahydronaphth-1-yi;
5,6,7,8-tetrahydronaphth-2-yl; a phenyl group; a phenyl group mono-, di- or

trisubstituted independently with lower alkyl, halogen, lower alkoxy, or -CF3;

R represents lower alkyl; allyl; cyclopropyl; cyclobutyl; cyclopentyl; mono- or di-
lower alkylamino;

R'® represents hydrogen; hydroxy; lower alkoxy; lower alkyl or halogen;



I sopropylimno)-3-p-tolyl-thiazolidin-4-one,
3-(2, 3-di net hyl - phenyl ) -5-[ 4-(2- hydr oxy- et hoxy) - benz[ Z

WO gtosaened - 2- ([ Z] - i sopropylinm no)-thiazolidi N"PAFBPE)4/012953
rac-5-{4-[2-(2, 3-di hydr oxy- pro@xy) - et hoxy] - benz[ Z] yl i
dene}-3-(2, 3-
di met hyl - phenyl ) -2-([Z] -i sopropyli m no)-thiazolidin-4-

on®' represents hydrogen, lower alkyl, or hydroxymethyl;
5-[3-chl oro-4-(2-hydroxy- ethoxy) benz[Z]ylldene] 3-(2,

3-di net hyl - phenyl ) - 2-

([ RS, IR@ROpnt IRF Badt fprésentd tiBpchdeRty ar
3-(2,'3-di nethyl - phenylltelb [3l T O- 4 y 2 fya ?%)?{/mgttWox

y) - benz[ Z] yI [ dene] 2-
5( [ 72]20 r'e%%%%ﬂ rtIB\h/élz?kyldgﬁ‘q]ﬁl d&@)@(ym (rec%pﬁeseqts ghe infeger 1, R

di met h I
| Lrb@dchtpcz] @pre@@né]lower alkoxy, hydroxy, -NH,, -NHR® or -NR°R®:
([Z] -i sopropyl i m no)-thiazolidin-4-one,
3- (2 3-di et hyl - phenyl ) - 5-[ 4- (2- hydr oxy- et hoxy) - 3- net h
oxi]'l- 30@102@%]’1;5 hytiroggn, lower alkyl; hydroxycarbonyl-lower alkyl; 1-glycery! or 2-

é[ygé j.sopropyl i m no)-thiazolidin-4-one,
ryg_ chl oro-4- (2, 3-di hydr oxy- propoxy) - benz[ Z] yl i de
10 ne] - 3- (2, 3-di net hyl phenyl ) -

2 Zeblsor Itlm %{hlazolld|n4one
ree %%3:8 ) '5- [ 4- (2- hydr oxy- et hoxy) - benz[ Z

]yI i dene] - 2 ([Z] i sopropylimno)-thiazolidin-4-one,
23d dro genzol4d| X|n6 Jt%nethlene)-S-( ,
Pﬂ% IRE[Femers, o tically pure enantiomers, mixtures ‘of enantiomers

2 élﬂ(iﬂ assl@@ém@%sl fﬂlé&érebh'le@@0hi|>du(@s4o1‘06%stereomers diastereomeric
3- 4- (2- hydr oxy- et hoxy) - benz[ Z

hyl -
15]y§a°& Sngft"(% gt §'a Eﬁgn['%ﬁ iRsPIEkRsa3 he Fisgodoeran, as well as

pharmaceutically acceptable salts.

19.  Thiazolidin-4-one derivatives according to claim 18 in which said thiazolidin-
4-one derivatives according to formula (ll) are (Z,Z) isomers.
20
20.  Thiazolidin-4-one derivatives according to any of claim 18 and 19 wherein
' represents an unsubstituted, a mono- or disubstituted phenyl group.

21.  Thiazolidin-4-one derivatives according to any of claim 18 to 20 wherein R™
25 represents an unsubstituted, a mono- or disubstituted phenyl group, substituted
with methyl or halogen.

22.  Thiazolidin-4-one derivatives according to any of claims 18 and 19 wherein
R" represents lower alkyl.

30
23.  Thiazolidin-4-one derivatives according to any of claims 18 and 19 wherein
R' represents halogen or methyl.



3-(2-chl oro-phenyl)-5-[4-(2-hydroxy-ethoxy)-benz[ Z] yli
dene]-2-([Z]- isopropylimno)-thiazolidin-4-one,

WG 24030802101 0- 4- ( 2- hydr oxy- et hoxy) benz[ Z] yl i dePei/EB200£26012953

chl or o- phenyl) - 2- ([ Z] -

I sopropylimno)-thiazolidin-4- one,

5-[3-chl oro-4-(2, 3-di hydr oxy- propoxy) - benz[ Z] yl i dene] -

3- @8- chibiazeljuiredydne-derivatives according to any of claims 18 and 19 wherein

: E“irzg(pé'e% @%”‘@ﬁ%ﬁt i ?} %:’%ﬁgfbﬁépr@ﬁzythwgm%

yl i m no)-3-(2- nethoxy-phenyl)-thiazolidin-4-one,
4- thox - benz| |dene
> &gopr Sl%gelmlr%)on)é Jenvgtl\?es acc% ding to an)J X clalms 8 an 19 wherein

5( Zm‘fﬁé exehtP e Hiegdr 78] RM IR'8- RFlegng R represens hydr?gen and

10

ga dlhydro benzo[l 4]di oxi n-'6-[ Z] -yl met hyl ene
|§%ﬁﬁ%ﬂﬂﬁ o) -3-
nethoxy phenyl ) -t hi azol i di n-4-one,
&4 (2-hydr oxy- et hoxy) - benz[ Z] yl i dene] - 2- ([ Z] - i sopr op
yI & noJbigzqligin-dongiefivativesyaceotdingtooamdeiclaingnts and 19 wherein
Pé&éﬁéﬁ a%groxy et hoxy) - benz[ Z] yl i dene] -2-([Z
-|so opyI|n1no?
(4 nethoxy phenyl ) -t hi azol i di n-4-one,

9‘7 yl Tlﬁﬁ%hd{rgﬂf R RV afRfA Y H £ JSAR 1€a0d 45 wherein

thnawofea&ntstheuﬁega GIRY,IRS-RY; B andbR%-represenlr loydyegsrh

oxy) - benz[ Z] yl i dene] - 2- ([ Z] -

i sopropyl i mno)-thiazolidin-4-one,

r a28.3- aTHnai:ellﬁfr{ B-onblderivaties &cﬂendiidytd)rmwefrmamﬁxw anbdi ﬂg wherein

16 [ erylre'pggsn%]ts gh {nég'erif' %6,Oﬂy‘J, il'\m,nlgaf H& 518 &Q represent hydrogen,

20

25

30

and R% represents hydroxy.

29.  Thiazolidin-4-one derivatives according to claim 18 to 23 wherein R™
represents an unsubstituted, a mono- or disubstituted phenyl group, substituted
with methyl or halogen, R'® represents lower alkyl.

30.  Thiazolidin-4-one derivatives according to any of claims 18 and 19 wherein
R™ represents an unsubstituted, a mono- or disubstituted phenyl group,
substituted with methyl or halogen, m represents the integer 0, R"7, R, R"®, R®
and R?® represent hydrogen.

31.  Thiazolidin-4-one derivatives according to any of claims 18 and 19 wherein
R™ represents an unsubstituted, a mono- or disubstituted phenyl group,
substituted with methyl or halogen, m represents the integer 1, R'7, R'®, R'®, R?',
R* and R* represent hydrogen, and R% represents hydroxy.

32.  Thiazolidin-4-one derivatives according to any of claims 18 and 19 wherein
R™ represents an unsubstituted, a mono- or disubstituted phenyl group,



5-[4- (2- hydroxy- et hoxy) - benz[ Z] yl i dene] - 3- phenyl -2-([Z
] -propylimno)- thiazolidin-4-one,
WG 24030802101 0- 4- ( 2- hydr oxy- et hoxy)7 benz[Z]yI i dePEi/EB20phie12953
nyl -2-([Z]- propylimno)-thiaz@Vidin-4-one,
5-[4-(2- hydroxy- et hoxy) - 3- et hyl - benz[ Z] yl i dene] - 3- phe
nyl -2-([Z] - propylimno)-thiazolidin-4-one,
r agyBstitced hdvm Inethy120i3 haiohsr RXY re:preq;m)tq)le\bem alkyl \R P drepresents

5 il o ey e BAn A BT A R et

F%’regerﬂ g} ehhi azol i di n- 4-one,
(3-hy roxy- propoxy) - benz[ Z] yl i dene] - 2- ([ Z] - pr opy!
|mno) 3-o0-tolylthiazolidin- 4-one,

55 B3: Ch#ﬂu%?olﬁ{r( 4- dﬁéd&ém“%sh@édc}dnhgné [aaljydfl S cl@rs[ 7 and 19

]1-propyl'i m no ['yl - thiazolidin-4-o0n

5- m(en ifyérremsemtﬁcewynsybﬁ%tvm AyBARP z%ﬂlﬁaleﬂlét]teépﬁezyl group,
] @Ug&%ﬁéﬂe rﬁetﬂ%l%&é'l’nglo?@h ARl ‘ré’dr@sé‘mé’ﬂ@wer al ¥I R16 represents

dr oxy- pr opoxy,
?;]nahjl[thalqglenpml remenemtss intedey|t, ﬁqu,a@z/oﬂg represent
o b z | d
oy oaEay ShERE Spleserm KAy P OPO orzi 2 gnle ’

10(8) 5-[3-chl oro 4 (2, 3- d| hydr oxy- propoxy) - benz[ Z] yl i de
ne]3_4.2_ (kztl'ui'azo|idin-4-one derivative according to any of claims 18 to 33 selected

from the group consisting of:

5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-phenyl-
15  thiazolidin-4-one,
{2—[4-(2-([2]-isopropylimino)-4-oxo-3-pheny|-thiazolidin-5-[Z]-ylidenemethyI)-
phenoxy]-ethoxy}-acetic acid,
rac-5-{4-[2-(2,3-dihydroxy-propoxy)-ethoxy]-benz[Z]ylidene}-2-([Z]-
isopropylimino)-3-phenyl-thiazolidin-4-one,
20 5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2~([Z]-isopropylimino)-3-
phenyl-thiazolidin-4-one,
5-[3-fluoro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-
phenyl-thiazolidin-4-one,
5-[4-(2-hydroxy-ethoxy)-3-methyl-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-
25  phenyl-thiazolidin-4-one,
5-[4-(2-hydroxy-ethoxy)-3-methoxy-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-
phenyl-thiazolidin-4-one,
5-[4-(3-hydroxy-propoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-phenyl-
thiazolidin-4-one,
30 rac-5-[4-(2,3-dihydroxy-propoxy)-benz{Z]ylidene]-2-([Z]-isopropylimino)-3-
phenyl-thiazolidin-4-one,
rac-5-[3-chloro-4-(2, 3-dihydroxy-propoxy)-benz[Z]ylidene]-2-([Z]-
isopropylimino)-3-phenyl-thiazolidin-4-one,



propylim no)-3-o-tolyl-thiazolidin-4-one,
3-(2, 3-di net hyl - phenyl ) -5-[ 4-(2- hydr oxy- et hoxy) - benz[ Z
WO gtosdened - 2- ([ Z] - propylimno)-thiazolidin-4-PCEEP2004/012953
rac-5-{4-[2-(2, 3-di hydr oxy- pr o@xy) - et hoxy] - benz[ Z] yl i
dene}-3-(2, 3-
di net hyl - phenyl ) -2- ([ Z] - propyl i m no) -t hi azol i di n- 4-one
5-[4-(2-hydroxy-ethoxy)-benz{Z]ylidene]-2-(|Z]- |sopropyllm|no) 3-o-tolyl-
5 t]J org 4- (2- hydr oxy- et hoxy) - benz[ Z] yl i dene] - 3- ( 2,
hiage!in KY1-419R8ny 1 ) - 2-
([Z] pr@éw!s N 3ldiHydriyi stopoxd)-eRxgbehzpzJiideehgl (Ab
enyl) Jé‘{zq h@dr 0X yaet %’o‘g ?b)? met h?/ bezﬁZ Zlyli ge%zé]

2qup[rczqy 'Eﬂ"@ﬂi;ﬁ Pﬁﬁ"W lﬂtzﬁﬁ"ﬁ'i'érqr@i n- 4- one,

53 ( 2bgngl[gléhW&-ﬂqbﬁrﬂlﬂny%tﬂé‘)w-%ehi[ﬂwﬂaé!mﬂti](?[zykoﬁrowﬁ|ﬂ|no) -3-o0-

2- G?'ﬁ}th@z@pgmﬂrﬁﬂ@o) t hi azol i di n- 4- one, _
rac fre E ﬁ );? %Bﬁédr@] ;}lh(?f@_ﬁ?‘é&y@tﬁ&%%bnﬂ?]%&éléﬂlé-ﬂfﬁi‘élnﬁr%bgfl?rnino)-3-o-
([ Wlylghiagglidim#trasle, t hi azol i di n- 4- one, .
a0 3 | BT ARy ook e Heh S ARG eeP BN b fimino)-o-
102- (ctBlyHhiagoyitined-ong.- t hi azol i di n- 4- one,
}) - benzp Ay kel Bt Ehe R e G P P RRHRO I S5-toly-
2- (azatitimyd-ohgdr azono) - 5- [ 4- (2- hydr oxy- et hoxy) - benz[ Z]
ST R PR A B T N e
meidoplopylithirag 3ae-tolyi-thiabelithin-4idheazol i di n- 4- one,
én((a][ 213 g-&%i%hyqi{pgi gﬁ]o%yhl()enzla]ylré)ewe] St [}? ggpropyqlﬂlnztl -3~ m tolyl
thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-
m-tolyl-thiazolidin-4-one,
rac—5-[3-chloro-4-(2,3-djhydroxy-propoxy)-benz[Z]ylidene]-Z—([Z]-
20  isopropylimino)-3-m-tolyl-thiazolidin-4-one,
5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-p-tolyl-
thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]}-isopropylimino)-3-p-
tolyl-thiazolidin-4-one,
25 rac-5-[3-chloro-4-(2, 3-dihydroxy-propoxy)-benz[Z]ylidene]-2-([Z]-
isopropylimino)-3-p-tolyl-thiazolidin-4-one, “
3-(2,3-dimethyl-phenyl)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-
isopropylimino)-thiazolidin-4-one,
rac-5-{4-[2-(2,3-dihydroxy-propoxy)-ethoxyl-benz[Z]ylidene}-3-(2, 3-
30 dimethyl-phenyl)-2-([Z]-isopropylimino)-thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-(2, 3-dimethyl-phenyl)-2-
([Z]-isopropylimino)-thiazolidin-4-one,



4- one,
5-[3-chl oro-4-(2- hydroxy- et hoxy) -benz[ Z] yl i dene]-2-([Z

W@ 2@85l0y42151 no) - 3- phenyl -t hi azobédi n- 4- one, PCT/EP2004/012953
2-([Z] -ethylim no)-5-[4-(2-hydFoxy-ethoxy)-benz[Z]ylid
ene]-3-o0-tolylthiazolidin- 4-one,
5-[3-chl oro-4-(2- hydroxy- et hoxy) - benz[ Z] yl i dene] -2- ([ Z
] - et hy| 34, Bsjmethyl-prany))t5i3afusre-dr(B-hygraxyesthoxy)-benz|Z]ylidene]-2-

ro)ﬁ] égﬁﬂo lirﬂl’-ﬁh)-m‘%rb?q -Rohd Z] - et hyl i mi no) - 5-[ 4- (2- hyd

den€] -t hi azol i di n- 4- one,

g [_3 chd-62, a—dnnetzyhgftﬁmi&;ﬁ Ht@dWIOWeetb{))ﬁ])ya mmyd}peﬁz[ZMdene]-Z-
([@?ﬂ%{)ﬁéwlﬁﬂﬁgil@ zl%%{%lgﬁ 1%i- 4- one,
5 2 ([Z] -3, 34d:|r{’rf]tt|¢l}prlﬁe_ﬂ’y9-5( [Z;(ﬁymﬁdooogy ethtvop 8 methoxly-DenkZjylidene]-
| i di n- ,4-ane,

?{(@ %ﬂf?ﬁgﬁ“m"}? hlgzcﬁgnrh-mogpo 4- ( 2- hydr oxy- et hoxy) - be

nz[ Z]yl nadksﬂ[e}cﬁﬁoromq(@&blmbro&ygﬂrmmbxly)-ﬁﬁm[z]ylI(gene] 3282 (li dlénethyl—
ene et Bl ppipuBp itfazoliin 4-ore, ™ ") - beneL V1!

4 one 23- :{Z]dnhethyleanw)&-[‘i @%ﬁm@tahéxwz;ehzm)ﬂmn@]tﬂqz

-benz| Z] yl i dene] - 3-o-tol yl t hi azol i di n-
102 '@PE‘]OPM kylp) Fh'ﬁ*m' '9"{-9“% di met hyl - phenyl ) - 5 [4 (2- hyd
r oxy- et 1
A é[ %@gihlrh%aﬁgzé@op 14}6%@1 3 [2] %@@Wﬁdgz 35 gfﬁﬁg@%th% phenyl)-
sogg}pyjlmg‘to@ﬁhlgzolldm 4 one

3-(2,6-dimethyl-phenyl)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-
isopropylimino)-thiazolidin-4-one,
15 3-(2-chloro-phenyl)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-
isopropylimino)-thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-(2-chloro-phenyl)-2-([Z]-
isopropylimino)-thiazolidin-4-one,
5-[3-chloro-4-(2,3-dihydroxy-propoxy)-benz[Z]ylidene]-3-(2-chloro-phenyl)-
20 2-([Z]-isopropylimino)-thiazolidin-4-one,
5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-(2-
methoxy-phenyl)-thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-
(2-methoxy-phenyl)-thiazolidin-4-one,
25 5-(2,3-dihydro-benzo[1,4]dioxin-6-[Z]-yimethylene)-2-([Z]-isopropylimino)-3-
methoxy-phenyl)-thiazolidin-4-one,
5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-(4-
methoxy-phenyl)-thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-
30  (4-methoxy-phenyl)-thiazolidin-4-one,
3-allyl-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-
thiazolidin-4-one,



di met hyl - phenyl ) -t hi azol i di n- 4- one,
2-([Z] -sec-butylimno)-5-[3-chl oro-4-(2-hydroxy- et hoxy

w0 28024273 yl i dene] - 3- phenyl -t hi azol i di n- 4- onePCT/EP2004/012953

2-([Z] -cycl opropyl i m no) - 5-[ 4-{agy hydr oxy- et hoxy) - benz]|
Z]yl i dene] - 3- phenyl t hi azol i di n- 4-one,
3-cycl ohexyl - 5-[ 4- (2- hydr oxy- et hoxy) - benz[ Z] yl i dene] - 2

515 o SO U AR S P ideneka (2%
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15

20

25

30

I olsepgdpymn(r{ox]hlazcmdmr@pyel m no) - t hi azol i di n- 4- one,
5[ [2]4 ( g@gf SRS ! E;%%é{ MGk @L@%}g&ﬁ?@ﬁ% Rodr R AR]85 (12}
5- [s3piply I oplytmninodiidzdiditrpsye.et hoxy) - benz[ Z] yl i dene] - 3-i so
5 ac- &- [érI%LﬁZ-%\l?f' R B e il P SOy sdzbpSpyiniae-
2 - 2-
neizr?g?ﬁdggmm(fjﬁm g’ thiazolidjn
o (5 cif b et S A ?re%yreté}qunz'i@f@fm PrrNeAU 242} 2
firapo) -’clﬂéi!ﬂlhm34 oﬁgenyl -thi azol i di n- 4-one,
ﬁ)% allylimno)-5-] ré hydr oxy ethox) benz E/|Id

ene] 3-Frite kPR oo meTendZy Idend)a-pharyl 2
2- %Jo%bﬂrﬁin'o}"tlhé%&@% =pohd- chl oro-4-(2- hydroxy et hoxy) - be

dene] - 3- phenyl t'hi azol i di n- 4-0
rac-5-[3- chloro 4-(2,3-dihydroxy-propoxy)- benz[Z]ylldene] 3-phenyl-2-([Z]-

propylimino)-thiazolidin-4-one,
5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-propylimino)-3-o-tolyl-
thiazolidin-4-one,
5-[4-(3-hydroxy-propoxy)-benz[Z]ylidene]-2-([Z]-propylimino)-3-o-tolyl-
thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-propylimino)-3-o-
tolyl-thiazolidin-4-one,
5-[4-(2-hydroxy-ethoxy)-3-methyl-benz[Z]ylidene]-2-([Z]-propylimino)-3-o-
tolyl-thiazolidin-4-one,
rac-5-[3-chloro-4-(2,3-dihydroxy-propoxy)-benz[Z]ylidene]-2-([Z]-
propylimino)-3-o-tolyl-thiazolidin-4-one,
(R)-5-[3-chloro-4-(2,3-dihydroxy-propoxy)-benz[Z]ylidene]-2-([Z]-
propylimino)-3-o-tolyl-thiazolidin-4-one,
(8)-5-3-chloro-4-(2,3-dihydroxy-propoxy)-benz{Z]ylidene]-2-([Z]-
propylimino)-3-o-tolyl-thiazolidin-4-one,
3-(2,3-dimethyl-phenyl)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-
propylimino)-thiazolidin-4-one,
rac-5-{4-[2-(2,3-dihydroxy-propoxy)-ethoxy]-benz[Z]ylidene}-3-(2, 3-
dimethyl-phenyl)-2-([Z]-propylimino)-thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-(2,3-dimethyl-phenyl)-2-
([Z]-propylimino)-thiazolidin-4-one,



3-allyl-2-([Z]-allylim no)-5-[4-(2-hydroxy-ethoxy)-ben
z[ Z] yl i dene] -t hi azol i di n- 4-one,
w@2@blo§4212- ([ Z] -al | yl i m no) - 5- [3 chl or 0- 4- ( 2- hpCIF/BR2VO€012953
hoxy) - benz[ Z] yl i dene] - t hi azol {181 n- 4- one,
5-[3-chl or 0- 4- (2- hydr oxy- et hoxy) - benz[ Z] yl i dene] -2- ([ Z
] - met hyl i m no) - 3-
phenyl - Bﬂﬁﬁmmaﬂmvi—pheDvib5%{(%vﬁbxvetmxyﬁswahwwmwidene]-z-

I di met hyl - phenyl ) - 2-
Xy)ﬂéj M)W’H#)ﬂﬁ %’Iﬂz %%oqniedlln 4 one. 35 yA)
thl azol Bctzn}-dmwnmrlqbﬁénwm[wz agdrokghettmxy PR3 amethety-benz T[z]ynclene]
18 to 33 se ed fromthe group consisting o
f}a&%zprﬂwmiag? @W&ﬁ%’ B[ 7] yl i dene] - 2- ([Z] - i sopr op
5yl i m nO)a@&‘Ph@Z‘Blcﬁl’Wd?d@Lprﬁbéky ‘ﬁeﬁf{i]ylldene] 3- (2 3- dlmeth l- phenyl) -2-
5-[3-chl or.o-4- dr oxy- et oxy) benz[ Z] yl i dene] ~ [Z

]- |(%ﬁfwmlﬁﬁ)ﬁt§'ﬁz@d"ﬁrﬂé’ﬁ‘ﬂ t hi azol i di n- 4- one,
rac-5-[ ?a&@l[@ bRofs-442 3- dlihyBr kR p Bk P RREIZINRIRAE B Y2 Bdfmethyi-

i s@bﬁ@ﬁgrPT([ﬁ]mB?P)GleﬁQ)thlm'tdm -408€i di n- 4- one,

S L3 g gz‘? 1 GRS A L AR b Az fiftene o
10( [ Zhenyd 'ﬁéﬁyim-ﬁ‘rm) t hi azol i di n- 4- one,

rac-5-[ g (gﬂdél{ﬁ@ trﬁd oﬁoﬁ‘f ;[W ?i RydroRy- 8&%3((%) b&?)ﬁ]bl@éﬁeﬁ gephenyl

nej - 3- (2,
2- thigzclidgedoopy! i m no) t hi azol i di n- 4- one,

oyt - 2= (PR bR - A OG PRl (et aftSzono) o
phenyl-thiazolidin-4-one,
15 2-([Z]-ethylimino)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-phenyl-
thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-Ethylimino)-3-
phenyl-thiazolidin-4-one,
2-([Z]-ethylimino)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-o-tolyl-
20 thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-ethylimino)-3-o-tolyl-
thiazolidin-4-one,
3-(2,3-dimethyl-phenyl)-2-([Z]-ethylimino)-5-[4-(2-hydroxy-ethoxy)-
benz[Z]ylidene]-thiazolidin-4-one,
25 5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-(2,3-dimethyl-phenyl)-2-
([Z]-ethylimino)-thiazolidin-4-one,
2-([Z]-butylimino)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-phenyl-
thiazolidin-4-one,
2-([Z]-butylimino)-5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-
30 phenyl-thiazolidin-4-one,
| 2-([Z]-butylimino)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-o-tolyl-
thiazolidin-4-one,



5-[4- (2- hydr oxy- et hoxy) - 3- met hyl - benz[ Z] yl i dene] - 3- phe
nyl -2-([Z] - propylimno)-thiazolidin-4-one,

WO 205054285 chl or o- 4- (2, 3- di hydr oxy- pr opoxy) - bene¢ZEpio04e12953
nej - 3- phenyl -2- ([ Z] - propylim m@3 -t hi azol i di n-4-one,
rac-5-[ 3-chl or o- 4- ( 2, 3-di hydr oxy- propoxy) - benz[ Zlylide
nel-2-([Z]- propylimno)-3-o0-tolyl-thiazolidin-4-one,

(R) 5 [ 8- é b@tyrnrrﬁnd)% [B3-ehibrods- pzcuydrbxap@m)( %bbﬂén@% -o-tolyl-
(I pyl i m no)-3-o-tolyl- th|a20|d|n
(th'gz‘{'ﬁlrbfﬂoﬂﬁo 4 (2, 3- di hydr oxy- propoxy) - benz[ Z] yl i de
ne] 2- ( Y L
A e U A S U S D
ﬁﬁé[ZWﬁerpﬁiéhw?Ian e one

5251 501 S SR DB OL Iy ethow henlZiieng]:3-(2.3-

D S A

. Y 2r3=chll -benz[Z]Vlidene]-3-

azono) hoxy ? rden€]-3- n

| t phamdithidzolidind4-cme, .

LB G T R b ey
105- (Ejr_Bazzjt11Hm|F4)o|4e(2 hydr oxy- et hoxy) - benz[ Z] yl i dene] - 3- ( 2,

3-di ne

([Z] - et ﬂéwlﬁa%& [ﬁ%g%p{o&yﬁﬂ}p)&g}] Benz[Z]ylldene] -2-([Z]-isopropylimino)-
5- azditiorpode ( 2- hydr oxy- et hoxy) - benz[ Z] yl i dene] 3-iso

propyl §[§[:§]oro-h?(3-‘% gp&gllertrﬁo%/; bterl?zl[g]zyf’dene] 3- cyclohexyl -2-([Z]-
isopropylimino)-thiazolidin-4-one,
15 5-[4-(2-Hydroxy-ethoxy)-benz[Z]ylidene]-3-isopropyl-2-([Z]-isopropylimino)-
thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-isopropyl-2-([Z]-
isopropylimino)-thiazolidin-4-one,
rac-5-[3-chloro-4-(2,3-dihydroxy-propoxy)-benz[Z]ylidene]-3-isopropyi-2-
20 ([Z}isopropylimino)-thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-
phenyl-thiazolidin-4-one,
2-([Z]-allylimino)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-phenyl-
thiazolidin-4-one,
25 2-([Z]-allylimino)-5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-phenyl-
thiazolidin-4-one,
3-allyl-2-([Z]-allylimino)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-thiazolidin-
4-one,
3-allyl-2-([Z]-allylimino)-5-[3-chloro-4-(2-hydroxy-ethoxy)-benz{Z]ylidene]-
30 thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-methylimino)-3-
phenyl-thiazolidin-4-one,
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phenyl)-2-([Z]-isopropylimino)-thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-phenyl-2-([Z]-

propylimino)-thiazolidin-4-one,
5-[4-(2-hydroxy-ethoxy)-3-methyl-benz[Z]ylidene]-3-phenyl-2-([Z]-

propylimino)-thiazolidin-4-one,
rac-5-[3-chloro-4-(2,3-dihydroxy-propoxy)-benz[Z]ylidene]-3-phenyl-2-([Z]-

propylimino)-thiazolidin-4-one,
rac-5-[3-chloro-4-(2,3-dihydroxy-propoxy)-benz[Z]ylidene]-2-([Z]-

propylimino)-3-o-tolyl-thiazolidin-4-one,
(R)-5-[3-chloro-4-(2,3-dihydroxy-propoxy)-benz[Z]ylidene]-2-([Z]-

propylimino)-3-o-tolyl-thiazolidin-4-one,
(S)-5-[3-chloro-4-(2,3-dihydroxy-propoxy)-benz[Z]ylidene]-2-([Z]-

propylimino)-3-o-tolyl-thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene}-3-(2,3-dimethyl-phenyl)-2-

([Z]-propylimino)-thiazolidin-4-one,
rac-5-[3-chloro-4-(2,3-dihydroxy-propoxy)-benz{Z]ylidene]-3-(2,3-dimethyl-

phenyl)-2-([Z]-propylimino)-thiazolidin-4-one,
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([Z]-ethylimino)-thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-isopropyl-2-([Z]-
isopropylimino)-thiazolidin-4-one.

36. A thiazolidin-4-one derivative according to any of claims 18 to 35 for use as

a medicament.

37. Use of one or more compound of the General Formula (ll) in claim 18 for
the prevention or treatment of disorders associated with an activated immune

system.

38. Use of one or more compound of the General Formula (Il) in claim 18 for
the prevention or treatment of organ transplant rejection or graft-versus-host

diseases.

39.  Use according to claim 37 for the prevention or treatment of disorders which
are selected from the group as claimed in claim 5.

40. Pharmaceutical composition containing at least one compound of the
General Formula (I) in claim 18 and inert carrier material.

41.  Pharmaceutical composition according to claim 40 for the prevention or
treatment of disorders accociated with an activated immune system.

42.  Pharmaceutical composition according to claim 40 for the prevention or
treatment of organ transplant rejection or graft-versus-host disease.
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43. Pharmaceutical composition according to claim 40 for the prevention or
treatment of disorders which are selected form the group as claimed in claim 5.

44. Pharmaceutical composition according to claim 40 for the prevention or
treatment of disorders which are selected from the group consisting of
autoimmune syndromes including rheumatoid arthritis, multiple sclerosis,
myasthenia gravis; pollen allergies; type | diabetes; prevention of psoriasis;
Crohn's disease; post-infectious autoimmune diseases including rheumatic fever
and post-infectious glomerulonephritis; and metastasis of carcinoma.

45. A process for the preparation of a pharmaceutical composition comprising a
compound of the General Formula (ll) in claim 18, characterized by mixing one or
more active ingredients according to any one of claims 18 to 35 with inert

excipients in a manner known per se.

46. A process for the preparation of a pharmaceutical composition comprising a
compound of the General Formula (I) in claim 1, characterized by mixing one or
more active ingredients according to General Formula (1) with inert excipients in a

manner known per se.



