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-THIAZOLIDIN-4-ONE DERIVATIVES AS IMMUNOSUPPRESSANT
TS Field of the invention The present invention relat -

“@%@?ﬁa?ﬁ!i-one derivatives of the General 10 Formula (I) %%%ﬁ‘lggf\é%oslez%s

as active ingredients in the preparation of pharmaceutical compositions.

The invention also concerns related aspects including processes for the

preparation of the compounds, pharmaceutical compositions containing

one or more compounds of the General Formula (1), and their use as

immunosuppressant agents, either alone or in combination with other

immunosuppressant therapies. 15 Background of the invention The

immune system attempts to fight a transplanted organ in the same way it

fights an infection or a cancer. Without immunosuppressive medication to

Snhibit tHe-itRRbAe (§) SIEAPENEN oRHENE Bh 48 1B NEJARREVATIBIES

rejected and stops 26-$UNBIEMES UBPRESEAMED AREREDIents can

experience some organ rejection even when they are taking

IMMyPRSHPRIS SSUshHEPS- Rejection occurs most frequently in the first

few'WeekKs after transplantation, but rejection episodes can also happen

months or even years after transplantation. Combinations of up to three or

fourTnaeshesditriswareicomeaes fsedichiive itiaxdronmdanotetiEnadanSeneral
1¢CICEHAN £ éth%'h% B HENG JdR& iRtk Rhe dard A esdtshtdeutical

treat the rejection of transplanted organs interfere with discrete
intr SOSNRASIIBAEWBG SHEMIOR SRRERIFHTTRIBES AERET IRHING BERp esses for
cellshéprapgpiatonl sitbb dotganessytiaspacaticdanpeaktichasitintahebyg one or

evergli F igh interf; ' ' I | ing.
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15-ASERmEFERRIAlANART HhAsEhisaten Ay rinBHE BRNBYRPFRREant therapies.
beneficial effects .of thqse thqrapies relate to their broad

. e Gi(ene intfentiothowever, the generalized
immunosuppression which these drugs produce also

The immune system attempts to fight a transplanied 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
20  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 vyears after transplantation. Combinations of up tc three or four
medications are commonly used to give maximum proiection against rejection
25  while minimizing side effects. Current standard drugs used fo ireat the rejection of
transpianted organs interfere with discrete intraceliular pathways in the activation
of T-type or B-type white blood cells. Exampies of such drugs are cyciosporin,

daclizumab, basiliximab, everolimus, or FK508, which interfere with cytokine .

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



diminishes the immune system's defence against infection and
malignancies. Furthermore, standard immunosuppressive drugs are often
used at high dosages and can themselves cause or accelerate organ
damage in either the transplanted organ itself, or in other target organs of
the transplant recipient. Description 6f the invention In a first aspect, there
efiéstprovided:a plrageracelitech vonnpssitioassoniavhicl ttdeashareproduce also
dirffHerelidip- %%Q%'Véyé’i%ﬂf th@e%%@@%&aﬁ’ﬁ@?“'ﬁaf@&l%ﬁ Réhd 'ﬂqél%rl!r{ﬁes

CAN R1 General Formula (I) wherein: R' represents owerakx lower
F”’éﬁ?é'ﬂﬂ%ﬁ@&&ﬂ{% a@rguyw§ygﬂr%uﬁ)ﬁ%§ﬁtﬁrf Wten used ai high dosages and
carb BehBdbtalvadeenapltivdeyiia plyenylignage; or aitpheyd grengplanted organ
itsdROSERERAY: é@?%ang'oﬂhé’{réHQﬁHPﬂ%& Yyidhy lower alkyl, halogen, lower

alkoxy, or -CF3; R2 represents lower alkyl; allyl; cyclopropyl; cyclobutyl;

SN HOL [RONG: o di-lower alkylamino; R3 represents -NR5R6;
RE-CR RIO-(CR11Rt2) O-R13; R' represents hydrogen; hydroxy;

lower alkoxy; lower alkyl; halogen; or R3 and R4 together may form a

In mmwwi?m@rmm@ma GEM&ﬁmmdeHﬁ%fn%&%ﬂw%t%ﬁone
met rau and R chr sents independently lower
th[a%é ?Q F '(r)g%reségn? %)?(%%%gn ower alk Ig)gﬁ hydroxymethyl; 2a R8, R9,

R" and R 12 each represents m?%perldently hydrogen or methyl;

R

General Forrhula 0
wherein:

R’ represents lower alkyt; lower alkenyl: cycloalkyl, 5.8,7 8-tetrahydronaphth-1-y!;
5,6,7 8-tetrahydronaphth-2-yl; a phenyt group; or a phenyl group independently mono-,
di- or tri-substituted with lower alkyi, halogen, lower alkoxy, or -CF;

R? represents lower alkyl; allyl; cyclopropyl: cyctobutyl, cyclopentyl; or mono- or di-lower
alkylamino;

R® represents -NR°R®; or -O-CR'R®:-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 substituted

with a hydroxy methyl group;

R®and R® each represents independently lower alky!:
R’ represents hydrogen, lower alkyl, or hydroxymethyl;



RtO represents hydrogen or lower alkyl; and in case n represents the
integer 1, R'0 in addition represents lower alkoxy, hydroxy, -NH2, -NHR5
or-NR5R6; Rt3 represents hydrogen; lower alkyl; hydroxycarbonyl-lower
alkyl; 1-glyceryl; or 2- glyceryl; n represents the integer O or 1; and
configurational isomers, optically puf@ enantiomers, mixtures of

R® étiaRtibaner8'Saath seprasentsaites;diadtotie dywrgemixtarebof
diastereomers, diastereomeric racemates, mixtures of diastereomeric

Rmracemates and the meso-form, as well as pharmaceutically acceptable

SRR RY BRI %R VEhd kb RO IDTESP B e eSS a e (iRger 1 R™ in
addiimterapeseitts theenaeptiomairoxy, -NH,, -NHR® or -NR°R;

R'S1ReRaeMs3ldPRkR ISIRINYRDE-RyB BN A tniming: thiRaolidindeQnes: 2-
In a second aspect, there is provided a pharmaceutical composition
gvE8¥laining at least one thiazolidin-4-one derivative of the General
Formula (I) R3R 2 HYiS* N O N Ri General Formula (I) wherein: R’
N reapeEnisacNRIaIRAT lbwer alkenyl; cycloalkyl;
5,6,7,8-tetrahydronaphth-1-yl; 5,6,7,8-tetrahydronaphth-2-yl; a phenyl
roup: or.a phenyl group independently mono-, di-.or tri-substituted with
o Rt e B el s B S s
as ARFREFIEB FARRIE EYRIBButIEYES P ntAstsr eraifss. ofigrliirRem ek ylRgaMates.

mixlres of diastereomeric racemates and the meso-form, as well as pharmaceutically

accepiable salts, solvent complexes, and morphological forms, and inert carrier material;

with the exception of 5-benzol1,3]dioxol-5-yimethylene-3-ethyl-2-ethylimino-thiazolidin-4-
one.

In a second aspect, there is provided a pharmaceutical composition containing at ieast
one thiazolidin-4-one derivative of the General Formula (I)

General Formula (1)
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; or a phenyl group independently mono-,
di- or tri-substituted with lower alkyl, halogen, lower alkoxy, or -CF;

R’ represents lower alkyl; allyl; cyclopropyl; cyclobuty!: cyciopentyl; or mono- or di-lower
alkylamino;



R3 represents -O-CR7R8-CRI9R70-(CR"R12) O-R'3; R4 represents
hydrogen; hydroxy; lower alkoxy; lower alkyl; or halogen; R5 and R6 each
represents independently lower alkyl; R7 represents hydrogen, lower
alkyl, or hydroxymethyl; R8, R9, R" and R 12 each represents
independently hydrogen or methyl; R represents hydrogen or lower

R® sdkysantd i0-QREHCBIRISCOR IREIRRFET 1, R10 in addition represents
lower alkoxy, hydroxy, -NH2, -NHR5 or-NRSR6; R13 represents

hydrogen lower alkyl; hydroxycarbonyl-lower alkyl; 1- gI ceryl; or 2-
R GRRTn %W%P@?@né‘i%% {RHEr Y 'SWBFcacQﬂ‘i)frg‘Ur%é?ﬁSﬁsomers

optically pure enantiomers, mixtures of enantiomers such as racemates,

R® GIRSITEAR RLRrd Bk RS YIRS iB ¢ QR Sk fliastereomeric racemates,

mixtures of diastereomeric racemates and the meso-form, as well as
pharmaceutically acceptable salts, solvent complexes, and morphological
R’ fepneseaishidergearioercnkglial hadeyyhetoin the terms "lower alkyl”,
"lower alkoxy", "mono-or di-lower alkylamino”, and "lower alkenyl" have
thg foll owmgYl neanings: "lower alkyl", alone or in combination with other

Jroups, e SA5R RREgeEd 8?%@%&@6"8%&@?%@5 with one to

seven carbon atoms; "lower alkoxy" means a R-O group, wherein R is a

R*df}@ﬁéﬂkﬂ h{)ﬂﬂ!ﬁ%n%qbwe‘é KERMIRQa8eRNERBN Il iRteger 1. R™ in

u erein R'and R" are each independen Iyalower alkyl;
=5 GRIERIKS AU, RS G STt BTN broups. means

stralght or branched chain groups comprising an olefinic bond and three
R’ torgﬁf'\?éﬁréarbﬁf%méo‘ﬂérIﬁ“ﬁ/ihmjdé%’ﬁ@éfbﬂmffé%%rm%&aG*yC@fW or 2-
glyegtmaceutical composition as defined above in which said
thiazolidin-4-one derivatives are the (Z,Z)-isomers according to General

- &I@s@g@@gsg,n@graibove In a fourth aspect, there is provided the use
of one or more compound of the General

and configurational isomers, optically pure enantiomers, mixtures of enantiomers such

as racemates, diastereomers, mixiures of diastereomers, diastereomeric racemates,

mixtures of diastereomeric racemates and the meso-form, as well as pharmaceutically

acceptable salts, solvent compiexes, and morphological forms, and ineri carrier material,

and wherein the terms “lower alky!l”, “lower alkoxy”, “mono-or di-lower alkyiamino”, and

“lower alkenyl” have the following meanings:

“lower aikyl”, alone or in combination with other groups, means saturated, straight or

branched chain groups with one to seven carbon atoms;
“lower alkoxy” means a R-O group, wherein K is a lower alkyl,

“mono- or di-lower alkylamino” means a R’-NH- or a R-NR -group, wherein R’ and R’
are each independently a lower alkyl; and

“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.



Formula (I) as defined above for the preparation of a medicament for use
in the prevention or treatment of disorders associated with an activated
immune system. In a fifth aspect, there is provided the novel
thiazolidin-4-one derivatives of the General Formula (Il) R22 R21 R18
R170_1 0 R23 R20 R19 R16 H SR15 NR 14 General Formula (II)

In viEieirsrEeY Hegire Sepravigorp ARGIMaGRtiaRtopPestivalRg defined above in
whiérﬁEa%tﬂtrmydr@lamtfbtéﬁyﬁts@ﬁ,ar&tm&atzgammﬁé\ﬁwd a@s&hrﬁar@?@)@ineral
roup;.or a phenyl group mono-, di- or tri- substituted independently wit

Fo%yv%r glﬁ?/ld%; %%ygtr%\fSWer alkoxy, or -CF3; R15 represents lower alkyl;
allyl; cyclopropyl; cyclobutyl; cyclopentyl; or mono- or di-lower alkylamino;
In RiGineaesenisHaysiogrsvitueraxyudevwebakexyrtewesaadhoohaegssneral
R" represent drogen, lower alkyl, or hydroxymethyl:. 19. R
PO o b oty e TSR A ey Cee e
PreNghsERTE $RINRH Oh BrAtifET 2BRYP A W aseari RIBFESER IS Y SHRBYer
1, R20 in addition represents lower alkoxy, hydroxy, -NH2, -NHR5 or
-NR5R6. wherein R5 and R6, each represents independently lo Iyl
n e e Al T D e Rl e e
ForrogigdBlyl; or 2- glyceryl; m represents the integer 0 or 1; and
configurational isomers, opfieally: puee gnantiomers, mixtures of
enantiomers such ) v
R ‘
07\ iy < o
R2D

19
R R18

General Formula (i)
wherein:

R"™ represents lower alkyl, lower alkenyl, cycloalkyl, 56,7 8-tetrahydronaphth-1-yl;
5,8,7 8-tetrahydronaphth-2-y{; a pheny! group; or a phenyl group mono-, di- or tri-

substituted independently with lower alkyl, halogen, lower alkoxy, or -CF;

R represents lower alkyl; allyl; cyciopropyt; cyclobutyt; cyclopentyl; or mono- or di-lower
" alkylamino;

R'® represents hydrogen; hydroxy: lower alkoxy, lower alkyt; or halogen;
R" represents hydrogen, lower alkyl, or hydroxymethyi;

R* R' R* and R¥ each represents independently hydrogen or methyl;



as racemates, diastereomers, mixtures of diastereomers, diastereomeric
racemates, mixtures of diastereomeric racemates and the meso-form, as
well as pharmaceutically acceptable salts; and wherein the terms "lower
alkyl", "lower alkoxy", "mono- or di-IQ er alkylamino", and "lower alkenyl"
Dhave the following meanings: "lower alkyl", alone or in combination with__
R” semersroe fydrmeanssianeamly sREj It s rinareRrensit g HtRasiinR ™ in
addan® tR:peeRtscashen atams; ijaveey alkexy NuRnsra R Gretamhiieind R°
Risal r.alkyl: " - i-lower alkylamino™ means a R'-NH- or a
ca '[ﬁmqg%%d%%ﬁg%ﬁ%%ﬁ% %gw'are each independently a lower alkyl;
and "lower alkenyl", alone or in combination with other groups, means
R¥step@lbafsbraaehrs; ababt gieupshosmprisimganoletnisiyond-gincethreer 2-
giy(t:(érslf_even carbon atoms. In a sixth aspect, there is provided the use of one
or more compound of the General Formula (I) as defined above for the
preparation of a medicament for use in the prevention or treatment of
m reiseLdars ssaeigéed with an activated immune system. In a seventh
aspect, there is provided a pharmaceutical composition containing at least
one compound of the General Formula (ngﬁ;a(d? defined above and inert
anG AN vRaLiaRR 9REngnts ABkEH n RV SO RSB LIPIIE Raliid Eep SverRitiaRers such
as |lengrasting drasweiseswppressivieeftdcimhicivisashitusdbymeduciagthates,
mixr’clﬁlgJ @sbgf 8%%!;%%!}%‘&%%@9@%2!@3%@ Tﬁeaiqgé%'-_fléltmpgQWéﬁsasV\ﬂmwa{ceuﬁcatty

aftecting their maturation, memory, or expansion. In'consequence, the
aceEHRPLRIS disclosed can be utilized alone or in combination with
standard T-cell activation inhibiting drugs, to provide a new

ancilm W’E&%?QH—PJD {gﬁév‘?ow&rgﬁ IWI'SHV%F%SQJO%?d ‘%89(?—”&“&&95\/@% i n?cg”, and
malignancies when compared to standard immunosuppressive therapy.
“loweir e breaadnedmiguineEA8EI8Sed can be used in combination with

reduced dosages of traditional immunosuppressant therapies, to provide

« 0N the ane hand effective | SUp s tiyj ' e :
e e R
bragiglirshehain groups with one to seven carbon atoms;

“lower alkoxy” means a R-O group, wherein R is a fower alkyl;

“mono- or di-iower alkylamino” means a R'-NH- or a R'-NR"- group, wherein R" and R"
are each independently a tower alkyl; and

“lower alkenyl”, aione or in combination with other groups, meaans straight or branched

chain groups comprising an olefinic bond and three to seven carbon atoms.

In a sixth aspect, there is provided the use of one or more compound of the General
Formuia (i) as defined above for the preparation of a medicament for use in the

prevention or treatment of disorders associated with an activated immune system.

In a seventh aspect, there is provided a pharmaceutical composition containing at least

one compound of the General Formula (Il) as defined above and inert carrier materiai.



immunosuppressive drugs. Biological Assay The immunosuppressive
activity of the compounds of the invention can be demonstrated by
measuring the number of circulating lymphocytes in whole blood of rats as
follows. Normotensive male Wlstar{ats are housed in climate-controlled
conditions with a 12- hour light/dark cycle and have free access to normal
Disgiassidoveasriratriisghaaner 2 Browrfy0aadhienddassinectemniipretroresgitaleiiect
wh@ﬁmlm.eeé@rwmmﬁginﬁrauﬂtwrtﬂ Iirabhry theraafiesiRiood eall B-

o Sph aRREG i whole Dlogd using 2 Beckmal: Couler SYRENIOR ence
ym@ ro’ cytometer. %’Pftls ICal analysis’ O OC epcoun S are ]
y y

theprrfiarenedshyisalvaBibieaof ke ttinss (ﬂN’@\ﬂA)ﬂJﬁﬁi’QWV@QO@’BYOW@Sﬁ T-cell
actPQﬂE;RI%Q@ﬂ@&@%g?’t&p%ﬁﬁ§t5ﬁé\§ﬁﬂ§§gﬁb§%r@%we therapy with a reduced

o tud nt- Newmla Cﬁgr%s procegqléqﬁegg‘r}meléltlple comparlsons T US, <tandard
P ESH? 5una°s of TRETRENtISH dEFeRL HE nuliBEr of Circtiat Ing
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Biological Assa

The immunosuppressive activity of the compounds of the invention can be demonstrated
by measuring the number of circulating iymphocytes in whole blood of rats 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. Biood
(0.5 mL) is collected by retro-orbital sampling before drug administration, and 3 and 6 h
thereafter. Biood ceil count is measured in whole blood using & Beckman-Coulier
Synchron CX5 Pro cytometer. Statistical analysis of lymphocyte counts are performed by
analysis of variance (ANOVA) using



.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. WO 2005/054215 PCT/EP2004/012953
W%'g& &g)il%ql\g/ing paragraphs provide definitions.of the var@ou;&?&%g%lz%s
moieties that make up the compounds aggcording to the invention'and are
intended to apply uniformly throughout the specification and claims
unless an otherwise expressly set out definition provides a broader
defirgtetfstibal e tasviipweraling, dareamewaabikation yibeather for multipie
groups. ?@Qgss_aturated, 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-tHit, Sempolricdart s iyivenianbdcreXitonumitrp ckuliadeyMphocytes
wer allégfg/ me %ﬁ?anRégm [oUD, a/vhrg_r&in Rv;ﬁua lower alkyl. Preferred
examp\f\és oftfower a ﬁoxy groups S8 metlflr%xy, E'ﬂ%ioxy, propoxy,
iISO-propoxy, iso- butoxy, sec-butoxy or tert-butoxy. 15 The term mono- or

di-lowgiialk\¥asiBe aHBeHas: MR IyBh &y Rolis-cdFosMBsr oral administration of 10
mg/kg of a compound of the present invention to normotensive male Wistar rats as
compared o a group of animals treafed with vehicle only.

10
Table 1
Compound of Example  Lymphocyte counts [%]

4 -32

7 67

24 -84

42 -23

48 -37

75 -47

.76 -58

77 -55

84 -68

85 -B83

86 ~30*

91 -35

95 -53

100 -53

103 -47

110 -30

130 -28

*at 3 mg/kg p.o.



wherein R' and R" are each independently a lower alkyl. Preferred
examples of mono- or di-lower alkylamino groups are methylamino,

“%%@Wf{(&qs N,N- dimethylamino, or N-methyl-N-ethyl-amin(i»),C?r(;)ETl[;H}E;{ﬁ][tgas3

lower alkenyl, alone or in combination with other groups, méans's
or branched chain groups comprising an olefinic bond and three to seven
carbon atoms, preferably three to five carbon atoms. Examples of lower
alkeriy fllowing, pergasaps @RYide Hetiniioen ¢f BED@IsUsShepicThaaiatas that
haleggt: Mgans HepipoGhYRracts/ing @ infoinlBateinaKy dealinbalaeeapply
in corqbinz?}t’i(%n mean g}saturatfd Pl%(‘:lic {g}?rg%sarub n rinésgr(ﬁtem with 3 |
to 05D apcg?ﬁ@, BPf %tﬁ?efﬁ RIS ABON SIORYE. Bk 5@'&58fexmessy
cychsdiyl defirdjaiapayings @/blobdeyidefutigsentyl, cyclohexyl 30 or
sycloheptyl. The expression pharmaceutically acceptable salts

mpasses eithey salts with inorganic acids %{bo%gnic acids like

( k
by cHOEHL BNR) ASBRARES S SRR 0D YBLEiS5 45ciips, means saturated,
PCEERPOOAARIER! Shatid)rphivspltb ioadidseretccrciebfatmit auieferably one

ACeliCRGIChMRPISANE. FHAMeAUH 10RENZNEG Yo SFBANSRINIARE A opy),

and the like that are non-toxic to living organisms. In case the compoun
of CENRIRT TR, (555 ¢S SRS IARHY i REERE i AEIF SR ePt.

10expression encompasses salts with an inorganic base like an 5 alkali or

eaf%@'@%h@%:%&é&%@%wgfﬁz@gy PlaRRLIERWAOXIG S AR TP referred

hydroxide, or with an organic base such as benzathine, choline, )

meGHAMAES HdOHRE ROV AR R B A RRO G R by RIGRIGARGRECPOXY, iS0-

(S.MuiBeygesd-bmoBighlzytdntbp. C. Monkhouse, Pharmaceutical salts, J.

Pharm. Sci., 66 (1977), 1-19; P. L. Gould, Salt selection of basic drugs,

Int. J. Pharmaceutics 33 (1986), 201-217). 10 The compounds of the
TGendialeHineaen ahdideneraplianine s dhtiii- 6hé df e group,

asymipeiiicRaghorratarassant mdgpbaderelyaseidurnfamyoffoptiadly examples of

mono- or di-lower alkylamine groups are methyiamino, ethyiamino, N, N-
dimethylamino, or N-methyl-N-ethyi-amine.

20 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 fower alkenyl are allyi,
(E)-but-2-enyl, (Z)-but-2-enyl, or but-3-enyl.

25  The term halogen means fiuoro, chloro, bromo or iodo.

The term cycloalky! 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, cyclobuiyl, cyclopentyl, cyclohexyl
30 orcycloheptyl.

The expression pharmaceutically acceptable salis encompasses either salis
with inorganic acids or organic acids like hydrochioric or hydrobromic acid, sulfuric



pure enantiomers, mixtures of enantiomers such as racemates,
diastereomers, mixtures of diastereomers, diastereomeric racemates,

“ygiﬁw%%gidiastereomeric 15 racemates, and meso-forms.P'la}gE;aEﬁ(?ﬁ&twss
invention encompasses all these forms. 4 first aspect of the invention =

consists of a novel pharmaceutical composition comprising at least one
thiazolidin-4-one derivative of the General Formula (I): R3 6A4 H )~N /R2

N 2@dR Rihéseheralfottnaithc @rityferaio aBa, regpiksedts aalelcalkid, iaxeic acid,
alkenyl: cycloalkyl; = : a -3yl 25 i .
5,6,%%%{%%3!@0&%&%?%-y@g%%gl g?]m%pg%g entyaérgﬂ% non-toxic. to hvm.g
inde PEFRIESNG: 'ﬁw%ﬁ?ﬁ@-mﬁ%ﬁ%ﬁ%@@%hﬁ%ﬂwaafwf (eaogEah Frweifa (1) is
alkoxyidis HefrauMy ©2CRbrest8A BioTaBRN 444 29B3a6 Rarganres88&Sike an
lower alkyl: allyl. cyglopropyl; cyclobutyl: cyclopentyl: mono- or di- lower .
Sy Eh s MR, i o AR e G, catoum
O-Rix/dmrde @praite s AARVGLIRSERITX 7SI GRazailisycioles. anaglumine, and
hiﬁﬂ%‘ﬁé@@ﬁqﬁ@e&ﬂsd@!ﬂﬂiﬁ@ﬁﬂ@ﬂ%@@éﬁ%f@ﬁﬁi?@ﬁ L. D. Bighley and
ethylenedi ng optignally further substityted, wit \ yl ..
groug,’ ?0 &?%hgqﬁge%% "}/?eapcr%%g:ﬁ{s |Icr e erlgd%armgi %@érgﬁﬁ%g 4'19‘ P. L.
reprédeyits HgitirsipstiotoafdrasikydrugshirdxiithobeRrB: R8I 1 28MRR1217).
s@ach represents independently hydrogen or methyl; 15

The compounds of the General Formula (1) and General Formula (i) can contain
one or more asymmetric carbon atoms and may be prepared in form of optically
pure enantiomers, mixtures of enantiomers such as racemates, diastereomers,
mixtures of diastereomers, diastereomeric racemates, mixtures of diastereomeric

15 racemates, and meso-forms. The present invention encompasses all these forms.

A first aspect of the invention consists of a novel pharmaceutical composition
comprising at least one thiazolidin-4-one derivative of the General Formula (I}

20
General Formuia (1)

wherein:

R' represents lower alkyl, lower alkenyl; cycloalky!; 5,6,7,8-tetrahydronaphth-1-y!;
25 5,8,7 B-etrahydronaphth-2-yl; a phenyl group; a phenyl group independently
mono-, di- or trisubstituted with lower alkyl, halogen, lower alkoxy, or -CF5;



R10 represents hydrogen or lower alkyl; in case n represents the integer
1, R10 in addition represents lower alkoxy, hydroxy, -NH2, -NHR5 or
W-(l?l ? 5“13 represents hydrogen; lower alkyl; hydroxycarp@%]ﬂg]\élﬁé;129,§3
alk yceryl or 2- 20 glyceryl; n represents the integer 0 or 1; and
conflguratlonal isomers, optically pure enantiomers, mixtures of
enantiomers 25 such as racemates, diastereomers, mixtures of
diasRteepresentidseraindrialiiacyotenesyhixystesubl diystepentyicritono- or di-
racemg(?%@?gﬁ{}%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
pharrfacswieally agetTtalde RARS CRAFIE (R R%)Mediddments, e.g. in
e form of pharmaceutical preparations for enteral, parental or topical
dministration, They can be administered, for example, perorally, e.g. in
the fBfmepfeadiisd)ycoeged; taysterxy devwmreskhayiawer WKyl 2006(85421 R° and R
PCT{ELRA04{RAy Y8rn 7&%@@%@ISQPS&Jeétrﬁfi%Haeﬁiye%'SB?%@iuy further

suspensions, rectally, e E% in the form of suppositories, parenterally, e.d.
in th@%‘?‘mufﬁqﬁ]’g@tﬂ)wg Ein(S‘?‘%tW #HiMon solutions, or topically, e.g. in

the form of ointments, cream or oils. 5 The production of the

1BhargmageicalpreRaralions ras ke aliaraslia- amanner which will be

familiar to any person skilled in the art (sée for example Mark Gibson,
Editor, Pharmaceutical Preformulation and Formulation, IHS Health

GrOLFp'(, rEpgiesntoil (i eh) SAve2 Glidyl Re midgieyméthel Science and
Practice of Pharmacy, 20th Edition, Philadelphia College of Pharmacy

and Sgience) by 10 hyinging the described compounds of General
Fom%ra‘%l)% PR FRSPTRAESRRBIN SRaIabil BUieI6PRSMRRANIH

t16ombination with other therapeutically valuable substances, into a

ga'eﬁéﬁ’aﬂe%’é?g?k%t mgat@ &(’Hrt PST %1‘/ HEHHS‘W‘?eH%@e%"Ehé”%‘%EgeM R™ in

therapeutically com le sol | r liquid' carrier
addition répresents lower alkoxy, hydroxy, -NHz, -NHR® or -NR®RY;

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

n represenis the integer 0 or 1;

and configurational isomers, optically pure enantiomers, mixtures of enantiomers

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

30 The compounds of General Formula () 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



materials and, if desired, usual pharmaceutical adjuvants. 15 Suitable
inert carrier materials are not only inorganic carrier materials, but also

“g{g&{%;&g{gier materials. Thus, for example, lactose, corn 313%[1991%{14/0129%3

erivatives " thereof, talc, stearic acid or its;salts can be used as carrier
materials for tablets, coated tablets, dragees and hard gelatine capsules.
Suitable carrier materials for 20 soft gelatine capsules are, for example,
vegetafil galdtineazpsyitats sudisamicsnlidions dolicgisppobjots (degandirg. in the
ont I Ve j jent i : ired.in., .
the o B . D o RN St rson
prod&ekdR s 86 vafeP sUrihssTare gbpiatmpnite CRRat O Riols,

sucrose, invert sugar and the like. Suitable carrier materials for injection

lutions for ter,..alcohols, polyols, glyceral and, .
Soe B e R BN ET R BRI S LIRS 10 2 manner
exanifiliennatlirieoferdide e RoYIsPerpareskified Endhseni-I{gesd for IRY@@Ple Mark

polyaishsauitablararreiamaiesialsorenieatinmpamiio st iBheE rdes, Health
semizsynthetic and synthetic erdes, hydrogenated ojls, liguid waxes, ..
liqui ;S)éa‘#gffi%‘é‘,ﬂ%‘? at ?a@éf@égﬁﬁrﬁm Bglyfﬂﬁey%ﬁigngi?/c% i Prgctice of

cellufx@raaexafbds. teipn, sfibindelsinrésdieagivels Rvatirmgarad Science) by
1@muB&fumagm@ts,dé;@aﬁb'ﬁ@n%w@aréngoage@&;eﬂavonbﬁméovm and their
agenﬁ:ﬁ, salts for %ggym%the osmotic ﬁ)ressu&e,%ﬁo 2005/05425}1% ith ofh
PCTIEBSOABIE s FETHRR SubEERceSPigRNizdls, CRTRRIRHORuith  other
masldiegangeitsndhkiatisiiistsnceméinte gaimigelaininistration form together
pPhargacafiedladisranige ThrdosaasRlRa i PRt E GRS iquid carrier
Formuli l?atlcan arfy WIIhI% wide |If5|lts 5 %%oer?dln on the disease to be
cont’OieH RS AL 56 RS RN FIAI D8RSR S INE R tient and the
mode of administration, and will, of course, be fitted to the individual
requiseIRASIR SaGRAGHARASR RGY aq%'ﬁm SRS At HRRRAR Put also
about 0.5 _m%to_about 1000 mﬁ, esPeuall}%a out I mg to about 500 mé:], o
com&Lganic Carrier materiais. Thus, tor example, lactoseg, corn starch or derivatives
thereof, talc, stearic acid or its salts can be used as carrier materials for tablets,
coated fablets, dragées and hard gelatine cgpsules. Suitable carrier materials for
20  soft gelatine capsules are, for example, vegetable oils, waxes, fats and semi-solid
and liguid 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 fike, 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 poiyols. Suitable carrier materials for topical
preparations are glycerides, semi-synthetic and synthetic giycerides,
hydrogenated oils, liguid waxes, liquid paraffins, liquid fatty alcohols, sterols,
30 polyethylene glycols and cellulose derivatives.

Usual stabilizers, preservatives, welting and emulsifying agents, consistency-
improving agents, flavour-improving agents, salts for varying the osmotic pressure,



into consideration for the treatment of disorders associated with an
activated 10 immune system for adult patients. Depending on the dosage

“;b%%g ??‘ﬁ:o’nvenient to administer the daily dosage in sev%rga,%%%%%gg”t%)%s

units. The pharmaceutical preparations cgnveniently contain

500 mg, preferably 1 to 250 mg, of a compound of General Formula (1).

15 In a preferred embodiment according to the invention, the
aborsffeesibstrhcpbasniabiintical enonpasitgn opagkigeageaié/and anfioxidants

Z)'isgéﬂ% el &Gﬁsﬁ*&?&é%ﬂi%é”ﬁﬁ@ﬁnéjc%ﬂgrﬁgf’gébﬁf&%.Ge”era' Formula ().

20 The above-mentioned pharmaceutical composition is useful for the
prevention and treatment of disorders associated with an activated

immgRe aysiem obueh clisgatngstiisatdeisryiensri qoted froa/theigronRie limits
onsisti ejection,of transplanted organg or tissue. -versusr-hast...
giseé%%%ia?éé&%%aﬂgoﬂ%@se% %gncsoéljraﬁ%[{% |bn;eaa oi%%ﬁ%%éﬁ@r%%gg%'tmn of

inclui g afietihvabithartheris oyadannistiaios eipthefflarfstRBRaskinitiessto the
thyrq&ﬁéﬂﬁg}dx{m@a@%ﬁi@wmiem padinler seleyoBis; aamagmﬁﬂ'ta graxiis; dosage
type | digbetes; uvejtis;, posterior uveitis; uvejtis . assqciat it cet's

disezﬁfééEl ?ﬁl\?te%mrenl% réaiﬁg%girﬁ Pg)rmm ,’aﬁfgﬁ?&ﬁgn%%op%ﬁglénrﬁéglﬁvé?{ghronfgg’ comes
allogrigt vasedriBiay fpodiantecioestantolisnidas FGensiatied il @diresiivated

1ﬁmeum¢)ﬁiﬁ&y@t@m@iwdrﬂf@&m m@ﬁeﬁaﬁwt : E{étiabﬁ@@mma&qw adlenient
yperpraliferative skin diseases;.psoriasis; atopic dermatitis;

e R P oo S e AR, scborrhocic
dermatitis; lichen planus; pemphigus; bullous pemphigoid; epidermolysis
bullogge WHsaRgcLA O 4Rdm PotlEREARA 0drans BARILSIRME0 mg,
vasculitjs; eryth ; cutaneous eosinophilia; acne;_alopecia, areata;

oraR BV S OdYa PhB GRTBRURR S GARTE! FEFALR Reratits:
idystrophia epithelialis corneae; corneal leukoma; ocular pemphigus;

Moofgn;s plefiirddCerabiy@eRt il aIRETRD GHEVRTARBIHRBORBYVE mentioned
Vogt-Ko’yana%l-,Harada . , . o
pharmaceUtical composition comprises the (Z, Z)-isomers of the thiazolidin-4-one

detivatives of {he General Formula (I).

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
fransplanted organs or fissue; graft-versus-host diseases brought about by
25  transplantation; autcimmune syndromes including rheumatoid arthritis; systemic
lupus erythematosus; Hashimoto's thyroiditis; lymphocytic thyroiditis; multipie
sclerosis; myasthenia gravis; type | diabetes; uveitis; posterior uveitis; uveitis
associated with Behcet's disease; uveomeningitis syndrome; allergic
encephalomyelitis; chronic aliograft vasculopathy; post-infectious autoimmune
30 diseases including rheumatic fever and post-infectious glomerulonephritis;
inflammatory and hyperproliferative skin diseases; psoriasis; atopic dermatitis;
osteomyelitis; contact dermatitis_; eczematous dermatitis; seborrhogic dermatitis;
lichen planus; pemphigus; bulious pemphigoid; epidermolysis bullosa; urticaria;



5 syndrome; sarcoidosis; pollen allergies; reversible obstructive airway
disease; bronchial asthma; allergic asthma; intrinsic asthma; extrinsic

W%SEE'(EE}Q% 4%@ asthma; chronic or inveterate asthma; late asﬂEWﬁp@ﬁlﬂ /12953

alrway hyper-responsiveness; bronchitisggastric ulcers; ischemic bowe
diseases; inflammatory bowel diseases; necrotizing enterocolitis;

intestinal lesions associated with thermal burns; coeliac 10 diseases;
prociffidiceaemdprare st axiienss crapestiresisnorolia sdisealepecia areats;
ulceratierpiitiss HAgs U R SANRER FEMARY RbisaRemis siseaRes Ay dystrophia
throrgkft%s%“ Satheroscle‘r05|sr' (fe%py helgrt; myocarditis; car%lac infarction; _
artefBetToruSis SABIRE SSmarSd® hExiLada o RAPAR S s Qa8 Raryicer:
throkipRyekem ipetiis; risiciRidis e (2eanes' interstitmhopashyitisy sgAKogeresgl-Harada
sepRiapAins: GardRasidre RN AMRGed S REBAMECHISNIS &Y rgft\?/'%? disease:

diabetic nephropathy; glomerulosclerosis; glomerulonephritis; multip
myo‘%’iﬁgaa%iﬁaﬁt‘@gﬁ@%ﬁhﬁ%@ME%I%%SH?%@”B@&F}@M%; dust asthma;

multiplemewritis) vanake astisyzaditalgsdtna merthwajidisper-responsiveness;

BasgrmuiiieSpazhe IYEAONERSFcRRJEHLEIL A1 % Bn ARG 3R R e ases:
hypoplastic anemia; idigpathic thrombo_cytopenlc_purEura; autoimmune

hemiFiR ZB% RBTRIACAHGfariRRE s IesiparAs Wi, PRIgabBHISEC coeliac
1@neni@asaserpthoifitastessiguiprgsisiosatertdosisadtbogtdsiang rohn's  disease;
?dio%@?&ti%%ﬁﬁ%@VQ&‘?H&EPQgiﬁé@grﬂ%%@}ﬁg%@iéﬁ%algggﬁ%Va%%%ﬁ%mbosis;
ichthyosis vulgaris; photoallergic sensitivity; Cutaneous T cell ymphoma;
polyBREFRS RERIEs M faHgiBrrs UliR £acdae ifaratiorrigrbsclerosis; aortitis
myosantiosis; seleiexiarte; i/ egenaisssdz ovanclemairSiUHes; Smigraine; rhinitis:
SyneomRaaRnSina ARG G ARGl SRR BLA A PRIRION Ly o e,
alveolar bone, substantia ossed dentis; male pattern alopecia or alopeCia
RenfemRIMHIEMIg strSYRTFARR derfiabeliezaryerfyaardie; calemriiosclerosis;
adregiahrsidfierenity; AddiseniydiseaseuisanaraitereprifupOmMiErd disease;
oo R A S A atngoypertnroicm:
ischEA%RIQH e FiSRaFHs IMERNESOTRroPIETened insUiffRniasisy; lapigstic anemia;
canegpopiasignanesief, Iiimophoid eiignbeckiefis HaRieyBRbAMItiGe hemolytic
Zéeu%iﬂ‘%; lymaoé?gﬁ'ﬂr?dc%‘o%riisa;gs;p%%rig%ﬂ%ry eamngméem%e%aa %ﬁ%ﬁé 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,
pericdontium, alveolar bone, substantia ossea dentis; male pattern alopecia or
aiopecia 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 renai
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;



siderosis; retinitis pigmentosa; senile macular degeneration; vitreal
scarring; WO 2005/054215 PCT/EP2004/012953 10 corneal alkali burn;

W%e‘{ ]‘35%? %gr}/themai ballous d'e'rr.natltls.; cement.d.ermatltls; '}3@9%%9(?&/012953
periodontitis; sepsis; pancreatitis; carcinggenesis; metastasis 0

carcinoma; hypobaropathy; autoimmune hepatitis; primary biliary cirrhosis;
sclerosing cholangitis; partial liver resection; acute liver necrosis; cirrhosis;
5 aleohwii cikhibdisyine peticafiib ey fudminabsiepatefaitiie; laterenisdermatitis;
hepafitilallrencAGHERME: Cugiie: iyahk Hﬁ"ﬁs;la_ac@r%ﬂlﬁg&{é@g?rrﬁc‘l%tastasis of

diseases comprise the group consisting of rejection of transplante ) ,
org R HIAeE LN GIARRIRARIY: n AU iiBaNESs BieRAEabbiBYy 1@liary cirhosis;
transplankiig nclasltpigiteu pasiah diesn essachithin gaaute Niigtoichactiosiss, cirrhosis;
Bnutple, SGleraRiR,Cy Rthania B> IFRAFlsRs AR ARElER ot nepatic
prevention of psoriasis; Crohn's disease; post-infectious autoimmune
disefieEeinaeimgneiEanfativesi@ivshd post-infectious

glomerulonephritis; and metastasis of carcinoma. 15 Furthermore,

compounds, of the.2engraldauuiia () 1e alsg uselill I, ombinioie ion of
with one or'severa mmunosuppressaﬁ{ agents, ?orLfRe treatme%t of
disotdasplasietiaaansittariiskiriawalimensreastcfiseaibscluetsifrahput by

1the lingsakemmanrienednédcseidiiads moiring et ampasinanheddhenuttiple
Inveqlion, said LA IRINNOSUORIERSAN agepl s seladter HOMLIE 9ol non of
comprising or consisting o cyclogporln, Jac%zuma‘ﬁ);ebaQ IXiman,
evergipriasistadrommiiss (F5e566), peRitinssiierne, RifmoRioe, diseases including

15-deauneRRr OrAln, ahathesdmmEieay PBISERFIorEPEIRiZS AROtARStastasis  of
aspect af the invention concerns a method for the prevention or treatment

of di€dYAR &ssociated with an activated immune system comprising the
t&dministration to the patient of a pharmaceutical composition containing a

Furthermore, compounds of the General Formula (I) are also useiu, in
combination with one or several immunosuppressant agents, for the freatment of
disorders associated with an activated immune system and selected from the list
as above-mentioned. According to a preferred embodiment of the invention, said

20 immunosuppressant agent is selected from the group comprising or consisting of
cyclosporin, daclizumab, Dbasiliximab, everolimus, tacrolimus (FK508),
azathiopirene, leflunomide, 15-deoxyspergualin, or other immunosuppressant
drugs.

25  Another aspect of the invention concerns a method for the prevention or treaiment
of disorders associaied with an activated immune system comprising the
administration to the patient of a pharmaceutical composition containing a
compound of the General Formula (I). A suitable dose of the compound of General
Formuia (1) 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.



compound of the General Formula (I). A suitable dose of the compound of
General Formula (I) in the pharmaceutical composition is between 0.5 mg

W@%(}%Q%mg per 30 day. In a preferred embodiment of theﬂ@f%ﬁ&ﬂ&,&ﬁi%
2050421 | _

se Is comprised between 1 mg and 599 mg per day and more
particularly between 5 mg and 200 mg per day. WO 2005/054215
PCT/EP2004/012953 11 A further aspect of the invention are novel
thiazoltihet-aspederofativee sred thien fatwivg/GbiseditiFetroota ddjivRBZs of the

RZ]T@B%@&%%M%M\%%%RB HS RN O\R14 General Formula (Il)

5 wherein: represents lower alkyl, lower alkenyl; cycloalkyl,
5,6,7,8-tetrahydronaphth-1-yl; 5,6,7.8-tefrahydronaphth-2-yl; a phenyl
group; a phenyl group mono-, di~oy 10 ristibstituted independently with
lower alkyl, halogen, lowealkoxy, gt - ; R15 represents lower alkyl,
allyl; cyclopropyl; cyclobutyl; 8/0 opdpty; 1rgnoﬁo- or di- lower alkylamino;
15 R16 represents hydrogen; hydrd®y; I&werlalkoxy; lower alkyl or
halogen; R17 represents hydrogen, lower f@alkyl, or hydroxymethyl; R18,
R19, R21 and R22 each represents independgéntly hydrogen or methyl;
20 R20 represents hydrogen or lower alkyl; and i caseqws represents the
integer 1, R2 in addition represents lower ‘alkoXy, hoxy, -NH2, -NHR5
or -NR5R6; s N

R
General Formuila (1f)

wherein:

R™ represents fower alkyl, lower alkenyl; cycloalkyl; 5,6,7 8-tetrahydronaphth-1-yt;
5,6,7,8-tetrahydronaphth-2-yl; a pheny! group; a pheny! group mono-, di- or
10  trisubstituted independently with lower alkyl, halogen, lower alkoxy, or -CFs;

R™ represents lower alkyl; allyl; cyclopropy!; cyciobutyl; cyclopentyl; mono- or di-
lower alkylamino;

16 R'® represents hydrogen; hydroxy; lower alkoxy; lower alkyl or halogen;
R' represents hydrogen, lower alkyl, or hydroxymethyl;
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 alkyt; hydroxycarbonyl-lower alkyl; 1-glyceryl or 2-
25  glyceryi;



R23 represents hydrogen; lower alkyl; hydroxycarbonyl-lower alkyl;
1-glyceryl or 2- 25 glyceryl; WO 2005/054215 PCT/EP20041012953 12

W@J&g{&ﬁﬂ& the integer 0 or 1; and configurational isomer§cqﬂa%woqw%

enantiomers, mixtures of enantiomers 5uch as racemates,
diastereomers, mixtures of diastereomers, diastereomeric racemates,
mixtures of diastereomeric racemates and the meso-form, as well as
pharmaceutically acceptable salts. Preferred thiazolidin-4-one derivatives

accqﬁquégeﬁgqﬁé%{é@gpglgfq ) are (Z,Z) 10 isomers of General

Formula (). In a preferred embodiment, R14 represents an unsubstituted,
a mono- or disubstituted phenyl group. 15 In another preferred
embastineeniip Ratlorep isserss anpdinslip stitatedaatioroars, orxdisehoitanagtiomers

phenyl graup,subsitldedudin - metayd onialegen.aduibshere feffadereomeric

embodiment, R15 represents lower alkyl. 20 In anothertﬁgferred

embBERES RTB N BPRLARSIRIRRIRH G ATeIRgIe M AN e MRty 3s well as
embpishiment uticediprasents bhesalteger 0; and R17, R18, R19 and R2
represent hydrogen. 25 In yet another preferred embodiment, m

represents the integer 1, Rt7, R18, Rt9, R21, R22 represent hydrogen,

and ﬁ?@@r&éﬁg‘#ﬂ]&@%ﬁ.qﬁ%{%’ﬁ&ﬁIﬁﬂfﬂﬁ?&#@r%ﬁ‘@ﬁb%ﬂfm@ﬁtﬂ‘ﬁﬁe (2.2)
1epresensshydsogen! Borinundther particularly preferred embodiment, m
represents the integer 0; R77, R18, R79, R20, and R23 represents

hydrogen. WO 2005/054215 PCT/EP2004/012953 13 In another
partibularlpisfereade SORAHARAENTR M rEpresents M iHisybpiiuird7 RBONC- of

R104Rddstizd prehR2pagpresent hydrogen, and R20 represents
hydroxy.

15 In another preferred embodiment, R™ represents an unsubstituted, a mono- or
disubstituted phenyl group, substituted with methyl or halogen.

In a further preferred embodiment, R* represents lower alkyl.
20  In another preferred embodiment, R represents halogen or methyl.

in another preferred embodiment, m represents the integer 0; and R”, R", 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.



In a further preferred embodiment, R14 represents an unsubstituted, a
mono- or 5 disubstituted phenyl group, substituted with methyl or

ng)alg(%a hﬁqd R'5 represents lower alkyl. In another further preferred, 15425
embodiment, R14 represents an unsubsttted, a mono- or disubstituted
phenyl group, substituted with methyl or halogen, m 10 represents the
integer 0; R17, R18, Rt9, R20, and R23 represents hydrogen. In another
furteraetfenr pdréonizog prefr &l dmbprisentsramepres st itegenonb’’, R,
or diguibgitRet IR CHaBs it WithyrRethyh I B0 BG MR .
represents the integer 1, R17, R18, R19, R21, R22, and R23 represent
hydrogen, and 15 R20 represents hydroxy. In particularly preferred
embipdintertheR plefepsesentsdimens uk Stitapedsento @moumsullidtlistifgedono- or

he [tyt it e W,
B e o G, airesen
R17/09weRig! R19, R2 and R23 each represent hydrogen. In another
particularly preferred embodiment, R14 represents an unsubstituted, a
mong- ' ituted r ituted wi I )
MDA e M
reprédifts Biedistsdiutery phery! F@IB‘;‘WQl@,‘WQtl'F@@ZZ{“ﬁnH‘%QE‘ reprBalegen. m

1bydregessarnstRebispiesants RVGREy RBpaatfirthisgalidindrgitgen.
derivatives according to formula (II) are:
5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-phenyl-

30 thia2sirihea foreer preferred embodiment, R™ représents an unsubstituted, a
§2-[ﬁﬁanﬁzldﬁmm&mgw)pﬂgawgr@g%nzxérgmg;laggimnj%[@%tgg/emzngn%bgbn, m

- phenoxy]-ethoxy}-aceti :

RS BRI m0Ls) dinon bES By IGBRGES i ooen. and
1BopRPyRSRRSNE Préifthiazolid in-4-one, 5-[3-chloro-4-(2-hyd
roxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-

In particutarly 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 particuarly preferred embodiment, R' represents an unsubstituted, a
mono- or disubstituted phenyl group, substifuted with methyl or halogen, R'™
represents lower alkyl; R™ represents halogen or methyl, m represents the integer
25 1, RY R® R¥ R¥ R and R* represent hydrogen, and R* represents hydroxy.

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

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



phenyl-thiazolidin-4-one, 5
5-[3-fluoro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-
W}%]’]ﬁ -thiazolidin-4-one, 5-[4-(2-hyd .
roxyﬂ-%é)tqr%zﬁ)‘lz)ii;%)-3-methyl-benz[Z]yIidene]-2-4|;47_]-isopropylimino]:gS’:’:'I:”‘Cw0‘mm12953
phenyl-thiazolidin-4-one, 5-[4-(2-hyd roxy-ethoxy)-3-methoxy-benz[Z]yli
dene]-2-([Z]-isopropylimino)-3- 10 phenyl-thiazolidin-4-one,
5-[4-(3-hy deex§-grib 6k3)cifnizoR}y hidurmly pefRjidops oriziyivenpB2biihy -
th'?%’ciégt'ﬁﬁﬁ%ﬁe)t@%ﬁﬁé[ﬁ@ﬂaz_olidin~4—one _ o
3-dihydroxy-propox -beWé]allldene]-Z-%Zklso l:ogxhwn@-s- .
phenyl-thiaé&i&ﬁ?—%—'éﬁ@j xy-ethoxy)-benz[Zlylidenej-2-([Z]-isopropylimino)-3-
rac-pH8rghtbrazdli3tdihgdroxy-propoxy)-benz[Z]ylidene]-2-([Z]- isopropy!
kmino)-3-phenyl-thiazohd.insdsQn A4-(2= xnaethexy)k e
:faen%@%%%?E%&ﬂ%e%ﬁﬁ%ﬁ?;&i%%%@?ﬁ%ﬂ?@ﬁ%@'@:“°> °
3-dit T REIY #eARBxy-benz[Z]yl idene}-2-([Z]- 20
isopropylinguio)Bhydalyl-dtianglidiméibpebenz[Z]viidene]-2-([Z]-isopropylimine)-3-
5-[S-g;llggwiﬁg—égawgr_gg%gthoxy)-benz[Z]yIidene]-2-([Z]-isopropyI i mi
-o- fol '

no)- I-thiazolidin-4-one,

5-[3-chlorced4E2rtoxy-ethes)nessieryprme il idenskarighinrrineyligino)-3-
10- tofyietiiagatidiiictohen®5
5-[4-(2-hydroxy-£ -3- XV ylidenele2e([7]-] mine)s
ooy A e o A ¥Ry
ene P 2id8uAreM/limino)-3-o-tolyl- thiazolidin-4-one,
faC-5'[3'|Ch|@cE€5444?2.%@fﬁwmﬁégwm%hemwi@w{%@h@@ﬁmin0)~3-
iso iming)-3-0-tglyl-thiazofidin-4-one,
5-[2—%%%@%%@%% -%%nzgzclylidene]-2-([Z]-isoprop limino)-3-m-tolyl-
15 rac-5-[3-chioro-4-(2,3-

isopropyiimino)-3-phenyi-thiazolidin-4-one,

thydroxy-propoxy)-benz{Z]viideng]-2-([Z]-

5-[4-(2-hydroxy-ethoxy)-benz[Zlylidenel-2-({Z]-isopropylimino)-3-o-tolyl-
thiazolidin-4-one,
rac-5-{4-[2-(2,3-dihydroxy-propoxy)-ethoxyl-benz{Z]yiidene}-2-([Z}-
20 isopropylimino}-3-o-tolyl-thiazolidin-4-one,
5-]3-chioro-4-(2-hydroxy-ethoxy)-benz{Zlylidene}-2-{{Z}-isopropylimino)-3-o-
tolyl-thiazolidin-4-one,
5-[3-chioro-4-(2-hydroxy-ethoxy)-benz|Z]ylidene]-2-([Z}-isopropylimino}-3-o-
tolyl-thiazolidin-4-one,
25 5-[4-(2-hydroxy-sethoxy)-3-methoxy-benz{Zlylidene]-2-([Z}-isopropylimino)-3-
o-tolyi-thiazoiidin-4-one,
5-[4-(3-hydroxy-propoxy)-benz{Z]ylidene}-2-({Z}-isopropylimino}-3-o-tolyi-
thiazolidin-4-one,
rac-5-[3-chlore-4-(2, 3-dihydroxy-propoxy)-benzZiylidenej-2-([Z}-
30 isopropyiimino)-3-o-tolyi-thiazolidin-4-one,
5-[4-(2-hydroxy-ethoxy)-benz{Z]ylidenel-2-([Z]-isopropylimino)-3-m-tolyl-
thiazolidin-4-one,



thiazolidin=4-one, WO 2005/054215 PCT/EP2004/012953 15
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-

wiFRiiiazolidin-4-one, PCT/EP2004/012953
rac-5-/[3-40h]oro-4-(2,3-dihydroxy-propoxy)ibenz[Z]yIidene]-2-([Z]- isopro

pyl imi no)-3-m-tolyl-thiazolidin-4-one, 5
5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-p-tolyl-
thiazolidin34FebloBef3-thinrdraty 2tmpey)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-

roxyﬁﬁg@gmi—%na[gmwe]-2-([Z]-isopropyIimino)-3-p- tolyl-thiazolidi
n-4-one, rac-5-[3-chloro-4-(2, 3-dihydroxy-propoxy)-benz[Z]y!

idene]-2-((PE TR BB gidg e aRRsEiRRR AR e aehR- (121-
3-dinethyhpineny)) BaiddHtyidaaidinetiony)-benz[Z]ylidene]-2-([Z]- isopro
B [ oy benelzlvidsng 2 (Fl s gprogylimiga)->-p-ol-
dim&HRABHEASRE ([Z]-isopropy! imino)-thiazolidi n-4-one, 15
5-[3-ch_|orc543(&m:m-ﬁw%aﬁim%m%ge@pz@ﬁmaﬂwrabﬁml)o)ns-p-
iné&@ﬁﬁgﬁégﬁélﬁégﬁégréa:%hyd roxy-’etho;(y)-benz[Z]yI id ene]-2-
([Z]-isoproff-PriviRdRPist St InalenE paeppxy)-benz{Z]ylidene]-2-({Z]-
18-dinsephybypineny))3sp o2 -Andishginethmey)-3-methyl-benz[Z]ylidene]-2- 20
o-ehon e S e e R R R e
n-4-BRarqRdIBiN)chigrslitite4-9ndihy droxy-propoxy)-benz[Z]ylidene]-3-(2,
3-d i methyichenid)2 gldihizpexepytpung)ditiaaalisthA7pMRerd)-3-(2, 3-
3 UG NPt RNy R g s lglyidenel-2-([2]-
15 5-{3-chloro-4-(2-hydroxy-ethoxy)-benz{Zlylidene]-3-(2,3-dimethyl-phenyl)-2-
{[Z]-isopropyliminoc)-thiazolidin-4-one,
3-(2,3-dimethyi-phenyl)-5-[3-fluoro-4-(2-hydroxy-ethoxy)-benz[Z]lyiidens]-2-
([Z}-isopropylimino)-thiazolidin-4-one,
3-(2,3-dimethyi-phenyl)-5-[4-(2-hydroxy-ethoxy)-3-methyl-benz{Zlylidene}-2-
20  ([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-chioro-4-(2, 3-dihydroxy-propoxy)-benz{Z}ylidene]-3-(2, 3-dimethyl-
phenyl}-2-({Z}-isopropyiimino)-thiazolidin-4-one,
25 3-(2,4-dimethyl-phenyl)-6-[4-(2-hydroxy-ethoxy)-benz{Z]ylidenel-2-([Z}-
isopropylimino)-thiazolidin-4-one,
5-(2,3-dihydro-benzo{1,4]dioxin-6-[Z}-yimethylene)-3-(2,6-dimethyl-phenyl)-
2-([Z}-isopropylimino)-thiazolidin-4-one,
3-(2,8-dimethyl-phenyl}-5-[4-(2-hydroxy-ethoxy}-benz[Z]ylidene]-2~(Z]-
30 isopropylimino}-thiazolidin-4-one,
3-(2-chloro-phenyl)-5-[4-(2-hydroxy-ethoxy)-benz[Zjvlidene]-2-([Z}-
isopropylimino)-thiazolidin-4-one,



isopropylimino)-thiazolidin-4-one,
5-(2,3-dihydro-benzo[1,4]dioxin-6-[Z]-yimethylene)-3-(2,6-dimethyl-phenyl)

%ﬂ(%%@ﬂpropyhmlno) -thiazolidin-4-one, PCT/EP2004/012953
2,6-dimethyl-phenyl)-5-[4-(2-hydroxy-eghoxy)-benz[Z]ylidene]-2-([Z]- 30

isopropylimino)-thiazolidin-4-one, 3-(2-chloro-phenyl)-5-[4-(2-hyd
roxy-ethoxy)-benz[Z]ylidene]-2-([Z]- isopropyl imino)-thiazolid in-4-one,
WO 20055 5%#21i6B-¢TERdon/eiinesBbesz[Zlylidene}-3-(2-chloro-phenyl)-2-([Z]-

5 [%sqy ;%/ﬂ-r{«% Mg{%@ﬁb@%benz[Z]yhdene] -3-(2-chloro-phenyl)-2-([Z
]- isopropylim ino)-th |azoI|(}in -4-one

3-dihydroxypidgyswens %Kﬁf&é%@f Spgiéﬁ(gﬂ%e -3~(2-chioro-phenyl)-
2-([2}( 2D pramyinylimd)sthiaizetitin 4-one, 5

P[4-(2- hyehen};%t% }Bm%lxgﬂem}T%é@@mq%mmm&% (2

“methox iazolidin-4-one,
5-[3 Y’?"\W&%ﬁ?@‘?ﬁbﬁﬁrﬁenz[Z]ylldene] 2-([Z]-isopropylimino)-3-
(2- methoxﬂ%@ﬂ%&ﬁh{ﬂ@dmﬂ%emm) -benz[Z]ylidena]-2-([Z]-isopropylimino)-3-

5- (Zcé% %%;mgw Agb%m -B- %Lylmethylene) -2-([Z]- |sopropyI|m|no) -3
oxy-phenyl)-thiazolidin-4-one, 5-[4-( droxy-ethoxy)- be?fé‘g ‘]3/
|dene] -2-(@1asop Tﬁﬁﬂ%‘?[@"‘twl%‘@tﬁd@ eﬂﬁbg(ﬁé]r‘nsﬂ% ino)-3-

16-[3reblaseydbidystieasirihokyhrbenz[Z]ylidene]-2-([Z]-isopropylimino)-3-

(4-methox (71 -
vt [ﬁJ% IR A enel5 (7 isopropyiimin) .44
thiaFesidex-Rireys-fiazolidin-4-one,

lyl-5-[3-chigug: dh(awd@nydeﬂawh@wﬂ&ixtmm@iémzmpmpwlimiiw)—S

0)-thi zoI

rac- a“?y %amf;x) 2 yo? ﬁh@zghatﬂ)ﬂd?ggy propox /)-benz nglldene] -2-([Z]-

15 3-allyl-5-[4-{2-hydroxy-ethoxy)-benz[Z]yli dene isopropylimino)-
thiazolidin-4-one,
3-allyl-5-{3-chioro-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]-
20 isopropylimino)-thiazolidin-4-one,
5-{4-(2-hydroxy-sthoxy)-benz{Zlylidene]-3-phenyl-2-([Z}-propylimino)-
thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz{Zlylidene]-3-phenyl-2-([Z}-
propylimino}-thiazolidin-4-one,
25 5-[4-(2-hydroxy-ethoxy)-3-methyl-benz[Zlylidene]-3-phenyl-2-({Z]-
propylimino)-thiazolidin-4-one,
rac-5-[3-chloro-4-(2, 3-dihydroxy-propoxy)-benziZ]ylidene]-3-phenyl-2-({Z}-
propylimino)-thiazolidin-4-one,
5-[4-(2-hydroxy-ethoxy-benziZlylidenel-2-(IZ]-propylimino)-3-o-tolyl-
30  thiazolidin-4-one,
5-[4-(3-hydroxy-propoxy)-benzfZ)ylidene}-2-({Z}-propytimino}-3-o-tolyl-
thiazolidin-4-one,



20 isopropylimino)-thiazolidin-4-one, 5-[4-(2-hyd
roxy-ethoxy)-benz[Z]ylidene]-3-phenyl-2-([Z]-propyli mino)-

wiRgaligingd-one, PCT/EP2004/012953
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Ztidene]-3-phenyl-2-([Z]-
propylimino)-thiazolidin-4-one, 25
5-[4-(2-hydroxy-ethoxy)-3-methyl-benz[Z]ylidene]-3-phenyl-2-([Z]-
propylimi Sdftangreréit?-nsliecrsthexp-bansigiigenel-2-((Z}-propyiimino)-3-o-

3- ?l?ﬁ{@t@ﬁzgﬁgppmnlgenz[ayl|dene] -3-phenyl-2-([Z]- propyl im i

no)-thiaz

oo (o PR SR D ISR S P oRriag) -
thiazallidihiazditin-g-pré3-hydroxy-propoxy)-benz[Z]ylidene]-2-([Z]-propy!

ino)-3- | 1dins4s.
%nCT/EngSI%)[fg%%ém dinedmedV¥Q 2RIRPAFI R Zylidene]-2-(Z]-

5-[3RART T %9&%%}'@%8&(?}?ﬁeﬂ%2]yhdene] 2-([Z]-propylimino)-3-o-
tolyl-thiazdRJib-gB-chiro-4-(2,3-dihydroxy-propoxy)-benziZlylidene}-2-({Z}-

5- [4&%%9?@; gtgn%qypﬁ,éggﬁlam -bepelZ]ylidene]-2-([Z]-propylimino)-3-o-
tolyl-thiazolidin-4-on

rac-5-[3-chR8: Ec”(?é‘@faw&wheff’é%k%%’fﬂﬁ?ﬁa@ﬂ]dﬂ?ﬁ

1propytomyio)rs e toydihihzsiuinirddemes, (R)-5-[3-chloro-4-(2,
3-dihydroxy-rg tolylﬁﬁﬁﬁiﬂ}{ %e[ﬁedz%;(%xy -sthoxy)-benz[Z}ylidene}-2-(1Z]-

propylimino)-3-o- zolidin-4-on
(S)-BIERYinre A3 2 lidHRy RS - propoxy) benz[Z]ylidenej-2-([Z]- 10
propyliminegeF®d44i {2 fiatiojitinad-mopodi&thoxyl-benz{Z]ylidene}-3-(2,3-

3- d'%ﬁ&mm%g IR 3?@23%@@;(%? H@%M%&?ﬁ&z&@"de“e] -2-([2]-

gropy one, rac-5-{4-[2-

dlhydrox?iﬁrSBWé%BM% '['2]9’] df&ﬁ@izéytléege} ~(2,3-dimethyl-phenyi)-2-

([Z}-propylimino}-thiazolidin-4-one,
3-(2, 3-dimethyl-pheny!)-5-{4-(2-hydroxy-ethoxy}-3-methyl-benz{Z]yiidene]-2~
({Z)-propylimino)-thiazolidin-4-one,
3~(2,3-dimethyi-phenyl)—s-[4-(2~hydroxyaethoxy)-3-methoxy—benz[Z}yiidene]—
20  2-{[Z]-propylimino)-thiazolidin-4-one,
rac-5-[4-(2 3-dihydroxy-propoxy}-benz{Zjylidene]-3-(2, 3-dimethyl-phenyl)-2-
([Z}-propylimino)-thiazolidin-4-one,
rac-5-{3-chioro-4-(2, 3-dihydroxy-propoxy)-benziZlylidene}-3-(2, 3-dimethyl-
phenyh)-2-({Z}-propylimino)-thiazolidin-4-one,
25 2-([Z}-tert-butylimino)-5-[3-chioro-4-(2-hydroxy-ethoxy)-benz[Zlylidens]-3-
phenyl-thiazolidin-4-one,
2-(dimethyl-hydrazono)-5-{4-(2-hydroxy-ethoxy)-benz[Z}ylidene]-3-phenyl-
thiazolidin-4-one,
5-[3-chioro-4-{2-hydroxy-ethoxy)-benz{Zlylidens]-2-(dimethyl-hydrazona}-3-
30 phenyl-thiazolidin-4-one,
2-([Z}-ethylimino)-5-{4-(2-hydroxy-ethoxy)-benz|Z]ylidene]-3-phenyi-
thiazolidin-4-one,



d imethyl-phenyl)-2-([Z]-propylimino)-thiazolidin-4-one, 15
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-(2,3-dimethyl-phenyl)-
wo HlédiRigpylimino)-thiazolidin-4-one, 3-(2, PCT/EP2004/012953
3-dimethyl-phenyl)-5-[4-(2-hydroxy-eth ox§)-3-methyl-benz[Z]ylidene]-2-

([Z]-propylimino)-thiazolidin-4-one, 3-(2, 3-dimethyl-phenyl)-5-[4-(2-hyd
roxy-ethoxy)-3-methoxy-benz[Z]ylidene]- 20
2-([Z]-progylitrihipyatdeZonmhionyeriboxaebsalfdylidene}-2-({Z}-Ethylimino)-3-
3-di )gg[:@}%g%wkmltgz[aylidene] -3-(2,3-dimethyl-phenyl)-2-

gzc}w?;;g Pg 6%%&% F%%Hi‘]gﬁ’é é,%%% gﬁﬁ[%]yhdene ]-3-o-toly}-

phetﬂyk)zzhc(my%mwhmlno) -thiazolidin-4-one, 25

([Zj-tert- )as L& ol
%henyl th|533‘.%%9fﬁﬁ%ﬁ%ﬁ%@%ﬁ?ﬁ%@é'[w4".beﬂnm PYRRRE-So-tl
roxy aBF8YN BERR2 1y1 idene]-3-phenyl- thiazolidin-4-one, 5-[3-chl
oro-4-(2-hgdiSydietetxgpheny)Zyizjetefidieiify(Hydimxprasy B0

gh(?%hﬂélﬁrﬁ#no éﬁ[%k%“d%ﬁoggfethoxy) benz[Z]ylidene]-3
thiazolidin24tei8!a) C\/ﬁ’d%@@%@’ﬁ?ﬁ@%ﬁm ?b% 2 e¥hyi -pheny!)-2-

1B- [3{{:‘2\L@ltbynﬁﬁmwﬂmaxghémmaoenz[Z]ylldene] -2-([Z]-Ethylimino)-3-

phenyl-thi F?Hﬂ - (2-hydroxy-etnoxy)-benzlZlylidencl 3 pheny-
2-([Z g ﬁt;?ﬁ/%z AP e A R B P P SR A S
thiaZBIRIR A HENS:

5-[3-chlore4i2-hygonyesdiieibanat Ziyiidirory-2tikayptainivijcher- bl
yl- tfgq &q %&ﬁ'&% 3 é%e?’ dimethyl-phenyl)-2-([Z]-ethylimi

roxy-ethoxy
Z}-bu yllmzno)~ -[4-(2-hydroxy-ethoxy)-benz[Z}yiidene}-3-o-toly!-

thlazoltdm-df-one,
2-([Z}-butylimino)-5-{3-chloro-4-{2-hydroxy-ethoxy)-benz[Z]vlidene]-3-o-tolyl-
thiazolidin-4-one,
2-({Z]-butylimino)-3-(2, 3-dimethyi-phenyl)-b-[4-(2-hydroxy-ethoxy)-
20 benz[Z]}ylidenel-thiazolidin-4-one,
2-([Z}-butylimino}-5-{3-chioro-4-(2-hydroxy-sthoxy)-benz{Z}lylidene}-3-(2,3-
dimethyl-phenyl}-thiazolidin-4-one,
2-([Zl-sec-butylimino)-5-{3-chloro-4-{2-hydroxy-ethoxy)-benz[Zlylidene]-3-
phenyl-thiazolidin-4-one,
25 2-({Z]-cyctopropylimino)-5-[4-(2-hydroxy-ethoxy)-benz[Zlylidene}-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[Zlylidene}-3-cyclohexyl-2-([Z]-
30 isopropylimino)-thiazolidin-4-one,
5-[4-(2-Hydroxy-ethoxy)-benz{Z}ylidenel-3-isopropyl-2-([Z}-isopropylimino)-
thiazolidin-4-one,



benz[Z]yiidenej-thiazolidin-4-one, 5-[3-chloro-4-(2-hyd
roxy-ethoxy)-benz[Z]ylidene]-3-(2, 3-dimethyl-phenyl)-2- 10

w&Agihylmino)-thiazolidin-4-one, 2-([Z]-butylim PCT/EP2004/012953
ino)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidegg]-3-phenyl- thiazolidin-4-one,

2-([Z]-butylimino)-5-[3-chloro-4-(2-hyd roxy-ethoxy)-benz[Z]ylidene]-3-
phenyl-thiazolidin-4-one, 15
2-([Zj-butykrjErchdrd 4-(2-hydroxy-attioo bz Zjdghdeh el urapbi2-(17]-

thiazglid iR R 2aeidrd i,
in0)-5-[ chloro 4-(2- hydrox etho Xy)-benz[Z]ylidene]-3-o-tolyi-

thiazolidin-#%AdS g pstts SHiR rexqu@aﬂﬁs(éﬁﬁnm}%%ﬂelﬁl@waw -2-
roxy{ﬁmm)omlmﬁﬂwmnm}atmaépl|d|n -4-one,

g (20U cﬁ thl-gﬂff@é‘&%%iw?é}én%?@eﬁ@f‘ﬂ@ g5k iidinoy-3-

dlmethyl E eny

2-([ZPRE/B0BARHI ASS-chloro-4-(2-hyd roxy-ethoxy)-benz[Z]y!l

idene]-3- pﬁ-ﬂwiaﬂw&ﬂm&lﬁ- fegpeyafoxy-ethoxy)-benz[Zlylidene}-3-phenyl-

2-([Z} ‘rlo&%' IN0)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-phenyl-
thiazoli |n- -one, 3-cycl ohexyl-5-[4-(2-hydroxy-ethoxy)-be
nz[Z]yI|den%f@l(ftb]lwﬁioﬁfr'r?ﬁ|H6)‘-4tﬁﬁdwr@w-@fbﬂ>é{)-beﬂz{zlyﬁdene]~3"9h6ﬂyf-
15-[3-gldetHici{2-dnel roxy- ethoxy) benz[Z]ylid ene]-3-cyclohexyl-2-([Z]- 30

B L L e s e

- thigkr®h@in-4-one, WO 2005/054215 PCT/PP2004/012953 19

5-[3-chlorosda(igrnygirsyyathiesy)sqenriéhyl ddengldpolepeiedi &tz viidene)-
thiazolidin-4-one,

15 5-[3-chloro-4-(2-hydroxy-ethoxy)-benz{Zlylidene]-2-([Z}-methyliming)-3-
phenyl-thiazolidin-4-one,

&-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-(2,3-dimethyl-pheny!)-2-

([Z]-methylimino)-thiazolidin-4-one,

20  More specific thiazolidin-4-one derivatives according to formula (If) are:

5-[4-(2-hydroxy-ethoxy)-benz{Z]jylidene]-2-([Z}-isopropyliming)-3-phenyi-
thiazolidin-4-one,
B-[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)-benziZ}ylidene]-2-([Z)-
isopropylimino}-3-o-tolyl-thiazolidin-4-one,
' 5-{3-chloro-4-(2-hydroxy-ethoxy)ubenz{Z}ylidene]—S—(Z,3—dimethy!-pheny!)~2~
{[Z}-isopropylimino)-thiazolidin-4-one,
30 rac-5-{3-chloro-4-(2, 3-dihydroxy-propoxy)-benz[Z}ylidene}-3-(2, 3-dimethyl-
phenyh-2-({Z}-isopropylimino}-thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy}-benz[Zlylidene]-3-phenyl-2-({Z]-
propylimino}-thiazolidin-4-one,



isopropyli m ino)-thiazolidin-4-one, rac-5-[3-chloro-4-(2, 3-d ihydroxy-prop
oxy)-benz[Z]ylidene]-3-isopropyl-2- ([Z]-isopropylimino)-thiazofid in-4-one,

WO 2005/054215 , .. PCT/EP2004/012953
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]glidene]-2-([Z]-isopropylimino)-3-

phenyl-thiazolidin-4-one, 2-([Z]-allylimino)-5-[4-(2-hyd
roxy-ethoxy)-benz[Z]ylidene]-3-phenyl- thiazolidin-4-one, 2-([Z]-allyl
imino)-5-[BdriGRdwi(@xinadinoxy)etitvsin e Zlylidensl B ity R-2)-
thiazgligin t'h' ufhb%?aﬂiladg%za&l@“yiir?gw)i[4 (ZZ?y(IjI o2 | .
roxy-ethoxy)-bén iden jazolidin- 4-one, 3-a allylim i
AR o 1 sy S e L
5- [smwm@mwm) benz[Z]ylidene]-2-([Z]-methylimino)-3-

henyl-thiazgl D
B gzalilin: éh%ﬂ% gn%%sq?é@@%%ﬁ%%x I)1 -benz| %]ylldene F2-(iZ}-

roxy- ethoxy) -ben mr‘]g
([Z]-RTeRWITR AL -0 B‘ﬁrzﬁ“g't‘?e 96%ore speC|f|c thlazolldln 4-one
derlvatlves(a)séqﬂidhgato-ﬁsfmﬁﬂmt(mmw plobbxR-bydz Z]ylidene]-2-([Z]-
roxy ﬁg&%@ z[7 Upmogoqg]{lgggropyl im i no)-3-phenyl-

in- o

thia =chloro- 4 2-hyd roxy-ethoxy)- benz&Z W :
idene]-2- ([@@d&r& F%fﬂ(%%d B REHpIAPEY RGP YHEsnel-2-(Z1-
108C- S oione) B2 Biditydronyiperpaxy)-benz[Z]ylidene]-2-([Z]-

o O B BB & Sern =

([Z]-id6bropRMliRE @ﬂym&zme 30
rac-5-(3-chigy a8 (@hibdiay dr SaiapROr NG he ET ¢l @@} 3-draeihvbthy!-
Phenyl) Sl o PRrapMImE iR aidiadeone:
15 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)yiidene}-2-([Z]-Ethylimino)-3-
phenyl-thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy}-benz{Zlylidene]-3-(2, 3-dimethyi-phenyl}-2-
20  ([Z}-ethylimino)-thiazolidin-4-one,
5-{3-chloro-4-(2-hydroxy-sthoxy)-benz[Zlylidene]-3-isopropyi-2-([Z]-
isopropylimino)-thiazolidin-4-one,

25  Compounds of General Formuia (1) 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 Formuia (1} or

30 a compound of the General Formula (I} by mixing one or more active ingredients
with inert excipients in a manner known per se.



5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-phenyl-2-([Z]- propyl
im i no)-thiazolidin-4-one, WO 2005/054215 PCT/EP2004/012953 20

wor Ba&atgioxy-ethoxy)-3-methyl-benz([Z]ylidene]-3-phenyl- - l2004/012953
propylimino)-thiazolidin-4-one, rac-5-[3-&floro-4-(2,
3-dihydroxy-propoxy)-benz[Z]ylidene]-3-phenyl-2-([Z]-
propylimino)-thiazolidin-4-one, 5
rac%%-@wm@,@-Wﬁ?ﬁ&?@ffﬁ%ﬁﬁ%éﬁ?{i@li%h@FZUIFZFfB%ﬁ?ﬁnW the
ino)r@ethdaly divisaz Qisin-Au9nee methods given in the Examples or by analogous

(R)-'%-%ﬁ]-&&gor p@iﬁ%fﬁgéggﬁlcggXgoaéﬁ%%éygg%§¥é@:ﬁq§fo@l%( %z(r[tizgular reactants or

propylimino)-3-o-tolyl-thiazolidin-4-onie,
3-diFRJURHIS) Lsrsh o puetherflilieeneqpbgAleteamined by a person skilled in the art
propylipunad 3rdraiutiaredstnrdsone,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-(2,
3-dimethyl-phenyl)-2- ([Z]-propylimino)-thiazolidin-4-one,
rac-BBRMOS- 4% (thestihgthiokgrpvdp diy P k¢ RRyR ERETEAJ)!) of the present
g-dmﬁéh';t;/énn}h é%'d W@p@eﬁgﬂeﬁr@%@ﬂ@%tmé@m?ﬂsgﬁ%ﬁé of regctiﬁns olutiined
e Ok R SRSy SRl B kB S Enera
10-[3Fcintanits- 4 (20dydeoryebtionwy) sodin Z 2] jkderiedag Bl @thgtingic ) Bcsheme 1.

phenyl-thiazol idi n-4-one, 5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]yl id

ene -3-;2, 3-dimethyl-phenyl)-2- 20 ([Z]-ethylimino)-thiazolidin-4-one,

5-[ (2-hydroxy-ethoxy)-benz[Z]ylidene]-3-isopropyl-2-([Z]-
isopropylbnﬁino)-thia idin-4-one, 25 Cgm unds of General Formula (1)
and @eNeral Fermifia (If) Mpéﬁsiﬂtabl%g‘gﬂwt‘b@\igge as medicament.

S

Structure VIl Structure X

R3
Sfructure X
R4
0 R
Et ,Me\ok/ct Br pethod A RN R
H 0 |
Structure Xi ~

R2 Stracture i

) RS
1’? 0

R Method C, Dork

Structure |
General Formula (1)

o
pzN Method B

Structure X
H
pioir  Method B RVN\H/\CtorBr
0

Structure XV ‘ Structure Xl



Still a further object of the present invention is a process to prepare a

pharmaceutical composition comprising a compound of the General

wodua,d.or 30 a compound of the General Formula (1) By miig ANGys;

ormore active ingredients with inert excigients in a manner known per se.

WO 2005/054215 PCT/EP2004/012953 21 The compounds of General

Formulae (1) and (Il) can be manufactured by the methods given below,

by thecouetiradgbeperite thedoramipies of Hi abealegd Formeli@lisan be prepared

OpligyTLLRAGHOR Caniions BRI 6, PATIGHBLERECENS Ohiure 1, for

solvents used, but such conditions can be determined by a person skille

in thé'8iAncep|raGafe a6 Alinvred Jerperatireoaibliihiegigrence of a base

GengighFesnadtah) ardisieneral rgapadla ¢ oliaeryesenbd nv@niion GRh-polar
e prepared according to the general sequence aof reactions.outlined

oo SR e e Bt o RS Stsbu g suen s

GenévaTolidim anpize(ifisAd General Formula (11) are described as

summarized in Scheme 1. Schemel,s Rt N+ R2_NH2.Method AzHH

RY N, R S Structure VIII Structure 1X Structur Ra R4 0 Ra .

e MEYiEE: BT Bn S Ko SRR RS e ek, Ngactng 2

R2 \sgnppound of Structure lif with a compound of Structure IV (Schame 2),
10
Scheme 2

23
© O m D’R
RW\N%S\: R i S Rit “p2o
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H O
Structure IH Siructure iV

Method C, D orE

R17 g18 RZ R
\

w1 "0
R R19 20

,R23

R‘M ©

General Formula (H)

Depending on the nature of R%®, it may be beneficial to prepare the compounds of
15 General Formula (i} 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 chlorine, a bromine or an iodine atom, or a



N- Rt 0 Method C,DorE Rt~O Structure | General Formula (I) R2iN11 C'S
Method B Structure Xlll H Rt,NH2 Method B RvN'Cl or Br 0 Structure
“é %éeme t lre XII WO 2005/054215 PCT/EP2004/012953 5%[%}392593

compounds of the General Fgrnula (I) can be prepare

reacting a compound of Structure | with a compound of Structure 11, for
instance, in acetic acid at elevated temperatures and in the presence of a
baseufanit asisodaien gustpté e pezcine cFnaalsasbesnalries BHUCDLA NaH, or
non+pg ﬁ&lérﬁﬁ@%&%‘dﬁ}%ﬂ%@%@%ﬂ?bﬁ N LIRE BreRage of an

amine such as pyrrolidine or piperidine. Likewise, compounds of the

General Formula (11) can be prepared by reacting a compound of
Stru8kirentd 8vith a compound of Structure 1V (Scheme 2). 10 Scheme 2

R17 RIB R"R"R O m 0 R15 R16 Rte Rzn N——S N
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R ? R19 "R
15
R, SJ; H

General Formuia (1)

K28 !

As outlined in Scheme 1, the compounds of Structure | can be prepared by
reacting a compound of Structure VI with a compound of Structure iX to form the
intermediate of Structure X which is then cyclised to the compound of Structare 1
with & bromo- or chioroacetic acid ester of Structure Xl. This reaction is ideally
performed in a two step-one pot procedure at room temperature using an alcohol



R14 0 H O Structure Il Structure IV Method C, D or E R17 RIB Rz' R"

Rz3 O'R 16 Rig Rzo RIB S H N { R14 O General Formula (I1)
wBeRgRding on the nature of R23, it may be beneficial to prepargth@4/o129s3

compounds of 15 General Formula (11)day 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 V1 is then treated

withsadioaspoatid of] Stratitanel Al seheatinThe regnobAtepachmbingagatyspd by the

such iRIQHPEyKR@mMIne or an iodine atom, or a WO 2005/054215

PCT/FP2004/012953 23 sulfonic acid ester group in the presence of a

base such as K2CO3, NaH, or triethylamine in a solvent such as THF,

DMMA ettty oihB MSfhoBote me RricRteR1 2aiR #BO0e. Q‘rbpaﬂed:tﬂjxﬁacﬁng a

ﬁte 5&&%9&%&@&!&%‘5&1'vbi{rﬁéfl!s%‘su\éd%%éﬁ}&ﬁ@kiﬁ%@ the presence of a
base such as NaH in a solvent such as THF or DMF. Compounds of the Structure
Xl are prepared by treating a compound of Structure X1V with chioroacetic acid
chioride or bromoacetic acid bromide in a solvent such as THF, DMF or DCM in
the presence of a base such as triethylamine, ethyldiisopropylamine at

10 temperatures between -80 and +50°C (Scheme 4).

Scheme 4
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2
S
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N
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Structure |

15 The preparation of compounds of Structure il is in analogy to the preparation of
compounds of Sfructure i.



0~ OH Rig Rig R20 R15 N-/S H/ 0 Structure VI Rla -R23 X Structure
VII (R23 not H) R17 Rte R21 R22 R23 0 m O' Rig Rig Rza R15S - H
wd 204%;92 Rla 5 General Formula (Il) As outlined in Sche 4‘/1:%% 4/(}12953
comp ounds of Structure | can be prepareg by reacting a compoun
Structure VIII with a compound of Structure IX to form the mtermedlate of
Structure X which is then cyciised to the compound of Structure | 10 with a
bromo- or chioroacetic acid ester of Structure XI. This reaction is ideally

perfEXABWISSA two step-one pot procedure at room temperature using an
alcohol WO 2005/054215 PCT/EP2004/012953 24 such as methanol or

Sg:.a(f §|§gr%§tr:f/x1f;y%e e c@triﬁd(rglﬁ? i b?rucbure Ca%é%g%tbgdprtﬁe scope
by réfa@ﬁﬁ@ a

5
All temperatures are stated in °C. Compounds are characterized by H-NMR
(300MHz) or ®C-NMR (75MHz) (Varian Oxford; chemical shifts are given in ppm
relative to the solvent used; multiplicities: s = singlet, d = doublet, t = triplet; p =
pentuplet, hex = hexet, hept = heptet, m = multiplet, br = broad, coupling constants

10 are given in Hz); by LC-MS (Finnigan Navigator with HP 1100 Binary Pump and
DAD, column: 4.6x50 mm, Zorbax SB-AQ, 5 m, 120A, gradient: 5-95% acetonitrile
in water, 1 min, with 0.04% trifiuoroacetic acid, fiow: 4.5 ml/min}, {r is given in min;
by TLC (TLC-plates from Merck, Silica gel 80 Fasd); or by melting point.
Compounds are purified by preparative HPLC (column: Grom Saphir Rp-Cqs,

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-18-5s8-100, gradient:
10% methanol in water to 100% methanol).

20  Abbreviations

aq. agueous

atm atmosphere

DCM dichloromethane

DMF dimethylformamide
25 DMSOC dimethyisulfoxide

EA ethyl acetate

h hour

Hex hexane

HV high vacuum conditions
30 min minuies

THF tetrahydrofuran

rt room temperature



5 compound of Structure Xl with a compound of Structure Xlll in the
presence of a base such as NaH in a solvent such as THE or DMF.
Compounds of the Structure XIlI are prepared by treating a ng f_
WEAIGUIRE XKV with chioroacetic acid chlaygde or bromoacetﬁ:C aci %H%ﬂsh%%s
in a solvent such as THF, DMF or DCM in the presence of a base such
as triethylamine, ethyldiisopropylamine at 10 temperatures between -60
andgdb0C (Scheme 4)s&ohstere 4 RINH2 Structure XIVO 0 Cl'l or Brd.”
C~ @r Et3N, THE -609&< '{ St C HR"NClorBrC,S + R2 Nc
structure XII 1 Structuresmorl ; N={ S N O R1 Structure 1 15 The
pregiration of compouHs!BYSSERENAME AW analogy to the preparation
of compounds of Structure I. WO 2005/054215 PCT/EP2004/012953 25
Examples The Jolow g YA BIESIURIRL: e AR R ABAL Gl koatioi

mitthe scope
(Method A)
To a solution of isopropylamine (1.31 g, 22.19 mmol) in methanol (25 mL) is added

portionwise phenylisothiocyanate (3.0 g, 22.19 mmal). The solution which

becomes slightly warm during the addition is stirred at rt for 4 h before pyridine

10 (2.83 g, 33.29 mmol) and methyl bromoacetate (3.39 g, 22.19 mmol) is added.
The mixture is stirred for another 18 h at rt before it is poured onto 1 N ag. HCI
(100 mL) and extracted with diethyl ether (150 mL). The ag. layer is neuiralised by
adding sat. ag. NaHCO; and extracted with diethy! ether (4x150 mL). The organic
extracts are dried over MgS0Os4 and evaporated. The remaining sofid is suspended

15 in disthyl ether/heptane, filtered off, washed with additional diethyl ether/neptane
and dried to give 3-phenyl-2-[{Z}-isopropyliminc}-thiazolidin-4-one.

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

20 a) A solution of aniline (8.31 g, 100 mmol} and triethylamine (15.2 g, 150 mmol) in
THF (150 mL) is cooled to -40°C before chloroacetic acid chioride (11.3 g, 100
mmol) is slowly added in portions such that the temperature does not rise above

0°C. After compietion of the addition, the brown suspension is stirred at rt for 1 h.

The dark purple mixture is poured onto water (300 mL) and exiracted iwice with
25 FA (300 mL). The organic extracts are washed with sat. ag. NaHCO;, 0.5 N aq.

HCI, followed by water, and evaporated. The brown residue is suspended in

diethy! ether, filtered off, washed with additional diethyl ether and dried under high

vacuum to give 2-chloro-N-phenyl-acetamide. LC-MS: g = 0.75 min, [M+1]" = 170,

'H NMR (CDCls): 8 8.22 (s br, 1H), 7.86-7.51 (m, 2H), 7.40-7.24 (m, 2H), 7.20-
30 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



thereof. 5 All temperatures are stated in C. Compounds are characterized
by 1H-NMR (300MHz) or 13C-NMR (75MHz) (Varian Oxford; chemical

wihifissaLg,given in ppm relative to the solvent used; multipligities »$,5/012953
singlet, d = doublet, t = triplet; p = pentuptet, hex = hexet, hept = heptet,

m = multiplet, br = broad, coupling constants 10 are given in Hz); by
LC-MS (Finnigan Navigator with HP 1100 Binary Pump and DAD,
coluahova, 6xedaraa-EbebpxaSetandies (MPAR0AY g@Biemnted5H DMF (30 mL).

acetggﬁm AEYRled &7 N"gheq Qé'n{jbité{mﬁo{)?%%cﬂﬂg flﬂéé" m‘}xﬁlre s poured
i

t LC-plat M Si
5Bt by T BERE SSRGS B NPy bR Lo e faver
(colugnme@edive b apladdmg GLE, 18QH Galcbven 8@)53@ iam NgitdQi@g)tand extracted
40-933b AGRIOBAT} %Wﬂﬁtq{h%o%m@%ﬁrgd@ f%mg@% kna%ewﬂoo mL) and

flow: 75 mL/min) or b omatic M Linear
UV|§V?@Efa%é‘i‘cﬂ*VécﬁLRﬁ‘ﬁ~ 4 STy Ln&o%ﬂ@ ﬁbﬂsr@ QUEDiS, SjfeRRBred in @
O%smeilhamoﬁm viatetio Eitstraedhanof). A exshibangitoaaditiestsdiethyl

atm h =

DMS pﬁ{%su %)%%H:EJAR&eg ﬁ%&%@m rﬁ%ﬁw é{h"{}hex ?@é? o(s)ﬁ/hmmo
vacJﬂW@BﬁHBTﬁdﬁ?SO min minutes THE tetrahydrofuran rt room
1{emperature

Typical procedure for the introduction of the benzylidene substituent (Method C)
A solution of 3-phenyl-2-[{(Z)-isopropyiimino]-thiazolidin-4-one (150 mg, 0.64
mmol), piperonal (192 mg, 1.28 mmo!} 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
15 cooled to rt, diluted with EA (75 mL), washed with sat. ag. NaHCO;, followed by
water, and evaporated. The crude product is purified by crystailisation from a small
amount of methanol (approx. 5mL) to give 5-benzo[1,3]dioxol-S-yimeth-(Z)-
ylidene-2-[(Z)-isopropyliminoc}-3-phenyi-thiazolidin-4-one.

20  Typical procedure for the infroduction of the benz-(Z)-viidene substituent (Method
D)
A solution of 3-phenyl-2-[(Z)-isopropylimincl-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
25 brown solution is cooled fo rt, diluted with EA (75 mL), washed with sat ag.

NaHCO;, followed by water, and evaporated. The residue is dissolved in msthanol
(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 exiracts are evaporated and the residue is
30 crystallised from methanol fo give (2Z, 5Z)-3-phenyl-5-{4-(2-hydroxy-ethoxy)-benz-
(Z)-ylidene]-2-[(Z)-isopropylimino}-thiazolidin-4-one.



WO 2005/054215 PCT/EP2004/012953 26 sat. saturated tR retention
time tic thin layer chromatography 5 Typical procedure for the preparation
f ino-thiazblidin-4-one scaffold (Method A) To a SQM P984 /012053
vﬂ%é&%gﬁg}mme (2.31 g, 22.19 mmol) in mgthanol (25 ml-) is Jg )
portionwise phenylisothiocyanate (3.0 g, 22.19 mmol). The solution which
becomes sllghtly warm durlng the addltlon IS stlrred atrt for 4 h before

mmcEI is added The mlxture is stirred for another 16 h at rt before it is i
poured onto 1 N ag. HCI @55 E@rg&and extracted with djethyl ether (150

mL) ATREYIPN G rTErEg 2R P R B 9igi-one (80 mg,
extrac2ed vmlmodw:lt&tié&ﬁn(ﬁbdﬂ@mm::)}‘fhe-ﬁrgmbmfdeb(m@@mgjrtezDD mmol)
gvery ﬁ@§%ﬁ{1§c§f€ﬁ9%§§t Bh&)éem%@ e §8&ﬁc‘%§H5(H%ﬂ9)eQ 1818 at 110°C

diethyl ether/heptane, filtere off washed Wltha ditional diethyl
ethefheptine’ f};h(ge@ﬁg@t is cooled to rt and subjectéd to prep. HPLC

3-pheumjicai{es) Etmm@&lwtfnmitdna@f:dmmeme‘éyamhmomﬁaédrtmgwe 5.

gcr)(latﬁ) ion (@H:X%#Ee 5& %%%100 mlr‘rkg’ﬁ) %??ﬁﬁ &ﬁJ amni?ﬁ%ggf ‘@\@%!%ﬁ—o—tolyi-

mmdNaEoHdEA 888 ml-) is cooled to -40C before chloroacetic acid
1ohloride (11 39,100 mmol) is slowly added in portions such that the

AL BELNE BHRLHRIR

¢ : : uroducton arthe be
ontoE\A/ater (300 ml-) and extracted twice with 25 EA (300 mL) The
orga,mlcga@t@@is@fresvvaﬁaﬁdwwmrsﬁpzagzmumaw@ﬁ%@@dmlone (87 mg,

]dc:(lal?hy?ethserw I?Itfgrrea gﬁe\\/,\aggﬁg wﬁ%r@d% tldna %qslée% I ethsr air(]?dc?r e%%ethoxy

18nddenighdeisiautho® gL 78R pro-pre AgHkrereaiae. (56 105 GR02 mmol) in

0-75%@30[%?61(]4' ﬁLﬂ@stirred at 110°C for 4 h. Water is added (50 ulL) and stirring is
continued at 110°C for 1 h. The reaction mixture is cooled o rt, diluted with EA (75
mb)}, 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% ag. citric acid, and twice with water. The organic exiracts
are evaporated and the residue is purified on prep. TLC plates using foluene/EA
1:3 to give 5-[3-chloro-4-((2R}-2,3-dihydroxy-propoxy)-benz-(Z)-yiidene}-2-{{Z}-
propylimino]-3-o-tolyi-thiazolidin-4-one (98 mg) as a pale yeliow foam.

25

Preparation of rac-4-{2-(2, 3-dihydroxy-propoxy)-sthoxyl-benzaldehvde:

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

(100 mL) is added NaH (722 mg of 55% dispersion in mineral oil, 16.5 mmaol) in
30 two poriions. The mixiure is stirred at rt for 30 min and allylbromide (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; (150 ml}), and water (2x150 mLlL) and




1H NMR (CDCI3): 3 8.22 (s br, 1H), 7.56-7.51 (m, 2H), 7.40-7.24 (m, 2H),
7.20- 30 7.14 (m, 1H), 4.20 (s, 2H). b) At rt, NaH (154 mg of 55%

WE’J%R&G&}%}}” .mineral oil, 3.54 mmol) is added in portions t i
n-prc;py |so}h|ocyanate (596 mg, 5.90 mygl) and the WO 2%05 0594(,523'15]&]3%53

- PCT/EP2004/012953 27 above 2-chloro-N-phenyl-acetamide (1000 mg,
5.90 mmol) in DMF (30 mL). Stirring is continued for 2 h after completion
of _t%ﬁﬁfifmeé[he*miXW%oyraﬂmr@ﬂm@apﬂaé@ nok) ailidds gulrasitaidg with
twice wit HCI (20 he aq..la [ | '
NI LR e e B e R A AR e
mL) caurieaganiiclédii i &8 fantiad VA \748F (200 mL) and
eval‘«’r%’(lj@éé\}@ ﬂié(%@ﬁ?ﬁl%lg?*m:, ﬁmﬁﬁlﬁmﬁsg/@rl]%ﬂhimat@@dsnL) and treated
suspenpde small amount of diethy| ether/hex .1, filtered, washe
%ith%ﬁhiﬁo%@éﬁeﬁ@hﬁ'gﬁe‘) /hé)%gljﬁelgnge g‘rig%%nnacfle??h%gh l\j/t'aL(:ug’(ri‘;t%yo é‘?\%&)' N-
3-phiéaytyremhoriopyliriids-(thRzoliéin uunel) Toloypraypratsdiretars added
tahg i:ggggp%qtégl ; m_@ﬁg%mﬁ@w@w th_@M_g_ﬁf@ﬁ&%ﬁ?@f&)ﬁgfhﬁmwis diluted
-phenyl-2-[(Z)-isopropylimino]-thiazolidin-4-one mg..0. m
el UT e G2 I AS08 HARBRE A < <o (e, (BT water
in ateed@ait |3 fifle) iwastiings atre 180 dored oarheatark véhowAo (BRSwL). The
180IULBR ST CREIERQ SN RHIVEBE AR Ly WasRedavihisab, 8anydroxy-

NaHCO3, followed by water, and evaporated. The crude productis , . .
purifaPeYey glaﬁY%ﬁ?&ﬁ%yg%Maﬁga%&f‘nFo r%‘%‘?l’%hé]lr(a ?o@%ﬁ& which
to givererdiin zalliBidineolzeyl stankiiz s yidehed iy iudopropiiieation in the next

no]-%igg_q_ryjmg'%olj@%fﬁgﬂe[hgp] Fypicad procedure for the introduction of
the benz-(2)-ylidene substituent (I\}Iethod D) A solution of

3-phenyl-2-[(Z)-isopropylimino]-thiazolidin-4-one (150 mg, 0.64 mmol),

18- (2 Preneosiiethebdiemzadd Shambaoiad 8 imgy thR8zsmderiydmd sodium
A mixture of 3-chloro-4-hydroxybenzaldehyde (10 g, 63.9 mmof), K:CO; (26,5 g,
191.6 mmol) and 2-bromoethyt acetate (26.7 g, 159.7 mmol) in acetone (250 mlL)
is refluxed for 18 h befors it is diluted with diethyl ether (200 mt) and washed with
water (3x200 mL). The washings are extracted with diethy! ether (200 mL). The

20  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 titte compound (6.44 g) as colourless solid. H NMR (CDClg): 8
9.85 (s, 1H8, 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).
25
Preparation of 4-(2-acetoxy-sthoxy)-3-flucro-benzaldehyde:
A mixture of 3-fluoro-4-hydroxybenzaldehyde (2.0 g, 14.3 mmol}), KoCOs (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
30 with water (3x50 mL). The organic exiract is dried over MgSO4 and concetrated.

The remaining residue is chromatographed on silica ge! 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).



acetate (105 mg, 1.28 mmol) in acetic acid (3 ml-) is stirred at 110C for 3
h. The 25 brown solution is cooled to rt, diluted with EA (75 mL), washed

g{imﬁ d@g NaHCO3, followed by water, and evaporated. [ h&t85idKe t53
issolved in methanol (20 ml-) and sodigm 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 30 crystallised
IN-4-0 2005/054215
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evapora

(2, 3Jmnm¢5aa°eﬁzb[q aﬁ@réﬁﬁﬁéﬁiﬁrﬁ@ﬁmzw{aéﬁé)m AyakspRsSyHRHho NMR
18-0- (@mﬂ?ﬁwélwme?b@ W%Pme@%gmshﬁalrﬂwﬁ@m abthe, 2m),
ben ( ”/ldene substit %e?ﬁ % olution of

3-(2- ;ﬁéﬁghﬁﬁib :f'( uf Eﬁﬂo y)l 1?1 ](ﬁhlo’ olidin-4-one (87 mg, 0.351

mmol), 3-chloro-4-((4R)-2,2-dimethyl-[1,3]dioxolan-4-yImethoxy)- 15

?nemn?b—l?ﬁf%%gcgﬂ IS stirre iﬂ% . %ﬁ% e(?firggdodmZ
) aR S O BEEOR PGP oTHA G AT Cooiba (56

18 rt,gildGtecnnith) BA(ZSrom) etivpisinedateittd 48t gad2 Rakia) 3n fatiwel(B) mL) is
waterRR8 LXRRY AR B8t is diluted with diethyt 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

20  1:1 to afford the title compound (2.94 g) as colouriess solid. 'H NMR (CDCla):8
9.85 (s, 1H), 7.45-7.41 (m, 2H), 8.99 (d, J = 7.6 Hz, 1H), 4.61-4.47 (m, 2H), 4.34-
4.30 (m, 2H), 3.94 (s, 3H), 2.11 (s, 3H).

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

25  To a solution of 3-(4-hydroxymethylphenoxy)propionic acid {(4.00 g, 20.40 mmol} in
THF (20 mL) is added a soluffon 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 LiAIHs (2x10 mL, 1 M in THF) are added. The mixture is
refluxed overnight, cooled fo rt and carefully quenchad by the addtion of water (1.2

30 g), 15% ag. NaOH (1.2 g) and water (3.2 g). The white precipitate is fillered 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 {,




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

“}%eg#?&eﬂll is diluted with EA, washed with 10% aq. citric aC| %qug%% 12953
Water “The organic extracts are evapprated 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-[(2)-
gronyl:im»ieq]@ @lexlsmé@zoliﬂ?ﬁma K@Bmw))as\azpallsbmllqm)f%a%g @5 =64
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1|f|3 fafnmﬁéMa ) 30 dva@dprrtionss The iﬁéé%%w lﬁ({rtpmfhﬁ@t liﬁsmédm 50 g,
y ide e er stirring fo i
e R AU e AR BB ST R R B -4 mmal
anofﬁm Qahk wgtwrixmwwgdjﬁwbﬁmﬁth iFefo(800e sulyenbds hedavitt isatacuo. The

aq. Nagl h?ﬁl@ﬂ%W@éﬁHﬁ’@ﬁQ{ﬁ%@g@ WEh 2R/ Béﬂ%ﬁtanelEA) to
PCT/EP2 4/0129 29 concentrated. The.resi e|s chromato%ragpss ls, 1H),

on sHiéa GEPERERPARRPROAARRARIACES R a'FfoWR (De-DMSO)
4-(27aligloy+éthoayl) Tetezal 0 tiyd KR, 14.39 asm Bliriast 16hloLness oik 6.4 Hz,

1lle lg:@st%?gsglgg :%&-WTJB]B g? gq material (1.5 g, 7.27

cetone (40 mL) tre ted 5 with a 2.5% solution
of Os04 in tert.-butanol (1.48 mL, O. 146 mmol) N-

Metipytsperatielintrdd-oX®le- (03 gx\B8prdoonyisbeiatowe g dy water (1 mL) is

add | t

petold A BTGP HAOYFEN RSB0 OB B K7 SHAG bRz e ) and

solutEe{ X80 HhLIF AtdetaRet- %X%W'ﬁﬂ?fﬁ%%ﬁﬁgélﬁ?é%iﬂrgétéﬁ- ) followed
19ackpncenaitibl bRl ok 18srombinred orgamicrastfreésyaew solution is

CO”C‘%P.%St Eerq‘ ?%Kegj(f}a[‘% déf'é’?ﬁ%{ nd was edleP”SO% c} ﬁttrlc acid

propoxy)j-ethoxyl-benz Brownis matefi
whmwiw@oér@%@yrﬁdwﬁfbwz@g (&fdﬁ%fﬁhh|ﬁgqg~@§aw\%ﬁf&ﬁ>ﬁﬁﬂ%@¢ with EA (150
purifigafions daenBe¥ld organic extracts are concentrated and purified by column

chromatography on silica gel to give the title compound (731 mg) as a turbid oil.

20  The title compound reversibly polymerizes upon standing. LC-MS: tgr = 0.58 min,
[M+1+CH3CN]" = 238,

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

To a solution of 3-chloro-4-hydroxybenzaldehyde (5.0 g, 31.9 mmol} in DMF/THF
25  1:3 (120 mL) is added NaH (1.67 g of a 56% dispersion in mineral oil, 38.3 mmol)

in four portions. The mixture is stirred at rt for 1 h before allylbromide (.66 g, 76.8

mmol) is added. The reaction mixture is heated to 85°C for 18 h, diluted with water

(250 mlL) and exiracted with diethyl ether (3x250 mL). The organic exiracts are

washed with water (250 mL), combined and concentrated. The remaining oil is
30 chromatographed on silic gel with hepiane/EA 4:1 to afford 4-allyioxy-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 dissoived in

acetone (100 mL) and water (10 mL) and treated with a 2.5 % solution of OsQ4 in



step. LC-MS: tR = 0.62 min, [M+1 ]+ = 241. 15 Preparation of
3-chloro-4-(2-acetoxy-ethoxy)-benzaldehyde: A mixture of

W ehlgpo;4-hydroxybenzaldehyde (10 g, 63.9 mmol), chogc(%ﬁgmm 2953
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
dietlst elthiean@00 . AL L He T comdli sdgrgenietsvtrasigphedrariiebxider(3.87 g,

Mg%@% mrﬁ %SHH@&%J@\% remainingiesididesigradriiied Ry %"ﬁn%fore it is
c rom@t%g‘té) on sil |ca | eluting Wlth heptane/EA 1.1 to afford the title
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eparation of acetox -e~ thoxy)-3-fluoro-benzaldehyde: A mixture of
3-fiuibraish iy iBie BeRpaEhifie2 2)de Pess Wﬁﬂbwh@@@ gasiinytha Sofowing
mmekepsdithbue foarghy aitetaisn (43 /0= 28T mimol) in acetone (30 mL)
is stirred at 55C for 24 h before it is diluted with diethyl ether (150 ml-)
and washed 30 with water (3x50 mL) The organlc extract |s drled over
MgSOZRgHatiedncetrdtbd. TReERMaff sthrrbhidinxnelan

13|I|C@@aﬂ@@1y§ ghe title aldehyde (1. 65 g) as a colourless oil. H NMR

(CDC| 85 (s 8 H 7 (t

suo'8 Aesp S S Al by 8"25 Y5 (67 Soad uhilan degasses
PCTHFEPGIARA ro8 3 addepeidtiargmetnyl-[1,3]dioxolan-4-yl)-methanol (5.35 g,
4 (ZZﬂFEtQKNrQ hﬁw) @m@l%wm%%alg@wawmler%om mmol) followed by

- -me e e (7 51.4.mmol), K2CO3 2

o R e marelD i 7 R et e Sudim and =
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MgSO4, filtered and concantrateci o leave a dark brown cil which is

chromatographed on silica gel eluting with hexane/EA 4:1 to give the. fitie
20  compound (4.30 g} as yellow oil. 4 NMR (CDC3): 6 9.82 (s, 1H), 7.88(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-chloro-4-({43)-2,2-dimethyi-{ 1, 3ldioxalan-4-yimethoxy}-
25 benzaldehyde:

The fitle compound (174 mg) is obtained as a pale yellow oil starting from 3-

chioro-4-hydroxybenzaldehyde (500 mg, 3.20 mmol), ((48)-2,2-dimethyl-

[1,3]dioxotan-4-yi)-methanol (633 mg, 4.79 mmol}, 1,1'-(azodicarbonyl)dipiperidide

{(1.61 g, 6.38 mmol), and tributylphosphine (1.29 g, 6.3% mmol) foliowing the
30 procedure given for the (R)-enantiomer above using THF as solvent, however.

Preparation of rac-2-hvdroxymethyi-2 3-dihydro-benzoi 1 41dioxine-6-
carbaldehyde:




remaining residue is purified by column chromatography on silica gel
eluting with heptane/EA 1:1 to afford the title compound (11.14 g) as

é%w solid. 1H NMR 10 (CDCI3):S 9.85 (s, 1H), 7.72-, 2@9}“@29“

m 1H), 4.51-4.46 (m, 2H), 4.29-4.25 (m, 2H), 2.27
2.11 (s, 3H). Preparation of
4-(2-acetoxv-ethoxy)-3-methoxy-benzaldehyde: A mixture of

4-hyBeox gt rtfsBlosglusionzei dehyitnud o rzaidenydsl 310 @0 23 3. 81dls in DMF
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MQS%)%%MQW@&%R%&{D@%%M@&'QW Raigcing ?ﬁ%kHU?Q is diluted
1:1 to afford the

chrom hy on silica eluting with heptane/EA 2

e Sl (a5 B LSS L SEEEER, Ao B 51 et proanie
H), 7ZdBagisllalen v2idliedl 9litfd, U # 7a6. HiaQHH ) { kBB 4m7) (amR katdr38200 mL),
4.30 (Al ?dﬁéd(ﬁvémg%él (FiterEN JREEPH BNy The remaining residue is

4-(3-hydroxy propoxy) benzaldeh de: 25 To a solution o
T AR AR S ora S Bop RS E o 1
120 roLfferEditiedkifes aldtibydef ao,évrlgg (és) andolitl M.dh THF). TharmixtereiMR (De-

bec : iS t | ) f xed.

I ana g ﬁ i r?u %pﬂ—rl i%\gf Af{—|4 %zé)&ll%zmlﬁgl -tl‘?ﬁi{w e (ﬁig(ﬂz 1),
The fiiétifeds %e?hhi?ed Buetriigitt, Lodiéits i %n@zéh%ﬁhﬁﬂa%@m@héﬂ%y(dd J=
the agisitionofwatey, (480302 (RS Ybipa. dbadd (=2 @), and water3 2@)-3.60 (m
The yyhite precipitate is filtered off, and the filtrate is evaporated and dried

to give 3-(4-hydroxymethyl-phenoxy)- propan-1-ol. H NMR (D6-DMSO): 8
19.21-7.15 (m, 2H), 6.86-6.81 (m, 2H), 5.00 (t, WO 2005/054215
PCT/PP2004/012953 31

J=5.9Hz.1 ),!4 51(t,J=5.3Hz,IH),4.39(d,J=5.3Hz,2H),3.99(t,J=6.4 Hz, 2H),

3. 57% 2H), 1.83 (p, J 0 6.4 Hz, 2H). To a suspension of the above
3-(4-hydroxymethyl-phenoxy)- propan/l{ol (.50 g,

e
O

20 2-[(Z)-isopropylimino}-3-phenyi-thiazolidin-4-one is prepared as described in
Method A. LC-MS: tr = 0.58 min, [M+1]" = 235. 'H NMR (CDCh): § 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, 8H).

25  Scaffold 2



8.23 mmol) in acetonitrile (25 mL) is added N-methylmorpholine-N-oxide
(2.50 g, 5 12.38 mmol) followed by tetrapropylammonium perruthenate

“X&?.Qumaﬂ 43 mmol). The dark solution is stirred at rt for 2 chﬁﬁ%%(m@m;ss

vent is removed in vacuo. The crude ngduct is purified by column
chromatography on silica gel (heptane/EA) to give
4-(3-hydroxy-propoxy)-benzaldehyde. 1H NMR (D6-DMSO): 8 9.83 (s,
1H),2¢ Bjik?o&b;ﬂmnﬂlrd))] ?éﬂa@i&ﬁiél&hh&ﬁ% 4rfz6iét, dotraibiHDldvig4idthod A

t, J

brer it 1ot S Appcie el dolol B Ao bl Seblboyamine (1.1
of 4@@fb&%@ﬁ,@alo@é}%@Wbtﬁomaﬁ@Fﬁ%(ﬁrHSa&e?&q‘b ALY GidS: tr = 0.67
watghip [k is agded s ARk agnamlg 917(%3%@ (tﬂrtsibytarial-?lo@ii:mLﬂH 4.00

[Boallllg\(éeﬁb{i/ %ﬁ%‘???tgs);:rg%ra% i g‘ﬂ%)(;lifut% Vi %nrﬁlh ;rlélﬁ)' 111,

wasHedBwitHz1 0%9.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
silicas—é%m&ve the title compound (731 mg) as a turbid oil. 20 The title
compound reversibly polymerizes upgj stagding. LC-MS: tR = 0.58 min,
[M+1+CH3CN]+ = 238. Preparation of rhté4-

3-dihydroxy-propoxy)-3-chloro-benzaldehyde: Fo a solution of
3-chloro-4-hydroxybenzaidehyde (5.0 g 9 mmol) in DMF/THF 25 1:3

(120 mL) is added NaH (1.67 g of a 55% dispersion in mineral oil, 38.3
fmol) in four portions. The mixture is stirred at rt for 1 h before
aIIberomlde 9. 66 79.8 mmog is added. The reacthon mIth€ |s heq\forlhod A

to 650 o TePFPRY E‘&’]v&’ﬁﬁ‘\ﬂ%\ YsreA IRy 8Ra SdPREe iR R
ether{@x26aing LjoMhe-aiyistthextyactdcal® Owr stetbwithadateo gy amne (1.18

ComB'rﬁﬁ’@'}%{%ﬂCSﬁ&r%% TBF‘oﬁ%ﬁé&’t‘é’i@ log éomqm«a@pr@@mw QR = 0.65
silic gel with heptane/EA 4:1 to afford 4- aFgZ%) y-3- chlorobenzaldeh

(5 570 Js eoispelng So e s oo hiabenzahite o

14-allylogyyd: ciora-benzakiohydso(fap gl 27634mimolHis digealesHp 1.14 (d, J =
acetgﬂfrﬁ},oe(?-ﬁ'."-) and water (10 mL) and treated with a 2.5 % solution of

Scaffold 4
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20
2-[(Z)-1sopropylimino]-3-p-tolyl-thiazolidin-4-one is obtained following Method A
and stariing 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: {r = 0.64
min, [M+1]" = 249; '*H NMR (CDCly): § 7.28-7.24 (m, 2H), 7.16-7.12 (m, 2H), 3.96
25 (s, 2H), 3.50 (hept, J = 8.4 Hz, 1H}, 2.39 (s, 3H), 1.14 (d, J = 6.4 Hz, 6H).



WO 2005/054215 PCT/EP2004/012953 32 tert.-butanol (1.71 mL, 0.137
mmol Os04). N-methyl morpholine-N-oxide (3.87 g, 32.8 mmol) is added
W@%&g}%gggction mixture is stirred at rt for 20 h before it is  dilytedwith, Bés;
00 ml-) and washed with 10% ag. citricqgcid solution (200 mL) and
water (2x150 mL). The washings are extracted with EA (300 ml-) and the
5 combined organic extracts are dried over MgSO4, filtered and
congafated to furnish the title compound (6.02 g) as beige foam which
was used in the following steps Withitit further purification. LC: tR = 0.67
min. Preparation of S
3-ch|oro-4-((4R)-2,2-dimethyl-[131dioxorT'5ﬁ;x%6methoxy)- 10
benzaldehyde: To a solution of 3-chloro roxybenzaldehyde (4.21 g,
27 mmol) in degassed toluene (100 ml-nis{added
((4R)-2,2-dimethyl-[1,3]dioxolan-4-yl)-methanol (5.35 g, 40.5 mmol),
1,1'-(azod[carbonyl)dipiperidide (13.63 g, 54 mmol) followed by
tribupvjghasebiogy (KO8 3D 3-armahvipHee i hesanres slightly wadbtained

nd a 15 precipitate forms., The reaction mixture is dijluted with degassed
RdHIOTADE TP i St T A ChR S R SRV Ao (20 o
befoi@ R8s mashedsodthpyiBming. Na29H(3%356 rinyelhdewataretiso tramoacetate

The grganic phagenis.aijedayns: MasSesdilioredand cansentrafedi® (coci): 5

leave a dark brown oil which is chromatg:%raphed on siléga gel eluting with

hexanefeA4: Mo i Siltie b Ebinpotind @ 8o RGRId Bift TR *H). 232
NMRs(GH{3)05 (9, 82i(s1 1Bjp 789 el H=aH3. Hz, 1 H), 7.74 (dd, J = 1.8,
48:2 Hz, 1 H), 7.05 (d, J = 8.2 Hz, 1 H), 4.56-4.43 (m, 11-1), 4.23-4.17 (m,

2H), 4.14-4.08 (m, 1 H), 4.06-4.00 (m, 1 H), 1.47 (s, 3H), 1.41 (s, 31-1).
Prep288Ke/d 8 3-chloro-4-((4S)-2 2-dimethyl-f1 3ldioxolan-4-ylmethoxy)-

25 benzaldehyde: The title compound/&174smg) is obtained as a pale

yellow oil starting from 3- chloro-4-hydrasstbehzaldehyde (500 mg, 3.20

~ mmol), ((4S)-2,2-dimethyl- [1,3]dioxolan-4-yi)-fethanol (633 mg, 4.79
mmol), 1,1'-(azodicarbonyl)dipiperidide

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

18.38 mmol), isopropytamine (1.64 g, 27.57 mmol}, and methyl bromoacetate

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

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



(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 THE as

W?Pi\'fﬁl)ﬁs mXVever. Preparation of rac-2-hydroxymethyl-2 PCTIEP2004/612953
3-dihydro-benzofl.41dioxine-6- carbaldeggde: WO 2005/054215

PCT/EP2004/012953 33 To a cold (5C) solution of
3,4-dihydroxybenzaldehyde (3.20 g, 23.2 mmol) in DMF (70 ml-) is
caretdiig) deorRiepyimine] 96(3 SipethuiheratoihiamBlitmhel)dn pofsons. obtained

The@m&%@ﬁ&?%t%ﬁ@@tﬁﬁgnfmE'%Wiﬂw@fkﬁh&h@ﬂ?ﬁﬁ@ﬂu&@ nate ;3 0 g,
cooli removed and solutl of 2- chi%éﬁn I- oxwag1 % ﬁr ot
T SRARSL SARISRE S T e oo ?(e RGimEiv, Romoacetate
overdight gTHe. Boxturels Dl tyith .80 ajinNAGH] (E5Q881L I HNMR. (CDCl):

t t
T

filtere@-4ridecBRdentrated. The remaining residue is purlfled by column
chromatography on silica gel eluting with heptene/EA 5:1 to 1:1 10 to

afforgl e aldehyde (0.53 g) as a solid. LC: tR = 0.69 min. 'H NMR
(Da-%%@grsgw(s 1H), 7.41 (dd, J = 2.3, 8.2 Hz, 1H), 7.36 (d, J = 2.3

Hz, 1H), 7.04 (d, J=8.2 Hz, 1 H), S;Q(t d=5.9Hz, 1H, D20

exchangeable), 4.37 (old, J = 2.3, 11.1N:fﬁNll—|) 4.30-4.23 (m, 1 H), 4.05

(dd, J = 7.6, 11.1 Hz, 1 H), 3.67-3.60 (M,..2H).95 Scaffold 1 ~ N= S C5 0

20 2-[(Z)-Isopropylimino]-3-phenyl-thiaz@'91 one is prepared as

described in Method A. LC-MS: tR = 0.58 min, [M+1j* = 235. 1H NMR
1?CDCI3): S 7.50-7.36 (m, 3H), 7.29-7.24 (m, 2H), 3.98 (s, 2H), 3.51 (hept,

J = @4(Bzstpthllidin(dl-3-2-6t9orophenyl)-thiazolidin-d-one is obtained following

Method A and starting from 2-chlorophenyliscthiocyanate (3.0 g, 17.68 mmol),
isopropyiamine (1.04 g, 17.68 mmol), and methyl bromoacetate (2.70 ¢, 17.68
mmol). LC-MS: tx = 0.81 min, [M+1]" = 269; "H NMR (CDCls): 6 7.83-7.48 (m, 1H),

16 7.40-7.34 (m, 2H), 7.30-7.24 (m, 1H), 4.07-3.83 (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 8

s
N—<Nlo
0 @OGHE,

2-{(Z)-isopropylimino}-3-(2-methoxyphenyl}-thiazolidin-4-one is obtained foliowing
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

25  mmol). LC-MS: tz = 0.62 min, [M+1]" = 265; "H NMR (CDCls): 8 7.42-7.35 (m, 1H),
7.18-7.14 (m, 1H), 7.06-6.98 (m, 2H), 3.80 (s, 3M), 3.55-3.42 (m, 1H), 1.11 {, 5.9
Hz, 6H).



Hz, 6H). 25 Scaffold 2 ~ N=S 60 WO 2005/054215 PCT/EP2004/012953
34 2-[(2)-Isopropylimino]-3-o-tolyl-thiazolidin-4-one is obtained following
wiisthogk A, and starting from o-tolylisothiocyanate (3.0 g, 20:2Q,/p%kn129053
isopropylamine (1.19 g, 20.10 mmol), angk methyl bromoacetate (3.08 g,
20.1 mmol). LC-MS: tR = 0.67 min,-[M+1]+ = 249; 'H NMR (CDCI3): 8
7.34-7.26 (m, 3H), 7.14-7.08 (m, 1H), 4.00 5 (s, 2H), 3.50 (hept, J =6.4
Hz, 11-1), 2.16(s, 3H), 1.12 (d, J = 6.4 Hz, 3H), 1.11 (d, J = 6.4 Hz, 3H).
Scaffolek:3 N~ N 0 10 2-[(2)-Isopropylimino]-3-m-tolyl-thiazolidin-4-one
is obtained following Method A and starting from m-tolylisothiocyanate
(3.0 g, 20.10 mmol), isoprbpylamine,@i.le , 20.20 mmol), and methyl
bromoacetate (3.08 g, 20.1 mmol). LC AR = 0.65 min, [M+1]+= 249;
'H NMR (CDCI3): 8 7.37-7.30 (m, 1H), 7. 7497 (m, 1H), 7.08 15 7.03 (m,
2H), 3.96 (s, 2H), 3.50 (hept, J=6.4 H ), 2.40 (s, 3H), 1.14 (d, J =
6.4 Hz, 6H). Scaffold 4 N=(S~ 0 20 OCH;
2-[(Z2)-1sopropylimino]-3-p-tolyl-thiazolidin-4-one is obtained following
Method A

5

10

15

20

2-{(Z)-Isopropylimino]-3-(3-methoxyphenyl)-thiazolidin-4-one is obtained following
Method A and starting from 3-methoxyphenylisothiocyanate (3.0 g, 18.16 mmol),
isopropylamine {1.08 g, 18.16 mmol), and methyl bromecacetate (2.78 ¢, 18.16
mmol). LC-MS: {z = 0.65 min, [M+1]" = 265; "H NMR (CDCla): 8 7.35 (1, J = 7.8 Hz,
TH), 6.95-6.90 (m, 1H), 6.87-6.83 (m, 1H), 6.82-6.80 (m, 1H), 3.96 (s, 2H), 3.82 (s,
3H), 3.54-3.45 (m, 1H), 1.13 (d, J = 5.9 Hz, 6H).

Scaffold 11
L s
N{Nlo

o

HeCO

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

Scaffold 12

/<N=<Sl

;o



and starting from p-tolylisothiocyanate (3.0 g, 20.10 mmol),
isopropylamine (1.19 g, 20.10 mmol), and methyl bromoacetate (3.08 g,
“é %}%&Qﬁf L LC-MS: tR = 0.64 min, [M+1]+ = 249; '"H NMR 5%54,%12%3
(m, 2H), 7.16-7.12 (m, 2H), 3.9% 25 (s, 2H), 3.50 (hept, J =6
Hz, 1H), 2.39 (s, 3H), 1.14 (d, J = 6.4 Hz, 6H). WO 2005/054215
PCT/EP2004/012953 35 Scaffold 5N ~5 N:~'0
2-[(2)-1sopropylimino]-3-(2,3-dimethyiphenyl)-thiazolidin-4-one is obtained

5 fo&o“\z 5@?3@9%@51@ §t@tﬂ%ﬁ&ﬂ&h&%ﬂ%%ﬂ%@&%%H@C)(@é}ﬁ&% A and

(3.0 mmo amlneél .09 18 38 mmoI; and meth
brorf g@maﬁ@wzﬁéx o S dEr FrRI ATt e 9. 60
'H Nmm@@me&ymmam(me Z‘B-I)BEQQGQGMCQI)HLEBH)‘IS% 198 (8,58Hin, [M+17
48 ( I 233 )20 0 17,
) H]_%OB o arﬁ@ig(cébﬁ% 5 88@5%'3 (of; OFeS Bt Ol Ay, Y4413 (m,
2-[(2Hs S $51idkino) @(@%Hlﬁﬂé@}ﬁlbﬁefﬁwrth@z&idlrr@ 8rizi$dbtained
15 following Method A and starting from 2,4-dimethylphenylisothiocyanate
(3. Ogda%qd?.'%mmol) isopropylamine (1.64 g, 27.57 mmol), and methyl
brorfoacetats” (2.81 g, 18.38 mmol). LC-MS: tR = 0.75 min, [M+1] = 263,
'H NMR (CDCI3): 5 7 12 7.06 (m, ZW , J =8.2 Hz, 1H), 3.98 (s,
2H), 3.49 (hept, J = 6.0 Hz, 1 H), 2.35 (s, ,g.lz (s,3H),1.12(d,J =
5.9 Hz, 31-1), 1.11 (d, J = 6.4 Hz, 3H). 2®affold 7N=<S ~

10
3-Phenyl-2-[(Z)~propylimino}-thiazolidin-4-one is prepared as described in Method
B. LC-MS: tx = 0.80 min, [M+1]" = 235, 'H NMR (CDCly): & 7.51-7.36 (m, 3H),
7.28-7.24 {m, 2H), 3.88 (s, 2H), 3.27 ({, J = 7.0 Hz, 2H), 1.60 (hex, J = 7.0 Hz, 2H),
0.91 (t, J = 7.6 Hz, 3H).
15
Scaffold 14
S
\/\N = l

2-[(Z)-Propylimino}-3-o-tolyl-thiazolidin-4-one is obtained foliowing Method B and
20 starting from fioluidine (2.21g, 20.6 mmol), chloroacetyl chioride (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), 7.14-7.08 (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, 4 = 7.0
Hz, 3H).
25



~~0 WO 2005/054215 PCT/EP2004/012953 36
2-[(2)-1sopropylimino]-3-(2,6-dimethylphenyl)-thiazolidin-4-one is obtained

wiowingMethod A and starting from 2,6-dimethylphenylisqthiggyaiaif 2053
(3.0 g, 18.38 mmol), isopropylamine (1.4§ g, 18.38 mmol), and methy!

bromoacetate (2.81 g, 18.38 mmol). LC-MS: tR = 0.80 min, [M+1]+ = 263;
1H NMR (CDCI3): 8 5 7.24-7.10 (m, 3H), 4.00 (s, 2H), 3.48 (hept, J = 6.4
Hz, $dd¥oi 14 (s, 6H), 1.10 (d, J = 6.4 Hz, 6H). Scaffold 8 N=<S N:~0 /'
~--Cl 10 ~J 2-[(Z)-Isopropylimino]-%%rophenyl)-thiazolidin-4-one is
obtained following Method A and starting=ro
2-chlorophenylisothiocyanate (3.0 g, 17.68{anl), isopropylamine (1.04
g, 17.68 mmol), and methyl bromoacetaO g, 17.68 mmol). LC-MS:
tR = 0.81 min, [M+1]' = 269; 1H NMR (CDCI8): 8 7.53-7.48 (m, 1H), 15
7.40-7.34 (m, 2H), 7.30-7.24 (m, 1 H), 4.07-3.93 (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). Scaffold9
N=Jsﬂ@)-ﬁrop@@p{@]@d2,3-dimethylphenyl)—t iazolidin-4-one is” obtained following

8-[(Axdseerepylionistalidg Zronethoxyimetnynihier(didsg}-2he isobtpinkdroacety!
o TEe BN 2 SR AR 13 D 300G, Lo-
brorMidetate. (2.meng[M81i6= 263. 'H NMR (CDCly): § 7.22-7.16 (m, 2H), 6.98-6.94
(m, 1H), 4.00 (s, 2H), 3.34-3.18 (m, 2H), 2.32 (s, 3H), 2.05 (s, 3H), 1.57 (hex, J =
7.3 Hz, 2H), 0.88 {t, J = 7.6 Hz, 3H).
10
Scafiold 16

Ny
N
_<N:\Lo
N
2-[(Z)-tert -Butylimino]-3-o-tolyl-thiazoiidin-4-one (6.79 g) is obtained as an ofi-
15 white crystalline powder following Method A and starting from
phenylisothiocyanate (5.0 g, 37.0 mmol), tert. butytamine (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): & 7.46-7.31 (m, 3H), 7.24-7.19 (m, 2H}, 3.98 (s, 2H), 1.26 (s, 9H).

20 Scaffold 17

A8
N=( :\l\o

S

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



25 mmol). LC-MS: tR = 0.62 min, [M+1] = 265; "H NMR (CDCI3): 8

7.42-7.35 (m, 1H), 7.19-7.14 (m, 1H), 7.06-6.98 (m, 2H), 3.80 (s, 3H),
nggz?u?"-}’ m, 1H), 1.11 (t, 5.9 Hz, 6H). WO 2005/054215
_ /?é?D 04/012953 37 Scaffold 10 Ngg O OCH3 5

2-[(Z2)-Isopropylimino]-3-(3-methoxyphenyl)-thiazolidin-4-one is obtained

following Method A and starting from 3-methoxyphenylisothiocyanate (3.0

0, 1806 mmal)),LSasoRytamblenth Rig1]18 MeantHoyvimnCbet)yb 7.50-7.36 (m,

bro C (2.78.0.,,18.16,,m C-MS: tR.= 0.65 min, [M+1]+ = 265;
'H I\rl%jlzg fCt%%I%B @V.%ésg(t%%z:(?ga}z, ﬁ%f"éi’%)sego (m, 1H), 6.87-6.83
(m, 1H), 6.82-6.80 (m, 1H), 3.96 (s, 2H), 3.82 (s, 10 3H), 3.54-3.45 (m, 1
H), lst3aslg 35 5.9 Hz, 6H). Scaffold 11 N=(N 0 H3CO 15
2-[(Z)-Isopropylimino]-3-(4-methoxyphenyl)éthiazolidin-4-one is obtained
following Method A and starting fronﬂmaét%yphenylisothiocyanate (3.0
g, 18.16 mmol), isopropylamine (1.08 g, 1%.1 mmol), and methyl

PCT/EP2004/012953

bromoacetate (2.78 g, 18.16 mmol). L :tR = 0.62 min, [M+1]+ = 265;
$ NMR (CDCI3): 8 7.20-7.14 (m, 2H), 7:00-6.94 (m, 2H), 3.96 (s, 2H),
3.8424(Z3Hhgisindiepphdnybtdiddalidit-d-nrE 14 .02 §) 20 oldainety 88H)n off-white

Scaffolgik? BidihgRelifad 2 aRGIARRG $RH 022873038 phenyl-acetamide (7.50
g, 44.2 mmol) and ethylisothiocyanate (3.85 g, 44.2 mmol). LC-MS: tg = 0.48 min,
IM+1]" = 221, 'H NMR (CDCl): 8 7.52-7.37 (m, 3H), 7.29-7.27 (m, 2H), 4.01 (s,

10 2H), 3.37 (g, d = 7.6 Hz, 2H), 1.20 (t, J = 7.6 Hz, 3H).

‘Scaffold 18
S

/\N:< /ko

O

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

15 Method B and starting from o-tolylamine, chloroacetyl chioride and
ethylisothiocyanate. LC-MS: tg = 0.59 min, [M+1]" = 235, 'H NMR (CDCl): § 7.36~
7.28 {m, 3H), 7.15-7.10 (m, 1H), 4.01 (s, 2H), 3.41-3.30 (m, 2H), 2.18 (s, 3H),
1.20-1.13 (m, 3H).

20 Scaffold 20
S

CP% O
2-[(Z)-Ethylimino]-3-(2, 3-dimethylphenyl)-thiazolidin-4-one is prepared following

Method B and starting from 2,3-dimethylaniling, chloroacetyl chioride and
ethylisothiocyanate, LC-MS: tr = 0.66 min, [M+1]" = 248, "H NMR (CDCla): 5 7.24-



2-[(Z2)-isopoopyamino]-3-aliyl-thiazolidin-4-one is obtained following
Method A and starting from allylisothiocyanate (5.95 g, 60 mmol),

wooRkeRyig{rine (3.55 g, 60 mmot), and methyl bromoaceta@ {38 88953
mmol). LC-MS: tR = 0.55 min, [M+1]t 5 =4%99; 'H NMR (CDCI3): S

5.82-5.69 (m, 1H), 5.10-5.02 (m, 2H), 4.17-4.13 (m, 2H), 4.01 (s, 2H),
3.39 (hept, J = 6.1 Hz, 1 H), 1.10 (d, J = 5.9 Hz, 6H). Scaffold 13 N=< S
10 37Piseinyl 2H)( Z) Q-6 B8 hmn d [k dRaligired) o Rt st é faret Bis s Csitbdd), 2.05

in Meghedh, B.46GeMS: 1R B0 8Q)min, [M+1] = 235, 'H NMR (CDCI3): S
7.51-7.36'(m, 3H), 728724(m 2H), 3.99 (s, 2H), 3.27 (t, J = 7.0 Hz,

2H), 1.60 (hex, J = 7.0 Hz, 2H), 0.91 (t, J = 7.6 Hz, 3H). 15 Scaffold 14
N=<3gaflQid 2-[(Z)-Propylimino]-3-o-tolyl-thiazolidin-4-one is obtained

following Method B and 20 startlng»f-l@m\'ﬁorl%;dme (2.21g, 20.6 mmol),
chloroacetyl chloride (2.32 g, 20.6 mmol) -propyllsothlocyanate (1.62

g, 16.0 mmol). LC-MS: tR = 0.68 min, [M+1] = 249. 'H NMR (CDCI3): S
7.34-7.26 (m, 3H), 7.14-7.09 (m, 1H), 4.0 2H), 3.34-3.18 (m, 2H),

518 (s, 3H), 1.58 (hept, J = 7.0 Hz, 2H), 0.88 (t, J = 7.0 Hz, 3H). 25 WO

2005 6&4 IrBprmmb-Sareor dbszolin-duai(d- 38 N-x ePirjaed as a pale beige

powder following Method B and starting from 2-chloro-N-phenyi-acetamide (7.50
g, 44.2 mmol) and n-butylisothiocyanate (5.09 g, 44.2 mmol). LC-MS: g = 0.69
min, [M+1]" = 249, 'H NMR (CDCly): § 7.51-7.37 (m, 3H), 7.29-7.25 (m, 2H), 4.00

10 (s, 2H), 3.31 (t, J = 7.0 Hz, 2H), 1.62-1.52 (m, 2H), 1.41-1.28 (m, 2H), 0.92 (t, J =
7.0 Hz, 3H).

Scaffold 22

0
Or
15 2-[(Z}-n-butyliminol-3-(2-methylphenyi)-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): 8 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
Scaffoid 23

A =<:l\o
Qr

2-[{Z}-n-butyliminol-3-(2,3-dimethylphenyl)-thiazolidin-4-one is prepared following
Method B and starting from 2,3-dimethylaniline, chioroacety! chloride and n-
25  butylisothiocyanate. LC-MS: tz = 0.8C min, [M+1]* = 277, "H NMR (CDCla): § 7.23-



0 2-[(Z2)-Propylimino]-3-(2,3-dimethylphenyl)-thiazolidin-4-one is obtained
following 5 Method B and starting from 2,3-dimethylani line (3.36 g, 27.8
W@%QJO,]%Q{Qroacetyl chloride (3.14 g, 27.7 mmol) and PCT/EP2004/012953
n-propylisothiocyanate (2.05 g, 20.2 mmg}). LC- MS: tR = 0.71 min,
[M+1]+ = 263. 'H NMR (CDCI3): 6 7.22-7.16 (m, 2H), 6.98-6.94 (m, 1H),
4.00 (s, 2H), 3.34-3.18 (m, 2H), 2.32 (s, 3H), 2.05 (s, 3H), 1.57 (hex, J =
7.3 M6, 2H585(896-04.6ri2H3H) 01QsS BB EE3IS <ns, BH), 2.33 (s, 3H), 2.05
2-[(Z)-t I 3 o I n g d as an
off 1 %IE[ eqclzj%s I?r?én p%?\jvdéyrb%}:ggvgmg{ Qg{ﬁo%gg ,(&6 (atljn%d s)?a?t?r% fro
phenylisothiocyanate (5.0 g, 37.0 mmol), tert. butylamine (2.71 g, 37.0
mmaiyaged saethyl bromoacetate (5.66 g, 37.0 mmol). LC-MS: tR = 0.69
min, [M+1]' = 249, 1H NMR (CDCI3): § 7.46-7.31 (m, 3H), 7.24-7.19 (m,
2H), 3.98 (s, 2H), 1.26 (s, 9H). 20 -N, SN~~06
2-[(Z2)-(Dimethyl-hydrazono)]-3-phenyl-thiazetigin-4-one is obtained
following Method A and starting from ph isothiocyanate (4.05 g, 30.0
;mol), 25 dimethylhydrazine (asym.) (1.:80%g, 30.0 mmol), and methyl
brong%@%ga esé% %%t?lt%}@gﬁéqg SiGiH. E-%%QO‘EH%Z 3i?V5%ifed as a

(i peyorIaipHng: HoRES fsAptis & EOgY i <Rk (270 5. 56 98

mmol), phenyliscthiocyanate (5.00 g, 36.98 mmol) and methyl bromoacetate (5.66
g, 36.98 mmol). LC-MS: tz = 0.68 min, [M+1]" = 249, "H NMR (CDCls): § 7.48-7.33

10 (m, 3H), 7.28-7.23 (m, 2H), 3.96 (s, 2H), 3.21 (hex, J = 6.4 Hz, 1H), 1.562-1.38 (m,
2H), 1.09 (d, J = 6.4 Hz, 3H), 0.82 {t, J=7.3 Hz, 3H).

Scafiold 25

A, Tl

N™g

15 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), phenyliscthiocyanate (2.00 g, 14.8 mmol) and methy! bromoacetate (2.26
g, 14.8 mmol). LC-MS: tr = 0.64 min, [M+1]" = 233, 'H NMR (CDCla): 8 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,

20  2H), 0.64-0.59 (m, 2H).

Scaffold 26

A, %Slo

O

3-Cyciohexyl-2-{(Z)-isopropylimino}-thiazolidin-4-one is prepared starting from
25  cyclohexylamine, chloroacetyl chioride and isopropylisothiccyanate following



N=<S 5\/ 2-[(Z2)-Ethylimino]-3-phenyl-thiazolidin-4-one (1.02 g) is
obtained as an off-white powder following Method B and starting from

wa-shlorerN=phenyl-acetamide (7.50 g, 44.2 mmol) and ethyispiiioayansiss
(3.85 g, 44.2 mmol). LC-MS: tR = 0.48 r#i#), [M+1]+ = 221. 'H NMR

(CDCI3): 8 7.52-7.37 (m, 3H), 7.29-7.27 (m, 2H), 4.01 (s, 10 2H), 3.37 (q,
J=7.6 Hz, 2H), 1.20 (t, J = 7.6 Hz, 3H). Scaffold 19 N ~('5 0
2-[(MethRgiikerIF2tnehPheiny MhiazolidM-4 BN dfebatadd 4.30 (t J =
fc;::oyymg 21?%,6%99%9@@ gwtmggr@@sbpstelﬂamgﬂq fetﬂﬂmfggal(ga, 2H), 1.84-
chlori n ylisothiocyanate. LC-MS; IR = in, [M+1]~ = X

M (B2 70 S008 2o Tl 2 ok (8 2y oH
3.41-3.30 (m, 2H), 2.19 (s, 3H), 1.20-1.13 (m, 3H). 20 Scaffold 20 N=<

5. ~5B84fh 14 $Z)-Ethylimino]-3-(2,3-dimethylphenyi)-thiazolidin-4-one is
prepared Tollowing Method B and starting from 2,3-dimethylaniline,
chloroacetyl chloride and ethylisothigéi(x?ﬁ . LC-MS: tR = 0.66 min,

[M+1]' = 249, 'H NMR (CDCI3): 5 7.24 5/054215

PCT/EP2004/012953 41 7.19 (m, 2H), 7-60-6.96 (m, 1H), 4.01 (s, 2H),

g::ﬁ%é)?ﬂ ?géﬂ%:é[%& S_isgégl)épzylgtiia(zsél%Ji_lr?iA&b%g “('2‘.165 7g l_llsz ' g&&ined as a

colourless oil following Method A and starting from isopropylamine (1.17 g, 19.8
mmol), isopropylisothiocyanate (2.00 g, 19.8 mmol) and methyl bromoacetate

10 (3.02 g, 19.8 mmol). LC-MS: tg = 0.61 min, [M+1]" = 201, 'H NMR (CDCly): 6 4.73
(hept, J = 7.0 Hz, 1H), 3.71 (s, 2H), 3.40 (hept, J = 6.0 Hz, 1H), 142 (d, J= 7.0
Hz, 8H), 1.17 (d, J = 8.0 Hz, 6H).

Scaffold 28

A s

N=( ]%
2-[(Z)-Isopropyliminol-3-(2-ethylphenyi)-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 mfnot) and methyl
bromoacetate (5.12 g, 33.5 mmol). LC-MS: tr = 0.80 min, [M+1]" = 223, 'H NMR

20 (CDCla): 6 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 (g, J = 7.6 Hz, 2H), 1.19 {t, J = 7.6 Hz, 3H), 1.09 {(d, J = 6.4 Hz,
BH).

Scaffald 29

a0
25



5/ 2-[(Z)-n-butylimino]-3-phenyl-thiazolidin-4-one (1.80 g) is obtained as
a pale beige powder following Method B and starting from

W%—gm%g& -fphenyl-acetamide (7.50 g, 44.2 mmol) and POT/EP2004/012953
n-butylisothiocyanate (5.09 g, 44.2 mmol),LC-MS: tR = 0.69 min,

[M+1]+= 249. 'H NMR (CDCI3): 6 7.51-7.37 (m, 3H), 7.29-7.25 (m, 2H),

4.00 10 (s, 2H), 3.31 (t, J = 7.0 Hz, 2H), 1.62-1.52 (m, 2H), 1.41-1.28 (m,

2H), B[@-Epdrapylithina)- 3D sTcalistad R Mraiabhot 48)-thiazolidin-4-one  is

2-[(Z)en:hutyliminol-3-(2-met )-thiazalidin: i ]

folod i R e sOrE A Gl SR B R Brpranyaro

and P@qgmg@thﬂépaﬂat&hmﬁnstﬂ refaydey #hth RPN isobmoraRaieR L.C-MS:

(ﬁf;ﬁ'a)g%ﬁ f:ﬁ-% Zi\ﬁé%lﬂhfﬂ?,, ‘T—i%@ﬂ}f&a}ﬂ? ,74293;; (%3 %lg)(ﬁlfg%?%@%.m (m,
) - m, -1. . =

éz’ éﬁl N 2334@ :(Eggt, 5 @.43@2, A3 D6 el 89 b 58,5 45 (m,

2-[(2Hh-Bubgitirdar342)3-did éthy Ipfehii)-tiizolidin-4-one is prepared

following Method B and starting from 2,3-dimethylaniline, chloroacetyl

chloride and n- 25 butylisothiocyanate. LC-MS: tR = 0.80 min, [M+1]' =
277,&?@L£Q—QCD013): 8 7.23 WO 2005/054215 PCT/PP2004/012953 42
7.16 (m, 2H), 6.99-6.94 (m, 1H), 4.01/(5, 2H), 3.38-3.23 (m, 2H), 2.33 (s,
3H), 2.05 (s, 3H), 1.59-1.49 (m, 2H), 1:88:1.25 (m, 2H), 0.91 (t, J = 7.0
Hz, 3H). Scaffold 24 C :

Cl!
10 2-[(Z)-isopropyiiminol-3-(3-chloro-2-methylphenyl)-thiazolidin-4-one (2.7 g) is
obtained as an oil foliowing 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: tg = 086 min, [M+1]" = 283, '"H NMR

(CDCls): 8 7.48-7.44 (m, 1H), 7.30-7.23 (m, 1H), 7.10-7.06 (m, 1H), 3.51 (hept, J =
15 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

2-[(Z)-Isopropyliminoc}-3-{3-chloro-4-methylphenyi)-thiazolidin-4-one (4.0 g) is
20  obtained as pale yeliow solid following Method A and starting from isopropylamine
(1.72 g, 28.0 mmol), 3-chioro-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 (CDCh): & 7.33 (s, TH), 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).
25
Scaffold 32



S N O 5 rac-2-[(Z)-sec-Butylimino]-3-phenyl-thiazolidin-4-one (6.98 g) is
obtained as a white powder following Method A and starting from

s ine (2.70 g, 36.98 mmol), phenylisothiocyanat %
“@mg%;b rpmethyl bromoacetate (5.66 g4436.98 mmol). LC%Ié@B%&]‘%%

min, [M+1]+ = 249, 1H NMR (CDCI3): 8 7.48-7.33 10 (m, 3H), 7.28-7.23

(m, 2H), 3.96 (s, 2H), 3.21 (hex, J = 6.4 Hz, 1 H), 1.52-1.39 (m, 2H), 1.09

(d, J = 6.4 Hz, 3H), 0.82 (t, J = 7.3 Hz/3H)g Scaffold 25 41 N=~S NIO 15
2-[(Z2)-Cyclopropylimino]-3-phenyl- thIaZNﬁﬂ@\(l -one (1.62 g) is obtained as

a white powder following Method A and startirfg from cyclopropylamine

(0,84 g, 14.8 mmaol), phenylisothiocyan 2.00 g, 14.8 mmol) and

methyl bromoacetate (2.26 g, 14.8 mmo ;MS: tR = 0.64 min, [M+1] =
233, MR (CDC 747 m, 3 724720 m, 2H), 4.00 (s )
R et X N e e A
Scaffotdiasi Nis-~ag biDfollowing Method A and starting from lsopropylamme {(1.50 g.
3- C%Qﬂ}%’&? ¥4 ﬂ'é&%&ﬂ@ﬂﬂ H@Jy%&ﬁ@%ﬁf&'@? 17 B eriSd S UAG methy!

from 25 c cloh eéamme ch %,Broacety | chlorid

RsopPEEYR ﬂ%ﬂﬁ% ﬁ%@f&%tﬂ@%d%%/dmQ@%@ﬂé&‘@dbﬂoﬁ%s@ NMR

43 Mmtbm@ B. 1.65M 36tRrs 433308y MM 3524 hett] NMR4EGRCIR); 513 (d, J =
(gé_% §6: 12.0 Hz, 1 H), 3.69 (s, 2H), 3.37 (hep, J = 6.4 Hz, 1 H),

2 400 (m,”2H), 1.84-

Scafiold 33
AN B
N:LO

10 Cl
2-[{Z)-tsopropylimino}-3-(3-chiorophenyl)-thiazofidin-4-one (1.0 g) is obtained as
an oil following Method A and starting from isopfopylaméne (1.67 g, 28.3 mmol), 3-
chiorophenylisothiocyanate (4.80 g, 28.3 mmol) and methyl bromoacetate (4,33 g,
28.3 mmol). LC-MS: tr = Q.77 min, [M+1]" = 269, "H NMR (CDCls): 8 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 24

2-[(Z)-allyl}-3-phenyl-thiazolidin-4-one is obtained as a yeliow powder foliowing

20 Method B and starting from aniline, chloroacetyl chloride and allylisothiocyanate.
LC-MS: tr = 0.63 min, [M+1]" = 233, "M NMR (CDCly): § 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).



1.75 (m, 2H), 1.64-1.50 (m, 2H), 1.40-1.20 (m, 4H), 1.14 (d, J = 6.4 Hz,
6H). 5 Scaffold 27 _ N=< 10

%%}ﬁ%ﬁt%yhmmo] -3-isopropyl-thiazolidin-4-one (2.68 g) 9@1}@9919&3

a co[our ess oil following Method A and gtarting from |sopropylam|ne

(1.17 g, 19.8 mmol), isopropylisothiocyanate (2.00 g, 19.8 mmol) and

methyl bromoacetate 10 (3.02 g, 19.8 mmol). LC-MS: tR = 0.61 min,
[M+&argR13aH NMR (CDCI3): 6 4.73 (hept, J = 7.0 Hz, 1H), 3.71 (s,

2H), 3.40 (hept, J = 6.0 Hz, 11-1), 42(d J 7.0 Hz,6H),1.17 (d,J =

6.0 Hz, 6H). Scaffold 28 N=C s 15

sopropylimino]-3-(2-ethylphenyl)- thlazolidin -tme (5.07 g) is obtained as

an off-white powder following Method A ang starting from isopropylamine
(2.98 g, 33.5 mmol), 2-ethylphenylisothiocyanate (5.0 g, 30.8 mmol) and
metByl(ZralivicarefateBi-tRapoidins4amel 3 11C-WSs tebtaid@Dasin, jMe detow oil

52939 Olglok}é, apeg&;acq@) ‘o -StahirG (FPordHhn(iBRil (7. 755 12 ot mmol),

8.4riisst w@"ater@@z%ra%gtw%%ﬂz@ﬁw GRAI2etAlE (BP0 20.2
ScatiatebBoLN-888 Q66 266 J006/D54 295 ACHNER A0DEIQ 3%02449 (m, 2H),

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, Jo = 5.3 Hz, = 1.7 Hz, 2H), 3.83 (s, 2H).

10 Scaffold 36

2-[(Z2)-Methylimino]-3-phenyi-thiazofidin-4-one is obtained as a beige solid

following Method B and starting from aniline, chloroacety! chloride and

methylisothiocyanate. LC-MS: tg = 0.37 min, [M+1]" = 207, 'H NMR {CDCls): &
18 7.52-7.38 (m, 3H), 7.28-7.24 (m, 2H}, 4.01 (s, 2H}, 3.13 (s, 3H).

Scaffold 37

“w ﬂ(sl

O

2-(Z)-Methylimino}-3-(2,3-dimethyiphenyi)-thiazolidin-4-one is obtained as a pale

2C  orange solid following Method B and starting from 2, 3-dimethylaniline, chioroacetyl
chioride and methylisothiocyanate. LC-MS: {z = 0.59 min, [M+1]" = 235, 'H NMR
(CDCl3): 8 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



2-[(Z2)-| sopropylimino]-3-(5,6,7, 8-tetrahyd ro-naphthalen- 1
-yl)-thiazolidin-4-one is obtained as a yellow solid following Method B and
W%ﬁ%ﬂg sf{ﬂg] 5,6,7,8-tetrahydro- naphthalen-1-ylamine, Chl%@?&ﬁ)@@wmz%s
chloride and isopropylisothiocyanate. LC3MS: tR = 0.81 min, [M+1]' =
289, 'H NMR (CDC13): 6 7.23-7.13 (m, 2H), 6.96-6.91 (m, 5 | H), 3.99 (s,
2H), 3.50 (hept, J = 6.4 Hz, 11-1), 2.86-2.80 (m, 2H), 2.52-2.45 (m, 2H),
1.84%andplen 4H), 1.13 (d, J = 6.4 Hz, 6H). Scaffold 30 N=<S 0 1 Cl 10
2-[(Z)-Isopropylimino]-3-(3-chIoro-2-methylphgqyl)-thiazolidin-4-one (2.7
g) is obtained as an oil following Method A agd&tarting 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). MSTtR = 086 min, [M+1]+ = 283, 'H
NMR (CDCI3): 6 7.48-7.44 (m, 1 H),@%@?a (m, 1 H), 7.10-7.06 (m, 1

H), 3.51 (hept, J = 15 6.2 Hz, 1 H), 2. , 3H), 1.15 (d, J = 6.2 Hz, 3H),
1.13 (d, J =6.2 Hz, 3H). Scaffold 31 s =(O 5CI
2-[(Z2)-Isopropylimino]-3-(3-chloro-4-methylphenyl)-thiazolidin-4-one (4.0

D e Ry A OSSR -
3-chiofidiz-4rambystiengizd adcegaribed (5Methe29.0 mmol) and methyl
bromeageiaie<(4.44 &;@?ﬁmﬂmaetc-lvlsr tR =0.80 min, [M+1]' = 283,

%hiyt’,‘l\‘/lﬁ _%%il%:‘?‘fffgﬁo%%éﬂgé)gé){ﬁ%&? ’@@fﬁgg;%&() @802 (@ 4 =

7.6 Hz, 1H), 6.06 (s, 2H), 3.61 (hept, J = 6.1 Hz, 1H), 1.21 (d, J = 6.4 Hz, 6H).

10 Example 2
o™
%O
1 -
A s
N=(
’i“o

5-(2,3-Dihydro-benzo[ 1,4]dioxin-8-yimeth-(Z)-ylidene}-2-[(Z)-isopropylimino}-3-

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

Methed E.

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



25 Scaffold 32 WO 2005/054215 PCT/EP2004/012953 45 N~<5N:~ O

CF3 2-[(2)-] sopropylimino] 3-(3-trifluoromethylphenyl)-thiazolidin-4-one
wif2hdsRL s, obtained as an oil following Method A and starting-&Qmhso4/0129s3

|sopropylam|ne (.50 g, 25.4 mmol), 48

3-trifluoromethylphenylisothiocyanate (5.17 g, 25.4 mmol) and methyl 5

bromoacetate (3.89 g, 25.4 mmol). LC-MS: tR = 0.88 min, [M+1]+ = 303,

'H NBMBYOI®E13): 3 7.65-7.46 (m, 4H), 3.98 (s, 2H), 3.50 (hept, J = 6.4 Hz,

1H), 1.13 (d, J = 6.4 Hz, 6H). Scaffold 33 N=gS N O 10 ClI

2-[(2)-1sopropylimino]-3-(3-chiorophenyl)-thiazglidin-4-one (1.0 g) is

obtained as an oil following Method A and starting from isopropylamine

(1.67 g, 28.3 mmol), 3- chlorophenylis thlocy nate (4.80 g, 28.3 mmol)

and methyl bromoacetate (4.33 g, 0 ) LC-MS: tR = 0.77 min,

[M+1]+ = 269, 'H NMR (CDCI3): 8 7. 41 7.88%m, 15 3H), 7.20-7.15(m, 1

H), 3.96 (s, 2H), 3.53-3.44 (m, 1 H), 1. , 5.9 Hz, 6H). . Scaffold 34 5

NCO 2-[(2)-allyl]-3-phenyl-thiazolidin-43e#ie is obtained as a yellow

powder following 20 Method B and starting from aniline, chloroacetyl

chloggg_%% %gﬁ%@%é n&S “ylidene)-2-[(Z)-isopropylimino]-3-phenyl-thiazolidin-

5 4-one is obiained starting from Scaffold 1 {18 mg, 0.08 mmol) and 4-

dimethylamino-benzaldehyde (24 mg, 0.16 mmol) following Method £. LC-MS: g =

1.09 min, [M+1]" = 379.

Example 4
o ~OH
/4 S
N_.. H
’&o

! G

5-[4-(2-Hydroxy-ethoxy)-benz-~(Z)-ylidene]-2-{(Z)-isoprapylimino}-3-phenyl-thia-
zolidin-4-one is prepared as described in Method D.
LC-MS: tr = 0.94 min, [M+1]" = 383.

15  'H NMR (CDCly): 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), 1.18 (d, J = 6.4 Hz, 6H).



LC-MS: tR = 0.63 min, [M+1]' = 233, 1H NMR (CDCI3): 8 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,

“@;% %,%%%95 (m, 2H). WO 2005/054215 PCT/EP2004/O]_381‘_3/%%%]%4;&I 053

2-[(Z)-aIIyIimino]-3-a||y|-thiaz%din-4-one (3.12 g) is obtaine

as a pale yellow oil following Method A and starting from allylamine (1.15
g, 20.2 mmol), 5 allylisothiocyanate (2.0 g, 20.2 mmol) and methyl

bro

pig (3.08 g, 20.2 mmol). LC-MS: tR = 0.66 min, [M+1]+ = 197,

'H NMR (CDCI3): S 6.02-5.79 (m, 2H), 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_(d

) tOFFa =53Hz Jt=1.7

Hz, 2H), 3.83 (s, 2H). 10 Scaffold 36 N<[Y-

2-[(Z2)-Methylimino]-3-phenyl-thiazolidi

bne is obtained as a beige solid

following Method B and starting from aniiine, chloroacetyl chloride and

methylisothiocyanate. LC-MS: tR.=_0f
(CDCI3): S 15 7.52-7.38 (m, 3H),N7.
3H). Scaffold 37 N-<S O

2-[(Z2)-Methylimino]-3-(2,3-dimeth

min, [M+1]+ = 207, '"H NMR
7,24 (M, 2H), 4.01 (s, 2H), 3.13 (s,

nyl)-thiazolidin-4-one is obtained as

a pale 20 orange solid following Method B and starting from
2,3-dimethylaniline, chloroacetyl chloride and methylisothiocyanate. o
LC-MS:ixtwre 55 nfif-{Rityprexy sthapRioaRzEbdiiprg-7-H4)7spgrpylimino]-3-
BH), phRyEuAR6TdiA-H hnd. G7A5(sn g H). 186 AnfRoBiEkamBR (8), REH)CR.(81(mg, 0.588

3H). 2

10

15

20

gwol), and methyl chioroacetate (250 L) in DMF (2 mL)} is stirred af 60°C for 86 h
before it is diluted with EA (75 mL) and washed with 10% aq. cifric 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-methyi-phenoxyl-ethoxy}-acetic acid. LC-MS: tgr = 1.06 min,
[M+1]" = 441, 'H NMR (CDCla): & 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), 4.28-4.25 (m, 2H), 3.83 (s, 2H), 3.60
(hept, J = 6.4 Hz, 1H), 1.19(d, J = 6.4 Hz, 6H).

Exampie 6
OH
O/\_/O\/[\/OH
N
] P
' S /
AN y

;; 0 fac

After purification on prep. TLC plates, rac-5-{4-[2-(2,3-dihydroxy-propoxy)-ethoxyl-
benz-(Z)-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



WO 2005/054215 PCT/EP2004/012953 47 Example 10 N==<S, 0
5-Benzo|
i -5-yImeth-(2)-ylidene-2-[(Z)-isopropylimino]-3-ph -thia- :
Wiyo?&g%r%%}%eyis prep(ar)eﬁ as described inggethod C. LC-M%@%@%} 12953
min, [M+1]+ = 367. 1H NMR (CDCI3): 8 7.70 (s, 1 H), 7.52-7.32 (m, 5H),
7.12-7.07 (m, 2H), 6.92 (d, J = 7.6 Hz, 1 H), 6.06 (s, 2H), 3.61 (hept,J=
6.1 Bz LCHS 112 % (dod mi. AVHATBHR730 EXIMRIECD CL)NF76 542, 1), 7.55-7.51

_ H . . _ _ ) . . -_ I
ﬁnﬂ@gﬁ% e O g bl R 20 0 = 47
mg, 0B RmeH-855AT B S BelmRti R b, Hara ity @), 2.08 (s

(26 mg:18)16.mme! ) felboning sMethad ki UGBS HR 31305 min, [M+1]+ =
381. WO 20051054215 PCT/EP2004/012953 48 Example 3 -N, N==<S
~0 6

Example 7

O/\/OH

5-[3-Chioro-4-(2-hydroxy-ethoxy)-benz~(Z)-ylidene]-2-{(Z)-isopropylimina]-3-
10 phenyl-thiazolidin-4-one is obtained as pale yellow powder starting from 3-chloro-
4-(2-acetoxy-ethoxy)-benzaldehyde (311 mg, 1.28 mmol) and Scaffold 1 (150 mg,
0.64 mmol) following Method D. LC-MS: & = 1.01 min, [M+1]" = 417, '"H NMR
(CDCls). 8 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, TH),
15 215(sbr, 1H), 1.19(d, J = 6.4 Hz, 6H).

Example 8

O/\/OH
2

e

o
5-[3-Fluoro-4-(2-hydroxy-ethoxy)-benz-(Z)-ylidene]-2-[(Z)-isopropyliminol-3-
20 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: {r = 0.98 min, [M+1]" = 401; 'H NMR (CDCls): 6 7.66 (s,



5-(4-D imethylamino-bent-(Z)-yl idene)-2-[(Z)-i sopropyli
mind]-3-phenyl-thiazolidin 5 4-one is obtained starting from Scaffold 1 (19
wods 248 7ymol) and 4- dimethylamino-benzaldehyde (24 mgs-Hek8ommelss
following Method E. LC-MS: tR = 1.09 ngn, [M+1]+ = 379. Example 4 O"
OH N=<S O 10 6 5-[4-(2-Hyd :
roxy-ethoxy)-benz-(Z)-ylidene]-2-[(Z)-isopropyl imi n 0]-3-phenyl-thia-
zolidihbh4 Tohe-Ts26r épaikt) ab Webcribed. etitid £24-€ 2 SR H)0Da6-4.00 (m,
min 35488, 1S UAMRUCOIK 8,774 (131, 7:567 44 b, 1)
7.42-7.32 (m, 3H), 7.04-6.99 (m, 2H), 4.17-4.13 (m, 2H), 4.03-3.97 8m,
2H), 3.60 (hept, J = 6.4 Hz, 1H), 2.01 (s br, 1H), 1.19 (d, J = 6.4 Hz, 6H).
WO RG0BISE215 PCT/EP2004/012953 49 Example 50 7O ~OH (.
N=( S A mixture of ~_OH
5-[4-(2-Hydroxy-ethoxy)-benz-(Z)-yIidene]--[(Z)-isopropylimino]-S- 5
phenyl-thiazolidin-4-one (75 mg, 0.196 rﬁ§ Example 4), K2CO3 (81 mg,
0.588 mmol), and methyl chloroacetate (250 L) in DMF (2 mL) is stirred at
60C for 96 h before it is diluted with EA{#5 ml-) and washed with 10%
ag. citric acid (50 ml-) and water (2%’6 The organic layer is
evaporated and the resulting residue/s- purified by prep. TLC
gheptane/EA 1:1) followed by crystal ion from a small

B-[4-(2-Hydroxy-ethoxy)-3-methyl-benz-(Z}-ylidene]-2-[(Z)-isopropylimino}-3-
phenyi-thiazolidin-4-one is obtained as an off-white powder starting from 4-(2-
acetoxy-ethoxy)-3-methylbenzaidehyde (284 mg, 1.28 mmol) and Scaffold 1 (150
mg, 0.64 mmol) following Method D. LC-MS: tg = 0.98 min, [M+1]" = 397; 'H NMR

10  (CDCls): & 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).

Example 10

A"
15

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: tg = 0.95 min, [M+1]" = 413; 'H

20 NMR (CDCly). 8 7.72 (s, 1H), 7.51-7.45 (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), 1.189 (d, d = 6.4 Hz, 3H).



10 amount of methanol to give
{2-[4-(2-[(Z)-isopropylimino]-4-oxo0-3-phenyl-
thiazolidin-5-ylidene-methyl)-phenoxy]-ethoxy}-acetic acid. LC-MS3- R =
Wi?é‘%”’r%“i‘ﬁl,“ +1] = 441. "H NMR (CDCI3),S 7.73 (s, 1H), 7%5“—%@2 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, 1 H), 1.19 (d, J = 6.4 Hz,
SH). 15 Example 6 OH 0 O OH N=<s 0 rac r After purification on prep.
TLCé)Iate érﬁ:-S-{4-[2-(2,3-dihydroxy-propoxy)-ethoxy]-
benz—f%% - e}-2-[(2)-isopropylimino]-3-phenyl-thiazolidin-4-one is
obtained as a 20 pale beige foam startingﬁﬁﬁrﬁzﬁéﬁold 1 (150 mg, 0.604
mmol) and rac-4-[2-(2,3 dihydroxy-prop ethoxy]-benzaldehyde (290
mg, 1.208 mmol) following Method WO 2085/054215
PCT/EP2004/012953 50 D. LC-M@: tR 50.99 min, [M+1]+ = 471; 'H NMR
" (CDCI3): 6 7.73 (s, 1H), 7.55-7.51 it 2H), 7.35-7.28 (m, 3H), 7.20-7.15
(m, 1H), 7.04-6.98 (m, 2H), 4.20 (t, .2 4.7 Hz, 2H), 3.94-3.88 (m, 3H),
3.77-3.55 (m, 5H), 2.65 (s br, 1H),- (s, 3H), 2.08 (s br, 1H), 1.17 (d, J
= 6.4 Hz, 3H), 1.16 (d, J = 6.4 Hz, 31-1). 5 Example 7 O,~ OH CIN N=(S
0

§  5-[4-(3-Hydroxy-propoxy)-benz-(Z)-ylidene]-2-[(Z)-isopropylimino}-3-phenyt-

thiazolidin-4-one is obtained starting from Scaffold 1 (150 mg, 0.840 mmol) and 4-

(3-hydroxy-propoxy)-benzaldehyde (173 mg, 0.960 mmof) following Method D. LC-

MS: tz = 0.97 min, [M+1]" = 397. 'H NMR (CDCly): § 7.73 (s, 1H), 7.55-7.33 (m,

7H), 7.02-8.97 (m, 2H), 419 (t, J = 5.9 Hz, 2H), 3.89 (t. J = 5.9 Hz, 2H), 3.60
10 (hept, J = 8.4 Hz, 1H), 2.08 (p, = 5.8 Hz, 2H), 1.18 (d, J = 6.4 Hz, 6H).

Exampile 12
oY ToH
OH
/4 5~ rac
N=( |
o
%

rac-5-[4-(2,3-Dihydroxy-propoxy)-benz-(Z)-ylidene]-2-[(Z)-isopropylimino}-3-o-iolyl-
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: ig = 0.86 min, [M+1]" = 413. 'H NMR

(CDCla): & 7.73 (s, 1H), 7.55-7.45 (m, 4H), 7.43-7.32 (m, 3H), 7.03-6.98 (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), 1.85 (s br, 1H); 1.18(d, J = 6.4 Hz, BH).

Example 13



6

5-[3-Chloro-4-(2-hydroxy-ethoxy)-benz-(Z)-ylidene]-2-[(Z)-isopropylimino]-
Wéggjng_ i %nyl-thlazolldln-4-one is obtained as pale yellow p%q%ﬁ%ﬁmgm

hiero- 4-(2-acetoxy-ethoxy)-benzgldehyde (311 mg, 1.28 mmo

and Scaffold 1 (150 mg, 0.64 mmol) following Method D. LC-MS: R =
1.01 min, [M+1]+ = 417; '"H NMR (CDCI3): S 7.654 (s, 1H), 7.61 (d, J =
2.3 Hz, 1H), 7.51-7.32 (m, 6H), 7.03 (d, J & 8,8 H%; 1H),4.24-4.20 (m,

2H), 4.06-4.01 (m, 2H), 3.60 (hept, J =l
1.19 (d, J = 6:4 Hz, 6H). Example 8 O--

;

01H1-1), 15 2.15 (s br, 1 H),
F N={ 6 O 5-[3-FI

uoro-4-(2-hyd roxy-ethoxy)-benz-(£)-yli dene]-2-[(Z)-isopropyli mino]-3 20

phenyl-thiazolidin-4-one is prepare

wil§ Method D and starting from
e (390 mg, 1.7 mmol) and

4-(2- acetoxy-ethoxy)-3-fluoro-benzai
Scaffold 1 (200 mg, 0.85 mmol). L :tR = 0.98 min, [M+1] =401; 1H
/

NMR (CDCI3): 6 7.66 (s, WO 2005

215 PCT/EP2004/012953 51 1H),

(7-5Wo@[ﬁ@h?irﬁ#(?@(géi;}/ﬁ&@-«bfép&;i)rliﬂeaﬁ-(i-ﬁﬂiﬂ@he@ﬂ)[(&)%gﬂ;@ﬁylimino}-
m, . ept,.J =6.4 Hz -1), r, , =

6H).%)Baérwbﬁ§1é radm:ﬁwe{éso’o%ag]ﬁ%gf} &%l%yaﬁv@ p%\%gegdst&mng fJé% rac-4-
roxytathaiyrdxsattacihz-chioyidenapidefizda<diromgimnid@panol) and Scaffold
gheny{thiazglidinaniisioiangdrman off-vhitespeweerstadingfren” = 447.

10

15

20

@i R (CDCly): & 7.64 (s, 1H), 7.59 (d, J = 2.3 Hz, 1H), 7.50-7.30 (m, BH), 7.01

(d, J = 8.2 Hz, 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, &H).

Example 14

O Yy TOH
O

J\ S~ rac

N%N’go

O

rac-5-(3-Hydroxymethyl-2, 3-dihydro-benzo{1,4]dioxin-8-yimeth-(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: tg = 0.97 min, [M+1]" = 411, "H NMR (CDCl): 8 7.58 (s, 1H),
7.42-7.35 (m, 2H), 7.33-7.24 {m, 3H), 7.06-7.01 (m, 2H), 6.92-6.80 (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 1610 25

Starting from Scaffold 2, the following examples are prepared:



acetoxy-ethoxy)-3-methylbenzaldehyde (284 mg, 1.28 mmo!) and Scaffold
1 (150 mg, 0.64 mmol) following Method D. LC-MS: tR = 0.98 min, [M+1]
=397: '"HNMR 10 (CDCI3): 37.69 (s, 1 H), 7.49-7.30 (m, 7};}% (g =
WO PRI, 4.17-4.12 (m,” 2H), 4.03-3.98,(m, 2H), 3.59 (kep T?'zz%o 0#29?
11-1), 2.30 (s, 3H), 1.95 (s br, 11-1), 1.17(d,J=6.4Hz,6H). Example 10

0,~OH ~OS N=(156

5-[4-(2-Hydroxy-ethoxy)-3-methoxy-benz-(Z)-yF;idene]-Z-[(Z)-isopropylimin
0]=3- phenyl-thiazolidin-4-one is obtaiaﬂeg s4 pale yellow powder starting
from 4-(2- acetoxy-ethoxy)-S-methoxy-% S iehyde (305 mg, 1.28 mmol)

L

and Scaffold 1 (150 mg, 0.64 mmol) folleing Method D. LC-MS: tR =
0.95 min, [M+1]" = 413; 1H 20 NMR (CBC13): 5 7.72 (s, 1H), 7.51-7.45

(M 260, 7-42:7.30-(m-1H),1.37-7.32 (m,—2H). 7-18de 3 = 2.3, 82 Hz, 1
H), 759&(919\] ®2.3Hz, 1 H) Kng@]&g, J 5818 Mﬁnol)H , gﬁA.l? (+m, 2H),
4.06-3.98 (M| 3H), 3.95 (s, 3H), 3.60 (hept, J = 6.4 Hzr 11-4M1122 (d, I |=
6.4z 3H); .1%@, F="62HZ3H) WO 20051054215
PCT/EP2004{012983 52 Example 11 0-0H iS NgO05
5-[4-4(§-Hydrox opoxy)-be rﬁ-(Z)-yiier@‘}Z-[(Z)-isc ﬁréByli 1‘?1%]-3-pheny
|- ;
o
16 P ° E 0.200 1.09 | 395
o
\N/‘
17 @ C 0.604 1.03 {380
O/\/OH
18 S D 0.400 0.98 |397
=
(?H
o O OH
19 D 0.604 0.91 | 471
o~-OH
20 C'@ D 0.604 1.04 | 431
O/\/OH )
21 \© D 0.604 1.02 |41
o ~~-CH
22 /Oﬁj b 0.604 0.98 |427
e




thiazolidin-4-one is obtained starting from Scaffold 1 (150 mg, 0.640
mmol) and 4- (3-hydroxy-propoxy)-benzaldehyde (173 mg, 0.960 mmol)

wiglia

in-’ethOd D.LC- MS:tR =0.97 m|n [M+1] 397. 1%“%04/“12953

(CDCIS) 87.73 (s, 1H), 7.55-7.33 (m, 7B, 7.02-6.97 (m, 2H), 4.19 (t, J =
5.9 Hz, 2H), 3.89 (t, J = 5,9 Hz, 2H), 3.60 10 (hept, J = 6.4 Hz, 1 H), 2.09

(P,

N=x S rac -- 11@’\61\&16 -5t[4-(2, 3-Oihyd roxy-propoxy)-bent-(Z2)-yi
idengk2-[(2)- smopyll mi n b3 o- tolylt%lzé%wiazolidin-é}jgye %g)l?tained as

J=5.9Hz 2H), 1.19 (d, J = 6.4 Hz, 6H). Example 12 0 '---(OH OH

an pff-white powder starting from rac-4
dihydroxy-prapoxy)-benzalde¢hyde (333 mg, 1.70 mmol) and, Scaffold 1
(200mg, 038 ing Methot D TC-MSTTR =086 min, {M¥1] =
413. 1H NMR ¢ 13aS 7[73 (s, 1H), 7,.55-7.45 (m 7143-7.32 (m,
3H),2%03-6. 99( ), 4.164.10 (m,|8$0%.01-3.84 éﬁ% 13.81-3.74

(m,
1.1p7(d; I =643z, 6H). Exampie 13 WO 2005/0542]'5
PCIT/EP2004 0129%?< 53 O}-~'OH CI|OH rac N=(S O raci5-[3-C
hloyo;4-(2, 3-dinydrgxy-prop )S/)-benz éldene] -2r [{@ql sogzg)pyhm
ino]-%’ﬁpheny -é:o idin-4-one is obtalneo‘ly as pale olive powder starting
from rac-4- (2,

mmjol) and Sqaffold

10

15

20

1N), 3.60(hept;, J = 6.4 Kz, 20 1 H)), 2.56 (s br, 1 H), 1.95 (s br, 1 H

=¢ hydroxy-pllopoxy)-3-chloro-benzaldehyde {295 mg, 1.28

Example 15

*H NMR (CDCl): 8 7.69 (s, 1H), 7.34-7.27 (m, 3H), 7.20-7.14 (m, 1H), 7.12-7.07
(m, 2H), 6.91 {d, J = 7.6 Hz, 1H), 6.06 (s, 2H), 3.58 (hept, J = 6.4 Hz, 1H), 2.19 (s,
3H), 1.18 (d, J = 5.9 Hz, 3H), 1.17 (d, J = 5.9 Hz, 3H}.

Example 20

"H NMR (CDCls): 5 7.65 (s, 1H), 7.62 (d, J = 2.3 Hz, 1H), 7.45 (dd, J = 2.3, 8.2 Hz,
1H), 7.36-7.28 (m, 3H), 7.20-7.15 (m, 1H), 7.03 (d, J = 8.8 Hz, 1H), 4.24-4.20 (m,
2H), 4.07-4.01 (m, 2H), 3.59 (hept J = 5.9 Mz, 1H), 2.18 (s, 3H), 2.14 (s br, 1H),

1.18 (d, J = 6.8 Hz, 3H), 1.16 (d, J = 5.9 Hz, 3H).

Example 23

"H NMR (CDCl): 6 7.73 (s, 1H), 7.55-7.50 (m, 2H), 7.35-7.27 (m, 3H), 7.20-7.15
(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 = 8.4 Hz, 1H), 2.18 (s, 3H), 2.09 (p, J = 5.8 Hz, 2H), 1.17 (d, J = 6.4 Hz,
3H), 1.16 (d, J = 6.4 Hz, 3H).

Example 24
"H NMR (CDCls): & 7.83 8s, 1H), 7.58 8d, J = 2.3 Hz, 1H), 743 (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



51 (150 mg, 0.64 mmol) following Method D. LC-MS: tR = 0.94 min,
[M+1]+ = 447. 1H NMR (CDCt3): 6 7.64 (s, 1H), 7.59 (d, J = 2.3 Hz, 1H),
0-7.30 (m, 6H), 7.01 (d, J = 8.2 Hz, 1H), 4.25-4.13 (m, )ﬁ
“’W“%”“%‘( 59 (hept, J = 6.4 Hz, 1 H), 2.70(s br, 1 H), 2. 05%(!‘; ’EP?‘%%%’:’
1.18 (d, J = 6.4 Hz, 6H). 10 Example 14 O'COH O 3% Nrac p N6
rac-5-(3-Hydroxymethyl-2,3-dihydro-benzo[1,4]dioxin-6-ylmeth-(Z)-ylene)-

2-[(Z3n 13ppropyhming énphenybtmaa@amﬁ@@ iszobtained A$sabN0RY), 2.16 (5,

::;cl:(-) %iﬁystﬁtﬁﬁﬁm%@g %53@?5‘ ﬁ]%loxine% 15 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 (CDCI3): 5 7.58
(s, 1H), 7.42-7.35 (m, 2H), 7.33-7.24 (m, 311), 7.06-7.01 (m, 2H),
6.92-6.89 (m, 1H), 4.42- 4.35 (m, 1H), 4.30-4.23 (m, 311), 4.03 (dd, J =
7.0,11.1, 1H), 3.51 (hept, J = 6.4 Hz, 1 H), 1.10 (d, J = 6.4 Hz, 6H). 20
Examples 15 to 25 Starting from Scaffold 2, the following examples are
prepared: WO 2005/054215 PCT/EP2004/012953 54 R N ~O LC-MS



Example R Method Scale (mmol) tR [M+1] O 15 C 0.604 1.10 381 16 E
0.200 1.09 395 ~N'17 C 0.604 1.03 380 O"OH 18 D 0.400 0.98 397 QH

Wgti@gl‘i%)ﬂgﬂ D 0.604 0.91 471 Or--,,OH 20 C~ D 0.604 1,04:431 4012053

5D 0.604 1.02 411 O,~OH 297D 0.604 0.98 427 WO
2005/054215 PCT/EP2004/012953 55 O~~ OH 23 D 0.604 1.01411 O't
OH 24 ¢ci OH D 0.604 0.96 461 HO, O- 25 O D 0.650 1.01 425 Example
15 Examples 2610 31

Starting from Scaffold 3, the following examples are prepared:

s d
g
N=( f
fN o}
Scale LC-MS
(mmol) ta  [M+]

Example | R Method

O\
O
26 3 0.200 | 1.08 |381
o™
o]
27 B E 0.200 1.08 | 395
e
\TJ/
28 [ E 0.200 1.01 |380
P
O/.\/OH
29 @ D 0.400 0.97 | 397
?/\/OH -
30 C‘ D 0604 | 1.04 |431
OH
31 ™ b 0.604 097 | 461

Example 31



'H NMR (CDCI3): 6 7.69 (s, 1H), 7.34-7.27 (m, 3H), 7.20-7.14 (m, 1H),
7.12-7.07 (m, 2H), 6.91 (d, J 7.6 Hz, 1 H), 6.06 (s, 2H), 3.58 (hept, J = 6.4
H 19 (s, 53H), 118 (d, J = 5.9 Hz, 3H), 1.17 (d, 3,55,9.Hz, 3t
WEE%#@%%@ 'H NMR (CDC13): 6 7.65 (s ghH), 7.62 (d, J = %".%‘ﬂz, 1) Y
7.45(dd, J = 2.3, 8.2 Hz, 1 H), 7.36-7.29 (m, 3H), 7.20-7.15 (m, 1 H),
7.03(d, J = 8.8 Hz, 1 H), 4.24-4.20 (m, 10 2H), 4.07-4.01 (m, 2H), 3.59

(heh AR RSB BAR(S A D14, (o b, MBI 2, 58
1105 T T B A 5T ol 7 2ber 48 s g g (.9 = 88

7.0218)98. 252+ (v, 21(t, 393-8.8HIm 22H), WY [Hiapt 6.9 $4, M) H.5875 (s br,
(heDi) 3 4 E B, 10 )1 2PRD I ELifHHRH), 117 (0. ) =

6.4 Hz, 3H), 1.16 (d, J = 6.4 Hz, '3H). Example 24 20 'H NMR (CDCI3): 5

¥.63 8s, 1H), 7.59 8d, J = 2.3 Hz, 1H), 7.43 (dd, J = 2.3, 8.8 Hz, 1 H),
7.35-7.26 (m, 3H), 7.17-7.13 (m, 1 H), 7.01 (d, J = 8.8 Hz, 1 H), 4.24-4.13

WO 20(5/054215 PCTJEP2004/012953 56 (m, 3H), 3.91-3.79 (m, 2H),

3.57 (hept, J = 5.9 Hz, 1H), 2.74 (s br, 1H), 2.16 (s, 3H), 1.17 (d, J = 5.9

Hz, 3H), 2.15 (d, J = 5.9 Hz, 3H). WO 2005/054215 PCT/EP2004/012953

57 Examples 26 to 31 Starting from Scaffold 3, the following examples

are prepared: R SN=<0



4: Scale LC-MS Example R Method (mmol) tR [M+1] C 26 E 0.200 1.08
381 027 E0.200 1.08 395 281 E 0.200 1.01 380 O,OH 29 D 0.400 0.97
w392%0=§?094H 300D 0.604 1.04 431 OH 31 CIt-0"D 0.604 0 %W%@%ﬂ 2953
xarﬁprezéi WO 2005/054215 PCT/PiP2§$4/012953 58 I—IP éIS)

S 7.64 (s, 1H), 7.60 (d, J = 2.3 Hz, 1H), 7.44 (dd, J = 2.3, 8.8 Hz, 1 H),
7.39-7.33 (m, 1 H), 7.23-7.19 (m, 1 H), 7.15-7.10 (m, 2H), 7.02 (d, J = 8.8
Hz, Bxeiiplee S8 $6m, 3H), 3.93-3.80 (m, 2H), 3.60 (hept, J = 6.4 Hz, 1
H), %Fa’éﬁﬁ'%branﬂr §9af?ol‘b]4(5ih§\‘@io%v§\§ é&é}ﬁsde's"}ma%e’-ée@h grepardddz, 6H).
5 WO 2005/054215 PCT/EP2004/012953 59 Examples 32 to 36 Starting
from Scaffold 4, the following examples have been prepared:

R
/(N =<Sf
C

£ e | R Method ‘Scale LC-MS
Xampie etno
P (mmol) tr [M+1]"
32 ® E 0.200 1.08 | 381
o
33 Cj © E 0.200 1.09 | 395
o~-OH .
34 @ D 0.400 0.97 |397
Q/\_/OH
35 e D 0604  11.05 | 431
OH
36 C'ng/\g D 0604 098 |46

5
Example 35
'H NMR (CDCl): 8 7.84 (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), 1.18 (d, J = 6.4 Hz,
10  8H).



R SN Scale LC-MS Example R Method (mmol) tR [M1-1)+ 32 E 0.200
1.09 381 33 (50 E 0.200 1.09 395 i O" OH 34 D 0.400 0.97 397 iO"

H35a,D 0.604 1.05 431 "Y'oH 36 ci . H D 0.604 0.98 4 3.7”% Rl
W§§OQF§IQIW(CDCI3): S 7.64 (s, 1H), 7.604d, J = 2.3 Hz, 1HI)§, ! IEE@WJ 8

2.3,8.2 Hz, 11-1), 7.30-7.19 (m, 4H), 7.02 (d, J = 8.2 Hz, 11-1), 4.23-4.19
(m, 2H), 4.07-4.00 (m, 2H), 3.59 (hept, J = 6.4 Hz, 1 H), 2.40 (s, 3H), 2.14

(s b dakibies B9 (643 = 6.4 Hz, 10 6H). WO 2005/054215
PCT/EP2004/01295 xam lei s 37 to 47 Starting from Scaffold 5, the
iR S e T R S e Ssald

R
/(N =<Sf
NS0

g

Scale LC-MS
Example | R Method .
(mmol) iR [M+1]
QO
37 @ E 0.200 111 | 395
@
38 E 0.200 141 | 400
\l!\l/
39 © E 0.200 1.05 |394
i
O/\/OH
40 @ D 0.763 0.99 | 411
fvo\ﬁ/OH
41 é D 0,572 093 485
O/\‘/OH
42 C‘\@ D 0.572 106 | 445
O/\‘/OH
43 Fj@ D 0572 1.03 | 429




N=(NO Scale LC-MS Example R Method (mmol) tR [M+1]+ 0037 3 E
0.200 1.11 395 38 E 0.200 1.11 409 N~ 39 E 0.200 1.05 394 O,,,OH 40

wB ghsh

99 411 H .~0 OH 41 D 0.572 0.93 485 SOH 42,¢LiB0.572 1.
" OH 43 F 6 D 0.572 1.03 42840 2005/054215 61

PCT/EP2004/012953 O"OH 44 D 0.572 1.03 425 ~OH 45D 0.572 1.00
441 OCOH46010HD 0.5720.98 475 HO~-O 47 D 0.650 1.00 439

O/\/OH
44 fj D 0.572 1.03 | 425
~_AOH
45 /%é D 0.572 1.00 | 441
o7y TOH
46 M R 0572  |0.98 | 475
HO
BN
A7 @o D 0.650 1.00 | 439
Example 40

"H NMR (CDCly): 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 (CDCly): 6 7.57 (s, 1H), 7.17-7.00 (m, 4H), 6.87-6.85 {m, 2H), 4.30-4.18
(m, 2H), 4.11-4.03 (m, 1H), 3.86-3.70 (m, 2H), 3.48 (hept, J = 6.4 Hz, 1H), 2.26 (s,
10 3H), 1.95 (s, 3H), 1.07 (d, J = 6.4 Hz, 6H).

Exampies 48 and 49

Starting from Scaffold 6, the foliowing examples are prepared:

15

R
. =<Sfo



Example 40 '"H NMR (CDCI3): 5 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
"‘@%"’%’ﬁ §:4 Hz, 1H), 2.35 (s, 5 3H), 2.05 (s, 3H), 2.00 (S Qetidbadusd 463
Z,3H), 1.17 (d, J = 6.4 Hz, 3H).gExample 47 1H NMR (CDCI3):
S 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,
H), 1.95 {s, 3H), 1.07i(d, J = 6.r]lsjdgT,e6H) Ex@amples 48 and 49
Starfgmeim [Seaffold 6, thiiedmeRli ples are prep O 15WO
2005/054215|PCT/EP200410129538 5@ ale Lpf: Mgkﬁ: ﬁalmple R Method
(mmol) tR [M+1]o0™) 48 E{0.200 1.12 409 0™ OH 49 [) 0.762 1/00 411 i
Exaq%)le 48 'H (CDC@): 8 7."%_&%&.H), 715@27.5046@, 2H]), 7.14-6.98
(m,|5H), 4.17:412' 5 (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),
1.167d, I =012 HZ 3K EXamples 5010 5T Siarting fiom Scaffpld 7, the
following examples are preBared:
>
=

49 0.762 1.00 | 411

Example 48

'H NMR (CDClg): 8 7.72 (s, 1H), 7.56-7.50 (m, 2H), 7.14-6.98 (m, 5H), 4.17-4.12
5 (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 (¢, J = 6.2 Hz, 3H).

Examples 50 to 51

Starting from Scaffold 7, the following examples are prepared:
10

Scale LC-MS

le iR Method .
Examp (mmol) R (M+1]
)
50 g‘}o E 0.200 113 | 409
P
O/\/OH

51 @ D 0.762 1.02 411




10R "N=<S O Scale LC-MS Example R Method (mmol) tR [M+1]4 O
50 ~T 0 E 0.200 1.13 409 or-,OH 51 D 0.762 1.02 411 WO 2005/054215

PCT/EP2004/012953 63 Example 51 1H NMR (CDCI3): X
W‘)’.%“ﬁ%%](’m, 2H), 7.27-7.21 (m, 1H), 7.5&7.12 (m, 2H), %ﬁé@‘%@? 73

2H), 4.18-4.13 (m, 2H), 4.03-3.98 (m, 2H), 3.57 (hept, J = 6.1 Hz, 1H),
2.15 (s, 6H), 2.01 (s br, 1H), 1.16 (d, J = 6.4 Hz, 6H). 5 Examples 52 to 57
Stargrgnimars$caffold 8, the following examples are prepared: R N--<S 0

6CI SGRIR- NS, FxamRie R Method (umabhtRIlY717.7 21 (m, 1h), 7.17-7.12
(m, 2H), 7.04-6.99 (m, 2H), 4.18-4.13 (m, 2H), 4.03-3.98 (m, 2H), 3,57 (hept, J =
6.1 Hz, 1H), 2.5 (s, 6H), 2.01 (& br, 1H), 1.16 (d, J = 6.4 Hz, 6H).

Examples 52 to 57
Starting from Scaffoid 8, the foliowing examples are prepared:

Aot

o

R Method Scale LC-MS
i etho .
Exampie (mmol) |tr  [M+1]
9"\0
52 ;) E 0.200 111 | 401
oY
53 ;\-o E 0.200 1.11 | 415
P
W
54 @ E 0.200 1.09 |400
O/\\/OH
55 @ D 0.744 0.99 | 417
~~_OH
56 C‘(% D 0.558 105 | 451
o
OH
57 C‘(gg D 0.558  |0.98 |481

10



Q~052 (7iE0.200 1.11 401 0153 0E 0.2001.11 415 ~N 54 E 0.200
1.09 400 i0"NOH 55D 0.744 0.99 417 i OH 56 ci D 0.558 1.05 451 ~OH

wo hdddos2:3-558 0.98 481 10 WO 2005/054215 PCT1EP2QR4/04:2853 2053
64 Example 55 'H NMR (CDCI3): S 7.7%44s, 1H), 7.56-7.50 (m, 3H),
7.41-7.32 (m, 3H), 7.04-7.00 (m, 2H), 4.18-4.13 (m, 2H), 4.04-3.98 (m,
2H), 3.58 (hept, J = 6.1 Hz, 1H), 2.01 (s 5 br, 1H), 1.17 (d, J = 5.9 Hz,
3H), 1.16 (d, J = 6.4 Hz, 3H). Example 58 0'1 0 S N={0 6C~

Exampie 55

'H NMR (CDCls): 8 7.74 (s, 1H), 7.56-7.50 (m, 3H), 7.41-7.32 (m, 3H), 7.04-7.00

(m, 2H), 4.18-4.13 {(m, 2H), 4.04-3.98 (m, 2H), 3.58 (hept, J = 6.1 Hz, 1H), 2.01 (s
5 br, 1H), 1.17 (d, J = 5.9 Hz, 3H), 1.16 (d, J = 6.4 Hz, 3H).

Exam ie 58

'@
e

10 5-(2,3-Dihydro-benzo1,4]dioxin-8-yimeth-(Z)-ylidene)-2-{(Z)-isopropylimino]-3-(2-
methoxyphenyl)-thiazolidin-4-one is obtained starting from Scaffold 9 (83 mg,
0.200 mmol) and 2,3-dihydro-benzo[1,4ldioxine-6-carbaidehyde (49 mg, 0.30C
mmol) following Method C. LC-MS: {r = 1.03 min, [M+1]" = 411.

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

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

58 @ © C 0.200 1.03 | 411

Example | R Method




10
5-(2,3-Dihydro-benzol[1,4)dioxin-6-ylmeth-(Z)-ylidene)-2-[(Z)-iisopropylimin
Wcé;}-?ag%:riggthoxyphenyl)-thiazolidin-4-one is obtained starting Ctji%g 2%&%‘{%% 5

(?g mg, 0.200 mmol) and 65
2,3-dihydro-benzo[1,4]dioxine-6-carbaldehyde (49 mg, 0.300 mmol)
following Method C. LC-MS: tR = 1.03 min, [M+1]' = 411. 15 Examples 58
to 6O Starting trgm@ca;ﬁtld 9, the Tollowing ekamples are pregared: N=<

SO Exampleethod Scale LCtMS (mmoj) tR [M-i-l]‘- 0" 58 ¢~ C 0.200

1.03%11 WA 0051054218 PCT1EP30H410158 641d0OH 59 | D 0.378

0.92 413 i OH 60 D 0.56f 0.99 447 Example 60 '"H NMR (CD(CI3): 8 7.55
(s,1H), 7.524d J =23 Hz 1H) 7138-7.20 (m.2H), 7115 (dd. J = 1.8, 7.6

Hz 1H), 7.00-6,9 (ﬁf,éﬁh), 4.15-4{11 (m, 2H), 3.98-3.93 (m, 2H), 53.72
(s,[349), 3.50 [hept, P = 6.4MHz, 1H), @8 (s br, 4kH, 1,68(d, J = 6.4 Hz,
3H), 1.08 (d,|J = 8.4 Hz, 3H). WO|2005/0542/15 PCT/EP2004/012953 66

e Craffald 1d tha fallasian od
ting-frem Seafforea-10,tne-foliowing—e amples are

nmnlac. .61

EXJIIIPICJ UL
prepared:
Exampie 60

"H NMR (CDClg): 8 7.55 (s, 1H), 7.52 (d, J = 2.3 Hz, 1H), 7.38-7.28 (m, 2H), 7.15
(dd, J = 1.8, 7.8 Hz, 1H), 7.00-6.92 (m, 3H), 4.15-4.11 (m, 2H}, 3.88-3.93 (m, 2H),

5 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).




R SN O Example R Method Scale LC-MS (mmol) tR [M+1]+ 0'h 61 E
0.200 1.06 411 OH 62 D 0.380 0.95 413 5 Example 63 to 65 Starting
from Scaffald 11, the following examples are prepared: R d&}éz%x gﬁ

YO B ample R Method (mmol) tR [Mx1]+ 0'1 63 O E 0.206° 2! s
WO 2005/054215 PCT/EP2004/012953 0" OH 64 D 0.380 0.93 413
.6,0H 65 ci D 0.567 0.99 447 Example 66 to 71

Fxamples 681 and 62

Starting from Scaffold 10, the following examples are prepared:

U of

R
P
4

P
Scale LC-MS8
Exampie | R Method N
{mmol) ir [M+1]
o™
O
81 @’ E 0.200 1.06 | 411
. _-OH
62 f o D 0.380 0.85 1413
-

Example 63 to 65

Starting from Scaffold 11, the following examples are prepared:

R
A sd
N=( ]
d«\o
O\
Scale LC-MS
Example { R Method ' .
{mmol) tr [hi+1]
‘?/\O
63 @r E 0200 |1.05 |411




Starting from Scaffold 12, the following examples are prepared: 5 R N={
S 0 Scale LC-MS Example R Method (mmol) tR [M+1]+ 66 0 E 0.200
w33k, 2"~ 670 E 0.080 1.05 345 ~N 68 C 20.0 0.99 330Zr/£5 64 6953
D 0.757 0.94 347 OMNOH 70 ct D 0.75641.02 381 WO 2005/054215
PCT/EP2004/012953 68 OH 71 O1 " D 0.756 0.94 411 Example 68 'H
NMR (D6-DMSO): a 7.55 (s, 1H), 7.46-7.42 (m, 2H), 6.82-6.76 (m, 2H),
5.90- 5 5.76 (M t3<29H6.13-5.02 (n, 2H), 4.36-4.27 (m, 2H), 3150 (hept, J
=68.Q Hz, 1141),42.99 (s, 6H), 1.16 (g é =5.9 I—é( 357H . BExample 69 'H
NM (CDC13.66 (siIH), 7.51- 3 g(m, p2 z)9 .0f- ).é96 (m, 2H),
5.96-5.83 10 (m, 1H), 5.28-5.14 (m, 2H), 4.49-4.44 (in, 2H), 4{16-4.12 (m,
2Hy4-63-3-96-M——on
Cl

65 D 0.567 0.09 | 447

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

R
’45\; =<Sf
O

)

)

e e | R Method Scale LC-MS
etno
xampie . (mmol) |t [M+1T
—WO
66 £ 0.200 1.07 | 331
C
<0 0.080 1.05 | 345
67 @ £ . .
o
-
68 @ c 20.0 0.99 |3302
O/\/OH
69 © D 0.757 0.94 | 347
O/\,/Oi*i .
70 C‘ D 0.756 102 | 381




2H), 3.55 (hept, J = 6.1 Hz, 1 H), 2.01 (tbr, J=5Hz, 1 H), 1.24 (d, J=5.9
Hz, 6H). Examples 72 to 77 Starting from Scaffold 13, the following
fexamples are prepared: 15 R S/0O 6 Scale LC-MS Exarggée/é% %%%9953
WSS R IM+1]+ po 72 C 0.640 1.06 3g& 730 C 0.333 1.05 381
2005/054215 PCT/EP2004/012953 69 O™OH 74 70854 0.95 383 0,~OH
750115D 1.067 1.01 417 0,-OH 76 D 1.067 0.97 397 OH 77 ciOH D
0.6400:94 447 € 774 HNM )57 7475, IH),7.56-7.44
(M, 4Hl), 7.43-?!%&%H)D7.03-6. 8 768, 2H).cfek8-4.484(m, 2H),
4.04-3.96 (m| 2H)y"3.38 (t; J = 6.6 Hz, 2H), 2.01 (s br,| 51 H), 1.72-1.59
(m,t2H),-0.95.(t - 3 = 7.6 Hz-3H)}-E

T T

Example 68

"H NMR (Ds-DMSO): & 7.55 (s, 1H), 7.46-7.42 (m, 2H), 6.82-8.78 (m, 2H), 5.90-
5 576 (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).

Exampie 69

"H NMR (CDCly): 8 7.86 (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 = § Hz, 1H), 1.24 (d, J = 5.9 Hz, 6H).

Examples 72t0 77
Starting from Scaffold 13, the following examples are prepared.
15

, \/\N:<ng
@F;‘ 0

Scale i C-MS

Example | R Method Y
{mmal) tr [M+1]
%
72 ® C 0.640 1.06 | 367
o

73 | cC 0.333 1.05 381




1H NMR (CDC13): S 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
WS 2aldhslh88 (tbr, J 10 = 6 Hz, 1H), 1.67 (hex, J = 7.0 Hz, 2H}i0804b: 53
7.0 Hz, 3H). Example 78 to 86 Starting fregn Scaffold 14, the following
examples are prepared: R N=={S'c O 15 '~ WO 20051054215
PCT/EP2004/012953 70 Example R Method Scale LC-MS (mmol) tR

[M+1]4 0-\ 78 C£:808H..08 381 79 C 0.805 1.08 395 O,,~OH|80 D 0.805
0.96.397 OO D 0.427.0.99 411R %A OH 82.¢j.D Qfgg 1.03 431
OMNOH 83 D (0.604 1.01 41T ~OH 84 0.6040.96 1 SOH 85 OH
F 0.351 0.96 461
O/\,OH
75 C'@ 1.067 1.01 | 417
O/‘\/OH
76 ﬁ@ 1.067 0.97 {397
e
77 ° " 0.640  |0.94 |447
Example 74

"H NMR (CDCh): § 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,
5 1H), 1.72-1.59 (m, 2H), 0.95 (t, J = 7.6 Hz, 3H).

Example 76 _

'H NMR (CDCla): 6 7.72 (s, 1H), 7.53-7.33 (m, 7H), 6.93 (d, J = 8.8 Hz, 1H), 4.18-

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
10 =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 foliowing examples are prepared:
R
\/\N=<Sf
O
\(/

15



~OH 86 MOH F 0.314 0.96 461 WO 2005/054215 PCT/EP2004/012953
71 Example 80 'H-NMR (CDCI3): 3 7.74 (s, 1H), 7.57-7.52 (m, 2H),

W 36728 (M, 3H), 7.20-7.16 (m, 1H), 7.05-7.00 (m, 2H), 4
DH5°A"6%5 08 (m, 2H), 3.46-3.30 (m, 2

,2.20 (s, 3H), 2.

e

1.68-1.56 (m, 211), 0.93 (t, J = 7.0 Hz, 3H). 5 Example 81 'H NMR
(CDC13): S 7.74 (s, 1H), 7.56-7.51 (m, 2H), 7.35-7.28 (m, 3H), 7.20-7.15

(mIH),7.03F6.98 (M, 2F), 720 (T &mi 9 HE 28 89 (= 5.9 Hz,
2H) Exaropie. 3R(m, 2H), 2. M@its@H), 2.1%5)-2.03 (m, 21:1),.1.68-1.55 (m,
2H), 0.92 (t, ] = 7.6 10 HZ, 3H). EKIMPRY 86 FRNMRYEBC13): 8 7.66 (s,
1H), 7.62 (d, P :@%Hz, 1H), 7.47{dd, J=2.3, 8.8 Hz, 1 H), 7|36-7.28
(m| 3K1), 7.21-@( m, 1 iy 7.05 (dokge8-8 Hzy adH).[4@P-4.16 (m, 15
3H), 3.94-3.8p e, 2H), 3/45-3.30 (m, 2H), 2.72 (d, J £ 4.1 Hz,{1H), 2.20
(s, BH), 2.07|(t, 3 = 6.2 Hgz, 1 H), 1|63 (hex, Ji= 7.0 Hiz, 2H), 0.3 (t, J =
7.0/ Hz, 3H). EExa;mp{e 87 {0 95 Staiting from Scaffold [15, the fgllowing
exaﬁlé)les are ed: R.N--<N é@ 0 Sca*eggc-lcw:s%s Example R
Mettidd (mmaly 12 [M+1]"| §7 ¢ 0.762%P09 395" 88 0[C1°762 1.10 409
O/\/OH
80 i = D 0.805 0.96 {397
=
¢ "OH
81 @ O 0.427 0.9¢ |41
Q/\VOH
82 "‘\@ D 0.805 1.03 | 431
o ~OH
83 j@ D 0604 101|411
OH
84 “"{5 " Ibp 0604 |0.96 |461
o
85 “‘é IF 0351 | 096 |461
o
86 CKED o |F 0314 | 0.96 |461




WO 2005/054215 PCT/EP2004/012953 72 O,~,OH 89 D 0.762 0.98 411
H"tOH 90 D 0.762 0.92 485 ,~,OH 91 CI -6 D 1.906 11.05 445 OOH 92

wi Dl hQ2 425 7,0H 93 D 0.762 0.99 441 OY OH 94 GRM-Pa6Bdn1 2953
0.90 441 OH 95 a OH D 0.572 0.98 4757kxample 87 H NMR (CDCI3): 5

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, 5
3H) ExafpedR(m, 2H), 0.92 8t, J = 7.6 Hz, 3H). Example 89 1H NMR

(CD 1 57-7:52 ( 7 08 50
%'3&12{11—1} @ﬁﬁ 5”? 74 % gois g’hﬁ'éﬁz 9%3“5}?07(3%6(?% Frf%;s?zo 7.16
3H) (rmow®77(§5§r-90 1*’6,72t')574(ﬂﬁ Hin, (no3hy, #0459 AmAf Wé"rs 3.30 (m,
20093542465 EGHERP20Q441 29531.88-1.56 (m, 2H), 0.83 (t, J = 7.0 Hz, 3H).
5
Example 81
*H NMR (CDCla): 5 7.74 (s, 1H), 7.66-7.51 (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).

Exampie 86

'"H NMR (CDCl3): 8 7.68 (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,
16 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 (¢, 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 exampies are prepared:

R
]
N -
N=( I
Ng
20 : (
E e IR Method Scale LC-MS
eino
xampie (mmol) tr M+1]
._\O
87 ;: c 0.762 1.09 | 395
0
88 O © c 0.762 110 | 409




Examples 96 and 97 Starting from Scaffold 16 the following examples are
prepared: R 61, o Scale LC-MS Example R Method (mmol) tR [M+1] O
w% ~ C0.081.11 395 SOH 97 D 0.604 1.08 431 5WO 2@%{%&%@%&%3

BeYBY04/012953 74 Example 98 t 9,401 Starting from
the following examples are prepared: R -N. s N=( 0 Scale LC-MS
Example R Method (mmol) tR [M+1]++ 0-\ 98 C 0.850 1.06 368 099 E

0.Q y u ~Oth#00 D0:850[0.95 384
89 @ D 0.762 0.98 | 411
o\j\,on
90 (5; D 0762|092 |485
/\/Oi—i
91 °‘ D 1.9086 1.05 1445
O/\,OH
92 \© D 0.572 1.02 | 425
~._LH
93 A D 0.762 0.89 | 441
oy T OH
94 @ o ip 0762 | 0.80 | 441
2
OH
95 °‘6 “ b 0572  |0.98 |475
Example 87

10

TH 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).

Exampie 83

"H NMR (CDCl): 8 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 {, J = 7.6 Hz, 3H).



OH 101 ci D 0.638 1.01 418 5 Example 98 'H NMR (CDCI3): S 7.68 (s,
1H), 7.53-7.35 (m, 51-1), 7.14-7.10 (m, 2H), 6.92-6.88 (m, 1H), 6.05 (s,
2%3 260 (s, 6H). Example 99 10 'H NMR (CDCI3): 6 7.65 F'% 04/012953
we Jf?'?".ﬁ‘él(("m, 5H), 7.15-7.09 (m, 2H), 6.94 (d, J = 8.2 Hz, [ H). 4.35-4.29"
(m, 41-1), 2.58 (s, 61-1). Example 100 'H.-NMR (CDCI3): 6 7.74 (s, 11-1),
7.58-7.35 (m, 71-1), 7.04-6.99 (m, 2H), 4.17-4.13 15 (m, 2H), 4.03-3.98

(m, EXBmPI6R 98,887, 2.00 (s br, 1H), WO 2005/054215

PCT, Eﬁ%@% (1 32arid
18, 't%e following examples are prepared: R

Method (mmol) tR [M+11++ O” 0OH 102
1.815 0.96 403 5 Example 103 1H

D

J = 2.3 Hz, 1H), 7.54-7.33 (m, 6H), 7.04@

H&O.

CI3): 6

56 EXRFORLR % R IE3 SRt fsam Scaffold

Scale LC-MS Example R

10.89369 ,--OH 1030D
7.67 (s, 1H), 7.62 (d,
e 8.8 Hz, 1H), 4.25-4.20 (m,

2H), 4.09-4.02 (m, 2H), 3.49 (g, J = 7.0 AZ)2H),
e | R Method Scale LC-MS
atno

Example mmol) |t [M#IT
o

95 e © C 0.08 1.11 | 395
P

o~ AOH
97 ‘ D 0.604 1.08 | 431




2.16 (s br, 1 H), 1.25 (t, J = 7.0 Hz, 3H). 10 Example 104 to 108 Starting
from Scaffold 19, the following examples are prepared: R N<SO C

Scale LC-MS Example R Method (mmol) tR [M+1]++ 0-\ .
WP P4EFANO 2005/054215 PCT/EP2004/912953 76 O'h Rt

1.05381 i~,N 106 E 0.200 0.98 366 o, ,OH 107 D 0.200 0.92 383
Q~oH D 0.640 1.00 417 108 0 L,lj Example 109 and 110 Starting from
Scaffgitnd@ dsedollbwing examples are prepared:

Starting from Scaffold 17, the following examples are prepared:

/ R
d o)

Scale LC-MS
Example R Method .
(mmol)  |tr  [M+1]
8
-_\O
98 c 0.850 1.06 | 368
o
99 E 0.08 1.04 1382
o ~OH
i
100 @ D 0.850 0.95 |384
. -COH
101 C’\é D 0.638 1.01 {418

5 Example 98
"H NMR (CDCls): & 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, BH).

Exampie 99
10 ‘HNMR (CDCly): 8 7.85 (s, 1H), 7.54-7.35 (m, BH), 7.15-7.09 {m, 2H), 6.94 (d, d =
8.2 Hz, 1H), 4.35-4.29 {m, 4H), 2.58 (s, 6H).

Example 100 _
H NMR (CDCl3): 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, ZH), 2.62 (s, 6H), 2.00 (s br, 1H),



R S1,/0 Example R Method Scale LC-MS (mmol) tR [M+1] O-~-,OH
109 D 0.604 0.94 397 O"~OH 110ci | D 0.604 1.02 431 Example 110 'H
NMR (CDCI3): 5 7.67 (s, 1H), 7.63 (d, J = 2.3 Hz, 1H), 7.4

wg é‘]ﬂlé’ MP5), 7.25-7.19 (m, 2H), 7.07-7.0(m, 2H), 4.25- 4%%%&5"’ s
4.08-4.02 (m 2H), 3.55-3.43 (m, 2H), 2.35 (s, 3H), 2.15 (s br, 1 H), 2.07

. (s, 3H), 1.25-1.19 (m, 3H). WO 2005/054215 PCTIE,P2004/012953 77
Example 111 and 112 Starting from Scaffold 21, the following examples
are prepared R --\~N=(N S 0 6 Scale LC-MS Example R Method

(mmisemeiRA0and #3111 b 0,604 0.98 397 OH 112 ci D 0.604 1.05
431 Starting from Scaffold 18, the following examples are prepared:

/\éf

C

. I R Method Scale LC-MS
xample etho
P (mmol) tr M+
O/\/OH
2 (g D 0.681 0.89 | 369
0 L
M
103 NS D 1815 |0.96 | 403
5
Example 103
"H NMR (CDCl): & 7.67 (s, 1H), 7.62 (d, J = 2.3 Hz, 1H), 7.54-7.33 (m, BH), 7.04
(d, J = 8.8 Hz, 1H), 4.25-4.20 (m, 2H), 4.08-4.02 (m, 2H), 3.49 (g, J = 7.0 Hz, 2H),
2.16 (s br, 1H), 1.25 (t, J = 7.0 Hz, 3H).
10

Example 104 o 108
Starting from Scaffold 19, the foliowing examples are prepared:

R
/\i\g\ifo

Scale LC-MS

R Method .
Example mmol) |t (M1

Q
3

104 E 0.200 1.05 367

TN/




5 Example 113 and 114 Starting from Scaffold 22, the following examples

are

prepared: R NCO Example R Method Scale LC-MS (mmoi) tR

WEMZ-E(:IF b Or~,OH 113 D 0.572 1.01 411 SOH 114 cID 0.5;%@%&&%
xarﬁpre2ﬂ4 WO 2005/054215 PCT/EP2804/012953 78 'H i

(CDCI3): 8 7.67 (s, 1H), 7.62 (d, J = 2.3 Hz, 1H), 7.46 (dd, J = 2.3, 8.2 Hz,

1H), 7.39-7.29 (m, 3H), 7.20-7.16 (m, 1H), 7.05 (d, J = 8.8 Hz, 1H),
4.25-4720(m, 2H),Z&07-7.02 (m, 2H),; 3.51-3.35{(m, 2H)|, 2.20 (s, 13H),
2.14 (s br, 1H), 1.65:1.55 (m, 2H), 1.43-4,30 (m, %&0.92 % J=7.3 Hz,
3H). @Example 1 nd 116 §[arting fl%?li? caffol , th 8f llowihg
examples are prepared: R % O Scal¢ LC-MS Example;R Method (mmol)
tR [M+1}--02.0H
4 '\N/
106 © E 0.200 0.98 366
O/‘\/OH
107 @ D 0.200 0.92 383
~._-OH
108 C‘\@ D 0.840 1.00 | 417
Example 109 and 110
Starting from Scaffold 20, the following examples are prepared:
R
S
:g;\: O
R Method Scale LC-MS
o ks
Example (mmol) tr fM+1]
O/\\/OH
109 @ D 0.604 0.94 | 397
O/\/OH
110 °‘\© D 0604 |1.02 |431
5
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),
3.65-3.43 (m, 2H), 2.35 (s, 3H), 2.15 (s br, TH), 2.07 (s, 3H), 1.25-1.19 (m, 3H).



115D 0.5431.03 425 OH 116 ci D 0.543 1.09 459 10 Examples 117to
120 Starting from Scaffold 24, the following examples are prepared: R

Sj 0 Scale LC-MS Example R Method (mmol) tR [M ;‘Jﬁ:ﬁég% 053
W&’ MFFTS31 WO 20051054215 PCTIEP2004/012953 7 AGE
NOT FURNISHED UPON FILING THE INTERNATIONAL APPLICATION

WO 2005/054215 PCT/EP2004/012953 80 O”OH 123 D 0.200 0.96 381
Examples 124and 125 Starting from Scaffold 26, the following examples

are E’S%?ﬁ;?%dﬁi é‘é RMHONCO Scale LC-MS

Starting from Scaffold 21, the following examples are prepared:
R
8. 7
N f
O

Scale LC-MS
{mmol) tr [M+1T"

Example R Method

0/\/0 H

1M1 © D 0.604 0.98 397

/\,OH
112 C‘ D 0.604 1.05 | 431

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

RSN

§o

Scaie LC-MS
Example R Method -
{mmol) R [vi+1]
O/\/OH
113 ‘“‘*: D 0.572 1.01 411
o
o~ _AOH
114 Cl\é D 0.572 1.07 | 445

10 Example 114



- Example R Method (mmol) tR [M+1] 0, SOH 124 D 0.283 1.08 389
OMOH 125 D 0.283 1.14 423 5 Example 124 'H NMR (CDCI3): S 7.60 (s,

1H), 7,51-7.46 (m, 2H), 7.01-6.96 (m, 2H), 4.49 (tt, J = 3.5
W8 TWATPn, 2H), 4.02-3.96 (m, 2H), 3.5%, (hept, J = 6.4 H%’,%Jﬁ?l%{i@m%%ss

2.50-2.35 (m, 2H), 1.99 (s or, 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, e ' gagﬂp r - = DlaNzOMIOy 2@00(92442 153, 8.2 Hz,
PCT?’E?F@&)% 012953 sﬁga?ﬂ?ﬁn%glzﬁrg Biém%z @‘gﬁi)d (m ?I) ft;gS i
[M+1H0+7 §ABEE (012801 11803336 4. fﬁ@-‘% 07065 T33P fogprd 20 (m,
0.209Hh, Qir033200 ) 1H)23. B BBH(h IZ-BAB. 20K, 3H), 2.14 (s br, 1H), 1.85-1.55

(m, 2H), 1.43-4.30 (m, 2H), 0.93 (¢, J = 7.3 Hz, 3H).

Example 115 and 116
Starting from Scaffold 23, the following examples are prepared:

R
5.
it
O
R Method Scale LC-MS
etho "
Example {mmol) ir [M+1]
O/\/OH
115 @ D 0.543 1.03 | 425
- _OH .
116 C‘é D 0.543 1.09 | 4589

10  Examples 117t0 120 _
Starting from Scaffold 24, the following examples are prepared:

Ny f
.
n=( f
. @]

Methad Scale LC-MS

aiho
Example R mmol) |t M+

"\O )

117 =;:j E 0.200 112 | 381




130 ¢i D 0.499 1.07 383 0 COH 131 cl OH D 0.750 0.99 413 Example
131 iH NMR (CDCI3): 8 7.55 (d, J = 2.3 Hz, 1H), 7.52 (s, 1H), 7.40 (old, J
= 2'3% 8.2 Hz, 1H),7.00(d,J=8.2Hz, 1H),4.91 (hept,J=7.0 I;|zé 1 %
W8 A1, 3H), 3.94- 5 3.81 (m,2H), 3.53 (hept, J = 6.4 12, L ), 2.72"
(s br, 1 H), 2.09 (s br, 1 H), 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: R N=(S 10 C P WO 2005/054215
PCT/EP2004/012953 82 Scale LC-MS Example R Method (mmol) tR
[M+1] 0'1 132y 0 E 0.200 1.11 409 IN 133 E 0.200 1.06 394 OH 134 ci

S PAGE WASNOTFIRRISHED BPONFIEING
ollowing examples are prepared: R
THE INTERNATIONAL APPLICATION



N Scale LC-MS Example R Method (mmol) tR [M+13 0--\ 135 E 0.160
1.14 421 o'er 136 E 0.160 1.14 435 5 Examples 137 and 139 Starting

Wfrom Scaffaold 30, the following examples are prepared: W
B EPY004/012953 83 R SN={0 Clggxample R --

e

TMe

LC-MS (mmot) tR [M+1}++ C 137 E 0.200 1.14 415 0™~ 138 0 E 0.200

1.15429 ~N 139 E 0.200 1.12 414 Example 140 to 142 Starting

from

Sdaffold 31, thd

123

followirate

=

ot

D

amples are prepare

0.200

d:
0.96

381

Exampies 124and 125

Starting from Scaffold 26, the following examples are prepared:

/( R
Q. &
N= I
. —<N o)
R Method Scale LC-MS
| etho "
=xample {mmol) tr [M+1]
O/\/OH
124 @ D 0.283 1.08 | 380
O/\/OH ‘
125 °‘© D 0.283 1.14 | 423
5
Example 124
H NMR (CDClg): 5 7.60 (s, 1H), 7.51-7.46 (m, 2H), 7.01-6.96 (m, 2H), 4.49 (tt, J =
3.6 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:

R

A s

N{Nio
-



R N=Cs N 5 CI Example R Method Scale LC-MS (mmol) tR [M+1]++ 0O
140 E 0.200 1.14 415 0'141 ~ E 0.200 1.15 429 WO 2005/054215

WP%I'/%I;’_ 994/012953 84 142 E 0.200 1.10 414 Example ]P‘a‘ﬁl’

}ﬂ%ﬁf 012953
R Na(

tarting from Scaffold 32, the following gxamples are prepared:

CF3 Scale LC-MS Example R Method (mmol) tR (M+1]t" 143 0 E 0.200
1.14 435 O'1 144 E 0.200 1.15 449 ~N 145 E 0.2001.13434 5

10

Examptes 14640148 - Scale [C-MS
| R ethod .
Example mmoh) |t (WP
o
126 E 0.200 142 | 333
O
127 @’ © E 0.200 142 | 347
N
128 @ E 0.200 1.07 | 332
G/\/OH
129 © D 0.200 0.95 |345
A
130 ""jé - |p 0.499 107 1383
s} Ok
131 O o 0750  |0.99 |413

Example 131

TH 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), 2.08 (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:

R
s
(@



_ Starting from Scaffold 33, the following examples are prepared: R
N=<S-r 0 CI WO 2005/054215 PCT/EP2004/012953 85 Example R
wisHRIM# 1]+ F20 LC-MS 00 146 E 1.12 401 0 147 0 BOra90b4ld 2953
415 N 148 E 0.200 1.09 400 Examplesgp49 and 150 Starting from -
Scaffold 34, the following examples are prepared: R N=<S O Scale
LC-MS Example R Method (mmol) tR [M+1]++ 60H 49 D 0.650 0.95 381

1 ®H 150 ci D (.650 1.01 415 Scale LC-MS
Example R Method .
{mmol) {r i+ 1]

o™
132 @O E 0200 | 1.11 409
133 @ E 0.200 1.06 | 304

OH
134 C‘g D 0.572 107 |445

Examples 135 and 136
Starting from Scaffold 29, the following examples are prepared:

R
/(N =<Sf
(@]

E E R Method Scale LC-MS
eino

xampie mmol) [t M1

5
O

135 @ E 0.160 | 1.14 |421
7

136 ~° e 0160  |1.14 |435
=

Examples 137 and 139
Starting from Scaffold 30, the following examples are prepared:




5 Example 150 'H NMR (CDCI3): 8 7.69 (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 Z%I?é 4.26-4.20 (m, 2H), 4.12- 4.08 (m, 2H), 4.07-4.02 ( &( .{}0
WM@? #215 PCT/EP2004/012953 86 Examples 151 to 1%‘5% %a’% %“éwgs"’
from Scaffold 35, the following examples are prepared: R NS 0 Scale
LC-MS Example R Method (mmol) tR [M+1]t 0--\0 151 E 0.200 1.06 329

xample 155

0.95 345 O,,OH 15501 D 0.764 1.Q1(33<%
N=

O'h 152 E 0.200 1.07 343 'IN 153 E 0.200 % 328 O,--,0OH 154 D 0.200

Cl
E l R Method Scale LC-MS
@
xampie ° (mmal) | tr [M+1]™
o

137 ' E 0.200 114 | 415
o™

138 |‘/‘ ° E 0.200 1.15 | 429
\N/

139 © E 0.200 112 1414

Example 140 o 142

Starting from Scaffold 31, the following examples are prepared:

5 .
R Method Scale LC-MS
| eino o

Example {mmol) fr [M+1]
Qo
“:—\O

140 L E 0.200 1.14 | 415
o™

141 1 ; © E 0.200 1.15 | 429




1H NMR (CDCI3): 8 7.62 (s, 1 H), 7.57 (d,J = 2.3 Hz, 1 H), 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 ( @5} ax
WE GPABR o, 2H), 2.13 (s br, 1 H). 10 Exgmple 156 WO 2(390‘;5 AY12953

PCT/EP2004/012953 87 O™OH Cf s N={ O 5-[3-Chloro-4-(2-hyd

roxy-ethoxy)-benz-(2)-ylidene]-2-[(Z)-methy[imi no]-3-phenyl-
thigzotidim=4=ore ;;\,)bldined as arr offrwhite powgder Starfing frontScaffold

36 {150 mg, 0.727.mmol) and

3-ch161%-4-(2-ac-ethox3 )Ebenzal j@l%?(@e (3531rﬂ8, 1|48% mmpl)
following Methog O. LC-MS:tR = 0.91 min, [M+1]+ = 389. 'H NMR
(CCI3). 5.7.69.(s, 1H), 7 (d, 1 =2.3- Hz1H); 7.55-7:40-(m-4H),
7.35-7.30 (m, 2H), 7.05 (d, J = 8.2 Hz, 1H), 4.25-4.20 (m, 211), 4.08-4.00
(m, 22748 BHY510 Example 157 O,-~,0H N=(NO C

o S0 ot Sup s bR aIORNE e elcpiime !
imino]-3-(2, 3- diemthylphenyl)-thiazolidin-4-one is obtained as a pale
yellow powder starting from Scaffold 37 (150 g, 0.640 mmol) and
3-chloro-4-(2-acetoxy-ethoxy) 15 ben%;lglgﬁ de (311 mg, 1.28 mmol)
following Method D. LC-MS: tR = 0.97 min¥[M=1]+ = 417. 1H NMR
(CDCI3): S7.69(s,1H),7.64(d,J=2. ,1H),7.47(dd,J =2.3,8.8
Hz, 1H), 7.25-7.20 (m, 2H), 7.06-7.01 (m; 34.25-4.20 (m, 2H), 4.07-

Scale LC-M8
{mmol} tr IM+1]™

=
O
143 é E 0200  |1.14 |435

Example R Method

144 @’ © E 0.200 115 | 449
N
145 [ E 0.200 1.13 | 434

Examples 146 fo 148
Starting from Scaffold 33, the following examples are prepared.




4.02 (m, 2H), 3.25 (s, 3H), 2.35 (s, 3H), 2.07 (s, 3H). 20 88 Claims 1.
Pharmaceutical composition containing at least one thiazolidin-4-one
derlvatl‘\gljfe of the General Formula ) R3R4R 2 s~HN 5 (ﬁL (&Mré? 943
WESIHIA'H wherein: R1 represents low: galkyl lower alken cyc

5,6,7,8 tetrahydronaphth-1-yl; 10 5,6,7 g -tetrahydronaphth-2-yl; a phenyl
group; or a phenyl group independently mono-, di- or tri-substituted with

lowrer-atkyt-hatogen,toweratkoxy; ot gﬁﬁ% RZTERIgagNts |owerjalkyl;
k
D

allykexalsgropyR cyclobutyl; MgtHegen ty or mmo or di- lower alkylamino;
15 R3 represents -NR5R6: jor -O-CRfEIeRgRYS-(CRMR2)n-0-R13; L
R4Teprésents hydpegen; hydroxy; Toyer alkoxy; lower glkyl; halogen; or

R3 and R4 toge ay farm a methylenedioxy 1 thy Igtﬂedioxy ring
optii lly furthe substiﬂu%]ad with g'gy roxy mfet yl group; R and R6
each represents independently lower alkyl;

O

147 O E 0.200 112 | 415
\%\]/

148 P E 0.200 1.09 | 400

o

Examples 149 and 150
Starting from Scaffoid 34, the following examples are prepared:

N{f

N /
Scale LC-MS |

Method .
Example | R (mmol) |t [M+1]"
A~ _AIH
149 é D 0650 1095 | 381
A
Ci
150 P 0650 |1.01 |415
/ e
Example 150

"4 NMR (CDCls): 8 7.69 (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).

10



R7 represents hydrogen, lower alkyl, or hydroxymethyl; 25 R6, R9, R11
and RS2each represents independently hydrogen or methyl; 89 R10

represents hydrogen or lower alkyl; and in case n represents @ integer
wlg%aisr(lasu ’\hg §%£rhﬂ4%1_29]53

4dition represents lower alkoxy,dagydroxy, -NH2, -

-NR5R6; R13 represents hydrogen; lower alkyl; hydroxycarbonyl-lower
alkyl; 1-glyceryl; or 2- 5 glyceryl; n represents the integer 0 or 1; and
confiEpaamsal 38amness, optically pure enantiomers, mixtures of

enandigmersaHe8 @sok IR GRMRIRR Al é&%?ﬁﬁ@geé%egy ureg. of

diastereomers, diastereomeric racemates, mixtures lastereomeric
racemates and the meso-form, as well as pharhaceutically acceptable
salts, solvent complexes, and morphoio '1;@? rms, and inert carrier
material; with the exception of 0
5-benzo[1,3)dioxo|-5-ylmethylene-3-ethyl-2r%thylimino-thiazolidin-4- 15
one. 2. Pharmaceutical composition containing at least one

thigzolidin-4-one derivative qf the Gepseald-ormil(NiR3 R4 2 H 8~ 20
Ni I\ﬁ’ﬁff‘p@enerﬁ Formula t&”%@?\%‘i‘e ';rrﬁ?o epresents lfﬂég_qﬁqalky; lower
alkenyl; cycloalkyl; 5.6,7,.8-tetrahydronaphth-1-yl; 56,7.8: 25
tetrahydronaphh-zci/'l“,*@ phenyl group} or a phenyl group independently
mones,1di- or tri- @ﬁituted with lowel @iyt halagens lowspalkoxy, or
-CH3; :
o
o
152 i ; E 0.200 1.07 | 343
Sy
153 © E 0.200 1.05 | 328
o ~-OH
154 © D 0.200 0.85 | 345
Ny
155 ‘”@ D 0.764 101 | 379

5 Example 155
"H NMR (CDCls): 8 7.82 (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).

10 Exampie 156



R2 represents lower alkyl; allyl; cyclopropyl; cyclobutyl; cyclopentyl; or
mono- or di-lower alkylamino; 89a R3 represents
-O-CR'R6-CRI9R1-(CRt1R12)-0O-R13; R4 represents hydro

WB\%Pé)tsjg%ﬁ%&y, lower alkyl; or halogen; 5 Rp and R6 each re%?leiléée%t%mb%%s
independently lower alkyl; R7 represents hydrogen, lower alkyl, or
hydroxymethyl; 10 R6, R9, Rtl and R 12 each represents independently
hydrogen or methyl; RtO represents hydrqgen/am-lower alkyl; and in case n
represents the integer 1, R10 in addigion tepresents lower alkoxy,
hydroxy, -NH2, -NHR5 or -NR5R6; 15 R epresents hydrogen; lower

the integer O or 1; 20 and configur\aﬁg{ﬁ Isomers, optically pure
enantiomers, mixtures of enantiomers/ 5TH
mixtures of diastereomers, diastere@ric racemates, mixtures of

diastereomeric racemates and the o-form, as well as pharmaceutically

accgq@gﬁoﬁaj@_, & sgn,gsa;L arélﬂeios@ Fﬁé‘fﬂ?s:rﬁl?fé I3eshenyl-
carrier material; 5 and w ﬁ’%?mt e terms lower alkyl", " gﬁﬂ? fd 36 (150
"molREER Ttk NERIRS 25 A0 GTBWB*F%R&%W ?6”| g

meaninds72bwenalkyly dloheor4r Zansbingtthovithbetheaidgbygss (3h8ang, 1.45
satytaied, SHAIMY %M@J\Bh@.é he LY With Wk:—sg\e@n EARRAR (CDC):

atoms 30 "loweralkoxy" means a R- wherein R is a lower alkyl;

"mon3-68 @i-dhef Bk ftamima:hizars A FAB{R FERIR Gl (m. 2H), 7.08
wheggig Riand R4 aye4 eachaodeperyienty-a. ooves, Akylsaew (853890

1C¢  Example 157

5-[3-Chloro-4-(2-hydroxy-ethoxy)-benz-(Z)-ylidene}-2-[(Z)-methyiimino}-3-(2,3-
diemthyiphenyl)-thiazolidin-4-one is obtained as a pale yellow powder starting from
Scaffold 37 (150 mg, 0640 mmol) and 3-chioro-4-(2-acetoxy-ethoxy)-

15 benzaldehyde (311 mg, 1.28 mmol) following Method D. LC-MS: ig = 0.97 min,
[M+1]" = 417. "H NMR (CDCl3): 3 7.69 (s, 1H), 7.84 (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



10

15

20

25

"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. 5 3. Pharmaceutical composition according to claim | or 2
in which said thiazolidin-4- one derivati@gs are the (Z,2)-isomers
according to General Formula (1) in claim 1. 4. Use of one or more
compound of the General Formula (1) in claim 1 or 2 for the preparation of
medicament for use in the prevention or treatment of disorders 10
Qg@ﬁ@é—’iated with an activated immune system. 5. Novel thiazolidin-4-one
derivatives of the General Formula (II) R22 R2Z1 R18 R17R23~01!m O
R2R19R16 i/.HS~R1ls N N O\R14 Geperal Formula (II) 15 wherein;
60 RERRPIEREHISRWEP DRSS e SR INEy GRS (ohe  thiazoidin4-one
derfvdiRdadiahedBmanbiiFdrula,6)7,8-tetrahydronaphth-2-yl; a phenyl
group; or a phenyl group mono-, di-or tri- substituted independently with
lower alkyl, halogen, lower alkoxy, br -CE3; 5 R15 represents lower alkyl;
ally[; cyclopropyl; cyclobutyl; cyc yl, or mono- or di-lower alkylamino;
R16 represents hydrogen; hydroky; lower alkoxy; lower alkyl; or halogen;

10 | R2
8 7
Pro
O N\R1
General Formula (I)
wherein:

R’ represents lower alky!; lower alkeny!; cycloalkyl; 5,6,7,8-tetrahydronaphth-1-yi;
5,8,7 8-tetrahydronaphth-2-yl; a phenyl group; or a phenyl group independently
mono-, di- or tri-substituted with iower alkyl, halogen, lower alkoxy, or -CF3;

R? represents lower alkyl: allyl; cyclopropyt; cyciobutyl; cyciopentyt; or mono- or di-
lower alkylamino,

R® represents -NR®R®; or -O-CR'RE-CRP°R'0-(CR"'R3),-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
substituted with a hydroxy methyl group;

R¥and R® each represents independently lower alkyt;

R’ represents hydrogen, lower alkyl, or hydroxymethyt;

R® R® R" and R'?each represents independently hydrogen or methyt;
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25

R17 represents hydrogen, lower alkyl, or hydroxymethyl; R16, R19, R21
and Reach represents independently hydrogen or methyl; 15 R20
represents hydrogen or lower alkyl; and in case m represents the integer
1, R20 in addition represents lower alk®Ry, hydroxy, -NH2, -NHRS5 or
-NR5R6, wherein R5 and R6 each represents independently lower alkyl;

%23 represe rogen lower al yI drox carbon IIow aﬁ l; © i
A R or DD Chn TR LT AP PBTE T meger 1, R

addrh@gumlll@mtﬁsiﬂwer&aimcawfpwe-élﬁ'&nﬁﬁﬁ}%r@?nhb&ﬁas of

enantiomers such as 25 racemates, diastereomers, mixtures of
Rifasteieennes ShiRsHRICOIBREE MRAMAlRSoxTsIbIRFIQbMastagdMeycery: or 2-
i:acemates and the meso-form, as well as pharmaceutlcally acceptable

9841e8 and wherein the terms "lower alkyl", "lower alkoxy", "mono- or

di-lower alkylamino”, and 30 "lower alkenyl" have the following meanings:
n[GRIEFAMKS N iR B AR Chmbination with other groups, means saturated,
straight or branched chain groups with one to seven carbon atoms 35

ang confa %uré%/? aelgcr»' 2 a & O uvyehgre B 'Se1a low, ﬁhriss of grQaantiomers such as
ower a a‘rm eans a

rmaemetnSR dﬁétﬂ‘eameréacmiﬁuéﬁfﬁan@%n@?%&m%ﬁ(yld&ﬁ?&?fwm racemates,

rﬁ%@@é"o@@%%@@m bm%itﬁn%ﬂﬂﬁé gﬁ%@@&omﬁaé@ WHRIgOtErmacautically
branched 5 chain group rising an olefjnic b d and th ee to seven ;
ALSARRPIRSAIS: 8°L‘r‘% ﬁ Bn%“ %&‘\?4 &% BIQ KRR Sgfier material;

which said thiazolidin-4-one derivatives according to formula (1) are (Z,2)

dﬁtﬂ@ﬁésﬁ%&a@ﬁzglﬁﬁﬂz&?@?d%%}’étg(ﬁéwg'§%¥R§z@§3{amﬁ|ﬂ|ﬁ%stﬁazoiadm~4-

and erein R14 represents an unsubstituted, or a mono- or
MNEsubstituted phenyl group. 15 20

2. Pharmaceutical composition containing at least one thiazolidin-4-one derivative of
the General Formula (I}

General Formuia (1)
wherein:

R’ represents lower alky!; lower alkenyt: cycloalkyi; 5,6,7 8-tetrahydronaphth-1-yi; 5,6,7,8-
tetrahydronaphth-2-yi; a phenyl group; or a phenyl group independently mono-, di- or iri-
substituted with lower alkyl, halogen, lower alkoxy, or -CFs;

R? represents lower alkyl; allyl; cyclopropyl; cyclobutyi; cyclopentyl, or mono- or di-lower
aikylaming;
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25 30 3591 8. Thiazolidin-4-one derivatives according to any of claims 5
to 7 wherein R14 represents an unsubstituted, or a mono- or
di-substituted phenyl group, substituted with methyl or halogen. 5 9.
Thiazolidin-4-one derivatives accordin§$@ any of claims 5 and 6 wherein
Rt5 represents lower alkyl. 10. Thiazolidin-4-one derivatives according to
any of claims 5 and 6 wherein Rt6 represents halogen or methyl. 10 11.
Thiazolidin-4-one derivatives according to any of claims 5 and 6 wherein
RhrepeeestntOBR RfegBIR ! (ARRR 7R R19 and R20 represent
hydrogen. 12. Thiazolidin-4-one derivatives according to any of claims 5
nd 6 wherein m 15 represents the integer 1, R", Rt8, R19, R2' and R22

Eﬁ@?@ﬁ?W&@ﬁ“aW?@% Ryysrealery H?%X?)kit OThRI9RMin-4-one

derivatives accordlng to any of claims 5 and 6 wherein R23 represents

o WA g d85iatixpsaccording to any of claims
it ﬁ%@érgge e tegeroﬁ(a?’ d R", R1B, R19, R20 and

R23 represent hydrogen. 15. Thiazolidin-4-one derivatives according to
RIn¥ b slalinsyiage b whereiRyn o2 by@sssests/the integer 1, R", R18,
R19, R21, R22 and R23 represent hydrogen, and R20 represents
hydroxy. 16. Thiazolidin-4-one derivatives according to claims 5 to 10
RVhBieR Rind R rasibrieprenants insishersgntly Aygrogen o aasiystituted

phenyl group, substituted with methyl or 30 halogen, and R15 represents

lower alkyl. .
q%Nrepresents hydrogen or lower alkyl; and in case n represents the integer 1, R™ in

addition represents fower alkoxy, hydroxy, -NH,, -NHR® or -NR°R*;

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

n represents the integer C or 1;
and configurational isomers, optically pure enantiomers, mixtures of enantiomers such as
racemates, diastereomers, mixtures of diastereomers, diasiereomeric racemates,

mixtures of diastereomeric racemates and the meso-form, as well as pharmaceutically

acceptable salts, solvent complexes, and morphological forms, and inert carrier materiai,

and wherein the terms “iower alkyl”, "lower alkoxy”, “mono-or di-lower alkylamino”, and

“lower alkenyl” have the foliowing meanings:

“lower alkyl’, alone or in combination with other groups, means saturated, straight or

branched chain groups with one o seven carbon atoms;
“lower alkoxy” means a R-O group, wherein R is a lower alkyl;

“mono- or di-lower alkylamino” means a R-NH- or a R'-NR"-group, wherein R’ and R" are
each independently a lower alkyl, and
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15

17. Thiazolidin-4-one derivatives according to any of claims 5 and 6

wherein R 14 represents an unsubstituted, or a mono- or di-substituted

phenyl group, 35 92 substituted with methyl or halogen, m represents the

integer 0, and R17, R18, R19, R20 an&9R23 represent hydrogen. 18.
Thiazolidin-4-one derivatives according to any of claims 5 and 6 wherein
«R14 5 represents an unsubstituted, or.a mgno- or di-substituted phenyl
S TR IR BT R TR o g or branchea
chELT gRgPRIININENIRZXo&HINIR RENE prestnechipdieemcantd rREtoms.

represents hydroxy. 19. Thiazolidin-4-one derivatives according to any of

claims 5 and 6 wherein R14 10 represents an unsubstituted, or a mono-

or di-substituted phenyl group, substituted with methyl or halogen, R15
3represeiRdNBRRtcakORRES g SSSRISIRTIRPBITh A GG en'nV e redid ffiazolidin-4-
otiedetiegivdd, amdia 17 ZRiGnRE%Rdsarding 23erch rRpresenhydiagen.

20. Thiazolidin-4-one derivatives according to any of any of claims 5 and 6

Awherein 15 B4 [eRISRE AL UNP WP SHILISC QL AHBARME AT A SURSIISH? for the

phenyl group, substituted with methyl or halogen, R15 represents lower
PEREAT AR RipRoBRIUHERNI ST n4aRSydR, S réPRYSBHRS 18 iHRRIRIeT! Fif7 disorders
aBiecRiE, WP R 22 ansiRAhuepreggamhydrogen, and R2 represents

hydroxy. 20 21. A thiazolidin-4-one derivative according to any of claims 5
50 20 RRIGCtGAU0MmiMe SR CAnRRIBA S PYinula 1y
roxy-ethoxy)-benz[Z]yI|dene]-2-2gZ]-|sopropyI| mi no)-3-phenyl-thiazolidin-

4-one, (2-[4-(2-([Z]-isopropylifi In®:4® KXo phenyl-th iazolid i
n-5-[Z]-ylidenemethyl)25 phe
3-dihydroxy-propoxy)-eth& -ben
phenyl-thiazolid in-4-one, 5-[3-chl

General Formula (1)
wherein.



10

15

20

25

30

35

thiazolidin-4-one, 30

5-[3-fluoro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-p

henyl- thiazolidin-4-one, 35 93 5-[4-(2-hydroxy-ethoxy)-3-methyl-benz[Z]yl

idene]-2-([Z]-isopropyl im ino)-3-phenylSthiazolidin-4-one,

5-[4-(2-hydroxy-ethoxy)-3-methoxy-benz[Z]ylidene]-2-([Z)-isopropylimino)-

3- phenyl-thiazolidin-4-one, 5

5-[4-(3-hydroxy-propoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-phenyl-
Rtﬁiamﬂi&kﬁw&mﬁewﬁs[@(@t' lower alkenyl; cycloalkyl; 5,6,7.8-tetrahydronaphth-1-yi;

sF S8y, BIORBAABEN z[zlfw]&ala ISP PLORHIIN Y GBNBIo-, di- or tri-

thiazolidin- -one 5-[3-chl -
SS%HV%WSPSHGQWYD\%QfQW%"d%'ﬁe‘éﬁ SRRSO A RNY) 28 -4 De:

phenyl-thiazolidin-4-one,

R55[4 é%esx {é’%%&;%}hfjféfg ?ﬁ‘z%%g%ﬁl %MJBESJ‘P@%BHBH&) %ronIiBM tl&' di-lower

azoll

atidapi®xy-propoxy)-ethoxy]-benz[Z]ylidene}-2-([Z]-isopropylimino)-3-o-
tolyl-thiazolidin-4-one, 15

Hz[3-chioro-4-(2-hydro thoxy)-benz I|dene limino)-3-
e e S T L R S e
idene]-2-([Z]-isopropylimino)-3-o-toiyl- thiazolidin-4-one,

ROl s kO a%aeﬁyvowsmxarb?az&gm g)-2-(1Z]-isopropyl im

ino)-3-o-tolyl- 20 thiazolidin-4-one, 5-{4-[2-(2, 3-
ihydroxy-propoxy)-ethoxy)-benz[Z]ylidene}-3-(2, 3-dimethyi-phenyl)-2-

R[Z|HSO MO iheddiniapodiskmodiratemendently hydrogen or methyi;
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-(2,

3 dlmethyl phenyl)-2-([Z]-

R% represents hydrogen or lower alkyl: and in case m represents the integer 1, R® in

addifion represents lower alkoxy, hydroxy, ~NH;, -NHR® or -NR®R®, wherein R® and R®
each represents independently lower alkyt;

R?% represents hydrogen; lower alkyl; hydroxycarbonyl-lower alkyl; 1-glyceryt; or 2-
glyceryl;

m represents the integer 0 or 1;

and configurational isomers, optically pure enantiomers, mixtures of enantiomers such as
racematies, diastereomers, mixtures of diastereomers, diastereomeric racemates,
mixtures of diastereomeric racemates and the meso-form, as well as pharmaceutically
acceptable salis,

and wherein the terms “lower alky!", “lower alkoxy”, “mono- or di-lower alkylamino®, and
“lower alkenyl” have the foliowing meanings:

“lower alkyl", alone or in combinafion with other groups, means saturated, straight or
branched chain groups with one to seven carbon atoms;

“iower alkoxy” means a R-O group, wherein R is a lower alkyl,
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isopropyli m i no)-thiazolidin-4-one, 25
5-[4-(3-hydroxy-propoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-o-tolyl-
thiazolidin-4-one, 5-[3-chloro-4-(2,
3-dihydroxy-propoxy)-benz[Z]ylidene]-28Q@&)-isopropylimino)-3-o-
tolyl-thiazolidin-4-one,
..0-[4-(2-hydroxy-ethgxy)-benz[Z]ylid -2-([Z]-iseprapyl i I "
e %-)%r_ﬁg%y i ¥@%“a‘i\%_r§%a4§0%?%l!é—_%ﬁ]a RORIRP group, wherein R' and R" are
edstoiadEpenatny eibwsyigna{Eylidene)-2-([Z)-isopropylimino)-3-m-tolyi-
thiazolidin-4-one, 5-[3-chloro-4-(2,
I%%P%?%dﬁgg%ggr%%n%% ':_'Igﬁgg )\A%th([%lhlg(r)%rr%%lsl,mrlgg n% rsqraight or branched
cRatigeibyt-pbenyl kb [dn(2ldfirdrdone truk yrbe hz s8ydmdevedpr2 f@hs.
isopropylimino)-thiazolidin-4-one, 5-{4-[2-(2,
3-dihydroxy-propoxy)-ethoxy]-benz[Z]yl idene}-3-(2, 3-dimethyl-phenyl)-2-
8g ([Z]-Téﬁﬁ@‘ﬁi)ﬂrﬁh%?—t@%%ﬁﬁ%eaﬁ%ﬁ@ﬁg o claim 5 in which said thiazolidin-4-one
deriaBtderacddidiny dsasinriayxy kkez [Z]dines)-3-(2,
3-dimethyl-phenyl)-2-([Z]- isopropylimino)-thiazolidine-4-one, 3-(2,
3-dimethyl-phenyl)-5-[3-fl
7uoro-Ar(iRslithioxd-enh o) adines7 Barnsdisp 2t Aoyseprepiis 5 and 6 wherein R™
r@}%l’%@kﬁ@%ﬁ’ﬂﬁ%‘%ﬁﬂ%&gr a mono- or di-substituied phenyl group.
-(2,3-dimethyl-phenyl)-5-[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]- isopropylim ino)-thiazolidin-4-one, 5-[3-chloro-4-(2,
3-dihydroxy-propoxy)-benz[Z]ylidene}-3-(2,3-dimethyl-phenyl)-2- 15
([Z]-1sopropylimino)-thiazolidin-4-one, 3-(2,
4-dimethyl-phenyl)-5-[4-(2-hydroxy-ethoxy)-benz[Z]yi idene)-2-([Z]-
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isopropylimino)-thiazolidin-4-one, 3-(2,

6-dimethyl-phenyl)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-

isopropyiimino)-thiazolidin-4-one, 20

3-(2-chloro-phenyl)-5-[4-(2-hydroxy- eth%'i(y) -benz[Z]ylidene]-2-([Z]-isoprop

ylimino)- thiazolidin- 4 -one, 5-[3-chi oro-4-(2-hydroxy-ethoxy)-benz[Z]yl

gj ?,2 Ioarc%j t{l}grc_) H(%r}vatng LR2RYS R@’"%‘”&’% IgZQIin-4s00€.7 wherein R
"WWP@XWBMWW@TE@ (mgocm@@@%@ﬂtgtqd(me% group, substituted with

' QPRGN thiazolidin-4-one,

5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene)-2-([Z)-isopropylim i

no)-3-(2-methoxy- phenyl)-thiazol idin-4-one, 30 95

95-[3-cTitoapetid(@-4ryaim e Bthtivgs- BenzfdlydidenepR-(Z Fsops dpydrich 6 wherein R™

%%%g?s methapyaphenyl)-thiazolidin-4-one,
[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropyl im i

no)-3-(4-methoxy- phenyl)-thiazolidin-4-one, 5
18-[3-chinsecddiR-tmtie e aiacwys-keoslZiydenahi- (Z bisepr apydimdire awdidrein R
4 %nﬁ(%r@ ¥§hen I) thl%Zﬁ)hdln -4-one,
|

y roxy el¥1oxy) -benz[Z]ylidene]-2-([Z]-isopropylimino)-thiaz
olidin-4- one, 3-al lyl-5-[3-chloro-4-(2-hyd

1[;0.Xv eth@%)rﬁsmﬂ%ﬂﬁazidfmﬁkgvéglamWIiwiw 1 hiazelidinaforewherein m
r?ééﬁé @%%%%5 eand By dﬁg*”@%%@ﬂ&&%@% e
5-[4- (2 hyc!rqu ethoxy)-benz[Z]ylidene]-3-phenyl-2-([Z]-propylim i
190)-thigzolidin:d0ne: IBrivatives according to anéf of claims 5 and 6 wherein m

5-[3-chloro-4-(2- hydroxy etpoxeé ben‘g[Z}Q/ dene]- -29henyl -2- (g Lpropyllml

rRgjsents the integer 1 represent hydrogen, and R*

represents hydroxy.

13, Thiazolidin-4-one derivatives according to any of claims 5 and 6 wherein R™
represents hydrogen.

14,  Thiazolidin-4-one derivatives according to any of claims 5 and 6 wherein m
represents the integer 0, and R, R'®, R", R* and R* represent hydrogen.

15. Thiazolidin-4-one derivatives according to any of claims 5 and 6 wherein m
represents the integer 1, R”, R'™, R’ R R? and R% represent hydrogen, and R
represents hydroxy.

16.  Thiazolidin-4-one derivatives according to claims 5 to 10 wherein R™ represents
an unsubstituted, or a mono- or di-substituted pheny! group, substituied with methyl or
halogen, and R represents jower alkyl.

17.  Thiazolidin-4-one derivatives according to any of claims 5 and 8 wherein R

represents an unsubstituted, or a mono- or di-substituied phenyl group,
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thiazolidin-4-one,
5-[4-(2-hydroxy-ethoxy)-3-methyl-benz[Z]yiidene]-3-phenyl-2-([Z]-propylimi
no)- thiazolidin-4-one, 5-[3-chloro-4-(2, 3-d ihydroxy-propoxy)-benz[Z]yl
idene]-3-phenyl-2-([Z]- 20 propyllmlno)%lazolldln 4-one, 5-[4-(2-hyd
roxy-ethoxy)- benz[Z]yl idene]-2-([Z]-propyiimino)-3-o-tolyl-thiazolidin-4-

AT YRR REPRIAMIARTEAHBPERANG, e, e

ino)-3-o-tolyl- |az
R e rsRss- hy(iZOW@roxy ethoxy) benz[Z]ylidene]-2-([Z]-propylimino)-3-o-to
lyl- thiazoiidin-4-one, 5-[4-(2-hyd

1%??2’2_5‘?3 : ﬁg]egtp[é gﬁfgl%z\%%gggce r l-t't( Z c? rO'%}/ lcgfnz:tla%)g %_Oért;%lyé_ wherein R
rm*“i‘“mv pnopbst teez{zly e |c2- & ssytaninbyHostoisd, SObstituted with

ﬁf%d%'lg JURe 9 FepRsark3- ﬁ'@%@éﬁé@zﬂ 3 R R R RZ and R® represent
roxy- pro 93<y) benz[Z]ylidene}-2

?y -0 BRI, B Y-one, (S)-5-[3-chloro-4-(2,
3 dlhydroxy propoxy) benz[Z]ylidene]-2-([Z2)- propyiim ino)-3-0-tolyl-thiazof

in- 4 14
0 SRSl RV, ARSI 4o, F o R B By herei
r@pmq‘qq,@@qa%ﬁmﬁaq,@ﬁ@ mepcoordi-substituted phenyl group, substituted with
n%Wyquwgy@pow e&waégrhenla{rzelylaeﬂe}a’ﬂﬁ(ze%:@%ﬁtb%ethy[ or halogen, m

imin iazelidip
S R eh R ) ey iR a3 opresent hyarogen

3 dlmethyl phenyl)-2- 10 ([Z]-propyiimino)-thiazolidin-4-one,
28 (2 31Tk RNERY vl Al A OV R N 3 -BRetRY IR RAIKIYHARREE wherein

24 ([Z}-propyiimino)-thiazolidin-4-one,
represents an unsubstituted, or a mono- or di-substituted phenyl group, substituted

with methyl or halogen, R represents lower alkyi, R'® represents methyl or haiogen, m
represents the integer 1, RV, R™ R™ R* R?*, and R* represent hydrogen, and R®
represents hydroxy.

21. A thiazolidin-4-one derivative according to any of claims 5 to 20 selected from the
group consisting of:
5-[4-(2-hydroxy-ethoxy)-benz{Z]ylidenel-2-([Z]-isopropylimine}-3-phenyl-thiazolidin-
4-one,
(2-14-(2-{[Z]-isopropylimino)-4-oxo-3-phenyi-thiazolidin-5-[Z]-ylidenemethyl}-
phenoxyl-ethoxy}-acetic acid,
5-{4-[2-(2,3-dihydroxy-propoxy}-ethoxyl-benz[Z]viidene}-2-([Z]-isopropylimino)-3-
phenyl-thiazolidin-4-one, '
5-[3-chioro-4-{2-hydroxy-ethoxy)-benz[Z]ylidene]-2-([Z]-isopropylimino}-3-phenyi-
thiazolidin-4-one,
5-[3-fluoro-4-(2-hydroxy-ethoxy)-benz{Zlylidene]-2-([Z]l-isopropylimino}-3-phenyi-
thiazeolidin-4-one,
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3-(2,
3-dimethyl-phenyl)-5-[4-(2-hydroxy-ethoxy)-3-methoxy-benz[Z]ylidene}-
2-([Z}-propyl imino)-thiazolidin-4-one, 15
5-[4-(2,3-dihydroxy-propoxy)-benz[Z]yl%ne]-B-(Z,3-dimethyl-phenyl)-2-([Z
]- propylimino)-thiazof idin-4-one, 5-[3-chloro-4-(2, 3-d

ihydraxy:propoxy)-benz[Zlylidene)-3:-(2. 3sdi - . TR i
phen o Bk a A th SeE e AP 2 gpropyimino)-3-oheny
thisgplBlfB<hhsro-4-(2-hyd roxy-ethoxy)-benz[Z]yl idene}-3- 20
phenyd-thiazalidiBsg-efxgrlimaHiychrazongsrsi4-(@zgbpropyiimino)-3-
rox -ethoxy{?-benz Z]ylidene)-3-phenyl- thiazolidin-4-one,
PB‘?[&%WBF&-E-'?Z‘-‘h roxy-ethoxy)-benz[Z]yiidene}-2-(dimethyl-hyd

razon&)8{ pheshyixthfazpiidyinbé rafidyRienel-2-((Z]-isopropylimino}-3-phenyl-
weadglg iy limino)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene}-3-phenyl-
thiazolidin-4-one, 5-[3-chloro-4-(2-hyd , o

roxy-extitstg) SR RY PR AR A BRIy 23(12]-isopropylimino)-3-phenyl-
thbemithiagedidin-4-one, 2-([Z}-ethylim ino)-5-[4-(2-hyd

roxy- xy)-be Wiidenel-3-o-tofyl- i idin-4:0n@y e
R e b e e T e
phleniidziendlisin-eee07 3-(2, 3-d
imethy-phenyinlZdtadyiiming)7PylddreydexyseEiopyimino)-3-o-tolyl-thiazolidin-

benz[Z]yiidene]-thiazolidin-4-one,
-[?—’chIoro-4-(2-hydroxy-ethoxy)-benz[Z]yIidene]-3-(2,
3-dimEHKEAR Ayd)r@d (§Z}-etpliminelbtvglzbidrZy ber g -2-([Z]-isopropyiimine)-3-o-

tgﬁﬁ[1Zr;|i—£g,btn/<_lj'\W_Lp_g)‘-g-[4-(2-hydroxy-ethoxy)-benz[Z]yIidene}-3-phenyl-
thiazoiidin-4-one, 2-([Z]-butylim ino%-S-[B-chIqro-4-f2-h d . .
roxy-e%f‘@ﬁ)%@?fiﬁ}%ﬁ'ﬂéﬁ@]%moxy -behz{Zlylidene -2-(E/Z]-:sopropyhm:no)*3~o-toiyl-

thiazolidin-4-one,

5-[3-chloro-4-{2-hydroxy-ethoxy)-benz[Z)ylidene]-2-({Z]-isopropyiimino)-3-o-tolyl-
thiazolidin-4-one,

5-[4-(2-hydroxy-ethoxy)-3-methoxy-benz[Zlylidene]-2-([Z]-isopropylimino)-3-o-tolyl-
thiazolidin-4-one,

5-{4-12-(2,3-dihydroxy-propoxy)-ethoxyl-benz[Z}ylidene}-3-( 2, 3-dimethyl-phenyl)-2-
([Z}-isopropylimino)}-thiazoiidin-4-one,

5-I3-chioro-4-(2-hydroxy-ethoxy)-benziZ)ylidene}-3-(2, 3-dimethyl-phenyl)-2-({Z]-
isopropylimino)-thiazolidin-4-one,

5-14-(3-hydroxy-propoxy)-benz[Z]ylidene}-2-({Z}-isopropylimino)-3-o-tolyl-
thiazolidin-4-one,

5-[3-chioro-4-(2, 3-dihydroxy-propoxy)-benz{Zlylidene]-2-([Z]-isopropyiimino)-3-o-
tolyl-thiazolidin-4-one,

5-[4-{2-hydroxy-ethoxy)-benz{Z]ylidene}-2-([Z]-isopropylimino)-3-m-tolyl-thiazolidin-
4-one,

5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z}ylidene}-2-([Z}-isopropylimino}-3-m-tolyi-
thiazolidin-4-one,

5-[3-chioro-4-(2, 3-dihydroxy-propoxy)-benz{Zlylidene]-2-({Z}-isopropyliming)-3-m-
tolyl-thiazolidin-4-one,
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phenyi-thiazolidin-4-one, 2-([Z]-butylim
in0)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene}-3-o-tolyl- 10
thiazolidin-4-one, 2-([Z]-butylimino)-5-[3-chloro-4-(2-hyd
roxy-ethoxy)-benz[Z]yiidene]-3-o-tolyl- ﬁﬁ'azolidin-4-one,
2-([Z]-butylimino)-3-(2, 3-dimethyl-phenyl)-5-[4-(2-hyd roxy-ethoxy)-
benz[Z]ylidene]-thiazolidin-4-one, 15

2-([Z}-butylimino)-5-[3-chloro-4-(2-hydroxy-ethoxy)-benz Ildene ﬁ
d imetPyP sheRaioialeNdinSaldiés nydroxy-ethoxy)-benz] dene 12

;S%dg[gﬂiyfﬁﬂﬁnb}lmtﬁﬂﬂﬁgh&[ar@"ﬂoro 4 (2-hyd roxy-ethoxy)- benz[Z]ylldene} -3-
SR
(I Z}Gyotﬂhewthntbmwmedl one,

roxy- %ﬂ;gma@gaz zlyygl%s&ﬁle%ﬁ@ylﬁeﬁ yligdRe)-stmazaidiRiiotRnyl)-2-(
5-[3-ch 1 oro-4-(2-hyd roxy-ethoxy)-benz[Z yllden -3-cyclohexyl-2-([2)-
‘%QB@P&‘JWPH aﬁﬂ BF1aiR ¥ one, 25
5-[4- (%wﬂ@metﬁm@kte)*b%z[ﬂ&zﬁzdﬁﬂﬁiéﬂwW@Z}H@mﬁﬁilﬂwﬁnﬂé}m'
0-4 y
ISr‘i.’)%}]y ox t%%%?z éﬁ(£%§3 -isopro yI -2-([2)- is 3p
ropyuﬁ’n RSO ERRE0YH E‘%‘[@(’:‘H oxy) -methyl-benz[Zivlidene]-2-([Z]-

iﬁcﬂibyﬂrmmpﬂﬁxa@mwn:agrmﬁayhdene] -3- Alsopropyl -2-([Z]- 30

isopropylimino idin-4-ane,.5-[3:¢c 0K

roxy-e ﬁ(gxr?/) %%@ﬁ%@ﬁﬁ%ﬂ— ] &glbcrx py mnf& ég' sthoxy-benz|Zlylidene]-2-(Z]-
iieayitinzpidieedidine-ose.

2-([Z]-8lIslicnipR-LrH (& ivaaxy ptpexy)-beraiZiikene)-3-(2, 3-dimethyi-phenyl)-2-

idene]-3-phenyl-thiazolidin-4- one,
([Z]-isopropyiimino)-thiazolidin-4-one,

3-(2,4-dimethyl-phenyl)-5-[4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-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-chioro-phenyl)-5-[4-(2-hydroxy-ethoxy)-benz[Z)yiidene]-2-({Z]-isopropylimino)-
thiazolidin-4-one,

5-[3-chloro-4-(2-hydroxy-ethoxy)-benz]Zlylidene]-3-(2-chloro-phenyl)-2-({Z]-
isopropylimino)-thiazolidin-4-one,

5-[3-chioro-4-(2,3-dihydroxy-propoxy)-benz[Z]ylidene}-3-(2-chloro-phenyl)-2-({Z]-
isopropylimino}-thiazolidin-4-one, _

5-[4-(2-hydroxy-ethoxy)-benz{Z]ylidene}-2-([Z]-isopropylimine)-3-(2-methoxy-
phenyl)-thiazolidin-4-one,
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2-([2)-al lylimino)-5-[3-ch loro-4-(2-hydroxy-ethoxy)-benz[Z]yi
idene]-3-phenyl- 5 thiazolidin-4-one, 3-allyl-2-([Z]-a! lyilm
in0)-5-[4-(2-hydroxy-ethoxy)-benz[Z]yl idene]-thiazolidin-4-one,
3-allyi-2-([Z]-allyl imino)-5-[3-chloro-4- (@Ehyd roxy-ethoxy)-benz[Z]yl
idene]- thiazolidin-4-one, 5-[3-chloro-4-(2-hyd roxy-ethoxy)-benz[Z]yl

|den %1?8%%] %@%#&%@g %g(% enz%%y#@r%ﬁgg gﬁ;@o%%ylimtno) -3-(2
mstumcnemrwﬁethwczc(iﬁzp pngthylimino)-thiazolidin-4-one. 22. A
thiazajighnARRrRSREYHING-BERSEINSEAS L QICRUBIS Sy it iR Seleriasthoxy-

from the grouB consisting of: 15

PaeY SRR &Sy )-benz[Z]ylidene]-2-([Z]-isopropylimino)-3-phenyl-thi
azolidina 4itam-5-{3-ofdarey e kydbensiZaiiosyploefZAbdpropylimino)-3-(4-

ﬁ%@%&%@?@@ﬂ&)&%'&@ -3-phenyl- thiazolidin-4-one,
3- duh@wxv%%wmﬁﬁmwmw%w AR AYlmist)-thiazolidin-4-

of@lyl-thiazolidin-4-one,

5-[3-chloro dro ho
3- dlmgtﬁ{)ﬁ énEe Eltg (éj(roﬁ’yfammﬁ |az g Zl-isopropylimino)-
triaplititofocns(2, 3 dlhydroxy Propoxy)- benz[Z]yudene] 3 (2

S Mo@b;i%%@gﬂmﬁzﬁ?w%ﬂzsv%ﬁ% l
chloro- roxy-ethoxy)-benz[Z]ylidene]-3-pheny -propylimi
ORI RATHYA Q*”?[&’ ®-hyd

roxy- eiﬁéxy}r@dm@}ﬂﬂMWm@@ﬁhémzw[Z](Wpﬁint‘u)o)—thiazoiidin-4-
%azolldln -4-one, 5-[3-chloro-4-(2, 3-di hyd roxy-propoxy)-benz[Z]yl
idene]-3 enyI 2{& ]- 30 pro%llmlno) -thiazolidin-4-one, 5-[3-chloro

3 IR PR SER A AT RS ﬁ%{ﬁlrmvé%%ﬁmwﬁmm

thiazolidin-4-one,

5-[4-(2-hydroxy-ethoxy)-3-methyi-benz[Z]ylidene]-3-phenyl-2-({Zi-propylimino}-
thiazolidin-4-one,

5-3-chloro-4-(2, 3-dinydroxy-propoxy)-benz{Z}ylidene]-3-phenylh-2-({Z]-
propylimino)-thiazolidin-4-one,

5-[4-(2-hydroxy-ethoxy)-benz{Zlylidene]-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}yiidene]-2-([Z]-propylimino}-3-c-tolyl-
thiazolidin-4-one,

5-[3-chloro-4-(2,3-dinydroxy-propoxy)-benz[Z]ylidene}-2~({Z]-propylimino}-3-o-tolyi-
thiazolidin-4-one,
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thiazolidin-4-one, 99 (R)-5-[3-ch loro-4-(2, 3-dihydroxy-propoxy)-benz[Z]yl
idene]-2-([Z]-propylimino)-3-o- tolyl-thiazolidin-4-one, (S)-5-[3-chloro-4-(2,
3-dihydroxy-propoxy)-benz[Z]ylidene]-&4[Z]-propylim i no)-3-o- 5
tolyl-thiazolidin-4-one, 5-[3-chloro-4-(2-hyd roxy-ethoxy)-benz[Z]yl
idene]-3-(2, 3-dimethyl-phenyl)-2-([Z]- propylimino)-thiazolidin-4-one,

e SRR LR G et 2-(2)

ppdiirattophydialybiivaseldipdrgaxy-ethoxy)-benz[Z]ylidene]-3-phenyl-

dond 3 0 e oioni L AP heto ANt 2.2

pwimlom-a-@mwmgzehmﬁw@az[Z]yndene] 3-(2,

o 3 oH O e ey Eory Ty T e e pap 2

prg@gimwmﬁhwmi@mﬁdﬁmrone 23. A thiazolidin-4-one derivative

a°°°r§ -Bér{ denc}-3-(2. 3-dimethyl-
chloro hydr Xy- pro oxy) benz[Z]yI| ene]-2-([Z]-propylimino)-3-o-t

Pbmﬁﬁzﬁﬁdhﬁf@ﬂﬁﬁil@-m@ﬁ%lﬁjﬁdﬁ'rﬂﬁﬁne derivative according to any
of clay gﬁé yﬁ?@é@@ﬁeﬁ@%&ﬁﬁwéﬁ@fﬁ@m henyl)-2-

comp oL the Genefal Formula (Ch) in claim 5 for the preparation’o

({Priefoli @Ebﬁ@mf'@rhhﬁzﬂflﬂi@-ﬁ@%ntlon or treatment of disorders
associaiet with o acl RUDEIHSN-SheEy) E’i‘—ﬁ'i%lﬂ%?ﬁ%??ﬁ Jylidene}-2-
composition contamln at east one compound of the Genera
([Z}-propylimino)-thiazolidin-4-one,
3-(2,3-dimethyl-phenyl}-5-{4-(2-hydroxy-ethoxy)-3-methoxy-benz{Z}ylidene}-
2-(IZ}-propylimino}-thiazolidin-4-one,
5-[4-(2,3-dihydroxy-propoxy)-benz{Zlylidene}-3-(2,3-dimethyl-phenyl}-2-({Z}-
propylimino)-thiazolidin-4-one,
5—{3-chlbro~4«(2,3-dihyciroxy-propoxy)-benz[Z]yiidene}—s-(Z,3-dimethyl—
phenyl)-2-{{Z]-propyliminc}-thiazolidin-4-one,
2-{([Z]-tert-butylimino}-5-[3-chioro-4-(2-hydroxy-ethoxy)-benz{Zlylidene}-3-
phenyl-thiazolidin-4-one,
2-{dimethyl-hydrazono)-5-{4-(2-hydroxy-ethoxy)-benz{Zlylidene]-3-phenyl-
thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benziZlylidenel-2-(dimethyl-hydrazono}-3-
phenyi-thiazolidin-4-one,
2-([Z}-ethylimino)-5-[4-(2-hydroxy-ethoxy)-benz{Z}ylidene}-3-phenyl-
thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Zlylidene]-2-([Z]-Ethylimino)-3-
phenyl-thiazolidin-4-one,
2-([Z}-ethylimino)-5-[4-(2-hydroxy-ethoxy)-benz{Z}viidene]-3-o-tolyl-
thiazolidin-4-one,
5-[3-chioro-4-(2-hydroxy-ethoxy)-benz[Z}ylidene]-2-({Z]-ethylimino)-3-o-folyl-
thiazolidin-4-one, |
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Formula (1) in claim 5 and inert carrier material.

87

3-(2,3-dimethyl-phenyl)-2-({Z}-ethylimino)-5-[4-(2-hydroxy-ethoxy)-
benz{Z]vlidene}-thiazolidin-4-one, _
5-[3-chloro-4-(2-hydroxy-ethoxy)-benzfZlylidene}-3-(2, 3-dimethyl-phenyl)-2-
([Z}-ethyiiminoc)-thiazolidin-4-one,
2-([Z}-butylimino)-5-[4-(2-hydroxy-ethoxy)-benz{Zlylidene}-3-phenyl-
thiazolidin-4-one,
2-{[Z}-butylimino)-5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene]-3-
phenyl-thiazolidin-4-one,
2-({Z}-butylimino)-5-[4-(2-hydroxy-ethoxy)-benz{Zlylidene]-3-o-tolyl-
thiazolidin-4-one,
2-({Z]-butylimino)-5-{3-chioro-4-(2-hydroxy-ethoxy}-benz{ Z]yiidene}-3-o-tolyl-
thiazolidin-4-one,
2-([Z}-butylimino)-3-(2,3-dimethyl-phenyl)-5-[4-(2-hydroxy-ethoxy)-
benz{Zlylidene}-thiazoiidin-4-one,
2-({Z]-butylimino}-5-{3-chloro-4-(2-hydroxy-ethoxy)-benz|Zlylidene]-3-(2,3-
dimethyl-phenyl)-thiazolidin-4-one,
2-([Z}-sec-butylimino)-5-[3-chioro-4-(2-hydroxy-ethoxy)-benz{Z}ylidene]-3-
phenyl-thiazolidin-4-one,
2-([Z}-cyclopropylimino}-5-{4-(2-hydroxy-ethoxy)-benz{Z}yiidene}-3-phenyl-
thiazolidin4-one,
3-cyclohexyl-5-[4-(2-hydroxy-ethoxy)-benz[Zlylidenel-2-([Z]-isopropylimino)-
thiazolidin-4-one,
5-[3-chloro-4-(2-hydroxy-ethoxy)-benziZlylidene]-3-cyciohexy-2-([7}-
isopropylimino)-thiazolidin-4-one,
5-[4-(2-Hydroxy-ethoxy)-benz{Zlylidene}-3-isopropyl-2-({Z}-iscpropyiimino)-
thiazolidin-4-one,
5-[3-chioro-4-(2-hydroxy-ethoxy)-benz{Zlylidene}-3-isopropyi-2-([Z}-
isopropylimino}-thiazolidin-4-one,
5—[3-chioro»4~(2,S-dihydrcxy-propoxy)-benz[Z]yiidene]-S-isopropyl—Qm([Z}—
isopropylimino)-thiazolidin-4-one,
5-[3-chioro-4-(2-hydroxy-ethoxy)-benz{Zlylidene}-2-([Z]-isopropylimino)-3-
phenyl-thiazolidin-4-one, |
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2-([Z}-allylimino)-5-[4-(2-hydroxy-ethoxy)-benz{Z}ylidene]-3-phenyi-thiazolidin-4-
one, ‘
2-({2}-alIylimino)-S-[S—chioro-4~(2-hydroxy-ethoxy)-benz[Z}yiidene]—3—pheny¥-
thiazolidin-4-one,

3-aliyl-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}-
thiazolidin-4-one,

5-[3-chloro-4-(2-hydroxy-ethoxy)-benz[Z]ylidene}-2-([Z}-methylimino)-3-phenyl-
thiazolidin-4-one, and

5-[3-chioro-4-(2-hydroxy-ethoxy)}-benz[Z}ylidene]-3-(2, 3~-dimethyl-phenyl)-2-([Z}-
methylimino)-thiazolidin-4-one.
22. A thiazolidin-4-one derivative according to any of claims & to 20 selected from the
group consisting of:

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}yiidene]-2-([Z]-isopropylimino)-3-phenyi-
thiazolidin-4-one,

5-[3-chloro-4-(2,3-dihydroxy-propoxy)-benz{Zlylidene}-2-([Z}-isopropylimino)-3-o-
tolyi-thiazolidin-4-one,

5-[3-chloro-4-(2-hydroxy-ethoxy)-benz{Zlylidene}-3-(2, 3-dimethyl-phenyl)-2-([Z}-
isopropyiimino)-thiazolidin-4-one,

5-3-chioro-4-(2,3~-dihydroxy-propoxy)-benziZlylidene}-3-(2, 3-dimethyl-phenyl)-2-
([Z}-isopropyiimino)-thiazoiidin-4-one,

5-[3-chioro-4-(2-hydroxy-ethoxy)-benz[Zlylidene}-3-phenyi-2-([Z]-propylimino)-
thiazoiidin-4-one,

5-{4—(2-hydroxy—ethoxy)—3—methyE-benz{Z]ylidene]-3-phehyl~2—([2}-propylimino)~
thiazolidin-4-one,

5-[3—chioro—4-(2,3~dihydroxy-propoxy)-benz{Z}yEidene]-S-phenyi—Z-([Z}-
propylimino)-thiazolidin-4-one,

5-[3-chloro-4-(2,3-dihydroxy-propoxy)-benz[Z}yiidene}-2-([Z}-propylimino)-3-o-tolyi-
thiazolidin-4-one,
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(R)-5-13-chloro-4-(2, 3-dihydroxy-propoxy)-benz{Zlylidene]-2-{[Z]-propylimino)-3-c-
{olyl-thiazolidin-4-one,

(S)-5-[3-chioro-4-(2, 3-dihydroxy-propoxy)-benz[Z)ylidene}-2-({Z}-propylimino)-3-o-
tolyl-thiazolidin-4-one,

5-[3-chioro-4-(2-hydroxy-ethoxy)-benz[Z}ylidene}-3-(2, 3-dimethyl-phenyl)-2-([Z]-
propylimino)-thiazoiidin-4-one,

5-[3-chioro-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-phenyi-
thiazolidin-4-one,

5-[3-chloro-4-(2-hydroxy-ethoxy}-benz{Ziylidenej-3-(2,3-dimethyl-phenyl)-2-([Z}-
ethylimino)-thiazolidin-4-one, and

5-[3-chioro-4-(2-hydroxy-ethoxy)-benz{Z}ylidene}-3-isopropyl-2-([Z}-
isopropylimino}-thiazolidin-4-one,

23 A thiazolidin-4-one derivative according to any of claims & to 20 which is (R}-5-[3-
chloro-4-(2, 3-dihydroxy-propoxy)-benz{Zjylidene}-2-({Zl-propylimine)-3-o-tolyl-thiazolidin-
4-one,

24. A thiazolidin-4-one derivative according to any of claims 5 to 23 for use as a
medicament.

25. Use of one or more compound of the General Formula () in claim 5 for the

preparation of a medicament for use in the prevention or treatment of disorders
associated with an activated immune system.

26. Pharmaceutical composition containing at least one compound of the General
Formuia () in claim 5 and inert carrier material.



