BOEHRI NGER MANNHEI M GVBH 4648/ 0A/

Thi azol i di nedi one derivati ves of
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Thiazolidinedione derivatives of the general formula I
are described in the application WO 94/27995,

(1)

R
. ~
| Rt/é-g—(cm, —W

in which

represents a carbocyclic ring with 5 or 6 carbon
atoms or a heterocyclic ring with a maximum of 4
hetercatoms in which the heteroatoms can be the
same or different and denote oxygen, nitrogen or
sulphur and the heterocycles can optionally carry
an oxygen atom on one or several nitrogen atoms,

denotes -CH=CH-, -N=CH-, ~CH=N-, O or S,
denotes CH,, O, CH(OH), CO or -CH=CH-,

denotes S, O or NR?, in which the residue R? is
hydrogen or C;-Cg alkyl,

denotes CH or N

denotes naphthyl, pyridyl, furyl, thienyl or

at ons

heteroatons in which the

ni trogen

’ an oxygen
several nitrogen atons, B denotes -CH=CH, -N=CH,

denot es



hydrogen or Clerr]alkyl, Y denotes CHor N R denot es napht hyl
pyridyl, fuaryl, thienyl or _0.

phenyl which is optionally nonosubstituted or di substi-tuted with
Cerr]al kyl, CF3, Cl-C3 al koxy, F, d or bromne, RL denot es
hydrogen or C1-C6 al kyl and n denotes. 1-3 as well as tautoners,

enantioners, diastereoners and physiologically tolerated salts thereof.
Compounds of the general fornmula | can formsalts with bases since they
have an acidic NH group on the thiazolidinedione ring. Suitable

pharmaceutical salts are for .example.alkali salts such as |ithium sodium
or potassi um sal ts‘,’h%ﬂ%];l"f}ﬁ‘ec%dﬁ PR zi’l"tnéﬁ MCW°H§SBB?'E+EWF?A Fagnesi um

salts, other netal fMﬁR €+0.~ alung ni salts,, apmopium salts or
salts with organi Cdg%!éﬁes:t SUC ﬁﬂg‘."g.cldu é%M’a e, Ga ﬁg})%#\%‘a%‘%m ne,

di i sopropyl am ne apd @f hef Soriigesodiumsalt is particularly preferred. The
salts are for exanpl e prepare y ‘treating the conpounds of the general

formula (1) iRla kienetsRMEIroddd o iéObghmEﬁ rdfg amount of the
correspondi ng base. The conpounds aré€ uSual I'y produced by a known process
vi a al pha- hal agenadesbitas bpxyl i ¢ aci ds by subsequent synthesis of the

t hi azol i di nedi one ring system |In order to produce these carboxylic acids
an aromatic am no

as well as tautomers, enantiomers, diastereomers and
physiologically tolerated salts thereof.

Compounds of the general formula I can form salts with
bases since they have an acidic NH group on the
thiazolidinedione ring. Suitable pharmaceutical salts
are for example.alkali.salts such as lithiumr, sodium or
potassium salts, alkaline earth salts such as calcium or
magnesium salts, other metal salts such as e.g.
aluminium salts, ammonium salts or salts with organic
bases such as e.g. diethanolamine, ethylenediamine,
diisopropylamine and others. The sodium salt is
particularly preferred. The salts are for example
prepared by treating the compounds of the general
formula (I) in a known manner with a stoichiometric
amount of the corresponding base.

The compounds are usually produced by a known process
via alpha-halogenated carboxylic acids by subsequent
synthesis of the thiazolidinedione ring system. In order
to produce these carboxylic acids an aromatic amino
group is diazotized and the diazonium salt is reacted
with ethyl acrylate in the presence of hydrohalic acid
and copper salts. This process has some disadvantages
for the producticn of amounts on a multi-kg scale with
regard to safety, upscaling, handling and synthesis
complexity. For example in the reaction the aromatic



group is diazotized and the diazoniumsalt is reacted wth ethyl acrylate
in the presence of hydrohalic acid and copper salts. This process has sone
di sadvant ages for the production of amounts on a nulti-kg scale with regard
to safety, upscaling, handling and synthesis conplexity. For exanple in the
reacti-on the aromatic -3 - : - 3- am nes nust be
di azotized to formthe al pha-hal ogenated carboxylic acids and reacted with
toxic acrylic acid ester and this reaction proceeds wi th unsatisfactory
yields. Furthernore it is extrenely problematic to apply this reaction to a

larger scal eahShe§ahb¥ BEJqEAYLE DGR ESR F¥iP A I2QPhacABIBGenatdf ur t her
producti on process acgcordin I'ses the catalytic

, g to_the inventjaon cggpr
hydr ogenat i oR3EPOXYAPGURELAST 2RA T RGESS WAL hAXdq perylic acid 7, yhjch
A, Bi W X,h d‘é,stBr Bher this bauetibe prece 'étg§ waiitat ehsalud: w.eafctoﬁlgmeverl, theb
catal yti c hydrogenation.is. very ¢ i C . i sQni ng . t al yst by
sul phur may 33@8 Sé3386F§FF9°F§r1?§g se%§f§ﬁﬁ%§ﬂﬁ%§akﬁﬂﬁif% anggﬁﬁ'on to
t he sul phur divisareedtiont be ahlargérdsoele dfamesafiaty, agarry a furt her
sul phur at0méﬂ%ﬂﬁ&%mﬁ%kﬁi“b?o%@hﬁ?oﬁe@QéséﬁEYery | ong reaction periods and

requires a

A further production process according to the invention
comprises the catalytic hydrogenation of compounds of
the general formula II,

o 5
. X '
R! ée— (CHy), —W

in which &, B, W, X, ¥, R, R! and n have the meanings
stated above.

(In

However, the catalytic hydrogenation is very
complicated. A poisoning of the catalyst by sulphur may
occur especially for types of compound which, in
addition to the sulphur contained in the thiazolidine-
dione ring, carry a further sulphur atom in the molecule
which leads to very long reaction periods and requires a
several-fold renewal of the catalyst.

A further process for the reduction of compounds of the
general formula II is known from the literature which

comprises the use of magnesium as a reducing agent [e.g.
C.C. Cantello et al., in J. Med. Chem. 37, 3977 (199%4)].



several -fold renewal of the catal yst. A further process for the reduction

of conpounds of  the general formula Il is known fromthe literature which
conprises the use of nagnesium as a reducing agent [e.g. C-C. Cantello et
al.,” inJ. Med. Chem 37, 3977 (1994)]. -4-

This method circunvents the interfergnge_of the catalytic process by

sul phur contained in the nolecule but in the case of the aforenentioned
conmpounds of the general forrmula Il a partial reduction of the five-
menber ed unsat urated heterocycle occurs which leads to inpurities of the

desired prodgatis hBehodr eidthhients £1e SBRE¥ renceSHPithel Ngly it has now

been found tha onmpounds of the geperal formula |I, can be snoothly reduced
Bith a hign BRErLyERS PhacRuenbY SELRInPHtRnad (o hesREIReRdR | etuct | on

of the doubl dubodds the thsef bfethenbbsssindret symey dompoundg SEStRe occurring
If nmetallic L.Okh Ui ed.ipns . magnesd um reduci ng agent, the
aIuniniunlbegkggggea%#g§3§§s?§ §C%$€§}%ii¥ﬁ#§$%§ﬁﬂlﬁ?iﬁag ?gWFﬁbe wth salts
of nore nobl sembexked unsahurptedchsterocyel appiduwns iwhighr tlieadlsatot 0 a

sel ection of I3 r u %ﬁfé\% enaregds f la I

whi ch are sul& P%%gghgnb?hgﬁ%oﬁPgﬁf%gqﬁh er t gﬁﬁgﬂg?gigﬁg?#ﬁﬁgkrﬁf

Hence a subj 8&Pakateer of the invention is a new process for the production
of conpounds of the general formula (I11)

Surprisingly it has now been found that compounds of the
general formula II can be smoothly reduced with a high
purity by the method described last without a partial
reduction of the double bonds of the five-membered
heterocyclic ring system occurring if metallic aluminium
is used instead of magnesium as a reducing agent, the
aluminium being advantageously activated by treating the
surface with salts of more noble metals.

The process can be applied in particular to a selection
of particularly valuable subclasses of the general
formula I which are summarized in the following under
the general formula III.

Hence a subject matter of the invention is a new process

for the production of compounds of the general formula
(II1)

R
X
w/igf—mwy—w

in which

()




I n_whi ch - 5- A denotes CH=CH or S W
denotes O X "denotes S, Cor NR2 in which the residue R2 is hydr ogen
or Jerr]alkyl, Y denotes CHor N R denot es napht hyl, thienyl or
phenyl which is optionally nonosubstituted or disubstituted with
Jerrlalkyl, CF3, (ferr]alkoxy, F, O gr_bromne,- R err]enotes hydrogen or

Cerr]lkyl and n denotes 1-3 by reducing a conpound of the general
formula 1V, )

A denotes CH=CH or 8§

denotes ©
X denotes S, O or NR? in which the residue R? is

hydrogen or C;-Cg alkyl,

Y denotes CH or N

R denotes naphthyl, thienyl or phenyl which is
optionally monosubstituted or disubstituted with
Cc;-C3 alkyl, CF3, C;-C3 alkoxy, F, Cl or bromine,

R denotes hydrogen or C;-C¢ alkyl and

n denotes 1-3

by reducing a compound of the general formula IV,

R
X
Rl/é?— (CHy),—W

in which A, W, X, ¥, R, Rl and n have the meanings
stated above with activated aluminium in a protic
solvent. The surface of the aluminium can be activated
by treatment with metal salts that are above aluminium
in the electrochemical series. A dilute solution of
mercury chloride is particularly suitable. The aluminium
can be used in the form of chippings, grit or powder.
Lower alcohols, in particular methanol and also water
are preferably used as the protic solvent. Aprotic
organic solvents that are miscible with alcohols or
water can be added to improve the solubility or can be
used as the major component. The reaction is carried out

(V)




in.which AA W X, Y, R Rerr] n have the neanings stated above with
activated alumniumin a protic solvent. The surface of the alum nium can
be activated by treatment with netal salts that are above alumniumin the
el ectrochem cal series. A dilute solution of nmercury chloride is
particularly suitable. The al um ni um-cgn-be used in the form of chippings,
grit or powder. Lower alcohols, in particular nmethanol and also water are
preferably used as the protic solvent. Aprotic organi c solvents that are
m scible with al cohols or water can be added to inprove the solubility or
can be used &t tthe r8&9°6, @mqf@m'ebtly dhereencténperatwse e @ out

-6- at 0 - 85_(2_{ }a,][ errc]%re%l%'?&e 895]:{1?%3{:6”@0‘% a slightly increased

t enperature up to ention 0 concerns new conpounds of
the general fornmula | which are not described in the application WO

94/ 27995 and which, in conparison to the conpounds described in this

appl i cati on, Eénilivention Slise FONFEEBET BRV £ PTRPURAH AT £hey denenidleat ment

of di abetes neidndils 1 'Wltﬁ.iﬂx e e hekkenbag sﬂmwraispncauon

[o] t hi ophon- 39 1RAATATE. ARG ZE nabo oRRRFERGSR €6 "the Eoiiounds
5-{4-[ 2- ( 5- teddBdribddl-irl thricphemilicasioh) - dxlgibit a surprisingly
th b bRy s

o {4 L2 (e mat oo FHE SESAR i, EBer E4h0hafe Sof athilies

et hoxy] - benz ofe} it wsph dhepey |ans ppe} folilawdng dearvpounds di one

5-{4-[2-(5-methyl-2-(thien-2-yl)-oxazol-4-yl)-ethoxy]-
benzo[b]thiophen-7-ylmethyl}-thiazolidine-2,4-dione

5-{4-[2-(5-methyl-2-(4-fluorophenyloxazol)-4-yl) -
ethoxy]-benzo{b]thiophen-7-ylmethyl}-thiazolidine-2,4-
dione

5-{4-[2-(5-methyl-2-(4-chlorophenyloxazol) -4-yl) -
ethoxy]-benzo[b]thiophen-7-ylmethyl}~thiazolidine-2,4-
dione

5-{4-[2-(5-methyl-2-(4-trifluoromethylphenyloxazol)-4-
y1l)-ethoxy]-benzo(b]thiophen-7-ylmethyl}~thiazolidine-
2,4~-dione

5-{4-[2~-(5-methyl-2-(2,4-difluorophenyloxazol)-4-yl) -
ethoxy]-benzo[b]thiophen-7-ylmethyl}~thiazolidine-2,4-
dione

tautomers, enantiomers, diastereomers and
physiologically tolerated salts thereof.



5-{4-[2-(5-nmethyl-2-(4-trifluoronethyl phenyl oxazol) -4-

yl) - et hoxy]-benzo[ b] t hi ophen-7-yl met hyl }-t hi azol i di ne- 2, 4-di one
5-{4-[2-(5-methyl -2-(2, 4-di fl uor ophenyl oxazol )-4-yl)-

et hoxy] - benzo(b) t hi ophen-7-yl net hyl } -t hi azol i di ne- 2, 4- dlone t aut oners,
enantionmers, diastereoners and physiological ly tolerated salts thereof.

-7- The invention I n addition concerns pharmaceutical preparations which
contain the conmpounds |isted above as an active substance for the treatnent
of diabetes nellitus. The pharmaceutical preparations are produced and used
accordi ng to Thavinvenhabnnin hadiditiewr rddering Yoagwazeadical The fol | ow ng

exanpl es are rat r | of
conmpounds of ?g%ﬁu?ggf%ﬁfg Hf%ﬁ §h¢4$h{¥ﬁg %%h%%ﬂnﬁ% éagﬁeﬁhgggg%dggpe0|al
cases. The coapoaativefsu étg@@%rﬁorfthﬁnﬂﬁ?&bmeyﬁeoﬁr@ééb@ﬂeﬁccordlng to
ﬁge(grﬁgfﬁil5§§§E§th90¥2§§4b% %?éb%ﬁﬁgéﬁﬁnﬁf%p%rat§oﬁé are produced
benzo[b]thlopﬁEﬁ ?sﬁﬁnéFﬁ9F?1P%| cﬁ?QN9ﬂ¥¥PnﬁddF@ﬁ§°dsaﬁescPFBﬁGC%Pon of
acti vated aluwnnguyp7995 5 mM of a saturated solution of nercury |

chl ori de in ethanol is diluted to 50 mMl wth ethanol and briefly
shaken with 10 g al um ni um needl es. Then

The following examples are intended to elucidate the new
method for the production of compounds of formula (III)
without limiting the method to the said special cases.
The compounds of the general formula IV are produced
according to the process stated in WO 94/27995.

Example 1

5={4-{2-(5-Methyl-2-phenyloxazol-4-yl)-ethoxy]-
benzo[b]thiophen-7-ylmethyl}-thiazolidine-2,4-dione

a) Production of activated aluminium
5 ml of a saturated solution of mercury II chloride
in ethanol is diluted to 50 ml with ethanol and
briefly shaken with 10 g aluminium needles. Then
the solution is decanted and the needles are washed
twice with ethanol, once with diethyl ether and
once with tetrahydrofuran.

b) Title compound
10 g activated aluminium needles and 1 ml water are

added to a solution of 2.03 g (4.3 mmol) 5-{4-[2-
(5-Methyl-2-phenyloxazol-4-yl)-ethoxy]-benzo[b]
thiophen-7-ylmethylidene}-thiazolidine-2,4~-dione
(Fp. 204-207°C) in 130 ml tetrahydrofuran. Then it
is heated for 50 min. while stirring to 50°C and
the solid components are removed by filtration. The



the solution is decanted and the needl es are washed twice with

et hanol, once with diethyl ether and once with tetrahydrofuran. b)
Titl e conpound 10 g activated alum nium needles and 1-nl water are
added to a solution of 2.03 g (4.3 muol) 5-{4-][2-

(5- Met hyl - 2- phenyl oxazol - 4-yl ) - et hoxy} -$enzo[ b]

t hi ophen-7-yl nmet hyl i dene} -t hi azol i di ne- 2, 4-di one (Fp. 204-207[err]C
in 130 m tetrahydrofuran. Then it is heated for 50 nin. while
stirring to 50[err] C and the solid conponents are renoved by

filtration. The filtrate is evaporated and the rgsidue is fijltrate is

evapor ated and thecﬁféhgeﬁ f%%ﬁed oﬂ*%‘¥ﬁ&9@kﬁpﬁﬁqh09 ﬁiktffeQSf ¥gth a

m xture of 88 uene, 10 part

but anone and 2 parPérB§ bblYﬁ&#@ﬁeﬁ?kﬂenﬂmaﬁocpé€t§ by V°1¢W€Ia’ 1.65 g (83
%, Pp. 204- 206[erf>ﬁ€anongxé‘ﬁ@|2 péts K vfoqhhn@ n8ciha® abéauaegcm an
anal ogous manner: i é d£ ﬁ%? N?t thlen 2 yI) oxazol - 4-yl) -

et hoxyl - benzo[ bl t hESBHEA- F: §P net BT 1 ki é%o@@ rQs°C , 4- di one

Yield: 57 % Fp.: 115-117[err]C from

5-{4-[2-(5-Methyl -2-(thien-2-yl)-oxazol -4-yl)-

et hoxy] - benzoEgampilephen- 7- yl net hyl i dene} -

The following are obtained in an analogous manner:

a) 5-{4-[2~({5-Methyl=-2-(thien-2-yl)-oxazol-4-yl)-
ethoxy]-benzo[blthiophen-7-ylmethyl}-thiazolidine-
2,4-dione

Yield: 57 %; Fp.: 115-117°C

from

5-{4-[2-(5-Methyl-2~-(thien-2-yl)-oxazol-4-yl)-
ethoxy]-benzo[b]thiophen-7-ylmethylidene}-
thiazolidine-2,4~dione (Fp. 229-234°C).

b) 5—{4-{2-(5-Methyl-2-phenyloxazol-4-yl)-ethoxy]-
naphth-1-vyimethyl}~-thiazolidine-2,4-dione

Yield: 76 %; Fp. 187-191°C

from

5-{4-[2-(5-Methyl-2-phenyl-oxazol-4-yl)-ethoxy]-
naphth-i-ylmethylidene}~-thiazolidine-2,4-dione
(Fp.: 252-254°C).



t hi.azol i di ne-2, 4-di one (Fp.. 229-234[err] Q). b)
5-{4-[ 2- (5- Met hyl
napht h- 1-yl net hyl | -t hi azol i di ne- 2, 4-di one Yield: 76 % Fp.
187-191[err]C
5-{4-[2-(5-Met hyl -

napht h- I-ylnethylldene} t hi azol i di ne-2, 4-di one (Fp.: 252-254[err] Q).
-9- 5-{4-[2 - (5-Methyl -2- (4-f|urophenyoxazo|)-4 -yl ) -
et hoxyl - henzo I | o~ tah RS 4adi

Yield: 81 %

(Fp. 240 CO. d) -{4- [2- (5-Methyl -2- (4-chlorophenyl oxazol) -4-yl)

et hoxyl -benzo [Db] thiophen-7-ylnethyl }-thiazol idine- 2, 4-dione
. : 5

vield: 60 % Fp. g08 & 613, Fp. 205 °c

]t
5-{4-[2-(5- N@tEyl
et hoxy] - benzo[ b] t

d)

e)

- 2- phenyl oxazol - 4-yl ) - et hoxyl -

from
2- phenyl - oxazol - 4- yT)gethoxy]

yl - nethylldene}

from

5-{4-[2-(5-Methyl-2- (4-fluorophenyloxazol) -4-yl) -
ethoxy] -benzo[b] thiophen-7-yl-methylidene}-
thiazolidine-2,4-dione (Fp. 240 °C).

ethQx¥lghenzQLQLLhinphen;1;¥lmeth¥1}-thiaznlidine;
2,4-dione
Yield: 60 %, Fp. 208 °C

from

5-{4-[2—(S-Methyl-z-(4-chlorophenyloxazol)—4-y1)—
ethoxy] -benzo [b] thiophen-7-yl-methylidene} -
thiazolidine-2,4-dione (Fp. 270 °C).

hi 1idi -2.4-4di

Yield: 57 %; Fp. 191 °C

from

t hi azol i di ne- 2, 4-di one



from 5-{4-[2-(5- Met hyl - 2- (4-chl or ophenyl oxazol )-4-yl)-
et hoxy) - benzo[ b] t hi ophen- 7-yl - net hyl i dene} - t hi azol i di ne- 2, 4-di one
(Fp. 270 O). e) 5-{4- [2- (5-Methyl -2- (4-trifluoronethyl phenyl -
oxazol) -4-yl ) -ethoxyl -benzo [b] thigphen-7-ylnethyl }-

t hi azol i di ne-2, 4-di i one Yi el d: 1@7% ;. Fp. 191 C from

- 10 - 5-{4-[2-(5-Methyl -2-(4-trifluoronethyl phenyl) -

oxazol - 4-yl ) - et hoxy] - benzo[ b] t hi ophen-7-yl -

met hyl i dene} -t hi azol ;1 di pe- &5 4udivane A R {4- [2-

(5-Methyl -2- (2, %-{fu ;?ug%ﬁ%%h@llyI%)?%zoﬁ%q)gl@g{?}n&m@Pk?}yz? hoxyl

-benzo[ b] t hi opherR¥@39¥d 1) -gthoxy] -henzeAd]itdiiephen-2-yione

Yield: 78 % Fp. d&thy®iddde}-thiazdllidine-2,4 dione (Fp. 260 °C).

5-{4-[2-(5-Methyl -2-(2, 4-di fl uorophenyl oxazol) - 4-

yl ) - et hoxy] - benzo[ b] t hi ophen-7-yl - met hyl i dene} - t hi azol i di ne- 2, 4-di one

(amorphous, Fpy from 25s, Q. _ __ )

yl)-ethoxyl -benza[blthiophen-7-ylmethyl}-
hi lidine-2.4-di

Yield: 78 %; Fp. 189 °C
from

5-{4-[2-(5-Methyl-2-(2,4-difluorophenyloxazol) -4-
y1l) -ethoxy] -benzo [b] thiophen-7-yl-methylidene}-
thiazolidine-2,4-dione (amorphous, Fp. from 255 °C)



Cl ai nms Process for the production of conpounds of the general formula
111 ' “in which A denot es CH=CH or
denotes S,0 or NR2 in which the residue R2 is ] Co6
al kyl, Y denotes CHor N R denot es napht hyl , nlmmq{"ﬁ "I@H

which is optionally nonosubstijyted or di subst Ft Ut €

Cerr]-C3 alkyl, CF3, (err]-C3 alkoxy, F, d or brom ne,
denotes hydrogen or Cerr]-C6 al kyl and )

Claims

1. Process for the production of compounds of the
general formula III

R O
—_ (n
R! N (CH,),—W \n/
O
in which
denotes CH=CH or S
w denotes 0
X denotes S, O or NR? in which the residue R? is

hydrogen or C;-Cg alkyl,

Y denotes CH or N

R denotes naphthyl, thienyl or phenyl which is
optionally monosubstituted or disubstituted
with ¢;-C3 alkyl, CF;, C;-C; alkoxy, F, Cl or
bromine,

R!  denotes hydrogen or C;-Cg alkyl and

n denotes 1-3

wherein a compound of the general formula IV,



n . denotes 1-3  wherein a conpound of the general formula IV,

-12 - in which A W X, Y, R Rl and n have the neani ngs
stated above is reduced with nmetallic alumniumin: ‘a protic solvent.

2. Process as clained in claim1, wherein the netall |lﬂmm"mm i Hilllused
is activated by treatnent of the _ rfaces with sall S EihenE

3. Process as claimed in claiml or 2, wherein the ~ &luhinlumid
activated with a nmercury chloride sol ution. 4. New conpounds

sel ected fromthe group
5-{4-[2-(5-nmethyl -2-(thien-2-yl)-oxazg~A-vyl)- et hoxy] - benzo
[b]thiophen-?-ylnethyl}-thiazolidine-/ 2,4-dione g

5-{4-[2-(5-nethy|-21(4-;Iuorophenylox
NH
R! %ﬁ— (CHy)y—W g )

Y

in which A, W, X, ¥, R, R! and n have the meanings
stated above is reduced with metallic aluminium in
a protic solvent.

2. Process as claimed in claim 1, wherein the metallic
aluminium used is activated by treatment of the
surfaces with salts of noble metals.

3. Process as claimed in claim 1 or 2, wherein the
aluminium is activated with a mercury chloride
solution.

4. New compounds selected from the group

5-{4-[2-({5-methyl-2~(thien-2-yl)-oxazol-4-yl)-
ethoxy]-benzo{b]thiophen-7-ylmethyl}-thiazolidine-
2,4-dione

5-{4-{2-(5-methyl-2-(4-fluorophenyloxazol)-4-yl) -
ethoxy]-benzo[bjthiophen-7-ylmethyl}-thiazolidine-
2,4-dione

5-{4-[2-(5-methyl-2~(4-chlorophenyloxazol)-4-yl) -
ethoxy]-benzo{b]thiophen-7-ylmethyl}-thiazolidine~-
2,4-dione

This Sheet Has Been Replaced

AR




et hoxy] - benzo[ b] t hi ophen- 7-yl net hyl } - thlazolldlne- 2, 4-di one
5-{4-[ 2- (5- net hyl - 2- (4- chl or ophenyl oxazol ) - 4-yl) - —

ctho1-benzol bl i ophep- 7y ety -t ?.Zag:ﬁ:rzfay. JUE

oxazol) 4-yl)-et hoxy] - benzo[ b] t hi ophen44- yl ne

t hi azol i di ne- 2, 4-di one

5-{4-[2-(5-nethy|-2-(2,4-dif|uorophenyloxazol)-4-

yl ) - et hoxy] - benzo[ b] t hi ophen-7-yl net hyl } - t hi azol i di ne- 2, 4-di one

as well as tautone53{4ehaﬂ(5fmnﬂhylfﬁftﬁ%ﬁniﬁhmuromethgmphphys+oIogicalIy

tolerated salts thgpeply _}1-},_¥ E}gqujoégr]%p&g hLgn, gf}ﬂg{;ﬂ&ﬂg_

conmpound as cl al ned to c Amon - carrr er and
auxiliary substancE@lazokldlnsmﬁcﬁ‘%hﬂv%unds as clained in claim4 for the
production of pharnmaceutical preparations for the treatment of diabetes
mel |itus.

5-{4-[2~-(5-methyl-2-(2,4-difluorophenyloxazol) -4~
yl)-ethoxy]-benzo[b]thiophen-7-ylmethyl}-
thiazolidine-~2,4-dione

as well as tautomers, enantiomers, diastereomers
and physiologically tolerated salts thereof

5. Pharmaceutical preparation containing a compound as
claimed in claim 4 in addition to common carrier
and auxiliary substances.

6. Use of compounds as claimed in claim 4 for the
production of pharmaceutical preparations for the
treatment of diabetes mellitus.
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