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relates to stents conprising coagul ation factor Xa, processes for Broduci ng
these stenms and their use, especially for the treatment and/or 5 14 APR 2006
prophyl axi s of thronboses and/or restenoses. Coronary di seases caused by
arteriosclerosis are treated inter alia by the currently wusual nethod of
per cut aneous translum nal coronary angioplasty (PTCA). For this purpose, a
bal | oon catheter is introduced into the narrowed or bl ocked artery, which 10
is then w dengdadhrough expansion of the balloon, and the blood flowis thus
restored. A emin this connection, occurring in about 30% of cases, is
the acute reocclusion, occurring inmmediately after the PTCA (acute

restenosis), or the later, subacute (restenagsis) reocclusion, of the bl ood
vessel . 15 Thiberpresenbiuventinnerelates iorgents compriying cogwationfyctar FRrnpwresses on of

| at el et tion. inhibi : ddi t i | . Lbility i hani cal
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(stent) gnhi Cwyjﬁwmtmm&bﬁased vessel and unfolds at the

site of the stendsis in order to open the narrowed place and keep it open
by supporting the blood vessel wall. Although it is possible by 20 this

met hod to reduce the.risk of restenosis sljghtly, at present there is still
no convi nci @f?mmm% frmoselerosis ate (teea %E’Fgﬁa@éfr‘i’%ﬁwtghpl oyed

systemically d.sﬁalsﬁlaﬂﬁd g@fc{lﬁ!ﬂ&n rlgmﬁﬂxrrﬁ'jﬁﬁ : |l e
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ant agoni sts such as, for_ exanple, abcixipmb. A newer possibility for the

treat mek of i¥ dhencMademed jthrough Axpapsiem of thebaleom andnthe blopd oW rigthes ent by
means of a stehbredA pRobicth SRAGS colEE b¥GrifPCilot 50% bt ases, is the acute

reocclusion, occurring immediately after the PTCA (acute restenosis), or the later,

subacute (restenosis) reocclusion, of the blood vessel.

15 The nisk of acute restenosis can be reduced by administration of platelet aggregation
inhibitors. An additional possibility 1s mechanical support of the coronary wall by a
normally cylindrical and expandable mesh (stent) which is introduced into the
diseased vessel and unfolds at the site of the stenosis in order to open the narrowed
place and keep it open by supporting the blood vessel wall. Although it is possible by

20 this method to reduce the risk of restenosis slightly, at present there is still no

convincing therapy available for subacute restenosis.

Currently employed systemically in stent treatment are anticoagulants such as, for
example heparin; platelet aggregation inhibitors such as, for example aspirin,
25 clopidogrel (Plavix) or ticlopidine (Ticlid); or glycoproteinlIb/Illa antagonists such

as, for example, abciximab.

A newer possibility for the treatment of restenosis is local administration of the
active ingredient by means of a stent which releases the active ingredient. The
30 combination of active ingredient and stent makes medical treatment and mechamcal

stabilization possible in one application.



30 conbi nation of active ingredient and stent nmakes nedical treatnent and
mechani cal stabilization possible in one application. 2 4 APR 2006942 P-ﬁ%'@
t he conbi nation of stents with anticoagul ants makes it possible for thAé

| ocal concentration of active ingredient2to be high w thout unwanted
system c side effects (e.g. hernnrhages or stroke) occurring. 51t is
possi bl e for thi s purpose to coat stems with active i ngredi ent - cont ai ni ng

coating mate The .activ I ent. rel e take b dlff si on
fromthe coat i’?‘ elf'%%'d’ﬁ' @r iﬁ%\'fh ‘5’}' Faggsalpf‘ﬁeﬁ ‘\‘iﬁgﬁa@g Fé‘a‘? | e
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described is the preparation o mal | 10 cavities or mcropores in the

st ent sur f ace(e.g. hemomhages or $teokeyodcuwminigngr edi ent or el se active

i ngredi ent-containing polyneric coating systens are enbedded (see, for
exanple, EP-A 0 950 386) An active ingredient-free coating can subsequently

be applid ed. Jn@ﬁ?e ' ' 1

conbi nat% on oﬁ%ﬁ&ﬁﬁ vvo pro esses chfgi %&H? algé‘ﬁéjﬁ%}@&rl cQﬁ}aﬁfnéjé()aﬁng

i ngredi ent - cmmmsngameﬁ&emm&omw Wediffusioh getmh B cdatifig 8£t i ve
ingredient in a polyneric carrier, e.g. with the aid of injection nolding

processes. RMWMQE&F@@W@lWCMWmm systems gremsedl | y t akes
pl ace through diffusion. 20 Active ingredients particularly suitable for
the treatnent and/or prophylaxis of thronboses and restenoses after PTCA

are coagul at 'W*&n | IR b lafready betn de3a5BEda1si @ &fak&tion ¥ &fall
i nvolved in the proliferation of vascular smooth 25 rrusﬂgl e cé)lnl s (VSMO) .
The mi ghat i oncaxitets ©r ehicfoppres i the SteiMItfat ¢ | ihtovwhigh Alne actjveringredient or else

' active ingredient-containing polymeric coating systems are embedded (see, for

example, EP-A 0 950 386). An active ingredient-free coating can subsequently be

applied. Release takes place by diffusion or degradation or by a combination of the

two processes.

15 |
In addition, active ingredient-containing stents can be produced by melt embedding
the active ingredient m a polymeric carrier, e.g. with the aid of injection molding
processes. Release of the active ingredient from these stents usually takes place
through diffusion.

20

Active ingredients particularly suitable for the treatment and/or prophylaxis of
thromboses and restenoses after PTCA are coagulation factor Xa inhibitors.

Thus, coagulation factor Xa is involved in the proliferation of vascular smooth

25 muscle cells (VSMC). The migration and proliferation of VSMC following an imjury
to the endothelium, and the formation of a neointima resulting therefrom, make a

major contribution to the development of restenosis and atherosclerosis. Platelets,
thrombin and other components of the thrombotic process are important factors in
neointima formation. The serine protease thrombin, whose production is modulated

30 by coagulation factor Xa, exerts further cellular effects, in addition to its effect in the
plasma coagulation system, via its specific receptor. By this mechanism it activates

platelets and acts as strong mitogen for endothehial cells, VSMC, connective tissue



to the endothelium and the formation of a neointima resulting therefrom
make a major contribution to the devel opnent of restenosis and

at herosclerosis. Platelets, thronbin and other conponents of the t%ééﬁ%&mﬁc
process are inportant factors in neointidm formati on. The serine protease

t hronbi n, whose production is nodul ated 30 by coagul ation factor Xa, exerts
further cellular effects, in addition to its effect in the plasm

coagul ation syt LRonhdgesspeci fic receptor. By this mechanismit
activates pla eﬁﬂés ang 5%?3 as strong mtogen for endothelial cells, VSMC,

connective tissue 2 4 APR 2006 -3 cells and macrophages. The m togenic
ef fect of coa_ﬂ:Jelration,factor Xa takes place indirectly via the platelet-

derived grow e mitpgmmiq effect pf coagalation facieroXa takex plage mdirgetiywip theiplatedetds to 5
tivati f the mt - act i in_ ki VARK) . Whi ch
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and the restenosis follow ng angi oplasty. 10 Thus, it is possible by
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thronbin is re "Samama, J. M \Walenga, B. Kaiser, J. Fareed,
Specific Factor Xa Inhibitors, 15 in: M Verstraete, V. Fuster, E. J. Topol
(Ed.), Cardiovascul ar Thronbosis;_  Thraonbocardi ol ogy and Thr onboneur ol ogy,

Phi | adel®hi a Tosgit ispossibls. by specifiq inhibition pf (seagplativnnfactos Xpie seduge yhe ¢ hat
orezol 18 nonSily hEhBTUNE, kBB, B3 ol B BBt s o
are descri bedfien shlbsiill angioplasty] sinéd iR mis@nicuéffeety 6f doagulbtiors fickti? XPfo
treatment. far reduced and/or the production of the potential mitogen thrombin is reduced
(M. M. Samama, J. M. Walenga, B. Kaiser, J. Fareed, Specific Factor Xa Inhibitors,
15 in: M. Verstraete, V. Fuster, E. J. Topol (Ed.), Cardiovascular Thrombosis:
Thrombocardiology and Thromboneurology, Philadelphia 1998, pp. 175-176).

It has now been found, surprisingly, that oxazolidinones of the formula (I) which act,
in particular, as anticoagulants and as selective inhibitors of coagulation factor Xa,
20 and are described in detail in WO 01/47919, are suitable for this type of treatment.
The compounds mentioned generally therein and, in particular, those mentioned
specifically therein form an express part of the description of the present invention.

The present invention thus relates to stents comprising one or more compounds of

25 the formula (I)



The conpounds nentioned generally therein and, in particular, those
mentioned specifically therein forman express part of the descriptjpmpﬁﬁme
the present invention. The present invention thus relates to stents
conprising one or nore conpounds of 25 -the fornula (1) 2 4 APR 2006 -4 0 in
whi ch: 5RlIis optionally benzo-fused thiophene (thienyl) which may optionally
be substituted one or nore tines; R2is any organic radical; 10R3, R R5, R,
R7 and R8 are identical or diffeggent and are hydrogen or (Cl-C6)-alkyl, and
t he pharnmaceutically acceptableujtlts and/ or hydrates thereof. Preference is
given in this connection toge conpri sing conpounds of the formula m 15
in which R is optionally benz gsthiophene (thienyl) which may
optionally be substituted o e tinmes by a radical fromthe group of
hal ogen; cyano; 20 nitro; am noj, an thyl; (Cl-C8)-al kyl which may in
turn be optionally substitutedRone [orRfore times by hal ogen;
(C3-C7)-cycl oal kyl; (Cl1-C8)-al koxysN_i M _gazol i ., - C(=NH)NH2; car banoyl ;
and nmono- and di-(Cl-4)- alkylaninoearﬁonyl, 25 R2 is one of the follow ng
groups: A-, 2 4 APR 2006 o

in which:

R! is optionally benzo-fused thiophene (thienyl) which may optionally be
5 substituted one or more times;

R? 1s any organic radical;

R, R%, R%, R®, R’ and R® are identical or different and are hydrogen or (C1-Ce)-alkyl,

10
and the pharmaceutically acceptable salts and/or hydrates thereof.
Preference is given in this connection to stents comprising compounds of the formula
M
15
in which

R'  is optionally benzo-fused thiophene (thienyl) which may optionally be

substituted one or more times by a radical from the group of halogen; cyano;

20 nitro; amino; aminomethyl; (C;-Cg)-alkyl which may in turn be optionally

substituted one or more times by halogen; (C;-C;)-cycloalkyl; (C;-Cg)-alkoxy;

imidazobinyl, -C(=NH)NH,; carbamoyl;, and mono- and di{C;-Cs)-
alkylaminocarbonyl,

25 R? is one of the following groups:
A-’



-5 AM, DMA, BMA, B, 5BM, BMB, DMB-, where: 10 the
radical "A" is (C6-Cl4)-aryl, preferably (C6-Cl0)-aryl, in particul arh ARReAGGS!
or naphthyl, very particularly preferably phenyl; the radical "B" is a 5- or
6- renbered aromatic heterocycle which cofprises up to 3 heteroatons and/ or
hetero chain nenbers, in particular up to 2 15 heteroatons and/or hetero
chain nenbers, fromthe series S, N, NO (N-oxide) and 0; the radical "D' is
a saturated or par‘%ml | y unsaturated, nono- or bicyclic, optionally
benzo-fused 4- to 9-nenbered heterocycle which conprises up to three

het er oat ons and/ ol D-MBAey 0 chai n nenbers fromthe series S, SO SO, 20 N,
NO (N-oxide) and Q; the radical "M is -NH, -CH2-, -CH2CH2-, -0-, -NH CH2-,
-CH2-NH-, -OCH2-, BM+#6. | - CONH-, -NHCO, -C0O, -00C, -s- , -S2- or a
coval ent bond; 25 ere the groups "A", "B" and "D' defined above may in
each case optionally be substituted one or nore tinmes by a radical fromthe
group ofs hal ogen; B-M-,

B-M-B-,
D-M-B-,

where:
10
the radical "A" is (C¢-Ci4)-aryl, preferably (Ce-Cip)-aryl, in particular phenyl
or naphthyl, very particularly preferably phenyl;
the radical "B” is a 5- or 6-membered aromatic heterocycle which comprises
up to 3 heteroatoms and/or hetero chain members, in particular up to 2
15 heteroatoms and/or hetero chain members, from the series S, N, NO
(N-oxide) and O;
the radical "D" is a saturated or partially unsaturated, mono- or bicyclic,
optionally benzo-fused 4- to 9-membered heterocycle which comprises up to
three heteroatoms and/or hetero chain members from the series S, SO, SO,
20 N, NO (N-oxide) and O;
the radical "M” is -NH-, -CH,-, -CH,CH;-, -O-, -NH-CH;-, -CH,-NH-,
-OCH;-, -CH;0-, -CONH-, -NHCO-, -COO-, -00C-, -S- , -SO;- or a
covalent bond;

25 where

the groups "A", "B” and "D" defined above may in each case optionally be
substituted one or more times by a radical from the group of halogen;
trifluoromethyl; oxo; cyano; nitro; carbamoyl; pyridyl; (C,-Ce)-alkanoyl; (Cs-
30 Cy)-cycloalkanoyl; (Cs-Cis)-arylcarbonyl; (Cs-C;o)-heteroarylcarbonyl; (C;-
C¢)-alkanoyloxymethyloxy; (C,-Cs)-hydroxyalkylcarbonyl; -COOR”;



trifluoronethyl; oxo; cyan; nitro; carbanoyl; pyridyl; (Cl-C6)-al kanoyl;

30 C7)-cycl oal kanoyl ; (C6-CO aryl carbonyl; (C5-C10)-heteroaryl car bonzgj éCl-
Co6) - al kanyl oxynet hyl oxy; (Cl-C4)-hydroxyal kyl carbonyl; -COOR27; 2 4 P

-6 -SZR27; - C(N27R28) =NR29; - CONR28R29; - SO2NR28R29; - OR30; - NR30R31,
(C1-C6)-al kyl and (C3-C7)-cycl oal kyl, V\/rreft'e (C1-C6) -al kyl and
(C3-C7)-cycloalkyl in turn may optionally be 5 substituted by a radical
fromthe group of cyano; -OR27; -NR28R29; -CQ NH), (NR27R28) and

- C(NR27R28) =NR29, _8heR¥; -CONRFR¥)-aiRFeICONRPRE’,a80, NR230° 2DRE,7.NKER )and R29
are identical or different and are, inde endently of one another, hydrogen,
(Cl1-C4)-al kyl, (CACCOs)-aliyl %ﬂl(@y-lcﬂ-emowr al kanoyl, car banoyl
trifluoronethyl, phenyl or pyridyl, and/or R27 and 0, or R27 and R29, form
together with the nitrogen atomto which they are bonded, a saturated or
partially unsatur ank?? I [

preferably up to ta&v\géiie :Stdceft(?l ca Sét-?b%ntdahet el‘?log‘tﬂ'}érnsﬁﬂily ?nthe group of
N, O ands S, and R&ﬁbmmle&snyawaaﬂldalnt&onalthergxdnﬁfefmym(anebn?e,-NR”R

i ndependent|y of one anot heg.,&%a h%g(rj& Cﬂ,) al kyl, (C3-C7}cycl oal kyl ,

(Cl C4) - al ky sul f of§MNHN@R Rk}‘t (€1- C4) - am noal kyl ,

-(C1-A4) - al kyl am no-

where:
10 v 1s either 0 or 1 and
R”, R® and R” are identical or different and are, independently of one

another, hydrogen, (C,-Cs)-alkyl, (Cs-C;)-cycloalkyl, (C;-Cs)-
alkanoyl, carbamoyl, trifluoromethyl, phenyl or pyridyl,

15
and/or
R” and R%, or R” and R%, form, together with the nitrogen atom to which
they are bonded, a saturated or partially unsaturated 5- to 7-membered
20 heterocycle having up to three, preferably up to two, identical or

different heteroatoms from the group of N, O and S, and

R* and R’' are identical or different and are, independently of one another,

hydrogen, (C;-Cs)-alkyl, (C;-Cq)-cycloalkyl, (C;-Cs)-alkylsulfonyl,

25 (Ci-Cs)-hydroxyalkyl, (C;-Cs)-aminoalkyl, di-(C;-Cs)-alkylamino-
(C1-Cs)-alkyl, -CH,C(NR*'R*)=NR? or -COR™>’,

where

30 R*® is (C;-Ce)alkoxy, (C;-Ca)-alkoxy-(Ci-Cs)alkyl, (Ci-Cs)-
alkoxycarbonyl-(C;-Cs)-alkyl, (C;-C,)-aminoalkyl, (C;-C,)-
alkoxycarbonyl, (C;-Cs)-alkanoyl-(C;-Cs)-alkyl, (C3-C7)-cyclo-



(C1-C4)-al kyl, -CH2C(NR27R28) =NR29 or -COR33, where 30 R33 is 24 APR 2006
(C1-C6) - al koxy, (Cl-C4)-al koxy-(Cl-C4)-al kyl, (ClL-CA4A)-

al koxycar bonyl - (C1-C4)-al kyl, (Cl1-C4 -am noal kyl, (Cl-C4)- al koxycarbonyl,
(C, - C4) - al kanoyl - (C1-C4) -al kyl, (C3-C7)-dyclo 2 4 APR 2006 -7 al kyl ,
(C2-C6)-al kenyl, (C-C8)-alkyl which may optionally be substituted by
phenyl or acetyl, or is (C6- C14}aryl (C5 C10)- heteroaryl, trifluoronethyl,

t et r ahydr of uranyl or but yr obAgt qes: %bél@igu@@,w /13§ dpBoRdIR be

identical or different and aré hydr ogen or | kyl, and the
phar maceuti cal | y accept abl e salstitutedahyl pbenyl youi razetyl; drhie(€efC1a)Rarg éﬁfﬁﬂﬂ- is

| i kewi se given in this connection_ ta stent onpr.i rrpund 10 the
formula (1) in which R isgmﬁ@-rfé' mﬁvﬁ ﬁf?&&’l‘l‘%lﬂrg ?‘HP‘Ethene
which may optionally be 15 substituted one or nore tines by hal ogen,
preferably chlorine or brom ne, am no, am nonethyl or (Cl-C8)-alkyl,

preferaly y mphrt RYWRER ﬁ:hﬂt’(ﬂrd@ﬂca]éﬁ&ﬂbreimﬂiméhmgﬁpw(ma}ﬂkyn turn
be substituted one or nore tines by halogen, preferably fluorine, 20 R2 is
one of the followng groups: A, AM, DMA, BMA, 25 B,

and the pharmaceutically acceptable salts and/or hydrates thereof.

Preference is likewise given in this connection to stents comprising compounds of
10 the formula (I)

m which
R is thiophene (thienyl), in particular 2-thiophene, which may optionally be
15 substituted one or more times by halogen, preferably chlorine or bromine,
amino, aminomethyl or (C;-Cg)-alkyl, preferably methyl, where the (C1-Cs)-
alkyl radical may optionally in turn be substituted one or more times by

halogen, preferably fluorine,

20 R? is one of the following groups:

25 B-,

30 where:



B-M, B-MB-, D MB-, 30 where: 2 4 APR 2006 -8 the radical "A" is
(C6-Cl4)-aryl, Preferably (C6-ClO-aryl, in particular phenyl or rfaphPhins
very particularly preferably phenyl; the radical "B" is a 5- or 6-nenbered
aromatic heterocycle which conprises up&o0 3 heteroatons and/ or hetero
chain nmenbers, in particular up to 2 5 heteroatons and/or hetero chain
menbers, fromthe series S, N, NO (N- oxide) and O; the radical s a

D
saturated or parti . LINS € 5 &d .\ '
conpr i 65 Up Lo t IRl AL W @R Kyl InofelBlICL X -5 B BaEhg: Sl
series S, SO SO2,or haphthyl( veérppitienlady greferatlp phérylyr adi cal "M is N+, - CH2-,
-CH2CH2-, -0-, -NH-CH2-, -CH2-NH-, -0OCH2-, -CH20-, -CONH, -NHCO, -COO-,
_00C-, -S or a cdberadical BBhis;2 fher Gmembered asematissheterocyclgwhighcomprisesef | ned

above may in each case lonally bst it ut ne qr e L me a
radi cal fromthe d'Po p3glgéﬂ3$8515n?m?ri§#? oclhgyrrr’e&%qfe%o%;p%‘g’%;%??%;

car banoy ; pyri dy hetefdatomd and/ok HoRYd chiifrdnedhbiors,y fbaihéadyikes S, N, NO (N-
(C6-Cl14) - aryl carbonyl; (C5-C10)-heteroaryl carbonyl; (Cl

C6} al kanoyl oxynet lexidexgnd OCOOR27; - SO2R27; - C(NR27R28) NR29; 20 - CONR28R29;

- SCNRRERCS; - R  NESOR (T AL A S 8! €% SHriera
heterocycle which comprises up to three heteroatoms and/or hetero chain
members from the senies S, SO, SO,, N, NO (N-oxide) and O;
10 the radical "M” is -NH-, -CH,-, -CH,CH,-, -O-, -NH-CH,-, -CH,-NH-,
-OCH;-, -CH,0-, -CONH-, -NHCO-, -COO-, -O0OC-, -S- or a covalent bond;

where

15 the groups "A", "B" and "D" defined above may in each case optionally be
substituted one or more times by a radical from the group of halogen;
trifluoromethyl; oxo; cyano; nitro; carbamoyl; pyridyl; (C,-Ce)-alkanoyl; (Cs-
Cy)-cycloalkanoyl; (Ce-Cis)-arylcarbonyl; (Cs-Cig)-heteroarylcarbonyl; (C;-
Co)-alkanoyloxymethyloxy,  -COOR?; -SO;R?’; -C(NR”R®*)=NR%;

20 -CONR*R?; -SO,NR®R?; -OR’; -NR¥R*!, (C,-C¢)-alkyl and (C;-C;)-
cycloalkyl,

where (C,-C¢)-alkyl and (C3-C;)-cycloalkyl may in tumn optionally be
substituted by a radical from the group of cyano; -OR?’; -NR®R?,

25 -CO(NH),(NR?R?) and -C(NR?’R*)=NR%,
where:
A is either 0 or 1, and

30

R, R® and R” are identical or different and are, independently of one
another, hydrogen, (C,-C;)-alkyl or (C3-C7)-cycloalkyl,



where (Cl-C6)-al kyl and (C3-C7)-cycloalkyl may in turn optionally be
substituted by a radical fromthe group of cyano; -OR27; -NR28R29; 729PR 2006
-CO(NH), (NR27R28) and - C(NR27R28) =NR29 where: v is either 0 or 1, and 30
R27, R28 and R29 are identical or differ@m and are, independently of one
anot her, hydrogen, (Cl-C4)-alkyl or (C3-C7)-cycloalkyl, 2 4 APR 2006 -9 5 10
and/or R27 and e, or R27 and e, form together with the nitrogen atomto
which they are bonded, a saturated or partially unsaturated 5- to
7-menbered heterocycle having up to three, preferably up to two, identical
or different betand/at ons fromthe group of N, 0 and S, and R30 and R31 are
i dentical or different and are, independently of one another, hydrogen,
(C1-A4)-al kyl, (C3-C7)-cycloal kyl, (C1-C4)-al kyl sul fonyl,

(C1-A4) - hydr oxyal lget 2B R ' = - al ' .
(Cl- C4) - al kyl , (c@z gﬁgﬁ%{ylm‘?&%t ey“f%%”r’ﬁ@?ﬁ’!’@@%)mwmm
het er oarsyl car bonyl , ( Cihe@4ye borded aarsanaated oo paritially unsatiriied BRE/ Rafembsrdd 15 R3,
R4, R5, R6, R7 and Rs are identical or different and are hydrogen or

(Cl - C6)-al kyl, heterocycle having up to three, preferably up to two, identical or

different heteroatoms from the group of N, O and S, and

R® and R*' are identical or different and are, independently of one another,

10 hydrogen, (C;-Cs)-alkyl, (C3-C;)-cycloalkyl, (C;-Cs)-alkylsulfonyl,
(C)-Cs)-hydroxyalkyl, (C,-Cs)-aminoalkyl, di-(C,-C,)-alkylamino-

(Ci-Ca)akkyl, (C;-Ca)-alkanoyl, (Ce-Cy4)-arylcarbonyl, (Cs-Cjo)-

heteroarylcarbonyl, (C1-Cy)-alkylaminocarbonyl or
-CH,C(NR*R™)=NR?,
15 _
R R*, R®, R, R” and R® are identical or different and are hydrogen or (C1-Cg)-akkyl,
and the pharmaceutically acceptable salts and/or hydrates thereof.
20 Particular preference is given in this connection to stents comprising compounds of
the formula (I)
in which

25 R! is thiophene (thienyl), in particular 2-thiophene, which may optionally be
substituted one or more times by halogen, preferably chlorine or bromine, or
(C1-Cs)-alkyl, preferably methyl, where the (C;-Cs)-alkyl radical may in turn
optionally be substituted one or more times by halogen, preferably fluorine,

30 R?  is one of the following groups:
A',



and the pharnmaceutically acceptable salts and/or hydrates thereof. 20

Particular preference is given in this connection to stents conpri 52' ['1% R 2006
conpounds of the formula (1) in which 25 Rl is thiophene (thienyl)} iﬁ
particul ar 2-thi ophene, which nmay optionally be substituted one or nore

ti mes by hal ogen, preferably chlorine ofl®ronine, or (Cl-C8)-alkyl,
preferably nmethyl, where the (Cl-Cs)-alkyl radical may in turn optionally
be substituted one or nore tines by hal ogen, preferably fluorine, 30 R2 is
one of the fO||OWiAl_m_9I‘OUpSZ A-, 2 4 APR 2006 -10 AM, D MA, BMA-,
B-, 5B-M, BMB-, D MB-, where: 10 the radical "A" is phenyl or

napht hyl , in partil»M-&-, phenyl; the radical "B" is a 5- or 6-nenbered
aromatic heterocycle which conprises up to 2 heteroatons fromthe series S,
N, NO (N-oxide) af™A-the radical "D' is a saturated or partially
unsaturated 5- or {6-nenbered 15 heterocycle which conprises up to two

het er oat ons and/ or hetero chain

5 B'M—r
B-M-B-,
D-M-B-,
where:
10

the radical "A" is phenyl or naphthyl, in particular phenyl;

the radical "B" is a 5- or 6-membered aromatic heterocycle which comprises

up to 2 heteroatoms from the senes S, N, NO (N-oxide) and O;

the radical "D" 1s a saturated or partially unsaturated 5- or 6-membered
15 heterocycle which comprises up to two heteroatoms and/or hetero chain

members from the series S, SO, SO;, N, NO (N-oxide) and O,

the radical "M" is -NH-, -O-, -NH-CH,-, -CH,-NH-, -OCH,-, -CH,0-,

-CONH-, -NHCO- or a covalent bond,

20 where

the groups "A", "B” and "D" defined above may in each case optionally be
substituted one or more times by a radical from the group of halogen;
trifluoromethyl; oxo; cymo; pyndyl; (C,-Cs)-alkanoyl; (C¢-Cio)-arylcarbonyl;

25 (Cs-C¢)-heteroarylcarbonyl; (C:-Cs)-alkanoyloxymethyloxy;
_C(NR”'R®)=NR?; -CONR®*R?; -SO,NR®R”; -OH; -NR*R'; (C,-C.)-
alkyl; and cyclopropyl, cyclopentyl or cyclohexyl,

where (C,-Cs)-alkyl and cyclopropyl, cyclopentyl or cyclohexyl may in turn
30 optionally be substituted by a radical from the group of cyano; -OH; -OCH;;
NR?*R?”; -CO(NH)(NR*'R?®) and -C(NR*’R**)=NR”



menbers fromthe series S, SO SO2, N, NO (N-oxide) and O; the radical "M
is -NH, -0-, -NHCH2-, -CH2-NH, -OCH2-, -CH2O, -CONH, -NHCO or24aAPR2005
coval ent bond; 20 where the groups "A', "B" and "D' defi ned above may in
each case optionally be substituted onelbf nore tinmes by a radical fromthe
group of hal ogen; trifluoronethyl; oxo; cyano; pyridyl; (Cl-C3)-alkanoyl;
(C6-C10) - aryl carbonyl ; 25 (C5-C6)-heteroaryl carbonyl ;

(C1- C3) - al kanoyl o t hyl oxy; -C(NR27R28~NR29; - CONR28R29; - SO2NR28R29;
-OH, -NR30R31; (CI-C4)- alkyl 1|;; and cyclopropyl, cyclopentyl or

cycl ohexyl, where (C -C4)-al kyl and cycl opropyl, cyclopentyl or cycl ohexyl
may in turn 30 optionally be substltuted by a radical fromthe group of
cyano; -OH, -OCH3v - Nipetheod or 5228) and - C(NR27R28) =NR29, 2 4
APR 2006 -11 5 where: v is elther 0 or 1, preferably 0, and R27, R28 and R29
are identical or different and are, independently of one another, hydrogen,
(C - C4) sal kyl or gIZBepByglORPORK idemtical O° ifftrentCind AHEifl ent§6Y Ghe 10 R27
and R28 or R27 and’R29, may form together with the nitrogen atomto which
t hey are bonded, a sat amtherdhpdrogar,t((f&l(h)‘alkybat elsatoydopropyl) cyelopentpleord
het er ocycl e having up to_two l dentical or different heteroatons fromthe
group of N, 0 and S, af¥F >

and/or

10 R? and R®, or R” and R?, may form, together with the nitrogen atom to
which they are bonded, a saturated or partially unsaturated 5- to 7-
membered heterocycle having up to two identical or different
heteroatoms from the group of N, O and S, and

15 R and R are identical or different and are, independently of one another,
hydrogen, (C;-Cs)-alkyl, cyclopropyl, cyclopentyl, cyclohei(yl,
(Ci1-Cs)-alkylsulfonyl, (C;-Cs)-hydroxyalkyl, (C;-Cs)-aminoalkyl, di-

(C1-Cs)-alkylamino-(C,;-Cs)-alkyl, (C1-C3)-alkanoyl or
phenylcarbonyl,
20
R, R R’ R, R and R® are identical or different and are hydrogen or (C;-Ce)-alkyl,
and the pharmaceutically acceptable salts and/or hydrates thereof.
25 Special preference is given in this connection to stents comprising compounds of the
formula ()
in which

30 R! is 2-thiophene which may optionally be substituted in position 5 by a radical
from the group chlorine, bromine, inethyl or trifluoromethyl,



15 20 R30 and R3' are identical or different and are, independently of one
anot her, hydrogen, (Cl-C4)-alkyl, cyclopropyl, cyclopentyl, cycl ohkekyPR 2006
(C1-A4)-al kyl sul fonyl, (Cl-C4)-hydroxyal kyl, (Cl-CA)-aninoaIkyI di -
(C1-A)-al kyl am no- (C1-C4) - al kyl, (Cl-C3)2al kanoyl or phenylcarbonyl, R3,
R4, R5, R6, R7 and R8 are identical or different and are hydrogen or
(Cl1-Co)-al kyl, and the pharnmaceutically acceptable salts and/or hydrates

t hereof. 25 Special preference is given in this connection to stents

conpri sing conpounds of the fornmula (1) in which 30 RI is 2-thiophene which

may optional IR? be jsgiesdfithe fohd wh[gf?g gpst i on 5 by a radical fromthe group
chlorine, bromne, nethyl or trifluoronethyl, 2 4 APR 2006 -12 R2 is one of

the following gro#s: A, AM, 5DMA, BMA, B, BM, BMB, 10
D- M B-, where:
A-M-,
5 D-M-A-,
B-M-A-,

10 D-M-B-,
where:

the radical "A" is phenyl or naphthyl, in particular phenyl;

15 the radical "B” is a 5- or 6-membered aromatic heterocycle which comprises
up to 2 heteroatoms from the series S, N, NO (N-oxide) and O; '
the radical "D" is a saturated or partially unsaturated 5- or 6-membered
heterocycle which comprises a nitrogen atom and optionally a further
heteroatom and/or hetero chain member from the series S, SO, SO, and O; or

20 up to two heteroatoms and/or hetero chain members from the series S, SO,
SO, and O;
the radical "M" is -NH-, -O-, -NH-CH,-, -CH;-NH-, -OCH;-, -CH,0-,
-CONH-, -NHCO- or a covalent bond;

25 where

the groups "A”", "B" and "D" defined above may in each case optionally be
substituted one or more times by a radical from the group of halogen;
triflucromethyl; oxo; cyano; pyridyl; (C;-Cs)-alkanoyl; (Cs-Cio)-arylcarbonyl,

30 (Cs-Cé¢)-heteroarylcarbonyl;  (C,;-Cs)-alkanoyloxymethyloxy; -CONR*R%,
_SO,NR**R”; -OH; -NR*R*'; (C,-C,)-alkyl; and cyclopropyl, cyclopentyl or
cyclohexyl,



the radical "A" is phenyl or naphthyl, in particular phenyl; 15 the radi cal
"B" is a 5- or 6-nenbered aromatic heterocycle which conprises up t%42AP 2006
het eroatons fromthe series S, N, NO (N-oxide) and O; the radical "D |ng
saturated or partially unsaturated 5- of1®B-nenbered heterocycle which
conprises a nitrogen atom and optionally a further heteroatom and/ or hetero
chain nenber fromthe series S, SO SO and 0; or 20 up to two heteroatons
and/ or hetero chain nenbers fromthe series S, SO  S02 and 0; the radical
"M is -NH, -0-, -NHCH2-, -CH2-NH, -OCH2-, -CH2O-, -CONH, -NHCO or a
coval ent bond; 25 wHeRy €€ 1CY-BiyP dhé cydoprop, cdépentyl o @lytloRekyh afyein¥anh i N

each case optionally be substituted one or nore tinmes by a radical fromthe

group of hal ogen; optonally bersubstituipd by @aadicelyfaem the gioyp lof cyanp; QH; HEHmoy ! ;

(C6-Cl10)-arylcarb -, 2930, - - hebgr oar BV 20

(Cl- C3) - al kanoy! o%%e yFGMggB ,'ébﬁgﬁé%ﬁgz _OH, - NR3OR3L;
(C1-A4) <al kyl ; and cycl opropyl, cyclopentyl or cyclohexyl, 2 4 APR 2006 -13
where (Cl-C4)-al kyl and cycl opropyl, cyclopentyl or cyclohexyl may in turn
optionally be subseteit ed by a radical fromthe group of cyano; -OH -OCH3;
-NR28R29; -CO(NH), (NR27R28) and C(NR27R28) =NR29 5 where: v is either 0 or
1, preferably 0, and 10 R27, R28 and R29 are identical or different and are,

i ndependent |y of Qne is either 0 or 1, preferably 0, and

10 R7, R and R” are identical or different and are, independently of one
another, hydrogen, (C;-Cs)-alkyl or else cyclopropyl, cyclopentyl or
cyclohexyl,

and/or
15
R and R%, or R¥’ and R?®, may form, together with the nitrogen atom to
which they are bonded, a saturated or partially unsaturated 5- to 7-
membered heterocycle having up to two identical or different
heteroatoms from the group of N, O and S, and
20
R*® and R are identical or different and are, independently of one another,
hydrogen, (C;-Cs)-alkyl, cyclopropyl, cyclopentyl, cyclohexyl,
(C1-Cs)-alkylsulfonyl, (C;-Cs)-hydroxyalkyl, (C;-Cs)-aminoalkyl, di-
(C,-Cs)-alkylamino-(C;-Cs)-alkyl, (C1-Cs)-alkanoyl or
25 phenylcarbonyl,

R, R R’ R% R’ and R® are identical or different and are hydrogen or (C,-Cs)-alkyl,

and the pharmaceutically acceptable salts and/or hydrates thereof.
30



anot her, hydrogen, (Cl-C4)-al kyl or else cyclopropyl, cyclopentyl or
cycl ohexyl, and/or 15 R27 and 0, or R27 and e, may form together Vii4 APR P0G
nitrogen atomto which they are bonded, a_saturated or partially
unsaturated 5- to 7- nmenbered heterocycté4having up to two identical or
different heteroatons fromthe group of N, 0 and S, and 20 R30 and R31 are
i dentical or different and are, independently of one another, hydrogen,
Cl-C4) - al kyl_, cycl oproopyl,. cycl opentyl,. cycl ohexyl , Cl-4) - al kyl sul fonyl
ECl- 043 R hydyomrkﬂgulf%&%%%‘goﬁlwé‘%‘? é/l;u§ conn%cnon (to sten comgnsmg y
(C1, - C4} al kyl cofipa@indsfibetforlayl), (C - C3)-al kanoyl or 25 phenyl carbonyl,
R3, R4, R5, R6, R7 and R8 are identical or different and are hydrogen or
(C -C4)-alkyl, and the pharmaceutically acceptable salts and/or hydrates
thereof. 30 2 4 APR 2006 -14 Very particular preference is given in this
connection tanwshak s conprising conpounds of the formula (1) in which 5 R
I s 2-thiophene which is substituted in position 5 by a radical fromthe
group o chlorine, brom ne, met hyl or trifluoromethyl, R2 is D A-:

R'  is 2-thiophene which is substituted in position 5 by a radical from the group
of chlorine, bromine, methyl or trifluoromethyl,

R? isD-A-
10

v#here:

the radical "A” is phenylene;
the radical "D"” 1s a saturated 5- or 6-membered heterocycle which

15 is linked via a nitrogen atom to "A",
which has a carbonyl group in direct vicinity to the linking nitrogen atom, and
in which a ring carbon member may be replaced by a heteroatom from the
sentes S, N and O;

20 where

the group "A” defined above may optionally be substituted once or twice in
the meta position relative to the linkage to the oxazolidinone by a radical from
the group of fluonine, chlorine, nitro, amino, trifluoromethyl, methyl or cyano,
25
R R* R® R, R’ and R® are hydrogen,

and the pharmaceutically acceptable salts and/or hydrates thereof.

30 Very particular preference is likewise given in this connection to a stent comprising
the compound of example 44 of WO 01/47919 having the following formula



10 where: the radical "A" is phenylene; the radical "D' is a satur $QP&%W9r
6- menbered heterocycle which 15 is linked via a nitrogen atomto "A", I'ch
has a carbonyl group ih direct vicinity to the linking nitrogen atom and
in which a ring carbon nember may be repltaced by a heteroatom fromthe
series S, N and 0; 20 where the group "A" defined above nmay optionally be
substituted once or twice in the neta position relative to the |inkage to
t he oxazolidinone by a radical from the group of fluorine, chlorine, nitro,
amno, trifluoromethyl, nmethyl or cyano, 25 R3, R R5, R6, R7 and R8 are
hydr ogen, and the pharnmages{ically acceptable salts and/or hydrates thereof.
30 Very particular pref ' | kewgse given in this connection to a
scent conprising the caapg 3
following formula 2 4 APR ¥ o tpe pharnmaceutically acceptable salts
and/ or hydrates thereof 5 Qoncerm ng \hefdisclosgje of conpounds of the
\r%.

formula (1), for exanple relating to I r prephration, express reference
is made to the disclosure in WO 01/47919. sent invention describes
t he use of one or nore conmpounds of the BN 1), 10 where appropriate
I n conbination with one or nore other acti Vvl ingredients, for producing a
rel ease system conprising nedicinal substange(s), in particular a stem

and the pharmaceutically acceptable salts and/or hydrates thereof.

5
Concemning the disclosure of compounds of the formula (I), for example relating to
their preparation, express reference is made to the disclosure in WO 01/47919.
The present invention describes the use of one or more compounds of the formula (J),
10 where appropriate in combination with one or more other active ingredients, for

producing a release system comprising medicinal substance(s), in particular a stent

comprising medicinal substance(s).

In addition, the present invention describes a release system, in particular a stent,
15 which comprises one or more compounds of the formula (I), where appropriate in

combination with one or more other active ingredients, and which makes targeted

release of one or more compounds of 'the formula (I), and of other active mgredients

present where appropriate, at the site of action (drug targeting) possible, and are thus

suitable for the prophylaxis and/or treatment of restenosis and/or thromboses, in
20 particular after PTCA.

The present invention likewise describes a method for the treatment and/or
prophylaxis of thromboses and/or restenosis using one or more compounds of the
formula (I) in combination with a stent. In this use it is possible for the compounds of

25 the formula (I) to be employed either systemically or, preferably, in the form of a
stent comprising compounds of the formula (I).



conpri sing nedicinal substance(s). In addition, the present invention
describes a rel ease system in particular a scent, 15 which conpri 3¢s\pRnes
or nore conpounds of the forrmula (1), where appropriate in conbination with
one or nore other active ingredients, andéwhi ch makes targeted release of
one or nore conpounds of the fornula (1), and of other active ingredients
present where appropriate, at the site of action (drug targeting) possible,
and are thus suitable for the prophylaxis and/or treatnent of restenosis
and/ or thronboses, in 20 particular after PTCA The present invention

| i kewi se descWhereas i ismit poskible withithe hetbetingradients cihd stents captntlycaviailalslé to

t hronboses and/ or restenosis using one or nore conpounds of the fornula (I)
i n conbi nat i Afhigve maadequate suceess Hfs yiin alk casessithy moyel, compunationoefinds of

25 the fornmul I 0 =Tte] ed.-gith S ' I [ | in the
formof a st%rxll{po}é%&r?p???l ng %é@p%ﬁdé %_ ttlﬁg&gg}rn% 5&5%‘{6 %&B&gﬁ%’% -16
Whereas 3t | Sprophylaes of bibforibdses t4l/oiCtesi¢fiodis GPosibRN tSocal AdfifiriiStation” beNt | Y
avai l able to " achieve an adequate success of therapy in all cases, the novel
combi nat i on cfompoundscfithe fomnulad()n|cembination withza stens makes: i possible ¢o pidieet | ve
treatnment and{or,5 prophyl axis qf thronboses and/or restenosis possipble.
Local "adri i <be diesp polo e’ aBlanlqsitBlante deessa fo PISveRh tROMIORG, ABHOW th
stent makes rbaisal i th poRdbRA0 it Yhaciofeh SystEMcCils. R
necessary to prevent t'ﬁro oses agd/ or restg;n%’ts??s. 't ist st'Js pos%?lg eto
m ni mM ze unddjphetisdoeal soncentratidi§ @nite. mokeastd ends thae thet éffieacy ehkeanced: al
concentration can be increased and thus the efficacy enhanced. 10 It is

nor eoveld possible, in addition to the adm nistration according to the

| 2;?25: On:  1Pls doreHvl PGP Rigid i @'t Al fistialiBh 50fbréthg 9 B indéiioh”
for a systemic and/or local administration of other active ingredients suitable for the

treatment and/or prophylaxis of thromboses and/or restenosis to take place, such as,

for example and preferably, abciximab, eptifibatide, tirofiban, acetylsalicylic acid,

15 ticlopidine or clopidogrel. Additional systemic treatment with compounds of the

formula (I) 1s preferred, especially by oral administration.

Release systems comprising the compounds of the invention of the formula (I) are
produced by using conventional stents where the basic body of the stent consists
20 cither of metals or undegradable plastics such as, for example and preferably,
polyethylene, polypropylene, polycarbonate, polyurethane and/or polytetrafluoro-
ethylene (PTFE). In addition, stents with various designs of the metal mesh, which
make various surfaces and folding principles possible and as described, for example,
m WO 01/037761, WO 01/037892 are used as basic body of the stent.
25
These stents are coated and/or filled with compounds of the formula (I). An
alternative possibility in the case of nonmetallic stents is to incorporate compounds
of the formula (I) directly into the material used to produce the stents.

30 Carrier matenials are mixed with the compounds of the formula (I) for the coating or
filling. Carrier materials used for this purpose are preferably polymeric camiers, in
particular biocompatible, nonbiodegradable polymers or polymer mixtures, such as,



treatment and/or prophylaxis of thronboses and/or restenosis to take place,
such as, for exanple and preferably, abciximb, eptifibatide, tirofiQap)nes
acetylsalicylic acid, 15 ticlopidine or clopidogrel. Additional systemc
treatment with conpounds of the formulaifl) is preferred, especially by
oral adm nistration. Rel ease systens conprising the conpounds of the

I nvention of the formula (1) are produced by using conventional stents

Undegr adabl o B 3ere sl irerBsBh, FUREHAG Ak, SppaFhnet pFect ge‘lsh)ff’ene

pol ypr opy! eneoxariley ¢ ahd O piéferabRo! BRycaynsuthylRlethasty mélu hyl ene
(PTFE). In addrltq?on scem vm?o ?ﬂf‘gﬁf )g)(’am gns of the metg whi ch
make vari ous m(!hdm enlhﬂdsolestm cpngdréthers; fluesinpted giolymeers suchaas, dersexainpdad, f or

exanpl e, 01 7 1/ 037892 are_ used as b si c_body_.of the stent.
25 These sten&éﬂ'ﬁ‘[‘[’g 8?’“?35@@6 tegiapd ¢ C@Pf’ S"B*‘ﬁ’ui"&‘ (1).

An al t ef nat |]%gmg9§§w ?rﬁ%ﬁiaﬂfé t 1-
|ncorporate conmpounds H’ the Psngﬁﬁé’%l?p& rect 9&% 0 ?& er| P used to

produce the silegines. A6 ﬁawmnmmmuommnbkgbm@egddmé fpou)hﬂerﬁcumﬁny;der of the
formula (1) for the coating or fillin Carrler materials used for thls

pur pose are JPS/W@F‘?R!C and} prefsrably,ipol Y‘WPPT eepodymess of knsixda

ap,

bi od d f
e o o AeuBe, Mo o S oBHE et el 1,
exanpl e and oyl pqiob&mh&soxxaabyl )poBjshochARdd3aCl polgintifiocantsnsies,ny | -

pyrrolidones; ceIIquse esters and ethers; fluorinated pol ymers such as, for
exanpl 0 and polxphespliszepes Fnd Epolylsthev-eston) ecpolyamess 2a6 chlsso psidy ae rpolymesiceof :
crosslinked and.5 uncrosslinked pol yurethanes, polyethers or polyesters;

pol ycar bonat &™) ydi net hyl - sil oxanes. As an alternative, bioconpatible,
bi odegr adabl e pol ynmers or pol yner

Also suitable as polymeric carriers are mixtures of biodegradable and/or non-
biodegradable polymers. The rate of release of the active ingredient is adjusted
15 optimally through these mixtures.

Coated or filled stents are produced by dissolving the mixtures of compounds of the
formula () and camer, preferably in suitable solvents. These solutions are then
applied to the stent by various techniques such as, for example, spraying, dipping or

20 brush-coating. Subsequent or simultaneous removal of the solvent results in the stent
provided with the active ingredient-containing coating. An alternative possibility is
also for mixtures of compounds of the formula (I) and carrer to be melted and
applied by the same application methods.

25 The stents are preferably pretreated in order to enlarge the outer and/or inner surface
area of the stent. This increases the loading potential and larger amounts of coating
(active ingredient/polymer) can be apphed. Varnous etching techmques, but also
treatments with ionizing radiation, for example, are used for pretreatment of the
stents. It is likewise possible to produce micropores or cavities in the stents with the

30 aid of various techmiques.

The active ingredient contents of the stents coated or filled with compounds of the



m xtures such as, for exanple and preferably, polynmers or copol yners of

| acti de and glycolide, or of caprolactone and glycolide; other polly¥eSRRelss
pol yort hoesters; pol yanhydri des; pol yam no aci ds; pol ysacchari des;

pol yi mi nocar bonates; 10 pol yphosphazenest®&nd pol y(et her-ester) copol yners
are al so used as polyneric carvers. Also suitable as polyneric carriers are
m xt ures of biodegradabl e and/ or non- bi odegradabl e pol yners. The rate of

rel ease of t%‘mﬂ;ﬁﬁ. j [ [ ' j ﬁﬁhﬁﬁ ese

m xtures. Coate opy%ﬁ %ﬁgen sogréle%%%?fgi%ght(%é()‘g)ﬁ sgl@ilﬁé’&‘{%u i xtures of
conpounds of 0t018. by areight a0 30% Wnreight, particnlaply gireferblyy0.1% byiveizht & Bs%hvent s.
These solutions are then applied to the scent by various techni ques such
as, for exar‘rﬁyé‘fe'ghﬁrayi ng, dipping or 20 brush-coating. Subsequent or

si mul t aneous renoval of the solvent results in the stent provided with the
active ingredient-containing coating. An alternative possibility is also

for m xsur es Kpfhe ex8e CoMAsnmAdtallid S1cbf] iheé Borhpdounds bfCRE fofhulh (HPE&mNHRLS ¢ and

applied by the sane application net hods. 25 The stents are preferably
pretreated i mcorpbeated direstly fongxampls asunelt embetiding inthebasin hody©f thestant Inf t he
stent. This increases the |oadin otential and | arger anobunts of coating
(ot ve 1 nor DS (o PYHHER IRy SO pamEcpy g GG STl e s, but
al so treat k0 1O bt j 2t 3 Ea) o Bmiﬁ‘%
pretreat msn{TS g;cs?ﬁ!ghagitdgﬁts. tfé@gkaﬁﬂllée)\?\{ suféle%g?sf@bl e 8‘%%%8 dggelg;rr‘i%(r:trhgpor es
or cavities ifnaldetive ingredienticoltaining fofin. Iaithese taseathe adtiviedangradientas usubllg acti ve
i ngredient contents Qf the stents coated or filled with conpounds of the 2 4
APR 2048 - 1gTeleased by OBre usually from 0.001% by wei ght to 50% by wei ght,
preferably from 0.01% by weight to 30% by weight, particularly preferably
0.1% by weight to 15%

The active ingredient contents of stents with embedded compounds of the formula (I)

are usually from 0.001% by weight to 70% by weight, preferably from 0.01% by

weight to 50% by weight, particularly preferably 0.1% by weight to 30% by weight.
15

The stents comprising compounds of the formula (I) are, where appropriate,

additionally coated with a membrane. This membrane serves, for example and

preferably, for controlling the release of medicinal substances and/or for protecting

the active ingredient-containing stents from external influences.



by weight. 5 In the case of nonnetallic stents, the conpounds of the formula
(1) can al s¥WO®3/035¢83 porated directly for exanple as nePCTABRAOI408 i n t he
basi c body of the stent. In theses cases, active ingredient-contaipin
polymeric carrier materials are processed by conventional net hods,“@ﬁ%R 2006
exanpl e by injection nolding processes, to give the final active

i ngredient-containing form In thesg_cases, the active ingredient is usually
10 rel eased by diffusion. The active ingredient contents of stents with
enbedded conpounds of the formula (1) are usually from0.001% by wei ght to
70% by wei glgliainRar €f erably from 0. 01% by weight to 50% by wei ght,
particularly preferably 0.1 % by weight to 30% by weight. 15 The stents
conpri sing conpounds of the formula (1) are, where appropriate,

additionally coajed wth a nmenbrane. This myr ane serves, for exanple and
pr ef erably,¥f or GHFFBWPWBEPH%W@P%W%%%W“M&%C% and/ or for
protecting the active ingredient-containing stents from external

i nfluences. WO 03/035133 PCT/ EP02/11402 2 4 APR 2006 Clains 5 m in which
R is 2-thiophene which isQsubstituted in position 5 by a radical fromthe
group of chlorine, bromnejf nethyl or trifluoronethyl, 10 R2 is D A-:

2
RN Yo
, R

R R®

R* R’

R"—NTR' (4)8
5 o)
m which

R! is 2-thiophene which is substituted in position 5 by a radical from the
group of chlorine, bromine, methy} or triflnoromethyl,
10 |
R?  isD-A-

where:

15 . the radical "A" is phenylene;
the radical "D" is a saturated 5- or 6-membered heterocycle which
is linked via a nitrogen atom to "A",
which has a carbonyl group in direct vicinity to the linking mitrogen
atom, and

20 in which a nng carbon member may be replaced by a heteroatom from
the series S, N and O; |

where



where: 15 20 1. Stents conprising one or nore conpounds of the fornula (1)
the radical "A" is phenylene; the radical "D' is a saturated 5- or 274 APRZOOB
6- menbered heterocycle which is Ilnke qll a a nitrogen atomto "A",

has a carbonyl group in direct vicinity'to the linking nitrogen atom and
in which a ring carbon nenber nmay be replaced by a heteroatomfrom the
series S, N and 0; where 2 4 APR 2006 -20 the group "A" defined above may
optional ly be substi tireegtowmEA” gefined\abavei may thlm;t"a[ beosiibstitutedr eicatarve to

the Iinkage to the ox ZO|ld no dIC t he qroup qf..fluorine,
chlorine, nitro, amn '?é?gﬂ%??ﬁlfc? w}l‘e ﬁ‘ir‘]gagflé%g’ a‘Fé‘dWe R Rs,
R7 and R8 are hydrog at cg}ét gﬁﬁgl ¥f 3BRRL.a I %ﬂﬁ tes

t hereof and/or m xt u(ragys thereo Stents asﬁ{g%almr%e ﬁ‘?nﬁg im @
characterized in thatuiﬂnemﬁmﬂmdﬂxyhoﬁyam,or o-

N-({(5S)-2-0x0-3-[4-(3-0x0-4-norpholinyl)phenyl]-1, 3-oxazolidin-5-yl}
t hyl ) - 2- t hi ophenecar boxani de of the fornul a

R}, R, R®, R®, R” and R® are hydrogen,

the pharmaceutically acceptable salts, hydrates thereof and/or mixtures

thereof.
10
2. Stents as claimed in claim 1, characterized in that the compound is 5-chloro-
N-({(58)-2-0x0-3-[4-(3-0x0-4-morpholinyl)phenyl]-1,3-oxazolidin-5-yl} -me-
thyl)-2-thiophenecarboxamide of the formula
"\ o
" N
SO
0 Cl
T\
HN S
15 © ,
its pharmaceutically acceptable salts, hydrates and/or mixtures thereof.
3. Stents as claimed in claim 1 or 2, which are coated with an additional
membrane.
20
4 Stents as claimed in any of claims 1 to 3, comprising at least one other active
ingredient.
5. Stents as claimed in any of claims 1 to 4 for the treatment of restenosis after

25 PTCA.



Cl HN 15 0 its pharmaceutically acceptable salts, hydrates and/or m xtures
thereof. 3. Stents as clained in claiml or 2, which are coated with ?n
addi ti onal menbrane. 20 4. Stents as clainmed in any of clainms 1 to 32 APR 2005
conprising at |east one other active ingredient. 5 Stents as clained in
any of clains 1 to 4 for the treatnent of restenosis after 25 PTCA. 2 4 APR
2000 -21 6. Stents as clainmed in any of clains 1 to 4 for the treatnent
and/ or prophyl axi of thronboses af2kfr PTCA. 7. The use of conmpounds of the
formula (1) as defined in claim1 for or in the production of stents. 8.
The use of conpounds of the fornmula (1) as defined in claim1 for producing
stents for the treatnent and/or prophylaxi of restenosis and/or thronboses.

9. A processtém¥ apromlmetng syt tlaiidar af uefor 286 telmidi@tandle? PrsplRiki Grat ed
or filled with one or nore conpounds of the fornula (1) as defined in claim

1. 10. A prduesdosesafier BHGAi ng stents, characterized in that polyneric
carrier materials conprising one or nore conpounds of the formula (1) as
defined in claim1l are shaped to stents. 11. The use of one or nore
conpounds7.ofThehse bHeompaunds df ths feteful@pasidefinedinraldim lafod ooin the production of

stents.

8. The use of compounds of the formula (I) as defined in claim 1 for producing stents for

the treatment and/or prophylaxi of restenosis and/or thromboses.

9. A process for producing stents, characterized in that stents are coated or filled with one or

more compounds of the formula (I) as defined in claim 1.

10. A process for producing stents, characterized in that polymeric carrier materials
comprising one or more compounds of the formula (I) as defined in claim 1 are shaped to

stents.

11. The use of one or more compounds of the formula (I) as defined in claim 1, and of a

stent, for the manufacture of a medicament for treating patients with restenoic arteries.

12. The use as defined in claim 11, characterized in that compounds of the formula (I) as

defined in claim 1 are present in or on the stent and are released locally.

13. The use of stents as claimed in any one of the preceding claims in combination with other
active ingredients suitable for the treatment and/or prophylaxis of restenosis and/or
thrombosis for the manufacture of a medicament for the treatment and/or prophylaxis of

restenosis and/or thromboses.



stent, for the manufacture of a nedicanent for treating patients with
restenoic arteries. 12. The use as defined in claim1l, characterizepl4ipp 205
t hat conmpounds of the formula (1) as defined in claiml are present in or
on the stent and are released locally. 13. The use of stents as clainmed in
any one of the preceding clains in conmbination wth other active
ingredients suitable for the treatnent and/or prophylaxis of restenosis

and/ or thronbosis for the manufact@Be of a nedi canent for the treatnment
and/ or pr oplipheandesoftstents esthimoal 1 aydéme oft the prdvediag.cldmd iARbBmBMafion 32th 14,

The use of stents ned. in a one o t he_preceding clains in
conbi nat i on %ﬂtmue@w&laﬁ@ma%a (BWéGF%freﬁiupa amy, 0 thednadeptyr °£mem01mefrtor t he

manuf act ure fef tha 1/XBeH R PRI prbSHylddiCortrELAHNR Rhd RN GhbsePhy| axi s of
restenosi s and/ or thronboses.



