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WD 2005/ 060940 PCT/ EP2004/ 012897 159159* Met hod f or
e production of a solid, orally applicable

th
har maceut i ummﬁmmmmm The, present inventio
‘?’Q|2;99§(Q6({9 a IO he pteparation of a so QTJX,EPZOOMOI%W

orally adn1nlstrabhswwpharnaceutlcal conposi tion,
conpr|3|ng

phenyl] 1, 3- oxazol i din-5. vil- nethyl)'2;fhfophenecarbox
A ﬂ sel‘lpmbé/rgl%g RBL{E 789 FrQELE foR Mk preSarMBB of% 584, bABY administrable

prophyl axi s and/or treatnent of diseases.
@a@ﬂc@malmem@&mz Exorigng 45-cdoexb( YIH3rrastFgoe-prerpholinyl)-

111 1 iLB% %ﬁl&lg Ryl b}thl ﬂ%ﬁ&)ﬂb})xagm&@1nohydroph1hzed form, and its use
e RO

Carb oxam ow nol ecul ar wei ght, orally
fadtylmmoshylam @dlontrﬁ%mcrmoféﬂseab%ood clotting factor Xa,
whi ch can be enpl oyed for the prophylaxis and/or

ARG ) USRI en KA SRR o) ) i

phnnﬁcatﬂiexhnb@e (Raig adbwrmadlequtan ovsight, Deally fadmindstugble m}h‘@tor of blood clotting
81]0#"?8 ivgn? | 1? b fmpgcr)]y%ﬁl orthé/ 1%_ ﬁ%%;ﬁgg/ox( !rgatmé%lt L)f various thromboembolic

HscBe0 (13r {h4h- s(e8 WA 01L/4701 Ivd'losm(jdkc)lesphem yérizbymnaud;c)dd)yo#’awdqf reference).

h de |
Peszintt b, ARSI by aOREGRERARA) T mieiisadpns 3RS oM (55-
Ziﬁ)td-%ﬁll (GtQﬁﬁ-@l-.iﬁh}pl(dh)lylb}ﬁ]Sengl]ﬂ Bl-(adazolﬂinySl jd(})m:ethyﬁ)_t-kiﬂuophenecarboxamlde
| a, [,e t t
%Wfe@&”%wgﬁwfng8gé?m@88§U§ngb||?ty ahz an

|ncreased bi ol ogi cal variability of the absorption 15
Tlﬁtaﬁtlﬁ‘d?dbrrrpeﬁndl @ has @ relaivedaser tvhater mhﬂdlhtp i(abavtal mafl). Ais tayresult of this,

RS R RY B R SRR B3R of e asortn
Heesh whilch can be filled, for exanple, into soft

gslatine capsul es. On account of the poor solubility
of the activ in th ts s for
Tinretse e BB Obp: St SRR TERpPeFE ArEbeeHb v
in the present case, since, in the necessary 20 dose

"Bk 8B Bitibas of a@sM lcempdu@saryvirtdquenttyessed twhich balbedfilied,rfor example, into soft

SRR by oG o e e S i o svens e

f%P{hUstﬂu%séTQK@Qﬁmnﬂi £ @Bl REWIE) O WBTer,GA khe présBit@adelénce, in the necessary
active conpound (1) is also Eoorl sol ubl e in

dopmytienstb rePln Siaps wadle Esselaphish atsng donser WREAvable et hanol
or acetone. Anorphization of the active conpound by

ﬂ? 2MSnatb ]PI‘&@SS 1&@1&3%0@‘11239&1 b thelas@vetdofpenain HREAS @léSsolution method
because o hi gh nelting point of the active 25

EoVEp @mbépnqag%uqmqgg@)acnvg, ceERound (Onigedsorpeptl Y s-ﬂp}élﬁ in pharmaceutically
REDRRIe doRRnt® kudhra8 AERMOr G NERbDhizStion of the active compound by means

of the fusion method is also disadvantageous because of the high melting point of the active
compound (about 230°C), since an undesirably high proportion of breakdown components is

formed during the preparation.

Furthermore, a process for the hydrophilization of hydrophobic active compounds as exemplified
by hexobarbital and phenytoin has been described (Lerk, Lagas, Fell, Nauta, Journal of Pharma-
ceutical Sciences Vol. 67, No. 7, July 1978, 935 — 939: “Effect of Hydrophilization of
Hydrophobic Drugs on Release Rate from Capsules”; Lerk, Lagas, Lie-A-Huen, Broersma,
Zuurman, Journal of Pharmaceutical Sciences Vol. 68, No. 5, May 1979, 634-638: “In Vitro and

I\I|||||II||I| LRI
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formed during the preparation. Furthernore, a process
for the hydrophilization of hydrophobic active
conmpounds as exenplified by hexobarbital and
phenyt oi n has been descri bed (%erk, Lagas, Fell

Naut a, Journal of Pharma- ceutical Sciences Vol. 67,
No. 7, July 1978, 935 - 939: "Effect of

rophilizati f .30 rophobi , : )
180 ?‘P’ %Hb@b% u %@qghﬁfgﬁgen&%aigé’n? E%Sﬁ%?ﬁaigﬁfs%{ﬁeac%ﬁlpound particles
43¢ ORMEEER here Zhl WY iie; withwr mathybfor Rlydroryetigidelldate Stutonceith extensive
Q(/gbﬁﬁlc%?gﬁp&’\gaggﬁﬂﬂ%a ' on21 gtgg ’avg 34e_n2€r§e1:dr ;B? Iai\C/ '{/fr g?nQp%gmd thus obtained is

Jduebganiy ligeRdhedyd #ing cdpsalss aapstfuehérkeatilont. act i ve
conmpound particles are blended here in a mxer with a

met hyl - or, hydroxyet hyl cel | ul o sol yti.gn w.th .
b, 3 S SR oh I S SR R b g e compome
@ i'BQH’e coﬁﬁ@lo@ﬂ%e!ﬂf{(lﬁst%mmiﬁﬂbﬁdgw gbaabingiroved absrption behaviour. The use of
subsequently filled into d gel ati ne capsul es -
P PO COMBPRHD T ARNEEd ST (5 BPRAGD o Folth grall giministable
heaRERIRAD chiipdsitdns ek alo br SalifiRAl ifredbd1an Sthe fEi6Aaildbility of the
the active compound (1) in the course of the noist
fgrradeticatthusiobisitiegs about i nmproved absorption
behavi our. The use of the active conmpound (1) in
P05 At tiveRinf Rl 18 at f16ceBy &R ARAPiePitattn 604 kélid, OfAlly | administrable
adm ni strable pharmaceutical conpositions |eads to a .
BHagACPRtisaint compeTiers erorisiRg  BicBiatPaY{ Ui %9 -olf-(f 1gxo-4-morpholinyl)-
é}féflﬂr-h Bl A1y })-Q{eﬁ#rﬁ-Qthoﬂl@né@%ﬁ)oﬁirﬁﬁ@ﬁthyHﬁ}SﬁHEédQBnn, in which
elates to a process for the preparation of a solid,

oral ly adm ni strable pharmaceutical cq osL¥|on
@bn’pr e gfgnules comprising the active compound (J) in hydrophilized form are prepared by

5-chl ?ﬁkﬁgﬁﬁﬁgg)-2-pxo-3-[4-(3-oxo-4-nnrpholinyI)-
phenyl | -1, 3-oxazol i di n-5-yl }-net hyl ) -2-thi ophenecar box

am de in hydrophilized form in which (a) first _
@ anwindshe eiapylFs i ghantrenerterl o disnphaiagegtiogl gamposition, if appropriate
hydr qgam adgrd o%gﬁamaesﬁdamewaag al¥tivedDi St granul ati on

b) and the gr

15 ( _ anul es are then converted into the
phar maceuti cal conposition, if appropriate wth

‘Blabctheistcmanyfatigh iy BrerseLteRC@) a7 DS GRS PE i AEILXe (Bgixer gRgnulation) or in
{85 U 90l BORSEE B8 ity e

fluidized bed (= fluidized bed granul ation); fluidized _
Irettie godsh granvlpoon, ithe :p:tigq‘ eqmepeynd (19 can either be introduced into the pre-mixture

(original mixture) as a solid or it is suspended in the granulating liquid. Preferably, the active
compound (I) suspended in the granulating liquid is introduced into the moist granulation

(suspension process).

In a preferred embodiment of the present invention, the active compound (I) is employed in

crystalline form.

In a particularly preferred embodiment of the present invention, the crystalline active compound
(D) is employed in micronized form. The active compound (I) in this case preferably has an average
particle size Xso of less than 10 pm, in particular between 1 and 8 pum, and Xgo (90% proportion) of

less than 20 pm, in particular of less than 15 pm.
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In the noist granulation, the active conpound (1) can
ei ther be introduced into the pre-m xture 20
(original mxture) as a solid or it is suspended in
the granul ating |iquid. Prefer%bly, the active
conmpound (I) suspended in the granulating liquid is

i ntroduced into the noist granulation (suspension

ﬂ{?\?é U? lﬁ lﬂwg gd[e fcgcrér[ilgl rlrg %ﬁg%ﬁw c&lftaﬂs soWegtS ‘ﬁrhtydrophilic binding

dpetsind) i€ hﬁﬁop‘rﬁfeﬂa w2iing ngent. p’l?ihethlydngplam gnnfblngfi@nt @dn this case dispersed

enbodi t nvention, the crystalline

g s & n@ﬂﬁ%ﬁ%@l“‘(‘%’r F’]g%ésﬁ?}r%‘ﬁ G mi cronized form

The active conmpound (1) in this case preferably has an

PREO PR ufed o thd graﬁdlaitﬂlg)}ﬁﬁﬁldmﬁn beagartihsoived®, sueh asy for example, ethanol

particul ar between 1 an 90% p rtion)
facetpnes & WA pr ?’G)"t“rf?ﬁhereﬂf gfﬁfgfﬁbi‘b Wi 3fug‘7dea§‘§ s lh%(rg} 15 m

3 The granulating |iquid used according to the

THRMSaEdpRilic GHingi a@&mt@erﬁ;ﬂbybﬁ rfbr, the ghyalatipHiduidcardplmdinsmgutically suitable

ent and, if approprijate b Edmeﬁthgl en% @ tine Liquid

bvg%‘mpb’é‘ﬁ aqdiives; g FraBLy Rpshiviiel disgplyeqp e gyt gf f ErPRygting liquid.

in the granulating liquid or preferably dissolved

PrRRFBIY) hy&Ebﬁ‘ﬂl&QbMﬂ’ﬁ&@ stihedd, fo rexmhpae glr}dmxi_na'blb}rhgeth}'rlcﬁl]uu)se (HPMC),

can be organ(m%&o vent suc

earhoxymethylegliy O%Ii_néip CIWP)??IEE? églyfcﬁlélﬁ% etgylce%u 0Se, %ydroxyethyl-
Péilﬁlfog‘er @Eyyhydmpaﬁyw&um@dhyaﬁoxgzprsghmmose '(HEC) L-HPC (low-substituted

rophilic binding a for t
HF G b TP YOI 4100 VM S0t PP &gl coeid and s sals
Q)fﬂ )ﬁm'dl)ﬂecvn%qi dbdtAty %&polﬁﬁe@sf ﬁl’na@daihpteho&ﬁddhﬂl\l}tﬁw B&SE} \pelatine, guar

sol vent of the granulating Iiqu

ggﬂurpgﬁ]qlly hzdr@l@qeg FisFah, algimptener xap@pn éggmfoge(r Lere efj’artlcu%lrly preferably,
I PMC
i‘ﬁgﬂ%( 4l ltgﬁié a@?h?dfb;ﬁf?l dBh gekiPMC)

['ose (sodi um and cal ciumsalts),

t hyl cel | ul hyl cel | ul h
%hd Hzlygl(r:qibéllé bgsdi?ggl qgér%&;gpwgqng zgrpdlp ggr@?c)ér){t?atugl}l/ Iof 1 ct)o 15% (based on the

%ggn‘&%‘s h%@)é&ﬁﬁb%kag %?raédgﬂ?@) plefddRfy & 10/esubst i t ut ed

one, polyvinyl alcoho
polymers of acrylic acid and its salt L .
Vhengntiopallyoressoinetiing ggentceatpiaved desibe W?’E‘lﬂ%t“’(gf l&uldeﬁfs ppfrgnaceutically

éﬁ‘i)t]al%l}e g’lgﬁl(lg h%/egé(ﬂzrfa 5) ThBl1&h P Rray B4RENti 0BT ¥or example:

par ro ysed starch, al ginates or xanthan are
enpl oyed here. Particularly preferably

81¢pin0§9éfd ofy éatty aﬁpph@hﬁ,g}phatpscs%h B8] pq@r@é@@wﬂ sulm]@te}-ﬁglphosuccmates such as
gurrrpﬁl%tg Sl (}%1 %@Elﬁ&e 2}511?( nacmees&rrsem l'?%cealbého& such as glycerol

concent ased on the otal nmss of
mbmospehmenamutfat@adwut gqmesf sqrbmy Sughr asfsepbifpn fpopglaurate,partial fatty acid

0 .

gs ers of polyhydroxyethylenesorbitan such as polyethylene glycol sorbitan monolaurate,
monostearate or monooleate, polyhydroxyethylene fatty alcohol ethers, polyhydroxyethylene fatty
acid esters, ethylene oxide-propylene oxide block copolymers (Pluronic®) or ethoxylated

triglycerides. Preferably, sodium lauryl sulphate is employed as a wetting agent.

If required, the wetting agent is employed in a concentration of 0.1 to 5% (based on the total mass

of the pharmaceutical composition), preferably of 0.1 to 2%.

In the pre-mixture (original mixture) of the moist granulation, further pharmaceutically suitable

additives are present. The following may be mentioned, for example:
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The optionally present wetting agents enployed for the
granulating liquid are pharmaceutically suitable
wetting agents (surfactants). The follow ng may be
menti oned, for exanple: sodi unfsalts of fatty al coho
sul phates such as sodi um | auryl sul phate,

sul phosucci nates such as 20 sodi um di octyl

sul phosucci nate, parti al fattr acid esters of fed
®ol yfﬁyzdsra,nd dnyt b}gqh@g agenis Shehas c@ %@ p@wdmx@gopgat@]ép% cellulose, silicifie

part %locéfgttafh}ﬂe agélﬁﬂ §t %ﬁ&lcﬂfm SPERbHaN &i&ﬁﬂaluéhs SHHMafedNmagnesium
nonol aurate, parti acid ‘esters of

pol ytriyiticates yredrinjtble mplbusm@rtols umohéaquy@@hyw% @r as a hydrate, for
glycol or bi t.a [, &uQb ltodextri
nonodr eat &, Ono}(lylgkarr1g§c1d% Lé%k/ge‘t afi Ocséeﬁe arcohol ethers,
polyhydroxyethylene fatty aC|d esters et hyl ene

OXi UfsiE QRN PR elifthtie&kntOORCGh Waﬂ)o&ﬁhﬁh}ﬂwllﬂ(oﬁé )croscarmellose
or ethoxylated 25 triglycerides. Preferab

| au r(yIOS%mk?sh&ﬁféomneéw&e@g)@%ﬁ) aSospoyidpRg ,ngsgbéﬁ{ispﬁwmylpyrmhdone)

requi ipg, gl&»b %u%ﬁ@u‘e'dnlgyd?& p}‘l&llﬁ]&@é)oh’&!ﬁm afoxymethyl starch, sodium
concentration of O. based on the total nmss

of tgiecomfrm@élﬁtare}aIpaltlélﬂvp}b@mlyse‘iﬁtar%r"@ﬁétrs%‘f}ymélfze grargh, rice starch
to 2%:&{5 % § pre-mxture (original mxture) of the
noi s granu ation, further pharnmaceutically suitable

additives are present. The follow ng_may be nenti oned,

Ihahe @saofifatdet farmufatippsgyaging m@d@p? (qﬁlaﬁ%ﬂ) ﬁﬁeaé@%ﬁ,ﬂcgvesqggﬁoggl instead of

tcf‘lgldgsﬂ'lt %§§1 R %mg({ter sﬁlEe B%%Eﬁétdnk&ecaﬁ%lp‘r@s&ﬁawhlch 1nﬂuence the release

171 ed ‘mcroc ystallne cellul ose, dicalc
x;awoﬁ‘[hh atbklngmg inwa| kel mentiphes thrapgam%dwé@p(mfppylcellulosc, hydroxypropyl-
! iy REHu1R¥] dala@l th

thf'lcel u?o? etl%@%ﬁglg%f etg}g@ééth éjlézagb%@wo? euxan'p%a ea omannan, xanthan,

glwmﬁgsd rvwakes) acrdh«tancdstemenhmrrlms ecid sefer eapelymgrsuwds dgrimethylammonium
%tggl%ac%?lg ?éolg ter%dgﬁltr%éh zaénrl (_)Xlth‘:";a"3 Lg fa gggel%gﬂ{a%ﬁc acid esters,
poAbER folifﬂhétﬁkﬁzﬁ/hc (a2id 88 mettoeglic achoesyematdnlwl caemlalﬁ-msféyl methacrylate

crospovi don Cl 0SS rrolldone)

OPRIFEREYs| O HELRHY lt“i ¢ r&ﬁtﬁﬁ%&%}’é}@ﬂel | ul ose), sodium

car boxynet hyl starch, sodium glycolate of potato
SEeagﬁﬂulespafthhai inyprbydﬂf @ﬂey $£)dars tselseduenthh eatversddaintshthe pharmaceutical
mai ze starc %g qe &ﬁnstarch 10 In the
EOmPESIPN §o5H] E@t? Hﬂ?%??dﬁ@nﬁﬁvfﬂb di fi ed (del ayed)

rel ease of active conpound, instead of the

Phods kel () dompriges,ofoDéxampled tablening gfiiling )nt@cdpsltlan pefrablnhard gelatine
E%qu%gve\;%thﬁ%\gsl %&e#g{?ltq% (gage gcfrc]:gﬁdl;n%l){gﬁ% Oénary %n%t‘hoc? htgmiliar to the person
BT R R Y hipRdpridleQaeh, adBYieH 65iAke? Pidrmaceutically suitable additives.

nmet hyl cel | ul ose, net hyl cel | ul ose, ethylcellulose

car boxynmet hyl cel | se | act omannan
Pharmacethcally gultable aclilcllt?ves wh?cﬂ maytbe mentioned are, aflgr example

. lubricants, glidants, flow regulating agents such as fumaric acid, stearic acid, magnesium
stearate, calcium stearate, sodium stearyl fumarate, higher molecular weight fatty alcohols,
polyethylene glycols, starch (wheat, rice, maize or potato starch), talc, highly disperse

(colloidal) silica, magnesium oxide, magnesium carbonate or calcium silicate

o disintegration promoters (disintegrants) such as carboxymethylcellulose, croscarmellose

(crosslinked carboxymethylcellulose), crospovidone (crosslinked polyvinylpyrrolidone),
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gl yceri des, waxes, acrylic and/or nethacrylic acid
ester copolynmers with trinethylamoni um 15

nmet hyl acryl ate, copol yners of di methyl am nomet hacrylic
acid and neutral nethacrylic a¢id esters, pol ynmers of
met hacrylic acid or nethacrylic acid esters, ethyl
acryl at e- nethyl nethacrylate copolyners or

gr aﬁg%&?@ ﬁtéta{nﬁ yé:roz%pé g]lceih%ose dég‘gg’%‘% ?ﬁgth%l stTlrch partially

convgifobied mreh,t“hﬁatahadhmeleuttarcha,Ince etam‘b ospdtito starch
according to the invention in process step (b). 20
’E}}ref)g(;?estsq% 1%{;{3?1 ot ﬁﬂ rg tesft) %F%{dgéria N ﬁurmnestraqtlea{))kka%écle{&%al composition,
CRPBLLES, DERIrbIN- ({w)a.%xsaqh¢3-5x0-4-moqﬁoﬁny¢mnyl] -1,3-oxazolidin-5-yl} -
according to custonar& ﬁgﬂgﬁ fgg}llar to the person
wgthyl)-gdhipnhengearbgramids @) in g Y258 O th addition of

further pharmaceutically suitable additives.
a8ty dadlinidtrablel ﬂhaxbrhaeelﬁﬂﬂlcbinlb&@tloﬁfucedidlﬂg}o the invention by way of

nmentioned are, for exanp bricants

PRl R B TR SR, et B et @k apleg vith graniles,
A 161t RIDEH | WY acB®e SngRLR @) rapﬂl}cmuma&ﬁcei&ieﬂt(éela)&d):imanmer Tablets
stearyl fumarate, higher nolecul ar weight f

t
a EPIed, norpeleh PN Ay UrSine S ACEHE qeimeid O i context ofte
}E@é ﬁelg Péjtr%@re?éaéé' @hkts atedth %artltiulmhé(sedﬂﬁdheﬁc%&dmg to the USP release

1 ca, magnesi um oxi de, magnesi u
mah@bmtgeapemt@az Graddie)s Fych @adescribpddn H‘Fé@ﬁeﬁlﬂeﬁtﬁl section in chapter 5.2.2.,

B \%Tu% (%djlin % Rafnts) such as

car boxynet ose, croscarnellose (crosslinked

carboxynethylcellulose) crospovi done (crosslinked
“plm yarive Ebppeund| @)deﬁl?et}e PISSqnt Hpehe( PheTRasqiice] eqpgnogition according to the

Qﬁlgﬁ( &Bﬁén +nuclf@slet}> 6059 ﬁx‘efémbﬁa& RRUYREdMGh o1 ﬁ)r 40P%, based on the

ysed starc wheat starch, maiz
ts»taamh of thed"emsr!aalpmﬂiem, thecstosg of thet aaﬁmomeur&@g%mferably 1 to 100 mg.
invention further relates to a solid, orally

%m rP%r?attJ ﬂl{% (§?@%)§r ffetita ?c?!im fyRe ﬁfvEﬂthH are c%@t@@ fl asfuﬁﬁer step under

- 0X0- 3 - OXO- ’H_l ol i ny
w{o}naﬂy Snditiano Fandiiar- t5-tyd pers@ skllled in the art. The coating 1s carrled out with

25tb] oph n I o) illed in a
PR SO A o B PR s o
spnpasi hydi)ﬁxyampplbdluﬂuget d&yﬂﬂmeypropy@mthﬁq:pllbgvs%ythmlfcellulose polyvinyl-

exanpl e and rab
gﬁ?r}?e V@glﬁgﬁ'ﬁ n%}nnil {TF Oi’gﬁ’f“g‘%a@,. eﬁémPlg% lidon® VA64, BASF),
ﬂialiad; &bﬂ/l&:teﬁ‘sld/foﬁineﬂi&irﬂg: atcfdeasmtdp\zbrmemrvpmmnhe@ﬂ)ammmml myethylacrylate,
no

fﬂpgbgpgeqf dd 1met ggwﬁg@atﬁéqu% a‘bcll‘gf’%J 1I1eutr d?aéharcah% a%ld estetriﬁ golymers of

ﬁﬁ%héfﬁwCQé“{@QHnﬂetﬁic}yhd ixid eteBp lath@b(hcrgalfatetﬂil@hyl &nq:lh@s}éa‘(t copolymers,
i nventi on, i d- release abl et s a# g
matbacay! Wha%qlrme lcé?raluanC%pa YPIRE: DEBYIRY 896

triacetate, triethyl citrate and/or colour additives/pigments such as, for example, titanium dioxide,

olyetHylene glycol, glycerol

iron oxide, indigotin or suitable colour lakes.

The present invention further relates to the use of the pharmaceutical composition according to the
invention for the prophylaxis and/or treatment of diseases, in particular of thromboembolic
diseases such as cardiac infarct, angina pectoris (including unstable angina), reocclusions and
restenoses after an angioplasty or aortocoronary bypass, cerebral infarct, transitory ischemic

attacks, peripheral arterial occlusive diseases, pulmonary embolisms or deep venous thromboses.



nmet hod usi ng apparatus 2 (paddle), such as described
in the experinental section in chapter 5.2.2., have a
Q value (30 mnutes) of 75% The active conpound (1)
can be present in the pharmaceuii cal conposition
according to the invention in a concentration of 0.1
to 60% preferably in a concentration of 1 to 40%

'B’He 1n\acn9 i0n 15:;1]1?1.*5%3&} mt%rtl:ate%agll glloJV %? Pie%s’ﬂr‘ gf’aetfe?-gﬁ eﬁ?@ﬁﬁy embodiments,

t&%xcmg howdverg pps o mésariogsd. Iﬂm@t gatahothwxs@f alk uightatatve data belOW relate to
acco ng to.the invention are coated in a further
@ﬁ%%agﬁggwm%?stonary conditions famliar to the
person skilled in the art. The coating is carried out
with addition of customary coating and filmform ng
agents famliar to the person skilled in the art,

such as hydroxypropyl cel | ul ose,

hydr oxypr opyl nmet hyl cel | ul ose, ethyl cel |l ul ose,

pol yvi nyl 20 pyrrolidone, vinylpyrrolidone-vinyl
acetate copolyners (for exanple Kol lidori VA64, BASF),
shellac, acrylic and/or nethacrylic acid ester
copolynmers with trinmethyl ammoni um net hyl acryl at e,
copol yners of di net hyl am nonet hacrylic acid and
neutral nethacrylic acid esters, polyners of

nmet hacrylic acid or nethacrylic acid esters, ethyl
acryl ate-nmet hyl nethacryl ate copol yners, nethacrylic
aci d-net hyl acryl ate copol yners, propyl ene glycol,

pol yet hyl ene gl ycol, glycerol 25 triacetate, triethyl
citrate and/or col our additives/pignments such as, for
exanpl e, titaniumdioxide, iron oxide, indigotin or
sui tabl e col our | akes. The present invention further
relates to the use of the pharnmaceutical conposition
according to the invention for the prophyl axis and/or
treatnment of diseases, in particular of thronboenbolic
30 di seases such as cardiac infarct, angina pectoris
(i ncludi ng unstabl e angi na), reocclusions and
restenoses after an angioplasty or aortocoronary
bypass, cerebral infarct, transitory ischemc

attacks, peripheral arterial occlusive diseases,

pul nonary enbolisnms or deep venous thronboses. 6 The
invention is illustrated in greater detail bel ow by
means of preferred exenplary enbodi nents, to which
however, it is not restricted. If not stated

ot herwi se, all quantitative data belowrelate to

per cent ages by wei ght. 7 Experinental section
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1. Tabl et preparation using granules conprising the
active conmpound (lI) in hydrophilized formfluidized
bed granul ation process 1.1 Tat)l et conposition (in
ng/tablet) 5 Active conpound (I'), mcronized 20.0 ng
M crocrystalline cellulose 35.0 ng Lactose
nmonohydrate 22.9 ng Croscarnellose (Ac-Di-Sol (r),

inmen? hydroxypropylnethylcellulose 5cp 3.0 ny
% l:g%t
ggg%%%lla W sul phate 0.5 ng Magnesium stearate
0.6 ng Fydroxypropylnethylcellulose 15 cp 1 5 ng
9 i t g Q th ne d

philized

rfg Zid?zeﬁ%e& 7 [a% FC%sgn(S cp) and sodium | auryl

sul phate are dissolved in water. The mcronized
hi tTabdet compesitita ({1l ngftabletispended in this solution. The
suspensi on thus prepared is sprayed onto the original

mﬁ%%,ﬁ? 0 e@qﬁg‘%’m al l'ine ceply q}lé)se | act ose

nonohy croscarnellose as a granul ati ng
Miagedrystallmetchbulossur se of a fl ui3di0zegl bed granul ation.

A& [ng oyl @nd sieving (0.8,pm mesh width) the

resu ng granul es, nagnesi um stedrate is added and
(Gnoxcadnelloa'eh(e\cﬂbleﬁﬁ Fhﬁ?dy m xt ur 8.0tus obtai ned is

ﬁyc{ltg:ygxso?)glgne%h 1Jhue Labl ets havb?gﬁga 6 mm di aneter and

PESTS ahccé) of 50 - N. The subsequent
Swiatnh lagrybdulghae t abl ets is carr0édngout using titanium
oxi.de, ch is suspended in,gn aqueous sol ution of
l%@’rcf)l%}ﬁ?egrﬁ | met hyl cel | ul ose % &5 cp) and
Hyﬂ:mbiw&l&reeaygkmaéﬁe, 15&p2. Tabl e nfyy eparati on using

S €O |ng t he actlve onmpound (1) in
I?R}Wqﬁ'bﬂ% Blys orm hi gh- speed: F‘gul ation process
Titanium dioxide _0.5mg

87.5 mg

1.2 Preparation

Hydroxypropylmethylcellulose (5 c¢p) and sodium lauryl sulphate are dissolved in water. The
micronized active compound (I) is suspended in this solution. The suspension thus prepared is
sprayed onto the original mixture of microcrystalline cellulose, lactose monohydrate and
croscarmellose as a granulating liquid in the course of a fluidized bed granulation. After drying
and sieving (0.8 mm mesh width) the resulting granules, magnesium stearate is added and mixed.
The press-ready mixture thus obtained is compressed to give tablets having a 6 mm diameter and a
fracture resistance of 50 — 100 N. The subsequent coating of the tablets is carried out using
titanium dioxide, which is suspended in an aqueous solution of hydroxypropylmethylcellulose

(15 cp) and polyethylene glycol.
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2.1 Tablet conposition (in ng/tablet) Active conpound
(I'), mcronized 5.0 ng 5 Mcrocrystalline cellul ose
40.0 ng Lactose nonohydrate 33,9 ng Croscarnell ose
(Ac-Di-Sol (r), FMC) 3.0 ngy TeT

Hydr oxypr opyl net hyl cel lul ose, 3 cp 2.0 ng Sodi um

| auryl sul phate 0.5 ng 10 Magnesium stearate 0.6 ny

),;'V @i‘"aﬁfé .‘/Jt' IERH OB irpribingGhe deti ﬂg"ﬁg\%%mm
i foami/high-peedigrianulatibniyy g5 87.5 ng 2.2 Preparation The

subst ances ceI I uI ose | act ose nmonohydrate and

£1 986R¢ FEL o%ﬁi% g/y%qlet)are m xed in a high- speed

M xer (originar i m xture).

Hydr oxypr opyl net hyI cellulose (3 cp) and sodium | auryl

Adgiivphertpound €), diigsuikeded i n wat 6.0 mghe ni croni zed active

ﬁ%%g;ﬁﬂﬂmgl %l dk%esuspended in Hb%ﬂ sol ution. 20 The

Sus sion S prepared is a de %0 the ori gi nal
Igacammlmorhydmwe as a granul at ISBIQn’lgi quid and bl ended

ni f or M t i gi nal uIe m xture with the
rf’?fag?ewf’#emf'ta%isa[&?ﬁg{)atl ng st After thorough
Higdxoxygropgimethglecilidae i @d out, tmenrgol st granul es are
i.eved (4 mesh wi dt h) and ied in the fluidized
gﬂlfnelﬁ\?rs'lesrup@f“gvi ng the dried g?gfﬂﬁ es (0.8 nm nesh
Mh@tehl)msmgmesi um stearate isoadged and m xed. The
ess re re thus obtaiped is conpressed to
}g‘f WTQBYE%@%Q %5¢i AgPa 6 nm E‘?éﬂ%eter and a fracture
yo%t@kaa?@c&ﬁo(ﬁo - 100 N. The gshgequent coating of

the tablets is carried out usi ng titani um di oxi de and
Irangsllgel | ow, the pignents bei ng!&gspended bef or ehand
TifdnRfh A6RouUs sol ution of hydr@xypropyl methyl cel | ul ose

(15 cp) and pol yethylene glyco
875mg

-

2.2 Preparation

The substances cellulose, lactose monohydrate and croscarmellose employed are mixed in a high-
speed mixer (original granule mixture). Hydroxypropylmethylcellulose (3 cp) and sodium lauryl
sulphate are dissolved in water. The micronized active compound (J) is suspended in this solution.
The suspension thus prepared is added to the original granule mixture as a granulating liquid and
blended uniformly with the original granule mixture with the aid of the rapidly rotating stirrer.
After thorough mixing has been carried out, the moist granules are sieved (4 mm mesh width) and
dried in the fluidized bed. After sieving the dried granules (0.8 mm mesh width), magnesium
stearate is added and mixed. The press-ready mixture thus obtained is compressed to give tablets
having a 6 mm diameter and a fracture resistance of 50 — 100 N. The subsequent coating of the
tablets is carried out using titanium dioxide and iron yellow, the pigments being suspended
beforehand in an aqueous solution of hydroxypropylmethylcellulose (15 cp) and polyethylene
glycol.
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3. Preparation of granules conprising the active
conpound (I) in hydrophilized formand filling as
sachets 3.1 Granul e conposition (in ng/sachet) Active
compound (I), mcronized 50.0°M) 5 Mannitol 662.0 ngy
Croscarnell ose (Ac-Di-Sol (r), FMC) 15.0 ngy

Hydr oxypr opyl met hyl ceI lulose, 5 cp 15.0 ng Sodium

%.a'i’rré(art(l ,n : lill O Hprising .' - I drophilized form and

fl aﬁlrll_x_tg[asrsgghmpray dr| ed 5. O ngy 750 0 ng 3.2
Prepar ati on Hydroxypropyl net hyl cel |l ul ose (5 cp) and

SOUMLLAEbiAl] RIALRadle di SOl ved in water. " The

M croni ze ve coffpound (I) is suspended in this
sol ution. The suspension thus prepared is 15 sprayed
@ﬂtvocorhnouod(@imiabnim&ture of mannitol angb.0 mg
o§t%?r nel lose as a granulating liquid HIE cour se
| ui di zed bed granul ation. After drying and
Gnosmmmloéc(xAs Drrﬁol‘FeEMGN dth) the resultintf.0mganul es,

#y i P R Bt Gt mi xed. The mdth Bet hus”

YAtk Ra! dufphbiel | ed i nto sachet pouches touYﬁ@ ng Wth

sachets fillin machi ne.
]T&’ﬁglﬁfzfsﬁ?rf%ﬁla‘iﬁf@@rroﬁhl}lo@sﬁe% i sing the aczr(? & compound
Sthawbidy hy@duemh) spriyg@tkdf orm and  filling i_ns.ontgard
gel ati ne capsules 4.1 Ganul e conpositi 073 é
ng/ capsul e) Active conpound (1), m croni 4 mgy o ngy
M crocrystalline cellulose 30.0 ng 25 Lact ose

Iprebysadée 79.5 ng  Mize starch 25.0 ng
Hydr oxypr opyl net hyl cel l ul ose, 5 cp 4.5 ngy

Hydroxypropylmethylcellulose (5 cp) and sodium lauryl sulphate are dissolved in water. The

micronized active compound (I) is suspended in this solution. The suspension thus prepared is
sprayed onto the original mixture of mannitol and croscarmellose as a granulating liquid in the
course of a fluidized bed granulation. After drying and sieving (0.8 mm mesh width) the resulting
granules, highly disperse silica (Aerosil®) and strawberry flavouring are added and mixed. The
mixture thus obtained is filled into sachet pouches to 750 mg with the aid of a sachet filling

machine.

4. Preparation of granules comprising the active compound (I) in hydrophilized form and
filling into hard gelatine capsules

4.1 Granule composition (in mg/capsule)

Active compound (I), micronized 20.0 mg
Microcrystalline cellulose 30.0 mg
Lactose monohydrate 79.5 mg
Maize starch 25.0 mg
Hydroxypropylmethylcellulose, 5 cp 4.5 mg
Sodium lauryl sulphate 0.5 mg
Highly disperse silica (Aerosil® 200, Degussa) _05mg

160.0 mg
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Sodi um [ auryl sul phate 0.5 ng Highly disperse silica
(Aerosil (r) 200, Degussa) 0.5 ng 30 160.0 ng -10 4.2
Preparati on Hydroxypropyl met hy] cel | ul ose (5 cp) and
sodi um | auryl sul phate are disdhl ved in water. The

m croni zed active conpound (1) is suspended in this

sol ution. The suspension thus prepared is sprayed
Pgﬁgeéggﬁg{iginal m xture of mcrocrystalline

cel'l'ul"ose, | act ose nonohydrate and nmize 5 starch as a
granulating liquid in the course of a fluidized bed
BydowyipeipylorthykEthdosed{Syép gnd rsddismdewrmlg sult@te8aramdisyelséd in water. The
s be 5T SRLLR AABES y WOl I0ETB8 Rl B prouc
dpgaytd bhtedhd origifi) nagturenofeattocgatiing rtltuldsay Ectgel @onohpdrate and maize

| - | i 2. 5. ' f _tabl et .
TR S EHDIATR RS B £ S o B B top, B Fhving and sieving
(0a3hh@tmeb M) the mesyltipg gpariat highty HBpérse GlidaAetosil®) is added and mixed.

'Ja'fré\é‘gi%élqug ; %ilqtd?;ﬁ]gq%t%l? E%Onxs{go q%rg%l%a%g lélgﬂ'?a&{ g%qﬂibgggpglﬁeesdof capsule size 2.
hydr ophi li zed active conmpound (1), uncoated tablets

aQoifpadisciloftRbIES Withewi 0 hiligedtaRtive doimpoahd {Ipe
foll om ng conposition are prepared (in ng/tablet):

' conpound (1 i croni zed 10.0 ny
ﬁgﬂ‘%g? anqsﬁ‘oﬂeérc?bi'rlaﬂ%se 40.0 ng 15 Lactose
nonohydrate 27.9 nmg Croscarnell ose (Ac-Di-Sol (r),
Ik Mzder 3to Qnvagtigatdy dieotslylpr popdriiet imd the | imptoosd bioavailpbiBtyOofifprmulations
Sodi um | quryl. sul phate 0.5 Va [ steargte 0.6
s sepegy Aol op s as S foroit B ety ISRV Gk pifye compound
ddhfehqDtof Hedblldwahg @mpbeitibieire Brepfre@amgthblry): t he
fluidized bed granul ati on/ suspensi on process descri bed

'n.l.%nThe 'xtgye for tabl et @ and the granules for
’%‘%’B’F &ympound @’IHH 8424 case pred@¥& o give tablets
Microcrystalline cellulose 40.0 mg
Lactose monohydrate 279 mg
Croscarmellose (Ac-Di-Sol®, FMC) 3.0 mg
Hydroxypropylmethylcellulose, 5 cp 3.0mg
Sodium lauryl sulphate 0.5mg
Magnesium stearate _0.6mg
85.0 mg
Tablet A: prepared by direct tabletting without granulation
Tablet B: prepared by the fluidized bed granulation/suspension process described in 1.2

The mixture for tablet A and the granules for tablet B are in each case pressed to give tablets

having a diameter of 6 mm and a fracture strength of about 70 — 80 N.
5.2 Tablet properties

5.2.1 Disintegration time in water (USP disintegration tester, Erweka):
Tablet A: about 1.5 minutes
Tablet B: about 6.5 minutes
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having a diameter of 6 nmand a fracture strength of
about 70 - 80 N. 25 5.2 Tablet properties 5.2.1
Disintegration tine in water (USP disintegration
tester, Erweka): Tablet A: about™ 1.5 minutes Tabl et B:
about 6.5 mnutes -11 5.2.2 In-vitro rel ease The
anounts of active conpound rel eased based on the
content of the tablets are shown in
$§gl afneq rél(?gl\?éseTabl e 1. In-vitro release 15 m n30
m n45 m n60 m n Tabl et A87%92%9©3%94% Tabl et
Byianauge¥asitesompemdyaldercd bagd@nrthe diclaneseiotat eortinpt pEthe tablets are
odi um |l auryl sul phate, 75 rpm 5.2.3
% oaval%legr??@@ For the investigation of the
bi oavail ability, three dogs were in each case
adnmi nTableck:du-vitkorrekeateabl ets of A or three tablets of B
in cross-over fashion. The correspondi ng
phar macokietiT rameters. . 10 —af ter—oral _
adni i stration of (3™fy of [¥ctive cénP¥tind (™Y ar
i st gd T Tabte 2 betow—+i2—TFabte2—FPharmacokinet] c

pararrgP@FtsAof act Blte conppltitl (1) |RAvaal Medfres. D.

o N [a) e s 4+ b o el 4+ b oo
|\/Ean . L J. 4 Ogt VT yTutir ar 1 Ui aryr UTTi

Tablet B 94% 95% 96% 96%

1%

(USP paddle, 900 ml of acetate buffer pH 4.5 + 0.5% sodium laury! sulphate, 75 rpm)

5.2.3 Bioavailability

For the investigation of the bioavailability, three dogs were in each case administered three tablets
of A or three tablets of B in cross-over fashion. The corresponding pharmacokinetic parameters

after oral administration of 3 mg of active compound (I)/kg are listed in Table 2 below:



Tabl et A

AUC( 0- 24) [ ng- h/ 1] 1. 392. 313. 342. 211. 552. 350. 974

AUC( 0- 24)

nor n{ kg- h/ 1] 0. 4640. 7701. 110.

738" 550. 7820. 325

Cmax[ ng/ 1] 0. 2990. 3980. 4300. 3711. 210. 3760. 0684
Cmax, nor nf kg/ 1] 0. 09970. 1330. 1430. 1241. 210. 1250. 0228

Aty ﬁf%‘%@’g%% g R A o o1

.823.033.733.171.163.190. 476

AUC(0- 24)[rrg h/ 1]

AUC( 0- 24) nor n kg kih0. 9381. 011. 241. Ofidanl6115060. ReSn 1S D.
Cmax[ ng/ 1] 0. 4780. $130. 32{10. 4281, 290. 4370. 102 .
Cnax, nor nf kg/ 1] 0. 1590. 17[f0. 107031431, 2856™1 46 B34 arithm.  |arithm.
ﬂbm),,(c X[ % 26. 41. 1793. 14. 29.5340. 347. 7
t ||u)\|_ 5060 50+041-421680382 Rest-t+—t+—sptte
%fbver @b k3% | on[2CGdee H3841) ahdl ver {1.55i npBar  [0.974
0 reI 5. 1. of ab in

AW% REMTL B, BT e o i, 022
GCuax absor pt i dmegdhd |@299s 20898 040-430 abi®-3tly i iled88d  [0.0684
% about 35 t san e, 13Lmrl decl,easd,i

y hi |gﬁ 6@9 531?11“ Q{“O? he iﬁ\j} di 1f%ir pp\'rlgs 0.0228
@edBen tabled A dae tab‘l2@9 B i|85.t he hiy2dv ophl20zge3.on  [27.8
of the actiyg conpound [T in et W|tn e[l
Yt he qqul innEg n(‘PQﬁ'SI n tké‘%}:nur‘lbo 49m"?9 0382
granul ati on. WO 2p05/ 0600940 -13 Patent cl aing
,Eﬂ'/ 2004/ 012897 1. Process far the preparation |of a

WY orally adninistranle pharnaceufical clonpoditiaon
AOOOF243i ng |[mghv] |2.82 3.03 3.73 3.17 116 [3.19 0.476
A @@;Oxgﬁ/ﬁé 0§93 XO ok L IR 1 POl @Y 108 ™ [o.159
G{Jax} met hyl ) {@ghi mmgnecalsbpxanmm (10428 (129 [0.437  |0.102
ydrophitzed—for characterized i that——5 (ld\é first

amul es cotf¥ilsi r901 Phe [4dtlve ou d14?1) 129 0146 |0.0341
deysrqphi | i zgg forpeare [1.17 93.4 14.2 9.53 403 47.7
tinax [h] 1.00 1.50 0.750 1.04 1.42 (1.08 0.382

Result: In spite of slower disintegration (see 5.2.1) and very similar in-vitro release (see 5.2.2) of

tablet B in comparison to tablet A, tablet B has marked advantages in absorption and thus a

bioavailability increased by about 35%. At the same time, a marked decrease in the variability is to

be noted. The only difference between tablet A and tablet B is the hydrophilization of the active

compound (I) in tablet B with the aid of the suspension process in the course of the moist

granulation.
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prepared by noist granulation (b) and the granules are
then converted into the pharmaceutical conposition, if

' with addition of pharmaceutically s
m%%$@§@482. Process according to Caiml1, %é%¥§004/012897
characterized in that the noist granulation nethod
used is 10 fluidized bed granul ation. 3. Process

! to daim1l or 2, characterized in that the
active conmpound (lI) is enployed in crystalline form
#. PrE6ass fRGEObébaieidn0ofd adlid) Grallf RahAete81E RS mhsutid@composition
the active conggund &%@ IS enFoned in mcronized -
f or m SOmBriEng preRREs-(He ot efionty 4@ -o pré-reRrphaligy hrghenylf-d,30xazolidin-5-
char agf.gking§9-thiBphdidaroRSnias EI? ¥y &RPRAATorknl Lharacterized in that
suspended in the granulating liquid is introduced Into
t he nnistfgranulation. 6. Process according to one of
danrd1 tgs%gra@ﬂqfr sIERsising gl jagtiveheqmpoped (I) in hydrophilized form are
phar naceutgr&aled by QRO SlhhiRbnl S @ tablet rapidly
rel easing the active conpound (1). 7. Solid, orally
adm ni strabl e pharnmaceuti cal conposition prepared by o
t he gPbcesdd db¢ Sraarlsy arothep oconyaied into the mhgrmageutisplafqmyposition, if
adm ni st r aB}epRAGH R & IR bhs RAIRARLA Abe AEREVS! NY
5-chl or o- Nt ({ {5S) -
2- 0X0- 3-[ 4- (3- 0x0- 4- nor phol i nyl ) - phenyl ] -1, 3- oxazol i di '
- 5- ﬁrg;ceswq;ﬁn; 1o Cizﬁtpdp Blarasieniged gdkegﬁhed@meq graqu}ptlon method used is
hydr gRiMilda%ed ohRifRonY. Pharmaceuti cal conposition
according to aim 8, conprising the active conpound
(1) in 25 crystalline form 10. Pharnmaceutical _
X onpdEraersorreaidinr @i Aigin d @ i shemcterizdpin Spthfhetagive compound (D) is
act i LehpfHEPRLRRtalhE forh, M cronized form -14 11
Phar macedti cal” conposition according to one of Cains
7 to 10, characterized in that the active conpound _
41) iPsocssseseaiding tp GlaisphebHpierizedin thet the achverpmpbunddd inemployed in
the tQtdhizdesnof the fornulation.

5. Process according to one of Claims 1 to 4, characterized in that the active compound (I)

suspended in the granulating liquid is introduced into the moist granulation.

6. Process according to one of Claims 1 to 5, characterized in that the pharmaceutical

composition is a tablet rapidly releasing the active compound (I).

7. Solid, orally administrable pharmaceutical composition prepared by the process according
to Claim 1.
8. Solid, orally administrable pharmaceutical composition, comprising 5-chloro-N-({(55)-

2-0x0-3-[4-(3-0x0-4-morpholinyl)-phenyl]-1,3-oxazolidin-5-yl } -methyl)-2-thiophene-

carboxamide (I) in hydrophilized form.

9. Pharmaceutical composition according to Claim 8, comprising the active compound () in

crystalline form.

10. Pharmaceutical composition according to Claim 9, comprising the active compound (I) in

micronized form.
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12. Pharmaceutical conposition according to one of
Clains 7 to 11, conprising sodiumlauryl 5 sulphate
as a wetting agent. 13. Pharmaceutical conposition
according to Claim12, conpri- '4n‘g sodi um | auryl

sul phate in a concentration of 0.1 to 5% based on

the total mass. 14. Pharmaceutical conposition

ccorgj ; Al : I+ Sing o
B ar o bt 81 Enbbs G Piabe A ode'er GRRREA 110 hpragerized i tht he
agent activQconipouhdy ivmeesertiic alcomentpdion of dro 626 begil g theototal mass of
d ai mri sing hydroxypropyl- nethylcellulose in
a co%éﬁmg@%ﬁ of 1 to 15% based on the total nass.

16. Pharmaceutical conposition according to one of

1@ ai nihafinacentitd dompeditionfageartiog torone &l Ctims 7 711, comprising sodium lauryl
Phar [ ition according to Cdaim116 in

t he @&%&%ﬁaﬁvg&%ﬁ%ﬁ%l ease tablet. 18. Pharnaceuti cal
conposition according to Claim16 or 17, characterized

I3n t HRbemdeenticalyiompositeon at&ordioy er €dimvil2,tomprioag sodum héryl sulphate in
Use of e.nhar utd . cal conmposition according to one

of Claaclobr%ngafog Jf@ﬁ? %}? A’t aéedcoﬁl :r'{g%ﬁ)% %% and/ or

treatment of thronboenbolic diseases. 20. Use of

13- l(:i’]lﬂfﬂngﬂahbl(tl{:ﬂFS))mﬁosﬂml- Bedortlir{g3-tox oned - afoIidimb | iyto) -13hecomprising
nyl ] - -oxazol i.di, N5 - e

nmet hyhlyfh-oﬁmr?ﬁyonﬁﬁ}gyr%clzlgp %eo%?aar}r”y %’é)p}(l&‘j blflﬁmﬁﬁ%phi lized

formfor preparing a nedicanment for 20 the

181 opPpbrersitioaid/compdsiteat remwtdind  tohaitnodrb odanprising  hydroxypropyl-
di se P ss faor t Lophyl axi nd/ or

tr oataneefforh 8RB amEh i o BaRt i 87 BaRMRrsty ati on

of a pharmaceutical conposition according to one of

16l ai Mbarthateuti¢:d composition according to one of Claims 7 to 15 in the form of a tablet.

17. Pharmaceutical composition according to Claim 16 in the form of a rapid-release tablet.

18. Pharmaceutical composition according to Claim 16 or 17, characterized in that the tablet is

covered with a coating.

19. Use of the pharmaceutical composition according to one of Claims 7 to 18 for the

prophylaxis and/or treatment of thromboembolic diseases.

20. Use of 5-chloro-N-({(55)-2-0x0-3-[4-(3-0x0-4-morpholinyl)-phenyl]-1,3-0xazolidin-5-y1} -
methyl)-2-thiophenecarboxamide (I) in hydrophilized form for preparing a medicament for

the prophylaxis and/or treatment of thromboembolic diseases.

21. Process for the prophylaxis and/or treatment of thromboembolic diseases by administration

of a pharmaceutical composition according to one of Claims 7 to 18.



