+ -1, Process for the preparation of a solid, orally adm nistrable

phar maceutical conposition The present invention relates to a process for
the preparation of a solid, orally adm nistrable pharnaceuti cal

conposi tion, conprising 5- chl or-o- N- ({(5S) - 2- 0x0- 3- [ 4- ( 3- 0x0- 4- or phol i nyl ) -
phenyl ] -1, 3-oxazol i di n-5-yl }-net hyl ) - 2- thisophenecar:boxam de i n hydrophilized
form and its use 5 for the prophylaxis and/or treatnment of diseases.
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proves pro enatlca . ce e active conpound (1) is also poorly soluble
in pharmaceutically acceptable solvents such as ethanol or acetone.
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.. Thus, solutions of active compounds are ﬁ'equently used which can be filled, for example, into soft
‘gelatine capsules. On account of the poor solubility of the active compound (I) in the solvents used
for this purpose, this option is not applicable, however, in the present case, since, in the necessary

20  dose strength, capsule sizes would result which are no longer swallowable.

An alternative process is the amorphization of the active compound. Here, the solution method
proves problematical, since the active compound (I) is also poorly solub_le in phmnaéeutically
acceptable solvents such as ethanol or acetone. Amorphization of the active compound by means
of the fusion method is also disadvantageous because of the high melting point of the active
25  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-
ceuiical Sciences Vol. 67, No. 7, July 1978, 935 - 939: “Effect of Hydrophilization of

30  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
In Vivo Availability of Hydrophilized Phenytoin from Capsules™). The active compound particles
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15 with addition of pharmaceutically suitable additives.

"" The moist granulation in process step (a) can be carried out in a mixer (= mixer granulation) or in a

w fluidized bed (= fluidized bed granulation); fluidized bed granulation is preferred. -

In the moist granulation, the active compound (I) can either be introduced into the pre-mixture
(original mixture) as a solid or it is suspended in the granulating liquid. Preferably, the actiye
20 éompound (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 (I)
25  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 pm, and Xy (90% proportion) of

less than 20 pm, in particular of less than 15 pm.

The granulating liquid used according to the invention contains a solvent, a hydrophilic binding
‘agent and, if appropriate, a wetting agent. The hydrophilic binding agent is in this case dispersed in

30  the granulating liquid or preferably dissolved therein.
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as sodi um | e Wy drSphiRE BinBing S dnP BASBECHERAL RSe HIUL BoréntraBi6itl b Mgl 396 i(dtsed on the
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agent .

. sodium dioctyl sulphosuccinate, partial fatty acid esters of polyhydric alcohols such as glycerol
-mbnostearate, partial fatty acid esters of sorbitan such as sorbitan monolaurate, partial fatty acid
esters of polyhydroxyethylenesorbitan such as polyethylene glycol sorbitan monolaurate,

20  monostearate or monooleate, polyhydroxyethylene fatty élcohol etﬁers, polyhydroxyethylene fatty
| ‘acid esters, ethylene oxide-propylene oxide block copblymers (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 pﬁarmaceutical composition), preferably of 0.1 to 2%.

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

additives are present. The following may be mentioned, for example:

° fillers and dry binding agents such as cellulose powder, microcrystalline cellulose, silicified
microcrystalline cellulose, dicalcium phosphate, tricalcium phosphate, magnesium
trisilicate, mannitol, maltitol, sorbitol, xylitol, lactose (anhydrous or as a hydrate, for

30 example monohydrate), dextrose, maltose, sucrose, glucose, fructose or maltodextrins



_If required, the wetting agent is enployed in a concentration of 0.1 to 5%
(based on the total mass of the pharnaceutical conposition), preferably of
"0.1to 2% 25 In the pre-mixture (original mxture) of the noist
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phar maceut i cq;lolyml-fs cﬁﬂféﬂﬁ&lyhct aid-metholradiyikge dopolyhiers. Nnventi on in process step
(b). Process step (b) corrprlses for exarrple tabletting, filling into

capsul es, pr- feral har d, gel ati ne or fi ng,as sac i
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addl tives. - Phar maceutically suitable additives which may be nentioned are,

for exanpl e; | ubri cant.s | i dant s I w ulatin ents such as. .
funmari Cma).m HrocessP étgp CORP: ses,nfg ab ettl%g, Eﬁl%g into cap uleg prefera‘t?ly %a.rd gelatine
-. capsules, or filling as sachets, in each case according to customary methods familiar to the person

_ skilled in the art, if appropriate with addition of further pharmaceutically suitable additives.

- Pharmaceutically suitable additives which may be mentioned are, for example:

20 e 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

° disintegration promoters (disintegrants) such as carboxymethylcellulose, croscarmellose
25 (crosslinked carboxymethyicellulose), crospovidone (crosslinked polyvinylpyrrolidone),
L-HPC (low-substituted hydroxypropylcellulose), sodium carboxymethyl starch, partially

hydrolysed starch, wheat starch, maize starch, rice starch or potato starch

The present invention further relates to a solid, orally administrable pharmaceutical composition,
comprising 5-chloro-N-({(55)-2-0x0-3-[4-(3-0x0-4-morpholinyl)-phenyl]-1,3-oxazolidin-5-yl} -
30 . methyl)-2-thiophenecarboxamide (I) in hydrophilized form.
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acid and peutral methacrylic acid esters, polynmers of methacrylic acid or

met hacryl i ¢ eedhagrylie tasids of methprryli rapidaesterprethy)| acmdateraneiiyll apethastyipst waralwmers,
" methadrylic acid-methyl acrylate copolymers, propylene glycol, polyethylene glycol, glycerol

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

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
25  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.

The invention is illustrated in greater detail below by means of preferred exemplary embodiments,
to which, however, it is not restricted. If not stated otherwise, all quantitative data below relate to

30 percentages by weight.



met hadrylic acid-nmethyl acrylate copol yners, propylene glycol, polyethylene
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of . t hr onboe ¥Epgrimengad segtiohases such as cardiac infarct, angina pectoris
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usi ng granul es conprising the active conpound min hydrophilized

form fl usdi aetivreshpemdil)) mictonizepr ocess 1.20.0lmpl et conposition (in ng/tablet)

5 Active cogpound (J.), picronized 20.0 M crocrystalline cellulose 35.0
my Lact ose%ﬂ%%i‘%ﬁcémf??% nmy Croscap%;l-(?’ﬁ‘ge (Ac-Di-Sol (r), FMC) 3.0 ngy
Hydr oxypr opy héigst msh&shtatd ose, 5 cp 3.0 npalfpsodi um | auryl sul phate 0.5 ng
Magnesi um st earate_ 0.6 ng dr oxypropyl met hyl'cel I ul ose, 15 cp 1.5 ny

glloss 60 g1

Pol yet hyl en€Te§Faa FMC) Ti t ani uGmexi de 0.5 ng 15 ' 87.5 ny 1.2

Preparati ongilyds TRy, 68) | ul ose (33 {p) and-sodium lauryl sul phate
are dissolved in water. "The

10 Sodium laury] sulphate ._ 0.5 mg
Magnesium stearate 0.6 mg
Hydroxypropylmethylcellulose, 15 cp 1.5 mg
Polyethylene glycol 3:350-- .  05mg
Titanium dioxide _0.5mg

15 - 87.5 mg
1.2 Preparétion

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 microcrystalline cellulose, lactose monohydrate and
20  croscarmellose as a granulating liquid in the course of —é 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

25 (15 cp) and polyethylene glycol.



~mcroni zed active conpound (1) is suspended in this solution. The suspension

thus prepared is sprayed onto the original mxture of mcrocrystalline

“cellul ose, |actose nonohydrate and 20 croscarnell ose as a granulating liquid

- in the course of a fluidized bed granulation. After drying and sieving (0.8

nm mesh width) the resulting granules, magnesiumstearate is added and

-mxed. The press-ready mxture thus obtained is conpressed to give tablets
! A )

D arzﬂﬂ)q lﬁmf

donip/Highrspead ex¢ w' 838 i on of hydroxypropylnethylcellulose
25 (15 cp) and polyethylene egcoI -7 2. Tabl et preparation using granules
conpri si ng | qﬂp@ n hydrophilized fornihigh-speed
granulat|onig?%§%%§M§p§ﬁ#B onp%3|tion (in ng/tablet) Active conmpound
(1), mcronized 5 Mcrocrystalline cellul ose Lactose nonohydrate
CroscarnelIA&Bm@Amp@mdsmhﬁmpnhﬁmmj FNdroxyp@ppylnethylcellulose 3 cp

15 cp POl yMRTOTERERS S RIIE200 1 ron yel | Y0 T ani um 6 ox! e 15 5.0 my 40, 0
m 33.4 ngLaoﬁasQnﬁﬂoheraQ gy 33.9 mg
Croscarmellose (Ac-Di-Sol®, FMC) 3.0 mg
Hydroxypropylmethylcellulose, 3 cp 2.0 mg
Sodium lauryl sulphate 0.5 mg
10 Magnesium stearate ‘ 0.6 mg
Hydroxypropylmethylcellulose, 15 cp 1.5 mg
Polyethylene glycol 400 0.5 mg
Iron yellow - . 0lmg
Titanium dioxide: ‘ 0.4mg
15 ‘ 87.5mg

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 (I) is suspended in this solution.

20  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 fotating 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

25  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

beforéhand in an aqueous solution of hydroxypropylmethylcellulose (15 cp) and polyethylene
glycol.



0.5ng 0.6nmy 1.5ny 0.5ny O0.1ng 0.4 ng 87.5 ng 2.2 Preparation The
subst ances cel lul ose, | actose nonohydrate and croscarnel |l ose enpl oyed are
"m xed in a high- speed m xer (original granule m xture).

Hydr oxypr opyl net hyl cel | ul ose (3 cp) and sodium lauryl sul phate are

di ssolved in water. The m cronized active.gonmpound (l) is suspended in this
.solution. 20 The suspension thus prepared is added to the original granule
mxture as &, gpRpulabh R gldrlits Compeisinb 1R GG H-e Woinbotsd bbb PRt A nd
granule m xture w Y at | :

t hor ough mi xi nillingas sasbets carri ed out, the noist granules are sieved (4 mMm
mesh width) and- dried in the fluidized bed. After sieving the dried

granul es (O. i 4 jum stearate is added and m xed. The
pr ess-ready3% %ﬁéﬁ%ﬁ%ﬁ%’&nnﬁggﬁg%omr essed to give tablets 25 having a
6 mm di aneter and a fracture resistance of 50 - 100 N. The subsequent

coati ng of tAveve tamipoaidy(I), miccemzeded out using titani uid.@ingxi de and iron

yel | ow, the.pi nts bei ng suspended beforehand in aqueous sol ution of
hydr oxyp op;}%‘?ﬂ‘?ﬁyl cellul ose (15 cp) and pol yet hyl eﬁ@%’&gycol . -8 3.

Prepar at i on MéscgiidNole ¢5c-DOBPI°] BNIQY t he active conmpoursd ff) in hvdrophilized
formand filling as _sachets 3.1 Ganule conposition (in ng/sachet) Active
conpound (| RydrrErrepyipetylediulpseg cP5 Mannitol 662. 0 nip-CM8scar nel | ose

(Ac-Di - Sol (rshdiufn¥earylkapRatéd  Hydroxypropyl nethyl cel l uipge, 5 cp 15.0 ny

Sodi um | auryl sul phate 1.0 nmg
Highly disperse silica (Aerosil” 200, Degussa) 2.0 mg
10  Strawberry flavouring, spray-dried 5.0mg
B 750.0 mg

3.2 Preparation

I—iydroxypropylméthylcellulose (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
15  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.

20 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
25  Lactose monohydrate 79.5 mg
Maize starch 25.0 fng
Hydroxypropylmethylcellulose, 5 cp 45mg
Sodium laury] sulphate 0.5mg
Highly disperse silica (Aerosil"’ 200, Degussa) _05mg

30 160.0 mg



Hi ghly disperse silica (Aerosil(r) 200, Degussa) 2.0 ng 10 Strav\,berry
flavouring, spray-dried 5.0 ng 750.0 ng 3.2 Preparation

Hydr oxypropyl net hyl cel l ul ose (5 cp) and sodium | auryl sul phate are di ssol ved
in water. The mcronized active compound (I) is suspended in this solution.
The suspension thus prepared is 15 sprayed onto the original -mxture of
.mannitol and croscarnell ose as a granulating liquid in the course of a
fluidized bgg g;e?gi.gtﬁhl on. After drying and sieving (0.8 nm mesh width) the
resulting granu hi ghly disperse silica (Aerosil(r) ) and strawberry
flavouring are added and m xed. The mxture thus obtained is filled into
sachet pouc Bdrorypramimetiylealinlese K cpi ehdofodams dauhd tsuiphbtk i ang) disse vddi mewathO Tth
Preparation_g n he ac ti |zed
form and fnll({rlorﬁéeadl nb@éﬁ&%ﬂﬂ mtgﬁ&espeélg%su %%s 2 ?"riH%&r nu%us en(%lr?ﬁ?sﬁllstpr ﬁre(i i

nmg/ capsul e) sﬁ@yddvma:mmgmdl (nix)ure msf@ﬁamrg@mu?eOceﬁlunsge 12tese QRidnpRjdadte laﬁthalze
cel I ul ose 30. se. no ohydrat e starch 25.0
Hydroxypéopymgﬁwm P‘H}gﬁw digt oarss%g éaafr‘?ﬁﬁar%w afiPn-SHIop HEfng a@dglewgg
Hi ghly di spey.s s mkihoiathele Qdultink )era281es, h%?%ua@@}se%léa Berd3f1% G0d@e dThd nixéh. 2
Preparati on_Hydr oxypropyl net hyl cell ul ose cp) and sodium [auryl sul phate
are di ssol v&le mixtyg ebtpinedris &llediocltl mede gach seseveto bendizolatioe @pyulesof sapsple sided in
this solution. The suspension thus prepared is sprayed onto the original

m xt ure of CERG ine.celd ok , d maize 5
starch as a@gr% %ﬁ&rﬁﬁlﬁﬂrﬁﬂ (ARG Pl ABEq TR B0 ed granul ati on.

After drying and sieving (0.8 mmnesh width) the resulting granules, highly
di sper se si Bilchalflgtenomppsition, preparatiied and ni xed.

10 In order to investigate the tablet properties and the improved bioavailability of formulations
containing hydrophilized active compound (I), uncoated tablets having a 10 mg active compound

content (I) of the following composition are prepared (in mg/tablet):

Active compound (I), micronized 10.0 mg

Microcrystalline cellulose 40.0 mg

15  Lactose monohydrate - 2;7.9 mg

~* Croscarmellose (Ac-Di-SolQ, FMC) 3.0mg

. Hydroxypropylmethylcellulose, 5 cp 3.0 mg

’deium lauryl sulphaté 0.5mg

Magnesium stearate _06mg

20 | 85.0 mg

Tablet A: prepared by direct tabletting without granulation

Tablet B: prepafed 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.

25 52 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



The m xture obtained is filled to 160 ng in each case into hard gel ati ne
capsul es of -capsule size 2. 5. Conparison of tablets w th/wthout .
‘hvdrophi lized active conpound (1) 5.1 Tablet conposition, preparation 10 In
order to investigate the tablet properties and the inproved bioavailability
of formul ations containing hydrophilized®ctive conmpound (1), uncoated
‘tabl ets having a 10 ng active conpound content (1) of the foll ow ng
conposi ti on 52.2 [nefas edessen ng/tablet): Active conpound (1), mcronized
10.0 - mg Mcrocrystalline cellulose 40.0 ng 15 Lactose nonohydrate 27.9 ngy

Croscarnel l gge (Ac-Di -Sal (r FMZ) 3.0 dro ropyl pmet hyl cel | ul gse, 5 -
o 5o e AT S PR T eea TRt el Gieny of Mo 2 o
mg Tabl et A shpieRaraBR 1meigk:r ect tabl etting w thout granul ation Tablet B:
prepared by the fluidized bed granul ati on/ suspensi on process described in
1.2 The mxture for tablet A and the granules for tablet B are in each case
pressed to give t&hleds dn-vigqrelggsea di aneter of 6 nmand a fracture strength
of about 70 - 80 N. 25 5.2 Tablet properties 5.2.1 Disintegration tinme in
wat er (USP di sinfegration (e$Ier, ErTWeRa).  Tapl.et A gpout 1. 5] m nutes
Tabl et B: about 6.5 minutes -%%mg{z.z #ﬁ%Witro4PéW%ase gﬁgmhnnu1ts of active
conpound r el ease@-hgsed—om tie_dectargd—tota—content—gf —the—tabl ets are

shown in Table 1|B&YW Tabl eSHo | n-v|¥% rel d23¢ 15 nilA%6 mi n4{5 m n60 mn

Tabl et A87%92%93%84%
Tablet B 94% 95% 96% 96%

D
o e]

(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

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



Tabl et B949®5%96%96% 5 (USP paddl e, 900 m of acetate buffer pH 4.5 + 0.5%
sodi um | auryl sul phate, 75 rpnm) 5.2.3 Bioavailability For the investigation-
of the bioavailability, three dogs were in each case adm nistered three
tablets of A or three tablets of B in cross-over fashion. The correspondi ng
phar macoki netic paraneters 10 after oral-gdm nistration of 3 ng of active
.conpound (1)/kg are listed in Table 2 below -11 Table 2: Pharnacokinetic
par amet ers OfabfcCs: i PhRrkRORRALR b drhmh etbR iof BivMedpowndly) Mean S.D. 1 2

3geom geomarithmarithm Tablet A

AUC( 0- 24) ( nyg--h/[111.392 313 342 211 552 350 974
AUC( 0- 24) 001, ,, [ kg-h/110. 4640 Amthal 110. 7351. 550. 78R3ar325 |S.D. [Mean  |S.D.
C. (mg/1]10.2990. 3980. 4300. 3711{210. 3760. 0684 . .
C'0"0_[kg/ 1] 0. 09970. 1330. 1430414241, 2[f0. 125030228 |8com.  |geom. farithm. Jarithm. .
C(24) | C~[ %4 1Pabnlet A9955. 112. 64. 2923. 42}. 8

t 0, gx[ h] 1. 00+—5686—"+504+941+—4210860-—3p2Feabl

AUC( 0- 24) [ (024323, odmeg Al 1131 . 168:3190. 4§é4ZUC( B2p4) p(l.55 |2.35 0.974

kg~bl 170. 9 “T. 247, T. 0R0,159 -
é[gg / 1]]0_ L IRRCH Wn HEERAL 03T O L1 Joras  Juss lotsz Joszs
Oms~0mf kg/ 1G4, 1590. 171mg0y0 021, 20(og4600@3a1 0371  [121 |0376  |0.0684

CC24)1 CCL% fp_ T1T753 T, 75390, 37 T A O 3P o R 2 ey o

C(24)/Crax [%] 12.2 2.99 55.1 12.6 429 (234 278
tmax [h] 1.00 1.50 0.750 1.04 142 |1.08 0.382
Tablet B
AUC(0-24) [mg-h/1] [2.82 3.03 3.73 3.17 1.16 |3.19 0.476
AUC(0-24)porm |[kgb/1] 0.938. [1.01 11.24 1.06 1.16 |1.06 0.159
Cmax [mg/l] [0.478 0.513 0.321 0.428 129 10.437 0.102
Comax.norm fkg/l]  [0.159 0.171 0.107 0.143 1.29 [0.146 0.0341
C(24)/Crrax [%]  |26.4 1.17 193.4 14.2 9.53 (403 47.7

o |tean [h] 1.00 1.50 0.750 1.04 142 |1.08 0.382

Ie 4

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
5  bioavailability increased by about 35%. At the same time, a marked decrease in the van'ability 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.



Result: In spite of slower disintegration (see 5.2.1) and very simlar
in-vitro release (see 5.2.2) of tablet Bin conparison to tablet A tablet
"B has marked advantages in absorption and thus a 5 bioavailability increased
by about 35% At the sane tinme, a marked decrease in the variability is to
be noted. The only difference between tablit- A and tablet B is the
-hydrophilization of the active conpound .(1) in tablet B wth the aid of

t he suspensi®iiefilcR§fiss i n the course of the noist granulation. -12 Patent
clains 1. Process for the preparation of a solid, orally adm nistrable _
phar maceuti cal caqnposi g on conprising ... . . ) .

5- chl or o- N- (¥ ( 5S)Erocegstor dbq mrepasatipppia sbdp psily pgminisyalls phpmecatieal £oBPPHR 5-
yl }-met hyl)-2-thi - I AT (A dx ol 22140 T X gha -1 zed
R B T R e e R e A R
hydr ophi | i zed f oryii-methyl)3rthippheaetatbpxamids () mrhydnepbilizadfofnh chaadertzbdinghatnul es
are then converted into the pharnmaceutical conposition, if appropriate with

addi ti on of pharmnaceutd ¢callvy.suitable ditjves. 2. Praces ceqrdi to
Claim i, 52har act grg% ze lr|§tnér e %%memrsrlélﬁs ©gr %euf%’{l?oélﬁgr@t Ho %%pg‘alzleésr}g%are
flui di zed bed granul atprepared 3y nidisograssatiomcording to Claiml or 2,
characterized in that the active conpound (1) is enployed in crystalline

form 4. Process according to ain1§& charac%erizgg in that the actjve .
conpound (1) is oAbl o8 16 SEs Gif Jien $eBYedsipte e pragomeutical SopRRsivgns i
one of Claims 1 to 4, a?ﬂ%ﬁﬂ&é @fth &REtidnlbf bhdnaldifeag shivdlecanmosnd (1)
suspended in the granulating liquid is introduced into the noist

granul ation. 6. Process according to one of Clainms. 1 to 5, characterjzed in
that the phaf nmacdlifiesaaccorgBgrd S1AP dn chagacierizethnethat the, sy, srapylation; pghadnsed is
active cgmpound (Auidize@-bePMahlatigar &l | y adm ni strabl e pharnmaceuti cal
conposition prepared by the process according 20 to Claiml. 8. Solid,

orally adm ni strabl e pharmaceutical conposition, conprising . )
5- chl or o- N- (¥ ( 5S)Rrocess according to Claim 1 or 2, characterized in that the active compound D is

employed in cfystélline form.

4, Process according to Claim 3, characterized in that the active compound (I) is employed in

micronized form. -

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

3 : 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 compouﬁd D.

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

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

carboxamide (I) in hydrophilized form.

9. Pharmaceutical composition according to Claim 8, comprising the active compound (I) in
25 crystalline form.
10. Pharmaceutical composition according to Claim 9, comprising the active compound (I) in

micronized form.



2- 0X0- 3-[ 4- ( 3- 0x0- 4- nor phol i nyl ) - phenyl ] -1, 3- oxazol i di n-5-yl)

-nmet hyl ) - 2-t hi ophene- carboxam de (I) in hydrophilized form 9.

Phar maceuti cal conposition according to Caim8, conprising the active-
"conpound (1) in 25 crystalline - form 10. Pharnmaceutical conposition
according to Caim9, conprising the active conpound (l) in mcronized
form -13 11. Pharmaceutical conposition-agcording to one of Clains 7 to 10,
.characterized in that the active conpound (l) is present in a concentration
of | to 60% basedhfRadelical ORbosHBE BccBiding ol fo® MY 1O M0, chiractENARE FRESUHE Cal
conposi tion according to one of C ains _/g to 11, conprising sodiumlauryl 5
sul phate as a wetttivagormppRt (D) s presephiaraeppesniriaten ofchippd$h basedh oméhredetdl messtod
G aim1l2, conprigl.Rgspdbym | auryl sulphate in a concentration of 0.1 to
5% based on the total mass. 14. Pharmaceutical conposition according to one
of Cainms 7 to 13, conprising hydroxypropyl methylcellul ose as a hydrophilic
bi ndi ng agen?.. 1BhatBacePhat pemmsitiog adcogiongposnt pHClamscordil Ngpripasial sodinm thpryl
conpri si pg hydroxypropyl - t hyl cel lulose in a concentration of 1 to 15%
based ongt he t ot éLﬁﬁﬁges%?wng‘gﬁég‘?‘rmceuti cal conposition according to' one of
Claims 7 to 15 in the formof a tablet. 17. Pharnmaceutical conposition
according t 03.0 aPharhéceitical bémfosiioh edcortlingtilaif] 2 a6 Apristtyl BiumLBuryl sulphate in
Phar maceutical conposition according to aim16 or 17, characterized in
that the tablet p&oncamrafignafbltoy”hasgdopieitpfgl ma9. Use of the phar maceuti cal
conposition according to one of Clains 7 to 18 for the prophylaxis and/or
treat ment ofigt hr ophaedtelal Cccﬂﬁg)%ﬁﬁ&?saccgr@m Us® @fe of Claims 7 to 13, comprising
5-chl oro- N- ({(55) - 20x0- 3- [ 4- ( 3- 0X0- 4- nor ﬁol_ i nyl)-phenyl]-1, 3-oxazol idin-5-y
|}- methyl)-2-th ﬁbﬁ@n@@ﬁmﬁwﬁw@se@iamﬁo@m gageeld form for preparing a
medi cament for 20 the prophylaxis and/or treatnment of thronboenbolic

di sease 2 Pr tf y i:s..and/ e¥.. 1 rqat of t olic
di seasegobylgdm gﬁf@?ﬁlﬁ%}l %ﬁgﬁgﬂa%%g}ggﬁt ?gal@ﬁaé%nggb?%?%ﬁgg%cgcg%%?% one
of ains 7 to 18ethylcellulose in a concentration of 1 to 15%, based on the total mass. 7

16.  Pharmaceutical composition according to one of Claims 7 to 15 in the form of a tablet.
17. Pharmaceutical composition according tc; Claim 16 in the form of a rapid-release tablet.
18. Pharmaceutical composition according to- Claim 16 or 17, characterized in that thé tablet is
157 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)-2-0)(0-3-[4-(3-oxo-4~morpholinyl)-phenyl]—1,3-0)'(_azolidin-5 -yl}-
methyl)-2-thiophenecarboxamide (I) in hydrophilized form for preparing a medicament for

20 the prophylaxis and/or treatment of thromboembolic diseases.

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

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



