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It is necessary in the development of formulations to take account of the physicochemical and

biological properties of the active ingredient (I), for example the relatively low solubility in water

20  (about 7 mg/l; 25°C) and the relatively high melting point of about 230°C of the active ingredient

‘ (I) in the crystal modification in which the active ingredient (I) is obtained when prepared by the
\ " route described in Example 44 of WO 01/47919 (Chem. Abstr. 2001, 135, 92625) and which is

referred to hereinafter as crystal modification 1.

WO 2005/060940 describes pharmaceutical dosage forms which comprise the active ingredient (1)
25 in hydrophilized form. Preference is given in this connection to rapid-release tablets which have a
Q value (30 minutes) of 75% in the USP (United States Pharmacopeia) release method with

apparatus 2 (paddle).

It has surprisingly now been found that dosage forms which comprise active ingredient (I) in
amorphous form and/or in the form of thermodynamically metastable crystal modifications display

30  improved bioavailability.

The present invention relates to solid dosage forms which can be administered orally and have

rapid release of active ingredient and comprise 5-chloro-N-({(5S)-2-0x0-3-[4-(3-0x0-4-



anor phous formand/or in the formof thernodynam cally netastable crystal

nodi fi cat i GBHC 0% pleRoreigh Compridved bi oavail ability. The present invention

relates to solid dosage fornms which can be adm nistered orally and have

rapid rel ease of active ingredient and cc,;wprl se

5-chl oro-N-({(5S)-2-0x0-3-[4-(3-0x0-4 BHC 05 1 110- Foreign Countries -2-

nor phol i nyl') phenyl ] - 1, 3- oxazol i di n-5-yl } met hyl ) - 2- t hi ophenecar boxam de (1),

char act er i zedphofinylhhatyl}- h&-ybxmml]ﬁ-ﬁ%e}nmﬁyﬂ)VBthidpgérfEGhr&ﬁdam(de) (T),n cedimxepiaeliSn f or m
nmet ast abl difj i on, and that 809% of

and/ or ther .
the active F‘)%&P@mw% ofivey ngrefigntd s‘@d‘ fP P“S pRA! %‘ grmodyngaca Y A§esabi8ur s

in the USP ciﬁ{aﬂ?&ﬁﬂlmchp@n&\ﬁtﬂah 867PSH @E AStive &@aaielhtea) 4% reRAkd oVét€a bekiddh@it 5
conditions of these in vitro rel ease investigations according to USP rel ease

met hod ar e d&seing pagursi i the JSExiskasenpahed Wétécapp%?fui §|<ﬁkd%ﬁéurt>mbﬁ§y furfheg

amount  af %gr{alﬁ)(;ns%@ttﬂe\!@m' AL ?éiéa@é“fnvésltléatfoﬁi ﬁ%@ﬁgl th USPasRke At tddGrd Rs@lbed
anount of active ingredient (1) present in the Josage form Preference is

gi ven to sdhihs epeaimreatad sactiem(sindsondidonsh The ampiing hf §4m obectizel ingredisneerdleased| | y

and have r. %1?45% eéagm @Bﬁ%&g\ﬁ@e 1&@@@9&%&@9% £ TR kS Brm.

5-chl oro- N

4- nor phol i nyl ) phenyl ] -1, 3- oxazol i di n-5-yl } met hyl ) - 2-t hi ophenecar boxam de
(1), char adr&eiereds igiven hrasoltdhﬁyrrmnqﬁchls@saetfpm \ivlnigr eedi @nadn(ihi}telied ogattyrapthous
form and that 80% of, ac e J.n ) are r dnot
exceedt ng. 3ol | i<BER0Y i Rl ) edtifisn sFuiBE R P TaaReBTH KBSt

In a pref ersecpesthgbpteayil- 1Gf-oxhzh)hdmﬁeﬂﬁﬁéth)il)’-l?/—ﬂﬁldphm,carB&%lﬁﬂe (B¢ tchatactérirgd eﬁll ent

(1) are released in a 15 peri I exceedi ﬁ'ﬁirq | SP rel e se nmet hod
W 1 appar it e cpBui e adie 05 magroaioi 8 Al Behsghyotasie Mt g T ent
in the dosageast®oiey aaﬁ&ibﬂdioﬂgx&&hﬁé"@hblﬂy(ﬂf\USPrielEz@E toheyho@r witht @ppata@ls el (paddre;
anor phous form and/ or thernodynam cally netastable crystal nodification. The

dosage f or /8 B8k or di ng to the invention preferably conprise active
ingredient (1) in amorphous formand/or in the formof netastable crystal

nodi ficati qpg prdferfdd e%maulmenpéf tRd ple@abinverdidh, 809, &aarcﬁ{zeci‘rlk&&leﬁ{t Bres f%[e@é%m{n jore
than 50% in particular | east 90% based on the total ampunt of active

i ngr edi Bnt perigd it exeseding Tl'h@lré%tUSE/éﬂqa??gﬁ@mde‘mh grpyrawa A (Fnddieeapy be present

in the dosage forns according to the invention partly or conpletely in

amor phous g %tl%hﬁ%rgﬁaﬁqs rﬂa@rﬂzﬁaré‘é&% ?He%selg@ £5r ab YRS 1o H{v&{tfoh ?QIW or

COI'T'pI’I se active | ng edi ent I'n am)rp ous formin an anount of | east
50% part i caingletely in amorphous form and/or thermodynamically metastable crystal modification. The

dosage forms according to the invention preferably comprise active ingredient (I) in amorphous
form and/or in the form of metastable crystal modifications in an amount of at least 50%,
20  particularly preferably more than 50%, in particular at least 90%, based on the total amount of

active ingredient (I) present.

The active ingredient (I) can preferably be present in the dosage forms according to the invention
partly or completely in amorphous form. The dosage forms according to the invention preferably
comprise active ingredient (I) in amorphous form in an amount of at least 50%, particularly
25  preferably more than 50%, in particular at least 90%, based on the total amount of active

ingredient (I) present.

In a preferred embodiment of the present invention, the partial or complete presence of the active
ingredient (I) in amorphous form and/or in the form of one or more thermodynamically metastable
crystal modifications also increases the active ingredient solubility, besides a rapid release rate. In
30  this embodiment too, the dosage forms according to the invention comprise active ingredient (I) in
amorphous form and/or in the form of metastable crystal modifications preferably in an amount of
at least 50%, particularly preferably more than 50%, in particular at least 90%, based on the total

amount of active ingredient (I) present. The increase in the active ingredient solubility or
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according to the invention display a release of active ingredient which is a factor of at least 1.5
times higher under the in vitro release conditions defined in the experimental section under non-
sink conditions with a dose of 20 mg active ingredient (I) after one hour compared with crystalline
micronized active ingredient (I) in crystal modification I. In this embodiment, the dosage forms
25  according to the invention comprise active ingredient (I) in a total amount of 20 mg and release an
amount of active ingredient (I) in a period of one hour in USP release method with apparatus 2
(paddle) which is a factor of at least 1.5 times higher compared with 20 mg of micronized
crystalline active ingredient (I) in crystal modification I. If, for example, the micronized active
ingredient (I) exhibits a release of 40% (8 mg) after one hour under these conditions, the
30  formulations according to the invention show release levels of at least 60% (12 mg). The
micronized active ingredient (I) in this case has an average particle size X5, value (50%

proportion) of from 1 to 8 pum and an Xy value (90% proportion) of less than 20 pm,

It is possible to employ for producing the pharmaceutical dosage forms according to the invention
all crystal modifications and the amorphous form of 5-chloro-N-({(55)-2-0x0-3-[4-(3-0x0-4-
35  morpholinyl)phenyl]-1,3-0xazolidin-5-y1} methyl)-2-thiophenecarboxamide (I) and the respective
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section.
20  The active ingredient (I) is present in the mixture present after the dissolving method according to
the invention preferably in a concentration of from 0.1 to 30%, particularly preferably from 0.1 to

\ 20%, in particular from 5 to 15%, based on the total mass of the dissolved components.

The method preferred according to the invention for amorphizing active ingredient (I) and for
generating thermodynamically metastable crystal modifications, and for stabilizing the amorphous
25  state of active ingredient (I) in the pharmaceutical preparations is the melting method, in which an

active ingredient is melted together with or in one or more suitable excipients.

Examples of excipients suitable for the melting method are urea, citric acid, stearic acid, sugars,
sugar alcohols such as, for example, mannitol or xylitol and hydrophilic polymers such as, for
example, polyethylene glycols (PEG), polyethylene oxides, polyoxyethylene-polyoxypropylene
30  block copolymers and vinylpyrrolidone-vinyl acetate copolymers, hydroxypropylcellulose (HPC),
saturated polyglycolized glycerides (Gelucire, Gattefosse) or mixtures of these excipients.
Preferred excipients are polyethylene glycols, mixtures of polyethylene glycols and mixtures of

one or more polyethylene glycols with one or more other suitable excipients, particular preferably
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must be ens acegﬂps énd Biophgmagguticsi Y4B, 107-117; Fi?»reltenbach J., “Feste Losungen durch
20  Schmelzextrusion — ein integriertes Herstellkonzept”, Pharmazie in unserer Zeit 29 (2000), 46-49].

It must also be ensured in this production method, through choice of a suitable formulation and
N suitable production parameters, that the degradation of active ingredient does not exceed

pharmaceutically acceptable limits.

The melt extrusion method for preparing the active ingredient (I) in amorphous form or in the form

25  of metastable crystal modifications is preferably carried out in the presence of a polymer such as,
for example, polyvinylpyrrolidone (PVP), polyethylene glycol, polymethacrylate, polymethyl-
methacrylate, polyethylene oxide, polyoxyethylene-polyoxypropylene block copolymers,
vinylpyrrolidone-vinyl acetate copolymers or a cellulose ether such as, for example,
hydroxypropylcellulose (HPC) or of mixtures of various polymers. The preferred polymer in this

30  connection is hydroxypropylcellulose (HPC), polyvinylpyrrolidone (PVP) or a mixture of HPC and
PVP. Hydroxypropylcellulose (HPC) or polyvinylpyrrolidone (PVP) is particularly preferred.

The proportion of polymer in the melt extrudate is preferably according to the invention at least

40% of the total mass of the melt extrudate.
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The product which has been obtained for example by the dissolving method, the melting or the
20  melt extrusion method and which comprises active ingredient (I) in amorphous form or metastable
crystal modification(s) can be further processed in various ways: it can for example be
comminuted and administered as powder or granules, where appropriate after packing as sachet or
in capsules. It is moreover possible to add conventional pharmaceutical excipients such as, for

example, fillers, flow regulators, adsorbents, wetting agents, flavours and colours.

25  The product comprising the active ingredient (I) in amorphous form or metastable crystal
modifications may additionally be further processed to tablet formulations. It can for this purpose
be cut, ground and mixed with conventional tabletting excipients such as fillers and dry binders
(for example cellulose powder, microcrystalline cellulose, silicified microcrystalline cellulose,
dicalcium phosphate, tricalcium phosphate, magnesium trisilicate, mannitol, maltitol, sorbitol,

30 xylitol, lactose, dextrose, maltose, sucrose, glucose, fructose or maltodextrins), disintegration
promoters/disintegrants (for example carboxymethylcellulose, croscarmellose (crosslinked
carboxymethylcellulose), crospovidone (crosslinked polyvinylpyrrolidone), L-HPC (low-
substituted hydroxypropylcellulose), sodium carboxymethylstarch, sodium glycolate of potato
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A product which has been obtained by the melting process and comprises active ingredient (I) in
amorphous form and/or metastable crystal modification can furthermore be produced in the form
of multiparticulate dosage forms. The term “multiparticulate dosage forms” means according to the
invention those formulations which consist of a plurality of small particles such as, for example,
25  spherical granules (pellets) or minitablets. The diameter of these particles is ordinarily from 0.5 to
3.0 mm. The cut and rounded extrudates or small-format tablets (minitablets with diameter not
exceeding 3 mm) can be coated where appropriate and packed in capsules or prepared as sachet. A
further possibility consists of further processing to larger tablets which, after contact with
water/gastric juice, release the primary granules/pellets by rapid disintegration. Active ingredient

30 (D) is particularly preferably present in amorphous form.

The present invention further relates to pharmaceutical dosage forms, preferably capsules, sachets

or tablets, comprising the multiparticulate dosage forms described above.

The present invention further relates to a process for producing the multiparticulate pharmaceutical
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20  deep vein thromboses. Active ingredient (I) is particularly preferably present in amorphous form.

The present invention further relates to the use of the solid pharmaceutical dosage form according
to the invention which can be administered orally, comprises the amorphous and/or
thermodynamically metastable active ingredient (I) and has rapid release of active ingredient for
producing a medicament for the prophylaxis, secondary prophylaxis and/or treatment of disorders,
25  in particular of arterial and/or venous thromboembolic disorders such as myocardial infarction,
angina pectoris (including unstable angina), reocclusions and restenoses following angioplasty or
aortocoronary bypass, stroke, transient ischaemic attacks, peripheral arterial occlusive diseases,
pulmonary embolisms or deep vein thromboses. Active ingredient (I) is particularly preferably

present in amorphous form.

30 The present invention further relates to the use of S5-chloro-N-({(55)-2-0x0-3-[4-(3-0x0-4-
morpholinyl)phenyl]-1,3-0xazolidin-5-yl} methyl)-2-thiophenecarboxamide (I) for producing a
solid pharmaceutical dosage form according to the invention which can be administered orally and

has rapid release of active ingredient.
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The in vitro release investigations described below were carried out under non-sink conditions in

order to demonstrate the supersaturation behaviour of the exemplary formulations.

Comparative formulations:

To illustrate the supersaturation behaviour of exemplary formulations 1 to 6 (see below), as
20 comparison the in vitro release (non-sink conditions) of the micronized crystalline active
ingredient (I) in the thermodynamically stable crystal modification I and of a rapid-release tablet
formulation produced by fluidized bed granulation and comprising micronized crystalline active

ingredient (I) in crystal modification I were determined.

Comparative formulation 1.1

25  In vitro release (non-sink conditions) of the micronized (Xso = 4 pum; Xg9 = 10 pm) crystalline

active ingredient (I) in crystal modification I; active ingredient dose 20 mg:

Time [min] 15 30 60 90
Release [%] 23 34 41 44

(USP paddle, 75 rpm, 900 ml of acetate buffer of pH 4.5)
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active |ngr ent dose 2 application of 2 tablets per vessel: Tine
[min] 15 %ogeropylmethyﬁelnqose 15 ¢cp 1.5 mg
10  Polyethylene glycol 3350 0.5 mg
Titanium dioxide 0.485 mg
Iron oxide red 0.015 mg
Exemplary formulation 1:
Active ingredient melt in PEG 6000 comprising active ingredient (I) in thermodynamically
15  metastable crystal modification:
Active ingredient (I), micronized (MOD 1) 200 g
Polyethylene glycol 6000 1.800 g
2.000 g
Production:
20  Polyethylene glycol is melted in a heatable reaction vessel (with stirrer and temperature sensor).

After a temperature of about 210°C is reached, the micronized active ingredient (I) is added and
heating is continued. After a temperature of 220-230°C is reached, the clear melt is discharged into
foils and these are cooled with the aid of dry ice. Grating is followed by comminution in an impact

mill to result in a product in powder form.



Rel ease [%4 46 50 52 52 5 (USP paddle, 75 rpm 900 m of acetate buffer of
pH 4.5) TheBHGK) dtl 1§-HenaighAjoimiries ook t he form of tablet B described in terns
of conposition and production in section 5.1 in the experinmental section in
WD 2005/ 060940 and whi ch had then been co&t ed, wth the follow ng
conposition of the coating (in ng/tablet): dr oxypropyl met hyl cel | ul ose 15
cp 1.5 ng 10 Pol yet hyl ene glycol 3350 0.5 ng Ti t ani um di oxi de 0. 485 ny

| ron oxi de Inedro0¢ledss (my-sitiocengitiansy off cxemplhytforomulation Adactiveingrediestdiosr@0 mpl t i n
PEG 6000 conpri si ng active ingredient (1) in ther m)dynam cally 15

met ast abl e erystat—modi-ficatirom—Activetngredientt ()5 —mcronized—(MD1)
200 g Pol ya‘imy[lmm]a gl ycol E)OOO 15800 ¢ 2.000 g |Produdtion:| 20 90
Pol yet hyI ene UI yL,U| —s—retted—+r—a heatrable—reactijon—vesset (vmth st+rrer
and terrperclmreases[ef:]sor) Afit er @8t enperaturié of agbout 810C ijs reahed, |t he
m cr oni zed “actt+ve—+ngredient—(H)—+s—added—and—heat+ng—+s—cont+nved—After a
t enper at ur gUSP padide, 23 0,990 met af dvetdte tulfer aflpBlat5)nmel t is di scharged into foils
and these are cooled with the aid of dry ice. Grating is followed by

commi nutio ln an act o result in oduct in orm .BHC O

L TT0" For oi g1 RSt el PEGblanslormyhfant £ &byl dnBhoReE s o BRI usrSy o
exenpl ary f@hf}]iuﬂe&'&vhtﬁlﬁnaroﬁla&iacﬂ& inprgdiedti(B donpatson A0 ) A yolubillty MeghEmbyd fadkdr 630 60
90 Rel ease {S%% % (USP paddle, 75 rpm 900 ml of acetate buffer
of pH 4.%5) 4bd @Ctﬁql%%fFer Ililat‘r exenpl ary formulation 1 displays a distinctly

i ncreased solubility (supersaturation) conpared with mcronized active

i ngredi ent Kxelnpl69TPakdIsqeh 2k- 1) . A solubility higher by a factor of 5 2 is
det ectabl e after 1 hour.

Melt extrudate with hydroxypropylcellulose comprising amorphous active ingredient (I):

Active ingredient (I), micronized (MOD 1) 450 g
Hydroxypropylcellulose (type HPC-M, Nisso) 3900 g
10 Xylitol 900 g
5250 g

Production:

Micronized active ingredient (I), hydroxypropylcellulose and xylitol are mixed and processed in a
twin screw extruder (Leistritz Micro 18 PH) with a die diameter of 2 mm. The mixture is extruded
15  with a throughput of about 1 kg/h and the following temperatures of the heating zones: 20°C
(zone 1), 100°C (zone 2), 174°C (zone 3) and 194°C (zones 4-8 and die outlet). The resulting

extrudate strand is cut into pieces about 1 mm in size and then ground in an impact mill.

In vitro release (non-sink conditions) of exemplary formulation 2 (active ingredient dose 20 mg;

sieve fraction <315 um):

Time [min] 15 30 60 90

Release [%] 36 66 85 90

20  (USP paddle, 75 rpm, 900 ml of acetate buffer of pH 4.5)

It is clear that exemplary formulation 2 displays a distinctly increased solubility (supersaturation)
compared with micronized active ingredient (I) (comparison 1.1). A solubility higher by a factor of

2.1 is detectable after 1 hour.



Exenplary formulation 2: Melt extrudate wi th hydroxypropyl cel |l ul ose
conpri si ng #63r edi ent (1): Active ingredient (1),
m croni zed (MOD 1) 450 g Hydroxypropylcellul ose (type HPC-M Ni sso) 3900 g
10 Xylitol 900 g 5250 g Production: M.gsonized active ingredient (1),
hydr oxypr opyl cel |l ul ose and xylitol are m xed and processed in a twn screw
extruder (Leistritz Mcro 18 PH) with a die dianeter of 2 nm The mxture is
extruded Exemplary formmlagiondput of about 1 kg/h and the foll ow ng
tenperatures of the heating zones: 20C (zone 1), 100C (zone 2), 174C (zone
3) and 1944diZlRedtéh #h Aehitl1syrRUlbRdmpridies MfepHobd RGive B¥felipane strand is
cut into pieces about 1 mmin size and {Jhen ground in aninpact mll. In
vitro rel ease (non-sink conditi onsz)i of exenplary formulation 2 (active
i ngr edi ent Astseinggdigg;(D. micegapized (MEP 1dn < 315 pn) :22%igne [nin] 15 30 60 90
Rel ease [%o@ﬁin?@yﬁ id8fe (1@RidoS5, wagidl e, 75 rpm 19%@% m of acetate buffer of
pH 4.5) It is clear that exenplary fornulation 2 displays a distinctly
i ncreaséd sSolitebi | ity (supersaturation) conpared245th microni zed active
ingredient (1) (conparison 1.1). A solubility hi r by a factor of 2.1 1is
detectable after 1 hour. BHC 05 1 110-Foreign Countries -13- Exenpl ary
formulation 3: Melt extrudate with pol yvinyl pyrrolidone conprising anorphous
active ingiPedivetion: (1): Active ingredient (1), mcronized (MOD 1) 220 g
Pol yvi nyl pyrrol i done (Kollidon 25, BASF) 1985 g 5 Xylitol 245 g 2450 g
P oduct on Mo ariast RS o AT kofdohe RPLYIEbNAL ROk ARG o

: twin screw extruder (Leistritz Micro 18 PH) with a die diameter of 2 mm. The mixture is extruded

10  with a throughput of about 1 kg/h and the following temperatures of the heating zones: 20°C
(zone 1), 100°C (zone 2), 180°C (zone 3) and 200°C (zones 4-8 and die outlet). The resulting

extrudate strand is cut into pieces about 1 mm in size and then ground in an impact mill.

In vitro release of exemplary formulation3 (active ingredient dose 20 mg; sieve fraction

<315 pm):
Time [min] 15 30 60 90
Release [%] 66 93 97 97

15 (USP paddle, 75 rpm, 900 ml of acetate buffer of pH 4.5)

It is clear that exemplary formulation 3 displays a distinctly increased solubility (supersaturation)
compared with micronized active ingredient (I) (comparison 1.1). A solubility higher by a factor of

2.4 is detectable after 1 hour.

Exemplary formulation 4:

20  Tablets comprising active ingredient (I) in metastable crystal modification in the form of a PEG

melt

Composition for 10 mg active ingredient (I) containing tablets (mg/tablet):



twi n screw extruder ]gLe_i stritz Mcro 18 PH with a die dianmeter of 2 mm The
mxture is -I'gn est hr oughput of about 1 kg/h and the foll ow ng
tenperatures of the heating zones: 20C (zone 1), 100C (zone 2), 180C (zone
3) and 200C (zones 4-8 and die outlet). The resulting extrudate strand is
cut into pieces about 1 mMmin size and then ground in an inpact mll. In
vitro rel ease of exenplary formulation 3 (active ingredient dose 20 ny;

si eve fractAdine ing@dBni)-PEG pRO0[mpeli{(pecBrampledd 90 R&0kmgd [%4 66 93 97 97 15
(USP paddl %ic?o%ﬁﬁ[ﬂneg%ﬁéd& of acetate buffer of p'z"uf‘mg) It is clear that
exenpl ary fornulation Isplays a distinctly increased solubility

( super sat urMaingol)(Peazlateb$Ip @60, Riogletted cr oni zed acti ve20twgedi ent (1)
(conparison.1.1). ‘A sql ubid | i gher by a factor o 2.4 is detectable
after 1 ho{}:rrf)scﬁéllee}%fﬁe;(%cfl&i)srohltﬂ(dg}i on 4: 20 Tablets c%orrnplgi sing active

i ngr edi ent dllpidarsiliveh dRkalbl(&erosiyZ0aDegwexd) f i cati on | Anihe form of a PEG nelt
Composition,for .10 active ingredient (I) containing tablets (ng tablet):
BHC 05 1 1 4@8?‘811@%9‘88untri es -14- Active ingredieﬁtiggu)-PEG 6000 melt (see
Exanple 1) 100 ng Mcrocrystalline cellulose 270 sgp mpannitol (Pearlitol SD
200, Roquette) 200 ng Croscarnellose (Ac-Di-Sol, FMC) 20 ng 5 Coll oi dal
silicon dioxide (Aerosil 200, Degussa) 4 ng. Magnesium stearate 6 600 ny
(* Anmount iéAéEH’élbtt‘éﬁ‘?aﬂ?é&F‘éPFW@g odh e gr i EriRersent e@t?%gfp@a?@mngéb@?aéfﬂ is
conpensat i NgicYRSHAAE Eliufose)M crocrystal line cellul ose) 10 Production: An
active ingredient (I)-PEG nelt is produced as described in Exanple 1. After
sieving (0.63 nm, the further excipients (see above table) are adm xed,
and thi ¥ niBediedon's conpressed in a tabl et

An active ingredient (I)-PEG melt is produced as described in Example 1. After sieving (0.63 mm),
the further excipients (see above table) are admixed, and this mixture is compressed in a tablet

press to tablets in oblong format 17 x 7 mm with a flexural strength of about 40 N.

In vitro release (non-sink conditions) of exemplary formulation 4 (active ingredient dose 20 mg;

15 2 tablets/vessel):

Time [min] 15 30 60 90

Release [%] 65 78 88 93

(USP paddle, 75 rpm, 900 ml of acetate buffer of pH 4.5)

It is clear that exemplary formulation 4 displays a distinctly increased solubility (supersaturation)
compared with micronized active ingredient (I) (comparison 1.1). A solubility higher by a factor of

2.1 is detectable after 1 hour.

20 Exemplary formulation 5:

Tablets comprising amorphous active ingredient (I) in the form of an HPC melt extrudate

Composition for 10 mg active ingredient (I) containing tablets (mg/tablet):



press to tablets in oblong format 17 x 7 mmwith a flexural strength of
about 40 N.Mﬂ@éﬂé&%’ﬁé&t@ﬁbn-si nk conditions) of exenplary formulation
4 (active ingredient dose 20 ng; 15 2 tablets/vessel): Time [mn] 15 30 60
90 Release [%4 65 78 88 93 (USP paddl e, ;575 rpm 900 m of acetate buffer
of pH 4.5) It is clear that exenplary formulation 4 displays a distinctly

i ncreased solubility (supersaturati ogx conpared with mcronized active

i ngr edi ent “(‘qt9Ve(’tg€ﬂ‘i‘t?aWI)s§ﬂCE¥t1‘)d?teA§e§ ymle Pty hi ghét’®g*a factor of 2.1 1is
det ect abl e gt RfysthuheUbiui&? Exenplary formulation 553 fablets conprising
anor phous active 1 ngredient SI) in the formof an HPC nelt extrudate
Conposi t i on-actepe (lablatosadYipagte)i ngr edi ent (1) cont ai APthget abl ets (ng/tabl et):
BHC 05 1 110- i yntd 15- Active ingredie ) - HPC extrudate (see
Exanpl e 2) @ﬁﬂ{%&l@%@%ﬁér%%?y(ﬁ)i ne cel |l ul ose 253 rr%tsm act ose (Tabl ettose,
Meggl e) 200Catgidalili®o araxalel(dsresi{ 2 DeuSa), FMC) 20 dAgnd Col | oi dal silicon
di oxi de (A QSieéi Zggaragegussa) 4 nmg Magnesium stearat e 6 me 600 ng (*
Anount is a a%nt ed acesiai ng to the current active 'r‘rrgT%di ent content;
conpensati ng substance is mcrocrystalline cellul 68@ngl0 Production: An
active ingredient (I)-UPC nelt is produced as described in Exanple 2. After

i evi 0. ' . the furt I pi ent . . t abl . 1 xed,
ana this. m AT s ol o P < BRLER Bk PP B g ©
format 17 xmiérodiyStallint belmildsé)exur al strength of about 40 N. In vitro rel ease

(non-sink conditions) of exenplary formulation 5 (active ingredient dose 20
ny; 15102 tﬁ(t))é et.s/vessel): Tinme [mn] 15 30 60 90

uction:

An active ingredient (I)-HPC melt is produced as described in Example 2. After sieving (0.4 mm),
the further excipients (see above table) are admixed, and this mixture is compressed in a tablet

press to tablets in oblong format 17 x 7 mm with a flexural strength of about 40 N.

In vitro release (non-sink conditions) of exemplary formulation 5 (active ingredient dose 20 mg;

15 2 tablets/vessel):

Time [min] 15 30 60 90

Release [%0] 100 101 101 101

(USP paddle, 75 rpm, 900 ml of acetate buffer of pH 4.5)

It is clear that exemplary formulation 5 displays a distinctly increased solubility (supersaturation)
compared with micronized active ingredient (I) (comparison 1.1). A solubility which is higher by a

factor of 2.5 is detectable after 1 hour.

20  Exemplary formulation 6:

Granules produced by the dissolving method with polyvinylpyrrolidone containing active

ingredient (I) in amorphous form:

Active ingredient (I), micronized (MOD 1) 40¢g
Polyvinylpyrrolidone 25 28.0g
25  Glacial acetic acid (acetic acid pure) 1400 g

1720 g



Rel ease [% 100 101 101 101 (USP paddle, 75 rpm 900 m of acetate buffer
of pH 4.5) BHC 0%l tl(-EgreipmGpunisiesnpl ary fornul ation 5 displays a distinctly

i ncreased solubility (supersaturation) conpared with mcronized active
ingredient (I) (conparison 1.1). A soluhikity which is higher by a factor
of 2.5 is detectable after 1 hour. 20 Exenplary formulation 6: G anules
produced by the dissolving nmethod with polyvinyl pyrrolidone containing
active indreeteamt (1) in anorphous form Active ingredient (1), mcronized
(MOD 1) 4.0 g Polyvinylpyrrolidone 25 28.0 g 25 dacial acetic acid
(acetic aC'/Q:tlpéan@ed& S’I)Ols%sl'glgedom%la@épagglc 1&-;{pa e gl'agl'?e Si%ﬂﬁtrdoeswoié in a
Production: Active I ngredi ent di ssol ved 5 l'acial acetic acid at a
t enper at ur eotatfy exbpsuator9@nd thmol@entns then ﬁ@tl&d;mlémawpatﬁm rempiding eass 5l oparsgly i s
then distil] . [ t ed_and
transter redoniinty 4R REKGe G £ SIRMR N R5Re, DRPRE! blac ITIRE, B 2

t enper atsur genpferdt@® of 1(1(29(1“,20"@} foalabnmt 48 Bouho Uiths .grahhles greagerndsSn ameorgr avdngeved a
nortar and S|eve)d (<1 m). In vitro release (non-sink conditions) of
exenpl ary f(o} Miati on 6 (active ingredient dose 20 ng): Time [mn] 15 30 60
90 Release [9%9 79 82 83 83 (USP paddle, 75 rpm 900 m of acetate buffer
of pH 4.5) HvitioSeledse @onishiicomiitumng) dleyenipdirintrailation 6 (aditepihgydierdt doieDinipgt | y
increased solubility (supersaturation) 10 conmpared with nicronized active

i ngr edi ent h—(eenparison—t—-—A—setubi-Hty—whieh—+ts—hi-gherby—a—Faetor
of 2 is detemiain] after 1 hour. 18i oavailabdity [1) C«mpar atii ve spudy i|n
rats (3 nglkg—Fhrebieava-tabi-Hty—wasHnvestigated—by—adm-nhstert-nrg—3—HYy/ kg
active ingnRelesd%}!) in eagh cage to 82 83 83

(USP paddle, 75 rpm, 900 m] of acetate buffer of pH 4.5)

It is clear that exemplary formulation 6 displays a distinctly increased solubility (supersaturation)
10  compared with micronized active ingredient (I) (comparison 1.1). A solubility which is higher by a

factor of 2 is detectable after 1 hour.
Bioavailability
1) Comparative study in rats (3 mg/kg)

The bioavailability was investigated by administering 3 mg/kg active ingredient (I) in each case to

15  male Wistar rats:
. a) in the form of exemplary formulation 1 (suspended in water)
b) in the form of exemplary formulation 2 (suspended in water)
¢) inthe form of exemplary formulation 3 (suspended in water)

d) in the form of the micronized crystalline active ingredient in thermodynamically stable crystal
20 modification I (suspended in 0.5% strength aqueous methylhydroxyethylcellulose (proprietary
name: Tylose MH 300))

The corresponding pharmacokinetic parameters are listed in the table below (geometric means):



15 male Wstar rats: a) in the formof exenplary fornmulation 1 (suspended in
wat er) b) BECOhbI1HGFereign Cavdigs| ary formul ati on 2 (suspended in water) c)
in the formof exenplary formulation 3 (suspended in water) d) in the form
of the mcronized crystalline active ingnedient in thernodynamically stable
crystal 20 nodification | (suspended in 0.5% strength aqueous

met | iyl hydroxyethylcellulose (proprietary nane: Tylose M4 300)) The
correspondi ng pharnacoki netic et er Jahsted pn tab bel
(geonetricl means): BHC 05 1 111“%;%{:(2?3?%%%%%5“8? -1%“%%”(0- Zbﬂaf)x’mﬂlgggm
(0-24)norm Crmax [ng/1] Cmax n%gh,{}l]kg/ ] [ﬁ(F:gﬂp/ 1]| [ kg-h/ 11 Bxenpl ary
formul ati g 2.45 0.818 0.¥21 Q-240 xenplary formilation 2 2 70 0.900

0.996 0. SS%Xeggﬁ@gt,ﬁmatfogqul atihglg 3 21 79 @.8981 0.961 78320 |Crysgadg i nej}
m croni zed. 0. 762 "0 254 0 _22P 0 074 active ingredilent Result: Exenplary

formul ati oExdmpRARGINRIABn2CT I Ve 2i7agr ed| ent olohd i n tt hergmynani cal ¢ y32

net ast abl g mplary forimulations 2 and 3
conpri si ng BehpME ognfdhent (1 p.Jon anprpheusi5 form digqal ay [a digsionctly

i nproved bioavailability coppared withl admnistration of the lcrystalli
m croni zed @eddINR, t@6Bgbaent i noyhe ther no@dyran cal |y giabl e crysg gy
nmodi ficatijon | (factor of 3;/2 for exepplary fornulation 1; flactor 3.5 fpr
exenpl ary [faguveunrgiediy 2 and|factor of B.7 for exenplary fornulation 3).|2)
Conpar at i vestudy T dogs (150 ng/kg) 10 The bi oavai rabi ity was
i nvestigated by crossover adm nistration of 150 ng/ kg active ingredient (1)
in each case to 4 Beagle dogs: e) in the formof exenplary fornul ation
(suspended Remulaat er) f) in the formof the mcronized crystalline active
ingredient in crystal nodification | (suspended in aqueous

met hyl hy dr gxy QLAY G8hiH6R3 %ol BrsiRd adiRl ARFUBhARYin AR ayLYh SR, Mibs3Berfiia

modification and exemplary formulations 2 and 3 comprising active ingredient (I) in amorphous

5  form display a distinctly improved bioavailability compared with administration of the crystalline
micronized active ingredient in the thermodynamically stable crystal modification I (factor of 3.2
for exemplary formulation 1; factor 3.5 for exemplary formulation 2 and factor of 3.7 for

exemplary formulation 3).
2) Comparative study in dogs (150 mg/kg)

10 The bioavailability was investigated by crossover administration of 150 mg/kg active ingredient (I)

in each case to 4 Beagle dogs:
e) in the form of exemplary formulation 1 (suspended in water)

f) in the form of the micronized crystalline active ingredient in crystal modification I (suspended
in aqueous methylhydroxyethylcellulose (0.5%) (proprietary name: Tylose MH 300) with
15 addition of 2% Solutol HS 15)

The corresponding pharmacokinetic parameters are listed in the table below (geometric means):

AUC (0-24) AUC (0-24)porm Ciax [mg/1] Conax, norn [kg/1]

[mg-h/1] [kg-h/1]
Exemplary formulation 1 445 0.297 7.54 0.050
Crystalline, micronized 12.2 0.081 222 0.015

active ingredient




15 addition of 2% Solutol HS 15) The correspondi ng pharmacoki netic

par anmet er s BHE 0pjldtl BdoreseniGoantrigh| e bel ow (geonetric means): AUC (0-24) AUC
(0-24)nnrm Cmax [ng/ 1] Crax, noun [kg/1l] [rmg-h/1] [kg-h/1l] Exenplary
formulation 1 44.5 0.297 7.54 0.050 OCrysfg@lline, mcronized 12.2 0.081 2.22
0.015 active ingredient BHC 05 1 110-Foreign Countries -18- Result:
Exenplary formulation 1 conprising active ingredient (1) in

t hernodynami cally nmetastable crystal nodification displays a distinctly

i mproved bioavailability conpared with adm nistration of the 5 crystalline
m croni zed getijve ingredient in the thernodynamically stable crystal

nodi fication 1 (factor of 3.6). 3) Conparative study in dogs (20 ng per dog
equi val ent to about 2 ng/kg) The bioavailability was investigated by
crossover aBrximpilay familehorof caiprisipg @ctivetingredien Glitn tRermgdkginically mietagablegysieli ent
(1) in the form of th ol | ow I for at i ons | ch, case t

fetale 10 Boufdon giBbSn S bRREh sl ALy AGalel SFACRARSRGR 5F e
(adm ni st r atrygaliod midodzedhacdes ingiedieabireths/ thagpdynbiidatly tstable f aysml afiodéficatiqnl [ar y
formul ation A4 %ag?iﬁgi stration of in each case 2 tablets/dog) The

correspondi %Ct P cokinetic paraneters are listed in the table bel ow
(geonetric neans): AUC (0-24) AUC (0-24)," ,,,, Crmax [My/ 11 Crax, umm

[kg/ 1] [ mo3hdempdri@vedvtiddy idoparanigyrr 16g éqiliviléndfo dbodit 2 nfpfkgd). 938 0. 447 0. 228
Exemplary fornmulation 4 2.71 1.39 0.665 0.341 15 Result: Exenplary

formul ation..4 conpri,sing active i redient (l).in.the d m.cal |
ot et abl o Ehs A oaRTatl e Gl rred PSP b s iRt AL Slotts pere
conpar ed Wi §dfive aippaicat (1Y €n fiQr fouh alfiteN following (thEle REmEINTGAL iiS el Gy &t afelare

m croni zed active ingredient (1) in the thernodynamcally stable crystal
modi fi c&?i ofeagle do%ict or of about 1.5).

a) in the form of comparative formulation 1.2 (administration of in each case 2 tablets/dog)
b) in the form of exemplary formulation 4 (administration of in each case 2 tablets/dog)

The corresponding pharmacokinetic parameters are listed in the table below (geometric means):

AUC (0-24) | AUC (0-24)nom Conax [Mg/1] | Ciax, nom [k&/1]

[mg-h/1] [kg-h/1]
Comparative formulation 1.2 1.84 0.938 0.447 0.228
Exemplary formulation 4 2.71 1.39 0.665 0.341

15 Result:

Exemplary formulation 4 comprising active ingredient (I) in thermodynamically metastable crystal
modification displays an improved bioavailability compared with comparative formulation 1.2
(tablet comprising crystalline micronized active ingredient (I) in the thermodynamically stable

crystal modification I) (factor of about 1.5).



BHC 05 1 110-Foreign Countries 19 Cains 1. Solid pharnmaceutical dosage
fornlwhichﬁﬁﬁﬁiﬁﬁéhﬁﬂiw%ﬂéﬂéﬁﬁoraIIy conpri ses 5-chl oro-

N ({(5S) - 2- oxo- 3-[ 4- ( 3- ox0- 4- nor phol i nyl ) phenyl ] - 1, 3- oxazol i di n-5-yl } net hyl)
- 2-thi ophenecarboxam de (1) and has rapiél_rel ease, characterized in that 5
(a) it conprises active ingredient (1) in anorphous form or

t hernodynam cal ly netastable crystal nodification, and (b) 80% of active

i ngredi ent Glaimsare rel eased in a period of less than 2 hours in USP rel ease
met hod with apparatus 2 (paddle). 2. Pharmaceutical dosage formaccording to

Caiml, characigfd Bl%gmh&uﬁéaﬁhos%é%o% vaifch! K be l@mhﬁ%&lddrﬁﬁl cbrhpris®d SciiGbeased
in a period not exceeding 1 hour USP r el ease net hod apparatus 2

(paddl e). 3. Phéﬁ-ﬁ%ﬁé&&pk@ai[%ﬁm@g‘émwhﬂhrwehﬁmﬁmé qer@idalrﬁyll}methylz
characterized ip tan@{ néc'él}ng:ﬂf? andfhas': &hﬁg‘%‘ﬁe Sc‘ﬂPr%téff‘}eH'iththO” behavi our in

in vitro rel ease tests under S|n ifirons conpared with mcronized
active ingredient (1) in the thernodynamcally stable crystal 15

nodi fication |. (. it Pbreprirecetivé ogteddus@ge amorphvwdonr o thgmodyn@nddally Bgtastable
characterized in thatalmotdsﬁcgpsnagne form releases, inin vitro release tests

in USP rel ease rret‘h%& apoparadt us 2 (paddle) under non-si nk condi tions

in 900 mM of acetate buffer at pH 4.5 without surfactant addition with a
speed of rotati ¢ % dhetisd inglreéilentcﬁ) arcrelepsanl inm @ripé of logh thefn 20ersio USP wil¢ake a

total anount of 20 nt be tested of 20 ng of active
ingredient (1), atma%%iﬁ% gﬁg P( f ictive ingredient (1) which is higher
by a factor of 1.5 than 20 ng of mcroni zed active ingredient (1) in the

t her nodynaii cal IPjarsiacentieal cloypt dbrniractivfdiratol Olaind 1, charabtrizeduia ehdtisow ofiasiage
form according to 1 to, 4, .characterized hat t gr { d| ent
orm acgordi ng e A )b S SR e B TR b

25 nodificati ona@ér@uscb%mléy ng nethod. 6. Pharnaceutical dosage form
according to Caim5 aracterized in that acetic acid is enployed as

sol vent, and one or nor.e sui tagl e excipients, prefera 2&%/
pol yvi nyl pyr r ol PaRHaceutich! dosageideym agrerding do Glaim ) r i2n ghasatiesiaed i hatitais gpsagent
in a concentratigm Gbwk "s%s@tuﬂaﬁbﬁ) bfglgvf‘i’ohlnm in vitro release tests under non-sink conditions

compared with micronized active ingredient (I) in the thermodynamically stable crystal

15 modification L.

4, Pharmaceutical dosage form according to Claim 3, characterized in that this dosage form
releases, in in vitro release tests in USP release method with apparatus 2 (paddle) under

non-sink conditions in 900 ml of acetate buffer at pH 4.5 without surfactant addition with a

speed of rotation of the stirrer of 75 rpm in a period of one hour with a total amount of

20 active ingredient to be tested of 20 mg of active ingredient (I), at least an amount of active
ingredient (I) which is higher by a factor of 1.5 than 20 mg of micronized active

ingredient (I) in the thermodynamically stable crystal modification 1.

5. Pharmaceutical dosage form according to Claim 1 to 4, characterized in that the active
ingredient (I) is amorphized or converted into a thermodynamically metastable crystal

25 modification by a dissolving method.

6. Pharmaceutical dosage form according to Claim 5, characterized in that acetic acid is
employed as solvent, and one or more suitable excipients, preferably polyvinylpyrrolidone,
are added, and the active ingredient (I) is present in a concentration of from 0.1 to 30% in

the mixture resulting from the dissolving method.

30 7. Pharmaceutical dosage form comprising granules comprising the active ingredient (I)



the m xture resulting fromthe dissolving method. 30 7. Pharnaceutical
dosage f or BiEaApt il EQ-Fereign gauitees conprising the active ingredient (1) BHC 05
1 110-Foreign Countries -20- according to Claimb5. 8. Pharmaceutical dosage
formaccording to Caim7 in the formof ,g_capsule, of a sachet or of a
tablet. 9. Process for producing a pharnmaceutical dosage form according to
Caim5 to 8 5 characterized in that a m xture conprising the active

i ngredi ent (1) iascopdiepr@amii.th the aid of the dissolving nethod and is
ground, mxed with further pharmaceutically suitable excipients and then
packed as chet, f

corrpressedss;r ef grh %aﬁé@%&léﬁ Sagggortﬁlaatg (farstht )rﬁdg@ggx\?tuﬂ hté?gjme&td Sugﬁﬁf?%aﬁg %r
coated. 10. PharOfrataéls:tl caI dosage formaccording to Claim1l to 4,
characterized in that the active 10 ingredient (1) is anorphized or
converted ignto r god 8% I jficati.

mel ting metgnhod %(%ClgsS ar %ggaulg%a %hﬁg‘éﬁegtté P ocg)%acgacgo%r%d?cﬁg EH & 53%1%18%0?&/ g
characteri zed i rhirhat¢rizod @ that anixtire @uiptisiog meeaxmepngedlmt (I isgfrgraeddIwithahe aid

ot eai ent (1) 1 Ut 88T RO omt dn et ohof SePauGe preBRSou Thae

][nxt ure 15 resukéipio@s aid @en pd&eedﬁslshdhetgormmmas)sdaftkﬁmlxlﬁ’fgamﬂaﬁeluﬁmgaimpi@mage
orm conprising an active_i ngredij.ent t accordi conpri si ng
the active ingr &QMBiGEsef pyeferaply b ‘&F%@E@HPW&? é}g% Cf“bg?ﬁ?]lé(&’ﬁﬁ?aé‘?dng to Claim
12 in the formof a capsule, of a sachet or of a tablet. 20 14. Process for
produci ng aopharpiBGRbéiica! dossaeen hebimCeoCdiny td 9, fHagict¥tiddd ﬁlqm:kahe actlve
characterized in that a m xture, conprising the active i ngredi ent l()

prepareld with tHeeredint (pfis prerrhiged Phgometdtbtrtaadhirmodiamially meed lwcmtal
further phar maceydifalidn/byStthiiahy Seth§Ci pi ents and then packed as sachet or
capsule or, after mxing wth tabletting excipients, conpressed preferably
by direct t abl etting to tablets, which can finally be coated. 25 15.

Phar maceut ildal dhemsecutist dosegeciorm vecordingotoa Chim 19.ocharacterizadaint thati ong rimere hat
the active 1norgli@icilobs! eRABLABCARMyRhe §8SHE Eiplofdindhe melting method,

t her nrodynam cal Iy net as e crystal
and the active ingredient (I) is present in a concentration of from 0.1 to 30% in the mixture

15 resulting after the melting process.

12. Pharmaceutical dosage form comprising an active ingredient melt according to Claim 10

comprising the active ingredient (I).

13. Pharmaceutical dosage form according to Claim 12 in the form of a capsule, of a sachet or
of a tablet.
20 14. Process for producing a pharmaceutical dosage form according to Claim 10 to 13,

characterized in that a mixture comprising the active ingredient (I) is prepared with the aid
of the melting method and is ground, mixed with further pharmaceutically suitable
excipients and then packed as sachet or capsule or, after mixing with tabletting excipients,

compressed preferably by direct tabletting to tablets, which can finally be coated.

25 15. Pharmaceutical dosage form according to Claim 1 to 4, characterized in that the active
ingredient (I) is amorphized or converted into a thermodynamically metastable crystal

modification by melt extrusion.

16. Pharmaceutical dosage form according to Claim 15, characterized in that
hydroxypropylcellulose (HPC) or polyvinylpyrrolidone (PVP) is employed as polymer in

30 the melt extrusion, the proportion of polymer in the melt extrudate is at least 40%, and the



nmodi fication by nelt extrusion. 16. Pharnaceutical dosage formaccording to
c ai m 15, cﬂé@é&@ﬂm&tﬂﬁw hydr oxypr opyl cel | ul ose (HPC) or

pol yvi nyl pyrrol i done (PVP) is enployed as polynmer in 30 the nelt extrusion,
the proportion of polyner in the nelt exthudate is at |east 40% and the BHC
05 1 110-Foreign Countries -21- active ingredient (1) is present in the nelt
extrudate in a concentration of from0.1 to 20% 17. Pharnaceutical dosage
form accor di ng taetivsjingrediend{D) @ ragsamf il the onelt gtrudetsan aeensentragidn phiranhd 1a20%.east
one pharmaceutically suitable substance is added in a concentration of from
0.2 to 40%7as RhalkGheRldoll e &%P&M%‘Breltﬂ&q{f@qani@ﬁ HOR! GARERE- AP 1 NG
poi nt of the active |ngre I ent f har maceut | cal  dosage form
according to Cl déast drig, phetmaacewicell svatdble mulisiaace isladdedpihar soncatratianadf] fyons Qﬂttabl e
additive is a s r rmaceut [

melt extrudate %%%or%lg&lc%r @L%erﬁoigé’er égﬁgrrf"g?lﬁ}”gs? %g IE‘?IE}E% ﬁﬁéﬁ) %fl | en IV?I ).
10 20. Bhar naceungrexhéntcmxsage formaccording to daim119 in the formof a
capsule, of a sachet or of a tablet. 21. Process for producing a

phar maceut i gal e form accor di ng chara terized,in
Phat "an extPudat SRgRmrel M8%ER e ouly il Lur i o ) oo RIRUATCEL B ‘el
extrusi on and i phemmuadicalyissgabladddhivé srashgdr apblasimaceutical |y suitable

exci pients and then 15 packed as sachet or capsul e or, after mxing with

t abl ettlng XCI ents, ¢ resse pr ef er abl dlret tabl etting

tabl ets, S BBREE e oS kLA (s Ot B AF SR
dosage formacccbbﬁllﬁﬂgngmeaammgre@heatap 1to6, 10 to 12 and 15 to 19. 23.
Mul ti particul ate pharmaceuti cal dosage formaccording to Claim 22,
characterlzed in that 20 the diameter, of the art s fromQ.5 to 3.0
mm 24, 1%Ph0mac dBpTmesF gt Satiee f SR ACeBHpe 1osG 1A unttﬁlep%frfl PEfFagee, of asachet or
phar maceuti cal dggameiforns according to either of Clainms 22 or 23. 25.
Phar maceuti cal dosage formaccording to Claim24 in the formof a capsule,
of a sachet210r of a tablet.

Process for producing a pharmaceutical dosage form according to Claim 15 to 20,
characterized in that an extrudate comprising the active ingredient (I) is produced by melt
extrusion and is ground, mixed with further pharmaceutically suitable excipients and then

15 packed as sachet or capsule or, after mixing with tabletting excipients, compressed

preferably by direct tabletting to tablets, which can finally be coated.

22. Multiparticulate pharmaceutical dosage form according to any of Claims 1 to 6, 10 to 12
and 15 to 19.
23. Multiparticulate pharmaceutical dosage form according to Claim 22, characterized in that
20 the diameter of the particles is from 0.5 to 3.0 mm.
24, Pharmaceutical dosage form comprising multiparticulate pharmaceutical dosage forms

according to either of Claims 22 or 23.

25. Pharmaceutical dosage form according to Claim 24 in the form of a capsule, of a sachet or
of a tablet.
25 26. Process for producing a multiparticulate pharmaceutical dosage form as defined in any of

Claims 22 to 25, characterized in that an extrudate strand comprising the active

ingredient (I) is produced by melt extrusion and is cut.

27. Process according to Claim 26, characterized in that the shaped articles obtained after

cutting the extrudate strand are rounded.



25 26. Process for producing a nmultiparticul ate pharnmaceutical dosage form
as defi ned BHCAnY 14¢-ForeigniGenntpies t o 25, characterized in that an extrudate
strand conprising the active ingredient (1) is produced by nmelt extrusion
and is cut. 27. Process according to dai_26, characterized in that the
shaped articles obtained after cutting the extrudate strand are rounded.
BHC 05 1 110-Foreign Countries -22- 28. Process according to either of

Cl ai ns 26 048.27,Prodesy @?@Qréhigztediﬂilem of Raimg Heorrds chardctegizehimpbat thearesultdrigesbapzd e
coated. 29. |\/de g@tg& {mrl sing a solid pharmaceuti cal dosage form which
can be adm ni ster or al y and has a rapid release, as defined in Claim1l,
of the active ingredient (I). 5 30. Use of a solid pharnaceutical dosage

f or m whi ch PonpriVisdeanteneccgrising a sobid e)hitremeu(iw)l dasnge fMaSWhiapicah be hdmisistesfl
active ingredient f| ned in d ai far. t r l.ax] condary
prophyl axi s and/ ot’rlll rea? il r?leaﬁf’ sa(%?ie gregm @Tm Bg)f& m ‘“e‘@é ir maceut i cal
dosage form which conpri ses the active ingredient (I) and has rapi d

rel ease,5 as30def i wedbfiarsoltd phamageufiaat dqzslagndiouh wdrich coanghiisea niendctif©imgteldient (I) and

hyl axi d I / f d d 2.
(ke abcor di hg { QSRR Bt al SR sr AL ' o - Al PP P Rereconda

prophyl axi s, seaeophsiRkl apd/offesindeat Sf disdedetst treat ment of thronboenbol ic
di sorders. 33. Use accordi ng to Clainms 32 for the prophylaxis, secondary

prophyl axi s, and/ or trea card al arcti.on, na pectoris,
b uer ot and et pnbE BRmateni Ao R PES oh Hre BeBTEHa
bypass, stroke, Hakapsd Rthasd, 8COFRBA th @hindL K5 prh@icingheh@licagichiefol fe pRHRY IR, Ve
di seases, pul nonary enbolisns or deep vein thronboses. 34. Use o

5-chl or B N ({ ( 5Specpdey grophylaxis andipy Freatmeghob AisPely! ) phenyl | - 1, 3- oxazol i di n-
5-yl }met hyl) - 2-t hi ophenecar boxani de (1) for producing a phar maceut i cal

dosage formpas wefiledid ntocbﬁahrfmd or2) 8- prilifchiada frﬁHdﬁaﬁ@nthoQRHé/' bfoph ax1s
secondary prophyl axi s and/or treatnent of throrrboerrbo ic disorders

admi ni stering a sSeAndery prephriaieend/ « deataeaiad Srembasmiplicdisaedas:- be adni ni st ered
orally, conprises the active ingredient (I) and has rapid rel ease of active

i ngredi ent,35as @Js%faic&)?ﬂné 1 &hitds¥b or the prophylaxis, secondary prophylaxis and/or treatment of

myocardial infarction, angina pectoris, reocclusions and restenoses following angioplasty

15 or aortocoronary bypass, stroke, transient ischaemic attacks, peripheral arterial occlusive

diseases, pulmonary embolisms or deep vein thromboses.

34. Use of  S5-chloro-N-({(5S)-2-0x0-3-[4-(3-0x0-4-morpholinyl)phenyl]-1,3-oxazolidin-
5-yl}methyl)-2-thiophenecarboxamide (I) for producing a pharmaceutical dosage form as

defined in Claim 1.

20 35, Method for the prophylaxis, secondary prophylaxis and/or treatment of thromboembolic
disorders by administering a solid pharmaceutical dosage form which can be administered
orally, comprises the active ingredient (I) and has rapid release of active ingredient, as

defined in Claim 1.





