-1- Prevention and treatnent of thronboenbolic disorders The present

i nvention relates to the field of blood coagul ation, nore specifically it
relates to a nmethod of treating a thronboenbolic disorder: by :adm nistering
a direct factor Xa inhibitor once daily.n oral dosage formto a patient in
need thereof, wherein the factor Xa inhibitor has a plasma 5 concentration
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Maintenance of normal haemostasis - the balance between bleeding and thrombosis - is subject to a
20  complex regulatory mechanism. Uncontrolled activation of the coagulant system or defective
inhibition of the activation processes may cause formation of local thrombi or embolisms in
vessels (arteries, veins) or in heart cavities. This may lead to serious disorders, such as myocardial
infarction, angina pectoris (including unstable angina), vascular re-occlusions and restenoses after
angioplasty or aortocoronary bypass, stroke, tramsitory ischaemic attacks, peripheral arterial
25  occlusive disorders, pulmonary embolisms or deep vein thromboses; herein below, these disorders
are collectively also referred to as thromboembolic disorders. In addition, in the case of con-
sumption coagulopathy, hypercoagulability may —~ systemically - result in disseminated intra-

vascular coagulation.

These thromboembolic disorders are the most frequent cause of morbidity and mortality in most
30 industrialised countries. Estimates place the annual incidence of VTE in excess of 1 case per 1,000
persons [White, R.H. The epidemiology of venous thromboembolism. Circulation 107
(Suppl.1),14-18 (2003)). About 1.3 - 4.1 persons in 1,000 experience a first stroke [Feigin, V.L.,
Lawes, C.M., Bennett, D.A., Anderson, C.S. Lancet Neurol. 2, 43-53 (2003)}, and about 5 in 1,000
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action, however, the onset of the action is very slow (latency to the onset of action 36 to 48 hours).
It is possible to administer the compounds orally; however, owing to the high risk of bleeding and
the narrow therapeutic index, a time-consuming individual adjustment and monitoring of the

patient are required.

20 Recently, a novel therapeutic approach for the treatment and prophylaxis of thromboembolic
disorders has been described. This novel therapeutic approach aims to inhibit factor Xa [cf. WO-
A-99/37304; W0-A-99/06371; J. Hauptmann, J. Stiirzebecher, Thrombosis Research 1999, 93,

. 203; S.A.V. Raghavan, M. Dikshit, ,,Recent advances in the status and targets of antithrombotic
agents“ Drugs Fut. 2002, 27, 669-683; H.A. Wieland, V. Laux, D. Kozian, M. Lorenz,

25  ,Approaches in anticoagulation: Rationales for target positioning Curr. Opin. Investig. Drugs
2003, 4, 264-271; U.J. Ries, W. Wienen, ,,Serine proteases as targets for antithrombotic therapy*
Drugs Fut. 2003, 28, 355-370; L.-A. Linkins, J.I. Weitz, ,,New anticoagulant therépy“ Annu. Rev.
Med. 200S, 56, 63-77]. It has been shown that, in animal models, various both peptidic and

nonpeptidic compounds are effective as factor Xa inhibitors.

30 In general, oral application is the preferable route of administration of a drug, and a less frequent
dose regimen is desirable. In particular, once daily oral application is preferred due to favourable
convenience for the patient and for compliance reasons. However, this goal is sometimes difficult

to achieve depending on the specific behaviour and properties of the drug substance, especially its
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Therefore, the present invention relates to a method of treating a thromboembolic disorder
20  comprising administering a direct factor Xa inhibitor no more than once daily for at least five
consecutive days in an oral dosage form to a patient in need thereof, wherein said inhibitor has a

plasma concentration half life of 10 hours or less when orally administered to a human patient.

The present invention further relates to the use of an oral dosage form of a direct factor Xa
inhibitor for the manufacture of a medicament for the treatment of a thromboembolic disorder
25  administered once daily for at least five consecutive days, wherein said inhibitor has a plasma

concentration half life of 10 hours or less when orally administered to a human patient.

In a preferred embodiment, the present invention relates to 5-Chloro-N-({(5S)-2-0x0-3-[4-(3-oxo-
4-morpholinyl)-phenyl]-1,3-oxazolidin-5-y1}-methyl)-2-thiophenecarboxamide (), a low molecular
weight, orally administrable direct inhibitor of blood clofting factor Xa (see WO-A 01/47919,

30  whose disclosure is hereby included by way of reference) as the active ingredient.

Compound (I) is an active site directed, competitive, direct factor Xa inhibitor [E. Perzborn, J.

Strassburger, A. Wilmen, J. Pohlmann, S. Roehrig, K.-H. Schlemmer, A. Straub; J Thromb
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30.1 (27-33)
LMWH * 16.1 (15-17)
15 * LMWH = Low Molecular Weight Heparin

After 7 to 9 days of once daily administration of 30 mg (T) to 73 patients undergoing THR surgery, a
DVT rate of 12.3 % has been observed (LMWH comparator was 16.8 %). Administration of (I) was

also safe and well tolerated.

The once daily dose of (I) was also compared to different doses of (I) which have been administered
20  twice daily (bid). By compéring the total daily doses administered it could also be demonstrated that
after once daily administration efficacy on one hand and major bleeding, an expected side effect on
the other hand, match well the expected effects after twice daily administration (for a discussion of

further details see the experimental part).

The present invention further relates to a packaged pharmaceutical composition comprising a
25  container containing a rapid-release tablet comprising 5-Chloro-N-({(5S)-2-0x0-3-[4-(3-0x0-4-
morpholinyl)phenyl]-1,3-oxazolidin-5-yl}methyl)-2-thiophenecarboxamide, said container further-

more containing instructions for using said rapid-release tablet to treat a thromboembolic disorder.
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Ni shida et at 228th ACS Nati onal Phi hi@, August 22-26, 2004,
MEDI - 251; H. Nishida et at Che P ar 1. 52, 406-412, dito
459-462] MeO 00 N-N'S / | 55555 [H. Ni shida et at
16th Int Synp Med Chem B Iog a, 18- %2 Sle;\‘OZOOO Abst PA- 15 125] -7- QO
N o / ~ zN, N/ o 55551 |I. Nishida et al. Chem Pharm Bull.
2002, 50, 1187-1194]

J M-55551 [H. Nishida et al. Chem. Pharm. Bull. 2002, 50, 1187-1194}]

O OH
Ci
Oy
o~ O)\/N\/,S\\
N~ 0o

. M-55190 [H. Nishida et al. 16th Int Symp Med Chem, Bologna, 18-22 Sept 2000, Abst PA-
5 125]

OgO~_-CH;
Cl
o

. M-55113 [H. Nishida et al. Chem. Pharm. Bull. 2001, 49, 1237-1244]

j\ .

. LY517717 [S. Young, Medicinal Chemistry-12th RSC-SCI Symposium, 7-10 September
10 2003, Cambridge, UK; M. Wiley et al. 228th ACS National Meeting, Philadelphia, August
22-26, 2004, MEDI-252 & 254]



OOHC NI1INO, OO N M55190 [H N shida et al. 16th Int Synp Med Chem
Bol ogna, 18-22 Sept 2000, Abst PA- 5 125] 0 O,ICH3 N if NI NV G O 11
H3C-S-OH 11 O M 55113 [H. Nishida et al. Chem Pharm Bull.

2001, 49, 1237-12441 Czt, CI N ~N N/ 0-@- LY517717 [S. Young, Medicinal
Chem stry-12th RSC- SCI Synposium 7-10 Septenber 10 2003, Canbridge, UK, M

Wley et al. 228th ACS NatH,0qQ eting, | | adel phia, August 22-26, 2004,
MEDI - 252 & 254] -8- F13C N~ \yN (HCl O

50 [ Research and devel opnent
pi pel i ne. Yamanouchi Phar maceiti€ N/OG‘ L Gonpany Wrld Wde Wb site, i i
Feb 2004] N

HCI O Y

. YM-150 [Research and development pipeline. Yamanouchi Pharmaceutical Co Ltd,
Company World Wide Web site, 11 Feb 2004]

In another preferred embodiment, the present invention relates to direct active site directed factor
5  Xa-inhibitors which bind to the active site of factor Xa in the S1- and S4 pockets as does (I). Such
a binding mode is also reported for compounds cited in the following references whose disclosure,

preferentially the compounds disclosed therein, is hereby included by way of reference:

) M. Nazare et al. Bioorg. Med. Chem. Lett, 2004, 14, 4191-4201; dito 2801-2805; Y.-M.
Choi-Sledeski et al. J. Med. Chem. 2003, 46, 681-690;

10 o M. Adler et al. Biochemistry 2002, 41, 15514-15523; Y.L. Chou et al. Bioorg. Med. Chem.
Lett. 2003, 13, 507-511;

) M.L. Quan et al. J. Med. Chem. 2004, online ASAP jm0497949; DPC602; J.R. Pruitt et al.
J. Med. Chem. 2003, 46, 5298-5313; DPC 423: D.J.P. Pinto et al. J. Med. Chem. 2001, 44,
566-578;

15 o N. Haginoya, J. Med. Chem. 2004, 47, 5167-5182;

. S. Young, Medicinal Chemistry - 12th RSC-SCI Symposium, 7-10 September 2003,
Cambridge, UK; M. Wiley et al. 228th ACS National Meeting, Philadelphia, August 22-26,
2004, MEDI-252 & 254;

) W.W.K.R. Mederski et al. Bioorg. Med. Chem. Lett. 2004, 14, 3763-3769;
20 o P. Zhang et al. Bioorg. Med. Chem. Lett. 2004, 14, 983-987, dito 989-993;

. H. Nishida et al. Chem. Pharm, Bull. 2004, 52, ;106-412, dito 459-462;

. J.A. Willardsen et al. J. Med. Chem. 2004, 47, 4089-4099.

For the purpose of the present invention as disclosed and described herein, the following terms and

abbreviations are defined as follows.



I n anot her preferred enbodi ment, the present invention relates to direct
active site directed factor 5 Xa-inhibitors which bind to the active site
of factor Xa in the Si- and S4 pockets as does (l). Such a binding node is
al so reported for compounds cited in the-foll ow ng references whose

di sclosure, preferentially the conpounds disclosed therein, is hereby
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Septenber 2003 Canbridge, UK; ley et al. 228th ACS National Meeting,

Phi | adel phi a, August 22- 26, 2004 . lyEDI -252 & 254, WWK R Mederski at al.
Bi oor g. lvéfae 'tee fhrqrehoembaliso disorders” drpbues i garticuly’ digordery 4m Jhe oyl copnasHr g .

Med. Che em
ey m BurYiarsl st at T S8GesP Bibvacih B oot tivsion (STRMDIRLE EhoRh ofQwald

Med. ChemMD,OM Smsbgmmﬁevémﬁl\/lym:diaﬂ h@rgiwnmNS’éEMf) (alktekrpmsaehlpn QrwayaMIdn as
di scl osed a %' gﬁreln rﬁ% L0, abbrevi,atjons are
Gor ned 588 SRS 3t M Gienl Holhid S t°ﬁ%!use?fsraa%éestengseand/ or
pr Oph%/ll()c’gctaﬂé‘r hrighoplagBnér afrtot-dgfd)ﬁi‘.}owr?aﬂl pmphdngs @ftdﬁlrl &cclih?a idiorders dpulmcﬁary act or
Xa inhibito nmeans .,an in itor that act i rect 0 act or

depende FOPYITE, & G45P Aot oo OTBATL BIC PheeRE Bopading e,
hepar i ns) .inhibiforBé¥ thmor Fomraﬁdﬁ@ieldfam@ﬁtfo?ﬁ{etabt&sl@ fea¥ntdr dissdnthAch havabtBlar
inhibition of factor Xa. The term "t hr omboenbol i C di sorders" includes in

parti cul arcorulageydIS) gud the so-galled & eCEBIBhelRs§ syndrome”, especially in patients with risk of

venous thrombosis, atherosclerotic diseases, inflammatory diseases, as rheumatic diseases of the

15  musculoskeletal system, Alzheimer’s disease, inhibition of old-age macula-degeneration, diabetic

retinopathy, diabetic nephropathy and other microvascular diseases. -

Included are also disorders derived from cardiogenic thromboembolism, for instance cerebral
ischemic diseases, stroke, systemic embolism and ischemic attacks, especially in patients with
acute, intermittent or persistent arrhythmia of the heart such as atrial fibrillation or alongside

20  cardioversion, or in patients with valvular heart disease or artificial heart valves.

Moreover, included are also disorders derived from thromboembolic complications which can arise
within patients with microangiopathic hemolytic anaemia, extracorporal circulation such as hemo-
dialysis, or prosthetic heart valves as well as from thromboembolic complication, e.g. venous
thromboembolism in tumor patients, in particular in patients undergoing surgical interventions,

25  chemotherapy or radiotherapy.

Preferred is the treatment of acute coronary syndrome spectrum as ST Segment Elevation

Myocardial Infarction (STEMI), Non ST Segment Elevation Myocardial Infarction 4(NSTEMI) and

unstable angina, reocclusions after angioplasty or aortocoronary bypass, peripheral arterial

occlusion disorders, pulmonary embolisms or deep vein thromboses, transitory ischaemic attacks
30  and stroke.

Particularly preferred is the treatment of acute coronary syndrome spectrum as ST Segment
Elevation Myocardial Infarction (STEMI), Non ST Segment Elevation Myocaidial Infarction



syndronme spectrum as ST Segnent El evation Myocardial Infarction (STEMS)
(also knowmn as Qwave M), Non ST Segnent El evation Myocardial Infarction
(NSTEM ) (al so known as Non Qwave M) and unstable angina (UA), as well as
stabl e angi na pectoris, vascular re-occlygsions and restenoses 10 after

angi opl asty or aorto-coronary bypass, peripheral arterial occlusion

di sorders si s,
tr anst ¢ or 0 SY SRR fnst Nk, Foooofiiof3R: MR\ RRREEOpad, S0Fhse PUERRHDS
devel opnerﬁmboflsmmdsetpa@nsthrombewsrammtrobé di ssem nated int ravascul ar

coagul ation (DI C) and the so-called "econony class syndronme”, especially in
patients S v 0 t r

pat et o ek uPlossCBRAE, BIBRINCR e BT P RUGRE BeflPSRE e
system Al adhdiistered sratly. s@ak égsagenforths are aetogdized| by-thgpe skitled inaﬂtelegednémmm suth

di abeti et i nopat, hy diabetic n ot her crovascul.ar. .
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t hr orrboe rrbgakﬂuws;r anﬂ@dbldtmte@mgethe edtRb e@hpouhSRPRIN o inlh HOAIFEs masief,0ke, systemi c
enbol i sm and ischem c attacks, especially in patients with acute

intermttent or persistent arrhyt ma of the heart such as atri
fibrillatitas! e&ar%tptsffgeﬂ,dg parigular{a Ftar;a@rfﬁr tipasipg the ﬁctbvatcp@a?@dvtnttrr spafeytafar

heart di se§s@redént a,wehttdnc 'réHld Reatd tabRls V@S in W%Qﬁose IWhEdhy der i Ltoothé TSP
di sorders derived fromt nboenbolic co cations which can arise wthi

pati ents wielepserietirodanigs OMWSCZ (peddld)yhavea Qryalup( 39 miswted € 8% for al circul at i on
such as heno- dialysis, or prosthetic heart valves as well as from
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in parti nts undergoi ng surgical |ntérventions,
chenot her apip-4omonphelinyiipbenyllyl ,3-Pxazblidin-6-¢1}rmethylp2-thiephenasaboxaAmidec ut & caetivear y
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Non ST Seg ocar I'nf abl'e
angi na, r edisddsuiiohsetyfinchudedbgiwapbfrsfeyence. aort ocor onary bypass, peri pheral
arterial occlusion disorders, pul nonary enbol i sms or deep vei n t hronboses,
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be applied.

The term “once daily” is well known by those skilled in the art and means administration of the
drug once a day and includes the administration of one dosage form as well as administration of

20  two or more dosage forms simultaneously or consecutively within a short time period.
In a preferred embodiment, one oral dosage form is administered once daily.

The invention is illustrated, but in no way limited, by the following example:



enbol i snms or deep vein thronboses and stroke. The term "oral dosage forns"
is used in a general sense to reference pharmaceutical products

adm nistered orally. Oral dosage forns are recogni zed by those skilled in
the art to include such 5 forns as |iquild formul ati ons, granules, gel caps,
hard gel ati ne capsul es or sachets filled wwth granules, and tablets

rel easi ng Bxperimehtalfart RARANGaN2PI dly or in a nodified manner. Tablets are
preferred, 1 n partrcular tablets rapidly releasing the active conpound. In
the context of the present invention, rapid-release tablets are in
particulaéﬁﬂﬁﬂ&lwhich, according to the USP rel ease nethod using apparatus
2 (paddle), have a Qvalue (30 mnutes) of 75 % 10 Very particularly

preferred Byiewdsaiode ﬁtﬂhlﬁg‘&ﬁd}t £ (Rt dire St THStGH XM iABibitor (T). Objective of the study was the
5-Chl oro- N- ({ (5, S) - 0X0- 3-[4-(3-

0X0- 4- mor PESPFIRH 9. Sﬂﬁb’niﬂlejﬁbﬂ“&@ﬂﬁféﬂaﬂmfr@@i fifferanberal doses(bid and webenarrareB ox ani
de as aCtiwig siHRShAILEN adnftliGBRE AnbeRad 48 d A SleSedi®n & vérbaMrEmbo-
descri bed Hn ECT/04/ géb dhose B@c osu?@p:s he?eb§ |ﬁc uéed byrma;)of

r ef er ence.embplismanpunt of active ingredient in the forrmulation will depend on
t he severity of the condition, 15 and on the patient to be treated, as well

as the comoUnita BT EtEdle nf]thﬁs;kﬁ}dg@@cgthgftreétﬂllnt%ﬁraﬁﬁ L7 ogedient, a dose

of Ito 100 pre erenti al particula rred-5 to 30 ny
can be applied. The tern1"once daily" is well known by those skilled in the
art and neBresnaidimclusist cateriofor diie stinly wedle: ung:ncm& geas dbageand postroé¢nogasaltvmmen

adm ni strati,on ,of as admnistration of 20 two or

nor e dosag‘gld?rg?‘ﬂ%elg(fq 'E@ﬁ’gg?fgﬁvp ‘E?Prcé‘é eél cutively within a short tine

period. In a preferred enbodi nent, one oral dosage formis adm nistered once
dai | y. 10 THEhig mﬁlfpi'&ﬁedise,irhﬂdd&ﬁzred,t qﬂn-ldhdl, ai:threl’tmmpﬁ:yitolr icﬂitfcﬂ%ldd hiltitcbster and

foll ow ng exanple: -11- Experi nent art (¢linic tri nple, 1 This
was a dosemémnaﬁ%l Eialljevlans ag ﬁ@m&?% inciplge dosp- eseaﬁflw% % Elrpaflw)ts URYSFEOINS; v e
of the Stuganﬁ@?“ﬁgﬁuﬁﬁ%ﬁﬁ@ﬁ&ﬁﬂknpf safety, tolerability, and efficacy of
(I') at differe oral doses (bid and od) conpared 5 with subcutaneously

adm ni stered enoxaparin 40 ng in _the prevention of venous thronbo- enbolism
Patients were consecutively fo receive within each dose step either (I) or the active comparator

drug, enoxaparin:
15 o one group receiving 2.5 mg (I) bid,
. one receiving 5 mg () bid,
J one receiving 10 mg (I) bid,
J one receiving 20 mg (I) bid,
. one receiving 30 mg (T) bid,
20 o and one receiving 30 mg (I) od.

(I) was administered orally as rapid release tablets.
The criteria for evaluation were:
a) The primary efficacy endpoint was a composite endpoint of

- Any deep vein thrombosis (DVT) (proximal and/or distal).
25 - Non-fatal pulmonary embolism (PE).

- Death from all causes.



642 patients were enrolled in this study and the treatnent duration was 7 to
9 days. The main inclusion criteria for the study were: nen Z18 years of age
and post nenopausal wonen undergoing elective primary total hip replacenent.
10 This was a prospective, random zed, -bpen-1| abel, active conparator
controlled, nulti-center and nmulti-national trial designed as a

pr oof - of - pri fb¢ ptimaromdpasicadsadvalngted Sudy days aftert suegerg Thedmnlysis of thegirimetry ve

primary total . hip repl.acenent.. Patientg were consecutjvely to receji.ve within
each dose sté& ‘cg‘g’t H@Bmf'%va%l”l?lﬁeba&e& ?R/B’%ﬁf‘?ﬁﬁ?%@o’iﬂa&d%g}fey%eﬁgﬁla?)cﬁ?‘i‘%ﬁmﬁ
one group regahmitie@wRich wagblidded o ths treatrieneall@atinvi ng 5 ng (1) bid, one
receiving 10 ng (1) bid, one receiving 20 ng (1) bid, one receiving 30

20 rapi o P dhe o s et PR b ity BT 0 PERRA RS 551 o

ef fi cagy endppiketofé@8y arug AWM ast 1ater MAEP ahydtafier last iiaRe FRidy \dRIghMalbt cbrébaxﬁ§ s
(DVT) (proximal and/or distal). 25 - Non-fatal pulnonary enbolism (PE). -

Deat h from alobserisd aiy this period-yps agsesspeheparatalipoi nt was eval uated 5 - 9 days
after surgery. The analysis of the primary efficacy endpoint was solely

based on the s geARERAUR PIROF dvety é}ﬁp&ﬁﬂ%a{g )@J)lelg%ééq lofi B! PRsifICAB BBy BT Ch

was blinded to the treatnent "al | ocati on. The main safety endpoint” was the
i nci dence of SekgfyoFobmiitedi ang Bleeding Goiuaittece Whight were thoth fblinded tosthenreakmend f
study drug aqﬂo&% | ater than 2 days after |ast intake of study drug. Mjor
bl eedi ng observed after this peri od was assessed separately. The anal ysis

of the primary safety endpoint was solely based on the classification nade
by thd0 Results:

The analysis of demographic data can be summarized as follows:

For subjects in the “valid for safety analysis” age ranged from 30 — 92 years, weight from
45 -150 kg, height from 145 — 195 cm, and BMI from 17.3 — 52.7 kg/m’.

For subjects in the “valid for PP (per protocol) analysis” age ranged from 30 — 92 years, weight
15 from 45 — 150 kg, height from 146 — 195 cm, and BMI from 17.3 ~ 37.7 kg/m>

a) Efficacy results:

An 7 - 9 -day treatment with (I) using a wide, 12-fold dose range [2.5 to 30 mg bid corresponding
to total daily doses of 5 to 60 mg (I)] prevented venous thromboembolism (VTE) in adult subjects
undergoing elective hip replacement compared with enoxaparin, thus confirming the proof-of-

20  principle of (I) in this indication.

The reduction of the VTE incidence rates (primary composite endpoint comprising DVT, PE and
death) by (I) was dose-dependent in the range from 2.5 to 20 mg bid with incidence rates declining
from 22.2 % to 10.2 % compared with 16.8 % in the enoxaparin group. The incidence rate in the
30 mg od dose group was 15.1 % (Table 1-1). '

25  On the basis of total daily doses the 30 mg once daily dose fits well into the dose dependance
observed in the range of 2.5 to 20 mg bid, which corresponds to total daily doses of 5 to 40 mg.



Safety Conmttee and Bl eeding Commttee which were both blinded to the

treatnent allocation. 10 Results: The anal ysis of denbgraphic data can be
sumari zed as follows: For subjects in the "valid for safety anal ysis" age
ranged from 30 - 92 years, weight fromi1345 -150 kg, height from 145 - 195
cm and BM from17.3 - 52.7 kg/nQ For subjects in the "valid for PP (per
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fewer occurrence of composite endpoint events, i.e. fewer cases of DVT, PE or death compared

e

to untreated conditions, and in the range of standard therapy. Furthermore, the od administration is

5  surprisingly perfect in line with bid administration.
b) Safety resulfs:

The number of post-operative major bleeding events increased with increasing (1) doses indicating
a monotonous dose-response (table 1-2). However, it is important to note that there were neither
fatal bleeds or bleeds in critical organs, nor clinically significant bleeds that could not be treated.
10 Most bleeds adjudicated as major were related to the surgical site and no wound healing

complications were reported in these subjects.

On the basis of total daily doses the 30 mg once daily dose fits very well into the dose dependence
observed in the range of 2.5 to 30 mg bid which corresponds to total daily doses of 5 to 60 mg.
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2001; 119:1325-1755).

5

Summary: The above data clearly demonstrate the safety of od administration of (I). The
occurrence of any major bleeding events is low, approximately in the range of standard therapy

and again perfectly in line with results from bid administration.



Summary: The above data clearly denonstrate the safety of od adm nistration
of (1). The occurrence of any mejor bleeding events is |ow, approximately
in the range of standard therapy 5 and aqaln perfectly inline with results
frombid administration. -15- W claim t.'A nmethod of treating a

t hronboenbol i ¢ di sorder conprising admnistering a direct factor Xa

i nhi bi tor n¥eglaim than once daily for at least five consecutive days in an
oral dosage formto a patient in need thereof, wherein said inhibitor has a
pl asma concentr & iRMol3F freatdg a'tﬁl%mgf)en;lbghpgfé&ﬁerqrompﬁ§§g Wi RisRFiAL b Mirect factor
adm nistered to a human patient. 2. claim1, wherein one
dosage formis éeninhibgerercepore3hanTinge d@b’ f@f atalnasbﬁ‘téﬁ C@@@a@‘@ days r avforel dgbagect
factor Xa inhi bi f r . ' t nt
of a thronmboenbo Ii%((:todip gglrnr% %h%feré’fé‘?‘ 6 o%(]:deﬂgglhﬁiﬁsgrpds ‘ C}ogcgg%i{@?&gﬁ
consecuts ve dayﬁﬁémhﬂﬂemncmandwhmhnﬁbmdmnhaseémpnasmmpnancentrat|on hal f
life of 10 10 hours or |less when orally admnistered to a human patient. 4.
The met hod .pr u as_.cl.ai an of C ai 3.. Wherein the

t hr onboenbol’i ¢ |esrr(1)etﬂ%?d OflrcTi%méjl’ e e??eon'%e dﬁaé FBtrm 5 ad(ﬁa/rg%tgrfgil al Infarction
(STEM ), Non ST Segnent EIevatlon Myocardi al Infarction (NSTEM ), unstable
angi na, redbclu§ﬂmnmabfemoamgb@gi&mhyﬁaoﬁmadhmachmﬂaMmrmyphssmmﬁmmnmmﬁay

enbol i sns, deep vein thr es or. stroke.

oIt med T any dReCsRaeIoR g Gesimety ek s HPATosE e R it Aamsrf gne g Tor at
rapi d-rel ease t abisefive &msashﬁveraw%emn $ASEInRIBit6r Ak ARThsinA cait¥ntfiofhdlf Mk of tO
5, wherein the direct factor inhibitor is

5- Chl or 2 N-({(581)0 @”6)961035-‘f’hF“(OSaIBﬁSmH“%?dptﬁ@IhPW?'P pieinyI | - 1, 3- oxazol i di n- 5-
yl }met hyl)-2-thi ophenecar boxam de.
4, The method or use as claimed in any of Claims 1 to 3, wherein the thromboembolic

disorder is ST Segment Elevation Myocardial Infarction (STEMI), Non ST Segment
Elevation Myocardial Infarction (NSTEMI), unstable angina, reocclusion after angioplasty

or aortocoronary bypass, pulmonary embolisms, deep vein thromboses or stroke.

15 5. The method or use as claimed in any of Claims 1 to 4, wherein the oral dosage form is a

rapid-release tablet.

6. The method or use as claimed in any of Claims 1 to 5, wherein the direct factor Xa
inhibitor is 5-Chloro-N-({(5S)-2-0x0-3-[4-(3-0x0-4-morpholinyl)phenyl]-1,3-oxazolidin-5-
yl}methyl)-2-thiophenecarboxamide.



