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ASPIRIN [TECHNI CAL FIELD] This invention relates to pharnmaceuti cal

"~ conpositions containing 2-

acet oxy-5- (a-cycl opropyl car bonyl - 2-f| uor obenzyl)-4,5, 6, 7-t et rahydr ot hi eno[ 3

,2- c]pyridine or a pharnmaceutically acceptable salt thereof, and aspirin,

as active ingredients [particul adpcipltarmageuti cal conpositions for

prevention or treatnent (particularly for treatnment) of diseases caused by

t hronbus or enbolus]; to the use of

2- acet oxy- 5- ( a- cy eHapNAOYEOAIGMANgOMPISITIDN DEMPRIBING ASPIRIN

4,5,6, 7-tetrahydrothi eno[ 3, 2-c] pyridine or a pharmaceutically acceptable

salt thereof and aspirin for the nanufacture of pharmaceuti cal

conpositi {j]ﬂ:H{I@BCALpFI@L@]ti on or treatnment (particularly for treatnent) of

di seases cause hbsy1 htll WS, OF erolgcs al[d 49 0rg@ttlhnosdcs ftornt . prevention

or treatnent par e tt Bt hod e R7es Q[”)a1 f &% fseases

caused byatdtoxyrbi(s- cgclopmm'bdauborw Zaf!mmbsmzyaﬁ o6, bftetamhse:frbéuema{éﬂanount of

2- acet oxyg :
.cycl opr opyﬁgﬁ nc?nof = Eh?mtlj%creg Cal?’yﬁceﬁt?le Sa}t Fleetnracgh ?g”ts mnhglsémg c] pyridi ne
or a phamesedignisdnbiticudaréephaimaceytical Qom'ié‘dionarfdr ppyeEntion po war m bl ooded

ani mal's  {(pard ey Eé&kaﬁlw%}eauh%%&“éémeébg%mmus o

(a-cycl opropyl car | u orobenz Iap
tetrahydr éF%PBWJ) [t8 the @ngf RHCROX s (chdiirrierdearbeay ariveotragdhese Pat ent

Appl i cati ans Eq'bdetr(éﬁ’yﬂﬂﬂhﬂélﬁo 32 Hritikd3Sh a BREARASSR RS a R elle gml bi t ory

activity again | at el et aggregation. Furthernore, aspirin is well known

to have ETPRIASE RTRER Aett TG PO AGSIITE Of PRaTBstis L ABHRAS NS T t hough t he |

activity bgeveftibn oHﬁ\&ﬁﬁﬁént Eﬂdﬁ&@ﬁr&ﬁéaﬁ@x@ﬁt}% dideadiss GRIREAILYI Ng bot h

conpounds haﬁ not blaoel %g‘ EC@OS OF THE | NVENTI O\I] The present

i nvent or s TNQTP UG e Pﬁ @u‘P Pt LORTEFNER TIXFHME t hat exert

i nhi bitor ;paaﬁtmmrlpyo agahodd fopltaé edeatmagg bEdiataen caﬁdemayaqﬁo&mﬁ drhat the

probl ens C bov [ e % usin eutlical conpositions

conpri si ngm% 15’11'15’2? oxy gu%e%gté%/nc?oaﬁ} ?ﬂ?%gl"’lﬂ'g’rﬂ/t g afcﬁg é ﬁUZyI )-4,5,6, 7-
cyclopropylcarbonyl-2-fluorobenzyl)-4,5,6,7- tetrahydrotl’neno[S,Q c|pyridine or a
pharmaceutically acceptable salththereof and aspirin to warm-blooded animals

{particularly humans).

[BACKGROUND ART]

_ 2-Acetoxy-5-(e-cyclopropylcarbonyl-2-fluorobenzyl)-4,5,6,7-
tetrahydrothieno(3,2-c|pyridine has been described in the Japanese Patent
Application Publication No. Hei 6-41139, and possesses potent inhibitory
activity against platelet aggregation. Furthermore, aspirin is well known to have
an inhibiting activity against platelet aggregation, although the activity is low.
However, pharmaceutical compositions containing both compounds have not

been known.

[DISCLOSURE OF THE INVENTION]

The present inventors have studied therapeutic agents with low toxicity
that exert inhibitory activity against platelet aggregation and have found that the
problems described above are solved by using pharmaceutical compositions
comprising 2-acetoxy-5-{a-cyclopropylcarbonyl-2-fluorobenzyl)-4,5,6,7-
tetrahydrothieno[3,2-¢c]pyridine or a pharmaceutically acceptable salt thereof

and aspirin.
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Cis a kifoinPhasassuterlyRscepiableasribtherénd, wuhpenirid, asaahbbadydbeen descri bed
in  Japanesk Paidniladpplicat], einBublical) HsdYientBiy 6- 41139 and Japanese
Pat ent Application Publication No. 2002-145883 (priority: Japanese Patent

Application _No. 2000-205396 and Japanese Patent Application No.
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esent invention, is a known
compound. For instance, the compound has already been described in

Japanese Patent Application Publication No. Hei 6-41139 and J apanese Patent
Application Publication No. 2002-145883 (priority: Japanese Patent Application

No. 2000-205396 and Japanese Patent Application No. 2000-266780). The
chemical structure is described below.

The pharmaceutically acceptable salts of 2-acetoxy-5-{a-
cyclopropylcarbonyl-2—ﬂuor0benzy1)—4,5,6,7-tetrahydrothieno[S,2—c]pyridine may
be, for example, hydrohalogenic acid salts such as hydroftuoride, hydrochloride,
hydrobromide or hydroiodide; nitrate; perchlorate; sulfate; phosphate; C,-Ca

alkanesulfonates optionally substituted by halogens such as methanesulfonate,
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. be, for exanple, hydrohal ogenic acid salts such as hydrofluoride, 16 JUk 2005
hydrochl oride, hydrobrom de or hydroiodide; nitrate; Perchlorate; sulfate;

< phosphate; Cl-C4 al kanesul fonat es opt%onal |y substituted by hal ogens such
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present invention, 2- acet
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ine or aspharaAGaUtd safdriedastephiidsars ahd hidwchbikideios tht hoedet 0 st and so
that it is open to the atnosphere, it nmay beconme hydrated by absorption of
wat er or adsorption of water. Such hydrated conpounds are included in the
present i-nvent When dne diltie ,acﬁﬂﬁn@fedﬂét&s&ﬁﬂhﬁ/preisﬂgﬂ’i@dkﬁﬂdﬁm Dhcdtivey-pr esent
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2- acet oxyeSwe@rcﬁ@bbﬁdeayﬂed arbeayhd afd wehusisdrinythy present invention.

4,5, 6, 7-tetrahydrothieno[ 3, 2-c] pyridine has an asymetric carbon atom
optical isoners exist based on the asymretric carbon atom These opti cal

i somers are aFusthepcinsdddhe ACtfreingrasdenie of HrRICSERE InTHRtG HeRCeABive

i ngredi ent, (4 R$Bl 1daSbéhyielf &B@M@FQQ’HB@W tr@Sy BBthidhAs d
anti pyreti cOl NBU%¥R| AL XIQQLI%:ABI L] The %Za??aceutll cal ’@eébﬁéslpfl ons of
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?Fﬂz)?ggeﬁfﬁi"}e‘ﬁﬁ%‘ ‘g‘ &3 ‘&8‘?18%::2:12?2% (2:] pyridine or a pharnmaceutically

Furthermore, since 2-acetoxy-5-(c-cyclopropylcarbonyl-2-fluorobenzyl)-
4,5,6,7-tetrahydrothieno{3,2-c]pyridine has an asymmetric carbon atom, optical
isomers exist based on the asymmetric carbon atom. These optical isomers are

also included in the present invention.

The other active ingredient, aspirin, is a well-known compound, as an

analgesic antipyretic.

[INDUSTRIAL APPLICABILITY]

The pharmaceutical compositions of the present invention (particularly
pharmaceutical compositions for the prevention or treatment of diseases caused
by thrombus or embolus) which contain 2-acetoxy-5-(u-cyclopropylcarbonyl-2-
fluorobenzyl)-4,5,6,7-tetrahydrothieno[3,2-c]pyridine or a pharmaceutically
acceptable salt thereof, and aspirin, as active ingredients, possess excellent
inhibitory activity against platelet aggregation and thrombogenesis with short
onset latency and low toxicity. Thus the pharmaceutical compositions of the
present invention are useful as preventative or therapeutic agents (particularly

as therapeutic agents) against diseases caused by thrombus or embolus, for
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acceptabl e salt thereof, and aspirin, as active ingredients, possestfg JUM 2005
excél.lent inhibitory activity against platelet aggregation and

- thronbogenesis with short onset latency and low toxicity. Thus the

phar maceuti cal conpositions of the présent i nvention are useful as
preventative or therapeutic agents (part| cul ar | y as therapeutic agents)
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the aort a 2AifEoPREYE Sromhagmiolizaton atforkischia, eFHEh%lWe‘Fa’ﬁ #8lc agent of

the presemibrilB¥ieA] biOthrbHbasbaliAkBHEeH the vi@hiialh:0e0rRdisabt flte KRRkt cul arly
hunmans) . Accordl ng to the present invention, the use in conbination of

2- acet oxy-PeE¥qeR BFA0KIE B FELBOTRIY - aé“’l"?u@?%%ﬁ‘i’ﬁfey the tgrageutic agent

7-tet rahydif@tdnpaaaem[ Bverdtid] Ryddrflini@eredrtoavphablvaded hhiindlks Ypatieapiabl e salt
t her eof , gnd irin, results in nore potent effectiveness than the use of
each conp ™% one. Furthernmore, plasma |levels of these agents do not
have to be naintai ned at a certain |evel and hi gher during t he sane

period, in ordeys Lo.prodyce t hei.r._effect .S _hel. hat .t hese 2
agents reach t RECP'S ce% orse PIEFERIA mwﬁltfoheih Qct® inncovnlm\j/lcral‘5&/1 3f% TR
swi t ches &t (ctdyelapecmsptabenyle2-findunbentips &, &éeﬂesahEdr@thEhQ[@ghcmdmeasna

| evel of R0 %%Q&&é f}facwaasﬁagaj%%péafcald g&g;em%sh&@ i $ndr@0 oW to

i nduce the ect increasing tine agent was admi ni stered,
" the swi tcneserateffepﬂm@npeeépmoﬁ@ Ug\vas eafh ee@y0bererﬁ1@eﬁ nBdrtharmaigys t he

prevent at iy ' Eshxﬂé 1dvBR ARG af‘gen&f ad ﬁ@\‘.cﬁfav%ftotﬂ%eméﬂl%lhea At %&Q%ﬁrﬁf@v@lﬁnd
inhibitin nbogenesi s or enbolization. Therefore, when the other

conponent higherifirpeihseaispesiod. Evasissite pariucedthey eiietst &F edvqhaveé# t he
t her apeut iiga€fHeg6 b LEntsh@al0 BROHRELRLM Aiviieh @k &t 8h vivo, and turn on

switches at the receptors to induce the effects. Even though the plasma level of
one component of the pharmaceutical composition is too low to induce the
effects with increasing time after the agent was administered, the switches at
the receptors have already been turned on. Thus the preventative or therapeutic

efficacy of the agent is expected by inhibiting thrombogenesis or embolization.

Therefore, when the other component of the pharmaceutical composition
is administered later, the therapeutic effect of the compound administered later
is expected to add to the therapeutic effects of the previously administered
component. However, it is convenient clinically that both components are
administered at the same time. Thus 2-acetoxy-5-{e-cyclopropylcarbonyl-2-
fluorobenzyl)-4,5,6,7-tetrahydrothieno[3,2-c]pyridine or a pharmaceutically
acceptable salt thereof and aspirin are simultaneously administered as a
combination drug. In the case that both agents cannot be mixed technically,
each component can be administered separately. Moreover, as described
previously, since each component produces significant effects as a single form,
each component can be sequentially administered at appropriate intervals. The

maximum intervals between administration of each of the two components that
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-adm ni stered conponent. However, it is convenient clinically that both
conponents are administered at the sajre tine. Thus

2- acet oxy-5- (a-cycl opr opyl car bonyl -

fl uorobenzyl)-4,5,6, 7-tetrahydrot hi eno[ 3, 2-c] pyri di ne or a pharnmaceutically
accept abl gursBé hcéé@@é’cﬁ@fel@&dslgkﬁﬁbéﬂtrhfﬁ&& Sulbé 3be@UsdybpdmmiBhsikRILd as a
conbi nation dru t he case that both agents cannot be m xed technically,
each corrp‘i‘fn%‘ﬁf“agéﬁlcgﬁ admi ni stered separately. Mreover, as described

previ ously, since each conponent produces si gni fi cant effects as a single
form each conp one t can, be .sequent adm ni stered rLQpriate

i nterval s. The ﬁﬁ?ﬁ FHPEIARCTHE {t%@g to@ﬂﬁ: (R PREPS) C%sg'g’&" i of the two
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effects ¢ | J | nrhe route
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can be pr&ﬂ?i%%‘rmﬁﬁ%@ﬁ%ﬂ é(@rhiiné’éat?&?a{‘ﬁé §1nfg9:r BHh A1 RRS of Bhe AAEELE M xed
physical ly forma single formulation for adm nistration. The single

f or nul at i SHBPYTENLH ArifRetramdenTElsrs spauleporbistamspaulep dRdeiesiortyy anul es,
tablets; gapsathes p@é}ﬂar@@bg%éﬁla: fRRh1£3¢h RRhAIRRE &Aadyribeg Wiy, f or mul ation
t echni ques, as descri bed bel ow. These fornul ations are prepared by
conventional nethods by using excipients (organic excipients, for exanple,
sugar derivati ’Yl@ése&ldﬁhummha@ﬁ"@ﬁﬁaparéﬂﬁf a&wengbu@mlemoﬂ{amyiﬁ@hg or sorbitol;
starch derivatiVjs such as .corn starch1 ﬁ%‘ arch, a-sgaé:rch or
dextrin; TEHEFSIEEIEN GRS LaaHme's F@%’[’Ia FIREVETBIFURD i"sﬁum ar abi c;
dextran; Qicrpsd, |glllcaaﬂe, raaﬂnntdﬂo:“rgﬁmbmol,emxarcm éaﬁ\sa,twésmucleaanfpﬂrestamﬂ i cate

derivati ve FUCh s 9: S|él (Erc a c¥1”t het i c ..al um num
St OF AexXirin,; ce 'LIO IVB. V S Su I'ly I1C
sili cate cium S|°1 I'cate or maghesi u um nate netasifrcate; phosphate

derivati vc@lumﬁchglam arabii dnxmgaurmgadbﬂmsrﬁamieprgamd)mlestss lﬁurh as calcium

car bonat Ce anlr[plg us!ﬂ;?attg ﬁeﬁymeg‘ u%ﬁlagllfl'@g §H1c a%]c?a an ckec %‘P‘}l@'xeg or exanpl e,

stearic acl stearate erl vat S suchn as C ciu earate or
magnesi unalumlnum silicate, calcium silicate or magnesium aluminate metasilicate;

phosphate derivatives such as calcium hydrogenphosphate; carbonates such as
calcium carbonate; or sulfates such as calcium sulfate), lubricants (for example,
stearic acid; metal stearate derivatives such as calcium stearate or magnesium
stearate; talc; waxes such as beeswax or spermaceti; boric acid; adipic acid;
sulfate derivatives such as sodium sulfate; glycol; fumaric acid; sodium

* benzoate; DL-leucine; lauryl sulfate derivatives such as sodium lauryl sulfate or
magnesium lauryl sulfate; silicic acid derivatives such as silicic acid anhydride
or silicic acid hydrate; and starch derivatives described above), binders {for
example, hydroxypropyl celiulose, hydroxypropylmethylcellulose,
poly(vinylpyrrolidone), polyethylene glycol and similar compounds described in
the aBove excipients), disintegrators (for example, cellulose derivatives such as
low substituted hydroxypropylcellulose, carboxymethylcellulose, calcium
carboxymethylicellulose, internally cross-linked sodium carboxymethylcellulose;
chemically modified starch/cellulose derivatives such as carboxymethylstarch,
sodium carboxymethylstarch; cross-linked polyvinylpyrrolidone; or starch
derivatives described above}, emulsifiers (for example, colicidal clays such as
bentonite or veegum; metal hydroxides such as magnesium hydroxide or

aluminum hydroxide; anionic surfactants such as sodium lauryl sulfate or
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st ear at e;areidilwaiite. surfactants such as benzal koni um chl oride; or nonionic
surfactants such as pol yoxyet hyl ene al kyl ether, pol yoxyethyl enesorbitan
ester of fatty acids or sucrose ester of fatty acids), stabilizers (for
exanpl e, par aHbidr doseheny datdese saih ofi2-aretoRy{Sparaicprepylcarbopyltpar aben;
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used), and diluents. ose and the dose ratio o

2- acet oxywgghtolcthe|rabieslsy | car bonyl - 2-

fl uorobenzyl)-4,5,6, 7-tetrahydrot hi eno[ 3, 2-c] pyri di ne or pharnaceutically
acceptabl e salt thereof, and aspirin, can be widely altered based on
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{preferably, 0.1 mg) and 500 mg (preferably, 250 mg), respectively. They are

administered to the adult from 1 to 7 times a day based on the symptoms of the

ﬁatient, simultaneously or sequentially.

Generally, the dose ratio of 2-acetoxy-5-{a-cyclopropylcarbonyl-2-
fluorobenzyl)-4,5,6,7-tetrahydrothieno[3,2-c]pyridine or pharmaceutically
acceptable salt thereof, and aspirin, is from 1:500 to 500:1 as their weight ratio.

[Best Mode for Carrying Out the Invention]
The present invention is described in detail with examples and
formulations in the following. However, the claim of the present invention is not

restricted to the following description.

(Example 1)
Inhibitory Activity against Thrombogenesis

As the test animals, male Sprague Dawley rats of 7 weeks old were

purchased from SLC Japan and 6 rats per group were used.
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dose ratio of 2-acetoxy-5-(a-cyclopropyl carbonyl -
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were purc ased from SL an and. 6.ra sed. |, 5 JUN
D1305 7 SRR GRS e EILROR BoYT dan KT rr hhelRa e a2 Ve 7.
t et rahydrv@érbloele{ adird$teyed. di ne was synt hesi zed according to the nethod
described in the Specification of Japanese Patent Application Publication
No. Hei 6-41139 and was used, while aspirin was purchased from Si gna
Chem cal Co. ‘BErdinhdstarsgedtiviBes hfﬂmmmuimdﬁa@irmsbmmmgehnsiswt(vw V) gum
ar abi c 0, / ni stration
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t he nodi fy &l &g ezvenpeggghunt  thrombosis nodel in rats, which was
L i

descri be tsSu et a hronb. Haenost., 39, 74-83 (1978)]. The shunt
tube was prepared as follows; i.e., both sides of a nedical silicon tube
of 12 cm | engtfhd é}!ﬂﬂ?cr m@bmtﬁépaﬂedfhsmlo@éﬂ&r BHtRRieRlof a2nadif®@  pur chased
from KANEKA Medi_x wer e connect ed each to a pol yetgyl ene tube of
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tube of 7 cm length [inner diameter: 0.5 mm, outer diameter: 1.0 mm,
purchased from Natsume Seisakusho Co., Ltd.] covered with silicon via a
medical silicon tube of 0.7 cm length [inner diameter: 1.0 mm, outer diameter:
1.5 mm, KANEKA Medix Co., Ltd] as connector. A surgical suture of 10 cm
length was placed in the silicon tube of 12 cm length.

The animal was anesthetized with an intraperitoneal injection of 40
mg/kg of pentobarbital sodium (purchased from Abbott Laboratories Inc.), and
the jugular of one side and the carotid of the other side were exposed. The
arteriovenous shunt was made by cannulation of a shunt tube filled with

" heparin solution [30 units/kg, purchased from Fuso Pharmaceutical Co., Ltd]

into the carotid and the jugular which had been previously exposed.

The test compounds were orally administered and the blood was started
to circulate into the shunt area two hours after the administration. Thirty
minutes after the circulation was started, the shunt tube was removed, and the
thrombus adsorbed on the surgical suture was weighed. The results are shown
in Table 1. The results in the table are expressed as the average weight + SE

{n=6).
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medi cal silicon tube of 0.7 cmlength [inner diameter: 1.0 mm out erl 8 Jum 2005
dianmeter: 1.5 mm KANEKA Medi x Co., Ltd] as connector. A surgical suture
of 10 cm length was placed in the sikicon tube of 12 cmlength. The ani mal
was anesthetized with an intraperitoneal injection of 40 ng/kg of

pent obarbi tal sodi um (purchased from Abbott Laboratories Inc.), and the
~jugular of one side and the carotid of the other side were exposed. The
arteriovenous shunt was made by cannul ation of a shunt tube filled with
heparin $EARI€ilbn [30 units/kg, purchased from Fuso Pharnaceutical Co., Ltd]
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weight SE (n¥6). JUN 200% 8 [Table 14s.6ampeunds Thronimis 1\ ght

I nhibition Rate Conpound A Aspirin (ng % _(mg/kg) (no/kg) 0 52.31.2 -
0 10 46.6 2.8-32.3 4.4 &3 0 43.5 2?31&%72.-6 4.1 0. g%oogﬁ-g 2.1 28.3
4.0 0.3 10 3y 3.5 41.86.¢ 0.6 10 23.3,53.8155.7 7.2 4pppoypd A

2- Acet oxy-5-(a-cycl opropyl car bonyl - 2-fl uorobenzyl )-4,5,6, 7-

t et r ahydr ot hi éh8 [ 3, 2- c] pykd di ne” ( For m3&Bitoh®1) ~ Tabl etdl-BdfHBund A 10. 0
my Aspirin 123 g 10 23.2+3.8 55.7 £ 7.2

Compound A: 2-Acetoxy-5-(a-cyclopropylcarbonyl-2-fluorobenzyl)-4,5,6,7-

tetrahydrothieno[3,2-c]pyridine

(Formulation 1)

Tablets
Compound A 10.0 mg
Aspirin 12.5 mg
Lactose 175.5 mg
Corn starch 50.0 mg
Magnesium stearate 2.0 mg
Total 250 mg

The powders in the formmula described in the above table are mixed,
~.compressed with a tableting machine and formulated as a tablet containing 250

mg in total. The tablet can be coated with film or sugar, when necessary.
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R Total 250 ng The powders in the fornula described
in the above table are m xed, .conpressed with a tableting nmachi ne and
formul ated as a tablet containing 250 ng in total. The tablet can be
coated with filmor sugar, when necessary. 1 6 JUN 2005 9 CLAIMS 1. A
pharmaceutical conposition conprisi r(QLAZM@cet oxy-5-(a-
cycl opropyl carbonyl - 2-f| uor obenzyl ) -4, 5, 6, 7-t et rahydr ot hi eno[ 3, 2-c] pyri di ne
or a pharmaceutically acceptable salt thereof, and aspirin, as active
i ngredi entls. 24 phpimaoratedtdonmlostionesinriome ar,e@@ﬁoéFB’rfg(ﬂto claim1, in which
the phar Py g}ga}mg l,eate. 3. A
phar maceu!tg?é1 8#%0??&516%%@%?%%%%?%4 A E;al m 1%@9%40? %qg?ﬁﬁdl%olg%h t he
conposi ti @har@a@@éwaﬂmacm@@ﬁﬁmghww regEsAYin iasaesis ingadiedthy t hr onbus
or enbolus. 4. A pharnmaceutical conposition according to claim1 or claim
2, in which the conposition is used for preventjng or treatlng di seases
caused by 2t hr omﬁnﬁc%ﬁ%lcﬁ@ﬂoﬁlt\ﬁ&r%ﬁcﬁqc’g’&%&ﬂc&Pﬁlﬂﬁl‘%w hich theshar maceut i cal
conposi t i pRaAmEedHidady becspi@blBlsalt 8¢ titd Bydfodhlotife Bhhtdleatt) he conposition is
used for preventing or treating diseases caused by thronbus or enbolus in
humans. 6. A kit conpri sing
2- acet oxy 35- (aCyRdrapHentaabhpyitiod-ddobaiing endyln -1 or claim 2, in which
4,5, 6, etrahl}/ldro hi eno har maceut i tabl e

aart & et 2OneRahln PRI fr GHOERli: PE 1 2hiife Sessﬁu%%ﬁ%ﬁadyg% HPEEr ation.

7. AKit aceoftdluyy to claim6, for simultaneous admnistration. 8. A kit
‘according to claim6, for sequential admnistration. 9. A kit according to
any of clainms 6 to 8, in which the pharmaceutically acceptable salt is the
hydr ochl odi. de @ pinaimeateaticdlGomipokitionaxcordngtp tleirariyoroflaiot dj wswhicho 9,

g’“ni)gruiss Y58 dohBbsiRbE YENEL G Qreveh AL B atths ARRES.LALRGT YmtQnLBabYS or

or embolus in warm-blooded animals.

S. A pharmaceutical composition according to claim 1 or claim 2, in which
the composition is used for preventing or treating diseases caused by thrombus

or embolus in humans.

6. A kit comprising 2-acetoxy-5-(a-cyclopropylcarbonyl-2-fluorobenzyl)-
4,5,6,7-tetrahydrothieno]{3,2-c]pyridine or a pharmaceutically acceptable salt

thereof, and aspirin, for simultaneous or sequential administration.

7. A kit according to claim 6, for simultaneous administration.
8. A kit according to claim 6, for sequential administration.
9. A kit according to any of claims 6 to 8, in which the pharmaceutically

acceptable salt is the hydrochloride or maleate.

10.  AKkit according to any of claims 6 to 9, which is used for preventing or

treating diseases caused by thrombus or embolus.

11, A kit according to any of claims 6 to 9, which is used for preventing or

treating diseases caused by thrombus or embolus in warm-blooded animals.
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11. A kit according to any of clains 6 to 9, which is used for preveﬂtﬂ dEM 2005
‘or treating diseases caused by thronbus or enbolus in warm bl ooded

animals. 1 6 JUN 2& 5 10 12. A kit adfording to any of clains 6 to 9,

which is used for preventing or treating diseases caused by thronbus or

enbol us in humans. 13. Use of ] o .

2- acet oxylB- (aAKitreAordipgite 8PP Ghglaims O tgsh SHERD §§ yeef fgr prepenting or
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thereof, and aspirin, in the preparation of a nmedicanent for the

prevention or treatnent of diseases caused by thronbus or enbolus. 14. Use

of 2-acet @xy- 5t)s8 o€ 2RO B cardpiybyl2arbotior 2 iRidZobenzd) -8, 66,7~

t et r ahydr ot hi_.eno[ 3, 2- yridipe or a.pharmaceuti call cceptabl e salt
t her eof i W”Wgr{f?‘éeﬁ"&r%%w&ﬁn%Oﬁﬁh@é%ﬁ?utfc lytaﬁgef%?%gﬁﬁi%ﬁre(ﬁ’ t r eat ment
of di seaseafid aspiedn liye piepapdtivh ara erbohusent frethe ipre saitbnpirdvetieon or

treat ment %Iiso conmpri gstﬁr%?ani rrourlén%]c) Qus or sequential adm nistration of
aspirin. T5USERESSF 5%% i OPRYhE Preéparati on of a nedicament for the
prevention or treatnent of diseases caused by thronbus or enbol us, wherein

id ti t | i Ll tial
s np st 381 on UsF 52 BRI e By BRIBE B E S MU AT DL SO B,
6, 7- t et r abstorlgtinotbirs{o83, 2-clmjrpline di aphermacphinaiinceotnteblelspliabersel abl e sal t
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phar maceuti acceptabl'e salt 1s the hydrochloride or maleate. 17. Use
accor di ngcaesesinyy gfrowibaises e@@‘éﬁ,lﬂ?ermeﬂﬁé; proveBetipp ar &atAent @sysed for

pr event | ngob-iEeald dhineases: sansadaliahhiabuh oragiel us. 18 Use

according to any of clains 0 wherein the medi canent is used for
preventing or treating diseases caused by thronbus or enbolus in warm

bl ooded aRkMal $5sebP ashis® RGEL LT ation 3NN nAdi€dAbME ol Bhd predbutither ei n the
medi canent is used _for preventing or treati di seases ca(gsed by t hronbus

or enbol usreRHARhA iseasopcaysed TS PRPHY of 6 T IPIRAR YS! wherei n
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to 19, wher e e SN SN J Ao BG4 86, 7-tetrahydrothieno(3,2-

c]pyridine or a pharmaceutically acceptable salt thereof.

16. Use according to any of claims 13 to 15, in which the pharmaceutically
acceptable salt is the hydrochloride or maleate.

17. Use according to any of claims 13 to 16, wherein the medicament is used

for preventing or treating diseases caused by thrombus or embolus.

18. Use according to any of claims 13 to 16, wherein the medicament is used
for preventing or treating diseases caused by thrombus or embolus in warm-

blooded animais.

15. Use according to any of claims 13 to 16, wherein the medicament is used

for preventing or treating diseases caused by thrombus or embolus in humans.

20. Use according to any of claims 14 to 19, wherein the administration is
simultaneous.
21. Use according to any of claims 14 to 19, wherein the administration is

sequential.



