DABI GATRAN FOR PERCUTANEQUS | WTERVENTI ONAL CARDI AC CATHETERI SATION The
invention relates to a new use of dabiaatran etexilate of fornmula | NH
EtONO 5 optionally in the formof the pharnaceutically acceptable salts

t hereof, as well as new nedicanent fornulations which nmay be used for this
pur pose. Background to the inventionl! 10 The conpound of formula | is known
fromthe prior art and was first disclosed in W98/37075. It is a potent

t hronbi n i nhibitor which can be used for exanple for the post-operative
prevention of deep vein thronboses and in stroke prevention, particularly
for preventPRECERABIGEE PIRPEITERIR SRR ERIPPL CHPERS IFHATEH SS 5 he pr esent
invention relates to the use of the conmpound of formula | as a secondary
medi catj on i n percutaneous interventional cardiac, catheterisation. Detail ed
descri ?BWEHPnFﬂ%w§Vh&ﬁﬁW¥ﬁ?OfggF%ﬂ?aﬁgﬁﬂ?SQﬁ‘§FV i onal cardiac
catheterisation (PCl = percutaneous coronaryjintervention) is 20a test
carried out on patients at potgntial rij ronary di sease. Frequently a
synmpt om such as, for exanple, & feeling of] tightness or pain in the chest
or a pathol ogi cal change B e corfe attTerfis~¢ereqf rocar di ogram
is the basis for cardiac etéqis@tion. In this investigation, it is

det erm ned whet her thexcorefnary bl ood vessels have flow problens. |If any

such flow problgns reﬂfiiji per cut aneous bal l oon dilatation or the

i mpl anting of a sgent™in7y he}l estion 25responsible may be carried out
during the cardi ag catheterigation The disclosure relates to the use of the
conpound of formula | i

optionally in the form of the pharmaceutically acceptable salts thereof, as well as new
medicament formulations which may be used for this purpose.

Background to the invention
10 The compound of formula 1 is known from the prior art and was first disclosed in W098/37075.
It is a potent thrombin inhibitor which can be used for example for the post-operative prevention

of deep vein thromboses and in stroke prevention, particularly for preventing strokes in patients
with atrial fibrillation.

15 The present invention relates to the use of the compound of formuia I as a secondary medication
in percutaneous nterventional cardiac catheterisation.

Detatled description of the invention

Percutaneous interventional cardiac catheterisation (PCI = percutaneous coronary intervention) is
20 & test carried out on patients at potential nisk of coronary disease. Frequently a symptom such as,
for example, a feeling of tightness or pain in the chest or a pathological change in the beart
current patterns (electrocardiogram) is the basis for cardiac catheterisation. In this investigation,
it is determined whether the coronary blood vessels have flow problems. If any such flow
problems are found, percutaneous balloon dilatation or the implanting of 2 stent in the lestion
25  responsible may be carried out during the cardiac catheterisation.

The disclosure relates to the use of the compound of formula I



NH CH3 H Et O optionally in the formof the tautoners and the
phar maceutically acceptable salts thereof, as a secondary nedication in
per cut aneous, interventional cardiac catheterisation. In one aspect, there
is provided a use of a conpound of fgrnula I NH CHI NN 3 nCNHc:)0 INH
optionally in the formof the tautomers or the pharnmaceutically acceptable
salts thereof, in the manufacture of a nedi canment for secondary nedication
i n percutaneous, interventional cardiac cat Bt eri sation conducted in.
conjunction with inplantation{gj a ste N
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optionally in the form of the tautomers and the pharmaceutically acceptable salts thereof, ase

secondary medication in percutaneous, interventional cardiac catheterisation.
in one aspect, there is provided a use of a compound of formula I

NH

s
N
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optionally in the form of the tautomers or the pharmaceutically acceptable salts thereof,

frened

in the manufacture of a medicament for secondary medication in percutaneous,

‘nterventional cardiac catheterisation conducted in conjunction with implantation of a

stent.



2a Pharnmaceutically acceptable salts of dnbigatran etexilate include acid
addition salts which are selected from anong the hydrochl ori de,

hyci r obrom de, hydri odi de, hydrosul phate, hydrophosphate,

hydr omet hanesul phonat e, hydroni trat e,2ahydr onal eat e, hydroacet at e,

hydr obenzoate, hydrocitrate, hydrofumarate, hydrotartrate, hycirol actate,

hydr oxal at e, hydrosucci.nat.e, d ) . . r O ahonat e,

pr ef erPABIACRYRR EFICFCSPIia{i’J‘éFalﬁfé%%f&%%g%%ﬂ%%d&ggd@ pﬂla éﬂ,%mh(g%}r opﬁgﬂggﬁat e,

hyci r aRbed abe, anmndtiod urieschtos dadydppaimidesiianédel HEsEPREC. The salts of

hydr ochl.or.i ' e [ i It A6, BydrbeRaed, ¢ acid and
y yg&qpég%aggﬂe %Jﬁ%&?%ﬁﬁ?ﬁﬂaﬁ&& Wy dAichte RRIRIE ydr

aceti rticu preferred. O exceptional .inportance according
to t hehydiabehassis: BYGEpETERaYERITRATEE: W%ﬁéﬁ%ﬁ%@ﬁ?@eg@ﬁ&k%ﬁ’ph are

gpt i fn@;ldkaéu@di%,wﬁbé%date anchisy drB sy latiesulwh bt ptefiealsy bpiodforidee .
isclosure. The ,acid additian i f el e , particularly

t he nﬂ%ﬁgﬁ’éﬁgﬁ’ﬁé’ﬁfoéu’gégd’ P ﬁggl %éﬁe%}ysci Qgislg%é’%l g!rﬁoexart%% g?tlc?n WO 03/ 074056.
The spegidmehpebynonpiys The said ofiusoahirriomsith e eHHORRE 28idi B2 % t he

hem hydr.at:e .LBGHE e i8hE 3SArddIRN phdtermd hor @Jcigﬁfon@iﬁhxp()ﬁi‘ﬁc@ QOR+ERGH68) . The
di scl osure 1ncludes the use of the solvates an _rxl%l?rett es_ of tt he salts of
the cotpdiscidsuce arf e malts @f methpesulnhoniosidi WePRE SAHOPEEY A9deEBHISERd of for mul a

| is call dapi gat and. Lisidsgpresented by the following fornula HNH Cl -1
13 H -Nesy?ﬁ(gfévﬁ&‘%gel‘{?e Use adclsc%orsdi ng to the disclosure also includes the use

of the compound of fornula 11 as secondary nedication, i.n percutaneous,
i nt er vEht ioh additen dlinel ¢hisaBrestpEis garncularly Fbreé]F%Paé‘B?”}Qhoﬁgta\Wéiegﬁ 58%and 400

rrg, _ paa{skaségéz%xl é&agl@%fi_ﬁrw@Iowo?f&o%o_ﬁslepé@ﬁ@ﬁosyﬂn@pmmumfm 5fornul a | aL e
aam ni stere r .qaay..l order t LD C to the
G Scl osuen-PRRPRE AL ACHy S par BrE Y erk b BESLCAL 8 ARg e 0 !
220 Ny 2665/ GRARYUDEE discitisEreRebNided B B¥eRdthpesivalayand hydrates of the salts of the

compound of formula L

The active ingredient of the compound of formuta I is called dabigatran and is represented by the

following formula IT “
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The conpound of formula! is preferably adm nistered with or before the

per cut aneous 10i nterventional cardiac catheterisation. Particularly
preferably the conpound of forrmula | is adm nistered before the cardiac
catheterisation. It is advisable for exanple to start the adm nistration of
t he conpound of folinula Tin the abovk-nentioned doses 12-48 h, preferably
16-36 h, particularly preferably 18 to 24 h before the percutaneous

interventional cardiac.catheteri.sation. 15 e conpo of formula | is
bref er anty RarRRe e P A er A M e e PP e PRt rrierof il e onsas
descri begohdary medinglos ii pernDIG3LD THEBE LIRS ¢apdidc etheiD s 74056 shows t he
schematic structure of preferred pharmaceutical conpositions by neans of a
section_through a suitab pellet. The approximnately bal]-shaped/ spheri cal
core re§iedHao hwwﬁ%ﬁﬁe&%a&twl 5 ToHeThSH o08 SOt T Pt FrEeyRd al |y
accept aplirewts ankdnigcittd ppr &fvan abley td iatdiantm tircheticalbe aceofiBg toaht ayer t hat
separates .t he id core fr 3 er _cont al ni L he active substance, the
sor car| oo dary B GeirATL PEE AR AR rPiRded by tne
active susitramsieretgyreley. which is also in the shape of a spherical shell,
which in turn may be surrounded by a coating that inproves the abrasion
resi stance and storage stabiljty of, the pellets.. The preparation of pellet
{ or il allPBRYTBITERT SHRIAL AHE “f%?yead&%'rs&? T2 BiSRCTa EERTTIHPRS t he

di s¢t os erervestioshiadpidcesinsetsbyn aPaeitilesy efef@aly tal cosipefsd offbiratis I tshe core’
i's prepared.from pharnmg ically. acce l.e_Qrgani ¢ 1d. Within the scope
of the 3%%?&%4?%ﬁ“a{%?%&a%?ldk%g%ﬁog‘e2& lt%%d%'rgacébpl)eg( é“”{*af?%’ %%)rsetzgl%heThe core

mat er i aladwirtismsionbf ¢ prepousd phisrmuisn ve ticedorntontimed dbiced 2 30i s pledr Sty
tartari Geag il nGOhSpbik-3RY BYoNG 1ORLrRR thSOralindGuSHEPRASHON cAdiah

dabi gatran sugpen5|on 4 prépared subsequently is sprayed onto these coated
cores 3%@3W§§Hﬁ’§nof a coating process in one or nore process steps. The
actijge substance pellets 5 thus obtained are then packed into suitable

capsul es.. 35The exper| t.al section 1hat follows sumrarjses..the
preparaﬁﬁbﬁ”BP”Pﬁégﬁgaﬂ%gﬁgﬁ?ig%%%3@%%$§%§£ aimﬁﬁg%aga#iﬁﬁ%ﬁ¥yﬂ%referably
used accloruliimgprs es déveriil Sorlwsmple. in W03GT00 B Gé02t | CTPEP2HINT180692: 4
Exanpl e éi%émﬁfc%ﬁ%ﬁre lo®Prefirel BBarRla8E:REl Reloshitns ¥BHAKEG: WAL SLcrBh Briigatked to
50C and 120 kg of acacia &%quﬁégb c)%pre agded Wit h ?éégrlng in a
conventi%ﬁéﬂeﬁﬂk?ﬁgmﬁﬁﬂF%} T '?hﬁe S ECRE FOBTEZIahE Rl CONGISF j ng i s
contionuegnikts 0dn pheambcettaie pateptableuntdrtic ecid lpesferasighartaroncids Tabt aimed. Once
there is IS i |3 I o a ic acid
e addel e e e e de Bk tonduldl oo Hodte 0 LAHIBL P T e
and whi | ieolsting eyg Theiselsiing Hyeds InAumeuriopeded ddithy ssHvh aubsaneoidyTHehigh ®t ur e
i's stirrgg fre ghousr Apather sh8lllwhith BowFSmal 80Q-kanddartyal derache are added
to a sl op Yol dnfiioh 3ol Hld QORe PR L) tiORer FOrat ed

25

- The preparation of pellet formulations of this kind that are preferably used according 10 the
disclosure is characterised by & series of partial steps. First, the core 1 is prepared from
pharmaceutically acceptable organic acid. Within the scope of the disclosure tartaric acid
is usetio prepare the core L. The core material 1 thus obtained is then converted into so-called

30 isolated tartaric acid cores 3 by sprayihg on an isolating suspension 2. A dabigatran suspension
4 prepared subsequently is sprayed onto these coated cores 3 by means of a coating process in
one or more process steps. The active substance pellets 5 thus obtained are then packed inio
sujtable capsules.

The experimental section that follows summarises the preparation of the medicament
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formulations that are particulariy preferably used according to the disclosure.



10hori zontal pan with a spraying and powder applying unit (e.g. Driamat
2000/ 2.5). Before spraying starts, a. sanple of the aci.d is taken for
screening analysis. The acid in question is tartaric acid particles with a
particle e range fromO0.4-0.6 mnm The acid r r.solutio

obt ai ned \ggét M%(’g%ve met hod i s sprayed onto the tartd’%%%%ﬁﬁjﬂ(’uﬁ%tl cles
thus provided. During the spraying, the quantity of air supplied is

adj ust ed to 10nBTh and 35- 15750 The differential pressure is 2 nbar and
t he specdiid apaliogcoldheSuarier Feliefs oy 0] uti ons per minute. The nozzles
shoul d 45@xawaiangedc:a¢c ta ad‘i{saxainm@ @fe‘f%@:m—(gﬁﬁ;@i@iﬁid)raﬂfﬂddh@wﬁih lstitring i She aci d
rubber n S w th the follo

Ater shout a4 brian S RER ey (R Ltk Bt LS kP a BaoBHED 1 he
tartar F%“%%F%‘é?? § ¢faa solgporpopiagiee. §lngethoGas 4£t9d’680&nﬂ0aml@lsutl feafeoliut 2on has
l(:j)eeﬁl duhsnrrg}@w@danmw%&é&g%ﬁrs&amw m@&%ﬂ@%ﬁ@"m &1i8d afohflkl,ed onto the
anp t . ti.cles e tartaric aci uestlon consi sts
of fi nggr%lgsrétt%‘r %gh ghﬂg[timmf PR A %‘ﬁrdfl‘?%?réh‘g V\g ({)Hhc BUEFed @F6As. I n
all, 8@64@@“&@@@%1@%@ powder are required. After the said tartaric acid
powder has been sprinkled on and distributed the spray material is dried

unti | &L {JC'[ te era rg 1 E}gut 40C.i s eached This is in turn

fol l ovveg eg S Wf’i <grie aflopheroiating 7 tips Fw%b()l?eﬁfli‘%‘ﬁ“) URedEaEdcl es are
r epéat édrizamtal pat weh acprdying bivkpovedt upiigng usit e drigmat ONEE Fhespsecess has
ended t:ﬂ@yﬁﬁ'sﬂrt@%'sbﬁfuo@[?ﬁe agfd'zggak'eﬁl O?Q&cgﬁxg%&ta aﬁml g ed(?ﬁ tf?%%@t%ﬂ”ll@lt es. To

prevent caki ng after tg i ni nt programis
run at “EFHATE SRS SV ﬁé@“@iﬁe‘f:‘y ‘ﬁ(?ﬂ?rmn%@rfrft‘?\@%?%%t 30 instance this
Heans fThatcit! hebbpasphiten bbtaatké dy ate ﬂ)ovcpmcﬂalefi ﬁ&pfévﬂ&lb@tﬁ t@taﬁm&{c la$ti@fs one
our a e t UT et s en tr j.nto a
dr i nglag1 %JSSWE&& gﬁﬁ Jﬂ@ éﬁ{t}g\/ at‘ilr&f&pi %lu%%c}* 9 @B@fq%én Ut s.
ally? h“éhcwaﬁfl%twé mseisszlée fd|~§?fﬂ?4f @a@ ﬂmpq‘:cé of e@tetrtcm aiént by ise reehtiamnaleysi s.
The pantihet eThd ez (i diaaRiera lii@mbe of 9508@90%5 E@ﬁﬂﬁ@ﬁﬁlﬂgo t he
product. This fraction shoul d make up >85%
2010/ 020602PCT/ EP2009/ 060592 5 Exanple 2 - | soI ation of the Starter Pellets
To pr epat ecid fbbpswiwion igersayshen sy oligrn8eg. With 184 Tobvikgptafs. etfhanalut ake pl aced
in thek@bﬁh@ﬁm@@iﬂ;@f afftioands bhe ﬁbﬁ%&ﬂ@%&%ﬁ@ gbﬁ pigy ! '0§§%%%2~ (17.3)

k d t t d th
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( 33 1 013 .18) ddop) taitgricaddigthrticgaiTie Wirtahic stid poivilg iandessius pendec ftberasi d

pel | et 54 200600 dﬁ;gn@ra%m%%%% it e o8t LIG-GRPALRbYSsL 8O- O

Coat er S‘gg I\€ and spraye ng pan with the
i sol at fcﬁéi“%‘h S eo‘h"‘“’dé’”stff?q PEIPBBY Bas byemswrwitadmucud disprayidite srocess
| ast i ngaseiukis dtichouti e padduat tSppayiurgoTabe 0FC 32ck@bh ToK idihen0diRARIKY

m x& ur g, gf. KW fon,. K xture. The pellets are also dried
contin ouses V\n}ﬁf’hna?n hala?%sg%%f &u{"&up to 70C. After the GS Coater has been

enptied, the isolated starter pellets are fractionated by screening. The
pr oducThdse @gdi0ite Wipkdteurdil 8RRLRIruber QollIbd & 184052 HANG USEs! Mt L

the acid peliets are dried in the pan at 3 rpm for 240 minutes. To prevent caking after the drying
has finished, an intermittent program is run at 3 rpm for 3 minutes every hour. In the present

30 imstance this means that the pan is rotated at 3 rpm for 3 minutes at intervals of one hour and
then left to stand. The acid pellets are then transferred into a drying apparatus. They are then
dried at 60°C over a period of 48 hours. Finally, the particle size distribution is determined by
screen analysis. The particle size with a diameter of 0.6 ~ 0.8mm corresponds to the product.
This fraction should make up >835%.
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15 Exanple 3 - Preparation of the dahicatran etexilate suspension 26.5 kg
hydr oxypropyl cef | utose are added to 720 kg isopropanoi in a 1200 Litre

m xing container fated with a propeller stirrer and the mxture is stirred
until fuldy.digsgived (about 12 - 60 hours: roughly S%QT 9&”’&?&ﬁ t he
solution is clear, 132.3 kg of dabigatran etexilate 2 anes onat e
(pol ynmoTh 1) are added with stirring (400 rpm and the mxture is stirred
for ab-ut_a o.h_ 20- 30 _mnutes, Then 21.15 kg of talc is added at a
const afE2R G- HE B B BHER O | s continued at the sane speed for
about 5hdﬂ%ewﬁﬂ@mdﬁhngmmpesmn?ﬁé St3éPS) bestathdnetarabovel ane: piheder abl y

carri egoaa{tlwdag% @dmx%a %aﬁiﬁeﬁa@@g ,3 1297 3@@9{ M@gg\x)‘é@(@%ﬁ%% 50ken up

by ho gen|3| g traJurrax stirrer
suspe gg G l"ﬁ eTg?{b‘H]l & Hotere@dyo30tothe oy A gcansaretidete

manif aShatliy bgfops messz.(“ 1(17.The) susipen aion with sstrinkl @d wihlied eady for
further processing to ensure that no sedi nentation 30occurs (at roughly 400
rpm). If the suspension is stored at below 30C, it should be further

pr oces 882G prilss BOCHHAD kggrapoured intgrthesearpt eprareusygspehsTorien god.

manuf acbemed. arud) stdiped cathe?dCin the refiow zrﬁn Rkl s meﬁnp&@ﬁ%@eqnwnhgﬁ n 60
hours. (y\pm% 10/.020602PCT/ EP20119/ 0605 Pre of the

aration
dabi 2af TaR o SHTAPE RV R &b FaREsCpat q‘é’f”s“’ at S]P'FSYIPZ Gt %(Ip \% "th an
unp%rfé?@i@dme©W?arﬁbk&%émuseﬁxb@smﬁbatefhm@dbmeﬁﬂwa)Mndcpnmnasﬁvmmhthe
flui di sedirbeginethedyotche suspen5|on IS sprayed onto the fluidised bed of
pellets in the rotating pan by the "top spray" nethod. It is sprayed on
t hrough nozzles 1.4 mMmmin dianmeter. The dry air is passed into the bed of
pel | et sftchthe ifhCserdat bed emnied. shoino bled descandict nanspeshead avwayecheough an
openi n | e T | pan. is charged with
320 kgq}d?&()hlg&tﬂa%?@a}%ﬁag% ew gqg%g{b%tgﬁ ﬁg‘ﬁé]g%gﬁg |Cﬁg to Exanple 2 an.d
t he” bed of pellets i.s heated up Once a product tenperature of 43 C. has
been 1@xeaphcd, Papasati g)fbﬁgﬂi'tﬁeat%ﬂezkﬂka@é quhazﬁmspensn on pr epa][ ed ]
previo o raye . for at a
Cor ayi i Fan oo Ry Ay ie IR ad, B2 RRIRKE il | B P Gyt
constaﬁﬁﬁ%Wﬂﬁh@ﬂH@H%eﬁ@?Mﬂ@teimPWevahﬁm§éppnm@Hydhsﬂaﬁwﬁmsﬁ1?56Dhmhe anount

of air r(ﬁiéﬁ@"ﬂﬂ@@pﬂﬂ‘ﬁ @heuUhe £90QnNBLiBar, ﬂﬁ’ﬂ”‘@cﬂoﬁcﬂt@mﬁ@ﬁﬂ abSias e dried in the
air inflow tenpera ure of

hork ) zont a Iutlo S
IR T A1y Ra R SR M A S
per i od fafabagnethar20- -Hommwites 328erkyl . bf kg dloaiped ddees dttmstamtaarmgdmaraedt hen

| oaded ;@AGE 1IMHBNLQOHR SHAL b}?ﬂ@@tf@'l abB@NnSRY: Nead 1%911}}& %43’[%& c%thqdég of the

suspens| on prepar revi ousl according to Exa e 3 are spra first
PENZLRR ot plgzg*xa%g %m out under an?trorren athhosphere. mple praye

25 Any clumps formed are broken up by homogenising using an UltraTurrax stirrer (about 60-200
minutes). The suspension temperature should not exceed 30°C throughout the entire
manufacturing process.

The suspension is stirred until ready for further processing to ensure that no sedimentation
30 occurs (at roughly 400 rpm,

If the suspension 1s stored at below 30°C, it should be further processed within at most 48 h. If
for example the suspension is manufactured and stored at 22°C, it should be further processed
within 60 hours.
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of all for 2 h at a spraying rate of 20 kWh, then 24 kg/h. The suspension,
Is stirred constantly. The tenperature of the air supplied is at nost 75C
The amount of air supplied is about 1900 nB,1. 25Then the pellets are dried
i n the hepd Zaplakepan (5 revolutions per mnute) at apcgighlodhdoayy
tenperature of at |east 30C, at most 50C and an air inflow ambunt of 500
rm h over a period of about 1-2 hours. The dried pellets are then
passedthro a Vi bratl 10 s&:reen V\nth,{a me§h5| e of 1, 6 nm and 30st or ed
in con 21D reparation of In ifran _;i-‘;i bstance ecessmg VO
2010/ OEOWQ@@WHEWOQ/LQB@BQ@EGW cEampieusd{ GS)@m@lr é@)doﬁ(}(ﬂo fmefngestons The

fol | oWk £ e $achifodf QE Baslp@ﬁqio%n@ syﬁfﬁ'@edtd&%‘cﬂm@@ltuﬁﬁé%@@cé 510[5811%1’3% aptive

subst ance. pel | et's qbt ai ned akg g todExa cking into

Py dr ox{ PR BBy EIEL A &81 TSR TRApL dive mﬁ%&&%mzz A B aps
anmofint Thogryperis apsal ietcabt badeofpulist ancelh 86:2481 ink26s:183Wadcanidaraggponear abi ¢ )
4.43 6&5&9} %utﬁﬂ h%p@anﬂéim%ge 28k wall of the coate

The horizontal pan is charged with 320 kg of the tartaric acid peliets obtained according to
Example 2 and the bed of pellets i1s heated up. Once a product temperature of 43 °C has been

16 reached, spraying begins. 900 kg of the suspension prepared previously according to Example 3
are spraved on, first of all for 2 h at a spraying rate of 20 kg/h, then 24 ke/h. The suspension is
atirred constantly. The temperature of the air suppiied is at most 75°C. The amount of atr
supplied is about 1900 m’/h.

15 Then the pellets are dried in the horizontal pan {5 revolutions per minufe) af an air inflow
temperature of at least 30°C, at most 50°C and an air inflow amount of 500 m’/h over a period of

about 1-2 hours.

325 kg of the pellets thus obtained are then loaded once more into a horizontal pan and heated to

20 43°C. 900 kg of the suspension prepared previousty according to Example 3 are sprayed on, first
of all for 2 h at a spraying rate of 20 kg/h, then 24 kg/h. The suspension is stirred constantly,
The temperature of the air supplied is at most 75°C. The amount of air supplied is about 1900
m’/h.

2
Lh

Then the pellets are dried in the horizontal pan (5 revolutions per minute) at an air inflow
temperature of at least 30°C, at most 50°C and an air inflow amount of 500 m’/h over a period of
about 1.2 hours.

The dried pellets are then passed through a vibrating screen with a mesh size of 1.6 mm and

30 stored in containers with desiccants until needed for further processing.



129. 9 hydroxynet hyl - propyl cetlul ose 2910 2.23 3.27 di net hyl pol ysi | oxane
350 0.04 0.06 talc 17.16 25.16 hydroxypropyl cellul ose 17.30 25.37 HPMC:
capsule 60(3" 70(Ln Total 276.2 387.1 0) corresponds to 75 ng of free

active syhsisansaqbase PCT/EP2009/060592
-

Example 5 - Examples of formulations

The following examples of formulations are then obtained from the active substance pellets

obtained according to Example 4 by packing mto hydroxypropvimethyleeliulose capsuies:

5
ingredient amount jmg| per capsule ameunt mg| per capsuie
active substance I 86.48"" 126,83
Acacia {gum arabic) 443 6.530
tartaric acid 8E.56 129.9
hydroxymethyl- 2.23 3.27
propvicellulose 2610
dimethyipolysiloxane 350 (.04 0.06
talc 17.16 25,16
hydroxypropvicellulose 17.30 23.37
HPMC capsule 607 701
Total 276.2 387.1
D corresponds to 75 mg of free active substance base
@ corresponds to 110 mg of free active substance base
&) weight of capsule size is about 60 mg
“ weight of capsule size is about 70 mg
It
In another aspect the present invention relates to one of the above-mentioned medicament
formulations as a secondary medication in percutancous interventional cardiac catheterisation.
In another aspect the present mvention relates to a medicament formuiation which contains 60 -
15 90 mg, preferably 70 - 80mg, particuiarly preferably about 75 mg dabigatran etexilate of formula

I, as a secondary medication for percutancous interventional cardiac catheterisation. In another
aspect the present mvention relates to a medicament formulation which contains 90 - 130 mg,
preferably 100 - 120 mg, preferably 105 - 115 mg, particularly preferably about 110 mg of
dabigatran etexilate of formula I as a secondary medication for percutaneous interventional

20 cardiac catheterisation.
In another aspect the present invention relates to & medicament formulation which contains 60 -
90 mg, preferably 70 - 80mg, particularly preferably about 75 mg dabigatran etexilate of formula
I in the form of the polymorph I of its methanesulphonate as a secondary medication for
percutancous interventional cardiac catheterisation. In another aspect the present invention

25 relates to 2 medicament formulation which contains 90 - 130 mg, preferably 100 - 120 mg,

preferably 105 - 115 mg, particularly preferably about 110 mg dabigatran stexilate of formuta [



(2) ~corresponds to 110 ng of free active substance base (3) wei ght of
capsul e size is about 60 ng (4) wei ght of capsule size is about 70 ng 10
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20 In another aspect the present invention relates to a medicament formulation which exclusively
contains the ingredients gum arabic, tartaric acid, hydroxymethylpropylceiiutose,
dimethyipolysiloxan, talc and hydropropyiceliulose in addition to dabigatran etexilate of formula
I in the form of polymorph I of its methanesulphonate as a secondary medication for

percutaneous interventional cardiac catheterisation.

25
In another aspect the present invention relates to a method of carrying out percutaneous
interventional cardiac catheterisation, characterised in that dabigatran etexilate of formula 1 1s
used, optionally in the form of the tautomers, pharmaceutically acceptable salis, poltymorphs,
solvates or hydrates thereof.

30

In another aspect the present invention relates to a method of carrying out percutaneous
interventional cardiac catheterisation, characterised in that dabigatran etexilate of formula 1 15

used i the form of one of the above-mentioned medicament formulations.
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2) Use according to claim 1, wherein between 50 and 400 mg, particularly preferably 75 to

350 mg of the compound of formula I are administered per day.

15
3) Use according to one of claims -2, wherein the pharmaceutically acceptable salts include
acid addition salts which are selected from among the hydrochloride, hydrobromide,
hydriodide, hydrosulphate, hydrophosphate, bydromethavesulphonate, hydronitrate,
hydromaleate, hydroacetate, hydrobenzoate, hydrocitrate, hydrofumarate, hydrotartrate,
20 hydrolactate, hydroxalate, hydrosuccinate, hydrobenzoate and hydro-p-

toluenesulphonate.



stent. Use according to claim1l1, wherein between 50 and 400 ny,
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