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NEW COMVBI NATI ON DOSAGE FORMS FI ELD OF THE | NVENTI ON 5
The present invention relates to an ora

woheoraeswt i cal preparation for use in the prePemSEZNNG/001349
and/ or reduction of gastrointestinal conplications
associated wth acetyl saliqylic acid treatnent. The
present preparation conprises a fixed oral dosage form
conprising a proton punp inhibitor (hereinafter also
referred to as a PPI, i.e. a proton io punp inhibitor)
in conbination with acetyl salicylic acid (hereinafter

r I 0 ASA)_or a derivative thereof.

NE@k??H@Eﬁﬁ@iﬁﬁﬁhgxgigg ﬁﬁdﬂﬁvention refers to a nethod
for the manufacture thereof and the use thereof in
medi ci ne. The present invention also relates to a
speci fic conbi nation conprising esoneprazole, or is an

I i of or a hydrated form of any one of
P O R TV ENOG

licylic acid in an oral fixed

conbi nati on dosage form conprising a group of separate
physi cal units conprising esoneprazole, or an al kaline
The piegent fvientétn tslates thgrl pral pliarmacawtiod] prapgratine fafust et

. 0 rat e ysj.cal uni .
eREfh BRI ORGSR SrBNSLGR Pl e
saliopldh gadreredinbor Thévprepene pePhiath edmpheoaBRebal icsage form

as nyqcardi al infarction or

vascul ar events,. 20 such ]
COR IS PIEOEP@R”FW ltm%ewmageli Heq whsEd 9 A 2 RRL &P creprptpn
itsito i ' / tien of
B R R R
ASSJpr & derivatize terqoAIMy themeat, itherpreseit BAGKERANVE 1O thtlbod for the

maﬁM&Mytﬁyeéca%Xﬂe&salt#l%éclgjigﬁ%%i d (ASA) is one of the

nost conmonly prescr t8%d drugs worldwide. Its
use in prevention of thronboenbolic vascul ar events,

such as nyocardi al : o
The present invention also relates to a specific combination comprising esomeprazole, or

an alkaline salt thereof or a hydrated form of any one of them, and acetyl salicylic acid in
an oral fixed combination dosage form comprising a group of separate physical units
comprising esomeprazole, or an alkaline salt thereof or a hydrated form of any one of
them, and one or more other separate physical units comprising ASA or a derivative
thereof for use as a medicament for the prevention of thromboembolic vascular events,
such as myocardial infarction or stroke, the risk of which is increased in the elderly
population and further prevention and/or reduction of gastrointestinal complications

associated with acetyl salicylic acid (ASA) treatment.

BACKGROUND OF THE INVENTION

Acetyl salicylic acid (ASA) is one of the most commonly prescribed and used drugs
worldwide. Its use in prevention of thromboembolic vascular events, such as myocardial
infarction or stroke have been described in “Collaborative overwiev of randomised trials of

antiplatelet therapy Prevention of death, myocardial infarction, and stroke by prolonged
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infarction or stroke have been described in

" Col | aborative overw ev of random sed trials of 30
wanbiiweedt7el et therapy Prevention of death, nyoear8E2i06/001349

i nfarction, and stroke by prol ongedanti pl at el et

therapy in various categorigs of patients.” [British

Medi cal Journal 1994, 308, . 81-106, by

Antiplatelets triallists collaboration]. Despite the

therapeutic benefits, its use is frequently limted by

an increased risk of gastrointestinal side effects,

mai nly upper gastrointestinal side effects |like peptic
antiplacgethérapy mndridyseészories efpasicand . [Brivish Madipel {namal 4§94, 308,

f el,opi n,_ul.cer Fcatdhon:.l i i
p. S PSRBT W s G g BT Jy RS BeheHEO B use
is fedquelitgditiesias af ind®dsed AisR@p pastroititestinal aldeadfpsts pnackydpper

a peptic ulcer bleed. Even a daily dose as | ow 75
sastroubtsEBlsifes Yepis ke Digic eorationgg dygigtia Boupigis. The Zgptve
tis gfé cge?tgfgﬁfnggyh%er 0ahAtidafiGMikdiBlebliing REMGARE SokbeH orliB@ddenum

M ssions due to adverse drug reactions are
is inaased by all AGAie(Riosasrd Haie dh. pepti ul@NBlvERPpPEcies 4 Beptiy)ulcer

T fole. th ; o \ ; :
et e b Pk 1 Bl YRR L0 83 BB piing o
830 EPidLRAMbISAcdl RSt FFRDIR TR indi@ed hag! 836 6f spitaniinigioASaue to

associ ated upper gastrointestinal side-effec I
advirseedrog sadtiahp apreerupest oy ph GRisme mssiat alhp Y \%Pisfﬁ%‘g ﬁg‘elé))'

fo . . ‘ .
o g UL LRy GO A e s
heal i ng and/ or prophyl axis of ASA associ at ed

3ot SR L0 ST 2 UL, 3 BEOTAA AN
uph&hé B diRfestinal QUM FkdiBery R SR BStaZYnpee@seiRatients with a
|eé?|g dosierter Acetylsalicylsaure" by Sinon et a
nebd folcamiiuging tredtmpuris ttheamghine 8 S\ SAv freatmsntiwith gn agiulcer drug
701- r rt.s that . i ni ' .
b 2B e RS PR AA Lstlg -
suble SUGBstg@ kiR ehiasienra - esipananeisokied ob pro&Sfpurhminhibitors.

"Untersuchungen zur Schutzw rkung von Lanzoprazol auf
di e nenschli sche Magenschl ei mhaut gegenber niedrig

“S%Rl?t&\@frkﬁfg V%%%%laﬁ@idl %Xée?ﬁﬂér%ed%g Msletr Ret@balichlsiure” by Simon

et al in Arzneimittel-Forschung, 1995 vol. 45 no. 6, p. 701-3, reports that concomitant
administration of omeprazole for patients treated with ASA was found to reduce

gastroduodenal lesions evoked by ASA.

In “Untersuchungen zur Schutzwirkung von Lanzoprazol auf die menschlische
Magenschleimhaut gegeniiber niedrig dosierter Acetylsalicylséure” by Miiller et al in
Arzneimittel-Forschung, 1997 vol. 47 no. 6, p. 758-60, it was reported that concomitant
administration of either lansoprazole or ranitidine for patients treated with ASA was found

to reduce damages on the mucosa caused by ASA.

Established risk factors for developing ASA associated upper gastrointestinal side effects
and complications are for instance high age, previous peptic ulcer and/or bleeding, high

dose of ASA, co-therapy with other antithrombotic drugs, anticoagulants or Nonsteroidal
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Arznerm ttel r Forschung, 1997 vol. 47 no. 6, p
758-60, it was reported that concom tant
wadni7ricsa7s at i on of either | ansoprazol e or rani PCUISEZ006/001349
for patients treated with ASA was found to reduce
damages on the nucosa caused, by ASA. Established risk
factors for devel opi ng ASA associ ated upper
gastrointestinal side effects and conplications are
for instance high age, previous peptic ulcer and/or
bl eedi ng, high dose of ASA, co-therapy with other
Lt hr opboti ¢ i.coagul ants or i
RO R DR PSP S egPecht ¢S Tesmlepgagle andieiderty
pati@An®ldriti  @mpexam e Hidagid & RATrgbA 84y slﬁﬁ?d fRLiSe
tolerating a conplication |ike bleeding or” perforation
Propaeflagtics trip e@ingetig with jleicA 84 tepmmtirent i n
connection with their ASA treatnment. This has for
i nstance been suggested by A Lanas in Digestive and
Thisi hae forDhstams deer2@Rdestcdthy A, Bifas Tn DIRYEv@0se IARA Digease, 2004, 36,
(§§L?Iy used for the prevention of thronboenbolic
PRdsul ar events, such as myocardi al infarction or
stroke, the risk of which is increased in the elderly
popul ation Conpliance with treatnment is especially
Lopingnse e isimeiely deed fpr thegpréventjor ef fhatmizetbolivcliav@vents, such

j t risk of developinng.aq life-thyreatenin )

as %@ﬁﬁ%@%ﬁﬁ?&gcﬁuo ot %%(el, ﬁgﬁ%&&‘&%l&k}é %r%aé Wg_g%?lder?y population.
Copmpiifmreatittofeatiibie ié eEPOCialRNERRHanCRAEMHFNRE fagild Pieh&! who have
th;ﬁ@gegrtigﬁb%t he finding, that peptic ulcers _

X f & ¢lppingsa Iifs-taeateing eqreplishi@ntoasSAnpeaneni ke
bleddlin lor b&Eor8N &) j [ Si SA. ..

e B AP iR AP P PR Bhncing,
thag pepticaresesasedciaed witk ASdniredtsibet e ofQpayaibelnyticastil the event.

presented in "C opi dogrel versus Aspirin and
Esonprazol e to prevent recurrent bleeding.” in New

In fingbseddhetgiieN@ImpeisinVR £ b a pARGPpuRy hittol 383 éi%ffe%ekl% active

is well known that patient conpliance I's a nmaln
sujsinpes dieniaprpdanipisistedrseparielyi, as prestingsall in t“Clmidvgrd sersus Aspirin

I Rl ' f t, r .even .nore o
nd P dlofe 103 BLO R BReGhe " 10 \R IR TPlSalar Medicine,
20@9 A2 23840 0t is atell khawh diay phitend 6sthBlikacs RQ 18IS tactor in receiving

a good result in medical treatments. Therefore, administration of two or even more

different tablets/capsules to the patient is not convenient or satisfactory to achieve the most

optimal results.

In US 2005/0227949 Al it is presented that a combination of an NSAID and a histamine
H2-receptor antagonist is an effective treatment against viral and bacterial infections.
Among the particularly preferred H2-histamine receptor antagonist is included omeprazole

and esomeprazole. A kit comprising the compounds is claimed among other things. No

fixed unit dosage form is disclosed.

WO 97/25064 describes an oral pharmaceutical dosage form comprising an acid
susceptible proton pump inhibitor and one or more NSAIDs in a fixed formulation,

wherein the proton pump inhibitor is protected by an enteric coating layer. The fixed
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optimal results. In US 2005/0227949 Al it is presented
that a conbination of an NSAI D and a hi stam ne

weoRer@eeat or antagoni st is an effective treat nBAT/SE2006/001349
agai nst viral and bacterial infections. Anong the
particularly preferred H2-hjstam ne receptor
antagoni st is included onep%azole and esoneprazole. A
kit conprising the conpounds is clained anong ot her
things. No fixed unit dosage formis disclosed. WO
97/ 25064 describes an oral pharnmaceutical dosage form
conprising an acid susceptible proton punp inhibitor .
formnitionis iotherforne oNSAbDeriq epating layergd tableid eapr@n or graitElgunit
r ot i nhibitor j nteric
S i R e Pl
an enteric coating |ayered tablet, a capsule or a '
mul tiple unit _tableted dosage form . The Itiple %Pit
Sowle pergen P feTA5S PuSRIEil to Slgeradyiog 1B Pglaa??c neutral
1A Al Wl ' ' hél active
el e LTINS, H . RS R Wb bl B
sulsstanbdsl Hetng qoaciparstdptble prdton pump wihabior titratst ik protentest fopm
t he active subst.ances bei a acid su tibl .
coRS B A1 B ey e R SRRt T - sn Dl b e
coﬁﬁﬂgqé}%ré}laﬁgﬁdrﬁidnb‘ bEfroli FitnEiRhBItbR desuaibed ¢ thayeior art, see for
There are different enteric coating Ia¥ered
expnEp AiSahidoHS, Wo (ABdilésalep corpprisiy ne¥rZ!descri bed in
the prior art, see for exanple US-A 4,786,505 (AB

Hassl e) conprising oneprazole. US 2002/0155153 Al )
UShERI01s6e553aA T idiseldsdsni fixed asigesdge formwivhich camas es alipmative be a

|t ti. b le fill i th t >
copie HEQUE BT S BB S e EPPOE 06 Rabinds
co?{qﬁw@{s%%@@%ba ) 2G4 ShseHBRAIbRL §uRhAhEBItRUARombination with

tor in conpination w th one or nore NSAIDs and
onwhe meraiNSATDeast whdrein pt Isess thequraionipampniibitor i protected by an

rotected by an enteric coating |ayer. US 2003/ 0069255
en%m,co?ﬂﬂﬁdlﬁﬁ%pat ent 6,926,907, discloses a single,
coordi nated, unit-dose

US 2003/0069255 A1, now US patent 6,926,907, discloses a single, coordinated, unit-dose
product that combines an agent that actively raises intragastric pH, and an NSAID
specially formulated to be released in a coordinated way. The figures show that the NSAID
is situated inside an enteric coating while the agent that actively raises intragastric pH is

located outside/on the enteric coat.

US 6,554,556 B1 presents an invention that is directed to a solid oral dosage form
comprising an NSAID extended release tablet and an enterically coated proton-pump
inhibitor prepared without applying a separating layer between the proton pump inhibitor

and the enteric coat.

US 2002/0051814 A1, now US patent 7,029,701 B2, is directed to formulations having

omeprazole and aspirin comprised in the same core and further some kind of coating

around said core.
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product that conbi nes an agent that actively raises
intragastric pH, and an NSAID specially fornulated to
woeor@eeased i n a coordi nated way. The fi gur esPeiSB2006/001349

that the NSAID is situated inside an enteric coating
while the agent that actively raises intragastric pH

is |located outside/on the enteric coat. US 6,554, 556

Bl presents an invention that is directed to a solid

oral dosage form conprising an NSAI D extended rel ease
tablet and an enterically coated proton-punp inhibitor

L t.hout applying a separating | ayer between
P e R APl fe SrpBirné (ptaprastle and an
NAMPH006X thhibdlitor.now US patent 7,029,701 B2, is

directed to fornul ati ons havi ng onmeprazol e and aspirin
conprised . in the sane core and further sone kind of

Arfoaat bag .S oy 2845917 relates to. a
B P BT 8 2800 G100 Peferyt Bl aBgeciom foran
N » &PTNSAP DN inhd}ids And abiffed The dévagé s Rt @R bnteric coated.
application, US 2004/0121004 A, presents a fixed unit
dosage fcrmfor an NSAID, a proton punp inhibitor and
A Buribef pegdnt agplRaGQSRABEIi§ ST 2 Fk6d ﬁlg{ d@sﬁ%@f&rﬁ ax&?ﬁl £ %0t ér/']}lxt%ric

furtherjgatent application that discloses I Xed u
f

cogfess aty B Sr29P OO b Als Thistretsrenee fliscloseatacfat dissolufRg tablet
20894 6. | . reference discloses a fast

COdPssogé$§§z?§§$gﬁig%%%rising ASA and esoneprazol e.
OUTLI NE OF THE | NVENTI ON The present invention rel ates
to an oral pharmaceutical dosage form conprising a
proton punp inhibitor together with acetyl salicylic

Ol IEAOHE Tos N fryohar maceut i cal |y accept abl e

exci pi ents, characterized in that the dosage formis
in the formof an oral fixed conbination dosage form

Thg g{r%%t zr;w%gt@l 2o ngl orsa? gﬁatr?r}ageu%réglscllo%sge fgl‘r;]!’l E:gmprising a proton
pump inhibitor together with acetyl salicylic acid and optionally pharmaceutically
acceptable excipients, characterized in that the dosage form is in the form of an oral fixed
combination dosage form comprising a group of separate physical units comprising a
proton pump inhibitor and one or more other separate physical units comprising acetyl

salicylic acid or a derivative thereof.

In the present invention, the dosage form is a capsule formulation, multiple unit tablet
formulation or sachet formulation, which will simplify the regimen and improve the patient

compliance and which will also provide a good stability to the active substances during

long-term storage.

The dosage forms according to the invention are suitable to be used especially for the
prevention of thromboembolic vascular events, such as myocardial infarction or stroke, the
tisk of which is increased in the eldetly population and further the prevention and/or
reduction of gastrointestinal complications associated with acetyl salicylic acid (ASA)

treatment.



10

15

20

25

30

proton punp inhibitor and one or nore other separate

physi cal units conprising acetyl salicylic acid or a
wdeninas27ve t hereof. In the present invention, PCISE2006/001349

dosage formis a capsule formulation, nultiple unit

tabl et fornulation or sachet fornulation, which wll

sinplify the reginen and i ove the patient

conpl i ance and which will al so provide a good

stability to the active substances during |ong-term

storage. The dosage forns according to the invention

are suitable to be used especially for the prevention

of thronboenbolic vascul ar events, such as nyocardi a

infarction or stroke, the risk of which is increased

in the elderly population and further the prevention
DESCRIPTIONE THENMNS/ENESIN oi nt esti nal conplications

associ ated with acetyl salicylic acid (ASA)-

treat ment. DESCRI PTI ON OF THE | NVENTI ON Enbodi nents of
Edﬂ&h&&ﬁ?@f&g%w%ﬁdﬂSt enbodi ment of the present

Invention relates to an oral pharnaceutical dosage
A fiost embodiprenisifiie @sseac inveionnglatd tem srabphaa@bcbutical dosage form

coRBRRGR o8 At e RO TSRO Rreim i En PN @BD tOzether
witieBPEAIRYBE béid PASK NBCLIFvERN meﬁepﬁﬂt@ﬁbﬁalwaﬁh&@ﬁéoany

characterized in that the dosage formis in“the
acesiptakle evcipionts, seadactaired mathiiche dewagéorfos in the rfpumi sf a:ngoral fixed

colbPidlo? E%%g@ AL IIR)QIX n% %agl,t]?#ﬁft so?ac%%{gg)%' S?carf %mtts corrga%smg the

suscept | roton~pu ne or
acidlt snedeptslp @rc&b@pmhp’ fihétstor umi bige @G:Hﬁléh ioBenge ﬂai‘dme ﬁ?}@icfsﬂ! units
saLic lic ac or..a rivative there an rein_at
copRHSPE s, lf%lﬁylb%%f PrinfBiveRYe thgreﬁ? S8 PRI e he proton
t €9 g enbodi ment of the
pug%elgglhﬁol n?gdﬁ%h?egn@%/ﬁenﬁr% (%?)&hggfﬁ ceutical dosage form

is conprising an acid susceptible proton punp
In 'arélélclzo%dt Aot Reet Qfe the \f)mretsgnt ?r?v%%t)fon %lolra %ﬁllclrcr:na%eutlcal dosage form is
comprising an acid susceptible proton pump inhibitor together with acetyl salicylic acid
and optionally pharmaceutically acceptable excipients, characterized in that the dosage
form is in the form of an oral fixed combination dosage form comprising a group of
separate physical units comprising the acid susceptible proton pump inhibitor and one or
more other separate physical units comprising the acetyl salicylic acid or a derivative
thereof, and wherein the proton pump inhibitor is protected by an enteric coating layer and

the acetyl salicylic acid or a derivative thereof is not enteric coated.

In a third embodiment of the present invention the oral pharmaceutical dosage form is

comprising an acid susceptible proton pump inhibitor together with acetyl salicylic acid or

‘a derivative thereof and optionally pharmaceutically acceptable excipients, characterized in

that the dosage form is in the form of an oral fixed combination dosage form comprising a
group of separate physical units comprising the acid susceptible proton pump inhibitor and
one or more other separate physical units comprising the acetyl salicylic acid or a

derivative thereof, and wherein the proton pump inhibitor is protected by an enteric
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and optionally pharmaceutically acceptabl e excipients,

characterized in that the dosage formis in the form
woho@amea7al fi xed combi nati on dosage form conpPCEiSAZPO&001349

group of separate physical units conprising the acid

suscepti bl e proton punp inhibitor and one or nore

ot her .separate physical unitk conprising the acetyl

salicylic acid or a derivative thereof, and wherein

the proton punp inhibitor is protected by an enteric

coating layer and the acetyl salicylic acid or a

derivative thereof is not enteric coated. In a third
cogtiipoldyerant tief ackiyesicelemid oy éivative thboDisalot enteric coated and

har.maceut| cal. dosage form.is conprising an acid
fﬂ&%&%ﬂ@%@&t@%l&%@@laﬁw&aﬁﬁ% tor together with acetyl
salicylic acid or a derivative thereof and optionally

pharmaceutically acceptabl e exci pients, characterized
A ifourthreatbodiveend of thgénvention isslitected brearf aehplofmansugeahflosage form

f.ixed conhi nati on dos form compri si.ng, a groupn of
whiglh 5 oRrISRE & GG SHieP Ol BT I P pioR ofger with dcety]
saB&38ie aBidl o? la&leAVAtv@Ih PETHANt BBiitHal19 phaithcORBaly adteptable excipients,

ot her. separat e §2y5|cal,un|ts conprising the acety
chaeciepzqd i thatithe dnsage fqapisatthe ormnd ea oral Tixpd copplapion dosage

_ N ot ' ‘ '
TobfEoBPRUG BRI kPl Bl BB A secep e provon
puanpeiiehibitat andeoriehoe mené othsr sepbraenihgsica wnita tedpéaits the atdrgdr

[.S .present in an i di at elease faorm A fourth .
selifpi i d5rv B Do BRORITEm e QEyeupYED g fonpomprising
uRB AFRERLEH 6 lan 4RBAE BodtRE M el hikd hi Smikt HMPiGh N Sbed sAdylc acid

suscepti bl e proton punp Inhibitor together wth ‘acetyl
orgigderiygtivectherepidis spmpregselity at4bles ant ArBgrmern #obip epighareaed.

phar maceutical |l y acceptabl e excipients, characterized

in that the dosage formis in the formof an oral
Aﬁ%@ﬂbd&ﬁﬁ&%@ﬂﬂdﬁ{ﬁdﬁ;ﬁﬂ edifeoted1te arpral ﬁhm@aaeég&ﬂuﬂbsag% form

eparate physical units conprising.the aci )
wEigh EPTIBISERAN GBS ARHD I AT BT PERD AP dossthoppita acetyl
PR TP Bl BLEE, oS e BB LERBALLER, e
exchpgenty, chayactgrineg it that thietdosage dorpr issih g fomi pEaraerel fixed combination

d@%@%?sﬁl&% E@g 9%@%{4@%#%& ig%%&cla?&lel{s c%?n%ritsgg tllilenailc'id susceptible

proton pump inhibitor and one or more other separate physical units comprising the acetyl

salicylic acid or a derivative thereof, and wherein the units comprising the proton pump
inhibitor are protected by an enteric coating layer and the unit comprising the acetyl
salicylic acid or a derivative thereof is mildly compressed to a plug and furthermore not is
enteric coated. The mild compression of ASA is beneficial for its stability and dissolution

rate.

In one special embodiment of the invention, the mildly compressed plug of ASA has a
friability as measured for tablets in US Pharmacopoeia 24, official from 1 January, 2000,
in the range of 2%-50 % (w/w), preferably 2%-30% (w/w) and more preferably 2-10%

(whiw).
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or a derivative thereof is conpressed to a tablet and

furthernore not is enteric coated. A fift enbodi nent
wofod7le427mvention is directed to an oral phar nRCESE2®a001349

dosage formwhich is conprising an acid susceptible

proton punp inhibitor togethger with acetyl salicylic

acid or a derivative thereof, and optionally

pharmaceutically acceptabl e exci pients, characterized

in that the dosage formis in the formof an oral

fi xed conbi nati on dosage form conpri si ng a gr oup of

In ’f‘m [ as%e?cbﬁ e%?))' %en Bttltl'% H?Vr?ﬂ ?})nrgla@ﬁ cglﬁlgregﬁ,edr%lfgeof ASAhasa
fnaj:tlh@ras separred for mﬂﬂﬁs tall'S PhirtfcOsuey 145 bffg:lzﬂ ffﬁ)rr&@ G&rmbry 2000,
salicylic acid or derivative thereof, and wh

in fhgdangsiof A%evlpe |(‘§1’W9gpitelff‘éa‘ﬂ}’ 6Yo% lﬁwfyvx RO @ref%r@@y 4-10%

(Wil tected by an enteric coating layer and the unit
conprising the acetyl salicylic acid or a derivative

In t ietheospdacsl minballiynentorfghemyeddionotha npldly C<anfe$Sﬂd pherafdeA has a

. is enter t ed mld co SA IS
B R TP for LS Pl IR AGRagRP<ch 2 T G AdEap 2000,
in @RQasReF @h-BTRHOFIWE giefaﬁbly 626-BOEERTW Pihd thi}e pmﬂeﬁblyy 6-10%

conpressed plug of ASA has a friability as measured
(Wt tablets in US Pharnacopoeia 24, official from1

January, 2000, in the range of 2%50 % (w w),

preferably 2% 30% (w w) and nore preferably 2-10%

(W w.Iln anot her special enbodi nent of the invention,

the m)|dly conpressed plug of ASA has a friability as
—@ﬁ@%@%?éed for tablets in US Pharnacopoei a 24, offici al

erph?héalqﬁﬂél Qﬂ]\én udQD4 2 étﬁ'ﬂh@ fhateRADRr RbatthYe R0 ald (r%ﬂ‘éd to as
preferably 4% 30% (ww) and nore preferably 4-1

“congsTwpr ag froee matertitlér speci al enbodi ment of the
invention, the mldly conpressed plug of ASA has a
friability as neasured for tablets in US Pharnacopoei a

Thé4ermofddsageaortht aimiskd hariin Esymnﬁ?émt@,cajbﬁdd, b1t Mgl unit tablet”
6% 50 % (ww), preferably 6% 30% (W w) and nore
(se5rRe 28} albRghes- 100

Thus the term “fixed combination dosage form” in the present invention is excluding a
blister pack arrangement comprising separate dosage forms of PPI and ASA respectively,
e.g. one capsule or tablet comprising the acid susceptible proton pump inhibitor and
another capsule or tablet comprising the acetyl salicylic acid, packed together. This does
not exclude that it is envisaged to pack the dosage forms of the invention in a blister pack

cartridge.

The term “unit(s)”, as used herein, is intended to include “pellet(s)”, “granule(s)”,

“bead(s)”, “mildly compacted plug(s)” and “tablet(s)”.

The term “tablet” is the normal, meaning any compressed tablet, which also fulfills the
requirement regarding friability being less than 1% (w/w), as measured and required for

tablets in US Pharmacopoeia 24, official from 1 January, 2000.
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(wWw). Ternms used; The physical units, when used as a
starting material for coating, are also referred to as
woOca7@si274or as "core material”. The term " dosage/skEzono1349
as used herein, is limted to capsule, tablet,
"multiple unit tablet" (see . 22) or sachet. Thus the
term"fixed conbi nati on dosage form' in the present
invention is excluding a blister pack arrangenent
conprising separate dosage forns of PPl and ASA
respectively, e.g. one capsule or tablet conprising

the agid. susceptipl.e protqgn pu i nhi_bitor .and anot her .
i duf ity SR w4 Tt e 1R p FREREE into a
un@ G 1iRe 6 ketabR Suhedt endiihScod @RS sdioh BNl thélRqhitéhent bf

is envisaged to Eack the dosage forns of the invention

friphility for fabletrin pacRhasapeqpoeig @4, qfﬁiéiat ﬁmgm I I@lnmr(/,si)qu- "B mildly
cHRSLLIBLEL e aigh TORIRE SRLGLUAE AL Bl oo s

Prandacopadih B4,(cfidial ffdie 1Uenuary, 2800, deingi 2%t(wéwnarmadk, In special
ani ng any. .conpr.essed tabl-et, ich also fulfills th
e%aﬁ?@g%@ﬁ@ iR RGeF ¥ inlllﬁlfl&v/@%%‘iuﬁfﬁd Flagwe o %ﬁwf%v) or

abbW¥ Md updardasured and required for tablets in US

Phar macopoei a 24, official from1 January, 2000. The
term"mldly conpacted plug" considers a nmaterial that

have heen ¢ ressed.into,a unit, farml.ike e.0. )
T P o F R Bt e B et ¢ pgfhoe wicer m
thé sighiaciesediodefunt, icomplitdtions foaid wbdrgtstic b 8 Bl ding, perforation

Phar macopoei a 24, official from 1 January,  2000. The
and{or @bsirucH A ARE SYSHSP UG Y RRtENR ST hes igastriginain ang/of discomfort.

nmeasured for tablets, according to US Pharnacopoei a

24, official from1l January, 2000, being 2% (ww) or
Theoeen “pravepienT, ab ussdibedimeisoSndlines filrd iabibitionyof i“gasiroimesgeal

) ) . . o
covn\{]ﬂlﬁgtiggsg hlthek%eermSJ‘rte u%%igr(l1 ’ asstuasgé her}gmf {solrrltc]er% é)d(tg\// aié’% intlude the risk

reduction of “gastrointestinal complications”.

The term “ASA”, as used herein, is an abbreviation of acetyl salicylic acid.

The term “PPI”, as used herein, is an abbreviation of proton pump inhibitor, and thus
encompasses esomeprazole, or an alkaline salt thereof or a hydrated form of any one of

them, as well as omeprazole, or an alkaline salt thereof or a hydrated form of any one of

them.

The expressions “low dose acetyl salicylic acid” or “low dose ASA”, as used herein, is in
one embodiment defined as doses in the range of 10 mg to 500 mg of ASA. In another
embodiment it is defined as doses in the range of 25 mg to 450 mg of ASA. In a further
embodiment it is defined as doses in the range of 60 mg to 350 mg of ASA.
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above and upwards. The term "gastroi ntestina
conplications”, as used herein, is intended to include
walewEroe#214t he st omach or duodenum conpl i cati ORETASB2006/001349
said ulcers, such as bl eeding, perforation and/or
obstruction, and dyspeptic Syrpt ons, such as
eplgastrlc paln and/ or discontort. The term
"prevention”, as used herein, also includes the
i nhi bition of "gastrointestinal conplications". The
term "reduction"” as used herein, is intended to al so
149nclude .t € rlsk reduction of "gastrointestinal
%ns". The term "ASA", as used herein, is an
Thebbidens@pisIe paftos Pl e
as useaﬁﬁereﬁn |§&§%hg§%?g€¥g%§%2&Hg BEQ%ﬁE%; nﬁlngﬁK
AT%ﬁ?Hﬁﬁ@PmEﬂﬁGHﬂHHSS@ﬁE@hﬁasses esoneprazol e, or an
al kal i ne salt 68 reof or a hydrated form of any one of
them as well B3 %neprazole or an al kaline salt
t her eof HE @y formof any one of them The
expressions | salicybbg. acid" or "low
dose ASA" ad hetlei ny T3 che ehbodi ment
:; ' e 0 ng to SBGpmeplof
ASA. I n another enbodi mrenfNTt 8" defi ned as doses in
the range of 25 ng to 450th of ASA. In a further
enbodi ment it is defined as doses in the range of 60
mg to 350 ng of ASA. Active ingredients; The acid
suscepti bl e proton punp inhibitors suitable for the
present invengkqn are H+K+- ATPase inhibitors and they
are selected from oneprazol e esoneprazol e
esonmeprigel e s;um | ansopr azol er abepr azol e

Cl) N OCH,
N s S—</ esomeprazole
7 N
: H

OCH, ]
H,C SN CH,
[ ? N OCH, .

N/ S —</ Mg esomeprazole magnesium

.// N~
T —2

OCH,CF,
- CHs

Q N
1y ———
N S —< ansoprazole



(pariprazole) | em noprazol e pantoprazol e tenatoprazol e
i | aprazol eThe acid suscepti ble proton punp inhibitors
waged /o674 he dosage form of the present i nvent POWSEEN6/001349
be used in their neutral formor in the formof a
pharmaceutical |y acceptable galt such as an al kaline
salt selected fromany one of their M2+, Ca2+,
Na+, K+, Lf or TBA (tert-butyl amoniun) salts. Further
a given chem cal fornmula or name shall enconpass al
stereo and optical isonmers and racemates thereof as
well as m xtu ?%h%ﬁ Hifferent proportions of the
separate enan g,3mhere such i soners and
enanti omers st,.Clas well as pharmaceutically
accept abl e t hergof .and sl vates thereof, such as
for instanc rategl T 3t | | st ed raleppeaknds can
al so be used™y i f orm (Erigwzelelc| uded
in the present invention Nire™dsgr1 vatives of the
conpounds |isted above wHich have the bi ol ogi ca
function of the conpounds |isted, such as prodrugs.
Proton punp inhibitors are for exanple disclosed in
EP- A1- 0005129, EP-AH,-174 726, EP-Al -166 287, GB 2
163 747 and V[BO/O%%;?H /19711, WDO1/19712,
W95/ 01977, MORRL54171 An 4/ 27988. The acetyl
salicylic ag 2t ed ' free
acid form i anykg@ﬁé%g%%ssible
fornms, for exanple, but ing to scope of the
present invention, acetyl Hsalicylic amd or acetyl
salicylic conplex(s). In a further special enbodi nent
of the present invention the acetyl salicylic acid is
inits freep@gid form In another further specia

enbodi nent of theFPresent i nvention the acetyl
OCH, :

O N OCHF,
I
N s—< panioprazole
N
H

e

Q N
</ l N ©  tenatoprazole
N
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salicylic acid is present as acetyl salicylic amd or

acetyl salicylic conplex(s) like e.g. a cyclodextrin
woanglexe74 Anyone of the different enbodi ments eCTABR06/001349

can be conbi ned with anyone of the earlier presented

enbodi ments of the oral pharpaceutical dosage form of

the invention. According to ohe enbodi nent of the

i nvention, the acid susceptible PPl is oneprazole or

an al kaline salt thereof or the acid susceptible PP

I's esoneprazol e, an al kaline salt thereofhor a hydrate

aor.m of any one of them According to another

T AR e PREHCP T GHRHGHT Useh B e Feveg Syttt prommt
inveRtiGIRAY BZ Qb iRkhA heRtrkiHoth r fftht FSPEEO harhCERL ALY %ﬁceptable

to yet another enbodi ment of the present Invention the
salhgych a8 g ebptingsadt selrtefl Srops onyempread dheir Maf, @K ANEHE " Saif 6r TBA

Q . rate,form of any e of them
(R L L O e 0% Sheh ot cncompas
alIistwmﬂ:ddmptibzﬂéscﬁmirsjarﬁiuﬁé‘@ﬁt%slhh&ecﬁﬁs vife;i]l ds&ﬁ‘fi&@éSQﬁ ‘aifferr]&fc .

i cal l t e sa ereof or a s
rREHER BRI TB1BF ENERIOBIE. DROEHER LSPRRMOR Remtiomers xis, s well
8D . . . ‘
ol ey AP SR T R BiSfeol S fopapgee
hydrates ptleetribeves bibted torepewfls can adsshangeé hethaig&amﬁcgbn?{ Also
. el 21 .gne of them In yet another enbodi pent of the
indBlde 9B eiBon b dEEl e e 68 BisecpBRe bisied above which have
ther trible gic alZfoh@iofrof dhenbpipPRs@UisiR bk A pERREAP! € sal t
thereof or a single enantionmer of either one of them
In a further enbodi nent of the present invention, the
| By SEeHo! i S d: I r
Pr(gﬁ%r nmaceut | cgl §ﬁ§?é%%?1§b I%P%%?lﬁ%%flé@o%%g’a single
EPebi74 @2 EPefl di66 187, @GR E 168 7T4hend WaD(ed92a, f urt her

WG BT Bt 13 RIBS T ot Y P8 a1 Teangha a8t cal 1 y
acceptable salt thereof or a single enantioner of

ei ther one of them ' ’
The acetyl salicylic acid (ASA) can be selected from its free acid form, derivatives thereof

or any other possible forms, for example, but not limiting to scope of the present invention,

acetyl salicylic amid or acetyl salicylic complex(s).

In a further special embodiment of the present invention the acetyl salicylic acid is in its
free acid form. In another further special embodiment of the present invention the acetyl
salicylic acid is present as acetyl salicylic amid or acetyl salicylic complex(s) like e.g. a

cyclodextrin complex.

Anyone.of the different embodiments of ASA can be combined with anyone of the earlier

presented embodiments of the oral pharmaceutical dosage form of the invention.

According to one embodiment of the invention, the acid susceptible PPI is omeprazole or

an alkaline salt thereof or the acid susceptible PPI is esomeprazole, an alkaline salt thereof

or a hydrate form of any one of them.
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Anyone of the different enbodi nents of acid

suscepti ble PPl can be conbined with anyone of the
weandrioes27pr esent ed enbodi nents of ASA i n anyoneCoSEL(0e/001349

earlier presented enbodi mrents of the ora

pharmaceuti cal dosage form gf, the invention. An active

i ngredi ent conbi nation especiially foreseen to be

i ncluded in anyone of the earlier presented

enbodi nents of the oral pharmaceutical dosage formis

esoneprazol e, an alkaline salt thereof or a hydrate

formaf any one of themand the acetyl salicylic acid
Aclc%rd}nlgqcp F&%‘F&éﬂeﬁ&g}n&ew 8t the Apsnier, thetdd @Spmlbécﬁ’?é r$ omeprazole
or e ARhIRRIshBMhepsypeci al |y foreseen to be included in

anyone of the earlier presented enbodi nents of the

oral pharmaceutical dosage formis oneprazole, an
| i |+ therepf or hydrate form of any one_of
Ackrlle Dot hel SR Moatt ot HEkE! Grbtonins oa0 Fsewiia RPL i

esdnmapmzolep arealk@inershB khetdde of 8 hedmRBFth 8F adyodnel Fehem.
individually enteric coating |ayered units can be

constituted according to different principles. Seeds
ActUBRE]E 2 W .ok hitor, optionall :

e Ty PP BLRACT R RscoP Bl Bne 381 QR e
langenrezoteerer phatmiaenticaiy abeaptabir safitg o B ingTd€1a888HS of either
(mg%¥ﬁ are to be layered with the proton punp inhibitor

nmay b€ water insoluble seeds conprising different

oxi des, cellul oses, organic polyners and ot her

materials, alone or in mxtures. The seeds may al so be

In gnofher emppdipeat Hdbeipregairprventionthe afifl enserptiilaBPhjaphstoprazole or
Bahias 2 ' ther materjals, alg

e S M Bt P A o SR E oy e
proton punp inhibitor in the formof crystals,

I 299! rages. conp cts etc. The size of the seeds is
%% gm%g%& i PgllmePBP fgﬁ ST dRYRRPM Femhadid suseentibieeBP isirapeprazole
or § plRAMARREON Ty REG I Osalt th@edr PR siﬂge QnaB{ig%llg{a c?rf:e?ﬂé?r opje of them.

enbodi nent of the invention the erage
the seeds is fromO.1lmmup to 1.0 mMm The seeds

Ind Rﬁ‘ﬁ&e&nﬂ&dﬁrﬁentt Ig‘f:" t}grp?et:s%gt invention, the acid susceptible PPI is ilaprazole or a

pharmaceutically acceptable salt thereof or a single enantiomer of either one of them.

In yet a further embodiment of the present invention, the acid susceptible PPI is

tenatoprazole or a pharmaceutically acceptable salt thereof or a single enantiomer of either

one of them.

Anyone of the different embodiments of acid susceptible PPI can be combined with
anyone of the earlier presented embodiments of ASA in anyone of the earlier presented

embodiments of the oral pharmaceutical dosage form of the invention.

An active ingredient combination especially foreseen to be included in anyone of the
earlier presented embodiments of the oral pharmaceutical dosage form is esomeprazole, an
alkaline salt thereof or a hydrate form of any one of them and the acetyl salicylic acid is in

its free acid form.
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punp inhi bitor are produced either by powder or

sol ution/suspension | ayering. G anul ation or spray
woaei7ioage7k ayeri ng equi pnent may be used. Bef or BCT/S82006/001349

seeds are |ayered, the proton punp inhibitor may be

m xed with further conponents,. Such conponents can be

bi nders, surfactants, fillers, disintegrating agents,

al kal i ne additives and/ or other pharnaceutically

acceptable ingredients , alone or in mxtures. The

bi nders are for exanple polyners such as hydroxypropyl

nmet hyl cel | ul ose (HPMC), hydroxypropyl cellul ose (HPQO),

car boxynet hyl cel | ul ose sodi um pol yvinyl pyrrolidone

Ar{ofAP) actiof ingtidahs cotﬁﬁiﬁitﬁﬁ%‘épé%fhal@_tf&%ﬁeeﬁ I?dgﬁgﬁl%ﬁfdg& ﬁlae{nlane of the

géceptable subst anceswi t h coheSi ve properties.
cayet prepandedsmodtnents of the eral phanmacentitdl elogppe dsn Bfomeprazole, an

i€al | ceptahl e non-ionic or ionic

oA SRR s BEE BB oS SR BB thes i setiovic acid i n
itsdigk heitidorn\l t er nati vel y, the proton punp inhibitor

optionally m xed with al kali ne substances and furt her

m xed with suitable constituents can be fornmnul ated

into a core material. Extrusion/spheronization,

bal I ing or conpression utilizing conventional process

equi pnent nmay produce said core material. The size of

Cthe {orgul ated core material is in one enbodi nent of
HHE4eHent i on approximately fromO0.1 nmmto 4 nmin

The caBhRrial 219hd HdRARL lent of. the invention
fromo0. 1 mmt 0 2 mmi E§g?tg%?‘garhg§%§reﬁ‘a 51 Ot egsigied

acqepding toadifferent princizfes Stxels layyexdedthnht braedlhine fdlibitor, optionally

- ' S C ri sing,the praton punp .inhibitor
m%%@? R B HGeS T beiea 3 et W@ngﬂqihfér e Surdier praepssing.
inhibitor is mxed with pharmaceutical constituents to

hobt in sﬁ;i tabl e handl'i ng and processing properties and
The seefls WhIohareigredmtarest wish theforethie pyump tmribifu mmyi behikrtiggoluble

s&hﬁc&ﬁﬁ'ﬁ. tj Phar maceuti cal constituents

such as I%%@:ffg%% ?&g{{%déee?ﬁsl?os?su B g RCmGP _%?Cﬁ?@grﬂaw%sa alone

or mgentusss. She fadt mny slsabe wateheslupRAESRCBHIHSAL [dferent inorganic
1taccegrtable adPItIV S may be used.

salts, sugdrs, non-pareils and other materials, alone or in mixtures, Further, the seeds may

comprise the proton pump inhibitor in the form of crystals, agglomerates, compacts etc.

The size of the seeds is not essential for the present invention but may vary from

approximately 0.1 to 2 mm. In a preferred embodiment of the invention the average

diameter of the seeds is from 0.1 mm up to 1.0 mm. The seeds layered with the proton

pump inhibitor are produced either by powder or solution/ suspension layering. Granulation

or spray coating layering equipment may be used.

Before the seeds are layered, the proton pump inhibitor may be mixed with further
components. Such components can be binders, surfactants, fillers, disintegrating agents,
alkaline additives and/or other pharmaceutically acceptable ingredients , alone or in
mixtures. The binders are for example polymers such as hydroxypropy! methylcellulose
(HPMO), hydroxypropyl cellulose (HPC), carboxymethylcellulose sodium, polyvinyl

pytrolidone (PVP), or sugars, starches or other pharmaceutically acceptable substances
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Further, the proton punp inhibitor may also be m xed
wi th an al kal i ne, pharmaceutically acceptable
weoeubstiamoe (or substances). Such substances caRCIDSE2006/001349
chosen anobng, but are not restricted to, substances
such as the sodium potassiu calcium magnesium and
al um nium salts of phosphoric acid, carbonic acid,
citric acid or other suitable weak inorganic or
organi ¢ aci ds; al unm ni um hydroxi de/ sodi um bi carbonate
Co precipitate; substances normally used in antacid

d
R R P OB Has rRL i PO B Somon fas oot ahoswceutcaly
acsqﬁziblﬁﬁoxﬂo%@%r%&@sﬁ%ta%?sh&gm ad M %‘ta@x@%d}tgﬁ:%i%gfate
MyO. Al 238. 2Si Q2. nH20 or sim | ar conpounds; organic

pH buf fering substances such as

Alttég]&éen%(rgf aﬁ%g)%tg lg?]%lngn rﬂ%ﬁﬁbn %21%11%% ‘é( Iagcgfqlxgssubgtggces and
fusticer epiecbivéth gl @mistitgergy st oL EulMel ekt dtcoMShMeridine
afo nti oned core material can be prepared by using
1299)“9 BRSFPHEALoR, Raling orcompaesion gtitiziol epjiestionah pmcﬁss eqmpment
m@%ﬁ)&ﬁtﬂ sbi@é%f&%ﬁteﬁﬁf PhEIAPHY thl F&m E?%de&% e{rfaf‘énglog
| 'ayer(s) onto the core nateria
enphedinyang afithe umiettion aripeoximately fiy Odpﬂmmmal iy Deligeser ﬁﬂi in

th _one.o re .separating | ayer conpri sing
solfe Rt B U EBReR ot g e %mwdm—xe@ The
mzﬂiulfz&kdrétﬁccﬁ@ E’fmﬁﬁﬁﬂ SanSfueherdse I%Mftﬁ bARGoG EH%{? s comprising
Th| s/t hese. separ ati n%él ayer(s), separate(s)
t

thepRogsm nyy ipBibTte e dim e rusedafpe Fistheprogessinger | ¢ coatl ng

| ayer(s). This/these separating layer(s) protecting

the core material of proton punp inhibitor should be
Thegreon pwhplbébion iy mpied lwitditaimieghial chgtitRnias 8btain Hi8able

R R G SR e M i —
mlﬁbli%rﬁﬂﬂ[bt fBnal BAEBHaASH. PRRAGuRA eonSARALN D Fud RHHAL Bhalk,

in a fluidized
lubricants, disintegrating agents, surfactants and other pharmaceutically acceptable

additives may be used.

Further, the proton pump inhibitor may also be mixed with an alkaline, pharmaceutically
acceptable substance (or substances). Such substances can be chosen among, but are not
restricted to, substances such as the sodium, potassium, calcium, magnesium and
aluminium salts of phosphoric acid, carbonic acid, citric acid or other suitable weak
inorganic or organic acids; aluminium hydroxide/sodium bicarbonate co precipitate;
substances normally used in antacid preparations such as aluminium, calcium and
magnesium hydroxides; magnesium oxide or composite substances, such as
Ab03.6Mg0.CO,.12H,0, (MgsAL(OH);6C05.4H,0), MgO.AL03.28i0,.0H,0 or similar
compounds; organic pH-buffering substances such as trihydroxymethylaminomethane,
basic amino acids and their salts or other similar, pharmaceutically acceptable pH-

buffering substances.
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bed apparatus using water and/or organic solvents for

the coating process. As an alternative, trie
weoeepariai2z7Tmg | ayer (s) can be applied to the cor CT/SE2006/001349

mat eri al by using powder coating techni que. The

materials for the separatinq | ayers are

phar maceutical ly acceptabl e gonpounds sel ected from

any one of sugar, polyethylene glycol, polyvinyl

pyrrolidone, polyvinyl alcohol, polyvinyl acetate,

hydr oxypr opyl cellul ose, nethylcellul ose,

et hyl cel | ul ose, hydr oxypropyl methyl cell ul ose, '
Alkﬂr%@%%lxy%@fmm@éwmﬂ e matsERLFAD bedwenarasdhy wing spadst drying or
spaly c8fdealihEtebRAlteNd Pol ynmers and others, used al one or

ih mxtures. Additives such as plasticizers,

colorants, pignents, fillers antttacking and

£ nti-static ents (such as magnesi um stearate, :
—ﬂﬁﬁﬁéﬁﬁéﬁgéﬂgiﬁde, talc) and other additives may also
Beli&re apsihingdark dnidrR doBenSRPS (s3bhiddhd 846 ifaerial MNER fdrh€of individual

optional separating layer is applied to the core N
unis it 1rfs mayt onviepally velgd avith apgror alsire sqpatatikg dayst(s) Keeprising

i j j s 118 :
PR BN L RHORO R 5 RBRRALINE L AYSLL NP
cogppardat Tl}lig’tﬂe&ympamﬁlyg mgergg,f s?gmatecﬁ) fiffeusir® f%ﬁtbaim frem te6uter

it may also act. as a pH. buffering zone. e )
Loty 548 SN TR oBHesh B Ds F Dehsesup e by S pagierting e gaie
mad&ial Uf ho€h RidEnBhReN@dulbel WitEQGUBINE thiiliR dififterating in

| ayer (s) substances chosen from a group of "conpounds
walual Iy used in antacid fornul ati ons such as, for

I nst ance, magnesi um oxi de, hydroxi de or carbonat e,

al um ni um or cal ci um hydroxi de, carbonate or silicate;
The cepstingdayd @t teapPRGNR TheIEore GRRSRNER cSitiah o fyering

Ak%ix. 6My0.C q 2-12H20 , (My Al 2(OH)16C38 . 4H20), o
Proggesas waitotde eguiponts, suph s Goeting Pand cotingerawiterrar in a fluidized

bell iaﬁ%?ﬁﬁ@@stiﬁg GRS SR/ (‘]Q:Otrgg‘in?c s%qveﬁt) {%11 %hgﬁ%?p?ﬁ%& ARan

ot phar maceuti cal |y accepta
altemaihesy Hetsseparatingdsyer(spcar esdpatiedtot the cae dhaterial bpuisiag bowiler
| ci . nesi um.and al um ni.um salts of phosphqric,
cof Mo AR R AL VA S0 5, O RIS
coRip@aitls Gela6ted SromOiny b bRl Lr, pofd 'yfefnb %{Fgaé pbREIN b REblidone,

basi ¢ anmino acids and salts theréof.
polyvinyl alcohol, polyvinyl acetate, hydroxypropyl cellulose, methylcellulose,

ethylcellulose, hydroxypropyl methylcellulose, carboxymethyl cellulose sodium, water
soluble salts of enteric coating polymers and others, used alone or in mixtures. Additives
such as plasticizers, colorants, pigments, fillers anti-tacking and anti-static agents (such as
magnesium stearate, titanium dioxide, talc) and other additives may also be included into

the separating layer(s).

When the optional separating layer is applied to the core material, it may constitute a
variable thickness. The maximum thickness of the separating layer(s) is normally only
limited by processing conditions. The separating layer may serve as a diffusion barrier and
it may also act as a pH-buffering zone. The pH-buffering properties of the separating
layer(s) can be further strengthened by introducing into the layer(s) substances chosen

from a group of compounds usually used in antacid formulations such as, for instance,
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or other conmpounds may al so be added to increase the

t hi ckness of the layer(s) and thereby strengthen the
wdi2bd7ussom barrier. The optionally applied sepRCaSELNG6/001349

| ayer(s) is not essential for the invention. However,

the separating | ayer(s) may iﬁprove the chem ca

stability of the active substance and/ or the physica

properties of the clained oral fixed dosage form

Al ternatively, the separating |ayer may be forned in

situ by a reaction between an enteric coating polyner

| ayer apﬁgied on the core material and an al kal i ne

ML e hBerHEe Phoathrnatce plamyiriteqr splciumhiygdroxifie carbonate o
iIRARAESHb G hRYSRinEPMIBL R AT h1,8Q! al
S oried bet ween the eﬁ?&egrsl c c?ﬁ?ﬁ%ﬁ“ﬁ@é@%@?ﬁ@r@@ﬁ15H2O=
(M ALEPH p @) “HieO), d4g A ASihonlid), almiatun Bydroxitdigdium
. ition to.forma.salt. One or nore enteric. cgating
bigAERpls CapRe Bl s B GORAEYRST & SRt ShPEIRcaHicafY geoppieble piL
butfetify cahRIundd sueh e Bl indiahét HERSHiRh] MiadsANE LA hnD Yoagnesium
ysing a suitable coating technique.” The enteric
and ghyipiym saite of phasphori, carhgnipesitdc op ethseshitobledwezkp inveginic or
bAhi el L e [ ' ni.¢c sol.yent.s or
orl AP Y Harl DR LB R Moo G Sl tereor. e
orafipt taapiuads tiak alse by .adiel 6 ingpéass thetthiakkss bthe &fyedt)ind thereby

pr QpOrt i can be used to di ssolve hydroxypropyl '
S“J%&%ﬁ%ﬂ fﬁ?s %ﬂﬁs@@aﬁi‘ﬁfhﬁ%‘fﬁmw Bhtied ﬁe@%@aag 4ygt(p)diy ot essential

foPMb YiRAGor0 MRywRK el HeSep A SRR 18FElsY rY itProtO Bl &@ﬁﬁcﬁpstaﬂfity of
the follow ng can be used, e. g. solutfons or

thejpctiye pafistnse aid/erethinpleysidal properties efthotipimdsyraldieted dosmpe form.
acet ate phthal ate, hydroxypropyl methyl cell ul ose
pht hal at e, hydroxypropyl nethylcellul ose acetate

Alsuetively) e sgakatiniyer aegtbatiernatii alnabe s 1&8lidbdb&@%Een an enteric
acetate trinellitate, carboxynethyl ethylcellul ose,

coging Rokemcslaysy prplied qns the pere anpesiel anccansalkaiine percling eqepound in
T , . .
(S

e e ARl IR ABete eI Do RmEPRirlrlos o watepgolabls sy prmed

betfessh thecentetchaniinplaygrmband($ and sugkalas tdcexp bbhpbundantlich is

. rdness.of the enteric coatinglayers. Such

m%}% é)tsﬁ%glﬁﬁoefognfrs 1:%*sel ected frome.g. triacetin, citric
acid esters, phthalic acid esters, dibutyl sebacate,

cetyl al cohol, polyethylene gl ycol s, pol ysorbates or
Ongtqs épore enteric coating layers are applied onto the core material or onto the core

C

material covered with separating layer(s) by using a suitable coating technique. The enteric
coating layer material may be dispersed or dissolved in either water or in suitable organic
solvents or suitable mixtures of water plus solvent when applicable, like e.g. water plus
ethanol in certain proportions can be used to dissolve hydroxypropyl methylcellulose
phthalate. As enteric coating layer polymers one or more, separately or in combination, of
the following can be used, e.g. solutions or dispersions of methacrylic acid copolymers,
cellulose acetate phthalate, hydroxypropyl methylcellulose phthalate, hydroxypropyl
methylcellulose acetate succinate, polyvinyl acetate phthalate, cellulose acetate trimellitate

2

carboxymethyl ethylcellulose, shellac or other suitable enteric coating polymer(s).

The enteric coating layers may contain pharmaceutically acceptable plasticizers to obtain

the desired mechanical properties, such as flexibility and hardness of the enteric coating
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pl asticizers. The anount of plasticizer is optimzed

for each enteric coating layer fornmula, in relation to
weebwmbed4ent eri c coating |ayer polyner(s), sePeTiSEZ06/001349

pl asticizer(s) and the applied anmount of said

pol yner(s), in such a way that the nechanica

properties, i.e. flexibility and hardness of the

enteric coating layer(s) fulfill the desired

requi renents. The anmount of plasticizer is usually

above 10 % by weight of the enteric coating |ayer

ol r(s),.alternatively 15 - 50 % _ or alternatively

T35 S0 Giciafigions iU 48 Wiaspir b 401! PO ALl oid
estPis BsePd AV TRES] Y

rre?%?ilﬁtryret hac réﬁégt? ) jﬁc%lr? t1 fi%l%égéy%nﬁgbgﬁg %ﬁ%?of b%t%saorlﬁortlhge r
Plaé@@?ﬁﬁfg may al so be included into the enteric coating

| ayer(s). Ot her conpounds nmay be added to increase

filmthickness and to decrease diffusion of acidic
Thgasbuhtcofjplist€iger inbtirhized A% ieehSeiSG RN Llaf@ Bfindh. -in T&ation to

protect the acid susceptible substance, the proton
Selﬁﬂﬁ%elﬁ?ﬂ*ﬁ #n2tipg laygieplymerint wiasted plastieiap{Bisné thegipglied amount of

saill §BlyBleARY; 6n ﬁchtahﬁaﬁﬂé@tﬁg ﬁe%ﬁﬁfgrﬁgﬁlgg i}epﬂ%{i’tﬁ{i and hardness

i hvention, the enteric coating con tes a

of thei eplenie seatfy lapp(s Rilflkh thel desiadd dequisdmeh. The afount of plasticizer is
al.ternatjvely more than 20. mm The maxi num t hi ckness

o S o O T S MG DES, 13- 5

%,lor gitérastively 70 -0S®eS Aagitkeddich 29 BEpathtd, BEloHRS, pthents polymers
dissol ution profile. In one enbodi ment of the

&g AU Aethplacylng reefhdmethagtyiat), At tasiing anfl ot femsing sgants may also

be itfuded Ao : ferred embodiment

SRR ERNE e ARG SBABELF B BIRRETE e
filmghicimeshandrtanigereats d2Busiord aidic gastricuREs Te@thiengidl sA¥Rptible

ni conpri sing . either proton punp inhibitor or ASA
m W&E-M&ga‘ tf/\f- ffd SHeaRtibe whslensrytieayep sympdyhibiers angito
oblafh FH0IBEREbINEAID rARBINRE of BE %os%%@ ?Grﬁpﬂjcbﬁﬂf%tg)fﬁé S entioh e

over-coating |ayer(s) should be water so l'e or

enfeapraityg diysi(a) @gstithieng thicknest @fappirenavigrat Gagtiongm or
alternatively more than 20 pm. The maximum thickness of the applied enteric coating is
normally only limited by processing conditions and the desired dissolution profile.
In one embodiment of the invention the enteric coating layer thickness is in the range of 15
— 45 micron. In a preferred embodiment of the invention the enteric coating layer thickness

is in the range of 20 — 35 micron.

Over-coating layer

Units comprising either proton pump inhibitor or ASA and covered with enteric coating
layer(s) may further be covered with one or more over-coating layer(s). The over-coating
layer(s) should be water soluble or rapidly disintegrating in water. The over—coatihg
layer(s) can be applied to the enteric coating layered units by coating or layering
procedures in suitable equipments, such as coating pan, coating granulator or in a fluidized
bed apparatus using water and/or organic solvents for the coating or layering process. The

materials for over-coating layers are chosen among pharmaceutically acceptable
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| ayer(s) can be applied to the enteric coating | ayered

units by coating or layering procedures in suitable
wequ7meRTes, such as coating pan, coating granBCasaz006m01349

in a fluidized bed apparatus using water and/or

organi c solvents for the coating or |ayering process.

The materials for over-coatiilg 1ayers are chosen anong

pharmaceutical ly accept abl econpounds sel ected from any

one of sugar, polyethylene glycol, polyvinyl

pyrrolidone, polyvinyl alcohol, polyvinyl acetate,

hydr oxypr opyl cell ul ose, nethylcellulose

costpieyhdseselegted Siom #nydons:of sressyolyesityligre shysiol, pobwayl pyrrolidone,
AR AR ISR o, RO O] SR Syl pnab

etbyltedlugat, shy dpixgpmplsmethil deflubse, &E]ﬂbbxﬁrﬁétkylﬂghﬂd};d sa(ﬂltljn and
static ag ents (SUCh as nag nesi um st ear at e, titani um

0%?‘&%5%318%0& g [RIK U5 Aéfli‘i‘é?s gkl Pt Plodisizesy Colpwisppigments,

£ill&€, 'aiifi%&k a%dtail& sfavle % &R bas! RYRELiSh- ste§f‘dteq +BMBkm dioxide
coa I Ng urt revent pOt ent i

amﬂggllcbamﬂrdhar@ddmfvemaﬁ alis«z bez umtwdnc@ int@the oget-cmiing laydife). Said over-

o B R Bt b B B PR G AT el frt®d wuies.
TEES bt gRnOihfkaesd b €1 PR bvRr-cdRin@NB/RBNIO AbiRNty 1Rhitdds

present invention the proton punp inhibitor is
P%W%W@%F@@h%vwﬁméﬂ#a¥§F§1m&whﬁﬁﬂ@ﬂﬁﬂecoating | ayer and
a subcoating |layer separating the enteric coating from
the proton punp inhibitor. For filling enteric coated
hwxietembodixm&oﬁ:lhapmdem friveniien ﬂi@@ircﬁdn punig $nhibitoo is protected by two
ca sul e IS sonmetines an vant age to mx.a .
R Sic Pt TR a & SSOR T I B P ek egting from
ﬁk@@h&g inBiig@Fat e, sodium stearyl fumarate, glyceryl
behenate, talk and fumed silica, thereby not excluding
t he possibility to use ot her non-nentioned
. .ic t abl ric nt s
F %{@[112%%1%%}50 g0k k %? %}F Byé rl]rc\:/oeaﬁetd egxn CS‘Q[%;& %1? ESC].g a?sules it 1s

sd\z@etﬁitee ah ati@ntadep t@ ﬁmhiit&f 1uisﬁ<tmdi>mgndaﬁf Shistelubﬁuﬁiﬂst érQilidants
e lubricant is sodiumstearyl funa

1nc ude Mg-Stearate, sodium steary! fumarate, glyceryl behenate talk and fumed silica,
thereby not excluding the possibility to use other non-mentioned pharmaceutically

acceptable lubricants or glidants.
In one embodiment of the invention the lubricant is Mg-Stearate.
In another embodiment of the invention the Iubricant is sodium stearyl fumarate,

In a further embodiment of the invention the lubricant is glyceryl behenate.

The different forms of acetvl salicylic acid (ASA)

The ASA can be present in the following forms:
e Powder of ASA (ASA-substance as such);
o Agglomerates of ASA;
e Spherical agglomerates of ASA;

e Solid dispersions or solutions of ASA in polymers;
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In a further enbodi ment of the invention the |ubricant
is glyceryl behenate. The different forns of acetyl

weoeabiwgki7e acid (ASA) The ASA can be present i RCTISE2006/001349

following forms: Powder of ASA (ASA-substance as
such); Agglonmerates of ASA)yy Spherical aggl onerates
of ASA;, Solid dispersions or solutions of ASA in
pol ymers; These sol i d dispersions or solutions of may
be acconplished by nelting the dispersing/dissolving
agent and addi ng the ASA, or by dissolving the

di sper-sj| ' ol vi.ng agent. and. ASA in a co )
ot voniettrdl eGP Hp b b A s aRahagby melting the
Cycl odisytersinp/dissobligX 8fen0hin | irlgAie RSV @g by delé'tﬂgiﬁg the
conpl exes may _ conprise a-cyclodextrin, b-cyclodextri

g- gcl Wﬂyﬁswnve%&age%%gf\%éﬁ aspmseatsolysnie wiere after the

b- hydr odextrin. The conpl exi ng
cyclo&gﬁ%?gﬁgﬁé¥ﬁ%§Lchosen to affect the rel ease rate,

for Cykidenuim dompipxeeobABANdepowddrgase (b- hydr oxypropyl
cjclodextrin) or inmediate release (b- cyclodextrin). )
Cycl odEBEST POTRIBHS FRAYOIBYISAGACsGlodRiiag e yelodpatrive i-oklpfiextrin -
har 1 f DI . dhese ¢ l.exes .
meor SRRl G RLEN! S5, TIGA0, SOPBYBIEBATR. T compleing
g- cycl qydiexdextin ney bdehbssatie afftd gicaefeaiUeR, £ iftfice to give

b- hydr oxypropyl cycl odextrin. The conplexing
cyc?/ooeéi")t/ntd? fery#%?;e ﬁ%hﬁ#%momd cyfledextring lge imwbdiatsacleatedp-
for iq@%@g ’HP gi ve extended rel ease (b-hydroxypropyl
cycl odextrin) “or i medi ate rel ease (b-

¢ Cyclodextrin complexes of ASA granulated together with pharmaceutical
excipients;

These complexes may comprise oi-cyclodextrin, B-cyclodextrin, y-cyclodextrin
or derivates thereof such as e.g. §-hydroxypropyl cyclodextrin. The complexing
cyclodextrin may be chosen to affect the release rate, for instance to give
extended release (B-hydroxypropyl cyclodextrin) or immediate release (-
cyclodextrin).

* Units for immediate release, comprising ASA together with pharmaceutical
excipients;

* Units for extended release, comprising ASA together with pharmaceutical
excipients. These units may be constructed according to the hydrophilic gel matrix
principle, hydrophobic matrix principle or diffusion membrane layered
pellets/granules principle;

* Units for enteric release (enteric coated granules or pellets), comprising ASA
together with pharmaceutical excipients;

®  Units for pH-independent time delayed release ((not enteric coated) granules or
pellets), comprising ASA together with pharmaceutical excipients;

* Units comprising ASA together with effervescent pharmaceutical excipients for

immediate release;
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cyclodextrin). Units for inmediate rel ease,
conprising ASA together with pharmaceutica
wexeimeeTss; Units for extended rel ease, conmpPCEIiSAZP06/001349
ASA together with pharmaceutical excipients. These
units may be constructed accgrding to the hydrophilic
gel matrix principle, hydrophobic matrix principle or
di ffusi on nenbrane | ayered pell ets/granul es principle;
Units for enteric release (enteric coated granul es or
pell ets), conprising ASA together wi th pharmaceutica
excipients; _Units for. pHindependent tinme del ayed
r el eﬁj s %{fﬁsé wathag eperic GaRtEg) laYsE el asthe eniser pedtisg layer

CONPRASHEG : iA.h pharmaceutical
exci pisgfﬁts;dggﬁ%itctglg@%gﬁ ﬁgg’i’ng ASA together with

efs eMiggbeett copipaisimecAbid i; cal excipients for i nmmedi ate

rel ease; Upits |layered with an enteric coating |ayer,
sutch ﬁgb@ﬁg“@%%%?F%nﬁ%%%5%§A1ayer descri bed above,

CPK LB ' ' 1S A
PR S MU 0L RS A0 SIS
ASA, cathpressed oris b deit Soran Tkt eg.iaahblehatith haviebibgethat does not fulfill

di uni. ik . tablet, with
e aherEryrert ottt e 10T pliragutr et fom 1
fri aMnhhﬁy%/Z@GU (rdRiRbRbSt: 1e8s e PNAr IR GPRIGIsR, Splainations.

official from1l January, 2000 (fequirenent”. [less than
1% . See previously explainations. Process for

Pr%rcgs@zér! é)):ggcgr_?% t% Qq.a%éjd &eé%sad%g Z(%*gﬂesf ?LP IE: present
Tireprefeatcinuergionfalsanelateato 4 ppoeeks for the manufacture of an oral fixed
combination dosage form comprising an acid susceptible proton pump inhibitor and acetyl
salicylic acid, characterized in that the proton pump inhibitor is prepared in the form of
enteric coating layered units and that the units are mixed with acetyl salicylic acid and this
mixture is optionally mixed with pharmaceutically acceptable excipients, and then the
obtained mixture is filled into a capsule or a sachet. The acetyl salicylic acid can be in any

of the forms disclosed above.

One embodiment of the present invention relates to a process for the manufacture of an
oral fixed combination dosage form comprising an acid susceptible proton pump inhibitor
and acetyl salicylic acid, characterized in that said proton pump inhibitor is prepared in the
form of enteric coating layered units and that the units are filled into a capsule or a sachet
together with one or more other separate physical units comprising acetyl salicylic acid

optionally mixed with pharmaceutically acceptable excipients.

One example on a process for the manufacture of the present fixed dosage form, but which
should not in any way limit the scope of the present invention, is to dry mix the PPI and
ASA and then fill those active compounds into a capsule or sachet. The proton pump
inhibitor is in the form of enteric coating layered units and the acetyl salicylic acid is in the

form of units that may either be used as such or be in the form of modified release
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conbi nati on dosage form conprising an acid susceptible

proton punp inhibitor and acetyl salicylic acid,
woher7ae#eii zed in that the proton punp inhibit ®CTiSE2006/001349

prepared in the formof enteric coating |ayered units

and that the units are n1xe3 with acetyl salicylic

acid and this mxture is optlonally m xed with

pharmaceutically acceptabl e excipients, and then the

obtained mxture is filled into a capsule or a sachet.

The acetyl salicylic acid can be in any of the forms

di scl osed above. One enmbodi ment of the present

forpmlesast s sushaaseantoris caatieolarsd wis of Hthrat ety dogpulated fo
Ik Q: &ihg 1
B e
salicylic aC| d characterized in that said prot on purrp
i nhi bi tor aredlnthe .coatin

f Qrm ﬁf ne t ¢ th
AS| BQUPBEK g YRR ROt Sl ﬁﬂ?‘ﬁiami ey E ©
oS RRThEp r@:lfenami:@&{aﬁt istRa b3S pMirdulatRAETIRY aceB Eallebhieicid is dry
separ at'e physical units conprising acetyl salicylic

mized with ptxicipieals, yherejneeheirtrporp b hewsebienis aptignadly ddp dighitegrant.
Su?txb(‘le Excef %&t’s fcgjcﬁ? %c?é%)mld?cgﬁ? ?d%&gﬁ%ﬁgfn ]:n%/ Elgo?lect%d {rom any one

ure of res osag orm
of \sbkﬂlﬁllﬂ sedeigIgicdigie, dom amhy\aysslm]mdtpoﬁmmpﬂidoﬁe fléve substituted

present invention, IStﬁ %H]Xthepl and ASA g ”
hygrpxppropy] cellplgss myetepiysta , TARHto %%%%@In cgilordal silicon

dlg,g&@gﬁl abhe ‘@grggqmzypunp | nh| bitor is in the form of

enterl coa I ng ered units and the acetyl salicylic
acidis in the formof units that may either be used
S such .or be in %Hﬁ form

dified.. .
TS PR PR AISEh il o Birion JC P Bbrisng g dindggseleeted from
anly%Y)L@ 6?901%?1%%0115&4 B?dxfo%ﬂ'ﬂ)ﬁfl n&é”c‘ﬁ}q %eﬂxﬂé%cﬁ?&ﬂyl&ﬁb %}ycol

hi eve an ext'ended rel ease e bei ng coat ed
hyaimmtoemld@&lukoect axkeptionally erp crrsmrﬁ Weﬁglga?rg@mhéﬁldé%ﬁ?él@ lauryl

fact t I
Bl PR Al B8 sy AL IR ek Dieror m
ondRinbEBESERE otha Riedidn0 the Wiena¢ Bldtled S6ih lay b cd:mg df 1es than 3%
dry m xed with excipients,. wherein one or

. f th
bYeW@ligbfr Bh@@ﬂ@bﬁmb?ﬂam@w qidhe ingyprtjoRy e W&h{nasssn?i{ig%?oea loss on

dr%fé oglkgg f2%%§{\’f@1gﬁ{39tyl salicylic acid granul ation
% ecte m any one
After the drying the dry mass is milled to a suitable size for the granules, such as smaller

than 4 mm, alternatively smaller than 1 mm.

The dry granules are then mixed with the proton pump inhibitor, which PPI is in the form
of enteric coating layered units, and then filled into a capsule or a sachet or compressed,

optionally together with suitable pharmaceutical excipients, to a “multiple unit tablet”.

In an alternative manufacturing process ASA, or granules of ASA and optionally
pharmaceutical excipients, are compressed into a mildly compacted plug (definition
according to above) and filled into a capsule, together with the PPI wherein the latter is in

the form of enteric coating layered units.
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of sodium starch glycolate, corn starch, crosslinked

pol yvi nyl pyrrolidone, |ow substituted hydroxypropyl
woebdeese, nmcrocrystalline cellul ose, mannit 8CT/SE2006/001349

| actose and col |l oidal silicon dioxide anhydrous

(Aerosil(r)) . The mxture is wet massed with a

granul ation liquid conprisi a bi nder selected from

any one of polyvinyl pyrrolidone, hydroxypropyl methyl

cel l ul ose, polyethylene glycol, hydroxypropyl

cellul ose and optionally one or nore wetting agents,

such as sodium |l auryl sulphate, and a solvent such as
Theurlyg may boaesionsd imthslowertiag ofitheoitpsuler.eathaibgdiupast, or in the

: - [ f [ ' ] .
pRESEd BpR0 TR ol A BT, e fion
thevinghitvalld of thacephee, resttiodligthe tree tnolvaigentrof @RI tapridifpeunits within

wet ss,.is dried tqg a |oss .on drying of |less than 2%
they g gﬁ@l.s 1 Y%F‘ﬂtlﬁg)fa? CH ipheapiwAr pElon.s nilled to
a suitable size for the granules, such as smaller than

4 mm alternatively smaller than 1 mm The dry
Ther R ¢pmprising unikkemaybeceasitione d undee therpdemor gutep of the plug, (in both

1 phi hi .ok [ Pl is in the formof enteric coating
“#g@%gé%&%%g$g?&§#' then filled into a capsule or a

sachet or conpressed, optionally together with

sui t abl e pharmaceutical excipients, to.a "multiple )
Thisi 1 qog spbpdimeptoifhe gvertioathe S AaAUPAERE PIVAH prstoasd in the
b Dart¥F 1 APHISH 1Bt S ARF) BREd RAG! vl/%]'S Rip i e %fmhe PP

excCi pients, are conpressed into a mldly conpacte .
cophpuyingdetts mietpositionebar ©p g theoplabwitkin thechpbilel ed into a

capsul e, together with the PPl wherein the latter is

in the formof enteric coating |ayered units. The pl ug
InNeficther pasidinhdn eflthe Andeliod, QH@ASR%inpﬁéin% Ipﬁlfgqa E&iﬁ&m in the

i.e. the body part, or in the upper part of the

badypati|od the capsulg ingighh ponnpefidnde thesinperardlsiof therrappileignd the PPI
d | . i ' the capsul e,
copprishf HoiiE ARIRGHpA Sk AR R BB Slter o0 Uit 5
within the capsule. This is favourable for reducing
In ar;ltervgrcl: %B‘Echlé} grglboa i rerllttolf %Pe' invention, the ASA comprising plug is positioned in
the cap (i.e. upper) part of the capsule in tight connection to the inner walls of the capsule

cap and the PPI comprising units are positioned below the plug within the capsule body.

The acetyl salicylic acid may also be mixed with a gelling agent during the granulation,
such as hydrophilic polymer(s) to obtain extended relase. Suitable gelling hydrophilic
polymers may be selected from any one of hydroxypropyl methylcellulose with a viscosity
higher or equal to 50 mPas (cps), polyoxyethylene (polyethylene glycol) with a molecular
weight above 50000 u, hydroxypropyl cellulose not including low-substituted

hydroxypropyl celtulose, hydroxyethyl cellulose and xantan or combinations thereof.

The obtained units may also comprise suitable buffering substances.
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The PPl conprising units may be positioned under the
plug or on top of the plug, (in both situations within
woheoomapswl e) . Thus, in one enbodi nent of the PCT/SE2006/001349

i nvention, the ASA conprising plug is positioned in

t he body part of the capsulg%in tight connection to

the inner walls of the capsule and the PPl conprising
units are positioned on top of the plug within the
capsule. In a further enbodi nent of the invention, the
ASA comprising plug is positioned in the body part of

Cthe capsule in tjght connection to the inner walls of
—@ﬁ%@éﬁﬁ@iﬁ%mﬁﬁﬂﬁzhe PPl conprising units are
THRQSbIOHEIIRE LMD ERS aBY %%e‘ﬁ—"s&lﬂbl_@ ok g%m‘fm@golg%gﬁ@ material,

even further enbodinent of the invention, th
suglo apgdlationyr hydugypropposéthyloelbdose o wever s (ist shouldfperryer not

part of the.capsule in tight connectjon to the inner
oefilliy A S RERE e Bapldit TR B bBRpRs g tes
are positioned below the plug within the capsul e body.
The acetyl salicylic acid may al so be mxed with a
L@ﬁﬁﬂﬁﬁgﬂﬁééﬁﬂﬁﬁﬂﬂng t he granul ati on, such as
TISAR Aol (ke e g
préveativmayd/grredwtion pil posxyprieiyil corphiydtioas tansabey wdet salicylic

vj scosity. higher.or equal to 50 nPas (cps),.
2”5%? 5§?E¥W9?gﬁ8mPE@P§g?W?F@ ﬁbﬁ§5’ﬁ§m 13 #1% nol ecul ar
wei ght above 50000 u, hydroxypropyl cellul ose not

i ncl uding | ow substituted hydroxypropyl cellul ose,
Appparing {pedmspmbediment efsthe arpdent dmeators thecariied dosage Sorm has an

orh O Etrotod BB AR ML e AR I FOUTRE o af b oF acety
sabigybis ki io thesandeadf foampo ke 63 @gy Wat er - sol ubl e or

gastric soluble polyneric material, such as gelatin or
hydr oxypr opyl nethyl cel |l ul ose. However, this |ist

A&RLIhEHhRMEWREer RRIboBif1ch B hRIBAESE AStof YRAH $iiNif: isTHe
capsﬁggggor sachet nmay be prgduce 9 E%?giné}ﬁﬁé%ﬁb?ennge
oftfipan ¢0 toi 289dng nv&ermi 10rto 100 mg or from 10 to 80 mg. In an alternative
embodiment of the present invention the amount of proton pump is selected from about: 5,
10, 20, 30, 40, 50, 60, 70, 80, 90 and 100 mg. According to yet another embodiment of the

present invention, the amount of proton pump inhibitor is selected from 20, 40 and 80 mg.

In further embodiments of the present invention the amount of acetyl salicylic acid is in the
range of from 25 to 450 mg, from 50 to 400, from 60 to 350 mg or from 75 to 325 mg. In
an alternative embodiment of the present invention the amount of acetyl salicylic acid is
selected from about: 75, 80, 85, 90, 95, 100, 105, 110, 115, 120, 125, 130, 135, 140, 145,
150, 155, 160, 165, 170, 175, 180, 185, 190, 195, 200, 205, 210, 215, 220, 225, 230, 235,
240, 245, 250, 255, 260, 265, 270, 275, 280, 285, 290, 295, 300, 305, 310, 315, 320, and
325 mg, for example 81, 101, 124, 126, 181, 204, 301, 311 and 321.

In another embodiment of the present invention the oral fixed combination dosage form

comprises 20 mg of esomeprazole and 325 mg of acetyl salicylic acid.
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The dosage forns according to the present invention

are especi ally advantageous in the prevention and/or
woedurmbsom of gastrointestinal conplications caassa2doy001349

acetyl salicylic acid, for exanple in a continuous

treatment with acetyl salicys c acid. According to one

enbodi nrent of the present invention, the clained

dosage form has an anmount of proton punp inhibitor in

the range of from5 to 300 ng and an anmount of acetyl

salicylic acid in the range of from 10 to 500 ng.

Accor di to t angther enbodi ment the anmount of
In 6.5%%08ﬂ o rEmPaPET R Brege R OB R ksmmignagign dosage
ford®Corfitises 20 HRrofborhsprdAf il BImb bOMekA stikyBOa4m. 1 n an
alternative enbodi nent of the present invéntion the
amount of proton punp is selected fromabout: 5, 10,

. 4 7 80,..90..and 10 . Accordin
A T e e T
fottnn eorapninen 40 afg (freedmepriroianiddRishhg of ades/] setcglid gddf r om

20, 40 and 80 ng. In further enbodi nents of the

present invention the anmount of acetyl salicylic acid

In hFourth 6th& dnitR@Bnit of he PredentlifyeRn W orhl BEH R0mbRad@Pdosage
from60 to 350 ng or from75 to 325 ng. In an

for e@npraes ¢@ mendfedimemazodd antdiE pg ef evetylisaliglit ad. t he
anmount of acetyl salicylic acid is selected from
about: 75, 80, 85, 90, 95, 100, 105, 110, 115, 120,

In 22%th kB ,enbdBimehd 6f thd Hfesent Ienfibibthe 184 fixd® BomBiAtionldoRage
180, 185, 190, 195, 200, 205, 210, 215, 220, 225, 230,

forym somprings 26 mg;, of psemeryazsle anskl mg of aceipd salicplic agigo, 285,
290, 295, 300, 305, 310, 315, 320, and 325 ng, for
exanple 81, 101, 124, 126, 181, 204, 301, 311 and 321.

In prsixdn othheemipodirodit g tite wésehhiaverties ¢t orahfnesdt dootbirtakien dosage
oral fixed,combi nati on dos form conprjses 20 ng of

o iS4 S P e iy (o g P G OR aGh . T n o
second ot her enbodi nent of the present invention the

oral fixed conbination dosage form conprises 20 ng of
The geepairinvestion alsel refesy aghethed foy [thespreyanibi of thedmbodnmbadic

vabide & B Lo IR i0hrIR oPLESEMha IVEAIHOR L6
prevention of gastrointestinal complications associated with acetyl salicylic acid treatment,
such as e.g. esophagitis associated with low dose ASA treatment, in mammals or man by
administering to a mammals or man in need thereof a therapeutically effective dose of the
claimed oral fixed combination dosage form. According to further embodiments of the
present invention said complication is an upper gastrointestinal complication, a peptic ulcer

in the stomach or a peptic ulcer in the duodenum. Upper gastrointestinal complications

include bleeding, perforation and gastric outlet obstruction.

According to yet another embodiment of the present invention, the man is a patient of 60

years or older.

According to an alternative embodiment of the present invention the claimed method
comprises administration of a capsule or a sachet comprising acetyl salicylic acid and

proton pump inhibitor. The administration is either once or twice daily.
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formconprises 40 ng of esonmeprazole and 325 ng of
acetyl salicylic acid. In a fourth other enbodi ment of
woheorpeesent i nvention the oral fixed conbi nat POWSE2006/001349
dosage form conprises 40 ng of esoneprazole and 75 ngy
of acetyl salicylic acid. | fifth other enbodi ment
of the present invention the oral fixed conbination
dosage form conprises 20 ng of esoneprazole and 8 1 ny
of acetyl salicylic acid. In a sixth other enbodi nent
of the present invention the oral fixed conbination
dosage form conprises 40 ng of esomeprazole and 8 1 ny
of acetyl salicylic acid. The present invention also
THegIré@keRSintdhtian BRS Rsted RIthé N& BTQ8HYe! B Odmprising a pjoton pump
t hr omboenbol i ¢ vascul ar events, such as nyocar
inhifkter - aneljageiylgelieslicaieisl fanthetrthanufastiue bf Dmedicaihent for the prevention

L-OR: trointestinal l.i cat.i ons
o BHEB R Te Ner RRR SR B decroce il ins S Prgioke i e
prawngoganddzaphrgol bSgResRCsthR domblidatibAsiRsRedwhh acetyl
Saﬁé,atrmnt, in mammeal s or man by admnistering to a

id tisptmsnh, Ageoningitorfiehes smbadimeatsayfdha present invention, the
aat.i . af.at ' - f s l.natian :
RS S0sguciolhon B ALl AR ERIRMR e e
ulggr érs%mstomw}em & peptwailetr cotiplduoddnion s an upper
gastrointestinal conplication, a peptic ulcer in the
stomach or a peptic ulcer in the duodenum Upper

Thgastseny intedsitn Bidd rdA8Plol A PASmhREhHILARIESHHRion dosage form
perforation and gastric outlet obstruction. According

COPIPTIFIBE CSOTRAPFAEPlecY 3B @lkating sadiftherpef qurdydrated foxre of agnone of them
1S ' l.der. Accordin

anll Bber PRl o 3o A0 AR Rl B A o ST et o

mydeerdgdl aifaedomet swokle,andiiod the presreitioni :sitlfoa tddaBt&! ofzastrointestinal

I chet copprising acetyl salicylic acid
oo BRHCHHRB BrioHHlRn AHEEH | 5icy e i APt ABY pishdps g form can be

uséd £ @AmPIEALOK of MsGhalAddedrich SorBiR AR £dr MERLL 2R ufOsachet,
relates to the use of a dosage formconprising a
tabietor apnlimitsableth insluding effedveacent s ahdreof] Howewdr dthfsdist should

holWREerTBOHE AEhHeRA%k ofndlBLicament for the prevention

An alternative embodiment of the pfesent invention relates to a pharmaceutical oral fixed
combination dosage form comprising esomeprazole or an alkaline salt thereof or a
hydrated form of any one of them and acetyl salicylic acid, which dosage form is
comprising a group of separate physical units comprising the acid susceptible proton pump
inhibitor and one or more other separate physical units comprising the acetyl salicylic acid
or a derivative thereof, and wherein at least the proton pump inhibitor is protected by an
enteric coating layer, for the prevention of thromboembolic vascular events, such as
myocardial infarction or stroke, and for the prevention and/or reduction of gastrointestinal

complications associated with acetyl salicylic acid treatment.

In a further alternative embodiment of the invention, the unit (ASA comprising unit
mentioned in the paragraph above) comprising the acetyl salicylic acid is compressed and

used for the prevention of thromboembolic vascular events, such as myocardial infarction
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of thronmboenbolic vascul ar events, such as nyocardi a
infarction or stroke, and for the prevention and/or
woedrmbsom of gastrointestinal conplications aBeDSE06001349
with acetyl salicylic acid treatnment. According to
further enbodi ments of the pyesent invention, the
conplication is, as nentioned above, an upper
gastrointestinal conplication or is a peptic ulcer in
the stomach or a peptic ulcer in the duodenum The
present invention also relates to an ora
nace tical fixed conbination_dosage form
or 6‘6 ﬁ@ hepmephen Biorgdugtion R BFRNcsHR Comelieiont,
as@cﬁye@r@’rt@gcetﬁrsm@ﬁc 20y 1RAgeaf them and acetyl
salicylic acid for the prevention of thronboenbolic
vascul ar events such as nyocardlal i nfarction or

B A T T T T A
méabh&yinithe peiuttiidte piragaph abﬁﬁ&) rlsﬁ%&ﬁ@ cehyd AN YHO ki@ is

used for adm nistration of this ar naceut i cal

mily BPHBICPGA fo f Blug; ashusad @réh%ﬁsmﬂen of theoraboembebp gascylar
ev@ﬂ‘l& tshéﬂ"ést }_%&Ql‘(ﬁﬁl mfaﬁ?llgﬂ di %k%fin%rfg?ﬁl%%e%veﬁﬁgﬂ% or reduction of

her eof wever I'i st shou ver not
gastmleueﬂmt eqimalk:a‘éoa‘maamtcuaml wilin acittl eselicadic \aeldemmmhntre nt
of the present invention relates to a pharnaceuti cal

oral fixed conbinati on dosage form conpri sing

In @86 8RB EiZRhEfAhe Pidsahl kvkhtd, 8R! dlaiknbe pReMasutidal RYAbRaB6h has
formof any one of them and acetyl salicylic acid,

aniIEAt *fFeTEBIEZele Phin alkelbeselt Siemplar g hmrpteé ffovgeqfaanatoee of them
m F&Wﬁhg@# fg&h%% SO 'aﬁhﬂg aﬁllaﬁnt‘%‘f' g %H’Ic'ag f‘ﬁro% P(pfo 500
nhi bit a

punp or and Gne or nore ot rate phys ca
mginits conprising the acetyl salicylic acid or a

derivative thereof, and wherein at |east the proton

punp inhibitor is protected by an enteric coating

AdRYERg tdf PhurthBenRURH: 1P ﬂle‘ifres(eﬂtr RREBARRL hRoKADE Héoﬁ{eprazole

events, such as nyocardial “infarction ‘or stroke, and
orfapalkakiee ml@h@mﬁ R Ia'dtb/teﬁforre dliety are affthem is in the range of from 10

to ggﬁﬁ% %cc&%% ta %/Ftr dotier | Iﬁl(tl:’l 0 n%rgrslt #3 %1%8' 6%to(?’%sovr\lllletp?azof:e or)én alkaline

salt thereof or a hydrated form of any one of them is selected from 20, 40 or 80 mg.

In further embodiments of the present invention the amount of acetyl salicylic acid is in the
range of from 25 to 450 mg, from 50 to 400, from 60 to 350 mg or from 75 to 325 mg. In
an alternative embodiment of the present invention the amount of acetyl salicylic acid is
selected from about: 75, 80, 85, 90, 95, 100, 105, 110, 115, 120, 125, 130, 135, 140, 145,
150, 155, 160, 165, 170, 175, 180, 185, 190, 195, 200, 205, 210, 215, 220, 225, 230, 235,
240, 245, 250, 255, 260, 265, 270, 275, 280, 285, 290, 295, 300, 305, 310, 315, 320, and
325 mg, for example 81, 101, 124, 126, 181, 204, 301, 311 and 321.

A further embodiment of the present invention relates to a method for the prevention of
thromboembolic vascular events, such as myocardial infarction or stroke, and for

preventing and/or reducing gastrointestinal complications associated with acetyl salicylic



In a further alternative enbodi nent of the invention,

the unit (ASA conprising unit nentioned in the
woanEgesh above) conprising the acetyl salicyPCT/SEZ106/001349

is conpressed and used for the prevention of

t hr onboenbol i ¢ vascul ar eveq&§, such as nyocardi a

i nfarctionor stroke, and for the prevention and/or

reducti on of gastrointestinal conplications associated

with acetyl salicylic acid treatnment. In an even

further alternative enbodi nent of the invention, the

unit (ASA conprising unit nmentioned in the penultimte
ackltFeatnen i mawvRls & e iYsIdRgistsEng ied TrRmERS ryngrcingepdthereof
thé SlafddPirnERBR BP&REbihAjA Pl ug, and used for the

oe

prevention of thro olic vascul ar events, such as
myocardi al infarction or stroke, and for the
prevention and/ or reduction of gastrointestina
conplications associated with acetyl salicylic acid
EXARBmMSNt . 1 n one enbodi nent of the present invention
the cl ai mned pharmaceuti cal conbi nati on has an anount
esoneprazol e or an al kaline salt thereof or a hydrated
formof. any. one, of .t hemin e [a f from5 to 30
T i e oSS by 4k bR o foviak Samplflgeh shoutd
not & HHOvHDLEmMASRICEHNEF the pRsdnd idvBgiorebodi ment of the
present invention, the anmobunt of esoneprazole or an
al kaline salt thereof or a hydrated form of any one of
themis in the range of from10 to 80 ng. According to
yet anot her enbodi nent the anount of esoneprazole or
an al kaline salt thereof or a hydrated form of any one
of themis selected from20, 40 or 80 ng. In further
enbodi nents of the present invention the anount of
acetyl salicylic acid is in the range of from25 to
450 ng, from50 to 400, from®60 to 350 ng or from 75
to 325 ng. In an alternative enbodi nent of the present
i nvention the amount of acetyl salicylic acid is
sel ected fromabout: 75, 80, 85, 90, 95, 100, 105,
110, 115, 120, 125, 130, 135, 140, 145, 150, 155, 160,
165, 170, 175, 180, 185, 190, 195, 200, 205, 210, 215,
220, 225, 230, 235,
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240, 245, 250, 255, 260, 265, 270, 275, 280, 285, 290,
295, 300, 305, 310, 315, 320, and 325 ny, for exanple
wolR007064274124, 126, 181, 204, 301, 311 and 321PCHSE2006/001349
further enbodi ment of the present invention relates to
a method for the prevention_of thronboenbolic vascul ar
events, such as nyocardi al ?gfarction or stroke, and
for preventing and/ or reduci ng gastrointestina
conplications associated with acetyl salicylicacid
treatnment in mammals or man by adm nistering to a
manmal s or man in need thereof the clained
phar maceuti cal conbi nati on. EXAMPLES The present
Ekinv tion is described in nore detail by the follow ng
: | es, which should not in any way Iimt the scope

MAE of Rl BIRBbadBVSN -8B e pileatsT-00Bletrs OFhd BatBA Moderate-to-
Hel 1 cobact er pyl ori'-negative patients >60 years, who
higharikkeo friovboran g gasthilugidenal slcersfwere \maqh&gﬂ hlgthls randomized, double-

O R I
esith@R e PRI RIhieftdéd &l esomairaié mapesint, apdeiine® dvoed by

recei ve either esoneprazole 20 dm.ni st d ;
Asrgépnase 420108 p}%a@wémcg Ay fog 26 m'@gﬁm !EFE? ?ﬂ@:?‘%eﬁﬂ‘i%?‘ea‘?mble was
thé?ﬁllege%g@ 8F ga%trﬁ%dﬁ)& dﬁé)cﬁﬁﬁquegﬁ&een%’écbﬁy SR 125 60Mp8KSperiod.
€ primary outcone vari able was the presence of
A gasitofio8] pattkhes;, 2l rrodieing] ASA dedeseavarsing bsoosy 76vAep medry

A S B et R S 083800 Ay

weFB iR 1udeB 3 1R I8 B %0 Ired BfdplatidR aThe@iuydtive ptdpostionaf pafichts
(ASA) dose 124.0 ng/day) were included in the

th
witlrewg pither gastrieat dusdpral alceos 26TrReke Wan P 32 1ot e 9B PIRZe
of . i t.ho Lther i of_ ol
oA ot s o
ga98ic8foen ths Jolvar momtiéhts fadrirtgadsbmeprstdlertine & thostaking pjacebo

(g ebrbbradsia o] srerpErem P kBRI 1. 206
es}%{eﬁéozgon dl @%&%@grretsﬁh%ﬁbaﬂ. EENE Ba it BISNAH del€l6ed an ulcer, in
the esomeprazole group by 6 months, compared with 27 patients (5.4%) in the placebo
group. This corresponded to a relative reduction of developing an ulcer of 70% when
taking esomeprazole rather than placebo. A total of 95.6% of patients treated with
esomeprazole had no esophageal lesions at week 26, compared with 81.7% of patients
treated with placebo (p<0.0001). The proportion of patients without esophageal lesions at 6
months was higher with esomeprazole than with placebo for patients with no lesions and
for those with Los Angeles grade A lesions at baseline. Resolution of investigator-assessed

upper gastrointestinal symptoms was higher with esomeprazolé than with placebo for all

symptoms. Esomeprazole was safe and well tolerated.

Example 2
Capsule comprising Esomeprazole 20 mg and ASA granules 325 mg.
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esoneprazol e and pl acebo, respectively). Eight

patients (1.6% had devel oped an ulcer, in the
wewTwesazol e group by 6 nonths, conpared w t hP@T/SE2006/001349

patients (5.4% in the placebo group. This

corresponded to a rel ative rﬁpuction of devel opi ng an

ul cer of 70% when taki ng esoneprazol e rather than

pl acebo. A total of 95.6% of patients treated with

esoneprazol e had no esophageal |esions at week 26,

conpared with 81. 7% of patients treated with placebo

(p<0.0001). The proportion of patients w thout )
PriBistih smiit come] Rs PTG Haarsai-BHbibuily corresponding to
20850 PERhGEHR HH8 MM bbb AGRARIES N Sl | h no

| eSi ons ‘and for those wth Los Angel es”"grade A | esions
Thag mirdigre land &.SAReswilles wore fdfediimv dstd gekitine casslessed upper

gastroi ntestinal synptons was higher with esoneprazole

than with placebo for all synptons. Esoneprazol e was
Ms@ftectaie offdtericlotied FREmefRtANPbEIcs Capsul e conpri sing

Esonmeprazol e 20 ng and ASA granules 325 ng. Princi pl e:
Ceuemmaateriakoat ed pel |l ets conprising Esoneprazol e- My

trihydrate co ing to 20 Esonepr a e were
Srigah A aretE Goa Cop 2800 TP BREES o TADS B xt ur e

and ASA granules were filled into hard gel atine

capsul es. Manufacturing of Enteric coated Esoneprazole

(sBpbhsedSfooA&ivedyeF i al ] Agar “ghere_seeds 0.25 to 0.35

mm appr ox. di anetér 300 g (”~sr2ensi_on fpr)

Espgepiggolpayis &thyBsirepr azol e- My tri hydrate 4485g
Hyd 659 aRyyidERERYd cel | ul ose 67 g Pol ysorbgate 80 9 g
Purified water 2100 g
Polysorbate 9¢g
Purified water 2100 g
(suspension for) Subcoating layer
Hydroxypropyl cellulose 9 ¢
Talc 340 g
Magnesium stearate 2g
Purified water 3100 g
(dispersion for) Enteric coating laver
Methacrylic acid copolymer tyf)e C, 30 % dispersion 1270 g
Triethyl citrate 38¢g
Mono- and diglycerides 19¢g
Polysorbate 80 2g
Purified water 500 ¢g

Esomeprazole-Mg trihydrate was suspended in a water solution containing the dissolved
binder hydroxypropyl methyl cellulose and the surfactant polysorbate 80. The suspension
was sprayed onto sugar spheres seeds in a fluidized bed coating apparatus using bottom
spray (Wurster) technique.
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(suspension for) Subcoating | ayer Hydroxypropyl

cel lulose 90 g Talc 340 g Magnesi um stearate 22 g
weoeuni7foced4 wat er 3100 g (di spersion for) Enteri 2CT/SELI0ONG01349

| ayer Methacrylic acid copolyner type C, 30 %

di spersion 1270 g Triethyl cjjtrate 38 g Mno- and

di gl ycerides 19 g Pol ysorbate 80 2 g Purified water

500 g Esoneprazole-Mj trihydrate was suspended in a

wat er sol ution containing the dissolved binder

hydr oxypropyl nethyl cellul ose and the surfactant

poI ysorbate 80. The suspension was sprayed onto sugar

§|®h@|ﬁ@§ coreadatetiial easfdoudreld mat t]hmshbcmhg Meyeaprafiat Bsd apparatus

S M o S BRSPS s

1389 yi d bed apparatus by spraying a hydroxypropyi

cellul ose solution contalnlng suspended falc and

m stearat e. enteric_coating |ayer

Thg%%g% 2 odto 1o b SRIF 3 TGS O, e sHecogied pellets
o ﬁ@wﬂ@bswnbtaﬂmdwedng&mu$n a fluid bed appar at us.

M xture of enteric coated Esoneprazole pellets and
h- St arate Enteric coated pel l ets according to above
4e afedNisomeprazele peliats artdeMigSteghdte.pr opor t i ons
En@lrﬂ:&i@atb& [p@I\Déts according to above was mixed with Mg-Stearate in the weight

proportions given below;

Esomeprazole gastro-resistant pellets 100

Magnesium stearate 02
Capsule filling

Per capsule
Mixture of enteric coated Esomeprazole pellets and Mg-Stearate 86.2 mg
(acc. to above)
ASA granules* 325 mg
Hard gelatin capsule size 0 1 piece

* Rhodine ® 3118 ASA granules, Ba 0407231, from Rhodia France. The

majority of the granules passes a sieve having apertures of 1000 micron and is

retained on a sieve having apertures of 125 micron.

~Capsules according to above was placed in plastic (High Density Poly
Ethylene, also referred to as HDPE) bottles with desiccant, and checked for

stability. The results obtained can be seen in the Table below;

Environment Time desiccant Y released | Sum degradation Amount

in pH 6.8 after products, degradation
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Esonmeprazol e gastro-resi stant pellets 100 Magnesi um

stearate 0.2 Capsule filling Per capsule M xture of
wenv@Erice27¢eoat ed Esoneprazol e pell ets and My- St eaT/AEZ006/001349

86.2 ny (ace. to above) ASA granul es* 325 ng Hard

gelatin capsule size 0 1 pie *Rhodi ne (r) 3118 ASA

granul es, Ba 0407231, from Rhodia France. The nmgjority

of the granul es passes a sieve having apertures of

1000 micron and is retained on a sieve having

apertures of 125 mcron. Capsul es according to above
was—ptacee—i-r—plastic—{(H-gh-Density Poly Ethylene

also referred to jas HDPE) £ itlh de an
checked for stabifity. The%r}ei’ég?t swobt ai nzdd’scan { & Asa.

seen in the Tabl g bel ow, * |[SBsomepadzbley|l I}Esoﬁﬁapfizzbﬁ— NQbs) SA*

tested *fFDi ssol utj on of egoneprazol e was neasured|i n
qu di sspl ut parat us {No 29%%addlle. 100-% pm) after0.3

%gposurfwl’gg 300 m. 0.1 /MHA for 2 jhrs, &erfgme; NT

ragygkt i ng 1;@,%51{'ged' um§gavi ng pH 6. 8. After %% m nuties

IUU r PIIUQ
I pH 6. B the retgased angunt—of—nonra—dose—was

nm8&gar ed, Fxempd ef 3 Ea@sulle conprising Esomeprazolle 2NT

m%Sand ASA powder Szasgg.

/66 6 months 93% 0.4 NT

* SA =salicylic acid
NT=Not tested
**Dissolution of esomeprazole was measured in USP dissolution apparatus No

2 (paddle, 100 rpm) after preexposure in 300 ml 0.1 M HCl for 2 hrs, whereafter
700 ml of phosphate buffer was added giving a 1000 ml resulting testmedium
having pH 6.8. After 30 minutes in pH 6.8 the released amount of nominat

dose was measured.

Example 3
Capsule comprising Esomeprazole 20 mg and ASA powder 325 mg.

Principle: enteric coated pellets comprising Esomeprazole-Mg trihydrate corresponding to
20 mg Esomeprazole were manufactured and mixed with Mg-Stearate, according to Ex. 2.

This mixture and ASA powder were filled into hard gelatine capsules.

Capsule filling
Per capsule
Mixture of enteric coated Esomeprazole pellets and Mg-Stearate 86.2 mg

(acc. to Example 2, above)

ASA powder 325 mg

Hard gelatin capsule size 0 1 piece
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Principle: enteric coated pellets conprising
Esoneprazol e-My tri hydrate corresponding to 20 ng
wasmmwesazol e were manuf actured and m xed w t hPCT/SE2006/001349
My- St earate, according to Ex. 2. This m xture and ASA
powder were filled into hardsgel atine capsul es.
Capsule filling Per capsule Mxture of enteric coated
Esonmeprazol e pellets and My-Stearate 86.2 ng (ace. to
Exanpl e 2, above) ASA powder 325 ng Hard gelatin
capsul e size 0 1 pieceCapsul es according to above was
pl aced in plastic (H gh Density Poly Ethylene, also
referred to as HDPE) bottles with desiccant, and

Chsphl ol g e FIS e BRCSHIART RO Py

Cﬁ}hyldr@, glsapefiesiedgo s GHBPEpBottes Zﬁﬂﬂﬁeﬁéﬂnﬁ%d checked for
(conlgrl sed |n tabl et) 75 rrg. Principle: enteric coated
a

bezsen ivghe Talbly bekove

correspondl ng to 20 ng Esoneprazol e were manufactured

and mxed with My-Stearate, according to Ex. 2. This
meture)E and A tablets were filled i to hard gellati ne
THSRIFRS| capd®e filling BSC@¥psul e of | Amount
enteric toated Esoneprazole pellets 4 .ear at .
86.2 ng {ace. to Exanple 2, above) ASA ?%?dg{jg gegradatlon
conprising 75 nmg ASA*| Approx. 97 ng products, of ASA.
(%) of (%) SA
Esomeprazole
0 0.2 0.2
25/60 3 months 0.5 02 <0.1
25/60 6 months 0.5g 0.2 NT

NT= Not tested

Example 4
Capsule comprising Esomeprazole 20 mg and ASA (comprised in tablet) 75 mg.

Principle: enteric coated pellets comprising Esomeprazole-Mg trihydrate corresponding to
20 mg Esomeprazole were manufactured and mixed with Mg-Stearate, according to Ex. 2.

This mixture and ASA tablets were filled into hard gelatine capsules.

Capsule filling

Per capsule
Mixture of enteric coated Esomeprazole pellets and Mg-Stearate 86.2 mg
(acc. to Example 2, above)
ASA tablet comprising 75 mg ASA* Approx. 97 mg

Hard gelatin capsule size 1 , 1 piece
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Hard gel atin capsule size 1 1 piece*Tronbyl (r), Ba B
811A from Pfizer. Flat, hart-shaped uncoated tablets,
wapprrosi2aTazed size 6-7 nmin di aneter, wei ght 8CT/SH2008801349
average of 10 tablets). Capsules according to above
was placed in plastic (H gh EEnsity Pol y Et hyl ene,
also referred to as HDPE) b ttles W th desiccant, and
checked for stability. The results obtained can be
seen in the Table below, **Di ssolution of esoneprazole
was neasured in USP di ssol ution apparatus No 2
(paddl e, 100 rpm) after preexposure in 300 nmi O,
* THOMbyd®, Batf &11 A/\ﬁerreﬁflz@r Flppthamt-shstp E}dh@ﬂ@ﬁmde’tablﬁ% er

was .adde a.1000 M resu st medi u
AP o B raacien SRS B e s v EReE 1 heticts-
of nom nal dose was neasured. Exanple 5 Capsule
corrpri sing Esoneprazole 20 ng and ASA (conprised in
s @eedrathd) drtve)wddplaoed irPrlastic{Hegh Brheity Poly
co ed pellets conprl Si ng’ Esoneprazol e-My trih drate
cBihydeponliongfere o asgIREGNbpities o1igh desiec

origpthek T oa BRI LoreRs Sg e enebRARoY | ZQ' )

into hard gel ati ne capsul es. Capsule filling Per
capsule M xture of enteric coated Esoneprazole pellets

and My-Stearate 86.2 ng (acg to Exanple 2, above) ASA
Engifoareet Loabid pal desicsantdnpta sleasd1o0 Sﬁﬁlqé?s atiopy | g fgrount

Hard gel ptin capgqule si Zefé@%‘ﬁgiﬁ& ontﬁﬂ cgg by degradation

capsul es| "Astrix(r)", ba fac
Faul di ng| & Co Ltd, preexposure** (%) of of ASA.
Esomeprazole | Esomeprazole (%) SA
0 93% 0.2 2.3
40/75 1 month 0.5g 0.5 2.9
25/60 5 months 05¢g 94% 0.3 NT

**Dissolution of esomeprazole was measured in USP dissolution apparatus No
2 (paddle, 100 rpm) after preexposure in 300 ml 0.1 M HCl for 2 hrs, whereafter
700 ml of phosphate buffer was added giving a 1000 ml resulting testmedium
having pH 6.8. After 30 minutes in pH 6.8 the released amount of nominal

dose was measured.

Example 5
Capsule comprising Esomeprazole 20 mg and ASA (comprised in enteric coated pellets)

100 mg.

Principle: enteric coated pellets comprising Esomeprazole-Mg trihydrate corresponding to
20 mg Esomeprazole were manufactured and mixed with Mg-Stearate, according to Ex. 2.

This mixture and ASA enteric coated pellets were filled into hard gelatine capsules.
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Australia. 5 Capsul es according to above was placed in

pl astic (H gh Density Poly Ethylene, also referred to
wa0HbDeB74bottl es with desiccant, and checked POT/SE2006/001349

stability. The results obtained can be seen in the

Tabl e bel ow; **Di ssol ution of esomeprazol e was

nmeasured in USP dissolution3%pparatus No io 2 (paddle,

100 rpm after preexposure in 300 mMm 0.1 MHC for 2

hrs, whereafter 700 ml of phosphate buffer was added

giving a 1000 m resulting testnmedi um having pH 6. 8.

After 30 mnutes in pH 6.8 the rel eased anount of
Cap@iibfdlinglose was neasured. |5 Exanpl e 6Capsul e

conpri sing Esoneprazole 20 ng and ASA granul es 75 qg.

Principle: enteric coated pellets conprising Per capsule

.Esoneprazol e- tr i hydrat e _copLes i N 0 ny
B e e s e
BroStgahaler, #6¢e ding to Ex. 2. This mxture and a
@ngPng cgnpagtedeglug of ASA were filled into hard
ASgednadion®ardpsidtesombhisitfor0unggSAT Enteric coat ed117.9 mg
Esoneprazol e pellets Was done according to Ex. 2. .
Hawtlgelatin e¥pseltsdee £ coat ed Esoneprazol e pel | ets and 1 Piece
My- Stearate. Enteric coated pellets according to_above
emens ofcaguls TASTSK@ArarESI 40, Erreu e bF AT o Lic
OAVY&Ribel ow, Esoneprazol e gastro-resistant pellets 100
Magnesi um stearate 0.2 Capsule filling

Capsules according to above was placed in plastic (High Density Poly
Ethylene, also referred to as HDPE) bottles with desiccant, and checked for

stability. The results obtained can be seen in the Table below;

Environment Time desiccant % released Sum degradation Amount
in pH 6.8 after products, degradation
preexposure™* (%) of of ASA.
Esomeprazole | Esomeprazole (%) SA

0 93% 0.2 2.7
40/75 1 month 0.5g 0.3 3.9
25/60 5 months 05g 95% 0.2 NT

“Dissolution of esomeprazole was measured in USP dissolution apparatus No

2 (paddle, 100 rpm) after preexposure in 300 ml 0.1 M HCl for 2 hrs, whereafter

700 ml of phosphate buffer was added giving a 1000 ml resulting testmedium
_having pH 6.8. After 30 minutes in pH 6.8 the released amount of nominal

dose was measutred.

Example 6




10

15

20

Per capsule M xture of enteric coated Esoneprazole
pellets and My-Stearate 86.2 ng (ace. to above) ASA

wanrenTees4 conpacted into a plug* 75 ng Hard geCasEZN06/001349

capsul e size 2 1 piece * Rhodine (r) 3118 ASA
granul es, Ba FRH 0528131, frgm Rhodia France. The
majority of the granul es passes a sieve having
apertures of 1000 micron and is retained on a sieve
havi ng apertures of 125 m cron. The plug was
positioned in the |ower part of the capsule, i.e. the
art... ip tight nection to the inner walls of
¢ %@XS ApRiitRe E%.%’%%’P@Qﬁ"?@’da% 8?‘??&#% SIS /B packed i n
blister cartridges, having a threelayer filmof PVC
Aclar(r)*/PVC and an Al -foil backing. (* = Aclar(r)
Principls: ieate coated palistsraomipising Esemerraeolé-Maririhy dwtertorygsponding to

t ti. | .) St
T T
Thixoinyx tie lapd e mai]dln beopacetiglugeet ADA agerdiDRE) inkOlkidrd FESIaﬁMet dapsules.
S

desi ccant, and checked for stability. The resu
obt ai ned can be seen in the Table below, * SA =

Ms@ifactyrinoCorFhidicNbatelPhorh§5hR1E fARIP! € 7 Tabl et
conpri sing Esoneprazole 20 ng and ASA 100 ng.

WY doteiapéedingd BkIC coated pellets conprising
Esonmeprazol e-My tri hydrate corresponding to 20 ng
Esonmeprazol e are prepared and overcoated with a | ayer

Mizturt o emgsypeapd Esvetehmbole pellets and Me-Stearate.

Enteric coated pellets according to above was mixed with Mg Stearate in the weight
proportions given below;

Esomeprazole gastro-resistant pellets 100
Magnesium stearate 0.2
Capsule filling

Per capsule
Mixture of enteric coated Esomeprazole pellets and Mg-Stearate 86.2 mg
(acc. to above)
ASA granules, compacted into a plug* 75 mg
Hard gelatin capsule size 2 1 piece

* Rhodine ® 3118 ASA granules, Ba FRH 0528131, from Rhodia France. The
majority of the granules passes a sieve having apertures of 1000 micron and is
retained on a sieve having apertures of 125 micron. The plug was positioned in
the lower part of the capsule, i.e. the body part, in tight connection to the inner

walls of the capsule.
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cellul ose, and then m xed with ASA granul es and tabl et
exci pients and conpressed into nultiple unit tablets.

woRmrfiaed7yur i ng of Enteric coated Esoneprazol e PCT/SE2006/001349

pell etsCore material Sugar”jghere_seeds 0.25 to 0.35

nmm approx. dianeter 300 ¢ egikn1for)_Actiye_lay_ :
Esonmeprazol e-My tri hydrate 5 g Hydroxypropyl

nmet hyl cel | ul ose 67 g Pol ysorbate 80 9 g Purified water
2100 g (suspension for) Subcoating |ayer Hydroxypropyl
cellulose 90 g Talc 340 g Magnesium stearate 22 ¢
Purified water 3100 g (dispersion for) Enteric coating

| Sppruleshhandiig © awive veasp phkosh inthjpeerCarBiighs, having a three-
di spersion 1270 g Triethyl citrate 114 g Mno- and
dliageyy Gl jod 8Y QA garDiAFSGr pad angd-fpildapkig i ed wat er

AP R B TR e et oS BB P BRA G mblufActured by
Qg%@ﬂQHﬁﬁnﬂﬁ#ﬁlhx | lul ose and the surfactant

h .
pol ysor bat e 80. e suspensi on
Such capsules were also placed in plastic (High Density Poly Ethylene, also

referred to as HDPE) bottles with desiccant, and checked for stability. The

results obtained can be seen in the Table below;

Environment Time desiccant | Sum degradation { Amount
products, degradation
(%) of of ASA.
Esomeprazole (%) SA*
0 0 1 NT
40/75 3 months 0.5g 0.7 0.1
30/75 3 months 05g 0.1 0.1

* SA = salicylic acid
NT=1Not tested

Example 7

Tablet comprising Esomeprazole 20 mg and ASA 100 mg.

Principle: enteric coated pellets comprising Esomeprazole-Mg trihydrate corresponding to
20 mg Esomeprazole are prepared and overcoated with a layer of hydroxypropyl methyl
cellulose, and then mixed with ASA granules and tablet excipients and compressed into

multiple unit tablets.

Manufacturing of Enteric coated Esomeprazole pellets




was sprayed onto sugar spheres seeds in a fluidized

bed coati ng apparatus using bottom spray (Wirster)
woeaiTicepre. The prepared core material was coveCESEMO5M001349

the subcoating layer in a fluid bed apparatus by

sprayi ng a hydroxypropyl ceI%quse sol uti on cont ai ni ng

suspended talc and nagnesiuélstearate. The enteric

coating layer was sprayed as a water dispersion onto

t he subcoated pell ets obtained above, in a fluid bed

apparatus. (solution for) Overcoating |ayer

Hydr oxypropyl nethyl cellul ose 5-6 cps (nPas) 90 g
Copgmatedal wat er 2400 g The prepared enteric coated

B3k dle ROl CEION B0 B betiny alebel appar 4148 by

sprayi ng the hydroxypropyl nethyl cellul ose solution
according to above onto them and dryi ng when the
(suspendivh Ier) iAxtieOmbet ed. The overcoated enteric coated
~ Esoneprazole pellets are used for tableting;
EspmgpraenleMss tribgdrate000 t abl et s Over coat ed entéfgc coat ed
Hy@sax3BRpzakayRelthiedess 103 g ASA granul es * g
p g!c%og?gstalyine cellul ose (Avicel PH 102) 1 g
g5 8t earyl fumarate (Pruv(r)) 2.9 g Sun?805.9 g
Pugkedphter gi ven, granules from Rhodia as in Egagple 2.
The ingredients above are mxed in a | aboratory m xer,

t e.KeQ Qod . for 3-4 minutes then conpressed into
HHEPE 1P AEOAURBIAYCE abl et ti ng machine, non-limting
exanple given is
HydroxypropyT cellulose g
Talc 340 g
Magnesium stearate 22¢g
Purified water ’ 3100 g

(dispersion for) Enteric coating layer

Methacrylic acid copolymer type C, 30 % dispersion 1270 g
Triethyl citrate 114 ¢
Mono- and diglycerides 19¢g
Polysorbate 80 2g
Purified water 500 g

Esomeprazole-Mg trihydrate was suspended in a water solution containing the dissolved
binder hydroxypropyl methyl cellulose and the surfactant polysorbate 80. The suspension
was sprayed onto sugar spheres seeds in a fluidized bed coating apparatus using bottom
spray (Wurster) technique.

The prepared core material was covered with the subcoating layer in a fluid bed apparatus

by spraying a hydroxypropyl cellulose solution containing suspended talc and magnesium
Stearate.

The enteric coating layer was sprayed as a water dispersion onto the subcoated pellets
obtained above, in a fluid bed apparatus.



10

15

Korsch Phar mapress 106, using 9 mmcircul ar bi convex

punches, adjusting the average tablet weight to 306
wauhi7aesss . CLAIMS 1. An oral pharmaceuti cal doBagsERsM01349

conprising as active ingredients an acid susceptible

proton punp inhibitor (PPl)_together with acetyl

salicylic acid (ASA) or a dé¥ivative thereof and

optionally pharmaceutically acceptabl e excipients,

characterized in that the dosage formis in the form

of an oral fixed conbination dosage form conprising a

group of separate physical units conprising the acid

oRSHERY RLR IR PUNP i nhibitor and one or nore
L‘U@her—gepararégégg%ical units_conprising the acety]
Hydegrypeppylangtbylpeliplose H8/cPYERRaE t hereof, and wher ei’t &t

PutiB&bwatkhe proton punp inhibitor is protected by 2400g
enteric coating layer. 2. A dosage formaccording to
claim1, wherein the proton punp inhibitor is

The fnl%b%fi efteRy pﬁdﬁe@;ﬁﬁlﬁtgifﬁbn@ Badrhplg ZL&’S&&b;faadiwflth ehea@etophating layer
. salicylic.acid or, a derivative ther t :
in § G oS Bl o g B b FarAg o0 gy GBI
acdobdingtedbplve safoitherh aud diying wirenghelspriying isveenplrsede of
further is present in an inmmediate release form 4. A
dosage form accordi to cl.ai wherein r ot on
THR QNG O BTG b S PRl g ob b BBy an
enteric coating |ayer and the unit conprising acetyl

salicylic acid or a derivative thereof is conpresse%
Ingredignts abl et . 5. A dosage form according to cR&ilfQtablets

wherei,n the unit _c IS etyl salicylic acid a
O%%%?%%f?%gcfﬂ%?%%%gggﬁﬁgkgggégonpressed to a plug}Q%g
A gosalge*f orm according to claimb5, wherein the plogsg

of ASA has a fri?bhli&%{}&nthe range of 2% 50 96(%6&%.

Microcrystalline cellulose (Avicel
Sodium Stearyl fumarate (Pruv®) 29¢g
Sum . 3059¢

* example given, granules from Rhodia as in example 2.

The ingredients above are mixed in a laboratory mixer, type Kenwood for 3-4 minutes then
compressed into tablets in a suitable tabletting machine, non-limiting example given is
Korsch Pharmapress 106, using 9 mm circular biconvex punches, adjusting the average

tablet weight to 306 mg/tablet.



10

15

20

25

30

7. A dosage form according to any of clains 1-6,

wherein said dosage formis a capsule fornulation or a
weoeaait@e4X7er mul ati on. 8. A dosage form accor di ngPCO/SEZNN6/001349

of clainms 1-3, wherein said dosage formis a nmultiple

unit tablet formulation. 9. A dosage formaccording to

any of clains 1-8, wherein e proton punp inhibitor 5

is protected by two |ayers, an enteric coating |ayer

and a subcoating |ayer separating the enteric coating

fromthe proton punp inhibitor. 10. A dosage form

according to any one of clains 1 - 9, wherein the

CLpi®ISon punp inhibitor is oneprazole or an al kaline
salt there

f. 1 0.11. A dosage farmaccording {.o.any_ ..
L one. 8 & gRfnagesticgl it B COMBIHPB Ao o AT T 25
suﬂc?m%%ﬁ{ﬁnﬁ'bﬁ&n(@![)"t@%étﬁ@ v dcetyD4IROfic &id BASA) ora
hydrated formof any one of them 12. A dosage form =
dericative tiemepfiend apjoneHie pbdrmeraitivellyl acceptalp ex@pignis rharacterized in

ot pn tS. 1Lnhk bitQr i -
o i Lt P CBRAFALR e rom eprise
grcﬁiib&iﬂsg@!ﬁﬁé pBfsi@iniey @n@ristigehs acl8suscéptiizgagenbamminhibitor and
according to any gne ?f clainms, 1 - 9, thTEIP thg
ong PRIBT (SLeRFOPHRE BRY Al e ARISREbF eebf seybi acid or a
| 6/ t ‘ hduth '
G £ SR b O pRa e
coatmpdeytirng. to any one of clainms 1 - 9, wherein the

proton punp inhibitor is rabeprazole or a
phar maceutically acceptable salt thereof or a single

2.enanty ABRige FrnLhdcbRlinOReIAh 1t ReBtein? Shelfrotoh plapdgebitarim
according to any one of clainms 1 -9 wherein the . )
pr@p@@@hy piy fferic coating layer and the acetyl salicylic acid or a derivative thereof is

not enteric coated.

3. A dosage form according to clim 2, wherein the acetyl salicylic acid or a

derivative thereof further is present in an immediate release form.

4. A dosage form according to claim 3, wherein the proton pump inhibitor
comprising units are protected by an enteric coating layer and the unit comprising acetyl

salicylic acid or a derivative thereof is compressed to a tablet.

5. A dosage form according to claim 4, wherein the unit comprising acetyl salicylic

acid or a derivative thereof is mildly compressed to a plug.
6. A dosage form according to claim 5, wherein the plug of ASA has a friability in

the range of 2%-50 % (w/w).

7. A dosage form according to any of claims 1-6, wherein said dosage form is a

capsule formulation or a sachet formulation.
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inhibitor is ilaprazole or a pharmaceutically

acceptable salt thereof or a single enantioner of
weibitme4ome of them 16. A dosage form accor di n§CT/SE200%/001349

one of clains 1 - 9, wherein the proton punp inhibitor

is tenatoprazole or a pharmaceutically acceptable salt

thereof or a single enantioffer of either one of t hem

17. A dosage formaccording to any one of clains 1 -

16, wherein the amount of proton punp inhibitor is in

the range of from5 to 300 ng and the anount of acetyl

salicylic acid is in the range of from 10 to 500 ng.
8. 18. A ddesmderdh acdording o abiyrnd claonahy, whecnfsaid dosage fermis a

7, wherejn_the anount of proton punp inhibitor is in
nn%ﬁ%3W§hGEkBﬁKWPBﬁ91O to 200 ny. 19. A dosage form

according to any one of clains 1 - 18, wherein the
~amount of proton punp inhibitor is selected fromb5, .
9.10, 20doBee for ack@dingdo amnof @amsdes,arherein therpgotop pump inhibitor

. d f ding. t i . - ]
s RGP E b RS AR e Qe T sbein b Tepdachty e
enfeABg6atRE fFonOthePootb@pddp intbitczl. A dosage form

according to any one of clainms 1-20, wherein the
anmount of acetyl salicylic acid is in the range of

fromys . ; ARAGR C oI Whé8inlthe BN
10bf c d%ﬁ%&Tﬁg%ﬁcﬁﬁg? Fﬂ t'he éﬁg%%?égfghcetyl sa icyﬁ??m
inleibitet i$ smepratdieor ardialiod sflt tereed to 350 ng. 23. A

dosage form according to any one of clains 1-22,

wherein the anmount of acetyl salicylic acid is in the

117 angey @dsafd it Aocdr@ingd S an¥bonelA clafmpl 0OewBerbidrthd pr@ton pump

~manufacture of an oral fixed conpination dosage form

inkibigr SYORSPEMOIA Y A 8RR ER)o B GHURHFROTRAI Bt G Of thern.
and acetyl salicylic acid, characterized in that said
proton punp inhibitor is prepared in the form of

12ent erA dosagafdrmgiccording to any one of claims 1- 9, wherein the proton pump

inhibitor is lansoprazole or a pharmaceutically acceptable salt thereof or a single

enantiomer of any one of them.

13. A dosage form according to any one of claims 1 - 9, wherein the proton pump
inhibitor is pantoprazole or a pharmaceutically acceptable salt thereof or a single

enantiomer of any one of them.

14. A dosage form according to any one of claims 1 - 9, wherein the proton pump
inhibitor is rabeprazole or a pharmaceutically acceptable salt thereof or a single enantiomer

of either one of them.

15. A dosage form according to any one of claims 1 - 9, wherein the proton pump
inhibitor is ilaprazole or a pharmaceutically acceptable salt thereof or a single enantiomer

of either one of them.
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| ayered units and that the units are filled into a
capsul e or a sachet together with one ornore other
weoeepEriats4 physi cal units conprising acetyl sal PCYISE2006/001349
acid optionally m xed with pharmaceutically acceptable
exci pients. 25. A nethod for_the. prevention of
t hr onboenbol i ¢ vascul ar evefits, such as nmyocardi a
infarction or stroke, and the reduction and/ or
prevention of gastrointestinal conplications
associated with acetyl salicylic acid treatnent in
mamal s or man by adm nistering to a host in need
161 her Aofossegetfbnn apeuting bl dny caf bédmmﬁel dBsehegfin ghefrirgten pump

iSSP ARG § By e BRIl ool s sl A
eneﬁﬁﬁ{%té?faﬁthald(sﬁemf&ﬁdnatl on of a capsul e or a sachet

conprising acetyl salicylic acid and proton punp
inhibitor. 27. A method according to claim26, wherein

17t he ?\ha&g%efoﬁﬁ 5&?&?{% | g% 52 bﬁ&ﬁs’eﬁd 107G AR HeYamoaBt of

ccord rein the capsule or
prcsacbxﬁhp nﬁu‘tﬂtd»msnnsmeenaﬂgb dfvfrane 5 daB0y/mg28d thosanait ef acetyl

e . f.orm accor dj one of clains 1-23, for
Sﬂﬁﬁ %ﬂﬁ&?%ﬁl%V@g%?%ggﬂégi%gﬁﬁﬁg for the prevention of
t hr onboenbol i ¢ vascul ar events, such as nyocardi al
infarction or stroke, and for t he prevention and/ or

18r edudt ﬁ@ﬁg@fongaxsmrémgtt@my gl of @l@ﬁm L c at i wreseig dhepmpopnbof
30. A
P%%P““%W‘%%"i@ or a% {a%ig%g%g Ihrl | nat | oﬁ dosage form

conpri si ng esoneprazole or an al kaline salt thereof or

a hydrated form of one of
Psal i c%,ﬂ@sgg%ﬁqnal ac(i\ﬂfl@ﬁ 9y B%Va‘@t@ ? i gé %]Inrji]ée ggount of

pr%oﬁ? %fiﬁi@cﬁ'r@k@eo@é?lyﬁérﬁ 3l 10/P0bt $0, 2019V, 66) 109 86,8 a€11d0 mg.

sus e proton punp ihhibitor and one or nore
ot her separate phyS|caI units conprising the acetyl

quzlalsc lfi%)Tsé % ?I d orcoréc)hn 0 cfé 'ar\{}(? oﬁehg“flr G%Hn’s 1‘?-‘@ V‘}Nél%fneﬂ.hg afdbunt of

acetyl salicylic acid is in the range of from 25 to 450 mg.

21. A dosage form according to any one of claims 1-20, wherein the amount of acetyl

salicylic acid is in the range of from 50 to 400.

22. A dosage form according to any one of claims 1-21, wherein the amount of acetyl

salicylic acid is in the range of from 60 to 350 mg.

23. A dosage form according to any one of claims 1-22, wherein the amount of acetyl

salicylic acid is in the range of from 75 to 325 mg.

24, A process for the manufacture of an oral fixed combination dosage form
comprising an acid susceptible proton pump inhibitor and acetyl salicylic acid,
characterized in that said proton pump inhibitor is prepared in the form of enteric coating

layered units and that the units are filled into a capsule or a sachet together with one or
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punp inhibitor is protected by an enteric coating
| ayer, wherein said dosage formis for the prevention
wohodlea@Ttiboenbol i ¢ vascul ar events, such as nyBCasELm@b/001349
infarction or stroke,and for the prevention and/or
reduction of gastrointestingl conpl i cations associ ated
with acetyl salicylic acid Featment. 31. A dosage
formaccording to claim 30, wherein the unit
conprising the acetyl salicylic acid or a derivative
t hereof is conpressed, wherein said dosage formis for
the prevention of thronboenbolic vascular events, such
moasothgraeparate ghysicel anitt ¢opmprsmesiceiykelicgimhcideptionally mixed with
h revthiFn anQéﬁr diu%tion of gastrointestina
p %ﬁﬁﬁ?“ﬁ§3ﬂﬁﬁ§’ SETRTTY with acetyl salicylic acid
treatnent. 32. A dosage formaccording to claim 30 or
31, wherein the anmount of esoneprazole or an al kaline

25sal t Atthehesbfor e raevepiomeiehranahasmbpliaMiscolare Whts; FHEHAs s
oy P08 B PP kSRR 0 gy i
cotbPlkatigns Bsocidediwith gestflontioyiic aciddicagndnd iramymmealsafr man by

clains 30 to 32, Lch conprises 20 of .eso azo
RS g OF et begal § Brraesany P ASFOREER e
fordf &b ~i}00 LRy 8NYSRG 10b 28l ai M8 30 to 32, which

conprises 20" ng of esoneprazole and 75 ng of acetyl

salicylic acid. 35. A dosage formaccording to anyone

of cl,ali L 0;: Whi ' ; inistrati
R R e
of A cERaRAR af sacHBRcaOpiNinDadety] salioplie acill and atotm @Gng mhittor.

whi ch conprises 40 ng of esoneprazole and 75 ng of

acetyl salicylic acid. 37. A dosage formaccording to
278Nyo0 'Aemgﬁloﬁ b adope %Q} U826, WML e QAP S §Ssadtibt Ihdafinistered

esoneprazol e ancP 1 ng of acetyl salicylic acid. 38.
onde dilyage fornmaccording to anyone of clainms 30 to 32,

whi ch conprises 40 ng of

28. A method according to claim 26, wherein the capsule or sachet is administered
twice daily.
29. Use of a dosage form according to any one of claims 1-23, for the manufacture of

a medicament for the prevention of thromboembolic vascular events, such as myocardial
infarction or stroke, and for the prevention and/or reduction of gastrointestinal

complications associated with acetyl salicylic acid treatment.

30. A pharmaceutical oral fixed combination dosage form comprising esomeprazole
or an alkaline salt thereof or a hydrated form of any one of them and acetyl salicylic acid,
which dosage form is comprising a group of separate physical units comprising the acid
susceptible proton pump inhibitor and one or more other separate physical units
comprising the acetyl salicylic acid or a derivative thereof, and wherein at least the proton
pump inhibitor is protected by an enteric coating layer, wherein said dosage form is for the

prevention of thromboembolic vascular events, such as myocardial infarction or stroke,
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esoneprazole and 8 1 ng of acetyl salicylic acid.39.

Use of a dosage form according to any one of clains
wGOQeBBe6ivn t he manufacture of a nedi cament f or PCT/SE2006/001349

adm nistration to a mammal or nman, wherein said

medi canent is for the prevegfion of thronboenbolic

vascul ar events, such as nyoéardiallinfarction or

stroke, s and for the prevention and/or reduction of

gastrointestinal conplications associated with acetyl

salicylic acid treatnent. 40. A nethod for the

prevention of thronboenbolic vascular events, such as |
angnjs ¢l pliesgntion fand/et fednctisn of Eagteantestinal dosrrlisrtéons piseeigted with

n e ' f gastrointestinal o conplications
aﬁ%g@%@?gkggﬂﬁﬁ%ﬁﬁg@éty| salicylic acid treanent in

mamal or man by admnistration to a manmal or man in

need thereof a therapeutically effective dose of a 4
31c Shtirsaat Foum aseRamaiih 5ot 3 Griyhasria th urk| canpRising thgacetyl salicylic

acid or a derivative thereof is compressed, wherein said dosage form is for the prevention
of thromboembolic vascular events, such as myocardial infarction or stroke, and for the
prevention and/or reduction of gastrointestinal complications associated with acetyl

salicylic acid treatment.

32. A dosage formaccording to claim 30 or 31, wherein the amount of esomeprazole
or an alkaline salt thereof or a hydrated form of any one of them is in the range of from 5

to 300 mg and the amount of acetyl salicylic acid is in the range of from 10 to 500 mg.

33, A dosage formaccording to anyone of claims 30 to 32, which comprises 20 mg of

esomeprazole and 325 mg of acetyl salicylic acid.

34. A dosage formaccording to anyone of claims 30 to 32, which comprises 20 mg of

esomeprazole and 75 mg of acetyl salicylic acid.

35. A dosage formaccording to anyone of claims 30 to 32, which comprises 40 mg of

esomeprazole and 325 mg of acetyl salicylic acid.

36. A dosage formaccording to anyone of claims 30 to 32, which comprises 40 mg of

esomeprazole and 75 mg of acetyl salicylic acid.

37. A dosage formaccording to anyone of claims 30 to 32, which comprises 20 mg of

esomeprazole and 81 mg of acetyl salicylic acid.

38. A dosage formaccording to anyone of claims 30 to 32, which comprises 40 mg of

esomeprazole and 81 mg of acetyl salicylic acid.
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39. Use of a dosage form according to any one of claims 30-38 for the manufacture of
a medicament for administration to a mammal or man, wherein said medicament is for the
prevention of thromboembolic vascular events, such as myocardial infarction or stroke,

and for the prevention and/or reduction of gastrointestinal complications associated with

acetyl salicylic acid treatment.

40. A method for the prevention of thromboembolic vascular events, such as
myocardial infarction or stroke, and for prevention and/or reduction of gastrointestinal
complications associated with acetyl salicylic acid treatment in mammal or man by
administration to a mammal or man in need thereof a therapeutically effective dose of a

combination according to any one of claims 30-38.



