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CLAIMS 

1. 	A taste masked multi-layered particle comprising a pharmaceutically active 

ingredient, comprising: 

a) 	an inert core, 

b) 	one or more coating layer(s) comprising the pharmaceutically active 

ingredient and a binder, 

c) 	an intermediate coating layer (seal coating) free from a low molecular 

weight water-soluble ionic compound, comprising a water-soluble 

pharmaceutical film-forming compound, selected from 

(i) hydroxypropyl methylcellulose (HPMC) and polyethylene glycol 

(PEG) or 

(ii) poly(1-vinylpyrrolidin-2-one) (PVP), 

and 

d) 	an outer coating layer (final or taste masking coating) free from a low 

molecular weight water-soluble ionic compound, comprising 

(i) 	a poly(meth)acrylate or 

(H) 	a mixture comprising 60-90% (w/w) ethylcellulose (EC) and 10-

40% (w/w) hydroxypropyl methylcellulose (HPMC), 

wherein the pharmaceutically active ingredient is water-soluble and comprises 

either at least one basic group and/or a bitter taste. 

sty tiii 	cd 	a 	a, 	~ 	 r 	!'a 	1 	Te. 	6-4 -A-to 	- 	;mil 	:r 	r 	 -the 
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. 	A taste masked multi-layered particle according to claim 1- ix--ii',, further 

comprising one or more additional layers between the inert core and/or 

between one of the coating layers (b) to (d) and/or on top of coating layer (d) J. 
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4. 44eartermaarrer 	[ arapradirade acaddraffabb . 

arandior wherein preferably the material for the inert core is cellulose, 	ore  

preferably microcrystalline cellulose. 

5 63. A taste masked multi-layered particle according to one or more of claims 1 to 

rg, wherein the binder for coating layer (b) comprising the pharmaceutically 

active ingredient is selected from HPMC and PVP or / a mixture thereof and 

optionally additional ingredients, preferably the HPMC Hypromellose, USP 

Substitution Type 2910 (apparent viscosity 4.8 - 7.2 mPas) and/or PVP K30 

10 and optionally additional ingredients, .-is 

-i 	-,,,aked--r-nult4-4a-ye-red-pa:it-9-1-e---apperaingdaredeparraf er: ere 	,i-FRS --- 1-49 

5-;  wherein coating layer (b) comprises 80 to 95% (w/w), preferably 82.5 to 

90% (w/w), more preferred 84.5 to 87.5% (w/w) of the pharmaceutically active 

15 ingredient, and 5 to 20% (w/w), preferably 10 to 17.5% (w/w), more preferred 

12.5 to 15.5% (w/w) of the binder, or  a 

alobfaftyra. , 	red earl 	abeebdba 	raforrldefferraart 

5-,- wherein coating layer (b) comprises 60 to 70% (w/w) of the pharmaceutically 

20 active ingredient, 25 to 35% (w/w) of HPMC as binder and 0.5-3% (w/w) 

magnesium stearate. 

A taste masked multi-layered particle according to one or more of claims 1 to 

73, wherein the intermediate coating layer (seal coating) (c) additionally 

25 comprises talc, preferably 10 to 30% (w/w) talc, more preferred 15 to 25% 

(w/w)(3/0 talc, most preferred 21-23% (w/w) talc;  .-- 

9,- Aataratlearayasa 	Arafaf . 	apa 	 @troarefferaraoards-afrakaibbarylaka 

30 

8,-wherein the material for the intermediate coating layer (seal coating) (c), (i), 

HPMC and PEG, is selected from the HPMC Hypromellose, USP Substitution 

Type 2910 (apparent viscosity 2.4 — 3.6 mPas) and/or PEG 6000,iaradtgrar 

tn  	A 	 aatafrayrodadayparta 	ry 	y 	a 	a 	daleame 

Arteraa  wherein the material for the intermediate coating layer (seal coating) (c), 
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(i) comprises 65 to 75% (w/w) HPMC, 7.5 to 12.5% (w/w) PEG 6000 and 19 to 

23% (w/w) talci_gr 

"1  ste--masked--m-E44-laye 	,ie--aGe-,3441nn-e--er=i 

5 5.,. wherein the material for the intermediate coating layer (seal coating) (c), (ii) 

PVP, is selected from PVP K 30_apd/or  .: 

.L. 	+Lea-Juiced-m-uiti--42, 	 . ;off 	,3r43—ort..4:e..-of-o4aimo4.4e-8 

--wherein the material for the intermediate coating layer (seal coating) 

10 (c), (ii), comprises 70-80% (w/w) PVP and 20-25% (w/w) talc. 

) A taste masked multi-layered particle according to one or more of claims 1 to 

fl, wherein the material for the outer coating layer (final or taste masking 

coating) (d) (i), poly(meth)acrylate, is a basic butylated methacrylate 

15 copolymer, 

nask-G4-41- ,4 	Y.,, 	.:1.. 

3-,,,wherein the material for the outer coating layer (final or taste 

masking coating) (d) (i), comprises 50-80% (w/w) poly(meth)acrylate, 0-8% 

20 (w/w) sodium lauryl sulfate, 0-35% (w/w) stearic acid and/or 0-35% (w/w) 

magnesium stearate. c 

1-5, ,6,--testermathed-{nurb 	-parriacrle-r3,:x. 	 (1,  Wherein the 

material for the outer coating layer (final or taste masking coating) (d) (i), 

25 comprises poly(meth)acrylate and stearic acid in a weight ratio of 80:20 to 

60:40, more preferred 75:25 to 65:35, most preferred 70:30, P 

A4cnto 	 '. 	 is mas-K.ii 	 .red-p-24 	 -.taǹv 

45,--wherein the material for the outer coating layer (final or taste masking 

30 coating) (d) (i) makes up a coating level of at least 50% (w/w) (based on the 

weight of the particles beneath this coating), preferably 100 to 300% (w/w), 

more preferred 150 to 250% (w/w), even more preferred 180 to 220% (w/w), 

most preferred 190 to 210% (w/w)gr., 
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wherein the material for the outer coating layer (final or taste masking 

coating) (d) (ii), is selected from EC with a viscosity range of 41-49 mPas 

(measured as 5% solution in a mixture of 80% toluene and 20% ethanol and 

5 an ethoxyl content of 48.0 - 49.5%) and/or HPMC with a methoxyl content of 

28-30%, a hydroxypropylcontent of 7-12% and a viscosity range of 4-6 mPas 

(measured as 2% solution in watery and/or  

as-17ed-rrod1linkayere4.-parti4ieranoord7719 -to-ane-ordmaredd 

10 1-2a-r:4-Aai.m.-1:7-,-wherein the material for the outer coating layer (final or taste 

masking coating) (d) (ii), comprises 50-75% (w/w) EC, 15-40% (w/w) HPMC 

and 0-25% (w/w) magnesium stearate, preferably 50-60% (w/w) EC, 20-25% 

15 

(w/w) HPMC and 17.5-22.5% (w/w) magnesium stearate, a odic r  , 

rinm0.1717oyered- :Ia-PIle-itH3-3(.18R" 	• ,I-O-R-E, 	 I-11I8-4-VC:I 

172, 1-7 anor71er 71-7 	wherein the material for the outer coating layer (final or taste 

masking coating) (d) (ii) makes up a coating level of at least 25% (w/w) (based 

on the weight of the particles beneath this coating), preferably 25 to 100% 

20 

(w/w), more preferred 50 to 90% (w/w), even more preferred 70 to 80% (w/w), 

most preferred 72.5 to 77.5% (w/w). 

A taste masked multi-layered particle according to one or more of claims 1 to 

1-9q, wherein the outer coating layer (final or taste masking coating) (d) of the 

particle is characterized 

25 in mode (i) (poly(meth)acrylate) by a thickness of 50 to 150 pm, preferably 60 

to 140 pm, more preferred 70 to 130 pm, even more preferred 75 to 125 pm, 

most preferred 77 to 119 pm, or 

in mode (ii) (mixture comprising EC and HPMC) by a thickness of 10 to 

150 pm, preferably 12 to 120 pm, more preferred 15 to 100 pm, most preferred 

30 20 to 50 pm. 

A taste masked multi-layered particle according to one or more of claims /14-2 

_, wherein the one or more additional layers between the inert core and/or 

between one of the coating layers (b) to (d) and/or on top of coating layer (d) 
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comprise(s) colloidal siliciumdioxide, preferably 0.1-5% (w/w) (based on the 

weight of the final particles), more preferred 0.2-2.5% (w/w), most preferred 

0.2-1% (w/w), ar  

5 2 ----A- ta=ts mask 	 par4iGie acaacalting-4,?,--afte—aramer-e-of eita4r- 	•3 is 

241-wherein an additional coating layer(s) is a final outer-coating on top of 

coating layer (final or taste masking coating) (d) and the material for this 

additional coating layer(s) is selected from HPMC with a methoxyl content of 

28-30%, a hydroxypropylcontent of 7-12% and a viscosity range of 4-6 mPas 

10 (measured as 2% solution in water). 

^'E8.A taste masked multi-layered particle according to one or more of claims 1 to 

15 

227, wherein one or more of the layer material(s) comprise(s) additional 

substances, preferably filler substances, binders, wetting agents, glidants, 

lubricants, dispersing agents, coloring agents and/or anti-tacking agents, 

selected from one or more of: mannitol, starch, talc, titaniumdioxide, sodium 

lauryl sulfate, sodium dodecylsulfate, stearic acid, magnesium stearate, silica 

and medium chain triglycerides. F 

20 wed partiGle aseaRting-te-ene-arara;cria4:71alairna 1 to 

2, =wherein one or more of the layer material(s), preferably for one of the seal 

coating and/or final coating comprise(s) additional substances selected from 

flavoring agents, pigments and substances for the reduction of electrostatic 

charging, more preferred meat flavor, pigments and/or siliciumdioxide. 

25 

5v+. 	A taste masked multi-layered particle according to one or more of claims 1 to 

aq, wherein the inert core is characterized by a diameter of 50 to 300 pm, 

preferably 75 to 250 pm, more preferred 100 to 200 pm,.and/o:  

30 ,eadamaagaiarmeral p‘aiada, 	oneor MOFBdLCiaiPiler:LiC:' 

22-22-wherein the final coated particle is characterized by an overall diameter of 

80 to 800 pm, preferably 90 to 600 pm, more preferred 100 to 400 pmi_ 
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1C.  wherein the pharmaceutically active ingredient in its incorporated chemical 

form makes up 1 to 50% (w/w) of the final multi-layered particle, preferably 2 to 

25% (w/w), more preferred 3 to 22.5% (w/w) and most preferred 5 to 20% 

(w/w). 

a-testecerask.ori-multi-layered-partic;e-scsording-te-one oc.more of-cle.fms•2 to 

1-4(3-oyano-pyridin-2 selected-from- 	 yrimethy1:1-3-met41-7-42-butyn-4-yl.)-84.3- 

( 	- 	- 	 -thine-oPany-appropriate-ferni-ancikar-salt4nereet, . 	.: 	t et 	e- 	- 

amino-pipericIM-1--yfx-antriine-moneMpsireohloricie, 

•
r 

15 

20 

30 

- 

 -.t-•-••:.• 	 ' : 	:7:. , 	••-:•••::.• 	.- ..  :-ingredient,  . A 
eemprisingi 

4)- 	two 	 08%-(-whi,9-ef-the 49ating-layer{s}e 	 prising-60-4o 

- - 	- 	- 	IL, 	4 t oharmeeeut* 	.:. 	.-r. : 	_ 	., 	:, 	. 

binder, 

(coal c) —an-intennediate-eoating-layer 	coating) comprising-6649-75% -(wiw.) 

1-11210C7-7,6-te-1-2,6%44w 	e t 	- e 	t 	• . 	.4 	..: 	- 	. 

d)  -an-miter-soating-layer-(final-er-taste4nacking-eeating)-69M 

- - 	. 

lauryl-sulfater  8-55-%-(wiw)-stearie-acicl-an4-14-26%-(w/w)-magnesium 

stearate7  

esating-)4nakes4ip a-coating-level-of-49944-24-0%-(wiw): 

in-its-incorporatecl-chemical-ferfnmakee phormaseutisally-astive-ingrecilent 	 up 

649-2-64-(w/w) 	the-finalmulti-layered-pa4isie 	 free bate), of 	 (colvel-atcd ac 
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A taste masked multi-layered particle according to one or more of claims 1 to 

9 wherein the pharmaceutically active ingredient is selected from one or more 

of the following compound groups: 

a) a DPP IV inhibitor, preferably 1-1(3-cyano-pyridin-2-yl)methyll-3-methyl- 

7-(2-butyn-1-y1)-8-r3-(R)-amino-piperidin-14/11-xanthine or any 

appropriate form and/or salt thereof, preferably 1-i(3-cvano-pvridin-2- 

Dmethy11-3-methyl-742-butyn-1-y11-843-(R)-amino-piperidin-141- 

xanthine monohydrochloride, 

b) an irchannel blacker, preferably zatebradine (1-(7,8-dimethoxy-1,3,4,5- 

tetrahydro-2H-3-benzazepin-2-on-3-y11-3-1N-methyl-N-1(2-(3,4- 

dimethoxyphenyl)ethyl)aminol-propane), 3-[(N-(2-(3,4-dimethoxv- 

phenv1)-ethvI)Picieridin-3-01-methyli-(7,8-dimethoxv-1,3A,5-tetrahydro- 

2H-3-benzazepin-2-on, its enantiomer cilobradine (0-1-3-01-(2-(3,4- 

dimethoxy-phenynethyl)-piperidin-3-(S)-y1)-methyll-(7,8-dimethoxy- 

1,3,4,5-tetrahydro-2H-3-benzazepin-2-on) or alinidine (2-(N-allyI-2,6- 

dichloro-anilino)-2-imidazoline), mostly preferred cilobradine 

hydrochloride (01-3-UN-(2-(3,4-dimethoxy-phenyl)ethyl)-piDericlin-3-(SE 

vI)-methyli-(7.8-dimethoxy-1.3,4.5-tetrahydro-2H-3-benzazepin-2-on 

hydrochloride), 

b) 	a phosphodiesterase Ill inhibitor preferably pimobendan URS)-612-(4- 

methoxypheny11-11-1-benzimidazol-5-y11-5-methy1-4,5-dihydroDyridazin- 

3(21-1)-one), 

d) 	a cyclooxygenase 2 inhibitor, preferably meloxicam (4-hydroxy-2- 

methyl-N-(5-methy1-2-thiazoly11-2H-12-benzothiazine-3-carboxamide- 

1.1-dioxide), and/or 

el 	a benzodiazepine receptor agonist, preferably 1-(4-chloropheny1)-4- 

piperidinoimidazolin-2-one and imepitoin (1-(4-chloropheny1)-4-(4- 

morpholiny1)-2,5-dihydro-1H-imidazol-2-one), more preferably 

imepitoin. 

3-1--A--teste-Fnaske42t- • _ OCCOF i-layeFed-pect+eln- 



79a 

a733343err413-1,t4c+-Dharm&,003Wre,atty-ae3t33e-iO3w3sf:fie4t-e8)-(3aJ3-ir-eh , , , E.." 	.i*:,,,,,' 	,s 

se4e,Gted-fp3m--z.,333tEbrad0e314-33710-4ifnethoxv-313-3,33330,:etre333331F0-234-31 

benzazon.411)3,31N-3ne1kyi  '3Hf32-E3331-.4knei,433,3&he3iy4EA_1,:,,34;a3n,k_3,,aj,- 

444,3 , ,,31thxcy-p1.4a9,4) 	I propare,3,1(, 	 2 ,.. , ;,ipes,043,3R±/43,3.€3thy44-7-8.-. 

5 _in--3e#:axy.-1,33435-te-fr-allydr,(33243-33-benzazepi0-2-0,q14-s-e3lantieme-r 

etiebfactin334,443131.,:(N31:23(004-3,1iirmathe;3y-phenypethyPi4pericii-4334,33)-3A+- 

methyl:',3+73-3331tr,,:484,,,hex a, -23e0333r3a(ini.d..3.36 

2,6 echlace-23:3403) 2 'mid' (-241-alty3 	 3,-.33 ,,) mestly-frreteR3331.0 ,s; ,-3ad-ine 

4yElrechkw4d4341(2,3)3311(N-(2,-(1334-dmethexy-phe-00)e,thyl)-piperidi-0333(36)30.)- 

10 	 thyl.:140733-dimet43c.33)34,334353tetrahydr-932H-3-be,n73303epir02.-en 

h0-r-E3G-413,3348.33. 

a2311. 	A taste masked multi-layered particle according to claim 3110,  comprising 

cilobradine hydrochloride as pharmaceutically active ingredient comprising: 

15 a) an inert core comprising microcrystalline cellulose, 

b) one coating layer comprising 60 to 70% (w/w) of the pharmaceutically 

active ingredient, 25 to 35% (w/w) of HPMC as binder and 0.5- 

3% (w/w) magnesium stearate, 

c) an intermediate coating layer (seal coating) comprising 70-80% (w/w) 

20 PVP K 30, 20-25% (w/w) talc and 0.5-5% (w/w) siliciumdioxide and 

d) an outer coating layer (final or taste masking coating) comprising a 

mixture comprising 50-60% (w/w) EC, 20-25% (w/w) HPMC, 17.5- 

22.5% (w/w) magnesium stearate and 0.5-3% (w/w) siliciumdioxide, 

wherein the material for the outer coating layer (d) (final or taste masking 

25 	coating) makes up a coating level of 72.5 to 77.5% (w/w):,findfory 

3333------360tada3masi3243(433,44i-layered--partele-seeeFding-te034c333-1103-3,23wherein the 

pharmaceutically active ingredient in its incorporated chemical form makes up 

2 to 10% (w/w) of the final multi-layered particle (calculated as hydrochloride), 

30 	preferably, 3 to 7,5% (w/w), more preferred 4 to 6% (w/w), most preferred 5.25 
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to 5.75% (w/w). 

43 ten 4 - 	: rrarraer36-636666-2266 a ---tartasaarawastaect3646434+66erzed-perr6612, ,...,..c2c6-4 

266.46e6943-therpharraartte6thaattyratativratingrectient-6266arphaspitradiestecasenta 

5 	 intaldite r....14-trartairradra336425-A- 

6-nras" 	4636-iin 	' 	 :4,:' \ ornadata,241,443.( 	,,, .07 

afir 	jaararateardaske a- aaut/63:dayaaetdapatrdtdkaaancddrding-taaeneayrrrarare3dfra1a66s--2-3d 

24?-24,60,6sitanarad ,,; 	;.; Ot- ' : -' 	t'Ciagateetikie4Rig r' .*:E:r:k.:464-",la-GYG1419irge.nate-2 

10 :14441,4*4.P1--...ka.44 	: xieam--(-44459x..-2-444ethyl-44-15-meth*.2.-th-iardi.66/424432- 

berd2d6niaa6rte-3-danbaxarnicie- 1 4, -4,264816 

s6 --'k. , 64,aaantartdkrrKt-6-646a> 	 6, rnd saatteleasa3stardingrtandeerer , 	mnar-elainnd, 2 to 

222--wher64n-166a Varancsadva2443airy -active- trwen„13362-(6) -(a. bena aarazapine 

1 5 fir. recreVrartagen636336-seladataddnatanlafrlathitaraphet661)-6-61petidinotriadazo 	-2- 

ene-awnr6rrnepr14rarE444-64iettepadtrprrt)-4.4t4-rnraattkatiay-P263Ftntrffidycina r 

br-R i Guaz o I-- ,;;•:,.. e R 84-;.- - p Fe tec &lb iy--i,melaitein: 

6712. 	Method for the production of a multi-layered particle according to one or more 

20 of claims 1 to 3611, in which the coating layers are assembled stepwise, 

starting from the material for the inert core, the single coating steps separated 

by drying steps„panci/pri:- 

38.i...............met494...ak;cord.inicii_iiiii-Giai.m.--377-which takes place in a fluid bed, preferably a 

25 Wurster fluid bed coating process.  and/or  

29, 	- -44611:64-anno rdirag-tonalaka337.-art 383wh e re i n the material for the outer coating 

layer (d) (i) (final or taste masking coating) is added to an amount of at least 

30 

50% (w/w) (based on the weight of the particles to be coated in this step), 

preferably 100 to 300% (w/w), more preferred 150 to 250% (w/w), even more 

preferred 180 to 220% (w/w), most preferred 190 to 210% (w/w)„,,,pu 

40,------Methed aseer*I-.,g-k:,-...GilaThs,-37.--er-38,wherein the material for the outer coating 

layer (d) (H) (final or taste masking coating) is added to an amount of at least 

35 
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25% (w/w) (based on the weight of the particles beneath this coating), 

preferably 25 to 100% (w/w), more preferred 50 to 90% (w/w), even more 

preferred 70 to 80% (w/w), most preferred 72.5 to 77.5% (w/w). 

5 3. Use of 

(i) a mixture comprising hydroxypropyl methylcellulose (HPMC) and 

polyethylene glycol (PEG) or 

(ii) poly(1-vinylpyrrolid in-2-one) (PVP), 

for the assembly of an intermediate coating layer (seal coating) (c) free from a 

10 low molecular weight water-soluble ionic compound of a multi-layered particle 

as defined in one or more of claims 1 to 3,311 aricii9r:. 

42 —Uroe-a-GGarding4e-eiaim-A4T-wherein the material for the intermediate coating 

layer (seal coating) (c) (i) comprises 65 to 75% (w/w) HPMC, 7.5 to 12.5% 

15 (w/w) PEG 6000 and 19 to 23% (w/w) talcr. oE3  

Lc.394.3GGe:33c4ing-te-Glerim-413-wherein the material for the intermediate coating 

layer (seal coating) (c) (ii) comprises 70-80% (w/w) PVP and 20-25% (w/w) 

talc. 

20 

. 	Use of 

(i) poly(meth)acrylate or 

25 

(ii) a mixture comprising 60-90% (w/w) EC and 10-40% (w/w) 

hydroxypropyl methylcellulose (HPMC), 

for the assembly of an outer coating layer (final or taste masking coating) (d) 

free from a low molecular weight water-soluble ionic compound of a multi- 

layered particle as defined in one or more of claims 1 to 351 	and/or...- 

-„,lecin- 	cwherein the material for the outer coating layer 

30 (final or taste masking coating) (d) comprises additional substances selected 

from flavoring agents, pigments and substances for the reduction of 

electrostatic charging, apd123_, 
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- Arise 4(4(444104 claim 444445s wherein the material for the outer coating 

layer (d) (i) (final or taste masking coating with poly(meth)acrylate) is added to 

an amount of at least 50% (w/w) (based on the weight of the particles to be 

coated in this step), preferably 100 to 300% (w/w), more preferred 150 to 

250% (w/w), even more preferred 180 to 220% (w/w), most preferred 190 to 

--i,- 

210% (w/w), pre  

afieGoiiiraiisigatoss4441-4444445- wherein the material for the outer coating 

layer (d) (ii) (final or taste masking coating with a mixture comprising 60-90% 

(w/w) EC and 10-40% (w/w) HPMC) is added to an amount of at least 25% 

(w/w) (based on the weight of the particles beneath this coating), preferably 25 

to 100% (w/w), more preferred 50 to 90% (w/w), even more preferred 70 to 

80% (w/w), most preferred 72.5 to 77.5% (w/w). 

44.— 

Multi-layered particle according to one or more of claims 1 to 361 I , for use in a 

ei oat  of  the-treatment of 

a) 	a metabolic disease, via DPP IV as target, 

(3) 	a heart disease, via the if-channel as target, 

y) 	a heart disease, via phosphodiesterase III as target, 

5) an inflammatory disease via cyclooxygenase 2 as target and/or 

c) 	a disease of the central nervous system via the benzodiazepine 

receptor as target, 

Me ft-iniayieiredi packets isfouesainini e eb 	I 	ii 	fre 	L,dm-for the treatment of an 

animal, mop 	 . 

l' e5. 

fr Pharmaceutical composition comprising a multi-layered particle according to 

one or more of claims 1 to 3411  , for the-use in a method liar-thsiiiii treatment of 

a) 	a metabolic disease, via DPP IV as target, 

P) 	a heart disease, via the k-channel as target, 

y) 	a heart disease, via phosphodiesterase III as target, 

6) an inflammatory disease via cyclooxygenase 2 as target and/or 

c) 	a disease of the central nervous system via the benzodiazepine 

receptor as targetii 
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„ 	- 15-152emaceugGalecompm 	 a 	,, 	for 	-i s:a for 

the treatment of an animal. ,_} 	per b _e_~rr 

Ji 	 , porous ma ,.e 

. 

5 

10 

P217. Pharmaceutical composition according to claim 50-es 554 f 5 in solid form or  7  

preferalPy a-gags-4}1e -(5rtablet 5-51P a- mas5 ef 20 le- 

prelle5555-25lek-500-mgpeamopi5 meepempee-p 	f.. rredg5;  

eigereefel 454-555455 mg per mei., 

va-me-Ep poc era-Megg -55 

arriac d 	k 	cP144?-afipmelberempeggatormegi 	5---1,,- 

5  55 , prefen:ed- 	wee-mere-R -5 cee10---pee pep 

p 	r-meame 

15 fis 	5Peipu ' a-Me-ell:fp-04Mb 	 r'D:Sal4D-H,  

, 	 i 

5-i:-D- _ cr 	 in overall liquid form, 

abi a 

20 

Ir  E #aldepParmapeuticalgempp,pli-lber-apearding 5..: dalp,-1_5-p__ 	n 	r is-an 

oily suspension, more preferred an oily suspension comprising a viscosity 

enhancer selected from one or more of silicon dioxide, hydrophobic silicon 

dioxide, EC (cellulose ether), poly(1-vinylpyrrolidin-2-one) (PVP), aluminium 

25 stearate, xanthan gum, carrageen, and/or starch derivatives:in-ice Dr 

30 

:J OVSIDail 15.3-mdeofly phgrrgageutipM gorpreEptioll poppeppig temaiagn 	55 

comprising a mixture of hydrophilic and hydrophobic colloidal siliciumdioxide, 

preferably at a weight percent ratio of 0.5:1 to 50:1, more preferred 1:1 to 25:1, 

more preferred 2:1 to 10:1, most preferred 2.25:1 to 5:1, or am 

5,- G5 	 Pam ac-eerg  	,, 	rbe_an 

aqueous suspension, more preferred an aqueous suspension comprising 

stabilisers selected from one or more of cellulose ethers, carbopol, xanthan 

35 gum, carrageen, microcrystalline cellulose, kir 
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rah 	, iry 	c h atIREI seuti ca4- co rF1 pe s 4 	 mettege  

€9.1, 	et- comprising the pharmaceutically active ingredient in a final 

concentration of 0.1 to 20 mg/ml, preferred 0.5 to 5 mg/ml, more preferred 0.75 

to 4 mg/ml, most preferred 0.5 to 3 mg/ml. 

5 

	 I 	 f 

'fithel 	I 	1 	I 	I 	 .et. ..'S? 	 -, 

tapetter 	 ', 	a x 1 		a 	
OO 
	e 	t,,r , 

..ramitwtha 

10 :r.trai--: 	 41 

py,K 	H 	ke 

( 

-for-The-4 	1,, 

et-an atatilirl-a cK 	 i 	74 

15 (.:,2,L FRIVOTCRIS-a &a-,.ma' Tr 

teat4 	' 

20 	get. „, a 

heed': 	 4 	4 	a 

-toed- 44to 39-mg4etaue 

6418. 

25 

Pharmaceutical composition according to one or more of claims 54-16  to 5917, 

wherein the pharmaceutically active ingredient ((3) (an irchannel blocker) for 

the use in a method for the treatment of a heart disease, especially heart 

failure via the if-channel as target is selected from zatebradine (1-(7,8-

dimethoxy-1,3,4,5-tetrahydro-2H-3-benzazepin-2-on-3-y1)-34N-methyl-N-R2- 

(3,4-dimethoxyphenyl)ethyljaminol-propane), 3-RN-(2-(3,4-dimethoxy-phenyl)- 

30 ethyl)piperidin-3-yI)-methyl]-(7,8-dimethoxy-1,3,4,5-tetrahydro-2H-3-

benzazepin-2-on, its enantiomer cilobradine R+)-3-RN-(2-(3,4-dimethoxy-

phenypethyl)-piperidin-3-(S)-y1)-methyl]-(7,8-dimethoxy-1,3,4,5-tetrahydro-2H- 
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3-benzazepin-2-on) or alinidine (2-(N-ally)-2,6-dichloro-anilino)-2-imidazoline), 

mostly preferred cilobradine hydrochloride ((+)-3-[(N-(2-(3,4-dimethoxy-

phenypethyl)-piperidin-3-(S)-y1)-methyl]-(7,8-dimethoxy-1,3,4,5-tetrahydro-2H- 

3-benzazepin-2-on hydrochloride),..-. 

5 

to Maim 6A-preferatfilytfor the 	for :' j4zhcbP"ne-Ge4:4'nG,9,4-GeMpgaGP)Qfl-aGGG144'g 	 use 

the treatment of an animal, preferably a mammal, more preferred a 

predominantly carnivorous mammal, most preferred a cat (feline),,,,- 

10 	€44,- composition 3CG9Fdi-Pcf-i-}aixr-G-S4--Gr4S-5-1,1 ,i 	pharmaceutical 

overall liquid form comprising the pharmaceutically active ingredient in a final 

concentration of 0.5 to 5 mg/ml, preferred 0.75 to 4 mg/ml, more preferred 0.5 

to 3 mg/ml. 

15 1-21-cimm 	_., 	 - 	 __, 	_ , 

, 

i4 Li, 	'- 'I- 	a 	.-2,e--f24(:14 	{. 

, friS-D4 	 -; tb r ' lc Q. 

wait 

20 

oat w: & l3 .f ae 	 the nify 	the mmit 

.iw 	 ; _ 	 prieflorntn 

ni 

25 _, 	 g.: 

11.: ,it" 

Yi 	f_ 	_ 	 f an inflamm 	 8 V 

CHA,Wi,1,;"&;)., 	 c, 	 tiny  2 	
2 

30 

kX)rir-E:'0 	kr- 	 4-,  

i :1"- a pm 	line 

' 
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74. 	Pharmasestioal-sempesitien-according-to-ene-or-mere-of 	 • elaims-50-te49; 

(c)-(a-benaestriazepine receptor whcroin-theiaharmaseetisatly-active-iner-odient 

agonist) 

Me-benzediazepine-resepter-as.tafgetris-selested frem-1--(4- system-via 

ehlecaphenyl)-4-piperidineiraidazelie-2 ono anci-imepitein-(1-44--ehierepher+54)- 

	 -  

7-2, —Pharmaseetisal-sempasitien-aesecding-te-slaim-74-fer-the-sse-fee.the-treatmeet 

.. 	.... _ 

-•- - 	- 	1 	72 for tho 	for tho - - 	or 	use 

- t. 	te• 	: t .. 

4419. 	Package of an overall liquid, oily pharmaceutical composition according to 

claim f; '., 	or 	:,,C.: comprising a glass vial and the pharmaceutical 

composition filled therein. 


