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Act 89A Disper sib le Tablet The present invention
relates to dispersible tablets conprising the conpound
wd2a0ene328ut yl - PCT/IB2006/051519
N-[ 6- (2- hydr oxy- et hoxy) - 5- (2- net hoxy- phenoxy) - 2- (pyri m
AcL [ n-2-yl)-pyrimdin-4-yl]- benzenesul fonam de, said
ound being hereinafter referred to as conpound |
Compound | has the fol paepgbarapwta: Conpound | is an
endot helin receptor inhibitor and useful for the
The presentantengpn pﬁ‘dﬁ‘ﬁﬁ) ﬁadgsp%rslﬁ)éﬂr fabletshspmeisegsihe r@ommm)d 4-tert-butyl-

N- [‘é&'ﬁ%\gﬁi@%‘ et xy) gh@en t%BX% Mk E?f)%r;’r{udléz hy o§yrfrﬁ%%1 491

beﬂzbﬁ@hlfeﬂiﬁnuﬁ@,rsaﬁﬂddn(@uﬂdi Eelhlg her&ﬁdtftbl\/refd’irddhs abadbrhpslind 1.
States, Cass Ill in Europe). Bosentan is a dua
endot hel i n eptor antagonist with affinity for both
COEﬁBE@ﬁ%@%ﬁ Ogﬁﬁjﬁﬁguﬁeceptors t hereby preventing
the deleterious effects of ET- 1. As known fromthe
Wrld Standard Drug Dat e, the commercial avail able
formul ati on has the fol| owilng conposition: bosentan
(125 or 62.5ng), starcH; i acetin, nagnesium
stearate, talc, ferric §§§§e, povi done, titanium
di oxi de, ethyl cell ul osg wceryl behenate,
hypronel | ose and sodlu starch gl yoe
context of thi S diECh Cr e
| is to be understood as referm|nd\. .
pharmaceutical ly acceptacle salts or sol vat es,
i ncl udi ng hydrates, of olnd |, as well as
nor phol ogi cal forms th i f not indicated
ot herwi se and where appregfi ate and expedi ent.

Wthin the
o compound

Compound I is an endothelin receptor inhibitor and useful for the treatment of pulmonary
arterial hypertension (PAH). Compound I and the preparation thereof is disclosed in EP
0526708 Al.

Bosentan (Tracleer®) is an oral treatment for PAH (Class III and IV in the United States,
Class III in Europe). Bosentan is a dual endothelin receptor antagonist with affinity for
both endothelin ETA and ETB receptors thereby preventing the deleterious effects of ET-
1. As known from the World Standard Drug Database, the commercial available
formulation has the following composition: bosentan (125 or 62.5mg), starch, triacetin,
magnesium stearate, talc, ferric oxide, povidone, titanium dioxide, ethylcellulose, glyceryl

behenate, hypromellose and sodium starch glycollate.

Within the context of this disclosure, any reference to compound I is to be understood as
referring also to pharmaceutically acceptable salts or solvates, including hydrates, of
Compound I, as well as morphological forms thereof, if not indicated otherwise and where

appropriate and expedient.

By "dispersible tablet” is meant a tablet, which disintegrates completely in water at 15-
22°C in not more than 5 minutes or preferably less than 4 minutes. In a further

embodiment the dispersible tablets of the present invention have a disintegration time of
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By "dispersible tablet" is nmeant a tablet, which

di sintegrates conpletely in water at 15- 220C in not
woee/123280 5 m nutes or preferably | ess than 4roi/muesi51519

In a further enbodi ment the2 di spersible tablets of the

s HER S i e e P vl 7 et Gl el TS Wi minute

(diRFRERKBR thekiRRSact Hdthglo Fﬂner@ﬁ@péasﬂl Fafth&@hatihapp)met hod
according to the European Pharmacopoeia, EP). The

present drug product of conmpound | is currently beln?
Thmrqs@@te«aﬂa@r uchBf eempeind; hes eureeatlirdsingomariaiad a3 a tablet for the

tre%%?ﬁl S uI ﬁeg?&éeddl)f d1 Jysé ﬁ%@?ate%l{ ﬂl&%eﬂfg\ﬁ%ﬁcultw% n takmg tablets,

ies 1n lng tablets curren
thuseth& efnaedntya l:mh&ketécb natlétaformnlatisn riotno€ @ouedniann tfof (atlrmmstratlon to

dmnjstratign to chlldre A drug product in the fo
chiggfreny %&gtkgewgﬁ% ipithe To5@ ofct BSBRITAY %«H?g? ﬁaﬁapk}ﬁdr%éﬂendly The

pregérﬁ $8R bR IR bR el dRRT BT (RE Beveld é?l% of 9 thill&, dBYE QRMRispersed

a tablet, which can be disper in watér to forma
in swasgre s ifom tﬁefsomnadm beiferer admmmtraﬂfhle dhs plsEirdible tablet should

aisysSheSTRLE FhETel o st Bt Ly TreBiatipss tan 4

midutéd. M taerthbiNe@bddintRethe &TGREi BB Qﬁblét@ &f dhS PRIsSAtAh Gention have a
tabl ets of the present invention have a disintegration

disiniteggatisin tirag of lehnithag 3rminbteasprefsrablieleapihan 2animutes o mpst preferred

put es ) ref rred SS. i yi e base
tes{ 3¢ mitp s iR B o ot el b, ol iRl EhePacopocia
(dififliegtaribe gictiddaizcsm@ingad tikcE®y, di ng to the EP). Furt her
advant ages of the paediatric fornulation are the
following: Better conpliance due to. speci al

Fuggas alsanidges phMswredipgs fomula%o%wﬂﬁofggmné to give
. pB@é?érac‘ofﬂ ‘ﬁa %tdu%rﬂ{n? e%{h g%duﬂh f&@gﬂ opndi vidual i zed

o B PP Sk qg%%?@% QPRI an i BonBlyalied dosing

dageqrding to body wei
e The paediatric formulation has demonstrated absorption based on pk data

The present invention provides such a dispersible tablet suitable for children comprising:
(a) compound I and (b) pharmaceutically acceptable excipients suitable for the preparation
of dispersible tablets. The amount of compound I, calculated as the percentage of the
content in weight of the active moiety, based on the total weight of the dispersible tablet, is
5% to 40%, preferably between 8% to 30%. In particular, the amount of compound I as
active ingredient may vary from 10% to 17%.

In a preferred embodiment of the invention, the present invention provides a dispersible

tablet wherein compound I is in the monohydrate form.

One or more pharmaceutically acceptable excipients may be present in the dispersible
tablet, e.g. fillers (1.1), disintegrants (1.2), glidants (1.3), acidifying agents (1.4),

flavouring agents (1.5), sweetening agents (1.6), and lubricants (1.7).

Reference is made to the extensive literature on the subject for these and other

pharmaceutically acceptable excipients and procedures mentioned herein, see in particular
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The present invention provides such a dispersible
tabl et suitable for children conprising: (a) conpound

wo 2@ad232B) pharnmaceutically accept abl e exci pi eP€BIB2006/051519
suitable for the preparati oh of dispersible tablets.

The ano of co d.l., .calcu as t. ercent a )
HagdSoR 00k dhe e e it T Rffol it B BERLEAT Kibbe,
An@fichiePHagthadeunedl AksRfatiohe Whshpeksd, DUSAL abd ePharinficéd¥eal Press,

to 40% preferab%% bet ween 8% to 30% In particular

Londna; and dusiken deoiilientnfta flaPhasnazie Kemgrasidi ek angeignzoedeyGebiete
edi[erd%m .ngj./oFtié)c%I%r@(ﬁl ]icﬂti(ﬁ}, %dﬁg %fa%fog, &ﬂg&%rf@tﬂf ea?lfiertelaﬁions.
Irnvention, e present i nvention provides a
di spersible tablet wherein conmpound | is in the
Fillkepn ohly)dicabveliigtonthe Gneemion noeledg bar amoetregtadtbd to microcrystalline

cept abl e . excipients y be present in the
Celﬁﬁ%sser joglcdinp g ihggphage, o 1agtpse o (P?effﬂma%zgﬁl ntSEgsihnt Rreferably,

rniclgrlgacr’y)f}talli&l:: iceNbs i€ bsedin cBfbHativh Q@thmmiﬁ‘mgp]i? ate.

avouring agents (1.5), sweetening agent .6), and
l'ubricants (1.7). Reference is nmade to the extensive
Suitdble dsintegrantn (1 Re ascbflimgt tof the inhaionandude et are not restricted to

croRRbTREa haPR 1o RGBS A, BTl SBE o SR Tme e

M&B@E’&aﬁﬁﬁtdeﬂaﬂos@@bﬁilﬁ%é PVIHid.8 dsdkidvanan®dbmB@rdidly available

Arthur H. Kibbe, Anmerican Pharmaceutical Association,

undgg b HadeoramaesSArospryifigr Relyelasdang| awilable copupeteitly Aiogn the ISP
Lexi kan r, Hil {sst,of fe fur Pharnpzi Kospeti k .und

cor i s A0 RleotkEr LBl vt oA TRFfy gfREREh B Safen. and guar

guEdPlet@ibly Bt QrGaid L isodifil, 8RAAREDiasleagnsdger editi ons.
Fillers (1.1) according to the invention include but

are not restricted to mcrocrystalline cellulose, »
Asilidants i(L. pingspyhaete, of| the folbmviaadnayr exyesedt piiczeaplloidal silica, e.g.

co RS AL 2 APEARECAR, B RaF 51 e 3o s,

stafth S8 t2€ 'Faefefablyl calloidgeicdhe gidketihgsddnvent i on i ncl ude
but are not restricted to

Acidifying agents (1.4) include but are not restricted to tartaric acid, citric acid, ascorbic

acid, lactic acid, and fumaric acid. Preferably tartaric acid is used

Flavouring agents (1.5) include but are not restricted to Tutti Frutti, Strawberry, Banana,

and Vanilla. Preferably Tutti Frutti is used.

Appropriate sweetening agents (1.6) according to the invention include but are not
restricted to: Aspartame, acesulfame potassium, saccharin, saccharin sodium, sodium
cyclamate, sucralose. Preferably the sweetening agents used are aspartame and acesulfame

potassium.

Added flavouring agents as mentioned above and/or sweetening agents as mentioned

above have the advantage to increase the compliance.

As lubricants (1.7) one or more of the following may be used Mg-, Al- or Ca-stearate,
stearic acid, sodium stearyl fumarate, talc, sodium benzoate, glyceryl mono fatty acid, e.g.

having a molecular weight of from 200 to 800 Daltons, e.g. glyceryl monostearate (e.g.
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croscarnel |l ose sodi um sodium starch glycolate, naize
starch, CMC-Ca, CMC-Na, mcrocrystalline cellul ose,

were@sa2328hked PVP, e.g. as known and commer ci aPCl1B2006/051519
avai | abl e under the trade rmanmes Crospovi done,

Dafidiel RIS SBRE AEhe S o AnDYa GO e rance). syceny

palali@li@iie, eEe gl aPidiroFd, Sbatetdbsé FEn@ya olg'ét'lﬁbflene gl col (PEG,
Preferably, Croscarnellose sodium Sol (r

BASE) ulsyslgogensted icotieih sepd(dil Q;ubltgh,eE@yarS(ﬂ\%@ndgﬂ G énc ), castor seed oil
(CJt&: lﬁwdg—%nﬁa agg sﬂg %ge eg'tells &%ﬁh&% lS%I 1Its(ur ;s&lggggak% Foods Co.).

i’ca “anh ydrous, AEr oSi

Prafi@gble Smugdsiuins stbarg@] ﬁon@@\hﬁiebﬁtﬁlrﬁﬁbh whihpeycesytl Alittdhedatél is used.
talc. Preferably, colloidal silicone dioxide is used.

idifying agents (1.4) include but are not restrjcted
It w@l TR p anx.gqucexamlﬂlt KT BoKe g qngdppgtion e.g. as

fill&< Hf%mté’g?gntflsiﬁaér' glidnt, dngBF RloekaR! v tartaric acid is
used Flavouring agents (1.5) include but are not

restricted to Tutti Frutti, Strawberry, Banana, and '
In a/pireifdrteal. enﬂroglfrembtlhy dispetsibléablet fornprisgs gt fonpwmgmhiaan@eutlcally

e HEPliaac B Car L ! pBLaR AP R iERanP. 7,

acesul fanme potassium saccharin, saccharln sodi um

In SOGHHEM pivCdrivantethbodimtdng| Q. d1§iie€sf1ﬁll‘ealt)db)1/ett bempmest e rfgllowing
agents used are_ aspartane and acesul f ane potassi um )
phasggesnticplay aisepiablesgemicdtag) Aelkest oredlishove- Ahaylgpst one lubricant

5 d above have th
(I ?éﬁgnﬁg{glggﬁtgg?ﬁfg?lé%z Eb joned above have the

e conpliance. As lubricants
(1.7) one or nore of the foll ow ng may be used My-,
It whs f@amdGhatstheaprasence sif ear aatdifongl agemd{lubn deceasasl the solubility of

corfaéjciqglr %b\s tp?ev%ntlr?gogalsgrrlg %F nhzogtter ta teygfe crc}/mpoungq Wl?ént Mle tablet is
dispersed with water e.g. on a spoon before administration. The bitter taste of compound I

can also be overcome by using flavouring agents (1.5) and/or sweetening agents (1.6).

In one embodiment of the invention, the dispersible therefore comprises the following
pharmaceutically acceptable excipients: at least one acidifying agent (1.4) and/or at least
one flavouring agent (1.5) and/or at least one sweetening agent (1.6), preferably together
with at least one filler (1.1) and at least one lubricant (1.7), preferably additionally
comprising at least one disintegrant (1.2) and optionally also comprising at least one

glidant (1.3).

According to the present invention, the amount of filler (1.1) may vary within a range of 40
to 85%, in particular 63 to 78% in weight based on the total weight of the dispersible
tablet.

The amount of disintegrant (1.2) may vary within a range of from 0.5 to 20%, e.g. 1 to
15% in weight based on the total weight of the dispersible tablet.

The amount of glidant (1.3) may vary within ranges of from 0.1 to 5%, in particular 0.1 to
2.5%, especially 0.5 to 1.0% in weight based on the total weight of the dispersible tablet.
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havi ng a nol ecul ar wei ght of from 200 to 800 Daltons,

e.g. glyceryl nonostearate (e.g.Danisco, UK), glyceryl
waledvehensi e (e.g. Conpritol ATO888(tm, Cattef oOBGEIB2006/051519

France), glyceryl palmto-siearic ester (e g.

f F t hy
e amnpalaing R 0P hLSNGE) willih M RS Yo 13%, in
parEeW¥af 0idVende hleidhe bhded oh thE@%l Q\fel%ﬁ @ﬂt}@ldlsp(e@qme ad1ddR,

(0]

Henkel ) and sucrose esters (Surfhope SE,
M t subi shi - Kagaku Foods Co.). Preferabl nesi um
The prgpeitof flaypwreg agent Al.ebmBy yary Bemwv mhl%% yiigteyably from 2 to 10%

in \g%: gﬁﬂ%@é‘& &n the%etﬂ?x@glgh! &t hb b spagltbﬁquﬁlgfsl ated that any

en excl prent may-serve no ne function e.g.
as filler, disintegrant, binder, glidant, and/or
Thé aimohmaxftswebmnmgmgeﬁte(rlr édmayptyadi fremtQ.1 tdh&0@i preéarshlplfeom 0.2 to
tabl et conprises the follow ng pharmaceutically
8Wacceptable excipients: a) at least one filler (1.1)
and b) at least one lubricant (1.7). In another

The h@bedtlot Rl 78 Aay VaRefreinINEY &I 1% SHrtRRILS} frEMPT t586%.
the foll owi ng pharmacCeutically acceptabl e exci pi ents:

a) at least one filler (1.1 b) at | east one
In pyprefegtedt aspact7yt ghedinypntan, | teegksperiblelitablet egfnases the following

phélaélg%%mif&ﬁ)h;%% Ea%ﬂp gxéigit%ﬁts.t '88? %gﬁﬁ&%cﬁllfgg &1 a&ﬁg&l%l\ﬂr N9 a total

Creases e Solu
ambimt?of B0eay 6%, peeférablyifrgn 6B % toe786b,tih @\relg}ﬂ$)h&dafn the total weight of

npound | when the tablet is di ersed with water
theéhﬁ’efsélﬂe bSods e diskfpgants §§) icspeciatiydn g t?&atemount of 0.5 to

20%a }e?er%l GRIR QU ¢ 2 %aﬁh We??t IBeseQ VS fflgrfgtaf’%egg%'t 138 the dispersible
A or sweet ening ag

vouri hg agents
tab(el, @je. ol moam glidamizodl. 3‘ben$peofall§/ he a tm%éralmcmmt of P to 5%, preferably

t her ef th
frofhdP e 1Pl 4 1y L SOt Brecioty precehe O i Ugessiblc abet. one or
mof& héiﬂiffﬁﬁhgg &8¢0t 4Y bspbeiaARdhar todll ahRARL o008 th 118V WrdfBAbly from
agent (1 and/or at |east one sweetening agent

1%( to. 8, nprvefflghtalmsyd toogtélt: ﬁetral wicight atf the akspetsifde ftableteone or more
ﬂa\(odlamgg aéﬁlgt[s % 5), especuﬁ 1n a Prtalllczi’jlrrrl]cgun of p to 1% fprefaérabyy from 2% to
10%, in weight based on the total weight of the dispersible tablet, one or more sweetening
agents (1.6), especially in a total amount of 0.1 to 10%, preferably from 0.2 to 8%, in
weight based on the total weight of the dispersible tablet, and one or more lubricants (1.7),
especially in a total amount of 0.05 to 7%, preferably from 0.1% to 3.0%, in weight based

on the total weight of the dispersible tablet.

The absolute amounts of each pharmaceutically acceptable excipient and the amounts
relative to other pharmaceutically acceptable excipients is dependent on the desired

properties of the dispersible tablet and may be chosen by routine experimentation.

The tablets of the invention are dispersible, €.g. in aqueous media such as water. The
tablets can thus be dispersed in e.g. water before administration, which is a convenient
form of administration for children. This also leads to a better patient compliance. The
dispersible tablets of the present invention have a disintegration time of less than 5 minutes

or preferably less than 4 minutes. In a further embodiment the dispersible tablets of the
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conprising at |east one disintegrant (1.2) and
optionally also conprising at |east one glidant (1.3).
w@\ecwonai2ey) to the present invention, the anobunPCDiB2006/051519
filler (1.1) may vary withieh a range of 40 to 85% in
articul.ar.63 tq. 78% i n wei ght..based on .t he total
prefil GhEREPR PR BfisurapShreTindOf 405 Hhine Bty v Erably less than 2
miflited Bf et Hrefed lesIBifialy A YniMhte MiaBed oh afRe Eméthod r083:@in2 to the
to 20% e.g. 1 to 15%in weight based on the total

EuggppgyhPhasmagpecidi sper si bl e tabl et. The anount of
glidant (1.3) may vary within ranges of fromO0.1 to

% i t 0 i al. 5t 0
AT AR ot et RSB B Bt e
corhpilidee imiNing tienextiftierns ofyatiade Ty(nbgnt dGe2 miniuet), adding\atoyphase I and

w.thin ranges of fromO0.5 to 13% in particular 1 to .
re-@axing ?%% [femp PSEQd SE]UP}?e Piﬂeﬁeaﬁﬂ {Rehghpddd torfee powder mixture of

philbS PEISI Bh& ndi AR 181 abollt 8-S ABMALs ld IhRBYQYEd M ABRAL
(1.5) may vary from1 to 15% preferably from2 to 10%
in weight based on the total weight of the dispersible

PhasaH| etmprifhe campourtd band weeemarg phgemtceyticallg)acaepablaeycipients

Wh%%oq@% %Fellseéttgﬁ{l ]é.?CO/%l n&%ﬁ@q \%Elfl%j/)rf}c Lh%ﬂS%f %ﬁvgigggi/%/gsgg %n%ﬂg %lor‘gatll weight

of@ég{@e@tﬁwtabre@m 0.1 to 3.0% In a preferred aspect of
the invention, the dispersible tablet conprises the

fol | ow ng pharmaceutical ly acceptabl e excipients: one )
Phase Hopoamisey des pharmpyeuticalie @peaptapls §xeipieatsavhishoiiftpreent in a

. 850 r - % 78% i Fght ;-
col i R LSty SRR e o] R0 e
withmhee ke ptiont efghahibsic{rits 2f) the sepaad gbéy in a total anount

of 0.5 to 20% preferably from1%to 15% in weight

8T ATt 2Ll RS 2L chfte O spersibl e

Procedures which may be used may be conventional or known in the art or based on such
procedures e.g. those described in L. Lachman et al., The Theory and Practice of Industrial
Pharmacy, 3rd Ed., 1986; H. Sucker et al., Pharmazeutische Technologie, Thieme, 1991;
Hagers Handbuch der pharmazeutischen Praxis, 4th Ed. (Springer Verlag, 1971) and
Remington's Pharmaceutical Sciences, 13th Ed., (Mack Publ., Co., 1970) or later editions.

Since compound I is practically insoluble in water, it was a surprise that despite the general
knowledge that direct compression (i.e. compression without previous wet granulation)
does not enhance the dissolution of compounds with low solubility, compound I exhibits
good dissolution from the dispersible tablets of the present invention obtained by the

method of direct compression.

In fact, the dissolution of compound I from the dispersible tablets of the invention is such
that more than 60%, especially more than 70% w/w of compound I is dissolved within 15
minutes when tested in 900 ml of phosphate buffer (pH=6.8) with 0.1% w/v sodium lauryl
sulphate heated to 37°C and stirred at 100 rpm with a paddle as described in the United

States Pharmacopoeia.
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tablet, one or nore glidants (1.3), especially in a
total amount of 0.1 to 5% preferably fromO0.5%to

wQa 20123285 wei ght based on the total weight of PEEIB2006/051519
di spersible tablet, one or hore acidifying agents

1.4 specially.in a total unt, of 0.5 to 13% )
In e AbiecEBP TR Bvedug sRabi e R ERbs Tha0 s sivRd ot material
coltitabtsuftbcdsher eSREY @bl 8.0t phh@ks aRdYBr @les,"OF @e tabletting machine
flavouring agents (1.5), especially in a total anount

befgre compyessBY preferably from 2% to 10% in wei ght
based on the total weight of the dispersible tablet,

t.eni : ial i . .
@ BfofleL BRY Sy BRNNY o BT et Loy 5 PG H8 e 1 cgyentional
mahierveigy iy bhasedemantt b disblationefrigbilitpf disheegthisqe tisich|Bsay for
tabl et, and one or nore lubricants (1.7), especially

comppund; bdsgraddonnprogecty, HpepgneRANHpl MIFIRRIopYS FEmagen ghorage at
rodnPtethpdi&ture . 485 801608251 4 dRive MRt B! anidr3Rirasd ahtt46@C/75% r.h..

dispersible tablet. The absolute armobunts of eac
pharmaceutical |y acceptabl e exci pient and the anounts
The disselutien rage ds stablephrear tiroe and clafiférgntagorpe abhdtions. In a preferred

e B ER B ESR TR o R Belel 5 SRR PS] BUBTHE when ey

are@xdRed ATBSRCAPNh. ahdeior@hised sh.of the invention are
di spersible, e.g. in aqueous nedia such as water. The

tabl ets can thus be dispersed in e.%i wat er before
They ghigperssle 4ablets, mphivar i SBaRSomte REefT $BFHRlfround, oval, oblong,

Ayl td [ Thi.s.al so leads to a
Cylg‘gltwtcglf atgg i%l(r% e‘i@#ﬁ‘??ﬁx}%@gé.ﬁ%}]@eﬁféﬁ%per sible tablets of
the present invention have a disintegration tinme of
In 4 psfertddambdmenttof sheanvgrtieheligpbisyble ebiett dlatmndd by thet @spression

I.n a further enbodinent the dispersible tablets of .
mejipd st TORVEAT DV RAVRPSE i SPAL oatdesh of ihtadigpersible tablets

maly 8 Deldlad oBrdihMH. 8%ost Ef&étﬁﬁl@?ihﬁ dieRitIO aibleds A RUWVeS siiped with
nost preferred less than 1 m nute based on the nethod

bewgtaslordgatg The dibeerebicopblets Phording opoicainvention may be scored or

engraved.

The dispersible tablet according to the invention is preferably clover-shaped, quadrisected
with beveled edges. The dispersible tablet has a diameter ranging between 8 and 15 mm,
most preferably between 9 and 11 mm. Its thickness is ranging from 2.5 to 4.5 mm,

preferably between 2.9 and 3.9 mm.

The dispersible tablets of the invention comprising about 32mg of compound I as active

moiety may have a hardness of from about 50 to 120 N, preferably 60 to 100 N.

The dispersible tablets of the invention may be colored and/or marked so as to impart an
individual appearance and to make them instantly recognizable. The use of dyes can serve
to enhance the appearance as well as to identify the dispersible tablets. Dyes suitable for
use in pharmacy typically include carotinoids, iron oxides or chlorophyll. The dispersible

tablets of the invention may be marked using an imprint code.
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According to the invention, the process for the
preparation of the dispersible tablets conprises

worRoobngp28he exci pi ents of phase Il (about 10- 2BCT/IB2006/051519
m nutes), adding it to phast | and re-m xing for the

g SRRERN Pl bHeSHESEE Moot P WG AP KER FOimgha PAH and

ex8bid a Fobd pﬁz&nﬁa@lqﬁawr@ﬁﬁewhé Bispertidlel t@bists dP@SHredent invention can
conprlses conmpound | and one or nore pharmaceutically

be adrvapiapd e-getidrpiaiht withvan efieciive dpsiag enthejantiye ingredient compound
f in weight based on the

Il%tﬂggaﬁl%/\e%ﬁ%ﬂigf% 4?1%/1(0% r‘gfléﬁlte tabl et. Phase 1|1

conpri ses the phar maceutl cally acceptabl e exci pients
Thevribld rasye bprpasledt ini anyapassibteeblistat krmiwrofn thesst, tagefor &% mple into

in wei 9ht based on the total weight of the dispersible
alupdira PTI§EETSH t he exception of the |ubricants of the

stearate type. Phase Il conprises lubricants of the

AsSlaf HAt&nt ﬁf&% flglfr@ CedHE %ﬁedﬁ@th@ heoFRY1aR6n Uae @eﬁ‘i@ﬂstﬁ%‘ed absorption

conventi onal known in the art or based on such
bajed ool ulets e.

The Theory and Practice of

g. those described in L. Lachman et al.,

| ndustri al

Phar nmacy,

Thel_gollr? e%gcbn ﬁnurtﬁé’l \cf:ekeexram%%@]} luﬁ_faaEht%e %S@% Iui ﬁ h S or

(Springer Verl ag,

phar mazeuti schen Praxi s,

4t h Ed

3rd

Exd8pl1 and Rem ngton's Phar maceuti cal Sciences, 13th
Mack Publ., Co., 1970) or later editions. Since
Corrpouno — T3 Fy Tnsotgh ek
sur prl se that Cgina‘g&i %% he genera Alﬁooﬂﬁ ﬁ%lg ?]ﬁt PeFeent [w/w]
Ul | \Jl \JUII’JI rQ T UII uun'hl C Q L) V\ll L ||uut I L I t‘\IIS
PhgseIor anul ati &jﬂm é Iﬁ%t enhande’ %é di ssol ut | ()Iil‘ép
conpounds wi t pndnehy diate, pigrppiged donmpound | exhibits
good di ssol ut| Misrdaryallimecadliulnser|silb1265t abl et s of 4008
present invent(idh obtai ned by the
Dicalcium phosphate 101.500 35.00
(1.1)
Phase I1 Croscarmellose sodium 11.600 4.00
(1.2)
Colloidal silicone dioxide | 2.900 1.00
(1.3)
Tartaric acid (1.4) 7.000 241
Tutti Frutti (1.5) 9.000 3.10
Aspartame (1.6) 3.700 1.28
Acesulfame potassium 1.800 0.62
(1.6)
Phase 111 Magnesium stearate (1.7) | 3.190 1.1
Total 290
Tablet Properties:
Parameter Value
Diameter 10 mm
Friability <0.3%
Disintegration at 15 — 22°C (EP) <40 secs

at pH = 6.8 with
sulphate, 37°C

Dissolution, mean of 6 tablets
Paddle method, 100 rpm, phosphate buffer

0.1% sodium lauryl

More than 75% within 15 minutes
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Tablet Properties:

Parameter Value

Diameter 10 mm

Friability <0.3%

Disintegration at 15 — 22°C (EP) <40 secs

Dissolution, mean of

at pH 6.8 with
sulphate, 37°C

Paddle method, 100 rpm, phosphate buffer

6 tablets

0.1% sodium lauryl

More than 75% within 15 minutes

Example 3
Components Amount per Tablet | Percent [w/w]
[mg]

Phase | Compound I as 33.045 15.74
monohydrate
Microcrystalline 79.765 37.98
cellulose (1.1)
Dicalcium phosphate | 63.000 30.00
(1.1)
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The followng non-limtative exanples illustrate the
i nvention. Exanple 1 Tablet Properties :Exanple 2

wQa awbat32B¥ operti es: Exanpl e 3Tabl et Properti esPCl/m20e5/051519
1. A dispersible tablet conprising conmpound I of the
f.ormul a or a pharmaceutically acceptable salt or

ngngate t hereof, and pharnaceutically acceptable

X The. di spersib bl.et according to
I S R
acceptabl e excipients: a) at least one filler and b)
at | east one |ubricant. 3XThe dispersible tablet
according to claim2 fup th ir conprising at |east one
di sintegrant. 4. The di Spéf si bl e tabl et according to

any one of the preceding glains conprising at |east
one aci di fying agent anii/o t |/ east one flavouring

agent and/or at Ngﬂsleni t. 5. The
"t cNai pn 1 \conprising the

=z

di spersi bl e tabl et accord ng

fol |l owi ng pharmaceuti cal | accéptable exci pi ents: one
or nore fillers in a tot unt of 40 to 85%in

wei ght based on the tot i ght of the dispersible
tabl et, one or nore disi grants in a total anount of

0.5 to 20%in weight based on the total weight of the

or Qhozﬁfn?ltraéé e %1}1&? oﬁglg}oel(g%l? \cl)\glgolfﬁ?é Ewegblé)gda%ﬁ %ﬂgﬁlatcggtg(ﬁh?lacceptable

exaigieght of the di spersible tablet one or nore
acidifying agents in a total anDunt of 0.5 to 13%in

2. %(Ia gPS%)CI‘SiblC tablet according to claim 1 comprising the following pharmaceutically

acceptable excipients: a) at least one filler and b) at least one lubricant.
3. The dispersible tablet according to claim 2 further comprising at least one disintegrant.

4. The dispersible tablet according to any one of the preceding claims comprising at least
one acidifying agent and/or at least one flavouring agent and/or at least one sweetening

agent.

5. The dispersible tablet according to claim 1 comprising the following pharmaceutically
acceptable excipients: one or more fillers in a total amount of 40 to 85% in weight based
on the total weight of the dispersible tablet, one or more disintegrants in a total amount of
0.5 to 20% in weight based on the total weight of the dispersible tablet, one or more
glidants in a total amount of 0.1 to 5% in weight based on the total weight of the
dispersible tablet, one or more acidifying agents in a total amount of 0.5 to 13% in weight
based on the total weight of the dispersible tablet, one or more flavouring agents in a total
amount of 1 to 15% in weight based on the total weight of the dispersible tablet, one or
more sweetening agents in a total amount of 0.1 to 10% in weight based on the total weight
of the dispersible tablet, and one or more lubricants in a total amount of 0.05 to 7% in

weight based on the total weight of the dispersible tablet.
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based on the total weight of the dispersible tablet,
one or nore flavouring agents in a total anmount of 1

w0 20085282851 wei ght based on the total weight ofPCHEB2006/051519
di spersible tablet, one or 12pre sweetening agents in a

tal a nt.of 0.1.to 10% i n i ght hased.on the.
6. 15¢ Fop i B Pt sy g ob T Hifesteg i g iregin compound 1
is ifBeEmbAdNydE@OEEm N @ total amount of 0.05 to 7%in
wei ght based on the total weight of the dispersible
tabl et. 6. The dispersible tablet according to any one ,
7. dhe disperpibicctablichepcerdangio apioneohthegrgssding claimsg optginajle by using
The di spersible tablet according
ﬂwggag%¥&gﬁ%%ggﬁhﬂéﬁ%¥éceding cl ai ns obt ai nabl e by using
the nmethod of direct conpression. 8. The dispersible
8. Tablspermbtramblieharcomlimnty angenobf claannb tol7 fay ue A0a mgdeament.
as a nedicanment. 9. Use of conpound I, or a

ar paceuti gal | cceptabl e salt qr sq] vat her eo
o. PiF o Ramishisfdr s E SRR Reayfpen e SLgoR e BERRl gy e
preb@raf Y oPNBisPdrsibleab BBt decbinG tofa oHS Bf EIRIN et T, BALU¥B M the
of pul nmonary arterial hypertension. 10. A process for

treatmenpeiapydmendry arterial A ypereapeiosi bl e t abl et according to
any one of clainms 1 to 7, characterized in that the

10 gbﬂrgées.é ?or%eeﬁ%ﬁﬁgti&y ofd'cf. &i?ﬁe&siﬁl%%l&sa%k&ﬁing to any one of claims 1 to

7, characterized in that the tablet is prepared by direct compression.



