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particular, there is described a series of dosage forms that reduce the exposure of
the upper Gl tract (e.g. the stomach) to high concentrations of azithromycin, by
the use of a pH dependent coating. Such dosage forms do not feature openings
through which release of the drug substance may occur.

US Patent Number 6,099,859 describes a controlled release tablet for the
delivery of an antihyperglycaemic drug, which comprises an osmotically active
drug-containing core and a semipermeable membrane, wherein the
semipermeable membrane is permeable to the passage of water and biological
fluids and is impermeable to the passage of the drug substance. The
semipermeable membrane contains at least one passageway for the release of
the antihyperglycaemic drug.

US Patent Number 5,543,155 describes a diffusion-osmotic controlled drug

release pharmaceutical composition comprising a one- or two-layer tablet core
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for the controlled release of all active agents, especially pharmaceutically active
weak bases or pharmaceutically acceptable salts and solvates thereof. Such
active agents exhibit a marked pH dependent solubility, i.e. they are more soluble
at around pH 2, associated with regions found in the stomach, compared to their
solubility in the generally neutral conditions of the small intestine, around pH 7.
International Patent Application, Publication Number WO 03/068195
discloses an oral dosage form comprising an erodable core which contains a
pharmaceutically active weak base or a pharmaceutically acceptable salt or
solvate thereof, such as Compound A, the core having a coating with one or more
openings leading to the core, and the coating being erodable under
predetermined pH conditions. This provides a beneficial means for administration
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International Patent Application, Publication Number WO 00/28990
describes various modified release pharmaceutical compositions comprising
insulin sensitisers, including Compound A and pharmaceutically acceptable salts
or solvates thereof.

International Patent Application, Publication Number WO 00/28990
describes a method of treating Type 2 diabetes mellitus and conditions associated
with diabetes mellitus, using certain pharmaceutical compositions, including
modified release compositions, which provide a Threshold Plasma Concentration
of Compound A or a pharmaceutically acceptable salt or solvate thereof.

International Patent Application Number PCT/EP2004/008843 (WO
05/013935) describes an oral dosage form comprising a first composition and a
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thePilvention can be accomplished by means of an oral dosage form in which
Compound A or a pharmaceutically acceptable salt or solvate thereof is provided
in pellet form in two different formulations which release drug at differing release
rates on administration.

Accordingly, the present invention provides an oral dosage form comprising
pellets of a first composition and pellets of a second composition, each
composition comprising Compound A or a pharmaceutically acceptable salt or
solvate thereof and a pharmaceutically acceptable carrier therefor, wherein the
first and second compositions are arranged to release drug at differing release
rates on administration, preferably such that the rate of release of the drug from
the dosage form is substantially independent of pH.

The pellets are sized so that they may be loaded into capsule shells or
compressed into tablets for oral dosage. Alternatively the pellets may be
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In one aspect the oral dosage form is arranged to release the Compound A
or a pharmaceutically acceptable salt or solvate thereof, such that the mean
maximum plasma level concentration ("Cnax") value of the drug is maintained
substantially independent of food during use, i.e. the observed Cna value is
substantially similar in both fasted and fed states during use.

In another aspect the oral dosage form is arranged to release the
Compound A or a pharmaceutically acceptable salt or solvate thereof, such that
the mean area under the plasma concentration versus time curve over the dosing
interval at steady state ("AUC") is maintained substantially independent of food
during use, i.e. the observed AUC is substantially similar in both fasted and fed

states during use.
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another embodiment the first and second compositions are in the form of

multiparticulates. In a further embodiment the first and second compositions are
in the form of spheroids.

Most suitably, the dosage form is formulated so as to release drug to
substantially the same extent in both the stomach and the intestines, i.e. is
formulated to compensate for the pH dependency of Compound A.

The present invention also provides a process for preparing an oral dosage
form comprising a first composition and a second composition, each composition
comprising Compound A or a pharmaceutically acceptable salt or solvate thereof
(‘the drug’) and a pharmaceutically acceptable carrier therefor, which process
comprises at least the steps of sequentially or simultaneously:

(i) formulating the drug into the first composition; and

(i) formulating the drug into the second composition;

and the steps of sequentially or simuitaneously:

(iiif} forming the first composition into a first mass of pellets;
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drug at differing release rates on administration, suitably such that the rate of
release of the drug from the dosage form is substantially independent of pH.

Suitably the combined mass of pellets is loaded into capsule shells or
sachets to form unit oral dosage forms, or compressed into tablets.

The pellets may be prepared using conventional excipients and formulation
methods. Thus, the pellets typically comprise the active agent or agents along
with excipients that impart satisfactory processing and compression
characteristics such as diluents, binders and lubricants. Additional excipients may
include disintegrants, flavourants, colorants, release modifying agents and/or
solubilising agents such as surfactants, pH modifiers and compiexation vehicles.
Typically, the active agent and excipients are thoroughly mixed prior to pelleting or
granulation.
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phtahlate).

The multiparticulates include drug-coated non-pareil substrates, such as
lactose spheres, or drug-containing non-pareil substrates, such as drug-
containing lactose spheres. Such multiparticuiates are coated as required with an
appropriate enteric formulation, for example a polymethacrylate polymer. An
example of a suitable polymethacrylate polymer is Eudragit L100-55™
(Poly(methacrylic acid, ethyl acrylate) 1:1), for example as Eudragit L30D-55™ or
Eudragit FS 30D™.

In a further aspect the modified release composition provides sustained
release of Compound A or a pharmaceutically acceptable salt or solvate thereof,
for example providing release of the active agent over a time period of up to 26
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drug at differing release rates on adm nistration,

sui tably such that the rate of release of the drug
wonewostsdosage formis substantially i ndepengemEPaio6/000999

pH. Suitably the conbined mass of pellets is | oaded

into capsul e shells, or sachets to formuni. ral
ols 4540 BHAIS P Kb Nebes o warts tedipubssutatly fuheapae of 4
to PR oles; PreRd idlﬁie”r%ngéwaﬁttb%%oﬁé.c' pi ents and
fornul ati on nmethods. Thus, the pellets typically
conPustainacheeleasds maydgeachievedby usingdminedialet telease pellets,

sudh i Pl o ates, SBala B s3ufiMebeht fiRtenes; s, o
mﬁ!bérli@lhéie%aﬁélﬁde M@Q-bb@fé@' ncﬂ?ﬁpél@'il@db%trﬁféé, is06h dd@actose
di si nt e&rr ants, flavourants, colorants, release

spheyest 91 diyigsepmiainingnelibstraies, whichiasi drygapataisingdastogs/Avicel™

RS TS B , FEOBA AL A o6
redue@dosigitie appregrigtd ssmi-SerB®ddié hiinbrangtasudpas ethyfsellulose

I ndi cat ed above, the oral dosage form of the present
POlyA®Ent i on is considered to be suitable for once daily

drini . . - Sul Lt aby . hyr
2T IV iR gBpeoiHE a8t frloSfioh hulifés Bhised
relsasshoSompound 2ohapharmboeuticatipaiceeptabld salildr sdidatelibereof,

18, 20 and .24 hours er unit dose. As used herein,
for aamipll RrOVIGAsTIRd 4-dPEaXAMPlech RUISeS O ARYP ST RAT 2 hours.
h aS%QF@tB‘quﬁ cHiBR ok ?n QW&eﬁe%%brﬁﬁ?mm%%h RRUhE first

pro e by choice of fornulation. Mdified rel ease
compesitioncinallde sasdhaiosegsy for exampie lgetede anthmalose. Most

s R R B RGMR H48 ore
suitdbIPths mRl it Feldisb R puEticHSd rigte @ s 8hRARO9hEtBSE and
al one or in any conbination. In one aspect the

magpgbiinegteesdtease conposition provi des del ayed rel ease

Qo1 VATRRHE dosloelaRE8APCaINRaRN A of S DRFABLSGA ©F

ac@tﬁtﬁbl&@éltw smt tefth?regfa'gltup'ttb 12&}@&@@xémq&lﬁuha¢xi1gmg. Thus,
a an_enteric ornulLatl on or _exa e | | at e

suifeﬁ?‘f%ggéa%mrmssqorg%w 252 4:i9: Bar's Bt 0 13%%819, of

Cogr@tu‘rhiﬂg& 8f a¥HdPmAceafitdiyGdcptabidBhit BPYBe thetkdrabl e,

Particular dosage forms comprise 2 to 4 mg of Compound A or a
pharmaceutically acceptable salt or solvate thereof.

Particular dosage forms comprise 4 to 8 mg of Compound A or a
pharmaceutically acceptable salt or solvate thereof.

Particular dosage forms comprise 8 o 12 mg of Compound A or a
pharmaceutically acceptable salt or solvate thereof.

One dosage form comprises 1 mg of Compound A or a pharmaceutically
acceptable salt or solvate thereof.

One dosage form comprises 2 mg of Compound A or a pharmaceutically
acceptable salt or solvate thereof.

Preferred dosage forms comprise 4 mg of Compound A or a

pharmaceutically acceptable salt or solvate thereof.
9



resi stant polyners include polyners derived from

net hacryl ates, cellul ose acetate phthal ate, pol yvinyl
waceicaszspht hal at e and hydr oxypr opyl net hyl cel Pair@E®e006/000999

pht ahl at e. Exanpl es of such polynmers include Eudragit

L 10Q-55(t Pol y(net hacrylic acid,_  ethyl ryl ate)
T 1 Pralatrogiebade fedhe-caralpe SuBbs Servmyuns Aidr ag!
ohEfnABHicBly aGBAEBle St Alsdiiblbizey acel ate

ate), Sureteric pol yvinyl acetate

pht h&hatg)qurieiCRnpeursES(ar) piiarywkoexicalypgdceptable salt or
ol EEh 828 4R e Bt ok ee Bt PRl @i tion may

belvagie@SR aBBbRIange vith e EsHelRédtlibrerfiRar ei |
substrates, such as drugcontai ning |actose spheres.

SuchFauexapale; wherethesoral dosage érmsompraes 8dngiof Fogipound A

i.at teric. f ' f | .
orSEGPERB A Hobieb . B L80d Mer SR g g sably
comglrilse’ebhemommfsﬁiqmefgpﬂsiitw% 1|Eugrcfig?dr{1p())l§h§1ﬂA:"lzﬁ§et n)%

t , acrylate) 1. 1), for .
phsRpdiical selikgeuateseres) ng SHPIEIGPRIHASIIS comprising 7
FESRboukd ol pHERaARRER SoR FEAVEAE b S mavel
theptabietmiose meyecomprse gnacompostiion eahprising 4ohg af €ompound A

or b ey eIy Al o soRate Herae: putnscorigod iom#Smerising
4 dtagwr Sompiburl Adr %%raeﬁwaébuﬁ@any%alt%mae tRe¥cbRbMbE @%Jitably,

e range of 4 to 2 ours; preferably in the range o
theitabiel cple RoMPEiseSare HoRRPsitiareemBpFising PemgciiiGarepowyd A or a

o5 AR B ESMERS gl S0 ouitih cRlpgsgion comorsing o
mgehbompeand Fher aphbimacéutialinsal or solvatettbragh do@f@dbly, the
non-pareil substrates, such as | actose sg/her es

taklgt cpre srMrSER @ Webeempeaition asahsikstantigllyd %diatoe:f@'ease
I AL col ; .
colrBR BRIk Rird Pima B EOROURLAA o aPiERrate iy salt o
solwatehthehenfappd amecand coemositmashlmsodifiet) release cemposition
et h

coR RSB P UE ot 4 kSl BBl e R SShalrreor.

Where the oral dosage form comprises 2 mg of Compound A or a
pharmaceutically acceptable salt or solvate thereof, the tablet core suitably
comprises a first composition comprising 0.75 mg of Compound A or a
pharmaceutically salt or solvate thereof, and a second composition comprising
1.25 mg of Compound A or a pharmaceutically salt or solvate thereof.

Where the oral dosage form comprises 4 mg of Compound A or a
pharmaceutically acceptable salt or solvate thereof, the tablet core suitably
comprises a first composition comprising 1.5 mg of Compound A or a
pharmaceutically salt or solvate thereof, and a second composition comprising 2.5
mg of Compound A or a pharmaceutically salt or solvate thereof.

By adjustment of the release rates of the first and second compositions,
and adjusting other variables such as the surface area of the peliets, the release
rates in the different environmental conditions can be harmonised to obtain
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rel ease of Conpound A or a pharnmaceutically acceptable
salt or solvate thereof, for exanple providing up to
wo 20dems208%anpl e 2, pul ses of active agent per BATHE®08/000999
Suitable materials for an i nmedi ate rel ease
nposi ti on, such as the first i ncl ude

onpQsi ti on, .
COW@&%@P&@@@SGF@FS&M%W%@&%@%ﬁ rORANGTE caNG BQ AcChieve
mdrdi dodBlaht dbgﬁ] 't@”ﬁeﬁéﬁérﬁ rel ease conposition is

predom nantly |l actose. Mdre suitably, the i medi ate
r el Elssolutiomades may bmasmaseddygemtr@tesymgf n lsaktitioas of the

coBAgBRRER o35 e Pk RS ERALS el Ghach ano
mt§§>tr NELtGstt Mesepé cbﬁlédoo@ﬂn&lallyfﬂt pHo¥. SWW'clﬁnsﬂartt@ pi’-l26 8 after
Thus, suitabl e dosage forns conpri se 1,

2 hpurg or# hqglrs AS 3P assume tme Ay resideneg buthe sttomach before

oAb ORPAhe ety S Ahea Tl Ribnth SRR B} e s foc

corditions. pharmaceutically acceptable salt or solvate

thereof Partjcul ar dosage forns conprise 4 to
CompSURENGP oind gb by GABRRHICLAI TR ra*&repﬁ%nealya@@c%?able salt

or §8!lv¥§ ﬂ’ne?é“tﬁ”r\ﬁ?én 3&@%&%\%@ n SP8RA4%0 EQ%EW’OI%?BWHI% ﬁlgénﬂ&w is

mpoun or a pharmaceutically acce
mdwlted dxb beolseaﬂéort thertezetmedh andios pgapHybais obdiabeﬁ&mlalhtus

cofiftids Rt g g cieBalPRinele s Reedniiar aaicadons Hpreor,
AlIZFIYRBHE Bidb e, mulaf@fgfm%umpawn#éhtaﬁ&ﬁmsﬁola%ﬂﬁﬁét or

sol vate thereof. Preferred dosage forms conprise 4 ngy
atherosahesim inetabeliasyithemes empanted ohicase tglerdvice anal impaired

e CONprLi,se
R e e T e L T
SuﬁablyaCent;ﬂwﬂoﬁ or Erm]aam@eutum‘u?/@wepwmb 8alobr 8olvate thereof
pharpaceutically acceptable salt or sol vate thereof

thr\ nisteredia an; grat desagsolorm ofthisiaventionss degigated to be
us&ERIMPOREHHAERY and/or prophylaxis of diabetes mellitus, conditions

associated with diabetes mellitus and certain complications thereof. Suitably,
Compound A or a pharmaceutically acceptable salt or solvate thereof when
administered in an oral dosage form of this invention is indicated to be useful in
the treatment and/or prophylaxis of Alzheimer's Disease. Suitably, Compound A
or a pharmaceutically acceptable salt or solvate thereof when administered in an
oral dosage form of this invention is indicated to be useful in the treatment and/or
prophylaxis of mild cognitive impairment. Suitably, Compound A or a
pharmaceutically acceptable salt or solvate thereof when administered in an oral
dosage form of this invention is indicated to be useful in the treatment and/or
prophylaxis of psoriasis. Suitably, Compound A or a pharmaceutically acceptable
salt or solvate thereof is indicated to be useful in the treatment and/or prophylaxis
of asthma. Suitably, Compound A or a pharmaceutically acceptable salt or
solvate thereof when administered in an oral dosage form of this invention is
indicated to be useful in the treatment and/or prophylaxis of atherosclerosis.
Suitably, Compound A or a pharmaceutically acceptable salt or solvate thereof
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be varied in accordance with the desired dissol ution

profile. For exanple, where the oral dosage form
woanpraisses 8 ng of Conpound A or a pharmaceut i eair/Ep2006/000999

acceptabl e salt or solvate thereof, the dosage form

suit bly conprises e 03|t on .conprising.1 of
rﬁﬁﬁﬂ %(egﬁna? afaa%a@ﬂ ocsm h@dPYe Ions'él"g%l%tn% to be
uséi*&ﬂrﬁm% Jr@éfﬁmeﬁ%‘%ﬁ &W albf)y Séé’llFEtﬂfd s%lnﬂg?r%e”%tﬁtfably,

or a pha or sol vat
thrmmrmifA ohlat Mmmaceatlyallyt ausepidiile salt or solvale thempofiis éndicated

' 4 .of .Co d A
to B GRR R e s Ry S Brodr HapolRa® ar ERaRre diosh irence.
SuﬁQBWOSprUﬂln@WBF 'aSprméc@Etlégl g%@ﬁtmﬂ’e al® br §o|vate thereof
p arrraceutlcally salt or solvafe thereof

whepi adipinisteneddn eanpret desags oompafi tb§snmi%ﬁmpﬂedﬁ0 be

oSG 58 SRl BEPOMI G4 of oL RRAG B Rl
conmp a preferredrambbdifem thengrebent inveptian peeddes aahdiod for the
salt or solvate thereof. Pr eferablt)(@dt he tabl et core

treatsment andiorprophylaxissfibe iisedess obihgpxenfian which method
co@?@gé %gﬁlAﬁIQ{e‘?i‘?\ ﬁS@B%bé#&aﬁrWGﬁ;@fémgnﬁb al?i rising

or a phar naceut or so
ComrmLmde oancbraarsmenticaﬂyrqm:eptam sal oa solvdid thedeof, to a human

rel se co ion rising 5 ng of Conmpound A or a
or Bﬂ% %?ﬂ"?b etdotgg {vate thereof. Were the

or alp 49AUS frefdfr<PEMboarsert thB p@ésé?ﬁ%ﬂ@n%r@%dés an oral

pharmaceutical ly acceptable salt or solvate thereof

dosage faif ef thedneerdignteamprisingrbionseaung Aiar s pfwmawutlcaiw

oo BB B PRTRATS e B BRSOt o

theDisorderisitd tHe Bvemtioaf Conpound A or a pharmaceutically
salt or solvate thereof. Wiere the oral dosage form

conPiuses heraty, e esp phaemacenticallyrseapiablyiemaplages
co%%ﬁﬂg?béo‘?nﬁéénﬁor% aﬁ@#ﬁﬁﬁ‘é@eﬁ%efo?gﬁth ﬁ&%ah%%e&etéﬁrﬁ@yéxse.
urtabl’y conprises a st osition conprisin
Forrgxmhp@‘whwdarrd "Ahamnacthiaathyaaemﬂptabllel salts ah’tbracesalvemrmanly

I e R A SR -
of EBRIRRIN A include those described in European Patent Number 0 306 228
and International Patent Application, Publication Number WO 94/05659. A
particularly preferred form of Compound A is the maleate salt.

Suitable pharmaceutically acceptable solvates include hydrates.

As used herein, the term "Cpo¢" shall mean the mean maximum plasma
level concentration.

As used herein the term "AUC" shall mean the mean area under the
plasma concentration versus time curve over the dosing interval at steady state.

No adverse toxicological effects are indicated in the above mentioned
treatments.

All publications, including but not limited to patents and patent applications,

cited in this specification are herein incorporated by reference as if each individual
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By adjustnent of the release rates of the first and

second conpositions, and adjusting other vari abl es
weuats/azsb he surface area of the pellets, the perERs®6/000999

rates in the different environnmental conditions can be

har noni sed t o obt ai nconpar.abl e rel ease rates under
Pubjicafien wisre aeavﬁfawiwﬁﬁ@wg?hwe'cggeimee\msom@ed by
refGiRieh ABleifl 98 isLdiPrufly BB foRA! - Di ssol ution rates may be

assessed by in tro testing in solutions of the

appT befolkveng Hxanipies araimpéreleddodre by magrafrigustration rather than
i giﬁ?so'ﬁtﬁwi on in the stomach and intestine, tests may be
imfiation yhg Rrepant NPt pH 1.5 with a transfer to pH

6. 8F§D¥@"l ig ahfz?ldbﬁ o disboliRidhsagafsst difna & Aderdiffe et pHPéonditions

residence in the stomach before enptying into the
forifernawationssoban aral slosagea forpain agrordancewpe &xiaveple 1 below.

fasted and fed conditions. As nentioned above,

Compound A or a pharnmaceutically acceptable salt or

sol vate thereof when admi nistered in an oral dosage

formaof this invention is indicated to be useful for
Exapwle dcat nent and/ or prophyl axi s of di abetes nellitus,

conditions associated with diabetes nellitus and

certain conplications thereof; Al zheiner's D sease,
MultigadticLogtesstfilled intomharmdegelatins oapside shethés provide sustained

at her pscl er osi metabol i ¢ . syndrone, Jnpaire lLlucose
rel R PSRN A AT BnraceT by Todes SO (Rupeiath feiRaSe of
CohffoeibqA)t o as the ' Disorders of the Invention').

Sui tably, Conpound A or a pharmaceutically acceptable

salt or solvate thereof when adm nistered in an oral

.t hi.s JLnventi [ :

Tt 8208 Pvefed hihudi et Ak afod BegBrn g el deefl syger.
sph@rek iviithstheaeqdiréd @nsourt 9 Coatsling (A). Theldetigmyesedd i t us

and certain conplications thereof. Suitabl ¥ Compound
multiparticuigles ara daen seal ¢apted withi@padry Sigar. 6t i siagedhe product
: e
s (LA oo R (e hE ot Bt SAe oppipheh.

treat ment and/or prophyl axis of Al zheinmer's Di sease.

ol i RS Sh AT SRE LGP R
rel 88828 Itifﬂr%frftiﬁtﬂéte%rblré doB¥RWitR Bini éntbf€l c6at £ tRnP£final seal coat.

usef ul he treatnent and/ or

Non-modified (i.e. Immediate) Release mg/tablet
Component A

1) Drug layered multiparticulates

Compound (A) 3mg (pfb)
Polysorbate 80 0.735
Opadry Clear 2.209
Sugar Spheres to 80.535

2) Seal Coat

Opadry Clear 1.215
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prophylaxis of mld cognitive inpairnment. Suitably,

Conpound A or a pharmaceutically acceptable salt or
weabosaszsh her eof when administered in an oral ®80%age006/000999

formof this invention is indi cated to be useful in

tha traat andlor nraonhvl avi s oriasi s

NOQUMQQE!?@ R%ﬁ%&?&"@’ﬁ“@%ﬁﬁr@caﬂu qtg"ﬁl-?gﬁ.aﬁgept abl ¢

D~

Saitor sofvate thereof T35 Tndicated to be useful—in
the treatnent and/or prophylaxis of asthma. Suitabl

Mddifiggbomdpdnent & phar maceuti cal |y accepnadptablstal t or

solvate thereof wWhen-admnistered-in-an-oral—-dosage.

”EéFQHCO(?O@thI s invention is indicated to be useful in

ophytaxis of a erosis.
ui t'éa%ﬁ%l %rmcgﬁﬂjﬁﬁ gxra‘ a phar naceut i d,gt%pﬁccept abl

1%

Methadrylic Asial @apelyiieer eof when admi ni st e 84.688 an or al
dosageformof this invention-is—indi rat ed-to bhe

Ta[geful |n the treatnent and/or pr ophyl SO of

Tri FdtE syndrome. Sui tabfy, Compoun '
ﬁé maceutically acceptable salt or sol va&%ge thereof |s

)Bedl Caa’ed to be useful in the treat ment and/ or

OP@Q!% { A or a phar maceuti cal I y acce;@aﬁ% salt or

solvate thereof wWhen admimistered T m am orat dosage
formof this invention is indicated t® be useful in

Mddifeed ReletaserGorapdnent Weigbhy| axi s of i md8ir@a$ f asting

invEAtivalens te PMeEe™) net hod for the treatnent and/ or
prophyl axis of the Disorders of the Invention which
met hod conprises adm nistering an oral dosage form of
this invention conprising Conpound A or a
phar maceutically acceptable salt or solvate thereof,
to a human or non-human mammal in need thereof. In a
ExhHi gygqg preferred enbodi ment the present invention
vides an oral dosage formof the invention
conpr|5|ng Conpound A or a pharmaceutically acceptable
ate t
Fof ftpest P bahs FaRrUS SR ARGt felerRa B cbiss Ry Rmalists are
forffedusdny twarmuawnrt fidt@fen " phar maceutical ly acceptabl e”
enbraces conpounds, conpositions and ingredients for
bot h human and veterinary us#&wg/capsule

Compound (A) 8 (pfb)
Microcrystalline cellulose 133.5
Lactose monohydrate to 267

A portion of the pellets equivalent to 3 mg/capsule of Compound (A) is set aside

as the immediate release component of the capsule.
The remaining portion of the pellets, equivalent to 5 mg/capsule of Compound (A),

is coated with Eudragit L100-55, a gastric resistant polymer to provide a delayed

release component.
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For exanple the term "pharnmaceutically acceptable

salt" enbraces a veterinarily acceptable salt. In
woaodeioseisar , sui t abl e pharmaceuti cal |y accept aBC®EP2006/000999

salted forns of Conmpound A include those described in

Eur opean Patent Nupber 0 306 228 and I nternati onal
Thegniefic 0034 1GoRSISEDAN Publ i cati on Number WD 94/ 05659. A

particularly preferred formof egppeund Ais the

mal eate salt. Suitable pharmaceutically acceptable
Eudrgitdt 3G Di-9fe (3006 dapeous eispetsionsedbiferei n, the term

" ghall nmean the nean maxi nmu | asma | evel
Tr'ﬁ@%@ﬁf&ftﬁti on. As used herein the?]t erm "AUC' shal |
TaltBRphafiesorean area under the plasggsconcentration

versus tinme curve over the dosing interval at steady
state. No adverse toxicological effects are indicated

T b et i bRAGE sERARA Bro Conmfle shpfigy ' o

applications, cited in this specification are herein

i ncorporated by reference as if each

i ndi vi dual publication were specifically and

Ladiidisdual 1y indicated to be incorporated by reference
Expffi 52 though fully set forth. The fol | owing

Exanpl es are intended to be by way of illustration

rol BgEEaLcHE BTk P oh PR TR enpionse

cobbh&hNh nbttis el et fsmd, PhulfiParibli@tdOane ﬂfePéféoOW‘forming
dosage formin accordance wth Exanple 1 bel ow.

drugkapigies! lactasetspheres dhe sreg layer being hing ef Gamgound (A) as pure

froBaS5 (ffp) BAF St 205 e Pefig Vidulen =R [ S8 aREeE)
EudedgitEse30D, flanependentpolyhees.dr ug | ayer ed

multiparticul ates are prepared by fluid bed coating

Drd.g8jerd hﬁnﬁﬁarw':@|atés@rer;ﬁ@pémcbﬂmamedoéoa@m@mua@tose

(A).” The drug layered multiparti'cul ates are then seal

spheygs avthwoompopadi(f) cifbardrugdayeried nultprticwates bgirfore consist

of:

% wiw
Compound (A)* 5.40
Opadry Clear 3.0
Polysorbate 80 (Tween 80) 1.0
Purified Water g.s.
Lactose spheres (25-30 mesh) 200 mg

*This is based on Purity (as is) 99.2% w/w. Pure Free Base: 74.9% w/w.

The drug layered multiparticulates are then seal-coated with 2%, by weight, of fiim

former Opadry Clear.
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is used as the non-nodified (i.e. imedi ate) rel ease
capsul e conponent. For the sustained rel ease dose, a

woandeiosznsef the non-nodified (i.e. imedi ate) PerERI®6/000999
mul tiparticulates are coated with an enteric coat and

N e B L R 7T e
as?rgt% 1n%.e@%"t@?ele£éé E&b%)?ﬁ@hf @Ftﬁe%ﬁgﬁ@”ﬁd usi ng the

OW ng m xture: capsul e Conpound (A) 8 (pfb)
M crocrystalline cellulose 133.5 Lactose nonohydrate

to 267.A portio f the pellet uLval ent to
The ety B8Gionc Bs arlcERsavEaEaf Tk ieahs]if o Compound (),
is dogtedlvithe Q@étﬁéﬁ@siﬁ%ﬁpﬁﬁ@mer% prHdé€ aRsdthyed rdi€ase component.
remai ni ng portion of the pellets, equivalent to 5
ng/ capsul e of Conpound (A), is coated with Eudragit L

z jC g esistant polynmer to provide a
Thé%ﬁgeﬁgjdcc?‘aé%gﬁégsc%{monent . The enteric coat consists
of : %W w Eudragit L30 D55 (30% aqueous di spersion)
76.8 Triethyl Ctrate 7.7 Talc A phafil 500 15.5 The
two conponents are bl ended and oM¥ed int o capsul e

Eudfflit 130 B o*%%qtﬁ%u% rbhPn1Qfas2 capsul e
co diate

arning I rel ease and del ayed rel ease
TrietbypGitemiés in nultiparticulate foldf nultiparticul ates

Ta@[ﬁﬁgﬁéﬁ@qed by form ng drug Iayﬁ%gﬁﬁl act ose spheres

ayer being 8 ng of Co d (A as pure

Pufifiecevase (pf b) per dose), and t?%sgoati ng W th either
Eudragit L30D-55 or EudragitFS 30D, pH dependent

pol ymers.

* These percentages are based on the solid content of the Eudragit
** Sufficient water is added such that the total solids content is 16%.

Or

Eudragit FS 30D (30% aqueous dispersion) 10-15

Glyceryl Monostearate, NF 3.0
Triethyl Citrate 1.0%
Purified Water** g.s.

* These percentages are based on the solid content of the Eudragit
** Sufficient water is added such that the total solids content is 16%.

The multiparticulates can be admixed and filled into capsules.
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Drug-layered nultiparticul ates are prepared by

fluid-bed coating of |actose spheres with Conpound
wWOAY6/08B9dr ug- |1 ayered nul tiparticul at es ther ePaT&P2006/000999

consi st of: % w w Conpound (A)* 5.40 Opadry Cear 3.0

PoI sorbate 80 (Tween 80) 1.0 Purified Water g.s.

ée spheres (25-30 nesh) 200 ng This is based on

Purlty (as is) 99.2% ww. Pure Free Base: 74.9% w w.
Sué‘i@%e@iﬁ%ﬁads@%ﬁﬁﬁiﬁaHlﬂu‘dté@raffé Bkép%"r@é b?rc%ahﬁ@@rug layered lactose

seal - coat ed wei ght | m fOorner adry
sph@reaftha dyog daysy heﬂng &emg;@f Censooe@du (Pdlasrpure dreg base (pfb) per

dogiyBR & EelliosE DR SheleBPSF o "capeure. The

remai ning portion of the pellets, equivalent to 5
nmg/ capsul e of Conpound (A), is coated with a gastric
resi st ant (Prmitner to provide a_del ayed rel ease
The grysblryate ptesconistBfisi sts of : 9w/ w Eudragi t
L30 D- 55 (30% aqueous di spersion) 10-25 Tri et hyl
Citrate 15* Talc Al phafil 500 2% W/W Purified Water**
g.s. * These percentages are based on the solid
Coopouedt(Ayf the Eudragit ** Suffi%#@nt water is added
such that the total solids content is 16% O Eudragit
OpB&n3Cleaf 30% aqueous di spersion) 30-15 d yceryl
Monost earate, NF 3. 0*

Polysorbate 80 (Tween 80) 1.0
Purfied Water g.s.
Lactose spheres (25-30 mesh) 200 mg

*This is based on Purity (as is) 99.2% w/w. Pure Free Base: 74.9% w/w.

The drug layered multiparticulates are seal coated with 2%, by weight, with film
former Opadry Clear.

A portion of the pellets equivalent to 3 mg/capsule of Compound (A) is set aside

as the immediate release component of the capsule.
The remaining portion of the pellets, equivalent to 5 mg/capsule of Compound (A),
is coated with a semipermeable membrane polymer to provide a sustained

release component.

The semipermeable membrane consists of:

%w/w
Surelease Clear 10-20
Purified Water* g.s.
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Triethyl Ctrate 1.0* Purified Water** q.s. * These
percent ages are based on the solid content of the
waureageaso** Sufficient water is added such thaCTmERe006/000999
total solids content is 16% The nultiparticul ates can
be adm xed and filled into capsul es. Exanpl e 4
Sustained release nultiparticul ates are prepared by
* | ayer
sﬁﬁﬂﬁérﬂg,vé’cér‘% éc@bé%{ Hdtﬂ%i\?%eto%'%%h& rc&éxgﬂé L {f;f by per
dose) mnth ethylcellulose pol ymer (Surel ease). The

Th@%ﬁ%& mE eQ%éagPar Cu'aﬂggpﬁﬁp%hggegégeggfgogﬁﬂessednﬂo
tabrér w&rgr&ﬁae InDdBufdd RloW FiofiRe. S Lactose spher es
O nmg This i's based on Purity (as i5s)
99 2% W w. Pure Free Base: 74.9% w w. The drug | ayered
mul tiparticul ates are seal coated with 2% by wei ght,
with filmformer Opadry Clear. A portion of the
pel l ets equivalent to 3 ng/capsule of Conpound (A) is
set aside as the i mredi ate rel ease conponent of the
capsul e. The remai ning portion of the pellets,
equi valent to 5 ng/capsul e of Conpound (A), is coated
with a sem perneabl e nenbrane polynmer to provide a
sustai ned rel ease conponent. The sem per neabl e
menbr ane consists of: %W w Surel ease O ear 10-20
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Purified Water* g.s.* Sufficient water is added such
that the total solids content is 15% The
woubdsiog208b i cul at es can be admi xed and fill ed i RCO/EP2006/000999
capsul es or conpressed into tablets to provide the
desired release profile.Clains 1. An oral dosage form
conprising pellets of a fi€kimsonposition and pellets
of a second conposition, each conposition conprising
Compound A or a pharnmaceutically acceptable salt or
solvate thereof ('the drug ) and a pharmaceutically
1. accéptaersl @omerfoem acepriging peleiscéarfirstheompesitiomand pellets of

= SHEBRA PR iORRk B0 5B BB RdR T iTnd Eelifsut A DY

phafmahcalaisal at esptablecsdlidbigbliate ¢hévent Lthevdrugt) andl a
arranged such that the rate of release of the drug

phaigacauiicaly, aserptablesarderiisseranwhareip hhﬁd‘tsﬁfeaméﬁ@cczﬂd
coffopRont yGHPkEa 5 MAGE R ol s o

adexmiptogtidi.on i s substantially greater than fromthe

second conposition. 4. An oral dosage form according
to any preceding claim wherein the first conposition

2. 1S oh braredisays o 88ssd Qﬁéﬁﬂ ‘inh’réh |£‘%rr‘éh§bd%%ﬁgﬁat the

formaccording to any pre dlng clarm where
rate of oeldase op i diugrirors the godage éatn isl stdastandiatty dsdepemdent of
H6. An oral dosage form according to any preceding
PPcl aim wherein the nodified rel ease conposition is a
del ayed release sustained rel ease or pul sed rel ease
composi tion. oral dosage forn1accord|ng to claim

3.1, aneral @lp&ag@ ﬁormsacc@@ﬂ@@ flain T, yhareiadhedelegseate of the
drdg?frgﬁ\etnbtﬂréteéo%@s? Q%lﬁ)%&%rﬂhllz g‘?ée%t?Por o rﬁq[@ URGnd

armaceut’ ca acce
combesitioﬁ, in the storrach 8 . An oral dosage form
according to claim1, wherein the second conposition
Is arranged so that in use it rel eases substantially

4. al' | pRforbNGodRBRRGRoRIing to any preceding claim, wherein the first

composition is an immediate release composition.

5. An oral dosage form according to any preceding claim, wherein the second

composition is a modified release composition.

6. An oral dosage form according to any preceding claim, wherein the
modified release composition is a delayed release, sustained release or pulsed

release composition.
7. An oral dosage form according to claim 1, wherein the first composition is

arranged so that in use it releases substantially all of the Compound A or a
pharmaceutically acceptable salt or solvate thereof in the stomach.
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pharmaceutically acceptable salt or solvate thereof in
the small intestine. 9 . An oral dosage form according

woao@g2spe of clains 1 to 8, which dosage for RCTAP2006/000999
arranged to rel ease the Conmpound A or a

pharmaceutically acceptable salt or solvate thereof .
8. sucAnhaldesrgefREn asaRTdeHFadRd  MheEeindBa seRPRGEPBROSItion

S AT Nl e R refeRSar SUBstaRGAR A 8 F&Gomngynd A ora
phannzd cedibisaljeacapialsle saftdirsgpvabe drgreohia thé sohall imestineo
8, which dosage formis arranged to rel ease the

Compound A or a pharmaceutically acceptable salt or

9. sol xalRalt dy=RR fofrH decbRfhg I'8nYBAB RCRAME IR 8, Mi8ich dosage

pl asma concentration versus time curve over the dosin
forinris @rigaigedtto seleadg the Sosroundd® pr asphaimaceuiieally acceptable

AR L e B
("CRax"VWalab ol tisagdrud ermaintaingd @Obﬁdnﬁ@llyiﬁb@g@ﬁdéd’@f food during
Conpound A or a pharmaceutically acceptable salt or

US&o| vate thereof so that both the Cracval ue and AUC
observed on adm nistration are nai ntai ned
substantial ly i ndependent of food during use. 12. An

10.0r alArdoshdesdge foracacsatding td @nylarieoficlaiveet ¢o 8, whith dosage
first co sition is formulated so that it prqvides

fori R atreii0BB  reledse e EORTAIG AobR RepmacRHBGIb 2esepiabie

salBSESRVAR! thefflsueh 1S tMaheedSfeRlindt 1RO @Ta%‘?ﬁa Bbhéentration
aqueous nedia. 13. An oral dosage formaccording to

verguatimelcwe gver theldosing énterval ahsteady state UAPCSE) isinvaintained

formulated so that it provides nodified rel ease of
S”t?fg%%&d”‘ie%%“‘%”gRéf%?'g%‘ﬂmgc‘i??-y acceptable salt or
sol vate thereof on contact wi th aqueous nedia. 14. An

oral dosage form according to any one of claims 1 to
11.13, Apesaledasagrdors aggerding fa ary ane sbckaims drie 8, svhiglh dosage

r.al f [ i
orf B 5R0%0 L AL BAELHID. A5 a0yt LTy deckBraic
salt or solvate thereof so that both the C,ax value and AUC observed on
administration are maintained substantially independent of food during use.

12.  An oral dosage form according to claim 1, wherein the first composition is
formulated so that it provides immediate release of Compound A or a
pharmaceutically acceptable salt or solvate thereof on contact with aqueous
media.

13.  An oral dosage form according to claim 1 or claim 12, wherein the second
composition is formulated so that it provides modified release of Compound A or a
pharmaceutically acceptable salt or solvate thereof on contact with aqueous
media.

14.  An oral dosage form according to any one of claims 1 to 13, wherein the
dosage form is a tablet form.
20



16. A process for preparing an oral dosage form
conprising a first conposition and a second

woQopas2asb on, each conposition conprising Conp8dmaP2006/000999
a pharmaceutically acceptable salt or sol vate thereof
("the drug') and a pharmaceutically acceptable carrier
therefor, according to claim1, which process

1500”Wri 512% dééaé@%‘rh) éf%lﬁ)réih RS oA é‘%oéfe(ﬂélhﬂil Yo 9[3 Hwherein the

si mul t aneousl atln the drug 1nto

dosage fortnigpasapswea; and (ii) fornulating the drug into
the second conposition; and the steps of sequentially
or sinultaneously: (iii) formng the first conposition

161 Nt A& Brockess formepanhy Eﬁ'dréltéosa@'e\'fbrrﬁ%mmﬂslﬁ@ﬁ f?ﬁ‘-‘&iﬁ%osntlon

conp03|t|on into a second nmass of ets and
ang|epeEaNY ¢arapesitien, ea mmtmg@m@ﬂsm CD@m@oun@Af@rran

phAnflagaafeal BEbeMablY Sal dftabihefet (HECARIIHRRR
phadnaoeatﬁtdaﬂy lacoepiabld editigr theedfot,hadcotdiag tatkimf 1, vehielapeocess

of the fromthe dosage formis substantlally
Com@ﬁéﬁg&% téhe ﬁtﬁPSPf Seﬁ”%’r‘@‘é{ﬁ sk itaneslying an or al

(i) %ﬁﬁugtmg& ﬁsqarn&éwﬁ@t Eb@%bsrﬁeﬁvgﬁa“ on and a

secon each osition conprising
||)®orrpalahdgm@drug ipkatheassnondoadnhpositiare pt abl e salt or

f h ticall
ang he Slehs FSeilentialy Frosiidahe iy o g 1o ol a m1
(iii (MOrihPIHRCREEcHAPBSitis S intdla ﬁr@ﬁﬁfas*s *aﬁ Péfléﬂ%s of

sequentially or sinultaneously: ormuf ati ng the
(lv}ijﬁq"ng]the $enondi ganapesitigoite acaecoad dnass of pellets;and he

f ellets; then (iii)
He%%i’ nf%fﬁ{%ﬁﬁ’%%ﬁd;s%& ﬁ%lag? ?Pﬁ{"%"ga first mass and a

to fraoadosags fortn Wwﬁl@htthﬁ Girdt @ dsseond massobpelres kaikase drug
a coating that provides nodified rel ease of the

at etfft@gng (f%eaﬁﬁéﬁtﬁsr@“ @q!f@mtragtonnﬁg%a%m guehhatdhe sate of release of
the’ 8 doRab@ 6 < QAR Rddbathiehf of b 1 7 st
0 pe ets rel ease rug

secon Mass
17. A process for preparing an oral dosage form comprising a first composition
and a second composition, each composition comprising Compound A or a
pharmaceutically acceptable salt or solvate thereof ('the drug') and a
pharmaceutically acceptable catrier therefor, according to claim 1, which process
comprises at least the steps of sequentially or simultaneously:
(i) formulating the drug into the first composition; and
(ii) forming the first composition into a mass of pellets;
then
(iii) dividing the mass of pellets into a first mass and a second mass;
(iv) coating the second mass of pellets with a coating that provides modified
release of the drug;
(v) blending the first mass and the coated second mass,
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at differing release rates on adm nistration, suitably
such that the rate of release of the drug fromthe
wdas@gs2dser m i s substantially independent of pPCTER2006000999
process according to claim16 or claim17 in which the
conbi ned mass of pellets is | oaded into capsule shells
to fasny @ drsage foret i wa@bé@@ firsdang segond rnﬁmgpml@ﬂs felease drug

0 r t
= HEEETSasa i L 2ARHI A Bne ki, QLo A e ek lgaso o
the:dnrqgrﬁrsmsthecdmsagstfm isosulostantially dodsgemdient of pldcor di ng

to any one of clains 1 to 15, conprising Conpound A or

a pharmaceutically acceptable salt or solvate thereof,

1810 @ 4HeEBEs QEcAlBg AN REIBREIAIM FERAvhiBR 89 tombined mass of

pellets is loaded into capsule shells to form unit oral dosage forms

19. A method for the treatment and/or prophylaxis of the Disorders of the
Invention in a human or non-human mammal, which method comprises
administering an oral dosage form according to any one of claims 1 to 15,
comprising Compound A or a pharmaceutically acceptable salt or solvate thereof,

to a human or non-human mammal in need thereof.
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