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ORAL DOSAGE FORM COWPRI SING ROS | G | TAZONE The

present invention relates to an oral dosage form
woaoprassilng 5-[4-[2- (Nnmet hyl - N-(2 PCT/EP2006/000997

pyri dyl ) am no) et hoxy] benzyl ] t hi azol i di ne- 2, 4-di one

(hereinafter 'Conpound A') or a pharmaceutically

acceptable salt or solvate thereof, to a process for

prepari ng such a dosage formand to the use of such a

dosage f oromnt.mod¥REE GoRR. coMpeIsis® Rbsrernenabing to

control the rate of release of an active agent has

recei ved consi derable attention and nmany different

devi ces have been devel oped for such a purpose. For

exanpl e, International Patent Application, Publication

Nunber WO 01/05430 descri bes a drug delivery device

t hahe predeing inviehdod etlatas o af odalupssgb Joum cosprtsirgh5-[4-[2-(N-

met S R i g ae SalbEo e BR-piea Blareneitec.

'ConisthdPAl) 3} atm@aw@bene@éu %&beém@léalt%vebe/a&@t@b@f to a
t'han about pH Such delivery devices are

proceaafemrepa@wsw aitlospoedema @ndftoéhe caeirigucha desage form in
ernmeabl e and insoluble in the fluid of the
\ﬁ ronment of use. International patent application,
Pubhé eakiopa duating o \MOnRE! P4l desteadiest an 3ef\lle€§g§ﬁt has

control |l ed-rel ease dosage forns of azithromycin.
recejygghGangidarableratientipg ea@sr@enb@a‘feofe%ﬁ!e\ége%haaeegg@ developed

for s%elr) 'é'BerEBEe redp éﬁ?ﬂhpo fiHe fo%a@f:awﬁ W%E?@) phdchtion

€ stonmc oncent rati
Nurmdnzr YWODM/85430 bgsdritesies drugf delivery depierdbat eralzes fige delivery

of drgfi LR ER TR X JoBan i e B fiSteompounds

that B?é Bitfre NURDRS abloRP9H 357018 @ass ks pR DaRkA ek hedr helRassH
tabl et for the deli ve:]% hbdan ant | hypergl ycaem c drug
He

levelaﬁgoeategman aput pil ok ell\germ@ewm@smfag:f@mtameedwgy the
prosgR oE P eRuid Biie FERS el HBNRQUPE e L gt bess

envitingsntasidiski ol ogi cal fluids and is i rrper rreabl e to the
passage of the drug subst nce The E erneable

meteraAtiosdmalemsanilicatioR P dhlicaas YWMQPOL304 22

desdr®e8288erfs of controlled-release dosage forms of azithromycin. In

med

pérticular, 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.
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t he anti hypergl ycaem c drug. US Patent Nunber 5,543, 155
describes a diffusion-osnotic controlled drug rel ease
wphasemseaat i cal conposition conprising a one- ®CT/EP2006/000997
two-1 ayer tablet core containing hydroxypropyl
nethylcellulose said core having a fil mcoat

h | at
RaE P AF NIRRT B B atpfiads B Frie PR M tiossantpated drug
releddtephi@heacdutical &ﬂﬁﬁosﬂf 0@60 isiR) 2988t oo tHyFYSsIRE core
in US Patent Nunber 5, 4. This patent describes a

conttammmhycd;r@wplmw{/mélwlwlup%m saist @@redmm% fimagodtsomprising

e to environmental fluid. The

an aggﬁgﬁ@ﬁ} maeﬂh%%&gge%%&%]e prepared frommaterial s that
ar gdeitibher dévissd tmit atie §@oubhg t Bohthel BBVateosMMAle of an

fluids. Wiere a soluble material is used, the coating

actiesaggnt e figqusaed i LSdRatest Nysabenia 084644 sThigpatent
desGIRANF IS Y FONIER ih 2 ShfEr BBLEAG 1jakds SEBMERHaN,
impdraseahies gednvifdnmoental fitids Tihepsaideabdrecaaiingrmep dkiprgpared from

one qQr .more _openin has been created, so t
matelials i SR G PBLMSRILGIE o1 SrlB i he SR Vichaed s Juids. Where a
soluBI'éemﬁferr%l isTSS L HRE oaliRPR émﬁ%@mhﬂﬂ‘knb%ﬂﬁﬁ%@@ore is not

['et, gastro-intestinal fluid can enter
expag@rtoreg(\@pnm&ntaldhn@befome tihe desired dutdimnoafrtbe coatrolled

releds FUBE Asdie et BpEB8BRed n Br G ls ¥id iBiarls Sutar cpting,

one bhﬂndmeweng{g&) 0ad BeerT bRodieef &y A€t PRIVIES Bitvirksnribffal fluids
that there is circular hale on the top and bottom

with fa@caéx@ﬁStrﬁ@tecf@afh@@Of%bTB@refqnee UBPBMGRRLEN qfﬁha gegtadoiablet,

gastfiffficdhaf HER cAPEhRP Bt oponbl(sT ArREsciad & peridfrald i qore,
to reiease_dhecadbleedageatt The resut lsdhabthemiztmeaamhe is eleddeel in a

con G S3 e BRI e S
therdy ?s’ 4 %Wul‘éf’ h@féJSn kel %Séhcpb@lftéh%cé’ ®f tHe éc%t?d Ablbt. M Phe

order release. The substantially inperneable coatings
opershg(sSirbaoedti@iace anwoea fam abowt ’f(bto 6O petasmt obtHestice area

of e e PEal 1 Pl EF SR Bl RBE0MT o he sty tp the

dlanﬂéiéﬁ@ﬁth@ @@ﬂh@(@) and ts tlevedlesilitynerine matiN Goraahl WRtive agent,
gents exhibit a marked PH dependent solubility, i.e.
allowlﬂg)th%lp@s%ﬂ@/ g1, yarety of drug release profiles be it zero or first order

release.

The substantially impermeable coatings of US 5,004,614 are not suitable
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
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at around pH 2, associated with regions found in the

stomach, conpared to their solubility in the generally
woeuwdsast1ieondi tions of the small intestine, aregmarPpids/000997

7. International Patent Application, Publication

Nurmber WO 03/ 068195 di scl oses an oral dosage form

IS¢k e a co [ 1,ns .a .
opeiEE Bl R LM B BRALIE er procitermined
pH cehdttisae e Tthis pidvidexcs Bphefidial mabhs € sdrhinadteatidieses|

such as Conpound A the core having a coating with one

phargracestiedlpeartivgivetabase) of 8 Rhiaemaseeticallyraceptaldatseier

. | . ' e i
solval§ 6o IR &5 EBARURRES TR IO BRI el Rfegpe e
activehwonmemaid fakak Ipjackcini merenthak drgsgH@nvironment, based on the

. ..pharnmaceutical ly. acceptable salt or saol vate thereof,

findig, Hratiigs B%%fl%ﬁf tﬁﬂeecq%tm%och?@s@nog@bl@ Phs@'uble igseH

depé?fdew?na@ﬁejr."e conmpound takes place in nore than one pH
envi ronnent, based on the finding that it is also

berfairopeah Hatentt Agplivation ndublication dwdbet @ 306 228 Ablrelates to

i.n,a pH dependent .manner .. European Patent . Application,
certgy SR eV 4Se SIS 56 el Roca iy Pegs Vapamc and
hypdlipideiestit Sichigit). c0Re GRiIi A thezoflimelrTRAiasioBaN ingP 0 306

anti hypergl ycaem c and hypol i pi daem c activity. One
228 Baris Compaunchhadoleraticad] BatentiAnslisiian.ifutiiealoa 0Biraaer WO

o4/ofds LR Ut Loalib o BbBRR A LRl Bl MREMEiSHe Sty
ExarapleCothpaeot] @GompoundiAgr & pearabeadticatildccaptdba8alt eheveof or
t her eof . armaceutically acceptabl e

. nmpound A or a p )
a ph@%{ﬁ%cet%@ﬁ&facwptabWWéeéﬂ%ne@ IMgY ReJEpParcusBy kapwn

Hdgr &f US| oAl
metrdeRt RF orefiae &l FRB0SE HPERT SRR TS 54 GBese. The
disclogures68 EP TH6d22% hog Y 0405659 are3insogrBatettha®in by

p 94/ 05659 are incorporated herein by reference.
reteredifhound A and pharmaceutical |y acceptable salts or

saty@besnt MeasephBArEcalRREN apbastEBREEIISCH solvates thereof
properties. In particular, Conpound A or a salt or

havesysiefal Rharmacesticalprppeitieat & pagiosaruSempounsr Atia salt or
o B9 AU B BRI 55 LLRBLE ST blnows o
diabetes tradllitusp ophditians assoditedents didbztai melitss Bhe earsin
comygﬂcla%oﬁso %%rteio ;?Alizr%)i%ierr's nltséa eS:?Trwiildfjl Ec;’(i)gsriitive impairment, psoriasis,
asthma, atherosclerosis, metabolic syndrome; impaired glucose tolerance and
impaired fasting glucose.

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.
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ast hma, atherosclerosis, netabolic syndrone, inpaired

gl ucose tol erance and inpaired fasting gl ucose.
wonv@rosatis onal Pat ent Application, Publicati onptumpero6/000997

WD 00/ 28990 descri bes various nodified rel ease

phar maceuti cal conpositions conprising insulin

2o daiAlRLBL B APelgatall REMHs G PR RATREE G0 Y
05/ 93H) dApefidawdn efal ddsabbdatnh ebrmiuizhey a BBt YMS&Aon and a

descri bes,_a nethod of treating Type 2 di abetes
secaRd cpmposiing. easlireMeRsitioeeEMpisieD airharmasestieally acceptable

it ' 4N r [ oL
wedkidssa ERgetiat Bob s B SR St e SR AR B ot
solvaitd tifersdio ('theRliagyearidon paatmatéutivally aCosprabisl cArriat tikerefor,
har maceutically acceptahl e salt or solvate

whelrr B8 st el SRONG RAM PR TRRS AR BRIFG I MelpBee drug at differing
releBSd HBE AN HRRRAONQR UK t?%@@%‘r’r)atéj BRFJILRSS oﬁfﬁgotﬂa @lg from the

osage formconprising a tirst conposition an
dosage fordh iscsybstarttiaty independeobpbiHt i on conprising a

h tjcall t apl K i all
Co st s 2R RRE D e A PR e et or
soloGMSoUries @ﬁa,pr@rﬁ%@edgwy)ac@eat@l@Bgrtgra_e %%@é&ddwéreof, in

acceptable carrier therefor, wherein the first an

partissdritie campatsi salbhavambeearforng éel exbibitanatked il dgpandent

Lffer] e i D | ch_t hat
sonfif 5, B SEREER SR AU BRHABRAC 5Ll trounc
pH 2 pthaulbis it heat hyutraldepeitdestof dfe PwerGartnsdaiure §H 7).

pharmaceutical | y acceptabl e weak base. Conmpound A and
pharigrafeaiiectaf|the pressst dnedtion tp Hreyide @nerabdosags Ewm
P . ¢ _
comighE AR5y TBhasheamk i hetSpbERSSLRUpdol e oroor,
whigtop®vitsEsud hreximiseldeanaifidiat effedididri exasnpiée drhglysaemicdontrol,

aroun H 2) .than in_the near neutral conditions of .
for e eBlel PeAbd ol B Sheiadiirod o  pSaietn B patable
for drit® dUiRSRIMinisheEiBhi BLdhoa BESNGEIRrANIsHISH irfiieaes fbor m
conpri Sing Conpound A or a pharmaceutically acceptable
adrmrag{;amn Bobethifastedeansbied stateshwih eubgtantiallymagi alingadly relevant
fooc?&f‘?&éti cial effect, for exanple on glycaemc control, ‘
or “"an extended period of time. Such a dosage formis

comsiedeesehttiovdrdiostistbatsled on the finding that one or more objects of

the invention can be accomplished by means of a bilayer oral dosage form in
which the layers are arranged to release drug at differing release rates on
administration, and the further finding that this can be accomplished while avoiding
use of a release-controlling coating.

Accordingly, the present invention provides an oral dosage form comprising
a first layer of a first composition and a second layer of a second composition,
each composition comprising Compound A or a pharmaceutically acceptable salt
or solvate thereof ('the drug’) and a pharmaceutically acceptable carrier therefor,
wherein the first and second compositions are arranged to release drug at differing
release rates on administration.

Suitably the rate of release of the drug from the dosage form is substantially

independent of pH.
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for once daily adm nistration. Such a dosage formis

al so indicated for admnistration in both fasted and
woedegiBaties, with substantially no clinically perapane000997

food effect. The present invention is based on the

finding that one or nore objects of the invention can

SRR P e eherin s BE Pl a0 "

subéjcéﬁﬁﬁry' digate? tieas fofrAtheSsetdbnadiBrp Sditigh .| @Ns eARBayBE that, the
further finding that this can be acconplished while

first gowip@sitignus endmmediaieggirasernPioPsition ddasispenvisaged that,

the Acc%fgdéq?'gﬁ%ﬁ"%&ﬂ%“ Presfly H‘é{aes{bt {:&ﬂgggmghdes an oral

sing a f a first
COIMose bispactathd firssemmapdsitian ¢ a:rénges g&oahdt in use it releases

subsiapalbALehe CaIpo GRS Ao b PRASEREous call PoRPB bl T

solv%ﬁatfﬂ%{éjcffuﬂmhe%g jphar maceutical |y acceptable carrier

erern he first and second conpositions
ar alfmr&meatpem ited sasendl cug]pamtu(bnﬂs anangededocthse in use it
y the rate of releas

releqtos SRRy AU e Caiegind B Bmatsenl fySaitble sai
or S%‘Og@lﬁe%itln ﬂ{e %aﬁmtbmy the release rate of the

rug fromthe first conposition is substantl aI Iy
gr Saitablyt thenddsage fors is edablet &ximposi ti on.

"ol 888 EEpheidhe crdfdrbBirefE AR ahy el ’f%i%@?ﬁ%?‘@‘?ﬁ@nd Aora

phaﬁﬁﬁ@éldlcémﬁéeﬁtal@l@ Sa$t & JoMhtbitlesrelot] RRpEthadiieosicbin Qﬁaxnmum
In one asp ect, St COITpOSItI on.is arrang ed s

DlasmﬁaleVEhCQ&C@nitfﬁtlia'él('&@e'Q V§Ut?s,@fatﬁ?|ddngs Baniginethgbstantially
mde?@ﬁgat i Qﬁuﬁng%éﬁgeﬁ%'&@ hy CENiA08 & §|%§taﬁtr|ally

er eof, e stonmach. n"a furt her aspect
smﬂdﬂ&wbeﬁnﬁaﬁiterbarpxd)mdstates durdng asgged so that in use it
gfase subst

al | |1 qf the Co d A
e paseshihe Braicisee b ¢ araaBrd & leres Eomagund A
or atmﬁrmbbtndany%%w@ble%n Bbkylvatd b cpsFaggc Hamihs nfban area
let form I n one aspect the oral dosage formis

underr i’f‘@r@é@nﬁ@méeeﬁé’@mfﬁ@aﬁ'ﬂlGACWWGaDVGF 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.

Thus, in a preferred aspect in operation the oral dosage form releases
Compound A or a pharmaceutically acceptable salt or solvate thereof, so that both
the Cmax Value and AUC observed on administration are maintained substantially
independent of food during use, i.e. the observed C,ax value and AUC are
substantially similar in both fasted and fed states during use.

Suitably, 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. Suitably, 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.
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pharmaceutically acceptable salt or sol vate thereof,
such that the nean maxi num plasma | evel concentration
wO20va/icval ue of the drug i s maintained subsramEPaok00997
i ndependent of food during use, i.e. the observed Cnax
val ue is substantially simlar in both fasted and fed
anot her as ct t he

st alflaes dur i ﬁ l) CZI Q[ ant

f or e%orElP?%l %’é%lc% P rt%fr% ﬁBeRré‘PU Ha o6 HStion
proﬁbﬁh?"fﬁé eaguifad bijethrscot Bl uﬁvéﬁdidn RrmePbYB§SEndraRy 8ath

such that the nean area under the plasma Concentration

commsmsp@ eamprigas g singleelayenef dog.ng i nterval at st eady

S t a depe
et ullelbiv) 10 e iR BTSSR BRROLAS At o 58S BT
sub§ﬂahﬁtawltheaéérMe%lxt‘Grita1 bbih thetdioimashethdatme lﬁ@%tlﬁbgt/@ the
during use. Thus, in a preferred aspect in operation

dospge TS fossulnted ta eeBpRsRIEfOTHIRRI Hiepsndensy of Compound A.
h I f
O SRR 9 BN PR

the admnm G,iamags on aperureal infpErmeabibs peirdemdndent coatings used in
i.e. the observed

i nde nt of fqod during use,
the pigk g'glaﬁgn%‘ﬁt? ﬂ@% ¥€substantially sinmilar in both
f aptdifbvailad 8hrolerli6n fdihbibstae forrh! foAbVent Mhibiridion

conposition is formul ated so t It provid
befarampeging, & mey dasisale tCpnpddad abrmenaopalasem@eat:mg;m the
dosaccg(gt abl e salt or solvate thereof, on contact with
391% 0% nedi a. Sui tably, the second conposition is

f opsabadieg s 9et dalrttcr dgpevi sfeaherdséntafvéfasiterefis provided
Compound A or a pharnaceutical |y acceptable salt or

a preggsmias PreRarigs an gral dosage form whrqqd@ime fase eompeses a first
com@%@ﬁ%ﬁ' riooért'%eﬁé‘l% Bgm&)%fﬁﬁﬂ LB @%@EJ eg orﬁ/ﬂéﬁsgﬁé Gempound

ormati on provid e’ Fequire
A on mpbatmmeutmah‘jeacmmaQIeMMH aol‘MehhemajﬁO(Sthéidbng Yand a
a Si bela er, of ru Itably, the

CcO
phaTRaGRIICARY AEPRPYR B AP Ll eLe OV %r%ff@aﬁét am@et:@nd
conﬁ%@ﬁbﬁ@tg}@'a'rbénbaﬁ té@@i@a@éb% at a.ﬁ%ﬁha rbf sétrsﬁ%.%h and

the intestines, ) the dosage formis fornmulated to

adminigireiiyasech thatttfma rqjelaﬁe@eael@ ot heotirugoiinprathe desagadorm is
sub BB BRI B st o o Or 2 dosage form e
whidhpeicaegebmpdisep thelelepdd Bbqaeatialas sigeftahBously:

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

(i) formulating the drug into the second composition;

and the steps of sequentially or simultaneously:

(i) forming the first composition into a first layer; and

(ii) forming the second composition into a second layer; and

(iii) combining the layers into a multilayer, especially a bilayer dosage form,
whereby the first and second layers are formulated to release drug at differing
release rates on administration such that the rate of release of the drug from the
dosage form is substantially independent of pH.

The first and second compositions may be prepared by compressing
suitable ingredients in conventional manner to form a compacted mass in multiple
layers, which comprises the dosage form, typically as a tablet. The dosage form
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the prior art acknow edged above. However, as a
protection for the dosage form to prevent

woanicasinat i on before dosing, it may desirabl ePCO/EP2006/000997
provi de a conventional seal coating to the dosage
form According to yet a further aspect of the present

may bf REPAFIabSIES CPBYeRRAL IR Ries S RO e fypieds, "
comﬁr‘e%?bncrﬁgﬂfbﬂbt R safd @o nﬁgﬂ@ﬂg%ﬁmns@@(’cﬁe active

COMpOsSi t1on conpri $ing npound
agerplaagantualbog With @mpntﬁbthet wapart satisfaciay eredesséwf and
dru and a har eut.i cal accept.abl e, ca
compresen g aTae Bl S S BT ottt Rer e Shddfbnal
excu;ﬂéﬁtséthé%%%hﬁ pafl SFaRe d@é‘dﬁe #omeliddiede aBintehRR3S
rates on adm nistration such that the rate of release

flavoofanthecaloiants.relpashenadibing agenta ard/supeiuaising agents such as

oSBT L B SBRSBIP M SRS e

and Exdigiehts ard therdudiiy nbasppdort foastmprets(dr intd amultirteng
t he dru? into the_second conposition; and the steps of

espesiyenbiaerylablets Thedasqesda . mey PerigrmeR@Yira reRyiation
methgag%gﬁ@) %@%ﬂldt%ﬁ%@tﬁo‘d%% HyAhRict 8@@@’5%% g"h"g d’t%atgiéeform

osition into a“secon
may bendroduoced bbeodda)geﬁosanmdeslaadmﬂa—sélaymd stegeeslichl &s/biaconvex,

R T A U 08 o B GHR hor.
gen%r%l;?é‘;ﬂ%dﬁ@b%r ﬁélyﬁé’dﬁaﬂ'esé réltrié?ﬁ]uw%hslnh %hab@e Thatt8rrAfnear

ease of fromthe d osage ormis
hembsgsarioal'] |a||mt¢nﬁﬁdé@bﬁd:@nstr@ed pHthermannier esaifiedsisddnd

5 00f RESS D Bt ReaR AR RS R AL o

havnﬁ@ﬁﬁoldﬂnmd bppositel ayrrces. whi ch conprises the dosage
orm typ| cally as a tablet. The dosage fornmy be

pr/éi)éﬂqé@? eg.ab@veom%ma PRAS fopTeet s%oqrﬁﬁ%rﬁt'%m@n is
Consflc%rngt?tHeoéhlt‘é‘P)!HI’f;ozgﬁb 'aaggtapsrgﬁggéﬂ?ﬁ grrlﬁgggJeﬁv?z\?éﬁels iRdithted
to pmwfdb aetttarapemti@eﬂfdrratovenpareb(t@uiedsm@mcboﬁftlrpeosmam gp to 24
hourg,n%r example, up to 12, 14, 16, 18, 20 and 24 hours per unit dose.

As used herein, the term "modified release" means a composition which
has been designed to produce a desired pharmacokinetic profile by choice of
formulation. Modified release also includes modified release compositions in
combination with non-modified release compositions. For example, the term

"modified release" shall comprise delayed, pulsed and sustained release either

alone or in any combination.

In one aspect the modified release composition provides delayed release of
Compound A or a pharmaceutically acceptable salt or solvate thereof. Delayed
release is conveniently obtained by use of a gastric resistant formulation such as
an enteric formulation.

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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conpression characteristics such as diluents, binders

and | ubricants. Additional excipients that nmay form
wopande/o8f1ithe dosage form i ncl ude di sintegrant SPCT/EP2006/000997

flavourants, colorants, rel ease nodifying agents

and/or solub|I|S|ng agents such as surfactants,

nouroiit {2 BETS. ARIOCLEL N PE Uaa e BT R P h@%@ﬁg? of 4

to 24t Ho&@”ﬁfe?ér%bﬁnm'tﬂé‘?aﬁgé"é'fﬂQ't@WhOLﬁ’épeC' ally a
l ayer, tabl'et dosage form may be formed by wet

gr&umameddalaaseh@amlcaﬂywrgw@@d| kit uemoheshistrined rejgase matrix,

suenig SRt RS Ry Pl R S AR AR, " e s

bi sgtavRY, relkRi¥e-iS Bh@ébl?@ibtaaﬁ@dfbyhﬂé ofsdhenidigihtegratiifimatrix
oval, generally ellipsojdal, oblong, generall

tablet jormidaiianl Suitalye npRedisintegrating rféﬁ’ffl%ﬂ%bﬂ@hf@éml%ati% are
oov BRG0P R R0 bEioed ScRIBTAERfors ana

hydr@)@ypirabillyneﬂwly&;eﬁotsag@fﬂmlam td tremalbédte Exambplea of suitable
bi - convex shape, %e@’ avi ng two doned opposite

matesigls inctisle udrpgHiRS oé\ti@vwl appyiatgy meﬂaﬁdg\a@f@aﬁa’ﬂaﬁpof

th
e EaRER T Ly Pl S a5 FeBaB RGP Bbfétny
acrylafe, Fhéthy DR ethddigaan ebtnethyddhatinioatay matidrgatechioride)
erlod of time, such as up to 24 hours, for exanple,

1:2: Q,qb ﬁartnczpollw 1PFY (camporay), afrhfaN@Pﬁ%{éﬁSﬁ’é(hxmpxym@M
the term"nodified rel ease" neans a
me”@i‘r?ﬁ& SEiR cemﬁm ec)h has been designed to produce a
desistamhephalgmedt feiéropaipkul s e ohaidigintehrating matrix tablet
fornmul ati on. Modified rel ease Elso i ncl udes nodi fi ed

formwatl@as@r@e;ﬁmpéﬁe DY drROTPAratineINA aﬂaf\ﬁﬁt metiovceiiioss ey
hydréé{pggé@,,rﬁgﬁ&ﬁ%'llhlogﬁ%toﬁﬂ tﬁ%i@fmkﬁa 18 db@élﬂiab@ﬁia{té

rise ayed, pu sust al ne

incluﬂelMEQELWI(ﬂ?olgl(maamaoryhcmcaj))eﬂcydrdmryiate)dm) amd Methocel
aspect the nodified rel ease conposition provides
K4Ma“é(lzav;dé@xmp@ﬂ§@etswl@m&9@9hd A or a pharmaceutically

T L e
reledser sflb@vnpoons Uchr apharmacdeically bocaptbbte sait or solvate thereof,
for example providing up to 4, for example 2, pulses of active agent per 24 hours.

Suitable materials for an immediate release composition, such as the first
composition, include saccharoses, for example lactose and maltose. Most
suitably, the immediate release compositibn is predominantly lactose. More
suitably, the immediate release composition consists essentially of lactose and
magnesium stearate.

A suitable dosage range for Compound A or a pharmaceutically salt or
solvate thereof is up to 12 mg, for example, 1 to 12 mg. Thus, suitable dosage
forms comprise 1, 2, 3,4, 5,6,7,8,9, 10, 11 or 12 mg of Compound A or a
pharmaceutically acceptable salt or solvate thereof.

Particular dosage forms comprise 2 to 4 mg of Compound A or a

pharmaceutically acceptable salt or solvate thereof.
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In a further aspect the nodified rel ease conposition

provi des sustai ned rel ease of Conpound A or a
woheoomatast i cal | y acceptabl e salt or sol vat e t her@pt006/000997

for exanple providing rel ease of the active agent over

atime period of up to 26hours, up to 24 hours, up to

18 hours

, 16 hours: i.t abl i th f
4 teHaG e e oBrs e ise 4 a8 P S dphdind A ©
pharo aﬁ’gcaﬁfﬁ a&bg{%ﬁﬂ)lef gheaseolvatd wiireat | y provided by use

u I ne el ease matri x, such as disintegrating,
norRattisilat dgsage iegmsrcasnpiisend tord2rmeg @f CapngewnhAdr a
rel ease s sui I bt ai ne of a
pharﬁl?r?-eﬂﬁ%ﬁ“hteé:&eﬁfelﬂﬁgﬁﬁpf TSQR'tag%%etrg&gr nul ati on. Suitable
nomp gl §bShGIfc E8mpREEd * rhgbl Sompuund Atdrenshafeaceutically
provi ded by the incorporation of nethacryl ates,
accepiahleisel or sevata Wereefar boners and hydr oxypr opyl

i O s relt BBl B ohbf LRI EY Rl o A fpaty

acceptdbié abR or 8Bl theeedfacr yl ate, trimet hyl ammoni oet hyl

TR TN A8 Mt A

oo IEEATRRLE Vi bty kg g 2 2 0.2)
( hyRIeteryart dpsdganieringl coshprise8 enghf Bahgiceind Avsvai ned

rel ease js fur r optai ned, by use. of a disintegrating
pharfrcRCA AP R aRLeT SRV AR Eh! e by

| nC{PARBLINDSF @BH&@%MWb?&pﬁé?ﬁ@ltéﬁt%éll?'éb‘éépfﬁble salt or

hydr oxypropyl nethyl cel l'ul ose into the fablet.

solvatrdhpies prgsestiin tisl firsheerappailion iang the ecand #gmpasgtion may

Pol y( et | I ; ..1: 1) and
be V%fé??]ﬁ-’c%?m{@ﬁ(%lwﬁ? %@%g%@%ﬁ%‘&??ﬁ@é&ﬁ ﬂ{/rﬁﬁlgr lulose). In
yetFar dxaniglerwhasiesttie draedosatid foemh corhprdsss 8 omposCompound A
provi des pul sed rel ease of

d A .
or a Qhaﬂﬂwpﬁ%%%%@@'@;ﬁ%mres%\%g%E‘?re%%ﬁt%@sﬁ%rf%ré‘? suitably
e ¢ _
compiiSeced il EoRTfehiy 190 B Eonfboundia B 8Nfsoe Pt Salt or
solvate thereed) aida Isles@senwmmpginng ohCosyxdurasAoha fir st
phariipepa Rt Gl a5 ATRE BN BT leRE R
com?ﬁ%@ﬁéiér%nﬁpﬁ'iéﬂﬁg?d% RRTInYpdiaRt A% a Phrthaveutiedlyysalt or

I medi ate rel ease conposition consists essentially
solvaie thakeodsandaadpyer comprising 4 mg of Compound A or a

pharmaceutically salt or solvate thereof. More suitably, the dosage form
comprises a layer comprising 2 mg of Compound A or a pharmaceutically salt or
solvate thereof, and a layer comprising 6 mg of Compound A or a
pharmaceutically salt or solvate thereof. Preferably, the dosage form comprises a
layer comprising 3 mg of Compound A or a pharmaceutically salt or solvate
thereof, and a layer comprising 5 mg of Compound A or a pharmaceutically salt or
solvate thereof.

Where the oral dosage form comprises 2 mg of Compound A or a
pharmaceutically acceptable salt or solvate thereof, the dosage form suitably

comprises a layer comprising 0.75 mg of Compound A or a pharmaceutically salt
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magnesi um stearate. A suitable dosage range for

Conpound A or a pharmaceutically salt or solvate
wohere@sfiibs up to 12 ng, for exanple, 1 to 12 RQI/EPRWS/000997

sui tabl e dosage forns conprise 1, 2, 3, 4, 5, 6, 7, 8,

9, 10, 11 or 12 ng of Conmpound A or a pharmaceutically

acceptable salt, or solvate thereof. _RParticul ar dosage
or SN RASBRp AT 16 SATIR 519 DgeyDail GBS A 1%
pharﬁ?@%&é%ﬂ%l%@@ﬁé%ﬁ salt or solvate

t hereof.

articul ar dosage forns conprise 4 to 8 ng of
Cofvpenmtherorat dasageafaraceampraes ¢ rag ©& Hoampeunshioré

I : h . Particul f '
o ek L Ao e s B RS P R T S
com@idds #layep cyriprisiner 6ahg dPToripsass Al ararphamuadesizally salt or
mg of Conpound A or a pgar maceuti cally acceptable salt
solvaie thetephtand & Y6 COMMISINGD S ay@ 9 FrrREBAVAY - 2 ny of

pharg%%ﬁﬁgglﬁ%?@%%&%ﬂ?@'mglee‘gf-i cally acceptable salt or

ef'erred dosage forns conprise 4 ny
of BraapeUngntofthe aclebse Matsutfi thalfirst saeteatoml eorapbsitions,

sol vate thereof. Preferred dosage for conpri se 8
and aelusting Simatar ypriab| R AP HRLEIRY GaPVG SAL B S S Oighe
dos l%%etﬁehr%i%ﬁfe- rat€inAfBWie @t CAVPGHAENAI 85nditions can be

ar mateut y acceptable salt or solvate thereof
harmurésexhto oitatrheorhpastble tetpase ratea wer diftereridmdy

.conposi tion may, be varied in_accordance w.th the
onviggRERaTR AL SOPLPIRIR Bt s R eRBREF SRR ot he

or plefERBRAIM AEHBIGRSTPFAtEE Df hdTBrar [dosag® o &f 1is Mvention

pharmaceutically acceptable salt or solvate thereof

are armengrskee that dherrataicf selepse derprpsiastially siguar ivtherdiferapt pH
orviafl RGP B T BUR RRG L MR Bloscutor
rate ATy dsfegsed byphariins bestingdalsojutibalstof dne approgtriate pHs. For
exar{wgga; Sv%]:@g,ﬁ%%%r@ cljrl\s/%l}jg(pltw ?ggﬂ%g%tﬁ) quhgénrgaﬁgsﬁ%%ﬂ)ersltg ?naay be
carriBRYUTRAEAY £ Y .5 ®ith Plransfer to pH 6.8 after 2 hours or 4 hours, as
an assumed time for residence in the stomach before emptying into the intestines
of a notional patient in respectively fasted and fed conditions.

As mentioned above, 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 for the treatment and/or prophylaxis of diabetes mellitus,
conditions associated with diabetes mellitus and certain complications thereof;
Alzheimer's Disease, mild cognitive impairment, psoriasis, asthma,
atherosclerosis, metabolic syndrome, impaired glucose tolerance and impaired
fasting glucose (hereinafter referred to as the ‘Disorders of the Invention’).
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 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

10
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sol vate thereof, and a | ayer conprising 4 ng of

Conpound A or a pharmaceutically salt or solvate
woOhers@sfiic Mor e suitably, the dosage form conpr PEE&EP2006/000997

| ayer conprising 2 ng of Conpound A or a

pharmaceutically salt or solvate thereof, and a | ayer

e GRS W3 P SR AT AL P o P50 G Cablboun

ora ﬁﬁaﬁﬁéé&mcaut aw@éptér@l@mausorr@laat@gh@fedmmwumnmuger@d in an
pharmaceutically salt or solvate thereof, and a |aye

oral desags Birmgoihisggnuentoshisdodigaiecoto ke Hﬁ%futr&bf@@ttr%tmqnt ‘and/or

propBaierti B SRt BB ma it R Gl ot At 4 P
pharmggfﬁlyﬁaaﬁptatﬂé saltlor abobydid dreredf thca) admslaweltednman oral
sui tably conprises a er conprisi.n 75
dosagerfpBind tms&ﬁvws@ﬁawmﬁ ﬂéarﬁp ?ar’fh%reggm@m and/or
0 I
orooPESESIiadiist | SUPE)F ROBUAL Ao pRaBic gy cdotani
salt Mmﬂmtelthdmﬁwmﬁmahed:mrbe iusetul 4n the wéatBeni@nudorprophglaxis

of ol SaHON ARSI BBRaTTeeS e K e SO S pgeolvate
theréof@vﬁ'&t Q(fjmﬁ:ﬁg@%wﬁlt #h BFal YoRBGE HEGE bt | ttﬁ@‘tdvﬁénﬁéhﬁs t?fdlcated to
sol vate thereof, and a | ayer conpri sing

be ue;?fmpmme treatment pndtqtm@f?hylaﬁs 10§ a@mrps@er@ﬁ {/nguéably,
B
comBBbE % PR He Bl ek BTk 88 shBb o e oo,

admwﬁété@ﬁ ipsariTerl dopage fdrav ef tikinvbation Y adkatsd o bé usbrl in
dosage form the rel ease rates in the different

the teeatme@hﬁeﬁtoamr@@%d@w shanetabolisesygdrams: seiitably. dpempaund A
ora éﬂ%@&ltﬁaﬂ? la@é%ﬁtabl%t ﬁt S8ty atd thERIF M m%ﬂ%%ed fa be useful in

nvi r onment s I eve nore constant
the trmtnent an@fcefpeoplintigxis log irdpsised glhucoae tealesmnoet $m1tat1by aI

CompRanid g BPhegmasse oY EReP S St o WA nerapieen
admmlgtéfa&mtambteﬁwbég@m 5f BIPRVEANEEE PXidahed fPBaa8eful in
formon adm ni stra Di ssol uti on rates may be

the tmﬁwéandtonmonhylms végnpaied fastioD @yense. of t he

g\;egﬁ f?}g%d %ﬁﬁl?%d: e p?ﬁngegﬁ e%ﬁat"flﬁﬁlg c?r‘frﬁpcf\hcﬂ%s? method for the
treatment and/or prophylaxis of the Disorders of the Invention which method
comprises administering an oral dosage form of this invention comprising
Compound A or a pharmaceutically acceptable salt or solvate thereof, to a human
or non-human mammal in need thereof.

In a further preferred embodiment the present invention provides an oral
dosage form of the invention comprising Compound A or a pharmaceutically
acceptable salt or solvate thereof for use in the treatment and/or prophylaxis of the
Disorders of the Invention.

As used herein, the term "pharmaceutically acceptable” embraces
compounds, compositions and ingredients for both human and veterinary use.

For example the term "pharmaceutically acceptable salt” embraces a veterinarily

acceptable salt. In particular, suitable pharmaceutically acceptable salted forms of

Compound A include those described in European Patent Number 0 306 228 and
11
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carried out initially at pH 1.5 wth a transfer to pH
6.8 after 2 hours or 4 hours, as an assuned tine for
woesiothsniae i n t he stonmach before enptying i nt oPCIWAEP2006/000997
intestines of a notional patient in respectively
fasted and fed conditions. As nentioned above,
und A or phar maceut i cal |y abl e

Intersayeal S atehe A cAan. BaIGAIEIA SHDRR AR oy St s Adierticularly
t d to be useful for
prefegrﬁéd‘t r eaéﬁrpeiwbgﬁ (ﬂggpggﬂéyeg&fglgf di abetes nellitus,
c dBuitdble phaasaomutmaﬁyl awce;bltableaﬁxdva@smtluf:le UB/daaies
ceftain atlons, r%E iner's Dise
A%ué%ﬁp&? shad speayy mggprmammum plasma
levelaécjh%ﬁﬁéﬂ&{ osi s rret aboI i c syndrone, inpaired glucose
tol erance and inpaired fasting glucose (hereinafter
r eAgused heceinghe berm AJGT gbak msfan the maeemrEamm)ier the plasma

concBiratigh VerugaTas et ferdnB NSRS Rtk 84 st ASu SR ©
dogggRvE/emoRicoldyical igifeety aArefindatettinctabeshdve Mentioned

useful in the treatment and/or prophylaxis of diabetes
mer¢atmenis.condi ti ons associated with diabetes nellitus

Zn,gl &Zﬁl c%'tlgn§c?rqa{18|ﬁgtqu?ﬂ(§t | rnﬁ%oeg{ patetiista éfateﬁf)g@gfégﬁons,

ar ndceu y accepta Salt orr a6
citedtlhelmsebemﬁ@aftmphremaelanmbrborawd by adfecrmegss if each idividual

this inventio di cated, to be, useful  inthe
publicatich WeFR SeeRiGaly aB MY Hupl IBriCaleAhE bR incersreleddy
h t [ 1 t abl
refersg’HaF(% ABlen a%&l‘%}i IPs&foppPhar maceutical ly acceptabl e

or solvatée thereof when adm nistered in an oral
dolaatge folowingfExamgles desadgednris wardifeaned by comwentional

usefu lnthetr t a ro | axi s ,of | d .
meali§ DT oaier ik Aeite FREeRerReaRT ik cktgand cofnpressing
to foﬁﬁ@i RERMdreRishyede et P TABEE B5@hiples afd|ntehded fieb& 6l way of

when administered in an oral dosage formof this

l”US’traﬂ%malﬂlﬁffh@”l“ﬁd’@é‘@f‘éﬂ“ﬂ%p@eﬁ]‘%é\“@m'@ﬂ the treat ment
¥ 8 AP 1 BBy 4 PO

accdr@@ﬁc@ﬁmthixanmbleeﬂtlmioﬁvo be useful in the treatnent
and/ or prophyl axis of asthma. Suitably, Conpound A or
a pharmaceutically acceptable salt or sol vate thereof
,\o‘gﬁ@.‘adm nistered in an oral dosage formof this

Exat vention is indicated to be useful in the treatnent

A bilayey tablgsmgshipramiated by gondrinisglleyesdAs befwy taprayide non-

mod e RlEMde i 8L inTm BB ITRERUSE G ComBSERPLA Ak ~flet () betow to

provide sustained release of Compound (A).

Layer A mg/tablet
Compound (A) as maleate 3mg (pfb*)
Sodium Starch Glycollate 1.500
Hypromellose 1.500
Microcrystalline Cellulose 6.000
Yellow Iron Oxide 0.015
Magnesium Stearate 0.250

12



10

15

20

adm nistered in an oral dosage formof this invention
is indicated to be useful in the treatnent and/or

wonrophgtagi s of netabolic syndrone. Suitably, €ommevd000997

A or a pharmaceutically acceptable salt or solvate
thereof is indicated to be useful in the treatnent

! or —propnhvlaxd Aea

and hyaxi-s—ef—rpattetd—gtuecose—t ol er ance.
Lactepg mpﬁya’@)‘%rgbund A or g Bﬁg?mgceuti cally acceptable

La §g§ﬁor Sof vate ther eof WNER @M ST er rd in an oral
-—y—dUsaqe formof this invention is indicated to be

Compsehd|(A) as ntedeateeat ment angdborg (floPhyl axis of i npaired

astinaaluycose—tnpn—a hernd andod

fastin Lucose—thr—a—preferr erbedi-rent the present
- P
SodipryeiashRiyolsicdes a net hoti2390 the treht ment and/ or

HyproF iggLaxis of the Disorders gyg the Tnvention which
nethod conprises adm nistering an oral gdosage form of

MicrodrystallimeeDeliudosec onpr i si ng CoENd A or | a

caeuticallyv acecant abl calt Ar o ate ther eof’

___pharpaceuticall y—acceptable It—or—sol
Methagrdicigia S apoIwBer HYRE ma AR’ need | hereof. In a

fRrter ferred embodi Menbalgae) Pr €sent i nvention
POW%{;hgbélhge%R%ﬁl oral dosage foLm of the invention

Magsesipm Sieagat€onpound A or atpr(mmaceuti cally acceptabl e

salt orsolvate thereoffot—ysein-the{reatnent

2>ttt

LactasriManopyditi§ fxi s of t he 5188 ders of {he Invention.

As—used herein, the term “pharmaceutical |l y acceptabl e”
enbraces conpounds, conpositions and ingredients for
Additiondiliyh immedéaid relebee ilmamry, sisih. as-des@ibmupineEtdapleet may be

comyBEgMREA I PodDet sEare ‘s Cor il PRE ar , “sui tabl o

pharmaceutically acceptable salted forns of Conpound A
i nclude those described in European Patent Nunber 0
Exaapée 228ustainast Beleasedyalseralt @ matmplavieeat i on,

bl i ' ‘ icul arl
A mH 1T i R R B B SRR P e s
Sui t abl e phar maagtibletal | y accept abl e sol vat es i ncl ude

hydrates. As used rlgrei n, the term"GC max" shall mean
ComppENG#Ah maxi| m§n(Pf)tl’ sma | evel concentration. As used

Eudr%ﬁft?_imoié‘? terpspAUC' shal | nean the mean area under
tHe plasma concentration versus tinme curve over the

Lactdss mogpohptdetealblat st eady st at e.
Eudragit RS powder  to 500

Example 3 Sustained Release by use of a Mixed Eudragit matrix layer

A matrix layer is formed from the following mixture:

mg/tablet
Compound (A) 5 (pfb*)
Eudragit L100-55 74
Eudragit RS powder 18.5

Colloidal Silicon dioxide 0.6
Magnesium stearate 1.5

Lactose monohydrate to 150

13
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No adverse toxicological effects are indicated in the
above nentioned treatnents. All publications,
wonedsnding but not limted to patents and pat eRCT/EP2006/000997
applications, cited in this specification are herein
i ncorporated by reference as if each individual
publication were specifically and individually
i ndicated to be incorporated by reference herein as
. | i
Exal R4 SHsied Reloqte M o8 o A el PR RO B! Ber
A matrik lagert ie detnned frohrethedbllowingnypddicent s wi t h exci pi ent s
and conpressing to forma mul tj[al[pié/er dosage form
These Exanples are i nt ended MY tby way of
Compdusetpgtion rather than |im ﬁ;ﬂt)on of the present
Invention. Figure 1 is a grap di ssol ution agai nst
Anhyilmpeisfdilpagia calciim gbospeaticor 36iH accor dance with
Exa 1 bel ow. Exanple 1 il ayer tablet was
Cartf%‘?%lﬁ?ed by conbi ning | ay??pé( A) below to provide
Cartyspurediypi ed rel ease (i.e. ingmgediate) rel ease of
Compound (A) and layer (B) below to provide sustained
Talcr el ease of Compound (A). Add%4Dnal Iy, inmmediate
CASK s, such as d hbed in Exanple 1 may be
Lac%gjﬁbl neﬁ@%& the nodifie ?P'Eéq) ease | ayers descri bed
bel ow. Exanple 2 Sustai ned Rel ease by use of a matrix
. o layer ﬁ trix layer is formed fromthe foll ow ng
PDF RYGr .enﬁﬁ??abl et Conpound (A) 5 (pfb*) Eudragit LI
00-55 150 Lact ose nonohydrate 50 Eudragit RS powder to
500 Exanpl e 3 Sustained Rel ease by use of a M xed
Eudragit matrix layer A matrix layer is formed from
the follow ng mxture: ng/tabl et

14



Compound (A) 5 (pfb*) Eudragit LI 00-55 74 Eudragit RS

powder 18.5 Colloidal Silicon dioxide 0.6 Magnesi um
webkeavmstacl. 5 Lact ose nonohydrate to 150Exanpl eC#/EP2006/000997

Sust ai ned Rel ease by use of a M xed Carbopol matrix

|l ayer A matrix layer is forned fromthe foll ow ng

m xture: ng/tablet Compound (A) 5 (pfb*) Anhydrous

di basi ¢ cal ci um phosphat©a#®s7 Car bopol 971 P 22.5

Car bopol 974P 7.5 Talc 0.75 Lactose nonohydrate to 150

“pfb = pure free baseCains 1. An oral dosage

conprising a first layer of a first conposition and a

1. /é@@oaidiqsag@rcqsmpwr@acﬁnﬁﬂ lawefpeisa firsd eomuasiiaoapdgisecond

ever o FRET B8 GRIRBHTGeh P BoRHBR TR A Lo AR PARY

pharmaglaticabestdapthbiy saﬁeﬁrsbm@lt@tmebf gtthé deugf and awher ei n
first and second npasi tions are arranged to

t he
pharmaC@uaa%le/ %mﬁjﬂ%hle&afrf%rthﬂ@f%w@@g@mrta@égsfoan second

Comp"%‘ﬁ‘gﬂ’ %é%h éel?BOZE He re(Fr%II se rg‘?ﬁn%?é%éé&ﬁégl ?o:not he

adminidtratein. conposi tion i s substantially greater than from
t he second conposition. 3 An oral dosage form
according to claim1 or claim2 , wherein the first

2. M’? BRAA QR fbfim %cbm@tcﬁ&lﬁlrﬁ gl QEPeinRB8Ickke r?'a’ce“of the drug
An oral dosage form according fto any preceding cla m

from thedfissteiomporiticreisoubstantiady ioréatar tharmframdihei segondlceaywosition.
conposi tion.
3 An oral dosage form according to claim 1 or claim 2, wherein the first

composition is an immediate release composition.

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

composition is a modified release composition.

5. 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.

6. An oral dosage form according to claim 1, wherein the second 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 small intestine.

7. An oral dosage form according to claim 1, which 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.

15



5. An oral dosage formaccording to claim1, wherein

the first conposition is arranged so that in use it
woebwasedssubst antially all of the Conpound A ®CTAP2006/000997

pharmaceutically acceptable salt or solvate thereof in

the stomach. 6. An oral dosage form according to claim

8. fh cleqsededpanEeoLling FORETR 1 Phiph dBPa3R e natimiss to
releasePthefC SSRGS 4 Eﬁér}ﬁé_c@é‘rt%w ARt EalPbr SM@HRreof such that

thereof in the small intestine. 7. An oral dosage form
the meas @oeallinder inegplasmaiconsrniration yagpesfitmencusveapyempediasing

: rel ease th nd _A.ar. r euti.call
interval 88t CATGH T piyBeuR PSR FRrednasnt adane
during 08&i mum pl asna | evel concentration ("Crac") val ue of

the drug is maintai ned substantially independent of

food during use.8. An oral dosage formaccording to

[ BS Al r S

o BT sl GBS i PR SRR Gea to
releasesthleM@drapduielr of agihmabantidiig aveaptai@aalyodsviviabethereof so

{ol asna concentr(iti (131 versus ti curve over the dosing
that bofthiher radx Vaiue pa éXLP pheeved Qe ministraliof arsegintained
s t: i [ @&Rﬁ@&g{q gf food during use. 9. An
substarit‘}gglﬁ/ I@@%%%%edéfhéfﬁ] accor di ld to claim1, which dosage
formis arranged to rel ease the Conpound A or a

e S e R
compod€fh M frirfiaten s¥rtBafbrh\idéernmiebri@nsleabs Yof the Compound A
i ndependent of food during use. An oral dosage

g 10. :

or a phagnaceiticaliiiasgepigbimgalbaeseyatel themof pn eprgactwiéh apreous
the first conposition is fornulated so that it

provi des i medi ate rel ease of the Conpound A or a
pharmaceutically acceptable salt or solvate thereof on

contact with aqueous nedia. 11. aoral dosage form
. ABQSPHHORPIOEMASRERY %ﬁamgep/?nt%a'wﬂ%iﬁewhei%the

_ o et . .
secondh S PRIOTRORL AR SolSI LA RIS o dppoune
A or a plearepacebiticatnbccantallel saitar sohate dierenf oo woatact withraqueous
aqueous nedia. 12. An oral dosage form according to

any one of clains 1 to 11, wherein the dosage

media.

media.

12.  An oral dosage form according to any one of claims 1 to 11, wherein the dosage

form is a tabiet form.

13.  An oral dosage form according to claim 12 in the form of a bilayer tablet
comprising a first layer of an immediate release composition containing 3 mg (pfb) of
Compound (A) and a second layer of a modified release composition containing 5

mg (pfb) of Compound (A).

14. A process for preparing an oral dosage form which dosage form comprises 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, wherein the first and second
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formis a tablet form 13. An oral dosage form
according to claim12 in the formof a bilayer tablet
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he drug into the second conposition; and the steps of
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ease 0 drug romt dosage formis
substantial ly mdependent of pH 15. A nmethod for the

re t .and/or, pr a s ,of the rders of
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mammal in need thereof.
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