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WO 2008/ 104590 PCT/ EP2008/ 052430 NOVEL DOSAGE FORM
This invention relates to a novel dosage form to a

w@e@sasssId or preparing the dosage form and toPCTEP2088052430

of the dosage formin nmedicine. 5 International Patent
Application, Publication Nunmber W2004/ 056369
di scl oses certain benzazepi ne derivatives including
1-{6-[ (3-cycl obut y| NDVELADOSAGE BEORM 0- 1
H 3- benzazepi n-7-yl ) oxy] - 3- pyri di nyl } - 2- pyrrol i di none.
.Wl)20q.4/ &)%6%63 teachle thaf? be zazeﬁi ne derivatiyes
> BECTSP AP &P %ad‘&"%g“soséﬂﬂ% Ghr & 4 RERRTSAEE PRGNS
fosags Bya andrientheorfetf i dospopdom B-regdiciodut yi -
2,3,4,5-tetrahydro-1
i*r'rsn%rr%%@ﬁ?e%rﬁAﬁpzég%igi,g%ubﬁcéébéh'hﬂjnﬁ‘%/éir}r\/gtézé’dcf/ééét%@'oﬁ]kgfb%es
PR TS sel r s T LBV unh e el
aly7-3-bppzdzeginchr ) axtglhi$-pydding}-2-pyrreliginoary dr o- 1
H 3- benzazepi n-7-yl )oxy] -3- pyridinyl}-2-pyrrolidinone

%%OP&@B@%@&E&&%@'H‘\% b%ﬁgﬁggﬁﬂglogrﬁﬂv%s Hié?rbequﬁmtmtea using

] B Hof 3 S5caae BYRL i 1-o-{(-cyciobuty
12. 34 5elairalysion-i HB-henzexgnin I-yhpryld-pyridjnyl-opyrraiitindne isne
igxplidt® dlesa@d. 20 form when conpared to a dosage form
| acking said stabiliser; and c) a pharmaceutically

accept abl e exci pient, The dosage form cx)/ be adapt ed
i3 @ Taeh@sRedt PaPresent BV?W{@”@&?‘{'&W g%a&gs "FEST PRGNS
rajut e Tef6-lE3tayatosityl-2t3, 4 h-tetFarydenc A3t e nzdoaning é-yi) oxys-

| gyRliH AR 21 dyArsRdiRshRdretoHapinaéduticalRa e bbiedailt Merésfat i on
So§Ch aasstgﬂf?ée'?,t\ﬁhicr? Fe%ﬁ%se&e rg&moﬁto?’1-@-ﬂ(é-§’cl%ﬁ@ﬁ-@9§§,‘5-
powders, Syrups, elixIrs, gs,usp_e_lnsl ans, so_Yu 1 ons,
dRYAYOEHE - SsRRrateP Ay eRd RaYEdiny P -Pyyetidinens i the dosage
ddmm when carnpanaed saie llosagesfioenild akingcaia $tebiisersarsipensi ons,

idypl ant shaandcetiRdfedep@bleléet.i t ution; (3)
transdermal adm ni'stration such as transder nal
pat ches; rectal and vagi nal adm nistration such as

4) al ad . :

STJEM?Q% r@s’?aBb%% 3danted fos gdapnistrayapto th@ﬂ)at'ﬁ"htﬂéll HYyidgsired
andteiof b amgsteatiomd Fbmexatpge, idosagauioma ctirdy tipasecketapted for (1)
AR5 iSistrtibRREES b9 Bblet&NGps Qb tdapREs, LRI I8YhgB8 howders,
dr ol{%)s) i &g) ut o%)lscalS a}drln i St L%tl on, sHé:th a ggheeqms(
SV HPERPLS: UBPPIIATS: SRS oREYISI998: 8! 8r‘j‘8§§,_ Hra s,
fResenierahannyigisyatiqnrsuch @g| séarile seInlians. syspeasions. i planis and
Slonal s, fos tespestiutions (3) amadsdenser adminatratiqndyuch wsdainsaerehal
AR HeBIUR et BhE VLR AtddMinisHanaRich 8480 it%r@ pessaries
pat %hes ) ’;Zfr 6¥Is. dr ops cheY)\n Jleh %gnf an hta (J efs.dl n
g TRt Rt RSt 19 lransebadmipRiagcy} jHch 8s dry powders,
"3§¥RA0HR SetReNsiaNs.\and sobivpah (serayr @ngdidsens); (6) piges t o any
Rhiatimetestiohi stiah by cazesp babrhentsEbditnsasolttons epdstés) didpe,

e t ; .
%ﬁﬁ et %?’%rﬁnd E'{?l)c%ﬂ%r }’J(‘Srl_?se(tjrpg%gog}t.rg_egt, sprays, suspensions
1gng | tfa%%ﬁ'8 I VQ‘Syﬂl 7%(;(%&:3@9%% administration such as lozenges,
patdhes nsarays2 dyppsr dlevinnaures and tabjsitar maceut i cal |y
acceptable salt thereof and the
In the context of this invention, the term “pharmaceutically acceptable excipient”
refers to any pharmaceutically acceptable material present in the dosage form
other than 1-{6-[(3-cyclobutyl-2,3,4,5-tetrahydro-1H-3-benzazepin-7-yl)oxy]-3-
pyridinyl}-2-pyrrolidinone or a pharmaceutically acceptable salt thereof and the
stabiliser. Suitable pharmaceutically acceptable excipients will vary depending
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stabiliser. Suitable pharmaceutically acceptable
excipients will vary dependi ng WO 2008/ 104590

chosen and include diluents, binders, disintegrants
and superdi sintegrants, lubricants, glidants,

granul ating agents, coating agents, wetting agents,
Suplow ¢t sarticdarsdzisega fam chospreadd ingludgeidents, binders,

Q)“@l'rin{tg%r‘;ah%ra%d s%%ﬁﬁs@rﬁ@él’%ntg‘;lugﬂ?éiﬁé d&HS, 'qr§nulg[hntgl acgen;[sng
ARG St solithif o e E?%QPW@.%P%
\Areifiers yswaelrness dRKeH g aagents. fauosr-magking egentageaiausing
EIgeaR! s@dtidakiag agsatsf mohesargs, chieatiag abéred, plapsticikors, wWstdsity
Wé%ﬁ@&&erﬁ@ %tecfﬁ&ﬂ@ln@ é@'&ﬁfsn'ﬁf%gé‘lt\/bﬁ\fésl YurfcErd. &M@Sklﬂed

nore

Do il papratie B8t el mma%%ﬁ'ﬁa'fy Y
tSeevegrelieghamene Bingliensantt mpy seme aft@rmﬁweawn@iwnampmlﬁg on
aicherhudiofi thg eRclpient is pRysenih esefkmulatibomend enadtiedri on.

%’éarg@l@ﬁt‘% a?é‘pFelgﬁntsiﬁltr?é:Itohﬂ afdn. S@blﬁéﬁ’ée on the selection fI Séjitable

rmaceyti cal e .excl a
Fo B s S RhaRlS SRS b s
mrmgeﬁuﬁlgalcﬁﬁm@ﬁywamﬁutd@@ag@OfrtpranB) of the i nvention
nay be prepared using techniques and 15 net hods known

wn? ﬁiﬂn o?ﬁm |HY1&nt[‘i8n ﬂ{a;/ be%%BFar% uggs hﬁ%% and

PRSI ncta|th<§@. L Ptk SPULPL BRI ASARGTY popd
am thecarbargi desntibedtin &emingion’ sé’harrsa@uh@tﬁe@nces @Massl i d

q:r@nsrq,qgs@g@,pg@y)m such as 20 a tablet or capsule
con‘prl SI ng

3-cycl obutyl -2, 3,4, 5-tetrahydro-1H 3
H%IQE%?@}?PH'”‘P”%I’EB‘%WF”@”Wfjir%‘?t?@ 042 QO'HW?HQS@Q‘?]E%@ eh gs
phtabletorecapisulal doynprisiog d pibd (3-ey cidluty -2 13k, & ddtrahgdro-1H-3-
YeARAApFET-yBO - Q—d&*hblHﬁPQ pyPYiidirdNetord Hé@rﬂbéedh@@ﬂyllde

q%%%ﬂ‘gﬁgle% I?th(e%& a s%f)ﬁ ?g'r andsau%rugﬁf t%%g ro‘i’lﬁ&%ts mclﬂ%%r

Segehanides @t 6Ct§$%rsé'ﬁr0§%djeﬁﬂfr@&| %Hgaﬁ ?@@W%ﬁ%@dﬁ?””'@s
cselbitol)pstercarie.gi tandéarchy, giotatle stafeh and pregelotinizest sidichhe

Q%hulHéé)&?() its G&valived @ ‘gbl %E&ystﬁmﬂe gélh?lﬂ)%b? caR|upi é‘lﬂbhate

BRI Contql I8 PSR P dFate Yol g P OB S
FogVentiegalareipientsich eahinslegm distegranisslubricanits ang glidants.
tButtdbledindeed indieds saarc(e(ge cgrn starch, sdtatocitarcipahdpregelatinized

%&Q’EI"F élaﬁin F’Jc@&@'@d'ld?ﬁ é%ﬂ'nates |r99)aC|dgt'?é bﬁ‘th §EAGuph,

w"lwvﬁ‘#am%f s é%ﬁ'wa??%ss@ I

deethyleglivlass. Q%b@yr@tﬂrme@@psea|fw§@xyprﬁﬁylwlu@ée laoflose,
cr@«rjhﬂymﬂﬁylmyetr@'eielluubsme Suhtsie disinpsgrants arelddel stsrenhed) dross-
e c%éﬂ rFBﬁ&&%' S84, LM' Eﬁ | §H|b Akt o%c?rhﬁaluaé 9 ﬁ% Scid

I nc e sta ches, Vi N

ST o g PR &ﬁe ?ﬁ& Foui s ?%'Caaeidd

m@gm@mﬁﬁ@r@tm@a@mlwlst@é@teuIScblﬁéble glidardinglude talc or

| sahisiti@nicen divkidedehs ora kbl @cdade f&sw magn&mwmérﬁp@zm e
ude talc

gdgj%r%%%ﬁm?ﬁ Eﬁry ?‘t@g% C%Héét?cgér%%nb a:})ﬁpérrﬁ d dosage

formmay further conprise an

In a more particular aspect, the present invention provides a dosage form for oral

administration comprising a carrier tablet, which carrier tablet is at least partially

covered by a film comprising:

upon the particul ar dosageP€DEPR2008/052430
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WO pw8no43emn provi des a dosage formfor oral

outer coating which may have cosnetic or functional
properties. In a nore particular aspect, the present

adm ni stration conprising a carrier tablet, which
carrier tablet is at |least partially covered by a
filmconprising: 2 WO 2008/ 104590 PCT/ EP2008/ 052430

a) 1- {16{6H(Beyyadubiztdié,52etBabd/dbo-1 d13rlsdmy dreapirk 7-yl)oxy]-3-
"p‘yﬁd@ﬁﬁé%ﬁ‘r@hd’iﬁ&ne\’dr)a%ﬁé}m%etﬁl}ééIlﬁdc%btbbl% o) "tﬁé?ééfdérﬁkpne

st 2 e thel i eiate B0 Sl e Rllp-bytiocih 2 46 °

jet{q;lyp(@ﬂd@ch)q%gggﬂm 3-yBoxyl3- pwlgmy&-ﬁwr@h(;[none in the dosage
Hodn, dhenaoeapareditoyd Japagd f@npisckicky saitl stabilips. r ol 1 di none
|n the dosage 5 form when conpared to a dosage form
ng,said stabiliser, ILn the context of thi .
§7 § GSE Al i AR D Pl SR redrrgiaogeply that s
slaptially dreeiof 1-{6iFseyalobiby- P4 p-&airapydro-1H-3-benzazepin-7-
M)b@]{sé@ﬁﬂml}wwnduaoﬁ’e ér, pharbcalhigaiyacteptdblbesananepion.
o)éh ‘Pr%@’ﬂab%t é!éé bt cBM Lnl %yﬂxfrragéutﬁ:'e{b%ﬂf aﬁﬁou h

rrace th acce € 'sa

arenss 'W Hl?lcé"tr ed %t%',etrﬁﬁ’f‘ L5 o BV t?ﬂé?%‘ﬁ'é?lﬁgﬁets
aagemcormasn@d;ghtrmbwmnems in which the carrier
tabl et contains one or nore therapeutic agents are

c %ﬁag@%éfg? BVthUb%rrﬁeWﬁf‘ét i©Rot .%Bsrtgrqrapaad ey oL | the

'Mﬁc‘é%ﬂt??)e ag E%ﬁ%‘%’\'ﬁf & 'eﬁﬂé‘sb PVEET P%\Bf

toprllatwmeeand srepefto Emctiapps atatileitler aralzagdnzinigtratitap eArtyo
t fARCH t?ﬂeﬂﬁa?bé abé&tforf@@w@weahhc@dmeecrﬂdeaaﬁ R@mmg%w The
R ool i WA é@f. 2005 (Bg. rEcop, pne
ERRAdHRSNt He sarmieq iq 'edhs fopped by eenveptionsl cappippsion FPQS‘H@'OQV
emdadmpeiaes up teel (086 mvediluenblceta migtuFe phdidiebtg. Conventional
Qﬂﬂé’rﬂ@ﬁdcﬁﬁi@'saﬁ&rﬂ?lﬁg§§é Qﬂaét@@@@br@gé/ d%Qtr@é%J Wé!c@ﬁ&s
%0 I%;V%azﬁm)o( %Mrg\'té)% gtlé?({ﬂt(e 9y & ?l% CF%')C% ?r %tooéta%l ati#%rb égelatlnlzed

|siRrEls eellulage apd dis d&@%f‘\”@%& -g- @@@&W%”E@Wllﬁlos%)ecﬁc'um
reaiphiatecdnd diloadic ¢atiym phbapicte.( €hegtabisd mayStditarfcopptiad op to

S’ItO@'S/o"J\R}/V\?"ISNﬂdGEVr 698 hridktiifdl & Bfhde st %lﬁl%le tﬁr?dér@‘n@ﬁl@e anpfcH {eg.
i vatives, caI | um

Carnpﬁafcg Ealeiifsn b b B Rfiad A5 E ool oschuar Sedinl
falginaier algipigmcics Eagpcand). 25N @G, RYNIYIRyEelidongy ard Gellulos?
randtitsrderiedtivbs (el gr ethyl&liutoab) metbiyiodienssel carboxienethdceatlolose,

(dbxyorfIBoIRIRE G hQéPrtoQ}t/&oéﬁﬁBﬁ?Icéﬂﬂbﬁz‘) CCURleR oS Riby
%Oaconiméisaﬁ?wenﬁmf e@wﬁn‘*asvgrﬂvﬁ;}ﬁ& Sta Gomac sy

deagnegsiigesteaniate andcaleivmpigargtesaneglifiants (gyd. tale pusagigal

rﬁarcby diegidel | Dsme etmd@oﬁmmbrydam&:l and gidiants are each present in

rngmpoﬁyhﬁ% vk S e%}gcul rly u tro SIO/éPN/\{Van another
it sbsle ﬁ?é¥°r81?H\Pad?JPB | TRYENG U & BREKERLatiets or
loabsile shells niay e ussade%ﬂcrafn@rdablets ruifaklsithermoplestiametesials
qod i_h‘jeldﬁ@rﬁl_hﬁal_ﬂ’nhb&ﬁchm;@w)@ﬁ%dpglcélﬂ}kﬂie ltet&%l@_elﬁ]los@ﬂ I ogdal

I ; enbodi nent ubricants an

o hERes bR B ST
In one embodiment, the carrier tablet is a tablet comprising microcrystalline
cellulose (e.g. Avicel PH-102), pregelatinized starch (e.g. Starch 1500) and

40PCT/EP2008/052430
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an anount up to 10% ww, nore particularly up to 5%
w w. In another enbodi nent, substrates forned by

w0 pjosao4sem noul di ng such as noul ded t abl ets orPGBEP2008/052430

capsul e shells may be used as carrier tablets.

Suitabl e thernoplastic materials for injection

moul di ng i ncl ude hydroxypropyl cel | ul ose,

ghdgriesieh stbasés. Imzthitae pyitiatieserabadimehty tHenydrriexdatblett feas the
lfBINKEy ESFRSskitgant . the carrier tablet is a tablet

conprising mcrocrystalline 40 cellulose (e.g. Avicel
DI—!; 1{'\2\ nr anl afl nl 'IQPI st ar r\h /n g Qf a r\h 1!:{'\{'\\ and

A A

?W'GZ'@OS/ 104590 PCT/ EP2008/ 052430 maqne%l \M’FM

MiekakllineCaAuBE €.§amlicet PiHaro2gmbodi mentgo t he carri er

tﬁgéégt"{%aﬁq%gh éé %eﬁquhngs ogpnmposi tion: Exgipient % ww

crocr ose (e.g. Avicel PH102) 90

S
@j‘@ﬁ%%ée?@mcf arch (p g Starch 1'—200\ b I\/hgnpci um
Stearate 1 5 In an alternatlve enbodi msnt the carrier

SlH(?Iﬁ:]atﬁtgttnr%gt@éfmB@dlﬁ@ﬁmﬂeaéa‘ﬁ%rss'd%&rétg %ay Hetformulated such that
5{t

[ orally, a
AR 3o P Ol RSP Eoat g el
sligtegratieg tahlet @ @O Ty sphstraip eAlkeinatively. §ierieisabstaie may
e foonutatedisechis3o dathtdégratdiis wat@,gai ab ealled ‘fsat-dissolee wblet” or
G‘f-"bll'egubsﬁréﬁet di ssolve tablet" or "FDT" substrate. 10
The carrier tablet provides a substrate or support for
the film In one enbodinent, the carrier tablets are

Jowtcadiar dakleltpspvides apykptiaievsvppah ithr fign laone
Enflimdiniéhtcthe lcabigt Ydblets Arsdcdaiddetorsabytdniially prevent absorption of
H‘ 1%' [@BMWIJQ 3|71(l: glt%%hr&'l m@gbéﬂzﬁi/édin - yI)QW’]BOA})ngfng@er
BB e oo Ao oA e sof Marb it i Eblets.
tHrayaver, endipdiments tivkieh theee Iﬁepéoqp(@ eltoe ddftl{a-cyclobutyl-
2,34 H-btralefidr @ eB-berlzazepin-7-yl)oxyl-3- pyrldlnyl} -2-pyrrolidinone or a
%rrﬁ%ﬂéﬁng'a'acgpt%l% @5!¥]he§ed?¥)g'tr¢é Otk %r t2pIBY%I 418 lehgérﬂﬁ’%%ed

t maceuti call'y accept salt thereof

tﬁgg{?x &%I ets are enconpassed by the invention.
Suitabl e coatings for carrier tablets include aqueous
deltﬁbI@Q}@bﬁng?st@hcaiﬁeﬂth@lé& ma@dm@qw'oah Fiyn aomér, k@dH &5 thosen

el ggl t3R, QP \ﬁe aJ(J
(&Q] 0w 00 1@% 4 nﬁso%ﬁg% LFSs44A )) Other suPtabIe
(contiydsoedildg Ssr@}eaSWéetbws@l@@sebrmmﬂc}saaletf@rmmav\aéwatlvely
hee coatddamitng tilh &f ddstrotegfstatahd enesdsoludi pcﬂﬁﬁerlc material.

%tg[)lgﬁ)%é)ﬁ@n% npé%@(é'l? rncffjdg?emé% a(ie?ogbhmé'lét? em R%\? ate.
c?éle %r%@atea&@%%eotamn iate and apvlig Fkmetharalis FerAMENelfd

dxigirings @adl berettedr yl i ¢ copol yners.

In one embodiment, the carrier tablet is coated with a film coat to a 2-6% weight
gain.

It will be appreciated that, in embodiments where the carrier tablet is coated to
substantially prevent absorption of 1-{6-[(3-cyclobutyl-2,3,4,5-tetrahydro-1H-3-
benzazepin-7-yl)oxy]-3-pyridinyl}-2-pyrrolidinone or a pharmaceutically
acceptable salt thereof, the film coat selected must not be soluble in the solvent
used during the manufacturing process of the dosage form. For example, where
an aqueous solvent system is used, an aqueous film coat (like an Opadry®) will
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Col ourings can be added. In one enbodi nent, the
carrier tablet is coated with a filmcoat to a 2-6%

wWoei0gho45980 gain. It will be appreciated that, PCTYEP2008/052430

enbodi ments where the carrier tablet is coated to
substantially prevent absorption of
1-{6-[(3-cycl obutyl -2, 3, 4,5-tetrahydro- 1H 3-
benedizty disittedraterand-a3eqaying dotgdidblinpyateofel g iSucriease® @
HRFBHES W AsRbpnatdd acceptable salt thereof, the film
coat selected nust not be soluble in the solvent used
during the manufacturing process of the dosage form
FB one gavperigenitiae &im %Fh"t%ia'O@du@-[@’o%ﬁ&ﬁ’ﬂtng’t,”egﬁtéahu@@dl H-
SBbacrazepis- 7yl ory ] Sogrid(nyHeepyaurolidipaek yi( & pharmiacbuticly\O
200841408330 14 ERRAR My 2430 thd BAREI @bRL Yin a more particular
di |r(1jt e%ﬁatﬁ]e and %Pg&atl n no(tjtsol ble 1 n water ge. .
SREng b5 caper RIS gl TP 50 ISCUBP GpF CafBre faremiE or
elepeassiondit [N susk embogineeis.dhe filggcontaining 1-{6-[(3-cyclobutyl-
12.3.6; 5 teBaltyoed-0 PAB-bbnzazEoid-75/ Yory]F Ry diryt} by riplidinone or a

- - - | .
IR o L S Bt e
BEYESS A P 8t daklRe carrier tablet. In a nore
particul ar enbodinent, the carrier tablets are shaped

tTheCdd3bgé for@Ndmdr fil ket BERASISRBIAN col P IHRSEIriitSablen
ibféﬁ_ri@i%?—?é-ﬁ?b glf)g)/ﬁﬁtyl%:f&,%l’,iﬂeg_gﬁ%(ﬁr)ﬂW]%PSQZfzepinJ-yl)oxy]-&
HYSCHER é’é’éﬁﬁ'%ﬂoﬂeﬂf)eo{rﬁ-b@%}ﬂ@Jipﬁﬁly”}a-cﬁ%ﬁﬂ“)/ grsapiaiimealt
dheraofl On preacorded of thisainvgntiao crefaremdectodlzd tree haseeaf may

b afHBsEuBBIly Acbdptitsie SEINEndYridtsBed S@vate L8RS Bydhtet BEthe free
A6 P pnd b Ehical S BRRREA Or m andl of T11m that at

|"'east™ par y cover e carrier tablet conprises
1-{6-[(3-cycl obutyl -2, 3,4,5-tetrahydro-1

H-{8-[b& Czelolyiir2, 3.4y8-febalyldrG-1 Hi%benzazepin-7-yl)oxyl-3-pyridinyl}-2-
RyyFrofdimdHel may BY pFepated AteBRiidd &noivh @Pod2aER's) sh & those
PIRSIIRG Fi GRoaosREES PTAPLESANL of IR SRargseBod €
context o 11'S 1T NVeriti oh, reference 1o the fréee base
dncorpRfaieddeErif Pk 5TefENaRcept abl e salt enconpasses

sol vates and hydrates of the free base or

Bk iEélgyaAdcé!pt%Sl%%%aéﬂdﬁioﬁ%ths f2ﬂ§6-[(3-cyclobutyl-2,3,4,5-
]tt%a 3-%Iobut Iz 4%—te.tra& d o-iL. .

FE'52 '.5 € f)*?er?-z??%vﬂ"j' >¥§3 X3 p‘W'PW ér‘}y-”é’-'d'ﬁ?[}er'BF'Pﬂ? none
rrrgrabeorpid e padeeshipsider stilfatg. nibrakes oAsHiats sdetirale, rvaleateas
tioosate, dbestd, gpeslondie WORARAE, AEs36Sartrbiie; Istitste) sizoatef
RO ARG, Sspd RAOIPRARNERLR! Bebnb Sl BRERCE: 25

mace(t | ca acc 1d addition sajts of
F R R A R e T e
Hmaphthelenaswionatey oyhgxaxgiteBajiy.r Bdé¢hsdlfs-c2n performidddiyneaetion
il thél @ppridp Aste RicrIMb gitonaly Arositable sdfenssilchalsaan organic
r%'oWe?r{. %o giggﬂﬁaogb‘?tt ichPCHICDE 1R I%tedqgﬁll g)@aﬁ@)le P}Zg{ygﬁ\lﬁgation and
cetate, “propi onate, fumarate, crtrate, rtrate,
I"4t390e, benzoate, salicylate, glutamate, aspartate,
p-t ol uenesul f onate, benzenesul f onat e,

The dosage form and/or the film may contain the free base, a pharmaceutically
acceptable salt (stoichiometric or non-stoichiometric), or any mixture of these. In
one embodiment, the dosage form contains the free base. In one embodiment,
the film contains the free base.
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wheooanoesbe salts.

30 net hanesul fonate, ethanesul fonate,

napht hal enesul fonate (e.g. 2- naphthal enesul fonate) or
Such salts can be fornmed by PEHEP10081052430
with the appropriate acid, optionally in a suitable
sol vent such as an organic solvent, to give the salt
whi ch can be isolated for exanple by crystallisation
dnadne enbbdiatant bf thd SnvEhtiord disadesabe fonmaart/orthe ffien tordtains

BRYwEM F@ Bnd h%iﬁ%@[(@@ﬁ/@lob@typi‘ 181N R | §8l1H3-benzazepin-
oAy Breride %ffc‘ﬁ'd&ons@fnqmmﬁweedoﬁs 1P @E0Un} 9f baghie
e (Haaltis. exBldingSay amasphelasitt addes te fmysadls). Jagemonen
Qaetioa s edibaginignt, thédoddderfomonbdbnthetfite chntamsbasesendOud

\WR429088/g 1%5@8ar‘?&?ér§}?&%ér@5%%% 108 %deémﬂ%drsnt of
the. | Fvent

PaRticylagly be 9 in(gz&gH% 1%& rﬁ?g‘?‘c@% o%uty 9 % 4, é ker{gahydro 1H-3-

bengaZepd- CyPybatoyridipyB2-pygolidnangh e MeERs @el @f 2ke eppunt
-of Trey Ibhex plesdntpyri di nyl } - 2- pyrrol i di none when neasured
as the anount of base present (that is, excluding any

t of  aci dded_ t alts). In a nore. 5
TR s for g das i 2 aBatrsta s hPaAA PO £ | m
wne@talﬁg stabiliserthat regycesatrgraiztiopgf 1{&1(@-qyalobutyki. 3415
hefr- asaro- 1H13b etz 7 390 B-BYidiny 2L rrodih b ek ar | y

h %ceﬂ Q B¥ther f in the dosage form containing the
AL A,

wiegradatiars of &{6-H8-cytlebuneldt,5- tefrahiyde@wa’sbermaesww ylogyl-

“@J@yr@ﬂ%@epjm&hlammra mﬁﬂné(téu&'b@@cactce&aablswt eRIGH Mhe
ces

gjggrg%fasgﬁgc% s péefeg%taeﬁ? i (L PO kB Bhack Sl

tRseq 9@} tgntof the dosage form Using gradlent HPLC, Using the method

HeSeiimdzmimpi Theskiledorgder3vipgpirdciatel thatowitly theodxceptivone the

(ﬁ?éseﬁhce RhabsEnee bt staBliser, ReRBAGPIPNS 8hbull BERAES bk N

C%%I?%Pasozg%nd %Flglljlg?lg Pg(%nnm& Fae:c;ﬁﬁm%gr ?h{ﬁgl % @ﬁlpng\%?gqu.lﬁr

dis RRIABon of

1-{6-[(3-cyclobutyl -2, 3,4,5-tetrahydro-1

hh 3n @RERARRING -tHe We)aﬁ’fd‘t]ahn%uﬁbﬁde@?d&ét on ?rolaMétrc%He‘Fﬂ't none

SRR R, £ Sl SRR il iy B pgpliger stes

ifaiplLiPon{y A§r ad&’e srfathediimiditicis gt least % tower fwodhe mean

ftotahimypsiritydd egyr acthitien prddkiCG ontesit nglctilbedfiminhade2€ 3 samples of a

?ﬁi{p%mféjg&%]ge%rmmek.ﬁggé iathiIRBARGL Whd bioRRATREF at ©

| exception of the presence or absence
Eﬂﬂq? °"Phe dosage forms shoul d ot herwi se be
conpar abl e, and shoul d have been stored under simlar
deadbtheosabddiment, tHd ean totdnemp@tty/degradation product content of at

least 3 samples of the dosage form containing stabiliser when stored at 30°C,
65% relative humidity for a period of 3 months should not exceed 10%, more
particularly 5%.

Certain pharmaceutically acceptable antioxidants may act as stabilisers in the
context of the present invention. Pharmaceutically acceptable antioxidants
include those described in The Handbook of Pharmaceutical Excipients, Third
Edition, 2000 (Ed. A.H. Kibbe). In one embodiment, the stabiliser is selected
from the group consisting of citric acid, malic acid, ascorbic acid and its salts,
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25 I n one enbodi nent, the nean total
i mpurity/degradati on product content calculated from

w@rooBaasspo 3 sanpl es of the dosage form cont ai NPEYEP2008/052430

stabiliser stored for 1 nonth at 40C, 75%rel ative

humdity is at |east 50% | ower than the nean total

i npurity/degradati on product content calculated from

atodlueakitarBosatapbegatet hadroxganistiabhebutlstegehytooxgtoluene.

| srhingtiondiofl s@bfbirb ik aldd 168 udRSin MOpredentMlhtiG)

conpar abl e conditions.” In anot her enbodi nent, the nean

total inpurity/degradation product content of at

Ile 288 embedimsine$he ptapiiserds sitltscadiband. eaherdliv Priylated

diyatixyardsole vih ene stmbodithemt, tBO M c@i&ing eitritt dcickard) wptibriafly

f%qy@e@ﬁ{,drgg,amso?é mont hs shoul d not exceed 10% nore
5particularly 5% Certain pharnaceutically

accept abl e antioxidants nay act as stabilisers in the

cldwetséaqiilisef ot sfabifisess awst bapesentom thertnsaas fam andger the film in

acagdietlagoant ioosdgRdeyradatioh @d&-{&-[(@&ﬁcldﬁ@t?lm Bacs-i n

] 40
Dl TSR
36??9%‘8?3 'N?C dle éa“hrer rh%er rb%’Bb%‘éi?ﬁ‘?P GOmprisng
alittie peid albe anolarekiie offedalbasgde ittt acidisiid thendgnpe .5l tost -
&0W0O 2008/ 104590 PCT/ EP2008/ 052430 sodi um
bi carbonat e, butyl ated hydroxyani sol e and butyl at ed
xytol uene. Conbi natjons of stabili ers
é‘eJE’Bd“?ynaQWE’”BWe%%\tﬂ'” N8 fRMSHy. SUCH ag ¥ @WSE’MP'OSE’
thydraxyibpylinethy! callutoise rhivdraxyeithylaaltillossp tarboxinsthyl cellulose,
twy,oln@taﬂ@or%l sk PR SRR, chadiRfal sa & br lakitRa),

dam1 g&%§5ﬂ§ bl%dl po%brﬂll(ﬁw%doxm%pbhlﬁﬁ%l Yac e>$ Htp% m}{?r{e‘? e.g.
L3RRS sromRboRS oo .o SR B arpHeoninaions thegeo. n one
sarfildadgn et tha riio farmieo isrryd uxgpdegicaltliddseont wifl be apparent to the
Ionb&xlieS irttne lapdtHay hnyildy %rrﬁerl@cl&@édlﬁm)/@ﬂ&saée form should be

%oﬁjbpeelﬂ%@ggcﬁvgn%sgé ?jﬁ?lx%] |tscpr8%{ |S' nyl }-2-pyrrolidinone

f raceuti ca € salt thereof. In
certaln errbodl ments conprising citric acid, the nolar
rTdtei fdtm ofayf adeiitionakyecdnteic bther ex@gients sor elxanlnﬂe riinagpebekn5

foélnot tﬂaﬂcertawf’&@\xen!@ys-mﬁs fdubmagayussldi dy %féﬂf%l toquir8@BHaiiBn of

. m f y
b SR oo T AP PR b aeyT By sviphig or
W mpg)}ts |an&f@ﬁn§1mgoa§@nts @@'NQWX&M'S”Q}/;&%d'mQ@IOQW hyl
pmereibned mnefurtbar sraedmant, (Heafpaaddiioaaltyrcongaizdane or more

%%Ha&tbﬂts ant df%h@& o ?r‘mt)f&é?hmg%@ley@t hyl ene oxi de,
['ul'an or acrylic polymer .0. EUDRAG T grades RL,

RS E, L, S, FS30D) or any conbl nations thereof. In
ong cg@am@i m@nbe Turther ¢9dted.f Duitadte ¢aatings include those listed
hapdve sy puitihye oetbatingse thd ¢arkérthblbe 1appaeattodintent the

%@aié‘%drrlnqgcé)eﬁ & - @B/tW?gﬁt‘g(jalr?ny filmformer included

in the dosage orm shou soluble in the sol vent

used during its production.
The dosage form may optionally be packaged in a low oxygen environment. This

may be achieved by inclusion of an oxygen scavenger in the packaging of the
dosage form. Suitable oxygen scavengers include PharmaKeep® KH and KD
(commercially available from Sud Chemie) and StabilOx™ speciality oxygen

scavenger (commercially available from Multisorb Technologies). Alternatively,
the dosage forms can be packaged in bottles that are impermeable to oxygen.
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The filmmay additionally contain other excipients.
For exanple, it has been 25 found that certain sol vent

W@ yEBams9 such as agueous systens, require addPCT/B8P200$/052430

surfactants (e.g. polysorbates (20, 40, 80), Triton
100, sodium lauryl sul phate or tyloxopol) and/or

anti foam ng agents (pol ydi net hyl si | oxane or
ilureinhinc-alue)inium Histeed wag alsbweaistdtd packagetteddasage fortrisen

f4 |bW(§(9gér{érqn@h,|ngnlC0nt ains one or nore surfactants
and/or“one or nore antifoam ng agents. 30 The dosage

formmay be further coated. Suitable coatings include
tlh@gethei agneqt, thenpventiay Psvidests methed ferouepaitadhe dagage form
aAlthid iaveritiah] &he mieth@heonsprised idispabsing beolutors agauspenston sf

R t[?ﬁic QotRiny? %MSQQ&af%P&H%E‘oeFQ@z&%? o{ﬁ%%yfmmyl} 2-

-fﬁ”’l‘gpd’]rﬁ%{vy%be ac@e%ilcglb/ Efcrqutagfe&ﬁ\y eer}g%na\éigr g%)hhsel‘ onto a
SeHies iRjdet. iAmysReppRabs Heedprovided thas fregdabitsemand any other

Sixcipriptseproxarg eﬂthscmf @ﬁg@dﬂ@ble ncihedelvBhiarmekaseat s tyﬁﬂ:auy

aJahtifsD 6(&[% Hal‘,el"j’t}é% breqmtr%J %‘%}?ef)anﬂ
4 "ilap%eaﬁ@rﬁﬁwﬁmsh%doff%y s?mf%?gg)e r E\f? or nat :3e|y

40 the dosage forns can be packaged in bottles that
BRtablBRSVERE h Gudeowansy, @edanic SoNdbts? PRHelAEAQuefied gases

P%’v’é@é%%% gﬁ%s“lﬂ orfd éﬁ%&ikﬁf&%aﬂhg%@ﬂ%%dsﬁbgﬁﬁn BRY-{6-[(3-

0Ssa . ow
&%9'@@‘#?3/'&131 roieHa ¥dr°1 %F%}%Wé?p'a léllﬂxy]' REdimietit i on
mywlldjwea)rmﬂwmaceuﬂlcgliymeptagletmé thkys efgen dfstarhifisebisof
toh6pdrey B8Thy QR orgdh®: SR GUER B Frichif ol isHRPBE aB&toAe, acetic

%%F%r rﬁ%h@&n%gﬁ&?&f" I\g&%ﬁ’%s %f stolventsh(flz Wa&er-ethanol) may also be
14s8dp "‘7169‘1 j'l?x%ﬂ've@ ISyP¢tBaMH 1 - 2- pyrrol i di none
or a phar rraceutl cally acceptable salt thereof and

9h AU s pOAL B e Mvehfidd br%(/ldb@E's%ﬁJtloﬁBb’s&%bNﬁm of RY6-Re-

%f(slgb&go%véqeodteﬂae}gdraH%.g.gs& SR AR BN Rl 2.
SQYFFQ@H'@O”GTQT@ rRisrpasruticaliagseeiabieysal tharepfand séabiliggein a
reob/enbsystemar meeudn oalirhgntatheesptugibh er suspehsiof fiethedual )
%ﬁﬂ)trlbéé &% bﬂnor‘é‘“lrﬁhor‘rﬁer@@ﬁé‘/éf §’urfd&tatnrt’sear§d/6‘(' sieshntlfg age

Bl 7Y ah AR o B RN oo Els ictlam €Sty crughiase
dnethanmeathanah asgtonengradic @é'ﬁltor maikyleng ¢hloriste. gore particularly
gosthemsi on of 1-{6-[(3- 15

cyclobutyl 2 3 4,5-tetrahydro-1

lidin
0o S ERT SRt e e Sistisp e lfd s B pfessl R
SOl OB Buspiegsiop incpnamaUntdiehiveenn?-8vegui Rariellarbni”% wivich
as céﬁélh@ﬁﬂblodmﬁrittaln@i/hlcrametswlﬂl,seﬂeQijtwate(ahydioxyfamsole it is

:E&J%% ﬁﬂ@e sbhLgsH Qﬁsus,}ﬂa ﬁsanoefm&% BEMNeEn 08090, 1% W/v
ter Jray a used. | n one enbodi nent
fRLicylarly ?d& P ¥\ret hanol .

In certain embodiments in which the film former is hydroxypropylcellulose, it is
present in the solution or suspension in an amount between 4-6% w/v,
particularly 4% wi/v.

The carrier tablet and dispensed solution/suspension may be heated (e.g. in a
forced air oven) to evaporate excessive liquid and result in the formation of a film

8



In a further aspect, the invention provides a solution
or suspension of 1-{6-[(3-
weyoBabsvy | - 2, 3, 4, 5-t et rahydro-1 PCT/EP2008/052430
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H 3- benzazepi n-7-yl )oxy] - 3-pyridinyl }-2- pyrrolidinone
or a pharmaceutically acceptable salt thereof and
stabiliser in a solvent system In one enbodi nent,
tupen st leati apardof hespdacs ofithé catribetabRb Therpgosapesommeagr

REEoptionBNy 198 fTRY SoaBd@br foARERBYSKNH iRlthe art.
antifoam ng agents. In another enbodinent, the

solvent is an organic solvent, such as nethanol,
etheagier taleliusae In thearetod tar prenaring thedasaee éafmompy bave a
nMecesspaidepeesian that proevideaadiasind@r the soartibaionsespeasivnent $6-
e PRl A A Rl Dy
PO e R RS oAGRP e Bbley T s B A SRR R o
iahtepheing dishensadaliypicel, bicongaveytabieschanipgresgpans ao v faces
I df thestablet @@edmployed: Mhest@b U tePBeOtarbbé PeutsioaBcdive m? solution
S b e R et e
APy 2R BRI 4 Brmiacey iealigacqspiable ali ereof
tand statliliser. ohltespatyviglypemnss plohe irecespesaeanubr ussst taseseive-6%
Wolution RAREldpeHsian by 14684 (BlcycloBlty N8 40tetraRydrb-akbl-Bbeddtepin-
?f-?ib%@?-ﬁ}/ﬁo‘?wt?g/raﬁ%ﬁ@%k hgﬁé(aé%‘ﬁti&%%%’eﬁ%l&s%ﬁ fhefbof
orceg . a oven O .evapora excess|ve’ |, | an
B8 FAPI[SAT @Rd e TEmAITIBn 'eFesSc3n Pertised \%e%&s? $plyEQHor
ROFHERID0E /2068 herageatic agentdaptodacgardpsade fotre containinge
Qfvo iR réA tidrapedtioRlgehts. ThE fEERASMbLAIMBNIRYIUIBROf different

PRS2l o) L E9BLEL ASHAE LRl hgrot NoCs Known

in carrrer tablet Used in the nethod for
preparing the dosage formmay have a 5 recess or
déderdess e forinhd theppresemidsyeatibragian be @rodused sisingttheapparatus

[Qié‘é@rﬂfé%iii@WQfOOB'/{@SGQ gvhich publication islherein incorporated in its
-cycl,obut vl - 4. 5: Q- ) .

el yBR e Sy, e HonERE Ui present invopton may be o
drodIcEH Ry PRGPRRTANE Jopiaidiee atd\a/weeS'g@modHh%é‘pé@qCUéﬁi@'y
sispensing @rprédetérariced arhoent ob éiensplutios e ssswbnsiby of ¢64(3;
RiyEIBBGRIVE 3 UaHGh Ry PBMIHIG LERLRESIRS -ATbx) M pY RfF8M-2-0f the
APl T 30 S BB G iR b e
ra[r@gr iqbdetey Ehe BoRyRiUS Mavsalsn hater 3 Rglding Mepkerieiaigiesnthe
-carriey tghdety | wildelpynay dhavgl confruayly alohg thenapparatus as the

Qﬁ@i’eﬂ?iﬁ& WddeR didpenees Meall RioRRLEpNIBN &Rt eMbf the carrier
3%@% ISer. Alternatively, one of the recesses can be

'St o receive a solution or suspensi on of
1-{6-[(3-cycl obutyl -2, 3,4, 5-tetrahydro- 1H 3- benzazepin
-Thé-apppetyd m3y pisbindivedldryidg pysterltiadidriener evaparates solvent
RR [Ff%_cs%ﬂ}tibﬁ/%h JYen%ﬁed% B4R o%aéatchtotﬁﬁ{ee&afrri%ﬁa@&‘é. The
tg@!] | ser. an the re.%{?ﬂl nﬁ rg%ess c%n ehus(?d. to )
ﬁl? 19/ 2eqoebngY maye GPntindialy 8hag Gif YiPakit A fne drying system
tdhies Hpredasage ag@ach pbthgroadiss éakiets.o 3 he drving syisteom raly dinnige

dosage by use of heated air, infrared or microwave heating.

The apparatus may also have a coating system that applies a coating over the
dosage form. The coating system may have a pad printing device or a sprayer
that applies the coating to each of the carrier substrates. The holding member
may move continually along the apparatus as the coating system applies the
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two different therapeutic agents. In a further
enbodi nent, solutions of different therapeutic agents

woreyshetsb@yer ed one on top of the other. 20 ThRCTHBEBRg®052430

formof the present invention nmay be produced using
the apparatus described in W2005/123569 which
publication is herein incorporated inits entirety.
Mogtngplardach wf Hrel garridriablelss dye appanatuaf mahalsp hegeatoating

| Yk At e e RRLINPHRLHSILH Y caRicRRBAAL US contai ni ng

a di spensing nodule for accurately dispensing a

predet erm ned anmount of the solution or suspension of
1t v bp@prarsnt gt s aprprrapusadescrbedalhoyRyegulg-re-process carrier
Heldetls ainy anemienefftinyds) iaxyderde pyd solutiyrs}or Zusgarisionk iof differeat

%er%m&?@édrﬁgﬁgtAIt%ﬂétiVel(},Qﬁé’ BbgRhRIsRLId HaE B8GioM Qispensing

RS 8o Shrikpdo acH Geeh A ReRbEPRY SiSPRBR AT PR geor Bolets.
carrier tablets, which may nove continually along the
AP R Cysopgtylth8 4,54t pieyus o1 gi-3vbehiagesih TPERK ES3-byrliny(}-2-
t%g rlkiﬁdi%}(e%ﬁgjﬁ% aﬂﬂaé’é“&ii?al@%“c@e&éﬂ%'%@lt&ﬁ‘m Fdfare3ds

e
Saiclobutyh? Sifspréairshgdrodephgdiengarepin- ExexybB-pyHeinda?r i er
trgbrbRdisoneTdtR itshsHatth g ulieaTy IccamubIERYRs S@dliBwuRl tbybe of
gio%giam%i ‘Prﬂf{r&%nlﬁ% £3f ﬁ&ﬁol%%?l%e@é@% %Erfhﬁﬁﬁ HiRsmbe
osage on each 0 IH carrie abl et's; e dr |nr%,
ﬂ%ﬁag?n Q?Fé@)erﬁl'?;ﬁ'”{;'HQ'”g Eswgedbgéefug%“ao@n%@ép@ar %%/'P? la), age-
irafatesrraemory dystunotivay enildesagiitice imMfleémepp apanitivs defigitadrdlopsy,
iy Rairte, PARIN8'sS$Ia88] liiable 2RI dsRS(irtl &Y faligue) VétFokkNSain
%Q%Q?r%ﬁgmg%rigﬁh&ncmdsﬁ& rgléisé\'é erﬂ%mﬂ% aF@Bgcl{ipeﬁr@g {nﬁlam matory
printing devi‘ce' or a ‘Sprayer I tha apfple e
G {inApdng esieepriitis. KRewRgtpidarthailip Ack e BUEMMANHRAIBRY
rech esinjrayd stoge disorieran(irediu dingahype s oo enop aexat ssvadatime
i%@s,%é&%ﬁ?Pﬁéé&&eﬂcﬁ@ assbMR PRRBPAAHRIA's disease and
I:f> ugpggpoe%fjaﬂ? 4 Qlti I%%%Fe'rcps@s)I sgc%ﬁaqricoéisé#&grsqg&ﬂ&igﬁﬁ sychotic
taptets. e’ ap _ar% us ‘may ’‘al'’s ave a coating Qé/r .
tdigardeyp i(%htaﬁécg'éﬁl@hrﬂ@a opArieiiarlyotogpiiue dafiqit of schigephsenya)
landwaipdlarizis caqbeya radteb tidnhdsficit hgpexpadiviy disordes deplessioabove

qReludingSn &b SRR didfler), ankRB) SBaditioRUHRESh & diseases
ons. or suspensi ons of

t.i in order to .add,sal utj

s fhesty R gl AP er nativel y, t he

apparatus coul d have additional dispensing systens in

Seicbetingly) iraal drthec bspmdct, tthe pesbnttinansios peivies ittndodage tdren

<1?_6J lﬁ6é_e% trﬁe’%@@l‘?t I%?the pia_rtizcuéarl , th_etinvterng%n %rrovi_d?s the dosage form for

isb T e Jicate R an Bleg o i Atk ioldese: i gartoutar

edravdierl anek esahitic disgreisraceut i cal |y accept abl e

salts thereof are H3 antagoni sts havi ng usef ul

t-her; j LES. j r ~ 4B 35

Thw%ll u::l’ilE)I:'l @imgpggg@tbgtar%%(ng?gﬁ%&heHi @r dréfphyile.:x.{sGOf.tl(égabove
Sorith 4 Susstm2ls IR punkans, g omprises syt e e

awtfeier $heptnspoa derot 9fdbe presanideysntbhe salts are bel i eved

to be of potential use in the treatnent of

Nk %Qljh&gééi%lct, mesiﬁ%ﬁi%n ip?&}id&i th8 uéé Epﬁl{dlﬁﬁlc?clobutyl-z?,,4,5-
tetrahydro-1H-3-benzazepin-7-yl)oxy]-3-pyridinyl}-2-pyrrolidinone or a
pharmaceutically acceptable salt thereof in the manufacture of the dosage form
of the invention for use in the treatment of the above disorders.
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15 di sease, denentia (including Lew body denentia and
vascul ar denentia), age- related nenory dysfunction,

wordod/1e5gmi ti ve i npai rment, cognitive deficit,PCI/EP2008/052430

epi |l epsy, mgraine, Parkinson's disease, nultiple
sclerosis (including fatigue), stroke, pain of
neuropathic origin (including neural gias, neuritis and
bla{6k[(plycipbutylrd, & ritetrahydrod & 3tbénzazkpici 7Rg)oxy]-3-pyridiny(}-2-
A HBRARSAY drlitsphaFRELTRE DY Bedddthrié bhiks ma§ BE Bsed in

fl . d 207 back '
somrRen ik MR P eplimm T s P e e By 2345
deyahyeeo-1ki3ckaszaeanin-7yRPeGBapEiginy2arypolidneng @'

gohannacduécaliiacbefRalslk isals thersof ¢6 intaged &ndse frathiedreaiment of
Qﬁg&%ﬁ}héﬂr’ésd‘liséﬁdgleﬂg ﬁ}dy@e?s%ﬁ li)rfi&gﬁbiﬁ%ﬁsogﬂgi}ff@bé‘itszér‘ggnts claimed to
SREB AR sl 4saee riihans ¥ SuBPTRUS FERTeRS o dizheimer's
gliggiagephifighiesxamprag dhispeh aihedihstangetiq agents ey iben
dgfiptirhatitygeehBatdriexarmpledhsser khevn td @oEg shalimeRfic transmission

(d ﬁb%‘ﬂ/ﬁ%u%riﬂfc r @éﬂ'tﬁtsa?oﬁ%tsdérsa(%gﬁﬁé moanl)ét)o%,}f\/l?ﬁglsc rinic
ag iction; and ot her di ast I NC ugln% 8 esi t ancfa

FaLA90pIsi, pedly ChalinSaiewse daNR IO RUH @b WAy droA MU aAG 4 Hir
aopepezil hyHecpioddeand fiyasdiaminen nieabinicdesertereaagoistsger Hlostaric
fraddulksiersi (Budhhgy @i goriés er PiRvstdric ih@ulaforston 4B ugohister
%I8&bﬁ@ﬁ10fjnlg\to‘#§3??Eﬁﬁfa%rogfsfso(rsucﬁsgs F’ﬁﬁR&/ g 6rn§ts} EQf rY@&—{‘ptor
or prophylaxis_‘of the~a ove,dlsor% rs, 9n articul ar
rF@GE% PE@{K%’I >-BhargsepionPaeePrsigics s %é?%?ceﬂtfg JRACRAISISHRNd
fNYPDAeecgptanantigonsteneitrhodiiaibrst oediseasetmadifyimgagepisavick as

¥ ot\Ngep¥Einhdits@r ders, in manmal s i ncl udi ng humans,
whi ch conprises admnistering to the 35 sufferer the

dosage form of the present invention. In another

N peid :{Gw[(ﬁé?yplﬁ%tﬁ'r?sSﬁ%ﬁf@h%@- lfhé-baazazgpin-7-yl)oxyl-3-
ToyfidinyIf-3-pyyrolidimarteydr-e2p @rdadsuticaltyraegplable balt thereof is
hht8nPRNBREEDINh tréhthidhY bf RarBNEh, R Yhdy-b R8HTP EbrFbiR Sitsh
Uit Ao ALANIRE BRI GRS o AEAFRL AL gnaitl fo HIRLERLY IdlbBE
manuf &crure of “the ébsage ornnﬁ 0 (%ellnv n¥|pn or
(Ramplestghsugh ethenPRIaPEHI Fgenibipgiedemadatil armodedinizgnd
200 (b GitaROBIOERRH08/ 052430
1-{6-[(3-Cycl obutyl -2, 3,4,5-tetrahydro-1

-b i Nn: 7- - 3- i i [}-2-.
e G acREBefvs d ¥ enii: Fradbidathin ol &y ¢ o
r’?é(i}‘d'mé'}'@ééftfoimn%rﬁiie\ﬁ"ﬁr'@ﬁCQM“Fﬁ'|y&q€?@@tablﬁé|aﬁ|8@5?@fds
dglendet fonheminlthg GedtfrBnCytsadiuabhiien®, 8 mayEbe dsedriabyebiaation
il RENEARERS Brafindd i/ lsofn BY ey of sePiobhlonfl ifiing
ROy Mgudng iisel avinsyeibie (ar Sxama ghipromaszine
dhigddarzine, mesaidazing. {ldehienaane diesPheeZvA, MICEHorperazine,
refilioparaites thidtiaikire chdleperidel, u&eﬁddnea@demdwe),gﬁtwe

. r S . . .
ﬁﬁggéﬁ?%éﬁf%ﬁ?@b@@ﬁ?'gé’ Rl ”5 erBoff S Blpide,
ARG BRI AT EHATICE 28] GHPEr2pE). e T SPAOe
Kmiibitors andrygitabptropiglr¢ceptagiligandsaisdrigs fas extragyramidhl sige
dteBlds forekdrhfle @ GEHIAErgRE QEUCHLSS BINZROPINS toRidriden,

AR SmaV By SYBRAIN g BaAE

. h tadine): ii
chdl'i nesterase I'nhibitors @ﬂ%%éuc as amantadine); i

t |g%q{9%qaag§nlpﬂ5§ieg §ariolt%1’in reuptake inhibitors Fsﬁch as citalopram,

escitalopram, fluoxetine, paroxetine, dapoxetine and sertraline), dual
serotonin/noradrenaline reuptake inhibitors (such as venlafaxine, duloxetine and
milnacipran), noradrenaline reuptake inhibitors (such as reboxetine), tricyclic
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donepezil hydrochl oride and rivastigmne), nicotinic
receptor agonists or allosteric nodulators (such as

w@Zooagotspet s or all osteric nodul ators or a4l32rPEmyBP1088/652430

or allosteric nodul ators), PPAR agonists (such as
PPARy agoni sts), 5-HT4 receptor 15 partial agonists,
5-HT6 receptor antagonists or 5HT1A receptor
antidgassing @nch as\diviptalep tlomimamagoimistamio, maprotiline,

'HbﬁHb@ﬁr%f%d mm.&bm%mnﬁ.b{é BRJAGERRBiItGY URSs [3 or

is?cgcttoggz@@, ép%%?ﬂ%/mlg% péleﬁ\glém? @PF érﬁg)gi;%orimme) and others
HsaehRsi s @R3ion. mjayqsyr@%ﬂlrtgzepg@ nefazodone and trazodone); iv)
[y wiottioy inphudingYoenaddidliepdies soch as plbeazoeeartd loedzepam; and v)
agRIAtAL, s alstiof &%\rnﬁﬂé ch&meét@ﬁa@@@rﬁﬁjo ol (sUefad Bichihe,
eat nt of narcole be used in conbination
\)dopﬁp%dﬁ“@ﬁ s a@pad)%ﬁarﬁlae be useful as treatnents
for narcol epsy. Suitable exanples of such other
tm@nﬂmubm ﬂwtﬁ@ﬁ@hdﬁesl fmcd wﬂmen@aﬁ:t ral dosagw fopthadontpirisingrad

3 rlé}ltgggﬁg? Iﬁgt L part oatef by a film comprising
&CA@%’&' A e Ao PRt T 3 gl S e e
cnyrralIqamrerm@emharr@amtylcalwcag@eratebl@ soHtheredfeandcf stplliser, which

ld&is@ RAmffomthatLBmipAisédgn bd@RINERMerPeutchjetphagaita, 1t
e used in conbination wth nedi canents cl ai ned

usef ul s treatents of schi zophrenja |nclud|ng

S'bw':ﬁ;’eé’tﬁ’f’?@ﬁl ﬁbihiec?éjdlt'ﬁl??'dﬁ‘?rﬁBe‘{t%ﬂgé’gi MahPP PESFERD S
(dameréedmplﬁétemltlmlprasrmmun@qd ahidve o2 filgagént@ining additional

RSrApéHRZIgaRts AP 8aFEItBE on BRS IME&AEHIBE . Where the carrier

ReAg %rt\?ygrr&zésg% oabrrééésg?rﬁ’{if c%%'teﬂ?t fhh%ﬂfaﬁw‘.rfb% {6-[(3-

&XP‘PB‘é"V'C%%i“r%@”@PWO é!(é?rﬁ?%zaé%'ﬁgpk’ v %P)ﬂ'ﬁji"ﬁ/ﬁ}r%e

rayspidinarens,a gheenaegitioally acseptipbleaat Itimreqﬂ gndatabdsee ,and the
LM RICESEMaNdobinRh®FiR7 drRdining Y AdtidnapRe Rl S aient or
Cﬂ%engh fAl?tjanaE[ ?el(yiqﬁje ﬂﬁs d@q%arlr? 5@9 {Bﬁ@e(gic%i)u{(\ﬂ S%Qdé Freérlah dro-

S ROTaZRBINGT- WOy L o diey Ry eloRe o BiRbermasghticall
rEcoeptable dilt éhereofdint stdbéisgp lbed titeyadgditaomd| teppeuticagrnt say

(52USTbrad oRETBATAFBMRY othiet.i )  anti depressants i ncl uding
serotonin reuptake inhibitors (such as cital opram

esci tal opram fl uoxetine, gar oxeti ne, dapoxetine and
SMhen éﬂ@ﬂé)cycletmwl 28 4steebydrarb3-Repearapinmey ik e
ipyhdiby}-arpyrrotdindneas averamabeedtinglly abgbptzbleisat taaneof is used in

'EoHWtuBﬁ Mith a é%%r?djfh%%ehf‘@aé@r{i I%Eﬁ\}%ea arH%‘t et Qi diSdHR

347 Bt DRI DR A ek g i

amexyliSppyiding B-2-ryrehdipereionds Phainacariicedy apegptable salhaay
rdm'etrl‘frtom Ylat wherathe 1t-{6-[(3- pymnum&p 3, 4B rieadh ydeo- OIS @azepin-

\I/']LOQ}/E@E%‘IJI Q@- ﬁ?ol dirdRE hSe uﬂ@ﬂl‘ %@iﬂtgﬁ salt) is
h g k°a

HL AP R A wglgiﬂﬁpy HOY RO RE g SKiled
tim ﬁl@(ﬁfbne) iv) 5 anxiolytics including

benzodi azepi nes such as al prazol am and | orazepam and

vahe following examples illustrate the invention but do not limit it in any way.

Examples
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wa@pasgedsamt am ne) .

cogni tive enhancers for exanple cholinesterase
inhibitors (such as tacrine, donepezil, rivastigm ne
The invention thus provi despCT/RPZ08/052430
further aspect, a dosage formconprising a 10 carrier
tabl et which carrier tablet is at least partially
coated by a film conprising
ExXatnglé 3: Preyjapatidry bf ehudd/tablete tontaiydng 0105mg 1-{6-[(3-
'éy%r&h%ﬁﬂ@zﬁﬂ'sﬂre?ra}ﬁyan‘bwﬂl3%&%‘5&&%)’7‘ %I)&y]-@%{rﬂimﬁ} -pone
II%har maceutically acceptable salt thereof and
JVEREEEE whi ch dosage form further conprises an
addi ti onal therapeutic agent or agents. 15 It will be
apfeadoed torh parientsheeradidissedihadughhenapieslt 3cmagresdreermgndthen

Himted ttogje'thérht‘? a sGRAdId Srenﬁétgn%tcom%rés%%ﬂ &hi th%téfy tdfbret press

I scussed abqve, ont ai ni
CharapEs fo o hidined e by R ilg e ¥ ddh dand an
taRpredmatep dk-& mmedeemlreughron bczib siges Rhbettallel deamryggsion was
doloweddBSde-dmRying and aidtalichecKing. nToabetdwere the {randféded to a
y
T REb stemdy (13 LR MEROuT g ) 2 20
pyrrolidinone or a pharmaceutically acceptable salt
tTHerMpoamdn of tsidaires tablets b given beJewond recess may
contain the filmcontaining the additional therapeutic
Et or agents AI ternativeI y, the films containing

1
T 6-1{3-cyctobutyt=2345 lClIClII_yUIU 1

Ke o mﬁ?tanam n-7-yl)oxy]- '2 pyridinyl}-2- pWPmt {®9)nane

d\mcra)cmsmilnna@euult)seadﬁlvycel Ialdd@m abl e salt t|f0eof and

Iét'lrﬁferd’Stﬂft‘H (Ehecrastioyi onal therapeutiiz agent may
one on top of the other.

ﬁa%eﬁwqy&w oyt 2. 30 4 5t ot rahydro es
T Ty
i Ibenzazem n-7-yl )oxv] -3- pyridinyl}-2-43%3 ol i di none

or a pharnaceuti cal I y accept abl e salt thereof is used
THim égé‘{bl nat| on with a second ther apeut| c agent active

agatnst lHC SdAdllT Ulbcabc OU state lHC U

se—of
qnagoqn(eq cyclobutyl-2 3 4 5-tetrahydro- 1I—‘E/nglh5mg>)7ppi n

-CYpadyy y\ﬂfmy]YS%ﬁQ% di nyI } 2- pyrroli di nond qdr its
Hariegoedsd cal |y acceptable salt) may difder from

To%al when the 1-{6-{(3-cyctobutyt=2,3,4, :Z‘A‘L; ranydro- &

hanvavanln 7 ul\nvu1 2 nurldlnull 2 nlldlnnna
J y — T

~J]

(*Bpmon/gd ﬁhW@@%&Sir@al |y acceptabl e sal t) is
formul at ed al one. Appropr| ate doses will be readily

&%oﬂ}h%q Htsgtﬁ%nga I'\ﬂiré é/Ero% fcella_llage Grade

f N I es Vv
PO Lo %9' e aeémff 62 3)0133 T g
Fmﬁthm,o‘@leﬂ%mgmh FExamidren iiterrndgaerablinginaothe fipalnglume to

t1@0l rettveithoethansli ng 0.05my 1-{6-[(3-
cycl obutyl -2, 3,4,5-tetrahydro-1 H 3-benzazepi

ridi nyl}-2- rrolidi 5 The, core
ol Eb Y 6a53t§tra¥x%9-§ b b R R SV R ATy 2
quyrreidinenedvashdissolved in the carrier solution with a sonicator until a uniform
solution was obtained with a final concentration of 5 mg/g (w/w).

10 mg dosing solution was dispensed onto each tablet in an array of carrier
tablets. The tablets were dried in a forced air oven at ~40°C for 10-20 minutes.

The composition of the finished tablets is as follows:

Component | Weight (mg) |

13
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25

bl ended together in a suitable bl ender and conpressed
on a rotary tablet press to produce round biconcave

WO aimsaosIwi th a di aneter of 9.525 nmm and an PCT/EP2008/052430

approximately 0.8 nm deep trough on both sides of the
tabl et. Conpression was followed by de-dusting and
nmetal checking. The tablets were the transferred to a

110{69[?ﬁb5/618b15%§![2 319105 t%ﬁ@ﬁﬁﬁ'o Py ﬁbéﬁzra%ém A% oMW)| s n-

3 H?H carrier tablets is" givgn bel ow
W:S' 88”@%% ! ‘{7@” ht 50 M crocrystal line dellul ose
(Garriered B /PP ¢34 Citioacie %@4 BHAD madhasol) ch ( St|dkeh

I&hgr tadlet Magnesi um Stearate 2.3 FTotal 233.3 | 236l m

ol Component VEi ght (ng)  Opadry Wiite VS 1-7)93 9. 3

I"UI | I | cu vu IUL al L’-I-L U F\CIIUVCU UUI I Ilg
n @ctg

priepe¥eq ﬁ‘{f'r@aﬁ‘? NLRPEFFSwas prepared by di ssol vi ng
4 g hydroxypropyl cellulose (Gade 20 EF, HPO), 2 ¢

EAI8812-4 'Ptrébé}aﬂéh of ?Jlfrld)ta@?etg cBHfa‘irhlﬂbQﬂOOZ 0.01 mga or
WG A GRERARL s B 7 i
Roidiny k2 Pyrietidinons |

1-{6-[(3-Cycl obutyl -2, 3,4,5-tetrahydro-1

H 2Bt BFAZIRRG . 00rhd. Q)((sﬂ m%’&)UZ Higwtalr(@cy&e‘but 1-2,3,4,5-

m%t{rarﬁ]h%/lodllr gon <?nvﬁ%zsqpﬂri j—%-qyrlldlmyl? 2- ar r Fmor\%gwgrtel p%]pared
dbths rﬁé’ﬁf‘%dﬁﬁcrﬁ’eﬂiim EKa@@QGW?@tth@ﬁh%PO’@%ﬁ@OW Qo 1(3-
I@cln‘gutglleaB,mgS -etrbhydror Hagrbetliazppinseyl ) camit & pwédity k&bl et

rr%fhn%rfeam 1 d&RHd ddtltiontvl \Rligg. The tabl ets were
fied in a forced air oven at -40C for 10-20 m nutes.

30 The conposition of the finished tablets is as
fExample 5: Brnasation of/eya habletapgontainingy pup 8A6-08saglobutyl-
(3, A BR20GRY) o233 -benzazepin-7-yl)oxy]-3-pyridinyl}-2-pyrrolidinone
1-{6-[(3-Cycl obutyl -2,3,4,5-tetrahydro-1

3 benzazepi n- 7- )oxgjf- 0.0 :

WF%PWP(?”%“ ﬁeoqais %@ﬁ%%&?‘?”&'@'(%)&‘%%%@?q¥h8”
mr@,eg tqgg;begmaﬁnltam higndergndogpressed on a rotary tablet press
to produce oval biconcave tablets with dimensions of 15.9 mm x 8 mm x 3.4 mm
with an approximately 0.9 mm trough on both sides. Compression was followed
by de-dusting and metal checking. The tablets were the transferred to a coating

pan and coated to a target 4% (w/w) gain.

The composition of the carrier tablets is given below:

Core

Component Weight (mg)
Microcrystalline cellulose (Avicel PH-102) 286.2
Pregelatinized Starch (Starch 1500) 28.6
Magnesium Stearate 3.2

Total 318.0

Film Coat

Component Weight (mg)
Opadry White 00F18484 12.7

Purified Water qs”

Total 330.7
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wo camdogsabl et s contai ning 0. 002 ng,

Carrier tablet 242.6 Total 243.3 * renoved during
manuf acturi ng process Exanples 2-4: Preparation of
0. 01 ng orPCDEPR2008/052430
1-{6-[(3-cyclobutyl -2, 3,4,5-tetrahydro-1

H 3- benzazepi n-7-yl)oxy]-3 5
pyridinyl}-2-pyrrolidinone Tablets containing 0. 002
Remdyved danpgoproCesdingg 1- { 6- [ ( 3- cycl obut yl - , 4, 5-
tetrahydro-1

Zepi ri,din 2- [
C‘é%efsr BF Rl e oY iR s LAV STl pfe (738
C)t Sranhdroes AFEAGihaI bR 030 butyigeq @Sdrowm%'e (BHA) in
Oyeihmimltfyﬂeﬂﬁg Shrdudhr4 ¢0 radrgalfiterland then bringing the final volume to
Hod-rRen#aasRbRsI/- Y1 ) oxy] - 3-pyridinyl }-2 pyrrolidinone
in the dosing solution was varied. Exanpl e 5:
Preparati on of oval tablets containing_ 1
1-66l(3-crlabpii-did pitetrahydres ] H-3rkanzazapin-6- ioxy}-3-pyridinyl}-2-
hbyRrolemerazedy dissoiydd)ie X cadrigrsgoludib N with -a2sapjdatad luntii dW@rPE)rm
r nom na
%sgluTBﬁ wal o%ta?r%iﬁ%g%‘f@ar% %ﬁ?ee %ﬁ@?gf s&ngyw

nmesh screen an toget In a
sui tabl e bl ender and conpressed on a rotary tabl et
@By dogingrsotitioe wae disppinsashuiy eachalablet in an array of carrier
daters B Satféts Werd dndd K BfofdBdXairdovén E-504a for a0-20 mlnutes If

shafle AnBT R OHADLARINE BE ifiSed EBITBI-BD
e Oé#'fr[ ?g:r??féib Egﬁia?fﬁé%"@% %ngﬁ%é arféh%%ﬁ te

cvapedtioroofssalventet 4% (w w) gai n. The conposition of
the carrier tablets is given below. 25 Core Conponent

e BndoBihn oMHEREIA b RECBIOM. 022, (AL OO0 o,

mZTu otarcir {(otarcir 4Jou

A
ﬁp@oﬂ%hnpm um Stearate 3 2 Total 318 0 Fi | mWsight (mg)

Ge{ﬁp[(memloMﬂylghB 4(57g)rahy@pad Hy3-Yin 2oz SOFLBYRM- 121 7
&Jiid ggn Total 330.7 14 WD 2008/ 104590

U?rgﬁ Lt oemsedatina or Eﬁih?gxﬁ%ﬁ

cféarn@nt@@l@t (G ade

Total 333.42

* removed during manufacturing process

Example 6: Preparation of round tablets containing 0.01mg 1-{6-[(3-
cyclobutyl-2,3,4,5-tetrahydro-1H-3-benzazepin-7-yl)oxy]-3-pyridinyl}-2-
pyrrolidinone

The core components were passed through a nominal 30 mesh screen and then
blended together in a suitable blender and compressed on a rotary tablet press
to produce round biconcave tablets with a diameter of 7.9 mm and an
approximately 0.8 mm deep trough on both sides of the tablet. Compression was
followed by de-dusting and metal checking. The tablets were the transferred to a
coating pan and coated to a target 4% (w/w) gain.

The composition of the carrier tablets is given below:

Core

Component | Weight (mg)
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EF;, HPC), 2 g anhydrous citric acid and 0.02 ¢
but yl at ed hydroxyani sole (BHA) in 5 nethanol,

wo 2do8a045pg t hrough a 10 micron filter and t henP@F/EPIPOSIS2430

the final volume to 100 m w th nethanol.
1-{6-[(3-cycl obutyl -2, 3,4,5-tetrahydro-1
H 3- benzazepi n-7-yl ) oxy] - 3-pyridinyl }-2- pyrrolidinone

Méro@i;é%@ln%%llul&sé ‘?nc%ﬁﬁltllﬁb) solution w tﬂaza soni cat or
ung i on” was obt ai ned th a final
cg}(s (g)

b o (W 28.5 g |dEeE ng
ddranesiym Skggrale spensed onto each tablet [ih8an array of

Crutgli er tablets. The tablets were dried 480 a forced

alr oven at -50C tor 10-20 mnutes. If necessary or

desirable, the drying tenperature may be raised e.g.
tdm 15 and/or the duration of drying may he

iCmneasetd i n order to ensure adequate eWapightifmg)n of

%WWhutEh@s ¢oapesition of the finished tablets is as
pr IEom,{Con‘ponent Vi ght ()

S*
lf‘l nhllfyl 2 4 5 fnfrah lrlro | q

,u,—r,u ot

I-'Foibalbenzazem n-7-vl)oxyl- 1 187.2

3RpMovEd Bifing gropddsingl | di none Carrier (4% HPC 2% Citric
acid/0.02% BHA in nethanol *) 1.72 Carrier tablet
330..7 ot al 333.42 * renoved _during manufacturin
fraftersiolulion was prprargd bbP'éB%{Y'BQ ?&hy&f‘%ﬁVB{ﬂﬁ’bj' tedpipag orade
ddntHRG)i and 8 gGbhpdyods £igid 4B in methanol, filtering through a 10 micron
aitet stthgh bAnging the firkl Vaitime k@140 R Rith efvERzRp
n-7-yl)oxy]-3-pyridinyl }-2- pyrrolldlnone 25 The core
conponent s were passed thrau a nom naI 30
sleiPaletrCoraPYtHemS3- 4 risiakuired e% ReZ2P AR 71Ok UbT ey“d'ny'} -2-
dyenliBnorenda cdisgnl\esige theocargersotudioy withlal @nicatae$and byalso
RISARILE @ ab Rt tife HUREIRY Eniforl BlutioMilal oBtHegtes figdl 7. 9

mgaggnqraﬁon ﬁpp%gﬁsg?t(ﬁ 0.8 mm deep trough on both

0 npression was followed by
de-dusting and netal checking. The tablets were the
t4 mpsheier sdutian was 3i8paraationtp ¢roh talbidt io @ataechytod carrier
Lra18@L T'f'\%té%t‘él)\me@élbﬁed ihErofRASAVeh @R ~8°C 132 1620 hiflites.
tablets is given below Core Conponent Weight (ng)
15 WO 2008/ 104590 PCT/ EP2008/ 052430 M crocrystalline
cldle| aompositionef telfinjsped tgbjets asHpbeys:at i ni zed St arch

(Srasatienl500) 16. 2 Weight (mg)

1-{6-[(3-Cyclobutyl-2,3,4,5-tetrahydro-1H-3-benzazepin-7-yl)oxy]- | 0.01
3-pyridinyl}-2-pyrrolidinone

Carrier (5% HPC/3% Citric acid in methanol*) 0.4
Carrier tablet 187.2
Total 187.6

* removed during manufacturing process

Examples 7-11: Preparation of round tablets containing 0.002 mg, 0.005 mg,
0.02mg, 0.05mg or 0.1 mg 1-{6-[(3-cyclobutyl-2,3,4,5-tetrahydro-1H-3-
benzazepin-7-yl)oxy]-3-pyridinyl}-2-pyrrolidinone

Tablets containing 0.002 mg, 0.005 mg, 0.02 mg, 0.05mg or 0.1 mg 1-{6-[(3-

cyclobutyl-2,3,4,5-tetrahydro-1H-3-benzazepin-7-yl)oxy]-3-pyridinyl}-2-
pyrrolidinone were prepared in the manner described in Example 6 except that
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Magnesi um Stearate 1.8 Total 180 Film Coat Conponent
Weight (ng) Opadry Wiite YS-1 -7003 7.2 Purified

wOat08n04§36 Total 187.2 *Renoved during proceBGI/EB2088/052430

Carrier solution was prepared by dissolving 5 g

hydr oxypropyl cellulose (Gade EF, HPC), and 3 ¢
anhydrous citric acid in nethanol, filtering through a
1Pe noreaeattatidn dft1e§6-[eBrdydidbeityl-Rr3, A itetgpyde-f Hi3abenzatapme7-

t B dridy b SRINGRGhe i |n the carrier solution was varied.
fﬂ) %‘ﬁ F? ngl}obwyl 2,3,4,5-tetrahydro-1

H-3 benzazepl n-7- ] pyridinyl}-2 10
pRherfglllqwimmwmg%{ g@é %elng Rxarmele dg) aiegepeseniativenof an
Wxbimpie tablat whitk mdyaethroyarall f0accdfdange AitMagNBYErtion:
stirrer) until a uniform solution was obtained with a

Sbinte 2, Eerar djan StoslBisiBadboetanict BiRamyst
Ruhstrate 15 t abl ets. The tablets were dried in a forced

&) IPrey4ratiah of 0BT Carriet SubBtraterut es.  The conposition
of the fini shed tablets is as fol I ovvs Conponent

V\éi%ht gmg\% -{6-[(3 cl obut yl - 5tetrahr¥dro 1
@tgr_ g8eR gl B e7ar>¢| p)aéi%t rqyg@ nomlnal 20 mesh scree
3niptyre dndhymgisvadpyint itdvioding erectraDsfariedrto @EMHPISOEBICS) and ¢
afldrideld Wor"&iphﬁﬂﬁétey 19 flinufear M'aglﬁeéilﬂms%taré]@?s Fassé@trbugh a
JEng)A 821 30 ATy thg%grrgai{eﬂ BHIMALNShPRELHS fBure
emgigdﬁgj ap@r@@‘gatﬁﬁ' m@u@ag,{gl' e @ye@g fdpatgrlq Uﬁﬁd are calcula ed
Tro® the(®raantd gebumeights Z)en4dn Sableth. é\”hy thremd 14 @npressedztazecet
Rhé d@sw'ea Spkeifi@atibhs (1Br e X Ie godnanlcor}C‘aae 1dW¥etE Gahgd ind |

dﬁ%ﬁet or%t~% r%r%n[‘(;)abrl%mﬁk) |tngle rgtapy Ere's‘gutn%ng apn%prlate

d?@ptotggltr&q T@ejaﬁe@ qr@ppw(jhr@ugh a de-duster and metal checker.
H 3- benzazepi n- 7-yl ) oxy] - 3-pyri di nyl }-2- pyrrolidinone
Welbfe Rrepared in the manner described in Exanple 6
except that 16 WO 2008/ 104590 PCT/ EP2008/ 052430 the

ML

n nf
\J\JII\JCII[ I ut LI AL \JI

CQBPOSEIION:| obuf PESIFACATN et r at¥pdwin)1H- 3- hEHNSTHPNN

_StarLyit) oxy] - 3- pyk Neh Gyhiperdipyr r ol [ighi.smne in { bauent

Q\ﬁ‘iH E&Jorh@ Ut ! ONl MBS CYRIbRGal 1 Ne 1(Pyd.0M NG EXRIDLER,

I:)\allpl T 12 allu allpl T J.O) dl © 1 Cd)l CDCIIL all vT Ul all
Neotame NF Sweetener

Magnesium Stearate | Ph. Eur/USP-NF/JP 0.5% Lubricant

* StarLac: mixture of 85% alpha-lactose monohydrate (Ph. Eur./USP-NF) and
15% maize starch (Ph. Eur./USP-NF)

b) Preparation of ethylcellulose coat for application to tablet by Pad-
Printing

Ethylcellulose is dissolved in methanol with stirring, and triethyl citrate added.
The weights of material used are calculated from the percentage weights given in
Table B. Sufficient methanol is added to bring to target on w/w basis. The
solution is transferred to the ink cup of a pad printing machine equipped with a
suitable image cliché with a round image, slightly smaller diameter then the
actual tablet diameter. A suitable polymer pad is installed to match the cliché
image plate. Tablets are presented to the pad printer in a defined array,
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5 exanpl e tablet which may be prepared in accordance
wth the invention: Exanple 12: Preparation of a

w@e@Bl1945Dh si nt egrati ng Tablet (ODT) Carrier SPEPUFEPEN®052430

a) Preparation of ODT Carrier Substrate 10 Starlac

and Neotanme are passed through a nom nal 20 nesh
screen. The m xture and unsieved mnt flavoring are
taiaRing theedlichey dhepad arnter MRk ABRY 2ahi@mpsite Higeeprfigsrtablet to
applycxcatredt willlfiontie atrestectMadaes el nﬁt@tatm]{dueeut inﬁltrpﬂﬁ? e}
t ; ; to the
R R S R D S TS
approximately 2 mnutes. The wei ghts of material used
aablecB| cul ated fromthe percentage weights given in
Table A. The blend is conpressed to neet the desired

SRSMPDSTADNS Sfl§ﬁ|§8mt%r\ﬁ O?[‘Jd\f/gtl{g ncave| ERCHSN

1 dll%c 1 Ut dllet I'T Ul =0 111 LLLLD ) ulll d R
Hihviegiueseot ary pNEss utilizing apropriate | Prigcdive

tooling. The tabl ets are passed tlhrough a de} barseecoat

aniRERlatc hecker py 36, TegbayA COYHGH TI ON Plasticiser.

PECI FI CATI ON % w EUI Startacr | C enadi at
TR | ot 1 B8 RIATSPING Norh o dth oy L ¥Nige
Fl"aMethang elininatethiey eyaporation Sweet ener  Magnesi um
Stearate Ph. Eur/USP-NF/JP 0.5% Lubricant * StarlLac:

i f 9 . : : .
gﬁsﬁﬁéﬁ?nﬁfﬁ?ﬁw YEeaghein B 2R ORANF ORY Bebfling Table

&P. ) Gapiegspbgirals; cpar ati on of ethyl cel | ul ose coat for
application to tablet by Pad- Printing 30
EdnAite . tlosb&a@oriesX dix§ ol RN dlariB ahnpadsewiiirbugt & hbiniiai 20
Q'Hgsht src'r&;nh\/rie r‘ﬁ|x{t{r@gﬁg ?n%qﬁ%hevea- Iﬂﬁnt"ﬁ%\%'?lhé trgpsfgﬁg&‘ td gl
used are calculate romthe percentage”wel ghts given
iSHitabig pleadgy ang flendaddat anREpHAABY 1&MiddRsy Magnesivgieasate
teandgpetioidal siliton Bmzids .ard passed dhrotgloa nomirtal 36 sfeshrsedeno
ttRRstefied G theXlericPafd Bid dtird ghixive NHidHRIe8 GdH pReskinbtely 2

L I i . i
b RS; o TBERe el et B RE T b e
NRigEBPenH (3Rle Cpdbe Piend iseampressaddomaet ha ¢rsired i che
ispagiécqiioas or xenhe¢ soumdebiporeseatantcts oabdreinptiameter fiomar~8

I Amao def5 rﬂﬁgé)gz?rs%}’tablé%t\é\g #E88U PGP appropriate tablet tooling.

RCT/.EP2008/ mat chi’n he cliche, The pad
Frae R el Pas sl Bl st SR ained Dol et o
apply a coat that will provide a protective |layer to
M ¢thpitaluksk\ceat maybeé btepatddodnd agdptied as described for Example

12.

Table C

COMPOSITION SPECIFICATION % (w/w) FUNCTION
Mannitol (Grade 300 | Ph. Eur/USP-NF/JP 73.15% Diluent/sweetener
Direct Compression)

Crospovidone XL Ph. Eur/USP-NF 20.00% Disintegrant
Xylitol (Grade 300 Ph. Eur/USP-NF/JP 5.00% Diluent/sweetener
for Direct

Compression)

Mint Flavoring Non Compendial 0.90% Flavoring
Neotame NF 0.10% Sweetener

18



t he uncoated carrier substrate during the liquid
di spensi ng process. 5 Table B COMPCOSI TI ON

WERESHHSBATI ON % w/ w FUNCTI ON  Et hyl cel | ul ose NET/BB2008/052430
Protective barrier coat Triethyl Ctrate Ph.
Eur./USP-NF 1. 67 Plasticiser Methanol Ph. Eur./USP-NF
gs*** to 100 vehicle *** Methanol elim nated by

aRRER Seordi TR, o 5P e L o [Fubfar? 20
RIRLTiEOR NN f &; EEVUSENMRnd Gd0%xyI | t o -uhfigent
Méexidene are passed through a noninal 20 nesh screen,
the m xture and the unsieved M nt Flavoring
transferred to a suitable blender and bl ended for
approximately 10 m nutes. Magnesium stearate 15 and
colloidal silicon dioxide are passed through a nom na
30 mesh screen, transferred to the blender and the
entire mxture bl ended for approximately 2 mnutes.
The weights of material used are calculated fromthe
percentage weights given in Table C. The blend is
conpressed to neet the desired specifications (for
exanpl e round, biconcave tablets, range in dianeter
from-8 20 mmto -9.5 mm) on a suitable rotary press
utilizing an appropriate tablet tooling. The tablets
are passed through a de-duster and netal checker. An
et hyl cel | ul ose coat nmay be prepared and applied as
descri bed for Exanple 12. 25 Table C COWPQOSI Tl ON
SPECI FI CATI ON % w/ w FUNCTI ON  Mannitol (G ade 300 Ph.
Eur / USP- NF/ JP 73. 15% Di | uent/ sweet ener Direct

Conpr essi on) Crospovi done XL Ph. Eur/USP-NF 20.00%
Disintegrant Xylitol (G ade 300 Ph. Eur/USP-NF/ JP
5.00% Di | uent/ sweetener for Direct Conpression) M nt
Fl avori ng Non Conpendi al 0.90% Fl avoring Neotanme NF
0. 10% Sweet ener 18 WD 2008/ 104590 PCT/ EP2008/ 052430
Magnesi um St earate Ph. Eur/USP-NF/ JP 0. 75% Lubri cant
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Colloidal silicon Ph. Eur/USP-NF/ JP 0.10% Lubri cant
di oxi de 19 WD 2008/ 104590 PCT/ EP2008/ 052430

WOROBERBIES: The stability of the drug substanP€r/EP200$re52430

tabl ets nmay be tested as set out below. 5 Dissolve 5
tablets in diluent (1:9 acetonitrile: 50 nM potassi um
di hydrogen orthophosphate, adjusted to pH 3 with

ort hophosphoric acid) to produce a final

concentration of active agent of between 1-10 pg/ni
PROPERTIEY: ETHOStabifty BF tHel B8 susade ih @le BBRR! RhPbe tested
dj si gt etg(rf%g ion and Sonicate further if required. Allow
t45 €0 8Y o anbi ent tenperature and then centrifuge
an aliquot of the sanple at 14,000 rpm Prepare
Disqulhvess tablatginplilaerglio: Otabtoattslet $0 mdt petashun tdiydrogen

SRR eneR) BLER ¢ P MBI dRRLEMERC boRP bl nal
o B olie PR PR gisan- 1o b e shbale 1t Higutes.

prhesk b qemnirie disindegratianoangngenicrisy fugger iDrgIUBeh MAHBY tormopl
4o GmitWenit tetnperéiataeiam thenperitafugeen AiglotMslhd san_ﬁihasemgpcl)o

| ] I e
R B R B PRl & o PR e o
wavel engt h: 250 nm Injection volunme: 100 pl G adient
Rysifd the folipwing ipatrumenggongitions, gguibrat the cBrongto@eaptic
3stbrmPRittP95% A, BOIH. OREMGd G GHROMS@Gradhs fof€he sample and

o identify inpurities/degradation
W%E?}’%a%”ge cent age content of each
i(f'Fg‘t'JT‘T‘t " r%ﬁgaé F@nﬁp‘gB&flﬁ‘c‘?”‘i”h"Q'he control and
Jaoiphe Temjpettiren40°€an be cal cul ated by dividing the
HM@ﬂe¢ma§@ﬁf10ﬁﬂm©hh%ﬁﬂ£ﬂ?@éﬂ%h?%,F?g@uﬁﬂ1ﬂﬁ@bn@y the

| he peak for 1-{6- -
i\w%qﬁg%&ttag% %ZAgétﬂhgﬁ? et rahydro-1
law Faifz 4 78ANA- 7- yI ) oxy] - 3- pyri di nyl }-2 30

Beatecioi wdvedangtra2§0a i npuriti es/ degradati on products,

apdctiBy dolupheti1og 4y 100.  The total
Lé%a@hﬁg&)ﬂ%?[&datl on product content can be cal cul at ed

Time (min) © %A %B
0 95 5

5 95 5
30 30 70
30.1 95 5

Following comparison of the chromatograms to identify impurities/degradation
products, the percentage content of each impurity/degradation product in the
control and sample injections can be calculated by dividing the area of the
impurity/degradation product peak by the summed total of the peak for 1-{6-[(3-
cyclobutyl-2,3,4,5-tetrahydro-1H-3-benzazepin-7-yl)oxy]-3-pyridinyl}-2-
pyrrolidinone and all impurities/degradation products, and multiplying by 100.

The total impurity/degradation product content can be calculated by summing the
percentage content of each impurity/degradation product present. Typically, only
impurities/degradation products present in an amount of greater than or equal to

0.05 or 0.03% are included in the calculation of total impurity/degradation product
content.
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WO pand4spes/ degr adati on products present

per cent age content of each inpurity/degradation
product present. Typically, only

of greater than or equal to 35 0.05 or 0.03% are
included in the cal culation of total

i mpurity/degradati on product content. 20 WO
0AMBO4590 PCT/ EP2008/ 052430 CLAIMS: 1. A dosage
form conpri si ng: a)

cl.obut 4 5- tetrahydro 1
N L Sl B
pﬁ)n di nifriS- chﬂﬁhUﬁWZr%’ﬂ 6ﬁtéafb’ﬂrca1 Ip3haraaeanin-¢)pxyl-3-
qydeipyiad! pyrrsiiditorichgragsifarmbge wicsityadvceptable, saltherof;

trtgtdlrJgeasstgﬁﬁsre?%ﬁlbrpFédgf:esldége?a(ﬁe(t%nwof B eidoudyi$,Pa 5-
SRS athenzazsn IERYPOSRICFISI D fiige

|fﬂrrm whenl 6aapered it p gopfaanfopd tskingdatdstabitikesaans f or m
lcki ngptemmdcaltiablly dceeptabRrekcipjend phar maceutical |y
acceptabl e excipient. 10 2. A dosage form according

toclaimil i ch co er tablet,

Brri o Tosgble adaring Bedaifuf Fhich Epmetos & tprebt EoRH m
gy ¢asiiergablal is at least partlally covered by a film comprising:

I){ 6- [1C8-[316y omdbuity-2;324, B, tétrdhytiR)- T ABYsEn@aZe pin-7-yl )oxy]-3-

ﬁd.h 15¢ ﬁBfl(ﬂaney r)a mgc AR tbbl% "Rk e%éfd m)ne
yighins AR Qﬁ%‘ Ry %‘f iy
% . ?et%tggf‘f‘qewa Fetuiobs BsqTot o2 S s

Tetf@rd (B 1 dethanizazadin-2;yBoxy]S- myelﬂma[}ry?enyoroﬂdmone in the dosage

Horn, heaaeRPabed/tod devsys fnPMERisy Bl ktaBiigy r ol i di none

in the dosage form wﬁen conpared to a dosage form

| ackin sal d stabiliser., 3. A dosage formaccording to
c} ai mAdFR%eIfiMhegcordipg E%C'%'Eﬂﬂ ai FiMygtwidghcontaipgbafyeen 1
amydant ‘myg 1-{6-[(3-cyclobutyl-2,3,4,5-tetrahydro-1H-3-benzazepin-7-yl)oxy]-3-

]p}/{i@ing/ w@h&ﬂw{ewman %e%s@reﬁ%%ﬁl@é"ﬁﬂb@nt]dﬁfr%e%ﬁéBZE,%Ehtn
-7-yl oxy - pyridinyl}-2-pyrrolidinone, mh

nmeasur ed as t he anmobunt of free base presen
dosage® AL ATOAGRORYNY b9 IMPrpsecinslaig (‘f“lhé?hrﬁommﬁ%w -{6-
d Brpiciobetyl-2,:3{465-tt{=Bydrpel FbBitenaZ2pB- Ay Boxyg 8 1oahigidylp2-1

pyRroRSAGRZADE fled bidd 0XY] - 3-pyri dinyl }-2 25
pyrrolidinone as a free base. 5. A dosage form

according to any preceding claim wherein said

St abi |A desageiferns a¢eording tor zryrpre¢rding: eleip. wOREIIR 83ia glabiliser
ds$ selectedrooh, thegroup @osdtingasfodiribacidamialic asidl ascbrbicssadid snd
ﬁ@%‘aHé“ s'%blfaﬁ{ Heé}gBﬁate béﬂt}‘lét%&l ‘Fu% W%r@é@(@&ﬁcﬁ hiGrafiad

y a‘iﬁl roxyto uene. 6. dosage fofm
nto cI aim 2, wherein sai d stabiliser is
C|tr|c aC|d and vvhereinthe mol ar ratio of free base
to citx H@sa@eifdrﬁ scdoeding &cldinb2, . whkréin siid sdMlliseB citric acid,

and wherein the molar ratio of free base to citric acid is between 1.5:1t0 1 :
500.

7. A dosage form according to any preceding claim, wherein said carrier
tablet has at least one recess.

8. A dosage form according to claim 7, wherein said film is present in a
recess on said carrier tablet.
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7. A dosage form according to any preceding claim
wherein said carrier tablet has at | east one recess.

w@2008/10459@ge form according to claim7, wherei PCHEPZNS/052430

filmis present in a 40 recess on said carrier
tablet. 21 WO 2008/ 104590 PCT/ EP2008/052430 9. A
dosage form according to any preceding claim wherein
ther e A dosagelistnaatdoadihy toanyalyscadirig caingfvherein there is

]Sghgtg[ztﬁeﬁly%calb@%m!ﬁ o1 %ﬂBa’éy&lSM hﬂﬁ’ﬁ%t%tg%%dlr% 1H3-
SR SRR o bl B oo ey e

creeptablersglythareof by thecarredigblghe f or m according to
claim9, wherein said carrier tablet is coated. 11. A
desage fjé’éfa?e@?ﬁr%gdoﬂgn% Wh PrErHSald! A8 té(W&r@bébted
sai d dosag ormis f er coated. 10 12. A dosage
form substantially as descrl bed in the exanples. 13.
Aldos dyeodageriprasackosding kseany prevrumelpias wherein said dpgagea
rrein Rdulfieroatddci Nng a dosage form as defined in claim
2, conprising dispensing a solution or suspension of

{6-[( clobut 5-tet ydyo- 1H
T2 on ARy PYRSITE. 5 TR 1B BIATRIRR di none or
a pharnaceutlcally acceptabl e salt thereof and

stzabi |A 8§64agenben as 68¢diibed inf &dhles £91.15. A met hod of
treat ment of neurol ogl cal diseases which conprises

adm ni stering.to a host in need thereof a dosage form
aé- defh W@H“qdrPfQFRﬂUGWS affosage Kormsas1dgfined i claig 2 L@Q@‘%‘F'”g
difr@enping-acspiitiob ot glispnSiord o6 1+{e{([Badygidbatyl1243 3 Btetrahydrpi 1if-
-32ber?z5zadlamw)bxﬁ-aowridm l}éd ;}yr%ll@Mbrﬁ@bﬂ s bRaRRcedtically
PAEE%& ?%‘é't ﬂ?efreélf a%ﬁ%‘teeﬂ)'ﬂg? gntg% ctadrefrltﬁfl Of in the

actur e

manu dosa in any one of
clains 1 to 13 for the treat ment of neurol ogi cal
diSs easesettbd. of Aedinsang ef heurntogsaltiddases whichaoynpdses of

Cddﬁ#lﬁ?}teﬂmé R) 4 Bodto néksEthbReof 5%0&5@3 forRakRAbePh any one of
eurgl&g 1§a di seases. 18. A solution or suspension of

ycl obutyl -2, 3, 4, 5-tetrahydro- 1H 3-
benzazepln 7-yl)oxy]-3-pyridinyl}-2-pyrrolidi none or a
pléar _natbs&alﬂfi 1_(5{@I-[K3Acy(mtmqm26b4,é-tstedhyd tohef-Sefenaaxkpin-7-
ShaRi1l3-Sridiny -2yt RliYiRBhe §¥5 bRAMMasautAlly acceptable salt

thereof in the manufacture of a dosage form as defined in any one of
claims 1 to 13 for the treatment of neurological diseases.

17. A dosage form as defined in any one of claims 1 to 13 for use in
the treatment of neurological diseases.

18. A solution or suspension of 1-{6-[(3-cyclobutyl-2,3,4,5-tetrahydro-1H-3-

benzazepin-7-yl)oxy]-3-pyridinyl}-2-pyrrolidinone or a pharmaceutically
acceptable salt thereof and stabiliser in a solvent system.
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