NOVEL DOSAGE FORM This invention relates to a novel dosage form to a
process for preparing the dosage formand to the use of the dosage formin
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and inserts; and (8) buccal and sublingual administration such as lozenges,
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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-
40  pyridinyl}-2-pyrrolidinone or a pharmaceutically acceptable salt thereof and the
stabiliser. Suitable pharmaceutically acceptable excipients will vary depending



10i ngredi ents are present in the formul ati on. CGui dance on the selection of
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linked polyvinylpyrrolidone, sodium starch glucolate, croscarmellose, alginic acid

and sodium carboxymethyl cellulose. Suitable lubricants include stearic acid,

35 magnesium stearate and calcium stearate. Suitable glidants include talc or
colloidal silicon dioxide. The oral solid dosage form may further comprise an
outer coating which may have cosmetic or functional properties.

In a more particular aspect, the present invention provides a dosage form for oral
40  administration comprising a carrier tablet, which carrier tablet is at least partially
covered by a film comprising:



15pharmaceutically acceptable. The carrier tablet must, however, be of an
appropriate size and shape to function as a tablet for oral adm nistration.
Any type w0 20@bloetoomay be used, for exanple, those descrchamk2008/0R80 ngt on,
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corn starch, potato starch"and pre-gelatinised starch), gelatin, acacia, sodium

alginate, alginic acid, tragacanth, guar gum, polyvinylpyrrolidone, and cellulose

and its derivatives (e.g. ethylcellulose, methylcellulose, carboxymethylcellulose,

hydroxypropylcellulose and hydroxypropylmethylcellulose). Carrier tablets may

30 also contain other conventional excipients such as lubricants (e.g. stearic acid,

magnesium stearate and calcium stearate) and glidants (e.g. talc or colloidal

silicon dioxide). In one embodiment, lubricants and glidants are each present in

an amount up to 10% w/w, more particularly up to 5% w/w. In another

embodiment, substrates formed by injection moulding such as moulded tablets or

35  capsule shells may be used as carrier tablets. Suitable thermoplastic materials
for injection moulding include hydroxypropylcellulose, ethylcellulose,
methacrylates and polyvinyl acetate.

In one embodiment, the carrier tablet is a tablet comprising microcrystalline
40  cellulose (e.g. Avicel PH-102), pregelatinized starch (e.g. Starch 1500) and
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benzazepin-7-yl)oxy]-3-pyridinyl}-2-pyrrolidinone or a pharmaceutically

35  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




napht hal enesul f onate) or hexanoate salts. Such salts can be formed by
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stabi | i Xer, 1-1{6}&(3fﬁysmgetyf -2 RS- @bl droetHh81benzazeb - G oinpai-aipyedinghd shoul d
gﬁ\éeegggg Sh ﬁfdﬁglnHHéiﬁfay%'erﬂre@dre&Q&QJrr&l{]@/flzkerf {bé@du@és %héﬁée@@%ﬁ?é’it 251 n

i ur i u
cal cul at ed??%ﬂ?e&'m@g@‘@&é‘%ﬁ& g:g 8+SC Oﬁgr gb(?@?%'?’%grﬁ ai ning stabiliser
stored for ncerpatatedieraipdy re®ogncel ative hunmidity is at | east 50% | ower than
the nean total inpurity/degradation product content cal culated from at

| east a e i idiser that
was stgzr%dnm%%ragélq ﬁ%@@‘ aéi’rpﬁé’rﬂﬁorI&ﬁt olfq[ﬁg q’? ly'é %hg‘gﬁéﬁgn% t he nean
Cotal inmpurteionissEn eﬁ?zsp'a-ﬁuﬂ}oxmﬁpmnyﬁ}f B qIdRope HOMIAT | o5 of t he
dosage f or nhyssehrainitien pydroetiiorides sulfaig enitraie.cohodplzate 3QCcingBYNatsdata. i ve humidity
for a peri omrbte3adBrste Nsropivasiediuntiratexcivge, Hovate MaEtated bP@tdate;ul arly 5%

Cer tain phf&ﬂpﬁgﬁgébrﬁenhafe%gsn&@%?mmmtb%n Gfdnels Stabi lisers in
q

t he cont ex accept abl e

seq% |nv§ i on
ant i ox&pant@efhﬁ‘EP%@”?tﬁog a HE N L 12 Phar maceut i cal
Exci pi ent s, nahithadent8Bfirtate)yror h2g®aleEshlts ASHch Kaltsbegn. be forroedbe rdactioment , t he

stabi | i ser wgh &Rl pt@siald £, IdpGoEHIIP iPa 6 GRSt 8lictad &n 6rgaficd, malic
acid, ascor ?dl\?en"flcrb% v%rwe Eél’?wﬁ@h t(:gm be isolated for example by crystallisation and

filtration.

35
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.

40



sodi um bi carbonat e, butyl ated hydroxyani sol e and butyl ated hydr oxyt ol uene.
Conbi nations of stabilisers nmay also be used in the present invention. In
one enbodvoends/10esve stabiliser is citric acid and, opti ecalEpgoosvsbat ed
5hydr oxyani sol e. In one enbodi nent, the filmcontains citric acid and,
optionally butyl ated hydroxyani sole. The stabiliser or stabilisers nust be
present in the dosage formand/or the filmin a sufficient anount to reduce
degr adat i oninadnelenftfipdirt @ty tHeabudnyibn 2h8 ddsdge form and/or the film contains

LOt et 1 ahydr gl b1 henazenbn: G- SRI0BnA2 RV sHPr brc2r Metschlzhslichane or

phar maceutica I n rrent S conprising
Citric acid- bwél-?quya&nﬁg?-pefr@l'ﬁ'wng iunetrad o e ORTPLERE the 1 ange
1.5: 1 to gres%mthansm@ltfdmmw@uﬂpf peihafdsd @dﬁltnasaitSa\ @ mof®r mer, such
as hydr (D(ypﬂizﬂﬂ(ytllﬁkﬁdnhbdd@ﬁ@nt ih}édfo@é(g@foﬁmdnﬂﬁirh)dfllmaidntdnﬁsl&tween 1 Mg

hydr oxyet Lk 56neSaRRIENTS éHoOﬁfb uPIY i ¥hor) C cohol
bol yet hyl en rb?%r Obe?%?fy% %ﬂﬁﬁ@% Aleradh SW& Coandedint, o o

EUDRAG T gr beieezemin-7REoxyE;3- wrldwl}ﬁsmmjldloon@weo@nﬁﬂsnead amtbetamuebf In one
20 enbodi nestfreet iefpréddnt.or mer i s hydroxypropylcel lulose. It will be
appareniy to the one ski Il ed i n the art, that any filmfornmer included in

t he dosage shoyl d be, so kﬁ in.the solvent used duri its

producti on. gg’sfaigﬁ RN Fl' équj'S}O’Pj}’lP%”tﬁtha mages P%ﬁt For

exanpl e, i tadeaptableesialilifes thad raduaes degradationgdd|1w{6ri(3- wktbetvt-Z 3Gh as aqueous
systens, regubh@irgd@is- b@rﬁka@éplﬁm}flf@)&y]@b)‘ﬁncﬁ@l}% IMmendedres (20, 40, 80),
Triton 100, rfa%' Uéﬂt*cgﬁyé@c&ﬁt‘éb@%tet'hé)r%oil)}l’rLt%%EQ iﬁﬁ wwﬁqﬁgam ng agents

(pol ydi net hg)/ er enbodi nent,
the filh ad¥pbilissrahep compergde aginsage farpylacking hgstabiliser-aH or one or nore

ant i f oam ngdegyadaton oB0-{GiS-doayy!-2,8r4nd-tephipdrof ih-Bhenzazeainetly ) Byl-t abl e
coat ngs I n@p&'ﬁ’cﬁn}l}h%?rrélldﬁoﬂé (&b@pﬁ@ara@céwctaﬁgbé&eb%lmtthé}ﬁomn fnee carrier
tabl et. g&% : mr?‘)n !:ATE@G% anan)%%fj%9%1?(%%urlﬁ)%mecﬁta?Qrﬁ;[tﬁ?lg//ée&gda@é%We' ght gai n.

35The dosag en environnment.
This may bepréké!ﬂ‘ﬁté"%@”b thﬁépiﬂﬁecfﬁ”'@)ﬁs'aﬁ 96@%@# é—(@d\&‘@ﬁ@é’?e mﬁthloﬁe packagi ng
of the 2UbsagescfivedibelSui Tabiskillekyegder witl appregtesthah ovithdiee Bhaptiakeetpd KH and

KD (commer Cb@%éﬂce%f%‘b%é\@e%ffsfa@m‘s&u%Q&%@Xorﬁ@%h@hl@@tﬁ@ﬁll@'\ﬂé peciality
oxygen scavenger ol ogi es) .

Al Ternat i velS)! ey e Bt st Rilb o ksl FFediwar ars

i mper neabl e'm@pgmﬁ&en. Al um niumalum nium blisters may al so be used to
package the dosage fornms in a | ow oxygen environnment. |In another aspect,

the i [‘:’%t'm%r{éré?ﬂbd&‘ﬁﬁerﬁ BIRO LN RSPRAIPSIBS HRRIGGM Sof the
P A e %?%D%bééwﬁ?ﬁ%;ﬁﬁbe 9&%566%%%%? Hﬁ@&@ 360880 71 i nya
) - 2- pyrrolﬁoaﬂrﬁmféh@M(thﬁé%rfa@ém wraidity iszat degst 8dlodoverithan therreeAn and

stabi | i ser twnd inpuritgdéedradationlpreduct mtestalaloatedieym e ldasedisamples ded t hat t he
stabi | i ser_and, Qléfle%%%ef%ﬁﬁ'léykﬁgts%bv (053 11t yRRdbd g SOf uble in the

sol vent,, The s aﬁ‘ g pi cal nmust be pharmaceutically
accept atfl e ?W‘Q%@b?rc%(? ) quantities in which it appears in the finished
dosage form

In another embodiment, the mean total impurity/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
35  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
40  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,



Sui tabl e solvents include water, organic solvents, propellants, |iquefied
gases and volatile silicones. In one enbodi nent, the solution or suspension
of 1-{6-[WB-2008/104590 PCT/EP2008/052430

| Scycl obutyl-2, 3, 4, 5-tetrahydro- 1H 3-benzazepi n- 7-yl ) oxy] - 3- pyri di nyl} - 2-
pyrrolidinone or a pharmaceutically acceptable salt thereof and stabiliser
is prepared using an organi c sol vent, such as nethanol, ethanol, acetone,
aceti c aci dsaflunreichydonnte, bhtytddiedrddyziissie aindbustHtatenydsoxXyéolgene.

vat er - et han@hmpiBhord! FQtdMistRGHay hiBo BEGsERAAL PRIt ihihisA! vent is

met hanol . 20 In a further aspect, the invention provides a solution or
suspensi on of 1-{6-[(3- S .

cycl obut y1-p @esemhadinenthipgrstabilisesisiséne agie pné-optignaly:dptvidedyr i di ny1} - 2-
pyrroli lda norﬁgejr@ryaaisplbamrm@&mhtimw, m@cﬁeﬁﬁaﬂ@tbmlss;aﬁé atith@neadptianallyst a?i i ?]er
in a solven enbodi nent, the solution or suspension further
25conprisesﬁgﬂéé%?&H%#gmﬁgﬁﬁ1forners and/ or surfactants and/or antifoam ng
agents. In another enbodi nent, the solvent is an organic solvent, such as
met hanol , etheastgbiliseiessiahdiseradedst be acesgnbin the dosagerferne andipi e filmir e
particul ar | y somtiBarghourd® redoes Hegradgnaditeiscycobotyi-2f3.4,be stabiliser is

citric I Aot bfvd Lt LU Q0 Ar ans| LN an anount
bet woen 5. 3L Ao ) ?%fﬁ%‘?@” 755%,03%#‘5#@“9@& D PHERRAGP 20t < i n whi ch the
stabi | i ser PRATBGESH s AeERR itRIPES: 1D certain sMbodintents;ceRRISG uti on or
suspensi on ¢itlicagidatheumolabetinoé fre@ bads ©. cittic @i is jpathe rangear.d y1@ 02% w v. 35
In certain sghodi nents in which the filmformer is hydroxypropyl cel |l ul ose,
it is present in the solution or suspension in an anount between 4-6% w v,
particularly 4% wv. 40The carrier tablet and di spensed sol ution/suspension
may be heat Eef {8 gay peditionady exfainia filgamyer: s HIEUPORYEIIMNIRRS. | i qui d and
result in tnaréxypromyinorihyceluldsel, hydrpoyettatcelldase, carbpaymetbf| deielosair f ace of
the carri erpdiahyebicodd epshAsR Byt AitBh TR M b BEShaARkpaablaYor Rnbdd)m coat ed
r
e
N

di t t | i inth
TUSROR ¢ A QLR T B Rl
provi des a BHBRAGIbArades RloR%t Foh: BrF ©h8nYyAerBPpingligng thereof. 'In one

[ ( 3- cycmbuembedmani e filmtfomerds bydtbkyPrdpgitetdess. nt Willyde) apppienBigthei di nyl1} - 2-

pyrrolidi noge Qliled iR iRy ARG NG Alnh YorReF RRlabY B haldbsidtebanishand pat abi | i ser
to land after i concave tablets having recesses

el di nsed., Typically,.. b
on two face%“%$eFﬁﬁeé8@F@HB358“8%%F%9%H¥“¥We two recesses can be used to
recei ve the solution 10or suspension of
1-{6- [ ( 3- cyThefiut may 2ddtichaly tettaialvtichrexdipiedtsh éfur @xapple; if has been

! hor ot angfclfis el bedaif 6 al uBARC R & RISHIREREME I ANARKIRNIF ° 221,
recei ve a S%qrf?tcpe@}? %rg'?l?@l %rﬁg{é&{b(gfioyw), ?‘rlton 10t0 soJium?jaurﬁ §u&)ﬁate or

1- { 6- [ ( 3- cyWylospralyandforanifoanirg agenyel (Relytinghysipxane pi dimefhiesog)-- 3- pyri di ny1}
- 2-pyrrol i dingsRralin a fitar sabedimand| thy filacadpicnalleceabihs bhe bedbrd 5and
stabili ser, g tdn aﬁ&é@dd&i&%érg%ﬂ%aﬁ% gb%n%sed to receive a solution or

suspenskpn of another therapeutic agent to produce a dosage form containing
two difterent therapeutic agents. In a further enbodi nent, solutions of
di fferent thes desageifermangentos further iseatedy Sudable neattngs insfudefthededistacher . 20The
gos ag_ebf gr MasdvetRSupEIRG Qi’rtcobﬁr)@diﬂt'h@Bar_lﬁiéytab%t.p_rnQﬂiﬁC@ﬁlbdlﬁrhém, thiae appgr at us
escribed i : i ation is herein incorporated inits
entirety. r%ﬁ%ggﬁf%3§§§?§¥Bfﬁ£m§§@gg%ﬁTorn1of the present invention may
be produced by an apparatus containing a dispensing nodule for accurately
di spensing ahedestgedonm mey optianaly befackeged it aldvooxygen sogipemzxndn Toik
1-{6-[(3- may be achieved by inclusion of an oxygen scavenger in the packaging of the
25¢cycl obut yc]zss%gérréfn?'élﬁfakﬁehéé&p&ﬁ %%v ﬁgeer%fcﬁgq%' Fﬂfa?r'n%ﬁk% kH3e;rBy+§jL'>d' nyl}-2-
pyrrolidinone or a Brarnaceu ca ¥ accepta e_§am ereof and stabiliser
onto the cafPmaiereighy avplableframapishihemie) ad SRPLGX hagrecRliNPUISy nenmber for
hol di ng t hesaengesr(cdrabbeiadly avdilable frany Multisertc bedthinnlogieky Adtbovatjivélhe appar at us
as the 4033 nglsiotagg@%%waﬁibé PaOERBd iMBoteed ikt Hid/isPeRHIOn dxpsh.each of the
carrier abl et s.



The apparatus may al so have a drying systemthat dries or evaporates

sol vent fromthe solution/suspension deposited on each of the carrier

t abl et s. Wbeodsolosiong nenber nmay nove continual ly al ong Poe/ERp@ansi4ec as the
drying system 35dries the dosage on each of the carrier tablets. The drying
systemmay dry the dosage by use of heated air, infrared or m crowave
heating. The apparatus may al so have a coating systemthat applies a
coating oveAlutriréurdathagieiufroblisterd reaycatst bengsesiyts haokaye)thé dusage fomas jpr i nt i ng
devi ce or %W%E}ngg\tﬂnﬂm@,ppl ies the coating to each of the carrier
substrates. The holding nmenber may nove continually along the apparatus as
the coating systemapplies the coating to each of the carrier tablets. The
appar at us n@yangthes apeacs the iyantiangerayiges a meshodder ereperrg bediosage Wimeach of
the carrj erofttadiretstionl tTHa héthbe cappasesndisgehsingtahslaippar stispensiesof i bed above

coul d re-proeess . gaaﬂsutgrz 8 aleaol shRiranv ARk Hw& A Byffidfia Lo add

solutions or 's aﬁ nsi o natlvely

ent t
the appar at BETUBHPRE ABYE %[HIﬂCFPtEfﬁ Y S¢qep ?aﬁté erpef’ St?'ﬂ"'%f‘éroi” 510 add
each of t hecaraeruablehshrysniens nerdetused heovisiedrthatithe alebitiser. and any other

1-{6- [ ( 3- Cyslommhity prededt, id tHe iRt dra RpbR-id the3sdhinz aziepsdiveht ¥ tyeisylly- 3- pyri di ny

1}-2- 10pyrigki) 'a'ﬁB'?ﬁus‘"l‘BQ ]E; ﬁﬂ%g%ﬂ&é ‘%e?dlé}ﬁtﬂsgr%%p@b uSAtibS it hereof are
H3 antagonlsts Javi n ef\1 thg E #c propert| . partlcularly,
1-{6-[ ( 3- which it appegrs in the finished dosage form

Cycl obutyl-2, 3, 4, 5-tetrahydro- 1H 3-benzazepi n- 7-yl ) oxy] - 3- pyri di ny1} - 2-
pyrrolidi nOS@ta%l&sdl&e‘ht@uh@lUG@%t&rl&r@éﬂn&’ s@iveaplbpslane! ifuehbe gheds eved to be

of_potent aly i5g, dsfillfiel! ﬁ%ﬁge&rn;&é.mgﬁmh% &gatﬁ)ﬂ'ob@gg)%%ﬁ%ﬁ o 93&; Y ng

Al zhei ner d vascul ar

denent i k), @globuy- 8@e”d5 TRIFRBY§rodl/& MEF@Z&H'n ?fwﬁ)%y&égwr' PVis21 npai r ment
cogni tive defriaiidinpneepi 4 ppayynacautinally accepRévtek$atistberest andgakitsermul ti pl e

sclerosi s (praphrediRgfldrgatae sol8éitokiRh d3ah&th&hol @Hémaécet&me%mbn
(including ng oPJn% fﬁisehF%ﬁWn'd% EA&@%@?S&@%{%W fﬁx Qééory pai n

(i ncl udi ng oSt eoar
and 20back ‘ﬁ)’%ﬁdn)mﬁﬂﬂemt’@@'ﬂ‘%‘F doe aevant(s melhgaring hypersonnol ence, excessive
dayt i n&2(s| eepi ness, narcol epsy, sleep deficits associated with Parkinson's
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(particul ar‘f%?‘ E)HEYP? ‘Eé?‘% ahyg “_Z' 'bsegﬁ? &5) f'é(lr)l?)g gz%dé'ﬁﬁ gl ar_disorder),
attention dlé\frfctlﬂfj*f‘o'ﬁﬁlﬁ"e@ éh@rme\‘iﬁt’tiﬁaﬂk’ g@}e@@ble %tﬁhe@@f@mi st8pilisrtlindi ng naj or
depressi ve sbizot dggtem. dnaneéybadicheat] thecgolation cardsmeEnsiain fditieeeases i ncl udi ng
obesi t y>And; Gasisk ohB LR ot ain Qhﬁé‘rrsda‘?\'aﬁ)r s@ﬁé’&éﬂk BEHMr ahtﬁoéifm Hrt her aspect,

the present_invention rov rapy. More

ot cur ar | S8R OB BELSTRSOF Jas SoRAN fotheen b hPRl SUUEL | h t he

t r eat ment omemaaglhyhhaaolsawortqw@C%tlsowd o rsethillene chipridgyanare dartigklapgur ol ogi cal
and psychi ainethandi sor ders. The invention further provides a nmethod of
treatment or prophylaxis of the above disorders, in mammals including

humans, , Whi ch conprise m. ni t he 355uff rer the dosage form of
e pr et PresiamaaR T b rRGE eatifeer (it At ISRl e t he use of
1-{6-[(3- cymlmmtqﬁug)@smnan an amount between 2-3% w/v, particularly 3% w/v.

tﬁt rahydr? (hitedabesiaisotipéts T whitw e stbiler isthuiythted Bry@iokyaiddl, i I’tqflﬁ o(r]I a
ar naceut | 3 o e dosage
Por m 400f tﬁ%kéﬁ{ |@%%?§)}Lﬁph§r E@&P%Bﬁhrg&i ?'Igg 'ﬁ#er}%'gwl{% ﬁgrog]bgve "di sor der sg

partlcu arly wiv

35

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.

40  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



1-{6-[(3-Cycl obutyl1-2, 3, 4, 5-tetrahydro-1H 3- benzazepi n- 7-yl ) oxy] - 3- pyri di ny
1}-2- pyrrolidinone or its pharmaceutically acceptable salts may be used in
conbi nat iwo 2tt4d0her t herapeutic agents. Wen PCT/EP2008/052430
1-{6-[(3-Cycl obutyl-2, 3, 4, 5-

t et rahydro- 1H 3- benzazepi n- 7- yOoxy] - 3- pyri di nyl1l- 2-pyrrol i di none or a
S5pharmaceutically acceptable salt thereof is intended for use in the

treat ment ofipod atheistrapag of tieeastace of theaprize tatsetd Tihe doeads foahinady Wi t h

medi cament sigh btk Be Afn UsabUbodFafb ReiuE RASSN b LML ng or symptomatic
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1-{6-[(3-cycl obutyl-2, 3,4, 5-tetrahydro- 1H 3- benzazepi n- ypoxry%- 3-pyridinyl
) - 2- pyrrolmﬁ ARRfsalYs ”b’f‘yﬁ}lﬁ.?rfﬂ?é{(?&ﬁqaéag FW%’B&'@%&%’B'I‘% PRI IEPEBE and a

st abi | i ser, dadaige fiordosEyecdatingsysiemnmeay ltaveps pakyinding dddce boaaprayérer apeut i ¢
agent oo agﬂﬁ@i spplidStHe (\,’Mahhg RecapRAMRN arfirdubbitfieddethé hoiaRY rhdigbapeut i c
agent nmay br%af? o%gr&nt'lnua}ly Slong the apparatus as the coating system applies the
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carrier tablet. Alternatively, as discussed above, a film containing

addi tional therapeutic agents may be deposited on the carrier tablet. \Where
t he carriwo 20@bloetoohas two recesses, one recess nay conPairrEPévs/05i43m
containing 1-{6-[(3-

cycl obutyl-2, 3,4, 5-tetrahydro-1H 3-benzazepi n-7-yl ) oxy] - 3- pyri di nyl}- 2-
20pyrrol i di none or a pharnaceutically acceptable salt thereof and

st abi | i ser, caatidg tdeachesfaing caireicetabletsryT eoapparaiug may hisbrhagentaabtmgig t he

addi ti onal ,Jlgyg,rt.ggte&ﬁésqh@ggé}rn Yn BRI e A tatdkvel y, the filns containing
1-{6-[(3-cyclobutyl-2, 3,4 tgetrayro-

1H 3- benzazepi n- 7- ypoxy] - 3- pyri di nyl) - 2- gyrrol i dinone or a pharnmaceutically
accept abl e ¥alkbe et tfaaw%@mr@tugéescrl fd abpve eyl ferrRynegsstdaEteipeut i ¢
agent ney 2fbrtd ayeietbadnetinss irogrdef totdue sofuiens oMigPensions of different

h
éyi |6d|[ g§1§yﬁb%gpﬁé(ﬂ %n%s Aairsrh SRERMAT :.ln]aﬁlusgc ﬁﬁ%%dﬁloﬁ?ly ngher cof is

ut
YLt Y- el O e S Cach e i, %Ipea/ts%oeg iohs o e pmer TRIclS +he sams

di sease 30state the dose of
1-{6-[ (3- cyek®fBioytioBulyl- 23& 543étfaawrdrm-@{rﬂeazmﬁmaz-gzlwy}-iqoyridinyl}-z-
ypoxy] - gy pyﬁ% ;Hnamgy%e 4 Kg ? bé‘@L&%u;ﬁ QL ceblabiPms TG EMI-E sl ¥ acceptable

salt) may d

1-{6-[(3- cy%rr BRRNS} i gving Ysejuktp ?V"Bﬁ?}&r%ol‘i%'%s b@ﬂ%a%é?ﬁ“ﬂ?f%“ﬁ%%f}] 3-pyridinyl
}-2-pyrroli @Vckdmyl(%?4|5ttstr@°h’&ir0fﬁl7’e’hbertzatd}wn-ifut)ep}t]ébmeldml}{Z) is fornul at ed
al one. Apprﬂﬂfdllalhénéjﬁﬁ@ﬁs mérlna@@utrcgﬂgdaédép%wws@t@seliéxmd Roseorski | 1 ed 35in

the art. Th otEr‘PtLaLB&é {r\%@ﬁggﬁeﬁ df an&) ?Ja?d."s? Rlzﬁé‘{hag?enm limt

it in an reara ono
cont ai ni @smdq_mf@t aI((rg:Iudlng Lewy body dementla and vascular dementia), age-

cycl obut yl B|BedimBntoey dysfiyration, ItlidBedgaitva repaimaht y¢ogoitiy§ d8figity epittipryl | - 2-
pyrrolidi neRgaird Farkifssh's SEPARE FHufi V@éo@er@ﬁ§§ﬁ@|u&|h§ fiigle 2 shGE, pain 30 nmesh

sor een and 116D, JLANAEH ) O96L RS oMl RS, Bl eaiEL. s g Rescd on a

rotary tablet met er of
9.525 mMm an@?'%ﬁ”%{%%??tﬁﬁ@@?rﬂ}'SOFhSUWﬁiodfb@fH‘rt“ﬁo%!*ﬁ BHamewEery PABNgf t he

t abl et .20Conpackgmin) rndateepalidooders (ibgludieg dysdrsorgnaentenrexa@ssigbdakinmg. The

E ab{N)et : alWﬁrgeém@esrsr ﬁé}%lﬁbéyﬁglebﬁ RidR%ALAG RN FARE SRR gk ol ar get. 4%

Component | VEtge: SRR M e FRLPlIT PRk Redr it aBorals CaMBReTR 16 °
Pregel at i ni ¢i8efdsisdped) ISEAIZOR '@Bwpa'ﬁ'ﬁu'ﬁﬁ)gﬁ%l'tl)’ﬁldﬁ'@h@fa?@é'z%@'eﬂ@ﬁ al 233.3
and bipolar disorder), attention deficit hypereactivity disorder, depression

25  (including major depressive disorder), anxiety and addiction; and other diseases
including obesity and gastro-intestinal disorders.

Accordingly, in a further aspect, the present invention provides the dosage form
for use in therapy. More particularly, the invention provides the dosage form for

30 use in the treatment or prophylaxis of the above disorders, in particular
neurological and psychiatric disorders.

The invention further provides a method of treatment or prophylaxis of the above
disorders, in mammals including humans, which comprises administering to the
35  sufferer the dosage form of the present invention.

In another aspect, the invention provides the use 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 in the manufacture of the dosage form
40  of the invention for use in the treatment of the above disorders.
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15 Fil m Coat Conponent Weight (ng) Opadry Wiite YS-1-7003 Purified Water
9.3 gs* Total 242.6 *Renoved during processing Carrier solution was
prepar ed Wo 2déss®adooi ng 4 g hydroxypropyl cellul ose (G aseT228/05HRC), 2 ¢
anhydrous citric acid and 0.02 g butyl ated hydroxyani sole (BHA) in

met hanol, filtering through a 10 mcron filter and then bringing the final
volunme to 100 m w th nethanol .

1-{6- [ ( 3- Cytk®[BiCHytioBuBI- ESE‘#5-mtn’aapdndr‘ﬂ-l-$+beazémpmazglmxy}—fz-pyhduowyjaf3 pyri di ny
;énfcatngYLélyﬁl}dllglhBR@Sr |Y@1§ha‘ﬂﬂn§§&lt\é§l dddcpBBleCRlE h%&tb%QJs%'rﬁ” Wi t ncgnt Cation
of 5 mylg (W @‘@ﬁﬁ@fagswtmﬁggﬂtﬁ&ﬁan Tl B RS abr et i - an
array of catetn dr@'élbﬂ' gnzaypRrint/apoxylsS-peidinygrd-edralidingne 6 eed air oven at
-40C fors 10pr?awmﬁbémrcew acs@pihbe wunpesotis oerafedtfbreudel intisteshtinabl gt s i s as

fol I ows: ;1/\@ fggée trmay ﬂt—:-?‘u R%ﬁ‘/b %ﬁg@ﬁﬁ%ﬁf&%ﬂ%ﬁ{s %%? to

1-{6- 3- -
FRRNAES nﬁ/ be %S%yﬂraﬁcﬂ'thar dishse ol éo?ex%o s figatarts of AlDEITS 9206 BHA i n

met hanol *) dis@ase. Suitable examples of such other therapeutic agents may be

symptomatic agents, for example those known to modify cholinergic transmission

10 such as M1 muscarinic receptor agonists or allosteric modulators, M2 muscarinic
antagonists, acetylcholinesterase inhibitors (such as tetrahydroaminoacridine,
donepezil hydrochloride and rivastigmine), nicotinic receptor agonists or allosteric
modulators (such as o7 agonists or allosteric modulators or a4p2 agonists or
allosteric modulators), PPAR agonists (such as PPARy agonists), 5-HT, receptor

15  partial agonists, 5-HTg receptor antagonists or SHT1A receptor antagonists and
NMDA receptor antagonists or modulators, or disease modifying agents such as
B or y-secretase inhibitors.

When 1-{6-[(3-cyclobutyl-2,3,4,5-tetrahydro-1H-3-benzazepin-7-yl)oxy]-3-

20  pyridinyl}-2-pyrrolidinone or a pharmaceutically acceptable salt thereof is
intended for use in the treatment of narcolepsy, it may be used in combination
with medicaments claimed to be useful as treatments for narcolepsy. Suitable
examples of such other therapeutic agents include modafinil, armodafinil and
monoamine uptake blockers.

25
When 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 is
intended for use in the treatment of schizophrenia, it may be used in combination
with medicaments claimed to be useful as treatments of schizophrenia including

30 i) antipsychotics including typical antipsychotics (for example chlorpromazine,
thioridazine, mesoridazine, fluphenazine, perphenazine, prochlorperazine,
trifluoperazine, thiothixine, haloperidol, molindone and loxapine), atypical
antipsychotics (for example clozapine, olanzapine, risperidone, quetiapine,
aripirazole, ziprasidone, amisulpride and aripiprazole), glycine transporter 1

35 inhibitors and metabotropic receptor ligands; ii) drugs for extrapyramidal side
effects, for example anticholinergics (such as benztropine, biperiden,
procyclidine, and trihexyphenidyl) and dopaminergics (such as amantadine); iii)
antidepressants including serotonin reuptake inhibitors (such as citalopram,
escitalopram, fluoxetine, paroxetine, dapoxetine and sertraline), dual

40  serotonin/noradrenaline reuptake inhibitors (such as venlafaxine, duloxetine and
milnacipran), noradrenaline reuptake inhibitors (such as reboxetine), tricyclic

11



Carrier tablet 242.6 Total 243.3 * renoved during manufacturing process
Exanpl es 2-4: Preparation of round tablets containing 0.002 ng, 0.01 ng or
0.2 ng 1-w6-2p¢sBrespel obutyl- 2, 3, 4, 5-t et r ahydr o- 1H 3- benzazemprreog/Hyaoxy] - 3-
5pyridinyl}-2-pyrrolidinone Tablets containing 0.002 ng, 0.01 ng or 0.2 ny
1-{6-[(3-cycl obutyl -2, 3,4, 5-
t et rahydr o- 1H 3- benzazepi n-7-y1) oxy] - 3- pyri di nyll- 2- pyrrolidi none were
prepar ed i narithieprsares (sles @k iabettipiylindcmipramine Xappmihbahaplglingpncent r at i on
il(c)clci{ gb[ § 3nortr|pt line and glr?lgranal?eg monoamlne oxidase |nh|b|tors (such as cidin 1} 5

y utyl z i di ny -
pyrrolidi no'ﬁ%cq é’?ﬁ@%@&?'ﬂg @Fu‘%ﬁ%‘ﬁ'z\ﬁﬁs r\a?ﬁﬁ%é(@yp )PF? %f]d‘s%hg%epar ation of
oval tabl et Guelbas BUpropden nignserip gmiriezepipe| nefiracgene and trazodone); iv)
2, 3, 4, 5-3 et sradigtice inldddirdoissizadiapd pines-suich @x \alor@zditn iadld lyrddepanpynd @) | di none
15 The Coreﬁ%@%ﬁﬂé&e@foﬁae?@rﬁﬁl%%h&lﬁegfég&e%ﬂgmrg ucﬁ%s@&ﬂescreen and

t hen bl ende nder ressed on a rotary
tabl et pres BgﬂtH&%'Q”U‘\Fa?”JOQ%%WEQU‘@ tablets with di mensions of 15.9 nm x

8 Mmx 3.4 mMmmwith an approximately 0.9 mmtrough on both sides.
Conpr essi onTw@imvérstliohaMedprdGiays, e a durtier Agpevith Gﬁa@b fehecdhprgsingldie tabl ets

vere the t rfﬂﬁéﬁé?l@ﬂﬁmh @ar?uBF‘Fablég spﬁrba%Pgar‘ﬁQ (fofa th%gﬁpr% W w) gain.

The conposi nponent
Ve gt (g W URGHAOBUTE S A4S Cup G o RGRHEFP PO SBHIH YBrkgel at | i zed
Starch (St apytelidibogy o8 pBarviegaeiiallyraSteptabd eal3heredbara a stabiliser, which

dosage form further comprises an additional therapeutic agent or agents.

15 It will be apparent that the additional therapeutic agent may be present in the
carrier tablet. Alternatively, as discussed above, a film containing additional
therapeutic agents may be deposited on the carrier tablet. Where the carrier
tablet has two recesses, one recess may contain the film containing 1-{6-[(3-
cyclobutyl-2,3,4,5-tetrahydro-1H-3-benzazepin-7-yl)oxy]-3-pyridinyl}-2-

20  pyrrolidinone or a pharmaceutically acceptable salt thereof and stabiliser, and the
second recess may contain the film containing the additional therapeutic agent or
agents. Alternatively, the films containing 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, and the additional therapeutic agent may

25  be layered one on top of the other.

When 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 is used in
combination with a second therapeutic agent active against the same disease
30 state the dose of 1-{6-[(3-cyclobutyl-2,3,4,5-tetrahydro-1H-3-benzazepin-7-
yhoxy]-3-pyridinyl}-2-pyrrolidinone (or its pharmaceutically acceptable salt) may
differ from that when the 1-{6-[(3-cyclobutyl-2,3,4,5-tetrahydro-1H-3-benzazepin-
7-yhoxyl]-3-pyridinyl}-2-pyrrolidinone (or its pharmaceutically acceptable salt) is
formulated alone. Appropriate doses will be readily appreciated by those skilled
35 inthe art.

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

40
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318.0 Film Coat Conponent Weight (ng) Opadry White O0F18484 Purified Water
12.7 gs" Total 330.7 *Renopved during processing Carrier solution was
prepar ed Wo 2dess®adooi ng 4 g hydroxypropyl cellul ose (G aseTEPR0080430 2 g
anhydrous citric acid and 0.02 g butyl ated hydroxyani sole (BHA) in

Snet hanol, filtering through a 10 mcron filter and then bringing the final
volunme to 100 m w th nethanol.

1-{6- [ ( 3- cyExampleylt-PieBaration tof oy tibbets Idodtainingelz@frng-146¥(3-0xy] - 3- pyri di ny
L) -2 pyr ObyibnR0R2 008 HtRVEA HflnbAeaB i T GhoRlabdingh o a soni cat or
until a unlforqg} sol ution was obtalned w I nal concentration of 35
ng/ g (w w) . PYEE M8 osi ng sol uti on was di spensed onto each tablet in an
array of carrier tablets. The tablets were dried in a forced air oven at
-50C f or5 107ROcdre Rbin@dnerts weeLesssad yhrotgttle abimatal 80 nictR sdrre}éh @gd tl&ﬁper ature

may be rai sgdnfeddog étﬁer |ﬁ%§dlt§5’1@‘yéﬁdeF D&y &?ﬁso &Qj M a fltﬁé(r‘ 5 i ncr eased

in order to ens ecn;?oleon of the

rati
inished { aBsdicegouafbitonae MR & daeey s pram an
1-{ 6- [ ( 3- Cyaprdximgte!y20. @,rmp@lesetroagfydm bothw@sbémeat@ék@i nCPmpressivg was1
3- pyri di nyl fotl@dvy by @d-ddstmanmd re@tar dreeking I hPEIRds Wetd the taakfied @2% BHA in

et hanoio*) 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) 210
Pregelatinized Starch (Starch 1500) 21
Magnesium Stearate 2.3
Total 233.3

15
Film Coat
Component Weight (mg)
Opadry White YS-1-7003 9.3
Purified Water qs”
Total 242.6

*Removed during processing

Carrier solution was prepared by dissolving 4 g hydroxypropy! cellulose (Grade

20  EF; HPC), 2 g anhydrous citric acid and 0.02 g butylated hydroxyanisole (BHA) in
methanol, filtering through a 10 micron filter and then bringing the final volume to
100 ml with methanol.

1-{6-[(3-Cyclobutyl-2,3,4,5-tetrahydro-1H-3-benzazepin-7-yl)oxy]-3-pyridinyl}-2-
25  pyrrolidinone was dissolved 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.
30
The composition of the finished tablets is as follows:
Component | Weight (mg) |

13



1.72 Carrier tablet 330.7 Total 333.42
process 20 Exanple 6: Preparation of round tablets containing 0.01lng
1-{6-[ ( 3-WO0 2008/104590 PCT/EP2008/052430
cycl obutyl-2, 3,4, 5-tetrahydro-1H 3-benzazepi n-7-yl ) oxy] - 3- pyri di nyl | - 2-

* renmpoved during manufacturing

pyrrolidi

screen and
rotary tab
7.9 nn1and
Cbnpressio
the transf
The conpos

none 25The core conponents were passed through
t hen bl ended t oget her

a noni na

1A 6§ $ Io’bggpé %%@?etfaﬁ%&% 169G

f eep tro
BMéﬂ'E?”Be dusting and netal checkin
eGarélér(%/obJF@b%@ ifrig gcigdh02ia dBHroiatreetharola t ar ge
Choier gbldthe carrier tablets is given below G

a di andg
des of the
g. The tabl
1 0.8% (W w)

D242 60NMPONE

(mg) 15

?&gﬁ/ 104590FCT/ EPZOO8/ 052430 M crocrystallline

faYal\

EP\J’ é ul ose

30 nesh

in a suitable bl ender and conpressed on a

Fnaﬁg@éﬁ% W 05

ter of
tabl et.
ets were
gai n.

nt Wei ght
(Avi cel

PH- 102) 162—+4 Cucl att+nrzed—Stareh—(Starch J.JUU) 162 lvag rate 1.8

Total 180 HemMAves Qb ritshmzpHiaturing process

reSst+tinm QL €

Examples 2-4: Preparation of round tablets containing 0.002 mg, 0.01 mg or
0.2 mg 1-{6-[(3-cyclobutyl-2,3,4,5-tetrahydro-1H-3-benzazepin-7-yl)oxy]-3-
5  pyridinyl}-2-pyrrolidinone

Tablets containing 0.002 mg, 0.01 mg or 0.2 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 1 except that the concentration of 1-{6-[(3-

10 cyclobutyl-2,3,4,5-tetrahydro-1H-3-benzazepin-7-yl)oxy]-3-pyridinyl}-2-
pyrrolidinone in the dosing solution was varied.
Example 5: Preparation of oval tablets containing 1 mg 1-{6-[(3-cyclobutyl-
2,3,4,5-tetrahydro-1H-3-benzazepin-7-yl)oxy]-3-pyridinyl}-2-pyrrolidinone
15
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 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
20 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:
25 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

14



Wei ght (ng) Opadry White YS-1-7003 Purified Water 7.2 gs" Total 187.2
*Renoved during processing 5Carrier solution was prepared by dissolving 5 ¢
hydr oxyprwpyboscwkionl ose (G ade EF; HPC), and 3 g anhydr ®g3/EPR40sios24aci d i n
met hanol, filtering through a 10 mcron filter and then bringing the final
volume to 100 m w th nethanol.

1-{6-[(3-Cycl obutyl-2, 3,4, 5-tetrahydro- 1H 3- benzazepi n-7-yl ) oxy] - 3- pyri di ny
1}-2- 10pyr Remalied aloengpsocdssis®pl ved in the carrier solution with a

soni cator (and by al so using a magnetic stirrer) until a uniform solution
was obtained with a.final concentration of 12.5 ny/ , 4 ngy

barr L or sob et BhouRer e pRBaR0 B sl a Bruiodh s (Gradear 1o

15t abl et s. HFhellP@bi2et @nhwdraus gitiieacid ana 0fizrabufylatad hydexxyanisalg BHALR 10- 20

m nuth es.(s T?meﬂ@ﬁ‘ploﬁl'tdringﬁhr@ﬁglﬁ hel OfribioplTitdr dadbiheh Hringingehd firlal emsme G@nponent
Wei ght (ng ;

1-{6-[(3- q/é(foorgh\{vgt/hl[ngrh?ingl’. 5-tetrahydro- 1H 3- benzazepi n-7-yl)oxy]- 0.01
3-pyridinyl)-2-pyrrolidinone Carrier (5% HPC/3%Citric acid in methanol")
0. 4 Carri er 1{&HBeyclogptyls2, Jdt5aletrahydro-1H-3-benzazepin-7-yl)oxy]-3-pyridinyl}-2-

pyrrolidinone was dissolved in the carrier solution with a sonicator until a uniform
10 solution was obtained with a final concentration of 35 mg/g (w/w).

28.5 mg dosing solution was dispensed onto each tablet in an array of carrier
tablets. The tablets were dried in a forced air oven at ~50°C for 10-20 minutes. If
necessary or desirable, the drying temperature may be raised e.g. to ~60°C

15  and/or the duration of drying may be increased in order to ensure adequate
evaporation of solvent.

The composition of the finished tablets is as follows:
Component Weight (mg)
1-{6-[(3-Cyclobutyl-2,3,4,5-tetrahydro-1H-3-benzazepin-7-yl)oxy]- | 1
3-pyridinyl}-2-pyrrolidinone

Carrier (4% HPC/2% Citric acid/0.02% BHA in methanol*) 1.72
Carrier tablet 330.7
Total 333.42

* removed during manufacturing process

20
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

25  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

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

The composition of the carrier tablets is given below:

Core
Component | Weight (mg)

15
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1-{6-[(3-Cyclobutyl-2,3,4,5-tetrahydro-1H-3-benzazepin-7-yl)oxy]-3-pyridinyl}-2-

10 pyrrolidinone was dissolved in the carrier solution with a sonicator (and by also
using a magnetic stirrer) until a uniform solution was obtained with a final
concentration of 12.5 mg/g (w/w).

4 mg carrier solution was dispensed onto each tablet in an array of carrier

15 tablets. The tablets were dried in a forced air oven at ~50°C for 10-20 minutes.
The composition of the finished tablets is as follows:

Component 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

20  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-

25  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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M nt Flavoring Non Conpendia! 0.9% Fl avori ng Neotanme NF 0. 1% Sweet ener
Magnesi um St earate Ph. Eur/USP-NF/ JP 0.5% Lubri cant *Star Lac:

m xt ure oVo2bi&mhpha-| act ose nonohydrate (Ph. Eur./USP- REX/ERnehsD543¢6 mai ze
starch (Ph. Eur./USP-NF) b) Preparation of ethylcellul ose coat for
application to tablet by Pad-Printing 30Ethylcellulose is dissolved in

met hanol with stirring, and triethyl citrate added. The wei ghts of materi al
used are caitheuwbatadratioool t-i[(BeycemitAge3 wi-girtisydyo-v e43-benzbabbie-78.

Suf fi ci ent ﬂﬂxpﬁﬁ‘ﬁ%rldlﬁl}ﬁﬁgﬁ%lﬁdﬁlohé '|m$e%%rr@%glﬁ¥|o@WaM¥Y|e@as' s. The sol ution

Is transferred’to a pad printing machine equipped with a
suitable image clich with a round i mage, slightly snmaller dianeter then the
35act ual t abhefollawviagexamplea (Bxdnpie 8 apdExawpleptd aresrepreseatativelot @1 mat ch t he

clich i mageeingli€tabldh@&hsmay e prepsritie dcédirte itthpirvehisn:i n a defined
array, WO 2008/ 104590PCT/ EP2008/ 052430 mat ching the clich. The pad printer

ot 6ot | VEXIReT % EreRarath o 8 sralhBis pieor e Tahie (DA Bhcoat od
carrier subSubstrateduring the |iquid dispensing process. 5Table B
COVPGSI TI ONa)Pishfdtion Idf@b Pcarvien s bdikaté ON
10
StarLac and Neotame are passed through a nominal 20 mesh screen. The
mixture and unsieved mint flavoring are transferred to a suitable blender and
blended for approximately 10 minutes. Magnesium stearate is passed through a
nominal 30 mesh screen, transferred to the blender and the entire mixture
15  blended for approximately 2 minutes. The weights of material used are calculated
from the percentage weights given in Table A. The blend is compressed to meet
the desired specifications (for example round, biconcave tablets, range in
diameter from ~8 mm to ~9.5 mm) on a suitable rotary press utilizing appropriate
tablet tooling. The tablets are passed through a de-duster and metal checker.

20
Table A
COMPOSITION SPECIFICATION % (wW/w) FUNCTION
StarLac” Non Compendial 98.5% Diluent
Mint Flavoring Non Compendial 0.9% Flavoring
Neotame NF 0.1% Sweetener
Magnesium Stearate | Ph. Eur/USP-NF/JP 0.5% Lubricant

* StarLac: mixture of 85% alpha-lactose monohydrate (Ph. Eur./USP-NF) and
25  15% maize starch (Ph. Eur./USP-NF)

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

30  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

35 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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Et hyl cel l ul ose NF 30 Protective barrier coat Triethyl Ctrate Ph.
Eur./USP-NF 1.67 Pl asticiser Methanol Ph. Eur./USP-NF gs""" to 100 vehicle
***  Met hawol2o@lionsonat ed by evaporation. Exanpl e 1BCcTAIPR@S0OSI43VE
preparation of an Orally Disintegrating Tablet 10(ODT) carrier substrate
Manni tol, crospovidone XL, xylitol and Neotane are passed through a nom nal
20 mesh screen, the mxture and the unsieved M nt Flavoring transferred to
a suitabl e whtshertheplibhBl dhdeddoontea piay @eblyed-€ tamuasotorther oaresr tabiggitesi um
stearat e 15gsly §ebtahstalill pidvideaprdicetivelay@ite npegese dolvdritmflthatidn el nal 30

h t ' t bl ended f
ap;r oiﬂé?gﬁhe u@@ﬁ?%ﬁ%i@gr %‘Lﬁ)stirg% &kﬁg‘i’ﬁ% “(ﬁyd%%ﬁ@g‘g aS?exczl;Ir gul a'?gdef r o%r

t he percentage weights given in TabI e C. The blend is conpressed to neet
t he desixedIalple8i fi cations (for exanple round, biconcave tablets, range in
diameter from-8 20mmto -9.5 mm on a suitable rotary press utilizing an

appropriatg Cbﬂ/ﬁlﬁélT Cﬂ\?' ng] SBI’E%III—'I%Q\LF%Q are E}a@\ﬁ\ﬁﬂ thr(%@rleﬁ duster and

metal chec AT ety cetHrgt ose <coat ey —0E_preparea it apprt et
descri bed r%ﬁhyleszlyh%ee 12. 28Frable C covpcsiﬁéﬁ ON SPECI Fretagtiven %(W/w)
barrier coat

Triethyl Citrate Ph. Eur./USP-NF 1.67 Plasticiser
Methanol Ph. Eur./USP-NF gs*™* to 100 vehicle
*** Methanol eliminated by evaporation.

Example 13: Alternative preparation of an Orally Disintegrating Tablet
10  (ODT) carrier substrate

Mannitol, crospovidone XL, xylitol and Neotame are passed through a nominal 20
mesh screen, the mixture and the unsieved Mint Flavoring transferred to a
suitable blender and blended for approximately 10 minutes. Magnesium stearate

15  and colloidal silicon dioxide are passed through a nominal 30 mesh screen,
transferred to the blender and the entire mixture blended for approximately 2
minutes. The weights of material used are calculated from the percentage
weights given in Table C. The blend is compressed to meet the desired
specifications (for example round, biconcave tablets, range in diameter from ~8

20  mm to ~9.5 mm) on a suitable rotary press utilizing an appropriate tablet tooling.
The tablets are passed through a de-duster and metal checker.

An ethylcellulose coat may be prepared and applied as described for Example

12.

25
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
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FUNCTI ON Mannitol (Grade 300 Direct Conpression) Ph. Eur/USP-NF/JP 73. 15%
Di | uent/ sweet ener Crospovi done XL Ph. Eur/USP-NF 20. 00% Di si nt egr ant
Xylitol (Woades/®@&d0for Direct Conpression) Ph. Eur/USP- RETEHP2008082430

Di | uent/sweetener M nt Flavoring Non Conpendi al 0.90% Fl avori ng Neotanme NF
0. 10% Sweet ener Magnesi um St earate Ph. Eur/USP-NF/ JP 0. 75%

Magnesium Stearate | Ph. Eur/USP-NF/JP 0.75% Lubricant
Colloidal silicon Ph. EurfUSP-NF/JP 0.10% Lubricant
dioxide
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Lubricant Colloidal silicon dioxide Ph. Eur/USP-NF/JP 0.10% Lubri cant
PROPERTI ES: The stability of the drug substance in the tablets nmay be
tested asweebosowtsobel ow. 5 Dissolve 5 tablets in diluenPctEPoaost4eni tril e:
50 nmM pot assi um di hydrogen ort hophosphate, adjusted to pH 3 with

ort hophosphoric acid) to produce a final concentration of active agent of
between 1-10 pg/m and sonicate for 10 m nutes. Check for conplete

di sintegration and sonicate further if required. Allow to cool 10to anbient
tenperature and then centrifuge an aliquot of the sanple at 14,000 rpm

Prepare sanpROPERTIES: Phacebi!FheliRigltbdhce thOMuidd ma9BeltEstied

Usi ng

the follow ng i.ns nment condi'tions, équilibrate the chrofmatographic system
2 DOk

with 95% A, 2

8Yd the chromat ogranms for the sanple and 15pl acebo

prepar atd ons. Col umrm: XBridge 0183 pM 15 cmx 4.6 mmi.d. Col um
Tenper at ur eDisdfi¢e blrdbidte iPtiasat A:9 débtorifriemso mMpotassiambdimairegerpH 10 wi t h
anmmoni a Nbbbr‘é@gﬁﬁ&ﬁ%te?ad &8I 3 lvitn 8RR ‘Usﬁ%rfgi:aec' t)%bmdﬂf(,p&tﬁﬁ&l_t or

wavel engt h:

095 5 5 9500ncentremo|nndfggtlvleoange\r/l?o%ré?v:veénog)-18 Mg mlaand src])nicg{eofolr 16" :minu-[elzsr.m (min)

Check for complete disintegration and sonicate further if required. Allow to cool

10  to ambient temperature and then centrifuge an aliquot of the sample at 14,000
rom. Prepare samples using placebo tablets to act as control samples.

Using the following instrument conditions, equilibrate the chromatographic
system with 95% A, 5%B. Record the chromatograms for the sample and

15  placebo preparations.

Column: XBridge C18 3 pM 15¢cm x 4.6 mm i.d.

Column Temperature: 40°C

Mobile Phase A: 10 mM ammonium bicarbonate, pH 10 with ammonia
Mobile Phase B: Acetonitrile

20  Flow Rate: 1 ml/min
Detector wavelength: 250 nm
Injection volume: 100 pl
Gradient Profile:

Time (min) Y%A %B
0 95 5

5 95 5
30 30 70
30.1 95 5

25  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-

30  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

35 0.050r 0.03% are included in the calculation of total impurity/degradation product

content.
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5 30 30 70 30.1 95 5 25Foll owi ng conparison of the chromatograns to
identify inpurities/degradation products, the percentage content of
each inpurity/degradation product in the control and sanple

i njections can be calculated by dividing the area of the

i mpurity/degradation product peak by the sumred total of the peak for
1-{6-[(3- cLAIMS: - _ o

cycl obutyl-2, 3, 4, 5-tetrahydro- 1H 3- benzazepi n- 7-yl ) oxy] - 3- pyri di ny1} -

2- 30pyrrol | dinone and all i npuriti es/ degradati on products, and
mul ti pl yi nglby 18¢°lidReal dgsage form GempgsieEgr adat i on product cont ent
can be cal ca) at ed-{B:[(3seyciobntyl-2 5t éatabpdragidd-8-heh e pint 7-gldmiy]-3-

: %3; : : Iyde gf%gzggqétga yriPSIRIHARE gpa%ragﬁacewﬁug%bééptam@ kit thereof Chan
or equal to g0 B s R gt 8 2SR BER 3 ot
i mpuri ty/ de§irabydreo-prosazaePkofyline]-S-priidinyis2-pyrralidinanedn BieAlosags age

f or m conpr i rmgvhenagompared to a dosage form lacking said stabiliser; and

1-{6-[(3- C{&y obug il,agngoeﬁt,éaug,%é@dyﬁégx&ﬁe@r benzazepi n- 7- yOoxy] - 3-

S5pyridi 2- pyrro i di none Oor a pharmaceutically acceptable salt

t her eof a stabiliser, which reduces degradation of
1-{6-[( 3. Cy 1 obuf\pelig oral gogge form according to claim 1 which comprises a carrier

t et r ahydr o- thbleB-virdctr eareipr fablét isCrldeglst Barfigityl abvened by2x filgnr domipridingone i n
the dosage § PrmY\J{’GJf(SCc‘?rEBBﬁ 2,52 @téﬂ‘aﬁ?&}@ 1‘?—93-6bh@§zl§biﬂ97 x§-3-

stabiliser; Jdo 2. A
2L A arrier

cof 1d orai By ORE FH ph6tachufihy Riabibis S5 ol
t abl et , 13hi h caa siabflisenibpitedpessdegradetion phi$ Hﬁwclebwlr%a 4 a film
conpri si ng: terphydro-1H-3-benzazepin-7-yi)oxyl-3-pyridinyl}-2-pyrrolidinone in the dosage

1-{6-[(3- Cy@rm%ﬁaécﬁnﬁaéd%h%ga@%ﬁ1 Adrinr LRRN4aB R N- 7- yOoxy] - 3-

pyridinyl} pyrroli one or a pharnaceutically acceptable salt

thereof, and 15b)a stabiliser that reduces degradation of
1-{6- [(3 cy@l obufwsolid oml dogage form according to claim 2, wherein the film

t et r ahyzly o- dddtiforiadynzomeains a-fimydeey] - 3- pyri di nyl} - 2-pyrrolidi none in
t he dosage form Wnen corrpared to a dosage form| acking said
wher ei n

stabiliser. 3. A dosage form accor di to cl ai
the film 3« |(§Jo Igosage fo accorcritl]ng o claim ggwherem the P]m formeris

hydroxypropylcellulose,

25 5. A solid oral dosage form according to claim 2, 3 or 4, wherein said carrier
tablet has at least one recess.

6. A solid oral dosage form according to claim &, wherein said film is present
in a recess on said carrier tablet.

30
7. A solid oral dosage form according to any one of claims 2 to 6, wherein
there is substantially no absorption of the 1-{6-[(3-cyclobutyl-2,3,4,5-tetrahydro-
1H-3-benzazepin-7-yl)oxy]-3-pyridinyl}-2-pyrrolidinone or the pharmaceutically
acceptable salt thereof by the carrier tablet.

35
8. A solid oral dosage form according to claim 7, wherein said carrier tablet
is coated.

9. A solid oral dosage form according to any one of the preceding claims,
40  which contains between 1 ug and 1 mg 1-{6-[{3-cyclobutyl-2,3,4,5-tetrahydro-1H-
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20additionally contains a filmforner. 4. A solid oral dosage form
according to claim3, wherein the filmformer is

hydr oxypr opyl cel | ul ose. 255. A solid oral dosage form according to
claim?2, 3 or 4, wherein said carrier tablet has at |east one recess.
6. A solid oral dosage formaccording to claimb5, wherein said filmis
present in a-beazEepirelryban-3qariding-2tpylbldinongdwhén méasweddsdheal
dosage for mapaRdtifRd JRePrdsepne of claims 2 to 6, wherein there is
substantially no absorpt | on of the

1-{6-[(3-cycl obutyl - 4, 5-tetrahydrolH 3- benzazepi n- 7- yOoxy] - 3- pyri
di ny1} - 2- py#ol i aua%%er% dosage Tara AReRrding te.amy gn%fdgﬁpeawémgéz ams,
thereof %y whiehcamprises 1-§®{(8tcycidbutyle2,3,A,Statrablydro-dH-3Hoeagepins?n
accordi ng tg i I blet is coated. 9. A
solid oral dosag?é%},?dIpwymgcrgpgllmﬁlgd@o%ﬁé%?laegff t he preceding cl ai s,
40whi ch contains between 1 pg and 1

1- { 6- [ ( 3- cy¢l-obuthyelig oml dosagedpirargenrding tp any one of the preceding claims,

3- benzazepi wherein saik glabBisenis sdiected frodh thg rgralp cbinsisting ostuem adelamalied as

the anoygt Q&dfés%rbti’@éﬁd Bh&%@@élts é@dnﬁmft{?édrt%r%‘i@'bu MB%[SOIG

according to preceding clal ns, 5wh ri'ses
1-{6-[(3- cy@”cgg%lﬂ’?%dzhyg% lfe'taci"a’rahydro 1H 3- benzazepi n 7-
yl)oxy]-3-pyridinyl}-2-pyrrolidinone as a free base. 11. A solid oral
dosage for maccoAdiolig ot dasygedonn atcdriing s anechieIdf didims B0 8, whefest ei n

said st abi ' S’Eta'bﬁls%dils%ﬁﬁ@ cil réj‘[@\%@enﬂﬁﬁ’é’ﬁloﬁ? Iosc;f tﬁ@fr@ bﬁéé{'{é?[(gc' d,

ot yi ot b hUBA b beassy oty S er i I PO LA co i o

oral dosagepyrmhmnaoe,dﬁ gitriscpaichisaminegaeged. 50|1atpris 5;@0t0 8, wher ei n
sai d st abi Iiser is citric acid, and wherein the nmolar ratio of the

free base Aso id oral dos eform cordln one of the preceding claims,
| -{6-[(315cy ¢l gral dgsage, R Breceding claim
PR S%ﬁ Sy b cisage o andlar a?cqoa %SﬁW'?%fgi L

500. 1320\ 85310MC|W1£VI 234 fytetrabydrodEedbenzagerin-Taylioxghepyidinyte-

precedi ng ch@tdiBinone, wﬁ@fmeasarb@aglmmdmbmm@déﬁ pieBeéntf i | m cont ai ns
between 2 pg and 100 pg 1-{6-

20[ (3-cycl obuty1l t et rahydro-1H 3-benzaze oxy] - 3- pyr| d
i nyl}-2- pyitol .alﬁa%era?ﬂﬁweﬁe areaiding t Qﬂ%‘/%ﬁﬁ)%ﬁ{‘eafgc??'ésc
present. wherein said dosage form is further coated.

25

15. A solid oral dosage form consisting of:

a) a carrier tablet consisting of a core and a film coat, wherein said core
consists of 210 mg Microcrystalline cellulose, 21g pregelatinised starch,
and 2.3g Magnesium Sterate and said film coat consists of 9.3g Opadry

30 White YS-1-7003

b) the residue of a dispensing solution consisting of 0.4 mg hydroxypropyl
cellulose, 0.2mg citric acid, 0.002mg butylated hydroxyanisecle and an
amount of 1-{6-[(3-cyclobutyl-2,3,4,5-tetrahydro-1H-3-benzazepin-7-

35 ylyoxyl-3-pyridinyl}-2-pyrrolidinone which is 0.002mg, 0.001mg, 0.05mg,
or 0.2mg.

16. A solid oral dosage form consisting of:

a) a carrier tablet consisting of a core and a film coat, wherein said core
40 consists of 286.2 mg Microcrystalline cellulose, 28.6 g pregelatinised
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14. A solid oral dosage form according to any one of the preceding
clainms, wherein said dosage formis further coated. 25 15.A solid
oral dosage formconsisting of: a) a carrier tablet consisting of a
core and a filmcoat, wherein said core consists of 210 ny

M crocrystalline cellul ose, 21g pregel atinised starch, and 2. 3g
Magnesi um St er at etagghy apdizd § Maghesiam Steass sidssaid filth Sgat Conslsty oBORGi t e

YS-1-7003 and b) g8 di spensi ng sol ution consi sting of
0.4 ng hydrox pr(()jfgJ ﬁrﬁé\ﬁﬂtﬁﬁ%sfe)%(gs 2ng citric acid, 0.002ng butyl ated

hydr oxyani s8¢ and an amount of

1-{6-[(3- cycl dhuthgiresidge of 8 dispensing selutionteopsistine efzb b4 mgrydroxypropyl
35%; | oxyj - Opxz/rl délyoke; 8-5@ g eltriwhdmrmmom?g: buty@itdd r@,@fman@ol@%mn

ng, or mJ 7-

a) a carrier tab Sq%gfgbrf:l?% gg ?gﬁst%ﬁﬁ@]f%%c%&%ﬁ%e?el n
said core 40consVyetyl-gPyD gyl il '%'?%@r"% ‘Isl?mé? cellulose, 28.6 g
pregel atinised starch, and 3.2 g Magnesium Sterate and said film
coat consi stp. of A%oﬁgoapadgage\%rrﬁ@oﬂﬁtﬂqgww and b) the residue of a

di spensjng solgy h%grrfeg?? tdoHQi % né‘)é‘i'u'fn‘i”&!&’tr& Ylei %a‘?& bétsose.
'Pré’FFVé

0.57 ng citric’a |éo an, anount
of 1-{6-[ (3-cycl SPRATLP {1p GEIPSS) e piegr ALses

yOoxy] - 3- pyri di nyta}'cmapgrﬂr&)g N@gnwm\ﬁierate qrgl saighfiim qcmtAothQf 624
dosage form consogtau@gjvﬁﬁe Y&0ryo@s carrier tablet consisting of a core
and a fil m?ﬁ wherein said core consists of 162 ng

M crocrysta |ne ceIIuI ose, 16.2 891?@ el at|n| sed starch, and

Magnesi st erRit thedrsidys pfa dispang oppisting of0.3 mg '@f%’\ W}"W‘ t e
YS-1-7003 and 15bglluldse, 0d2imgieitrisfacid alidsgrearsouy of AHGH(Seeyclobutyl-8 8148 of

0.2 nmg hydroxypr m%;ﬁgtwbnbﬁma&pm 0B0x§1-8 iy BdiAg]-g-partelidimora@iet is Of

1-{6-[(3-cycl obut
tetrahydro- 1H 3- bé ?‘I fn%lloj 5>Enﬂ °§0 " di nyl}-2-pyrrolidi none

whi ch is 0.002ng, O. 001rrg, 0. 05ng, or O. 2rrg 2018. A net hod of
produci 2@ a18ol i 4 metabd dbpmgacihg arsotd odeddsagd form e$ defined,in clampei si ng

?Ietsfgﬂsijpg BorRBHiditd GiBp&sirtg'8 BEINBdPG Risp é-nsi&r&f(ﬁgﬁ LRty *252; ﬁ gﬁe%r
L
carrier tabpbarmagsytically aesaptable salbiharahanda slakilisenanto girarriar i
sol ution or suspension of
25 19. A method according to claim 18, wherein the solution or suspension of
the 1-{6-[(3-cyclobutyl-2,3,4,5-tetrahydro-1H-3-benzazepin-7-yl)oxy]-3-pyridinyl}-
2-pyrrolidinone or the pharmaceutically acceptable salt thersof and the stabiliser
is prepared using an organic solvent being methanol, ethanol, acetone, acetic
acid or methylene chloride.
30
20. A method according to ctaim 18 or 19, wherein the stabiliser is citric acid,
and it is present in the solution or suspension in an amount between 2-3% wiv.

21. A method according to claim, 18, 19, or 20,

35 wherein, in the dosage form, the carrier tablet is at least partially covered
by a film as defined in claim 2, and wherein the film additionally contains a film
former which is hydroxypropylcellulose, and

wherein, in the method, the hydroxypropylcellulose is present in the
solution or suspension in an amount between 4-6% wi/v.

40
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t he

1-{6-[(3-cycl obutyl-2, 3, 4,5-tetrahydro- 1H 3- benzazepi n- 7- yOoxy1- 3- pyr
idinyl}- 2-pyrrolidinone or the pharmaceutically acceptable salt
thereof and the stabiliser is prepared using an organic solvent being
net hanol , ethanol, acetone, acetic acid or nethylene chloride. 30

20. A nmet hogoaccaydmediacsrdmyt i 18199, 201eF 81 NwidtsinahebiricE@blet S

citric acid I n
amount bet maﬁﬂ% pdipoR 60 Bsldbeh D NOMHD SapSURSISEANG i
20, 35wher ePRY 19 RSt s dermatiopofp i uPerRlIpast 3ogh e St LR
partially coaleueetablgt a filmas defined in claim2, and wherein the
filmaddgstionally contains a filmformer whi ch i's

hydr oxypr opy ceI :A%gt%gd a%@&l‘?gget%tan%ﬁ% ﬁf é?al msJk Itg%znﬁhgr%ﬂ'ft I&iarrier

hydroxyprop or 'sus S|on in an

(S
anount bet 4'56 ddruihe 80 haga r%%phwra%%} @‘Ph@"%’@eﬁ pdeginfer 19,
20, or 21, Wbtmmmntdnsusmmmofttiaém% [(Brogiclobuatylel?, 8 gebrtetrdhydro-1H-3-

50l ut i on/ sUBBRASLER.7-MAFESHYAIRYRIAAEIMRNE R BRSpAmEbecdand €0

resul t the f surface
of the 1@1!‘ r PEFS ?aabgag?IPG\g oégndﬂ#eﬁ%t#ﬁ@%erio @hﬁﬂf%féear b%ﬁ{gn@ggeﬁéggf cl ai s
18 to 22, wherein the carrier tablet used in the nethod has a recess
or depressi @n. t hat mpthou iadesrdimghia slaim 28y intwWhichsiitancaen tablets bayensi on of
the 1-{6- [(?edéxgéé)&%»)blfaae%ﬂthéﬂtﬂétraﬁ\@%m 4t 3-

benzazepi n- 7- yOoxy] - 3- pyri di ny1} - -pyrroI| i none or the
pharnaceutlcally 10acceptabl e salt thereof and the stabiliser to | and
in aftetSbelhg dilspohddB:-[(3-aulobatyirdSbertefabydier HeStkeneazarin-23, in

whi ch bi conghma}- quyhdhyl}-@a)wnmgdmmphanmabmlcéhcmepfabtdnltt abl et

i‘r {666{?'30%’;@] t Hel;srﬁaﬁufacture of a solid oral dosa ebfgrm as edeflned in any

yl ) oxy] - 3- pﬁp?arﬁlé'ﬂs 4Q%p'{/q F%(SI {rﬂ%ﬁ'gng? rgu%%ﬁj?éggﬁ%%al |y acceptabl e
salt thereof in the manufacture of a solid oral dosage form as
defined2on any one of clains 1 to 16 for the treatnent of

neur ol ogi cal di seases. 20
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