NOVEL DOSAGE FORM This invention relates to a novel
dosage form to a process for preparing the dosage
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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 6-(3-cyclobutyl-2,3,4,5-tetrahydro-1H-benzo[d]azepin-7-yloxy)-N-methyl-
nicotinamide or a pharmaceutically acceptable salt thereof and the stabiliser.
Suitable pharmaceutically acceptable excipients will vary depending upon the
particular dosage form chosen and include diluents, binders, disintegrants and
superdisintegrants, lubricants, glidants, granulating agents, coating agents, wetting
agents, solvents, co-solvents, suspending agents, emulsifiers, sweeteners,



or a pharmaceutically acceptable salt thereof and the
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In the context of this application, the term “carrier tablet” refers to a tablet that is
substantially free of 6-(3-cyclobutyl-2,3,4,5-tetrahydro-1H-benzo[d]azepin-7-yloxy)-N-



may have cosnetic or functional properties. In a nore
particul ar aspect, the present invention provides a
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In an alternative embodiment, the carrier substrate may be formulated such that it
disintegrates in the mouth when administered orally, a so called “orally disintegrating
tablet” or “ODT” substrate. Alternatively, the carrier substrate may be formulated so
as to disintegrate in water, a so called “fast-dissolve tablet” or “FDT” substrate.
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nmoul di ng such as noul ded tabl ets or capsule shells nay
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The dosage form and/or the film that at least partially covers the carrier tablet
comprises 6-(3-cyclobutyl-2,3,4,5-tetrahydro-1H-benzo[d]azepin-7-yloxy)-N-methyl-
nicotinamide (the “free base”) or a pharmaceutically acceptable salt thereof. In the
context of this invention, reference to the free base or pharmaceutically acceptable
salt encompasses solvates and hydrates of the free base or pharmaceutically
acceptable salt.
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systemis used, an aqueous filmcoat (like an
OQpadry(r)) wll imedi ately disintegrate and a coating
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héxedosage forh apd/osthetfimaiddiionaly doetairsrarpltarmacewimely ageeptable

Wistalbilis&rethafe bl 0ddsi dtigfacRiEibil of -t @isdut-21314,8-t6tvdHyakd- eH-

mﬁkNﬁoT@la?é%#?%ox?ﬂt\l &ﬁ@'rnq%ozlgg%ﬁ%t(g 5§hgjn¥a%refjtrb%llf gl:éeptable

a8t fheraatHi Uemdosnie Tefas srptairiBe e pabisertrien aompprag o a dosage

c fortrelackindhthefstadlisbas €he aegjhdatrmmé bt(Beatibhutpled @ giSatetrehydro-1H-

S Bbhzd[ Fh2d FiaLly B NG éth m%amﬁamudréf(bpgrshéﬂnca)ceut%u B¥ceptable

b o S Sih R B SORSEAE  OR T S
|mpur|ty/degradat|on product content of the dosage form using gradlent HPLC, using
the method described below. The skilled reader will appreciate that, with the
exception of the presence or absence of stabiliser, the dosage forms should
otherwise be comparable, and should have been stored under similar conditions for
similar time periods.



the filmcontains the hydrochloride salt. In one
enbodi nent of the invention, the dosage form and/or
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6- (3-cycl obutyl -2, 3, 4, 5-tetrahydro- 1H benzo[ c/] azepi n-
7- yloxy)-N-nethyl-nicotinam de when neasured as the
aloomy ebodimeat, fHeement tc(télhapuﬁutgz/de@rmbmuﬂi rgdedd ortaniddiculated

Offroﬁ'lcatqea%‘flg%gwi)feﬁfdﬁﬁg IE;é)forH n@al E&r‘ s%‘rleﬂrfom month

© a8 oh 75% sglallves s s atﬁ%ﬂﬁigﬁéerww%a? I TBEATIOG 2

mimeurdy/de@ragation product content calculated from at least 3 samples of a
6chRpsiteleadishyd fotmIackify $£84 s@bYSsrahdteystled under comparable
ClLLAfEdHsN- 7- yl oxy) - N-met hyl - ni coti nam de, when

measur eé as the anmount of free base present. The

dosage formand/or the filmadditionally contains a

p raamidker entaalimgntaibe eptaabibtal st @abity/ degsadatioa rededticardent of at
d%&ﬁ@*@éﬂn@l@s of the dosage form containing stabiliser when stored at 30°C, 65%

ilé’\ v%th}nﬂ@kﬂltf?ﬁox eg’%f' %ﬁ%b{h’?%ﬁg Sn%rm%é?[m% more particularly

azepin RiCCot T na
pﬁé&naceutlcally acceptable salt thereof) in the
dosage form containing the stabiliser when conpared to

ac@ﬂaﬁ aFrﬁaé'@ultlé‘ny'&Geétﬁﬁe%hﬁ&lldlarﬁ@ha Bbeadagsindad indRe
?r%e;(t o ¢ e7é>r% eﬁﬂfi@ﬁ gn 2 B rlﬁsar %Eé&[&%ﬁ]{/ gccé'é'%?ﬂe ar[t|OX|dants include

azepl n- nico

pﬁé}sﬁé@é‘éﬁqe@aﬂ‘ |Tpe 66%05&‘? hagmaceukiea! Exeipients, {I’ higd Edition, 2000
dOEdi@er igibbe c dn ohe eathabipsdl, thy stabiiserris nglettre frioot the group

' QBNsﬁétFn Iflemiostad, 'mlﬁ%@d%&rae%@%d% sbﬁ@sﬂcé?rié}?a‘%corb yl
{ BhTAR b2 B CRAE H A% éﬁgﬁa@F A ShsE and
t etylsieckdrenytaench £ ombiaations obslaplisasn sty iso be used in the
spedsiehi inegntionhe dosage forns shoul d ot herw se be

corrpar abl e, and shoul d have been stored under siml ar
ndi ti ons Si ar
8 isst P B SRBbAR Py s Bac? Sescittui Fors G0 e, dscorbic
capld uHéat @dj*%ﬁ)ohhltalﬁteldéyétoxsa@am@ peg bulylatadehygiowatpduengr mven
c afr@paitiogasy, afk stabisersd citriechciddr 1 nonth at 400C, 75%
relative humdity is at |east 50% | ower than the nean

u [ deqr adat.i,on r ntent cal
¢ bR st TR VAT ER AR b S @%ﬁé@ﬁ@%@g Bty e fim in a
I éHfIE'P'ﬁ@t FRPWt 4R Eﬁshup‘i% degragatian qlfs(3sqyslobetyhhddpo-tetrahydro-1H-

c bepzn dbtepircérythixy J-Nrsethylmientioamiie @ mahdirmecguticallyeacaertable salt
t Hedbofl MPodrtdiy behegdiadats emmpisvgLuittic acinl Bimae¥r ratio beésit acid to

3 rre@FRs&may fydidi %‘%Q%@%% bRt R4 Ng St abi | i ser
when stored at 300C, 65% relative humdity for a

period of 3 npnths shoul d not exceed 10%

nor e
péﬁh? ik may agdiopaligsoptaima finiormee guet as hxﬂrae@émym'@ose
ahydroxyplapyreethlycetialbsa hystoaipethylsalupse ncarbexyoettiyb xélliutise,

t BelyRhASRBhol, B&I?ﬂﬁﬂ/l%‘?rroﬂbﬂel%%be% k4B REPEABMBda), gelatin,
ant Ilye)%g/%ﬁgtgﬁ/celngolygﬁylene oxide, pullulan or acrylic polymer (e.g. EUDRAGIT
grades RL, RS, E, L, S, FS30D) or any combinations thereof. In one embodiment,
the film former is hydroxypropylcellulose. It will be apparent to the one skilled in the
art, that any film former included in the dosage form should be soluble in the solvent

used during its production.

The film may additionally contain other excipients. For example, it has been found
that certain solvent systems, such as agqueous systems, require addition of
surfactants (e.g. polysorbates (20, 40, 80), Triton 100, sodium lauryl sulphate or



t hose described in The Handbook of Pharmaceuti cal
Exci pients, Third Edition, 2000 (Ed. A-H Kibbe). In

wor@®samsesli nrent, the stabiliser is sel ected frpoT/ERZH08/052429
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group consisting of citric acid, malic acid, ascorbic
acid and its salts such as ascorbyl palmtate, lactic
agjiskopbrah@oi enticarding Hgents PbbldidethyBikdxanatoe dimethicone).

hw M@Wh%Qhﬁ?@r@ntgﬂrﬁérﬂt &d ri dy |ﬁ¥r§e@gl&8%ms one or more
i nation I'sers nma used in
SRiRaants 20QRC o 0 PATELATHRAEN @%ﬁ@?f&%n o orbodi ment.

the stabiliser is selected fromcitric acid, ascorbl C

aThe ,dok‘!@e forrhindy)be farthad claesd. reLdtabRRaTiIFd iacladsithose listed

b%% ﬁaéseé]h 1%)5@%8 j/c}aﬂhb‘%%g c'é}{[ﬁe'? tJB?ét 1PBhd ler%Bb&\HeYn thd'§osage
st abi |

I'ser
s{%[m 'Flc%tfag ‘Pr%@t Wei9ht 8&Bnt in the dosage form and/ or

the filmin a sufficient anbunt to reduce degradation
Ofl'h@d()??ag‘e&%hﬁMy)’dp‘tlgnéﬂlay‘beﬁ)dcﬁégeﬂm@rl&wkaV|ronment This
c C r
H] S’rzrba%géecﬁ eZ/eéf llo? e aljcsgl'erlrfﬁtag%/ogygérl ?&\/E@Q grfth% pa%kae%m%of the
RBERACHERT s H P@ﬁ%@ sepYanoersdeslyde Pharmakiesp®rat pokigs
c |(¢qmmera;talllyj avalabledeni 3s¢ Cimamid) ygoid SadbiDxB'e spetidlityeoxygage
séa\ibnb@r éélglmlermalpr@aﬂédlérfor%)ﬁﬂ@ﬁgﬂrb "I'@&@Hdldglé“s‘? NAI&irRately, the
ngarask B ot Mool R ARV RobatibaPre o opyage,
c&‘%@WWe@'HW”'%IbYﬂP@é’éay Pee 9@.%% thrpq%ﬁsaﬁ the slos998 Wyrlns in a
pyow atyigdoeeyiranaranhgeenan (kappa i ota or | anbda),
gelatln pol yet hyl ene egcoI pol yet hyl ene oxi de,

R | Jen%!tﬁ‘{r a%rgec E B}Bg?en pn Wldg%%ﬁﬁﬁggg ERA r?pr%lﬁ%g\?egqsgbe form of
o,tfga |@ym5|9pﬁghg mathed ¢aMprises dispensiig a solution or suspension of 6-(3-
hygelaboty2ohy Setetrhhuldes ¢ H-dehz o] aze iie-7apan-dhm ethgl-tibetinandde or a
. Ehér‘n%ehfbaﬁl?%c@efpiablef DA tharbr bih %Emééﬁntd é‘%r‘r‘u@ﬁ%ble@ Any

form sha

ed
AP oD ATDY R TR HISEEG AN PTBHSIRentS Bresent i
Hrﬁfdﬁnrﬁrgtsnlelblee&mepﬁ@mné TfFB)fiiOhé@(éIﬁleélca'IYtVOlﬁé@ peémust be
f phachdchaticallp bt@iptali@intee {residsIPgBantitiecin vttichaig upsesss in the

SYisikf y addi tion of surfactants (e.qg.
polﬁlgséfnﬂrS o ?@g 40, 80), Triton 100, sodiuml auryl

sul phate ortyll oxopol ) and/or antifoam ng agents
( poltskle selvents gicludrarateroprodnigesiohientsnpiopelints. difivefied dagesiand
f volatiersiliesiszdiimené enbdeinidnt,th@delutidrosraluk e ot & 63@-GRRbutyl-

ob 3"25%%&@;@%%@@8}%@@ %ﬁoﬁ Wﬂétﬁylarﬁédtﬂ‘ngﬁmmer& a

SEPW&E?IC@“ Y?ﬁ‘gfg’tqt}'?cﬁa[ﬁd é WIS IS piGpareddising an organic

seblversl sudhas roethanelgetbénal hacetaner aeatictaglsl artmethylemmehloride.

enadicE®ntolvéite (@?W@r-étﬁéﬂél) fag arbark dsed21bdhe\enB&diment, the
e

ggaoaﬂﬁp%eg%%gg ormmay optionally be packaged in a
gen environnment. This nmay be achi eved by

|nclu5|on of an oxygen scavenger in the packagi ng of
t rea further aspect, the invention provides a solution or suspension of 6-(3-

cyclobutyl-2,3,4,5-tetrahydro-1H-benzo[d]azepin-7-yloxy)-N-methyl-nicotinamide or a
pharmaceutically acceptable salt thereof and stabiliser in a solvent system. In one
embodiment, the solution or suspension further comprises one or more film formers
and/or surfactants and/or antifoaming agents. In another embodiment, the solvent is
an organic solvent, such as methanol, ethanol, acetone, acetic acid or methylene
chloride, more particularly methanol.



dosage form Suitable oxygen scavengers incl ude
Phar maKeep(r) KH or KD (commercially available from

wEeas@mse? e) and Stabi |l Ox(tn) speciality oxygePCT/EP2008/052429
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scavenger (comrercially available fromMiltisorb
Technol ogi es). Alternatively, the dosage forns can be
pacsagatemboditehisas whivhtth@s@bilisgras oeraddoid, itds QP@,élISMn the

A'gglglééH bHﬁEu&H i k%lnH&In%éthé%M 0% ?é’%gﬁvgﬁ??err i

" RoBGRTa QHSégﬁﬁ%'?ac'@ b Fesyling gnogst U dee Stshyr A mfaesrneed to
pnbe;ﬂhn cogfed hin @ owsrypartionan meQdmemmwmqhdhe stehitiserds higit acid,
CRPpries Rt il trRNRioA Gr dusnbioh MNa® BmBUSTIRINGESH0.6169%6 W3-
C .

%gﬁggfly%]ﬁ/&% nﬁu} 9 %')%@? g?\Iﬁ A]"{I/\ﬁyl ni coti nam de or a

phar maceutically acceptable salt thereof and
siragdrtairsembodiments ic smhichdhe stablliegr.is pulylatasl hwelnaxyasigolbgt is

uprept inhalesluidnadr suBSerstionlh bh aefouAnBetaBYn 010N€T.1% wiv.
exci pients present in the filmare soluble in the

soI vent. The solvent is typically volatile, and nust
bén W%@EQ@'W@HTSI iy whichdg algPlisgrs PHté'a(‘?de’%‘Adéqi%ﬂque”e it is
qreasentindise solutidn wisusperampears amounhieetivean S1deD. thsege
form Suitable solvents include water, organic

S?rl (\,( r{gﬁéemg{)é)%%ln{SQH%Ica thegsélﬁt),l@% |gg§ osrti)lgggldvﬂs pr&eent in the

rcones e° 831Ut 8K %!
s §9lpionsPromiseen B A &YVt yi - 2, 3, 4, 5-t et rahydr o- 1
H benzo[ c/] azepi n- 7- yl oxy) - N- net hyI ni coti nam de or a
p?@&él%@r?é%b@@HeMtsarﬁ GARhaRkE Bins@khet B %&@@&y&%‘ylcellulose |t is
st abi ared using_an or v
= oPhept Ty SOuRiER 3 SPersEinT oP SyBlfPheriepg ol v, BHfidutany
méthYyivene chl oride. M xtures of solvents (e.g.
wat er - et hanol ) may al so be used. In one enbodi nent,

t hﬁe%g}r%ﬁﬂblét%nmhgéﬁ’&ld so\Lﬁloﬁ/sﬁ%énlg%rn rﬁ'&;p%ﬁeaté@ﬁe g in a forced

| n\élogtgrb)t gleplépq)gatg qgc?%ﬁvreéwair%]dlresay mQhe fc'ormatlon ofa ﬁlm upon at
deshe opi of theepiface ohthexgirientapathy he dpsase faemintgy then gptionally

pbarfimaceattd aatdriing ¢s Atk &nsah in thberteof and

stabiliser in a soI vent system In one enbodinment, the

sqlutio on further conprjses one_or nore
¢ T hEncrer Giet LRET Brahe thetid P prebariey bF asees bRy have @
afRISSS Or derpramm@at @mvbldew awasin ferribe solutiemer suspamsion of 6-(3-
OgastLeyl 8, ¥ BRbiralBided 1 AheRd[BREODIN-7efI B NMN-metgRiiOstRamide or a
n_éﬁ%ﬂn?ac@ﬁﬁ (%II@ be JB(é %QHQMOP%ﬁdetab%Jrq% %ﬁtdﬁ‘ép bé\ﬁb Yispensed.
t' 4BF? |ysE'P°”°§V8 ? ?té%awejreqe@w%orbws%ﬁ%s 9frihg jblet are
s@m;utqyed dhe $ws resassascanrbedssed o (ateive dihaeveantiad. G-suggension of 6-
W/(3Lc%/0%bu‘t/}ﬂ12}8 4638t SRARLNH IR HRzEIn-THidy §-NagbByl-diktinamide
¢ BPdp é%cgﬁﬁ(faw a&ﬁ{?‘t’%lé‘éeﬁ th%h%o‘ﬁ KN rsT%B@séWAn‘aﬂ%ﬂ m%? cﬁﬁ% of the
t FREesteRFan Resyseddo 6‘?0@1“49@ slitpn qrtsuﬁ%erﬁloééér@f@ GycloReyl-2,3.4.5-
s tdtrathy dno- 0-bsnpd azdpim 7 yloxgaN-amad bylinidodib aveigle oD afph@faceutically
Wi¥geptable salt thereof and stabiliser, and the remaining recess can be used to
receive a solution or suspension of another therapeutic agent to produce a dosage
form containing two different therapeutic agents. In a further embodiment, solutions
of different therapeutic agents may be layered one on top of the other.

The dosage form of the present invention may be produced using the apparatus
described in W02005/123569 which publication is herein incorporated in its entirety.
More particularly, the dosage form of the present invention may be produced by an



particularly 2-3%wv, nore particularly 3% wv. In
certain enbodinments in which the stabiliser is
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sol ution or suspension in an anount between 0.01-0.1%

wv. In certain enbodinents in which the stabiliser is
bufyérat@ctohmdﬂ@(yﬂrspum mbtjuleormoes:gltmy Ui@pé%;ﬁ:q? § 0.4

S QtedfetdMhirdl M?E@ﬂhg%oluﬂoﬁﬁr SEPHR; Stdl'?ﬁ@y fy1-2:3,4%-

W V. |In certain odi s in |c%.esta||se’r’|’s.
i i 2ol qlesaps Uik e Y U T g Gy oharacetically
sas¢eptiaiilepalhitheofond alabiliserronteihearrias taldets néhe @pparatus may
Waiseat/@a Holding memier for foldgria yariepibred, Milchseay nbvé S

Pt i

pFERan) Aahd Beaftoddidadlhe HERENAL b ALhALEL T
téB'PB?”/WeB?'Q’bQH@&?CQS?UhleiC@ & i@¥efisi on may be heated
(e.g. in a forced air oven) to evaporate excessive

| meeia@paadisBspalso hivd aryirney stenPthablirids éri dvBbsRRR sdlvent from
| 82500 MR Glsid o8 AG 0 i KL Bl 8 oidi
dosage Tt orm nmay therﬁ) optionally be filmcoated ,
a@WgQﬂrﬁ@yt’BoY?e‘i%H'éa”NW the, abprratysas the,drvingrsysiem dries the

t dbsage arseathi af thehearriwt thbldtst dhepirgpasystigminiay digdtagadosage by use

f of RRJIBY alaNRardd LR RFGSWVe HRIBRESSI on that provides a
basin for the solution or suspension of 6-(3-

cx_cl obutyl -2, 3,4,5-tetrahydro-1 . .
HThe gpeRraiusdrabilpe faya dggdtingsysieRythaharies Agaring Qyer e
plasapeciount.i Thé cyatamgeypteabinay bavd a pae pentfngadedice or a sprayer that

sbppidsithe Eoétfﬁfgltélﬁgcr%f_ttﬁé cBRleP Ut aRRNSBE holdiy H@o¥r may
bi concave t@b et s, havi ngatrecefnsecs
t

I n t facels q% the,[. ¢
JE\VEcoqinyallyaiond e drpRiatys,8s c@?g%%S%éZW§8p.§§e e Fotingfo
r eaeh oidhe garrigptabtateonT g am@@ﬁg}adﬁaﬁﬁ haye a coating dryer that dries
( Brecocitiodpoh bl 6f'the ebirrighyabiats.| H benzo”azepi n-y-yl oxy™N
-met hyl - ni coti nanmi de or a pharmaceutically acceptabl e
sal t. 1t her eof d stabiliser, Alternativel one of the

- Bt ba Ehatan oy B GPoeeiB en el Bve s resprocess carier

s trhiri® 8y nUDPersof timesyir Pesien ta/addsol@ians Br suspensions of different

t digrafyudc agddis baneobtivd\aziepaparatus 0syld hbkveraddijdnandis®drising
ggg«gtgﬁs ol ?éieQW@EH@gSﬁbﬁﬁé L RGRAREA Forsab ‘ih%%‘?ﬂgrg%blets.

stabiTiser, an e remal ning recess can
to receive a solution or suspension of another

t ReBapslobutyl-agehd-tatahpdrodud-berzofidazapin-T-vtoxy cldmeethyli ng

é weothhdrhige and its bﬁéﬁ%@bﬂi@gﬁ@dﬁpﬁeqd ftalt@ drel HBftiﬁhltagonists having

ST A AL I o iR

f SFRSEolckzepnds Uy va‘@ﬁtyrﬁ'ﬁOW' Rapd B%B%Waﬁgﬁﬁa”y

t Becepbyide atltssard bsltiavied dolbé of VRO Use 1356 Gentmiarth of neurological

pukkhsadtih@ildihg ABERICYsIdRES Aericdla(iRclubifg €8Iy bBEY dementia

.N%Fu? v?@cruﬁdr%gln%b{ig)’ a%@-?elé{gg %%%Jrgﬁggfﬁrﬁ%tﬁ)n,em% ?&aﬁ{i}he imgairment,

i nvention nmay be ‘produce y anapparatus’ con ning a ,

dCOPUhS: dRiiCkasiplPRSYs BYIraiRe UP AKIBFY bl FispRifs MHKfire sclerosis (including

praigee p strokes gamnd metirophthicherigio(indludimg neurslgmgemesiritia aofl back

6 phiR), Gifenehatodl pan (ikslddig osteoarthritis, rheumatoid arthritis, acute
inflammatory pain and back pain) and sleep disorders (including hypersomnolence,
excessive daytime sleepiness, narcolepsy, sleep deficits associated with Parkinson's
disease and fatigue, especially in multiple sclerosis); psychiatric disorders including
psychotic disorders (such as schizophrenia (particularly cognitive deficit of
schizophrenia) and bipolar disorder), attention deficit hypereactivity disorder,
depression (including major depressive disorder), anxiety and addiction; and other
diseases including obesity and gastro-intestinal disorders.



tetrahydro- 1H benzo[ c/] azepi n- 7-yl oxy) - N-net hyl - ni cot i
nam de or a pharnmaceutically acceptable salt thereof

w@nesao#B | i ser onto the carrier tablets. The POPEPZNSE52429

10

15

20

25

30

35

40

may al so have a hol di ng nenber for holding the carrier
tabl ets, which may nove continually along the
apparatus as the dispensing nodul e di spenses the

U&rﬁﬁ’ﬁglyztﬁsaoﬁptﬁép %Eht 91 39’8%9 mv%Hf?onC (/lH@é' tr{%‘a%ls ééform for

e
obse BS@QVeE""%g%@ﬁ@a‘M%}ﬁ i tioh i vidites, deae o for use in
désotseateanion psedtylaxts affiiee akoviei digorderbl Ienogrtlcurlae newbldoiegl and

mpsRBiati@Yistrd¥e. continual |y along the apparatus as the
drying systemdries the dosage on each of the carrier

tabl ets. The dr stem np t he dos
%hﬁéfa’te%orhfufthe F?{P\?Q?%@ msthad %fr Eﬁ%é\)%n r?é&f‘?ﬁ%g'ax"ﬂ?éthe above

adsareersidn maynedls imchiding ainemat whigh sgmpesastduminisiephg ésthe

asGgel hg do¥ade 1R ol @rAdiesdliiVentldte coating system may

have a pad printing device or a sprayer that appl | es

the coating to each of the carrier substrates.

hé enaioerAsrBer thedJveroe Proyides Mearseofdr @n‘@’cioﬁéty' 2 3 4 5-

apgieahadnost Faben 2ogd|azegin -y loxysil-emtbyplidotisamide or agthiangadenitically

e%@&b&éblé B8t ®aFdor f tht Alretaturd BEIRRIRBEGE HPmMBYhe&h$éhtion for

ﬁgee.nathg%g{ t&bgwﬁ% abloogidtss olegs the coating on each of

carrier € apparent that the
appar atus descri bed above could re-process carrier
t 8HB-alyslchntyl-23rhetetahydioresbemzod]daapirt-6-yiay)-S-ahathylons

Ohuc%HI%HﬁHé 'oPQ%hQrfméiﬂeﬁfl@d I %Ecéd’t‘eﬁzflé‘@ﬁﬂihb%o@%&tb% used in

t
dICg @ f | Vﬁg#g&hgh@efﬁféggaaééntgg 2;188 g EyL%gql 5-tetrahydro-
sdFhanas @Qﬁ'ﬁgnﬁpﬁﬁﬁ\‘ methyheicetitanide O't @Bh@f@ceutlcally acceptable
GSéth@)’édf thinteybe @B ude B thettreatnyetit @f Aldhbieter's [dischae dpiay be

u¥éd)%y<9onm'rf§BHW|tﬂ'n?é?)tléarr‘ﬁéﬁtéjaaﬁﬂégittgtb% u%leﬁr  BRERI RRbLy
t H&dﬁﬂ@%ﬂ oy QtBB@f&? Fgg%el(}gﬁ,ég’g m%Lﬁ % gw?ab?e examples of

6spch etper tdj.@pyutlczagpn,hs may oe samppmatic agents for example those known
1kt bedinodiolihegiitasmissiodxgch s met imybeatinkaktaaon spnangor

| GRodpbiar rﬂ@&ﬁéﬂ)t R Mu&%ﬁﬁlgtaﬂmg%néﬁl Béet?lEﬁol*ﬂggt'ePa\éjg%rfltgitors

b use | neur ol o

o Bh B oAy Hhaiarox De: GraePea N OERLIOR RA VIS aine).
(nisotinid fmp@émowéw akoateric modifetorsdsdcl ag o eaenists @y allosteric
a@ﬁ)dﬂ%h(ﬁ*s ofl cABZBGONisty BF sitdriemoduildiersy; PR bychists (such as

W{i?l’x{fgg%lstschﬂﬂﬂge%gptg E)i\ﬂr‘ﬁ%lltagoﬁﬁ'tgf §§‘ﬁ§5 E%ﬁ&rad onists or

éﬁéacepéqrra@@onﬁg an @«Jpcé%cg@rrﬁrgagﬂq séa fr moduldtors, or
( disehselmadifyieagdnds sisch asdion (-secratade bdditorsai n) |
| nflamatory pain (including osteoarthritis,

ﬁel 6 ?Jb‘u gtéf's é@t?&h’y? ﬂfllbg %Eé/ i) a/bxgm rPé’tﬁ{ﬂ

a| n isd
ei?LC@ ingmyide 859tp AnagedbRin ég%ept%‘? E@ @EE%Qf 'SéT‘t@Bﬁed for Use in the
dékaimdns obisaoalepdye d mavttie Wadkn ngmhingtion with medicaments claimed to

be useful as treatments for narcolepsy. Suitable examples of such other therapeutic
agents include modafinil, armodafinil and monoamine uptake blockers.

When 6-(3-cyclobutyl-2,3,4,5-tetrahydro-1H-benzo[d]azepin-7-yloxy)-N-methyl-
nicotinamide 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 i) antipsychotics including
typical antipsychotics (for example chlorpromazine, thioridazine, mesoridazine,
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di sease and fatigue, especially in nmultiple
sclerosis); psychiatric disorders including psychotic

wale@snasss (such as schi zophrenia (particul ar | RCT/EP2008/052429

10

15

20

25

30

35

40

cognitive deficit of schizophrenia) and bipol ar
di sorder), attention deficit hypereactivity disorder,
deppresariag, fdrpitdnadine gpraaihiofpetkiiee §Rluvgerdrif@ thiethixine,

aﬂél’oﬁ&ﬁi’dcﬁqﬂolﬂqgh&Ehd)fbxaﬂﬂg) gfyBﬁél ﬂt@%%ﬁcs’ (ﬂ?ré&glln & clozapine,

festi’n Accor

AR 2RIps. HiSP R RBE CRUSTRR® L AT, HRIGHO0 o A heLnd
t hdpigiezalgs dysme transporder i Inhrbh@rrs@pyl Mmelaparopirretenivrdidands; ii)
t BeugsTueitiapirapiidy sdesffebe, @0 srgeplE @htitHolherds (suthtdie

t

pg)rgﬁ%t?g)me Bfgeﬁcﬁé?fgydcgé|d§rle %n(‘j hﬁeﬁ?&}éﬁdgf) 395 ggéﬁmnb&% (such
i AV AN "Tter'H e rSWad‘é%'”ﬁ ﬂ'ﬁﬂﬁ@@ SN FGURLRRRARMID! S(SUCh as
pritgibiyriaen esciiafoprare, faloetined paoxelénes ;ian)oxetmmaml sertraline), dual

| BelottshiiIBoratiEABine relibtaRke HATERDIsS@GCHREETdHISFhARS, Wil dxetind18nd

S %I%%E ?rrang, m% aﬂ)‘?&r?%ﬁe ?&fy@l{ymﬁ B?or? s%gﬁ %ts %tgb\%mé)b?lcy(!h@

El %saﬁﬁt(wc_hzas %‘an‘l@dlne cIomlpramlne |m|pram|ne maprotiline,

t evrtgdtylthe@antitFienaroine ), narepmme/oxdaseyn hidtone (sigh asi cot |

n%bﬁ*r%o%znfb m&[d%ﬁﬁ}ét' ﬁéﬁél%n@ﬁﬁ@@&rﬂmﬁr&ﬁhé bhsbﬂh@zﬁs (such as
| By EMEAGI By eliE (05880 S5 BlodhE N UARL L

61@9Ldagcb%159@'9¥e@e§ Saucsaﬁ atraaelamm and I #rerasy eng xrequniive

7 eyhancejs e medringlé cholvestesasedenibitors (ich rtaeint | dalepyzil,

agicefilyAiEapddiadtherlef My be used in combination
wi th ot her therapeutic agents. Wen

6m$]BCcIobut yl-2,3,4,5-tetrahydro-
B émveslie thus epiviies- laduithenasieeth g dosaaediorm &amaesing agarrier
p el etandhinint Gatwderltybleicis epleast parttal todtee bg @ffilissohmprising &l 3-

f %{]cl%lﬁﬁyl iy Bfl?becefrér%@Pér‘FPItbeﬂEo[ a%Q&h Wloﬁew ﬁ@ﬁ’@?mcbﬂnamlde ora
e eI At Blet s ShiRT VhhieBdt foun frner

tp@@pﬁﬁm@ iditignakbprapeutic ajestasagentui t abl e exanpl es
of such other therapeutic agents nmay be synptomatic

agei Be aé;%r ﬁé‘ﬂh@ ab§0S5l lﬂ%‘?éﬁ?bu‘ile a?@rq rﬁé(y t(}J'B e%@@trugﬂﬁe carrier
ofatiit| GUpeRi g T seraTad Shberd SEneariaana AR Lesspeuti

aegenth oyl herdappsitetsen thatvatyier éﬂtzket( YViedve dfze carrier tablet has two
t eddeabiys] bpa rédeesd afdydontin e e eanthinigds-@6)cubute 2 35

ra:tt%f%?’l Hr%ml-mszz&o[ ?%ﬁlmgqgﬁcﬁ%é}gyl%%ﬂh%%e%a pharmaceutically

agoni, s
aPPeRhls gal 8[ﬂ pates %?”33&%‘%99, Bicesp My togpian the film

nmodufbiaingrtb$ ad¢EARI dpoanesttic agsnich agsntPPARgMatiaty, sheshims

5 chitdinirRoe 8- ycldpaii-R 3l 4, 8 8stRing 81%- 1 /-bER R d18L8im-Pyloxy)-N-methyl-

aﬂFc%ﬁr?JHuﬁé%{ ar hg %ﬁuﬂc@a‘ﬁﬁ%&&{ptfd}é Q&PM ?‘eé)?aﬁ‘cﬁ]g sWer and the

Vn\ﬁaij' '9”%6‘%%%'% ag%ﬁ“%b‘b'abﬁ?re@ %@@Pé@%\gfethﬁ r‘PFh% tors.

en

6 W erCaL3-8RB0Yty1-2,334 &t@tréh%F@W%éﬁz&{é}am‘?[wdxl@ﬂﬁﬁétﬂyl

I n%oﬁﬁ%’r)ﬂd oFTStpﬂé(Jnﬁ‘éc%B éeﬂy Ig1ccgeptable salt thereof is used in combination
with a second therapeutic agent active against the same disease state the dose of 6-
(3-cyclobutyl-2,3,4,5-tetrahydro-1H-benzo[d]azepin-7-yloxy)-N-methyl-nicotinamide
or the pharmaceutically acceptable salt thereof may differ from that when the 6-(3-
cyclobutyl-2,3,4,5-tetrahydro-1H-benzo[d]azepin-7-yloxy)-N-methyl-nicotinamide or
the pharmaceutically acceptable salt thereof is formulated alone. Appropriate doses
will be readily appreciated by those skilled in the art.
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or a pharmaceutically acceptable salt thereof is

intended for use in the treatnment of narcol epsy, it
woreyshetsesed i n conbi nati on with nedi canent s cPEI/ERI0$/052429

be useful as treatnents for narcol epsy. Suitable

exanpl es of such other therapeutic agents include

nodafinil, arnodafinil and nonoam ne uptake bl ockers.

V\k?? fc():ll)c/)C n examplezs |Iéustrat5e thgtlr}vgﬂ’gllcg} butlH_ oéHr?g tlr] ]anyévevg}/n
7-yl oxy) - N-met hyl ni coti nam de or a pharmaceutically
daomledl e salt thereof is intended for use in the
treatment of schizophrenia, it may be used in

G el B0 FOESDEDD T8 s o
d’rﬂ"FB e ¢y (P)%ngleﬁ@y t'}}%?t&}ﬂmlgﬁﬁ?{g e s (for

exanpl e chlorpronHZ|ne t hi ori dazi ne,

Ne@eCydlstity12, 3.4, BREERAH A €+-bRAL FIFRBEFN T8/ 0xy)-N-methyl-
W%%Hérﬂrdggﬁ %%{;[gfnd rhéfh%h&ﬁ?%k@)iér@%haﬁg%b Q(% Q rééc@tfr’wnh stirring
2P R gaifotcr ablepriold EipulFs) Aceshiasiins! Okt adtrdia methano
r(V Ope) atdoe 0°quaet itizgn sieyly ahanged atolhe, abovp reestidoselution at
a8 WhPC | THE r@Bsticalis Riaprstizel @) 45 & ssionmtil fe@ﬁﬁd?prhtxﬁfre 1

&}y&,}%‘ % Bl otrC: {'garrg% u%gr? tffl%prjeg%tro%cﬁﬁftﬁﬁ |4 fll%%]odﬁot d)then

é’ﬁ‘ﬂ“ﬁ'ﬂ 6PF‘P?é‘|tr§ e@sat(@h@ﬁrea@aﬁéﬁzq F(b"ﬂ?%’é"/ BioBERg @eqfford white
phogyroixiwe.righyl acetate (18ékyg pisestivdy Ehargedlinttothameatiogisokition

( rug[ﬂ%ﬁéoncagﬁthaﬂlsﬂ@éd af this)tg?[siéﬂagﬁgrf&%‘i ?ééfsﬂ hBGH tlfﬂé ABite
S i ?grﬁ J6 1eI02BIC A Bl s % T 1hEN Stiged at
dbis teraperakye Qﬂ@at Ieg%t*@ﬂé’ﬁmﬂfﬁaﬁ ha sy mixre @J\Bﬁ'@@'eand the
icake B washed (tglEtlhyl asetaten(3akapot D)etwicautb givetthe rvetrndke” 6-(3-

ey LIBBGtyIPF,812)5- teﬂgﬁ@mﬂ%érﬁe[dt]@ztéetnamok YHN-RiR)-picoftiide

3%%%?@{ ?ﬁﬁswhetﬁéﬁf%féa%@n S pr e e et oti 1T e,

nortriptyline and trim pr am ne), nonoam ne oxi dase
Imllbnetrmé(ﬁat(afgn@de G$3-opaiutath-@xae, bdetrahyaal- oheanheksd dlazepin-7-

eNzhogy |%t.h5ﬁ\mé' @ﬁﬂfcﬂf@rﬁ@é@ 2691 %ﬁ%%m@ﬁ&‘w 28&) are

t$§@&56%t8)a repr adngh pepies 1 & MS? SenEdpT ey
sy ab,arae%ab%maﬁﬁ"@n@hd beatp3atytioarisi sinyedcaighis terpeerature
qohanesst 3 Hoar. TRV &lueahixiues fsajoabte 15°¢8°Li foostsampgirate

?Iﬁ)e&?i’r?]r\r/ denﬁfll erﬁjQﬁ?Ee%eaZt'ths térhﬁ/éﬁﬁﬁegf'&rﬂ t Iéﬁthgﬂ'zﬁ%ﬁpé‘ R -

HEomiss s stadr pad e welicgke rsevefasth&ﬁ i Qi Shetater (312io x

t2abl et prioducitis Vasagm grigdtat abt mosothae 01y toagive 6443-cyclobutyl-

COBRI5Ltstragy dPo-(l B- be¢1)i6[kl]3i2blt>ml7 ﬂa»a/)m Ef.etr@t_ma@mﬁmdel

WG%&HB@.G% laé‘é |t@'sgﬁ<¥ L @f%l /‘tﬂi/ ni cotinam de or a
e”sal't the

arnaceu acce reof and a
stabi liser, Whl ch dosage form further conprises an
anmmpleﬁaPrep‘aeaiacpeqt raunalgehlete containing 0.002mg 6-(3-be

Qﬂl&ﬁﬁﬁﬂl mets -febrahpaid-1 HpRALO [ epRERII SxyRBEMEtHY De
g{ggtﬁ{g the carrier tablet. Aternatively, as

I'Scussed above, a film containing additional
t herapeutic
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 7.94 mm. Compression
was followed by de-dusting and metal checking. The tablets were then
transferred to a coating pan and coated to a target 4% (w/w) gain.

12



agents may be deposited on the carrier tablet. \Were

the carrier tablet has two recesses, one recess may
W@ owsan4s8e he fil m containing 6-(3-cycl obutyl - 2PCBEBE2088/052429
tetrahydro- 1H benzo[ c/] azepi n- 7-yl oxy) - N-net hyl - ni cot i
nam de or a pharmaceutically acceptable salt thereof
and a stabiliser, and the second recess nmay contain
the filmcontaining the additional therapeutic agent
Ol"healﬁ)‘ﬁ{ﬂo‘értloﬁ\lc)f ﬁ%%?ﬁe\f‘i’ébfets idGvdd beBwcont ai ni ng
6- (3-cyclobutyl -2, 3,4, 5-tetrahydro-1H benzo[ c/]azepi n-
7-yl oxy) - N- net hyl ni cotl nam de or a pharnaceutically
de¥eptable salt thereof and a stabiliser, and the
actshsdrenal t her apeutic agent may be Iayerwéigon@ng))n t op

IRE cell vice PH-10

,%,Ig obut @ Zf !3 et r%\hydro 1H ben c/]azepi n-

gff‘g ?J?(%'Z%Snt@ farchot ?Q@;m de or a pharma €5ef£1 ftically

ddagnesiabl Stegedte ther eof is used in conbijnbt®on with a

segsNd therapeutic agent active agai nst [t{yg sanme

di sease state the dose of o-

(3 cycl obutyl -2, 3, 4, 5-tetrahydro-1H benzo[ c/] azepi n-7-
ViilB%G9atN- et hyl - ni coti nanide or the pharmaceutically

E(Inmniﬁr@bt e salt ther eof may differ from tWatghmﬁ@) t he

/|§zep|n 7-ylo
X e al=Wila a |1 Vi
él'cxt@lmtccabﬁe‘llrsacloat)t her eof is for rrul at ed aI olés.

ARBRRREN Blith LIRSESssIM be readily appreciated by those
skilled in the art. '?hefollovmng exarrplesHIustrate
the invention but do not limt it in an npl es

@%ycéobytyl-ﬁr?ef)grtgv@wﬁrcbi H-benzol[d]azepin-7- ){oxy)Xl methyl-
enidoBn &yitledtydtochlbBdSwiae tisablyed - dariier rsphition (5% wiv

|®€&&¥%@ I&’él%}b\éé @%rm& 0 ﬁl&ﬁtm&ﬁﬁhcﬂftorbyma%wc%htr%n of

, 4, 5-tetrahydro- 1H benzo[ c/] azepi n-
thyI n| coti nani de (4. 0kg) and rret hanol
(7.9kg) are charged to a reactor with stirring at 20
tApp2d@niiely 39 moedssing3dlution wisedispdaedd/ bntolelaoh taidet (n an array

Jof legﬂar ta%lé‘éjdﬂ% iaBIe‘F@e\R/QI%"H?‘ed(IrY a%‘rﬁ%d g ofert 9t 1€ and

then slowly charged into the above reaction solution

at 15 to 25C. The reaction |s then stirred at 45 to
g5@mple 3t Prepacatigmofhioungrtablets eertaining §1dng £r-(3-cyclobutyl-
8, 8/5-tetrahy i -1 l-behiz [ e piH-7 §ToxyF-N-mlethl-aik divtanidé

t hen vacuum concentrated at not nore than 500C to

t 1/ 2 vol to afford ' S m xture. Ethyl
Tblts oty Mg POk St el Tk Heact on
denzeldlsgepin-7480xye-Nsmethakricetnemida werequepared i e manner
trREpEiedtit ERample BéxdepBthht the ROHEentrhlién BH6-{Bcyildbuty-2,3,4,5-
/) KISrQ’el"f\ I- rﬂ@ém er r?;}d?oéhﬁq{}e in

TE%&@E(F}) Hﬁg%ﬂ%[@]‘}zé;g %’%I%W
ﬂg M f?‘f‘& ?'EOLFritldtSQPgﬁ W t he

& HO9RI FRIUHN W M9
mlp@ﬂmatﬂhma by Ethyl acetate (3.6Kg x 2) twice to
give the "wet cake" 6-(3-

%éfnﬂfié‘é yl7: %r%pa”faﬁoﬁ oF F%%d{a%le]t?cgﬁ%r%&’d G2, .01 ig?

5 mg and 25 mg 6-(3- cyclobutyl -2,3,4,5-tetrahydro-1H-benzo[d]azepin-
7-yloxy)-N-methyl-nicotinamide

Tablets containing 0.002 mg, 0.01 mg, 0.05 mg and 0.25 mg 6-(3-cyclobutyl-
2,3,4,5-tetrahydro-1H-benzo[d]azepin-7-yloxy)-N-methyl-nicotinamide were
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hydrochl oride as a white solid (6.203 Kg). The
i nternmedi ate grade

W®2{08A 64589 obut yl - 2, 3, 4, 5-t et rahydr o- 1H benzo[ cP(HERIH081052429
7- yloxy)-N nethyl-nicotinam de hydrochl oride (6.203
Kg) and nethanol (7.2 Kg) are charged into a reactor
and then heated to 45 to 55C. Ethyl acetate (17.7Kg)
isesdreaMnythe heemgeddexcridéd IndEXab(ple 2 recdph drat tHeecasiddrisolution

'_I_(%g?a‘irierdr?)d WAk cﬁrf&'a%lot ﬁmﬁé %E)Hée%trfa%n ate-| obijt}}ﬂQ W4,5-

Y- Prabehidiaonb YTl ENGRR Ly RodiBafi tyodiloride i
tt%ﬁ@a‘rl@a 8¢latigroandibe amesst ¢fiias dosing selktion disrenspd wag varied
asXoliows: i s filtered, and the wet cake is washed with

ehdugl acetate (BcBRebrtafon wAl @b IV & dufit fidseHiBl Fhb£d
IMTUT © lIIdI QUUL TU yrve o=-(oSs-LyLlir ubutyr =

%%654 5-tetr ahy:lpél- 1H- benzo[ ¢/ ] azepi %?Of’ yl oxy) - N- met hy

0.0 coti nam de h¥@bochl ori de as a whbtdé solid (3.034

Kogos 77% h) . Exappbes2 : Preparation|gf3ground tablets
aining 0. 00 g@ g (3-

Al d ANCAC Al L bhan—oa~l AFf1 S5 o
bybl UUULyI NI CLIGIIyUIU IIFUCIILUIbIIaLCPI == yIUl\y\J

N- net hyl ni coti nam de The core conponents were passed
tEb«am;ghs &-1MoPRrefmratdén nEedursictablets aonitaidieg 0002ndr @.01 mg,

Figdnd @29 nfg'6 (SR @IoBhﬁP-QeJ4 QHQtrSI%[;H}BQﬁ-ﬁSQn g%zepm-

tlarg)_,gabl Ilﬁx%e?s roducé round bi concave tablets
it RX V 8 a>m5:| mm Conpression was foll owed
by de-dusting and netal checking. The tablets were
tTablets canaihiag 0e@d2trog 20.60atg, 0GSpag, add). 2DayesH(3 eycbutyl-
tzaﬁ g%tteﬂ'ed%)[d% MH- &a&adﬂ}@p.ﬁsme@)m ﬁa@trﬁ}f mt:@tﬁma?rﬁ&é iw8fe
cpu?r?eﬁag’ tﬁggr@nﬁr (l?escrlk%d poéxample Enexceptt that %e carrler solution
GIOO@JF@)dc’l%MW(P'U'Q agidgang-4% W \ahyiexypigryjce ideseo pad [hez epi
reonegtt@tiygn oNsHBEYydbutg-2t 3, maﬁemyhytdﬂﬂﬂiehm[dﬁ%mg -yloxy)-

ﬁil-ﬁ*r%gry(ﬁféohﬁa g% Wﬁ%chﬁ&ll i m%&(gsﬁaér"%%{utg)& ac?dI the amount of the
pééﬁ@p%li‘i éé B EEM&EM h of 0 58 nrnlm (\AII \Ai\

Aseoxi mat el y 3| Goneentratiomey/vs Ghar) oh Avesintidisprnsed dmg)

@ each tabl etpism an array of carfey tablets. The

t ets were dr 5%6i na forced air ()\r.g%% at ~50C.
xanple 3 : Preparation of round tab3'e9t7s cont ai ni ng

4 ng 6-(3- cy:ﬂ‘ﬂ)ﬁatyl -
2125 4, 5-tetrahydro43H benzo[ cf ] azepi 98-yl oxy) - N- net hy
- ni cot| nam de Tabl ets contai ni ng O. 01 ngy

Gfef@eL: Sastes 5pERys | KprlEkgmOIA b ereamiegealyeet on
GGl lietw In@ nMexreireprisd in aesgrdancexdhtheingerdivoe pt
that the concentration of 6-(3-cyclobutyl-2, 3,4,5-
Example 12: Preparation of a Orally Disintegrating Tablet (ODT) Carrier
Substrate

a) Preparation of ODT Carrier Substrate

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
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
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tetrahydro-1

H benzo[ c/] azepi n-7-yl oxy) - N-net hyl - ni coti nam de
why@sacessBori de in the dosing solution was 2. 83PQEB2008/052429

(ww) and the anmount di spensed was approxi mately 4 ny.

Exanpl es 4-7: Preparation of round tablets cont ai ni ng

0.002ng, 0.01 ng, 0.05 ng and 0. 25

fligngeteyEombtrymMisA8-g i) @ﬁ)ﬂdﬁlﬁablﬂrﬁf@fw@’leéif piizimgiagpropriate

Ttambmyl)ngl\kmttbmbtsnn@obe pagsedenrbagh elde-dustel and inetal

Qm% ng, 0.01 ng, 0.05 ng and 0.25 ng

cyclobutyl

2,3,4,5-tetrahydro-1/-/-benzo[ c/] azepi n-7-yl oxy) - N- net

ﬁ&i&h&cotinanide wer eprepared in the manner described

in Exanple 2 except that the carrier solution

%Mﬁb'%?‘ﬂo%l% W'V §bE&|ﬁcﬂﬂdﬁ and m?w%”‘:em BUNBTHION

CyUl UUUI.YI' 9, &4, O° I.UI.Id.IIyUIU

@tﬁ'}Lﬁ(}n[ c/lazepi N?” mep@mdlﬂL met /98 5\%r~nt i nanPhent
H\thrlaeVrbrmlgl de i n INhreCdmpen@alsol ut |039%and t he| Blamwonrtg of

& tgpsi ng sol utf qp di spensed was yagi ed as 18l LGWder
ﬁagr%sumgtearaten, hplﬁirﬁl.éPo ¥F?Jrl? 0 qgﬁfgigl ﬁli 5L yhyicant

oot

g-fS-cycl obut yl "SAS—tet rahydro | H benzol cfl azep| n-

#- Sécbméy)mNtm@bh%% Rilghatihdtosd megarm%é $PIE.CElr AUBPINF) and
an ngy

g_S(p%g%lst%crqg}FﬁgEurQUgé Ny

2,3,4,5-tetrahydro- 1H benzo[ c/ ] azepi n- 7-yl oxy) - N- net hy

|b)nPrepiaration ofcethylicellwioee apatifor mppheatitamtoctabtéd by R ade d
ipridtRyPl € 2 except that the carrier solution

Cﬁﬁﬁl%llﬂ%@e ?52?/ Rt edcirH Hetﬁan%?w?h gprﬂng?'f é’nchtyetm/I Cltl‘at(-f‘ added.

r\egiyqjg}l'gp 8 @@Wr@bugd@rgpgléylﬁgqy‘mthp percentage weights given in
I—'thn@l opaffi@pepethadiolyis agggd tolbrimgtididrgeti cmot/wrzasisd erhe
tBbﬂj“u@n"? R tﬁaa(risf’éﬁ‘freld"lottlli'la'ﬁ‘lnﬁI Qah Bfa %98 BEATY rﬁé‘é’wﬂé‘@gtﬁﬁ&%ﬂhtf%

SR T A e M e A L S S
rashabtablet dtamaterofA siitableahineeroglisinstafied ko malghiee cliche
pmepaplatk. | Talkdats araoresentad tdithe pad ipivenin @defifedamaye 12:

%&Eﬁﬁ&iﬂe‘)&cﬁé @hé%é& EB(ntQ‘ ﬁb?%ﬁ&{/ al4 1%91 53b kR ca(rr(i@-'f%blet to

i er

SRl e TR Wi o PR R 1 wg@éaeﬁvrﬁnh Bffragon into
ﬁmmmqatWaf@@hswéﬁr@erﬁiurlrm&lemmd@@eaﬁmgmmeé%ed m nt
flavoring are transferred to a suitable blender and
bt gpdgd for approximately 10 minutes. Magnesium
stearate is passed through a nom nal 30 nmesh screen,

transferred to the hlender and the entire mxture
IRHBEGITION appr oSPEﬁtFéC&TIZ)Nn nut‘e% (We wei ghtUNC3{ON
hRedidlostsed ar engal cul at ed 30 Protective
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
(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
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fromthe percentage weights given in Table A The
blend is conpressed to neet the desired specifications

w@ t@s/1ess8mpl e round, bi concave tablets,
8 Mmto -9.5 M) on a suitable
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tablet tooling. The tablets are passed
duster and netal

Dissolve tablets 5-10 tablets in diluent (0.1M hydrochloric acid) to produce a final
concentration of active agent of 0.025 mg/ml and sonicate for approximately 15
minutes with occasional shaking. Centrifuge an aliquot of the sample at 10,000
rpm for 5 mins (for low dose tablets, a two step centrifugation in recommended,
centrifuging first at 3,500 rpm for 15 mins, and then centrifuging the supernatant
at 10,000 rpm for 5 mins) to give a clear solution for injection on the HLPC.
Prepare samples using placebo tablets to act as control samples.

Using the following instrument conditions, equilibrate the chromatographic
system with A. Record the chromatograms for the sample and placebo

preparations.
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content. CLAIMS: 1. A dosage form conprising: a)
6- (3-cycl obutyl -2, 3,4, 5-tetrahydro-1H benzo[ ¢/ ] azepi n-

wQ@ 2008004589 N- met hyl ni coti nam de or a phar maceut PCHEP3008/052429
acceptable salt thereof; b) a stabiliser, which
reduces degradation of 6-(3-cyclobutyl-2, 3,4,5-
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rGPAIMKS: i n t he dosage form when conpared to a dosage
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sure
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aPr)munta g "I‘%eééﬁl%é%dé“’ﬁ? deagation Ofﬁ'(gtfélﬁ'ﬁgu%? &4 o tetrahydro‘
didtbentiofnjazepinafrylopy gd-euhtmg-nidotinamidedn thie dosage fosmswhen

&ofrpared to a dosage form lacking said stabiliser.
cyclobutyl-2,3,4,5-tetranydro-1Hbenzo[c/] azepin-7-yl o

%) N- et hyI ni coti nami de hydr ochI oride. 5. A dosage
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6. A dosage formaccording to claim2, wherein said

<k abi 1A desagpdor @‘quéd"égztcba”ya%ﬂc%*r&‘é?'ﬁ‘ hichromarises Bi(d
ayclobutylr2; 3 dc3-wtrabydro-dél-arze[dlazepin-T-Wlexy)admgetty)-bicttinamide
IM@ickhioride. A dosage form according to any preceding
cllaim wherein said carrier tablet has at |east one
recess. 8. A dosage formaccording to claim7, wherein
$ai d A fAeR308 foimeaeaerding tosanyarreesdingnclaif. awheeain paidl stabiliser
tigbélette® from ttle yags (f(mBIB‘lI@:GmtdC agidt matnycigreacediowrid and

Qﬂs%'aﬁ% t84 HYdrB%}'a%ls'of% St Q%H ﬂlyb%xﬂelu@ﬁéor ption of

6- ( 3- cyclobuty ro- 1Hoenzo|

6. A dosage form according to claim 2, wherein said stabiliser is citric acid,
and wherein the molar ratio of citric acid to free base is in the range 0.5:1 to
550:1.

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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c/]azepi n-7-yl oxy) - N-net hyl - ni coti nam de or a

phar maceutically acceptable salt thereof by the
w@arositersse abl et. 10. A dosage form accordi ng tBCT/ER2008/052429

9, wherein said carrier tablet is coated. 11. A dosage

formaccording to any previous claim wherein said

dosage formis further coated. 12. A dosage form
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stabiliser onto a carrier tablet. 15. A net

treatment of neurol ogi cal di seases which conpri ses
admi ni%ﬂ@ﬁagﬁéoma@porrg@g tq anyrsevoushelpigpwhgreiv said dosagem
asrntirffuniest doatedny one of clains 1 to 13. 16. Use of

6- (3-cycl obutyl-2,3,4,5-tetrahydro-1

benzo c/ epi n-7- N- me | -ni cotinam de or a
o b Sadon o, Skt AR G Bed RS ST P e
nanufacture of a dosage formas defined in any one of

cizai meA dodage kot 8¢ dédieibtd Redxamiplesad-1neur ol ogi cal
di seases 17. A dosage form as defined in any one of

cl ai ns to 13 for use in the treatnent
néur ol%@‘ue Cg PEQdycing a dasag ?%m %?t‘is 'He?Bn‘” %‘%%r%’mﬂﬁ'skﬂﬂ
gligrnsing laciolutiph op sBspension of 6-4drguiriabuty A hbeptrahydro-1H-
qfe}@@{a]@lzap.ﬁ “TYIERGYN= Mem@mwtmm biERphatmhaléutially acceptable
ﬁﬁﬁ%‘?&&r‘&n'd%%dn}éeﬁﬁﬁtf%%t@a? eer tét%t‘ thereof and

stabilTrser in ent

15. A method of treatment of neurological diseases which comprises
administering to a host in need thereof a dosage form as defined in any one of
claims 1 to 13.

16. Use of 6-(3-cyclobutyl-2,3,4,5-tetrahydro-1H-benzo[d]azepin-7-
yloxy)-N-methyl-nicotinamide or a pharmaceutically 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 6-(3-cyclobutyl-2,3,4,5-tetrahydro-1H-

benzo[d]azepin-7-yloxy)-N-methyl-nicotinamide or a pharmaceutically acceptable
salt thereof and stabiliser in a solvent system.
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