WD 2008/ 040534 PCT/ EP2007/ 008579 NON- MUCOADHESI VE FI LM
DOSAGE FORMS RELATI ONSHI P TO PRI OR APPLI CATI ONS Thi s
wopeH/i4e3ti on clains priority to U S. Provi si oRQII/EP2007/008579

Application No. 60/848,965, filed Cctober 2, 2006
(now abandoned). FIELD OF THE | NVENTI ON The present
i nvention rel S L] |.Sintegratin i l.m dosage
forns. 1SONMUERADRESIVEL M e A EHORads: o

nmet hods of fornulating the dosage forns to pronote

gastroi ntestinal absorption conparable to i medi ate

rel ease sol i%mﬂomﬁﬁ?gwﬁﬁhﬁm hods of

usi ng the dosage forns for the treatnent of various

i .condi tions.. B D OF THE | NTI

A AL EPER cla AR PO TS D ol ARlETSBary. 60184896, filed
octobélep,aoogmdiemnqgﬁéa)f or the pharmaceutical industry,

and are currently used for the sale of several popul ar

over-the- counter drﬁBKgroducts, i ncl udi ng

Li sterine(r) breathE IEHETNVENRION r) thin strips

(active agent = di phenhydram ne HO ), and Sudafed

pEBE b e 3R rsfEeeS d by GRFH LA B B ofe Bims for delivering
active dplraiabetdicalniagentah enethotge of efbratitiny fhe dagpe OfdriBt & Ypromote

61% and the tinme to nmaxi mum serum concentration is
gastropgstipal abgopign somperableyfociptngdiate ireleasgisolid toralgdosage forms, and to

L T L A

when ingested orally is approximately 40%relative to
i ntravenous doBAGHGROUNIEOK THRENHEBIHOBNt rations are
achieved in about 1-2 hours. In addition, several

n@gaé:f a%{"llj,r ers h?ve proposed fornul ations that could be
Iyt glmigistered dilm, si5ip rdasageoforms Jipye bega roeently ndgvelopeq, for the

pharmgéeuhgﬁsrgldpgf)’:r;ggﬁt i@ "arihély mlfg&%g@g %ES%aYglbf sg%r{glg gggqlanaver-the-

esl gne esion o ormto
countetr idswgIprodacts,liaclming!isterine® breath sedipss Teiamdrfic? kein dirlpg (active agent
e formthrou the nmucosal tissue into

s f%’gmthe dosat)g ; [ | . .
= diphapdydpayingHCD).cppd Gudpfed nPE As ke fistrdye isHIng, @etipptingredient =

. ; . o ] . S, \Y} .
phens i 86 L Gl SR AP gy Rty
approxXimatepe 16¢ Ut, camelothe tirhe tto amaxietui®lseruap Rbheatration id@bout 3-4 hours.
fehese necessarily involve an adhesjve conmposition to
Phenyleghrine1s; nge&bé‘hﬁ’“ﬁ*ﬁl%q PIFSYSIIRIG rBefaRRjfm #n tguae wall, such that the
s S SLIRHIEF AR R FHEBE) WIS by 0 el
to intraveSousRidsagt andbpeak, PRthaSdAcentiatiohs arstachiavel iarabadhes ihvars.

|l ayer .and a non-adhesive backing |ayer and are

i e addiian, seveselaamnfaciurerichayi quapgsed Gormadations;thg Aoyl be used to
deliveﬁ%.re\é\giéggﬁﬁg.\ég.SgglécrI tgrsggjfég / ?g?l?egsgl fggjrltél’atiynssarep%spgadhesive”

formulatiesssdesigned fet hdhesionufahel desige €orns tid hatebsal ftigsuelimethe Mnduth, and
nmucosal -1 i ned bOdé cavity, The purported advantage of )
transmiseaneotythe cieg Bem, e rdosags formstreyeh the maresahtisgup tigtorthe systemic

circulét?%g.asﬁs dEJ?:?lb?%zrﬁ 'i.PS nf’?@ﬁti IQS‘.' %,%&5%1 tcg%lmb%rgl.i %'léléik)rﬁgisng agents

gastroin inal tract to drdg absorptioh su

have Heeti sisedp s manefastud dAIP dulidedeampRibhd &t pekcutdiRod€ bt Wansdermal
ingredient in the stomach. An additional advantage

applicatign, theg)ésed@eézggf@rifyoi,nﬁgl,ve m@dh@s{ymg:rr@ppsﬂt@pq tebetains the agent in situ
long e‘h@ﬁg:ﬂ“tg Saftitd sx?sltﬂgéd release of the active ingredient. Bioerodible films are
described in Tapolsky et al., U.S. Patent No. 5,800,832. The films have an adhesive layer and

a non-adhesive backing layer and are intended to adhere to the mucosal surface. Biegajski et



dosage forns that nust be swallowed, is that sone

patient popul ations have difficulty swallow ng, such
wW@googhidssk en and the elderly. Until now the prPCI/ER20D7/008579

has been focused principally on inproving the delivery

rofile_ _of I ven pharmaceutical agent with this ,
al,, Uc%og’&&@t MNg- rﬁ,9%ﬁ4?&q desqiieng peierpalubleopresiuss sansitivg impgoadhesive

: t] k ' abol i c processes that
Smtabr%ggﬁ{é% IP %gn %@3%%’??3’%????‘51% the drug. The prior art
h@ke paporppadanaigedf tHesé maboddhBsivatiths fesidesith the@dbility to bypass
be it a tablet, capsule, or other oral dosage form.
the gagtzeintesiingl dxactk @ad darriers ) theegapiseintesingl Hiagt ghdug bserpon such as
| ni festing, Lhat ot i nhov L rQduc
first g MAROINE® hd hecBRPOANEL of 1 SO BbPAgHY B A& Slomach.  an

additigtad advdreipel foRthes@dofige MMBAS, WikenN@RAlRfled o tibletd, Mapsules and other
product that mmcs the pharnmacokinetics of

an
dosage fpaneatint mustpbeo gwetlowedhdist that spwk| patisnt pepwatiens have difficulty
net abolic and bio orption pathways as the
Swauol“ﬁﬂ%\fgf}b?s %l%ﬁeﬂloﬂﬁgﬁ? el@Sﬂ%‘nsur e that the dosage form
avRHENSS thrid LVER Yekh Fokléd I\ﬁ_fil%{?ﬁﬁ%rpfmﬂrbﬁng RROY@RFy profile
S

product. JECTS OF THE | NVENTI Accordingly, it i
of a giyan phirawcewical #genpwithdhis dosagerfoimyrbyt incrsasing ite rate of dissolution or

R T AT BT e
prior A€lRAsot taﬁﬁt‘é@iaﬁéﬁ%ﬂat%QQH&\ta‘iorﬁl&lﬁg fodiRP| Rt a tAARSHREle, or other

l'i qui d suspensions, and orally i ssol vi ng/ di spersi ng
oral desapé¢ &army, bETlready praven itself effectve thuoegh rigerous okinical tessing, and that

. provi de nqn-nucoadhesi ve .qral ly di si nt.egratj. ilm .
the infys Rl A TR AreA | i e e e gy eb ot phamaceutical
agent. PWORP SOARULP s P Al WY duct Haf HiMidshRe pRARICOIAEESLdMA innovator’s

tract as existing orally adm nistered drugs, such as
produ¢tammdethet fadlpesiuthe same inptabolic snd (hévabsamption pativaysihd the innovator’s

i ssol vi ng/ di sper si tahl.et (ODT). Stil.l anpther .
producf 5ty e Bbiebe Ad AduSiesofe PoveRclpicelRcas o duinnovator
produ@f formulating and testing non-nucoadhesive orally

di sintegrating filmdosage forns so that they follow

the sane netabolic and bi oabsorption pat hways, and

obtain the same PBIEGHISARF AHE BNYENTIONs, as exi sting

orally adm ni stered drugs such as tablets, capsules,

| AR PRes Y Bl il A S Shatesve

orally /&iﬁhﬂ&gfatiﬁ?j felet dedagkhris @B&Niirhiev Rt pifmhsokisetiel SAOFE of orally
met hods of treatnent using the film dosage forns of

admingstgsedhr dryg nproduets nsuchn as aiablletspt ¢aparies, hliquigr swspersions, and orally

. ' L val oral ly adm ni stered drug products
dlssmgbgﬁggér\éﬁgé%?%@%gpsuI es, liquid suspensions, and
OAabthyr ojeasstl thé P/ediioP & &l provida RbfimidoBdhesivéirally disintegrating

anot her object of the present invention is to provide
film dogags forue thandellowhasams mstabslie @nd thieabserptign tpathways through the

sesrof B0 40 a8 RO ARkl YA BB s i
susperf3{c8 £did drﬁll‘Y)e@f%idPﬂnQ/!’clis‘p'b@ﬁ% thbleoyppge forms that are
e

formul ated or adm nistere _
Still another object of the present invention is to provide methods of formulating and

testing non-mucoadhesive orally disintegrating film dosage forms so that they follow the
same metabolic and bioabsorption pathways, and obtain the same pharmacokinetic profiles,
as existing orally administered drugs such as tablets, capsules, liquid suspensions, and orally

dissolving/dispersing tablet (ODT).



for gastrointestinal absorption of the active
phar maceuti cal agent, and that are bioequivalent to
w@easiosses changeabl e with existing oral ly adm PCBHER208T008579
drug products. These film dosage forns are
non- mucoadhesji ve; they quickly disintegrate in the .
nonethenpRECcti e Preserf iadenties: is to prpvidfeinetiiods 8 ¥gatpisat using the
OFi |yt roi ' ract.
film JSCEEPBREIN e ARLQHP o5k BelibAS Ml Bl biochShlence 1o
orally fadhiivib@teRddiug preéicteXach hﬁ&bl&t@%ﬁ?&dl&d}iliqmw suspensions, and orally
_requirenents, or _to be bioequivalent to existing
dissolyngfidispersing tablst €1XB)- dosage fornms. Therefore, in a

first i ncipal, e | men the invention provid .

e leRRBRk, SO [t b Pl Rtfigues anc
metholbldiiet T RtLdiMBARe GRdRIN ¥ff driigs Bbinvérail dishtegratif€ &lms through

cavity within about sixty seconds, conprising a

the oraglefiyoeedl anount of an active pharnmaceutical agent, a
hydr ophi lic binder and a water-sol ubl e diluent,
wherein: (a) saig@nfi ﬂ{YiéFtr \?élxerfll Q' delivery of
said active agemmﬁh-ﬁrﬁgﬁ;ustﬁn—éesti nal tract
when applied to the tongue; (b) said filmconprises
f Therpeboers tinkentbffoptdviddsoilin &é¥%ed Wit tht asafodmakitédvér administered

phar maceutical agent, based on the total weight of the
for gastenintgptinal ebsorplien picthepgtivie pharmarenticpl egegtiiapg thattare Hiogguivalent

o and FEABLEEIRBH Y S ot s oy e Tim o

forms 284 BorafiucyRIhPE19¢; TREE licklR! disiaeratd i théintbutteivhB Exposed to saliva;
anmount. | n one enbodi nent, the i medi ate rel ease

and thegtAre mbssrbest predominanty| thiowgh dhe gesteintgstinabtraet. Mosirjmportantly,
LS_characterized,by. sl r_del ayed..bi pavai. Blity.

these o RS SRS e MRpCRE i SREPHIDRIY Mabirements, or

to be BladRivRMR kO BESHRY Gvally adthiidiéreddadagB doriis. m dosage for ms
which, it is believed, wll unexpectedly be )
b bergierssalimne fisstt peiseipalorambadioent] thg| dweption provides a non-

i oavai | abl g .drugs., " ~.wt t any, substanti al . ..
mucosdh SV bty fiifletHiine A, 38R b Bt LA dtiaes with seliva in the
buccal ichvitylasigge dbdufm sixt?Ssdceﬂ&s, agonpiRidg lamiéfdied amount of an active

di si ntegrate when placed on the tongue wi thin about

pharmgteutigalsagentn ddiydrophilis, bindar aast arwater-sofuide ditvendi wherein: (a) said film

s fory G B3 S 2cas bGP TR L Biniring) i ppen applied

to the nBr?LﬁU (B) aRSfiln COMPARSS' férh Abbutod.0 ¥t sbout HEPR (RPRY LS said active
1 hours, 2.0 hours, 2.5 hours, 3.0 hours, 3.5

pharmiegitical agemt.hbased omatls tetalrweight of dhe Brmwlationr end A(chsaid film is

vosaf AL 6o abl el HEEHPBo139 BBRHligfsBls it oo
that c&ﬂ;%iéék 840 |ablﬂi\i'e0;5hahhg&uﬂfza191@@1ﬂtiﬁ Kaill H@ﬁné&bﬁﬂéurﬁp or 20
m nutes, but less than about 90 or 60 m nutes; and/or

N rgorfe ¢mbastimenty thet imimediate aglease figbletedraaally dingplving/dispersing tablet

bsqr pti on active,i,nqr,edi ent, f.r.om.t he,. ,dosage fo v
ODTERafiolellled by 3ol 45 o BP0 A e B G 85 B R R Gl afe drue
The ifleH@®%s Rav 0&eRipBE loral BNGikiMBePAting i lnt dB¥agh ifb@ss walg, itNs believed,

ot her enbodi nents the Tmax of the drug is |ess than

will @egpecteddy be2 bipequivelent to. thesrogprventionaintslonely bioavailable drugs,”
Mthogtp%?%égﬁgﬁ@&-t n étflcl,altig]n Sotf thed rePefaset char crteerlssggg from the tfflr(r)lndosage form,
as long as the film can disintegrate when placed on the tongue within about sixty seconds.

Thus, for example, the immediate release dosage form can be characterized by:



rel ease dosage form can be defined by its
phar macoki netics, and in one enbodi nent, the film
W@ 2008040884 | nmedi at e rel ease dosage form has anPEDEPR100T/@8579
bi oavail ability of greater than 65% 75% 85% or even
95% when adm ni stered orally. In another enbodi nent,
% he & Than @€1 tipreoto maxiaum plasmaepenssatrgiiond b gredtes Hg about 1.5
an dteawd, Atlehhirnai&ihbuaidsi 8.0thoutshdtS haurgrdedheurs hamoatsoarteven 5.0
45%hout)% or 55% and peak plasnma concentrations
Cmax). in less than 3.0, 2.5 or 2.0 urs. Finally,
'éec sintegration timeRfsargRicy %W‘P@tﬁﬁé% Eﬁmlpu%r% fest Hian about 90
or f0nigbesed for gastroi ntestinal absorption, the
{11 m4tps ﬁ%@ﬁi}ﬂf)ﬂi%%{%@%ﬁ&?%ﬁt QB%P?U‘;H%HIHGS, but less than about
[abi 1] [ as ease

bi o .0 an 1 medi ate re

tabléaebf%ro(’;6 %glblg%l aend(/)?r oral ly dissol ving/dispersing

t ablaefiln{ €BATng thitadelaye iy tebeaSe hild alssdRftioanatUittive ingrédientefrom the
pharqmsgUubhral agent. The films thensel ves, and the

met hods™ of using the filns, are characterized by a
n@fbepures, theatinyessionhgeuldnslspe beheractipgd ewjith varugachaving other

b [ di I bl I
o SRR 00 B RS P At Bl S SRR s Bfen 30,25
2.0, 15 drh® Kdurgrs may be engi neered or used so that the

active pharmaceutical agent is swallowed and absorbed

phedentherasmbydimentrthe rfdmy stripr ofufte piesenydnvensiont es ttheinmediate
releas%%s%tg%fdrﬂf’tcgnaﬁeeg%@rgglrb&qtsta 31(%{1%% i te {:s? glg{l] ér{/cgn% gngl%diment, the film
strip d?AmiEAGRS ket REL oriithasRa AbesIte Fbechilpilihaf greater than 65%,

absorption of active pharnmaceutical agent through the

75%, 8%l orrevew 94% whereadminéstered ordlly. flnlamether embydineat, Ithe film strip or

. esi gned for rapidq disinteqgration.,when ken orally, o

immedS5 HRE% deSed B an aPiolile Foaray D S Breble yrafyabout 45%

50%, Bt %tYo, SRAEOFEAR SIhIRA c@ﬁé@nﬂhﬁédsa{(!m%[)? in" lek'¢hdnl 505 28 8 2.0 hours.
usual l'y applied directly onto the tongue to pronote

Finallyy Yoeeaysevi thh filne desdgev foramds ssissiadiye fiormsiwied owi mgmaristered for

the .active i.ngredi.ent, and.thereby discour cosal . ..
gastrolEAgk AbSwHidh ik Atk dopatE o oS SOmPRBRIS Ty Olutrpadability or
Trmex 38 dnhinfin@difdtrelelder fable® br Shpsuule &e&ﬁﬂ?%is%“v%g/dispersing tablet (ODT)
adm nistration of the film to further pronote
that camnprises liersgmefamoiat efcactive phayerareutival aggatt r oi nt est i nal

absorptiaop. 4. WO 2008/ 040534, PCT/ EP2007/.008579 .

D358 e dPemSenyiSt P b TIPSO, PG Alrs DS 6 ahpagigrized by o
numbérofFe 4106 ARk lehsuré kHBISBibedhivalticeRo ademaRblAntRediate release tablet

bi oequi val ence to existing inmmedi ate rel ease tablets

or capgifle goprapE dissolvingddispsinding tablet (QRd).vih¢lodingxhi bits a peak

¥ Laig%ﬁinq? id E%&%e%%%iﬁ%?gﬁ%#@ oty i so g ulica agent i
ondaMEHPEsh and) gRserted Predgininpntlys or eptirely: thepyete thepgasigintestinal
abs dragh dnsigadaf beingmbserbgd Broughthe seal MBIso%E f r om about

f‘ 20/‘;if" ﬂecgp tlger'5 %%rlns ﬁpgﬁwglﬁrﬁ\%ceﬁgég}gg@ﬁtg gnagsbegoﬁg?ﬁted so that
or ei rof i pBSragceicA pecef e B St pocse i retarded;
desahé filhoareafpitalieddsigned dncrapidadisih@gratdoh Ghenftalten®tally, and are

Addithbg dkn SeIdRaDIRYeRfthd@irty vttty QEcontds hitadafhbistration;
forth in part in the description ich foll ows, and

T n phe films pre ysualbheprlied direetly pnle the senguptte promese miging with the
be I|sehvanan $upsequgot $wallowing of the active ingredient, and thereby discourage
mucosal absorption; and

*  water could be aditionally swallowed within about thirty or sixty seconds after
administration of the film, to further promote swallowing of the active agent and
gastrointestinal absorption.



of the invention. The advantages of the invention wll

be realized and attai ned by neans of the elenents and
W@mﬁbﬁonﬁm ons particularly pointed out in the BEPEPINET008579

cl ai ns. is to be wunderstood that both the

bt ngag Fore e SLIHE ReRRenp RO s AeSFIeRRl Gy scip, which
demor%%bésanﬁoé%‘zﬁ/a%(:e rggt rekféhh e 1ﬁ§netdn§e' PUERE ochle@S of donepezil

cl ai nmed SCRI PTI ON FIGURES Figure 1 i1s a
hydroddonude; iand rwhith dxlsbm; atpeah plesofai donsergration tafrd®neperilaini figm about
t hree rcia avai l.abl e for.nmul ati ons of

three {naRS OO ROY< AR eroara&ﬁgeét 9ry8 irapi endansptron film strip, which is
t 0 )
characgﬁz%ﬁ rr? r?tl?cfgﬁ?lgé : an El??}ﬂof &d%ﬁ’%ln%?%f ﬁgﬁ?%%ﬁqug 4 { orh%out 75%,
and whadhoisdfdrmniatat ad anbasette retrd @bscaption tidongh Z‘r)edbma rn)ucosa Other
Li.ngual ; the third line iis_ ondansetron 8
prefermép(?r&ﬁ PR setHerthdiirthp detarled jdesqsintionselt mﬁntzpmand examples which
followR@pi dFi I m the bottomline is Zofran(r) 8 ny
Filmablet. Figure 2 depicts nean (FIG 2A) and | og
madditiohhlGaRBhtages 9f phe fri@ntion e@Ntheasdt ddrth AhQfar! &6 the description
..versus tinme for 8 ng ondansetron Rapi dFilm )
whichjfpljeiys, jagdin Barawilhpe abvipus, Eemythe descrigrion.)or nmyrky learned By practice
of thegﬁéelrglt%ndfﬁ% Qgi\?a%{a%teé 0e tl{eal?llvg&t? Wil gee e%!&cpde Qnd glga-gﬁgd gy means of

nmpari son 0 d I SSO ron pr

the el&Méts Tahd'&oﬁibfﬂhﬁbh@@aﬁ@ﬁﬁﬂycpo@itk& ouBitBtHeadppendtanelpieds. It is to be
hydroch| ori de i medi ate rel ease tablets, comerciall

undersam thabbeth the fspeoing gmz;l&@pﬁrmtqog@né ithg fq}lowmg detailed c)i/escrlptlon
s exfo o AR ol by P i VS R, it

Tabl es 9-14. The top line at 3 m nut es |s Rapi dFi | m
prototype F; th®OESCRIPFION®F JHEBFIGURESS i S
Aricept(r) filmtablets; the third line at 3 mnutes
IS, Rap| dFilmprototype E, the fourth Iine at 3
igreed i1s RagARRATISAR pPlotdinsplvEion; profidest oVt time, comparigg  three

comm%c% e%véﬁsab 'fﬁ%@il%ﬂéﬁ)n&ogfo?rﬁggs %‘8 %}E 5\8(8 8%33%6&?11 RapidFilm

fomu%ﬁﬁ%%ﬁdrﬁhﬁﬁﬁﬂgfabﬂ% gur’Ii-‘he4upp@r ans‘aad: knmgte)(tsr@fran 4 mg Zydis®
diffractiagn patternfor t hr sanpl es -

Lingual;, 4b6, seqond nling ak | Fainite "b& rﬁqmg( @ydlpga&rlagqql,n{he third line is

ot A e SR L B o

1sZoftmﬂ18rm§an1tatblerg of ondanset ron havi ng the forrrul ation
of. Table, 4 and stored_at

(El@?{ﬂ%@sylc Sqnam éF 16 2%5 anplag mear (H§ %lé} 9@1& pJasma concentration
r

profil&AMERE Hhe s Y dAdhpsetsbly dpRarfin) fBiligbRA produet versus Zofran'®
8 mg I/ingsal afal - disiyitegrdting asil¢tomsplasdribed it Dableddanset ron base

Form B, .DETAI LED DESCRI PTI ON OF THE | NVENTI ON The

pFigaEn8 is gRomnanison gy dissolyten PEfiet oV tEme sampRing gommercially
avallafﬂ%f %{)ﬁ gllt % a%shlfoﬂhl: Oﬂ‘fxﬁgﬁlagetrgi'eg d tg@lgfﬁr' tn’uﬂ@rcpdflly available

preferr en%o I'nments of the invention and the

donepEmh mydechloncleudrtly didintegratingDedblas,t aodh Soamn dohisygezilf hydrochloride
Ternms As used in this speC|f|cat|on and in the clains

Rapldﬁﬂmcﬁqrrpglpp% ag descapedyin Bablesg}-h4. The top line at 3 minutes is RapidFilm

prototype F; the second line at 3 minutes is Aricept® film tablets; the third line at 3 minutes is

RapidFilm prototype E; the fourth line at 3 minutes is RapidFilm prototype A; the fifth line at
3 minutes is Aricept® ODT; the bottom line at 3 minutes is RapidFilm prototype C.



"an" and "the" include plural referents unless the
context clearly dictates otherw se. Thus, for
we@x@spkis34 ref erence to "an ingredient” incl udeBCT/EP2007/008579
m xtures of ingredi ents, reference to "an active
phar maceuti cal agent" includes nore than one active
phiguread d8i@j %%ﬂklrtﬁgéﬁ@y diffractiarepatiere forrtheee: samples — (1) ondansetron

vuse il RABYEH, 87 MR JorRi BLATRY SHBESefn hyine he
formuldtion ShTapRCOHPARA Stoked0@P 40SFE Nmd f(9y Ra@mmd:omﬁisﬁigu mg of

usi ng a basket rack assenbly operatl ng at 30 cycles
ondanggsronrhaning thérforgklationtioft Bakde oOBIE Odfh OD)n apd stored at 60 °C
(8420?5 ntegrati on mediumat 37 C. \Wen disintegration

@I rements are di scussed herein, they are

PFRARY Si¥§|aYDH€theHﬁl§%éur¢/é1R>rfd6ﬁaﬁQil'Hl’:ltli?ﬁﬁ]' Ing condi tions,

at a pHof 4.0 o I m or other dosageformls

shigure Giskza X dasdifiragioapetemifor danepezicdbFemely

di.si nt egr ated, tate in i ch, an e of the

s ERa Ry Sfadion seuaComianertonda STar B ue.

in the nouth, is a soft mass having no pal pably f|Im

core, or fpeInENED ESERIFNON OFoaiE NIVENTIORsul e

shel|. Disrntegration thus does not Inply conplete

di ssolution of the dosage unit or even the active
c dhe presertrinyengion roapybe andfirsiged mede traddly dy upferenge e ¢he following

et gy, U 5RO i g AT B e

thereitM | | be understood that the disintegration condi t| ons
descri bed above under <701> USP can al so be enpl oyed.
Definitions and Wse off Bermisut i on" al so has its usual and

d%% RFD i, el and i s R Rt ot i sBiplgs fopms o
a@%” Wdéﬁhal TTereRls Unfoss Ehefc'ohi@xt Sed) Biclafes %erw1se6 Thus, for

di ssol ved" if, upon testing by the nmet'hod of
examnm refb081co K05 8vin pEdicar2iocnde0sikTeres Phiagredianps eéfareag0®5an active

USP/ NF t he unt of, active,.agent di s olved |
pharmfFis eebin inoliRe e s shalcons At mapei faleent, And % ke,
p?h@ P 6@ sinMBele dhSSRE WhiaPAng Qﬁ@tbﬁm‘a@"&eﬁ‘ﬁlﬁg Gh Y€ phdrinaceutical
Il be understood that stirring preferably occurs in

arts, ag dtNribydl i A0 br pﬁtfm:UcS Phameacopeep-005J7 SRANF) fbr uncpated tablets,

. H 4, t ' t he dd| t hod
using R Baiked rife agsctntn onpraunh of S0, eics Jn Pipis ThipREN fyiiined 87 5.5 em,
in a dlsidﬁéﬁﬁi&t Redi@eAST. °C. W\aRn @ﬁﬁe%@u&hf&]ﬁﬂ'%eﬁﬁ Rte discussed herein,

refers to a dosage form that
they ark protiratey inet uhdergthe foregoing sestinglconditionsnata phi Q1h4 for 6.8. A film

or ot S5ER K bt O3 o IPRISEHG 1 & oAt & aipeled @ state in

whlch%Q%Hl&fe of thd Gt fbnSdiSiRg %ﬁ'tﬁé]%ree‘ﬂrcﬁ'lthé’ test apparatus or in the mouth, is
di Si ntegrating/ di spersing tablet (ODT), t her

a softduasadevingrnespalpatily fidmdeore rori fragautingst ef a eibéeisv@amﬁg actapsele shell.

. . dngr.edi.ent, upon .adm ni str at referahly oral )
Disintsgfif L1t SOPORSL TIFY BURPI RSO RGPS CepheS PRk op even the active
constlﬁﬁﬁﬁgﬁthf)ﬁ’éﬂ'h'cﬁs@h@ﬁsﬁﬁﬁ d ﬁﬁlm\WHP@gy EHY b @J)lﬁﬁf%?ely disintegrated.

characteristics of tlma course and/'or location are

Whenghfgsae t(DPladhwni)Dlls(khslmwamm)ns made herempitevilldeamderstood that the
ectives, not, offe onv. e forns
disint SR donditions e pReL pooeaae SO0 e cartAl s S grmPegrdn
Mrfli f ieegh reigangon®! dish OhAl if0SREQ faaH n’éuét&ﬁgjﬁd%@a@ﬁr{k in the

del ayed and extended release drug products
pharmapmeﬂ atte asedesasbed tdosdyb> faod 724> uxfettie HélSe iPharmacopoeia (2005

e BRI Y B S BSE N PSR B AhERRS orus.

I ngr ed| ent in 60 m nutes




or |l ess when neasured in a type Il dissolution
apparatus (as described in <711> and <724> of the
WQL®s/0RIFa macopoei a (2005 USP/NF)), in 0.1N  PCT/EP2007/008579

hydrochl oric acid buffer (pH=2), or at pH 1.2, pH 4.0

or 6.8, at 37 In a preferred enbodi ne
Pham@e%?egaoé%ao&é ¥§§%E)s thesR0u, e Ve GBS r G5Ol Wehgy dissolution
medlugﬁa)l (ej%qegél’st ﬁéﬁ%ig%hg[ﬂeggae?%ﬁfagfeai Wn ahﬁl g?ﬁﬂﬁﬁem“?kﬁlggg&eare given, it will
be undmd%@t}fwdtltrhgt prefeedbly etaire it 0. 1NohytrocHibitic add 9)u$fer (pH=2), or at

over disc) iis made herein, the foregoin

pH 1. @%6}%94 68, slohtfi €1 eviag thedraddlezmethod a8 SQ 7pmsing typﬁél dissolution
a WS- Phar macopoei a (2005 USP/ NF) can be applied. An
ppara

niedi ate rel ease solid oral dosage formis considered

" ThE kehny i tinsiddty ir€lgaseWhehen Bl ihehis dodameRO%erers tb rliedosage form
| abel anount of the drug substance dissol ves (i

that allesysethe alsyg 14 dibsohverm thergasirasatestinabestienss, widene mtemwm«gf delaying

or profre gox}gdtg% éiiss H %ﬂ%&{, oglhé%tglfe dﬁlégd ﬁﬁg H 6 %des &blets capsules,
llquldchuﬁﬁéﬂsttin@goﬁ[ly(Hlﬁh{egrdﬁllng,@@d'p%fsmgetabﬁéﬂ(@DT)( aﬁ@TotPler dosage forms

refers to an uncoated tablet intended to be placed in
intended fonvmmedigte release efaactiies ngresiéent ap:odl gdrmefs@nataorbe(pw@erably oral

acminfi P 0B Eet £ RO I a8 AT oS JRE 1 BGPagee form whose drug

releas@6Rahclerics bPtideottssi AMHRY | 6HatiOn afeftos&tdlRe6mbRgtherapeutic or
herein. 7 WO 2008/ 040534 PCT/ EP2007/ 008579 The term

convenignee phisotdisendtvefferad diys corventioraé dmmg éorfrsr suchsasnatsolution or

. esi gned for admnistratio f the,.

imme5E, FE5 <Biasl Bgn: MBthrlewe Bid ol dsage fras ipplude both

delaye@%ﬁ%ﬁtenfi&fméa‘ée aRk pq&ﬁjcgned to adher e to the nucosal
surfaces of the buccal cavity as an intact filmor
dAgi‘tmogdiateentlehsd "rdosags fdoe.as Usddlsseigpeefefabbdrefers to a dosage form

hermnse th rm. % as used herein wth . .
adapi AP PRt 7o AL o of o affee Remaceofvl Fefen 60 minutes
or lesmﬁé}ﬁﬁgasﬂl%dt ine t@lﬁé Myi&b{u#idn léﬁ]%r'aﬁl@ é‘srcﬁ:%r?oe'dt ) ’<7qi?9%@ 724> of

percentage “of the total dry welght contributed by
the U ShBh@machIa @902 AISHINF))Thi 6. 1 Nngalrexthiarid acidbuferc@hl=2), or at pH

ifter fro exper | nt | yalue, ause | 0 o/ :
12, off A0 Bal TRy i 5 e cmbpditiat GBS S0V Ui cer100% is
dissol#dirOho @hdtaRAn US&H I nikh@RAT @hhﬁ[g p%@bl?%@ﬁrs%&ng the paddle
methogl ven for a drug and its salt, it be” under st ood

1660 rpma. Ealabiyl iaweld be doderstosd ﬂmydiem mftﬂfmcemol Rig Buar2.9.3 (paddle

f th
over 5 e nfE. S5 bR AP R e 2ol S ore
U.S. Phhrrfacepbdia (2008 USHNFY Bsh bagspliien the active

principle i's not preSent as a salt. In addition, when
r Ahempredinté @lmcjsoltdooral@sagﬂ formofis eordidegedafraipidly d1ssolv1ng when

not 1A A BESPUR BB Sutellieglhes biveMitdes Sn 15
mmuté’sﬁH@aé’H @fthslmrb%ﬂg méABP (N3P, @ SHU ¥ EMIRY) ﬁn%cs fnY b&@rdance

| oner end a range ‘separately from the
Wlth%ld}b-gmdhbnerange it will be understood that the range

R AR B oo S5 T, BB, B8, S e
mtend\éd“id BobeRed hﬁfhe'xﬁoutwmtdaﬁ Qlllép)é{z@l‘??pﬁﬂg/l Befordfieth lowed, as

herein the term "about” or npensat e
described inafurl PhyS5.Q Aam@BT disintegrates within three minutes when tested according

to the disintegration testing described herein.



for in the pharmaceutical industry and inherent in

phar maceuti cal products, such as differences in
WEe@dnas3st rengt h due to manufacturing vari at i RCI/EPZH07/008579

ti me-i nduced product degradation. The term all ows for

any variation which . in the practl ce  of pharrraceut|8

waisl termy r@w mozfﬁhsw%t an‘éPﬁg‘ ety the 4ot (1grmpis not designed for

admini%&&%n s oéghgf QHérrﬁfPa ?ﬂ 8%%12 ?’Ill{)ﬁé}{ %I o%r\::/lg u@ ! hI 9 fthél dosage

form id ®dtQlesighdd foh@henéad kiahmbédsyl suffatdseofaké blV@amawgy laflan 1ntact film or
systemc circul ati on after non-intravenous

dlSlntea@ﬁﬁdrfiﬂQ’c Eealtdil@n (i.e., after oral, rectal, transdermal,
cut ane dm ni ti a0 hs
S(g% S35 AP&CIf e %,Stf-n y m fv%ao/ d%gl éjcg}[ier% g?’ ﬁ{ageo%leﬁcgtto the final

product (dytheigh, i)ﬁoﬁ)@@&i foqh® Riratulatidn Riséd foBcrédtel @), denotes the percentage
concentration versus tine plot for the drug afte

of the tnsalidry mieighy @g@t@bu‘(eﬂ\by the qubjeet-ingredignte 4 b@stheoretlcal value can differ

m ni.str on. .The absol u l.ahi ] i h
from (GOQARHBIeP LB s R Bt RO PRI telaln S Fme water
and/orthah8EEie®¥n r‘égh}ahé‘ﬁ ravenous. 8 WD 2008/ 040534
PCT/ EP2007/% 79 \Wen pharmacoki netic paraneters are
gWhem dhsaseira given dor admg, andbmallt i vill dwwniderstsiodi thet the calculated
it wll be un

dose i lp?éecl@%fpe rﬁgl&pgﬁr wsllggge ?fif%’?/ﬁ hvglp t ; heété%ia??ngrrgélent SBich includes

the caRbE EACKIINRE 'sﬁécle@mj theBdse "GN s 2P ARK HNE baseSWREE the active
i nt ended when ¢l aimed unless stated to the contrar

principide fsones present abs salts dusdditiombuhen, refemence is/madé tonthp saly pé@érug and

h I I t hat
pharmiesb i, see RS S PEFRA PO F SRTaGPALE st o e i form of
thebagy&gggrquteh@&tongue of a patient, and to facilitate
gastrol ntestinal absorption of the phar maceutically

aWthen qamgsnire giikee Hyi $peciyidgabe lower engleof a magd separately from the
sql ve entirel n the no , nd r ef er.abl
upper e e ﬁ%@eeﬁtw?f%L? G aGRg e Beygatyercas, Faadfied by fgectively
comblhﬁg%?' Ef:’ of (t}‘?e I%W%r exﬂ)@qg'ka%léémﬁh Gne dhse fqt))})épend variables that is
a I ssol ves | east O% or 100% acti ve
mathemgemllyrmlss;bl‘ee) wi t hin about 15, 10 or 5 m nutes, when
d a H 1.2, 4.0 6. 8. Th na
el nbiin s terra “Br Pt ekt ehmarERie B Sty allowed
for inC &ﬁxtaﬁﬁ%euﬁ&‘i‘ indbstR %Srﬁ‘ﬁkﬁén@lﬁ' gﬁ&ﬂlﬁé’é&%aﬂ Predueff tsuch as
resi due wthin about 10, 20, 0 seconds of
differendes i pradaci etnengalﬁ tdae tmhmamufammsg sarftiowend timeeinduced product

s BT SRS AR i IRELEE: b hifscutns

tgst r [ d
would‘é‘glzcg\yltgg Oﬁgdlfc? belr%u%bélhﬁgﬂ ?B El_E" é:ngéruﬂo@n%cE hg?églﬁin\{%feég} at?l tg?] recite

strengtinef a daveledprodgt.of the fil mhel ps to assure

troi ntestinal ,abs tLign dos or
O e R A e e SRLE b Rive g i
systengﬁgﬁrgﬂlgg%hﬁ r%%%teﬁd %[ra@&lto'ué’ QdEQﬁMatloB r(ﬁé‘sﬂfﬂﬁoo?ﬁﬂ kdttal! Ransdermal,

I'mis defined by’ its long Tmax,
subcuanebdsnadrmmstrasorenbhd brttentts detdnlnmef absnidnablcmva‘mhtafof a drug, a
greater v&n about 3. 3ntt or lot
pharmapglangiig:§t fugh bg ﬁoneataoq B3, PI%SH%& ?Wﬂrﬁoeawtfﬁsma Yersistjme plo
for thDYarbd GREPERhUhGaRneaY @hadd hdnlintlavénous UddliniSthtidt. THe absolute

bioavailability is the dose-corrected area under curve (AUC) non-intravenous divided by

AUC intravenous.



absorption) of the active ingredient and, in various
enbodi nents, the filmhas an absolute bioavailability

WO baB/0#S34hr eat er t han about 45% 55% 65% 75%CBBP200T/008579
even 95% In still another enbodinent, the filmis

@gﬁé{' S&%&Qﬁg@%ﬁé@%’éﬁgﬁ R 2{1;L§Pab°sf>1ute°£i'o\a’veai1abi1ity,

etc.), 19%1?%@6\“&1% dbdt t"@alt ey 283 %fé{ eorﬁf,@i ln?ail%d fdgﬁlbobserved
agent or e%a m’can bé d |ne

phannﬂ'cmkihe(ws emdtthztt&néam mmmsmmmuem whien cldnmed unless stated

active agent in plasma) and, in various enbodi nents,
to the ga&raFy | m has a Tmax | ess than about 3.0, 2.5, 2.0 or

n 1.5 or 1.0 hours. Alternatively or in addition,

DE&E@#@ filmcan be defined by an absolute

bAodisaidsad iaborviey tigy Biveatiort prwideb auphy4fologi&lh acoeptigofilm that is
Therefore, in another enbodi ment the i nventi on

pamc%arbqulé adaptesie-disintsaratrmapidly when plpcediprs thettergugtaf figpatient, and to

famhtatt%%a rakng%ﬁ%n%l %P%{)SS? ioh %ﬁ h%tpwgﬂﬁ%élﬁ%ﬁhg%éetﬁt S$hd ¥ftn 'afld active
agent ﬂ%@@n&’&@%ﬂ@&ﬁﬁa in @koubuthi addpreRedNthe MNP hbSdrigeld dlssolved

defi ned amount of an active 1ghar maceut i cal agent, or
When msmdme@mg:w P. Bure @yt htnaddlesover ditsr thef filmy preferably dissolves (at

cast RSP oL B R Bhalsntb o RS penesed a i
1.2,4.68F g.gactive agent through the gastrointestinal tract

when applied to the tongue; (b) said filmconprises
lenmﬁlaubmw aIBOGE%hamctealbgtﬂJ by H@%r{lwt\mke@ﬁo disindegrateicpmpletely, and

BB, A%E i, DRERE, PS4l L, 38, Hprfo S o

adminfRfratiy, eafgifr WhRhf Al isoiNvil[bwddh arymeso iﬂl.ﬂﬁ&gﬁtl@ﬁ”tﬂﬂ@i Qfes ‘preferably
(i) a Tmax of greater than about 4.5 hours

observatsiol thteeorabuce'a%auwlabu thiet flmofis pdganisteradn ‘6513/ aSawhen tested for

s e@PhoR Bl s BESRbRL BRCREP 31 3B Bt fpesmatin and
swauoaﬁ;z%) bt RInPAYRS teRkdurd Yadionfbeinal ﬁlﬁsﬂgﬂfbﬂtﬁf tﬁé%bsalga form. The

her enbodi nent, the invention is fined its
film isi wasqaf vthe exoowentivnah munoadhiesive typel eiagen@béag‘éelwablaétlve agent

tr or c gsul e or orally dissolving/dispersing tabl et
ans"(“@*@ that contains the sane anpunt of active

PReSIEBG S8 dinaht, BB is|dRfiRed by ﬁb”lcﬂfg, T ab @ind Y §Bfid@embodiments,
provi des a non- nucoadhesive oral dgi sintegrating

the ﬁlm lhama Bl @f tgoeatirghan alruat3e), @pﬁ)r‘i’r @& dhl,aut5 (honrss ahlteraatively or in

addmc&3 ntg?Pl nﬁgclagc (ﬁ%‘@\émdt Fﬁb[}h lgﬁel ﬁ&({va]veliacbolrl]tgrs (i.e. total extent of

absorp‘?ﬁ&ﬂ% PRERUAIRR! ing@8Rht afM, if V&H@ﬁﬁ@ﬁ%kﬂ&hﬁ:ﬁ@ Yhe fifif Had Rheabsolute
salt thereof, a hydrophilic binder and

bioavailabiity shak isbpreattt Itluaembouv\Hé%e i56%, 6ayo, Jald &5|% or iegen 95%. In still

for Iatedfor del i aid acti a .
snother FERGp R PG udeiieddy BiRetis 2 ey oF aotarelfh R give agen
into t}{ebaloé@sh@m{ql md“d@ﬂm{ b RferhdtRRly RRALabOHIAE Kidaniiility SO active

said active pharmacéutical agent, based on
agent. t Eer ¢xanq:|le theefigh tca be daBinddobynlihat(i. @rtm:atujm@x)nmndncentratlon of

f.ilmis.bipequjvalent to an .inredi at
the acfye ReB S PEGR Bhh Yo COMANGS <6 PGS Bapeles: than about
3.0, 26b)orhat 1 5UFArd BEGs S AIRnBGLE] y%r iR ARif1BE aHs KR lcan @€ GEfmed by
of a pharmaceutically acceptable salt thereof in said
an absobité biedvalability greater ehanabduiet5oh. s opi56duct ") . The
nce product ef.i ned, by var.i ous .
D BHERG R REoME GrOpRyent de psioB vades Fgpnapusapghesive orally
ithi
s BN PG A SRS el gid iy vt
b| oavailability is greater than about 65% 75%

9



85% or even 95% when administered orally, and/or a

Tmax greater than about or 4.5 hours. The reference
wee@doatss€oul d al so be characterized by its TnBXI/EPHTO08579

absol ute bioavailability, i.e. a Tmax |ess than about

s St oo Shoich Beados PRl g, or s
t I
par i Ay, A E99BLIHEhto 1 AL ERESA Q]G e,

wherel‘nar@ay) Usice nflladi iseformulated doexdetieeryS of 16aid 2&11v80ageﬁ0 through the
45 m nutes, when tested according to Ph. Eur.
gastroigtegtipg] dragt when apibigr do B tpegus; (1 sai dm GanpIisesy @rom abotit 0.05% to

about %ng\gﬁxg (')I'Pg draectu% ﬁ%ﬁngﬁgggaqta&%g @ci %8 t?l tg%l'voqu}& of the

SSO Iont

formuMQnZO@.Sﬂ 0@5%d PETh ER2 QRi4fa0R854P by Qﬂ‘i@a roat meee of the following
ref erence products of the present invention,

whe
pharmm&qr@@caqumg (Doa Afnax Bfirgreater. thag abeyt dep bﬁunShéll)t Aprgabsolute

bloavablﬁﬂg;%rk?}gqpaﬁr tzn é\A c? 8% o%@llg? 'lb}?fogr%éterg ﬁmaa ag%tg?l];? Bl&?rs or (ii1)
a Trnax 6f thss Bafl aBH@T X0 BHIrY, SdeatadEollRBoAANEKI1G: grédler thBn aBlt 45%.
or 45 m nutes, and | ess t han about O 75 or 60

rﬁnramp&@r emho@nq@ntaftm inzentiomds definsd by itsrioetubeaknee itoan immediate

sy SR e o Ao
same %euﬁ%ﬁct@@%ﬂh‘%&%@hﬁ(&@ agéﬁterlnq@arﬂl:ﬁlh&t qRe Yﬁ%‘éﬁtlétﬁ%hﬁﬁ’des a non-

according to Ph. Eur. (paddl e over disc).
mucoadhesienbrally wisintegrating |ﬁél1he eblnde dinintdgrete mrpnacomqys un@ saliva in the

t 1. t d, b | at

buccald P RE Wt RAL 3645 ST o Bl begBitel bl ppn seive

pharmgcs&meﬁad Eat, eh%ﬁmce&@éauwc& tdwé%awthe&b@ ral 1y de@MilidBinder and
In anotﬁer e odlnent the reference duct IS a

a watemsalub;p dlwst I“mam;ndda& pwdsﬁlnglstfabmdated (ﬁDTgiellvmeoif jafidractive agent

b t d b
ovoug s TR BRE L AR She B 1 R850BLS 58) s gapors om
about @f{gp@ 10 aBButGS‘(Wffp(ivﬁw) o s@ﬁea&m%aﬁﬁmwu&ﬁeﬁg@hi MBab&d @n the total
single layer honogeneous fil I n anot her enmbodi nent

welght <bfethe r%nndh%twnaanda(og Isalddilm‘ tsclmealbmatensea avinabediate r¢fase tablet or

cpsal], | HARE B B TR 0B L i e s

phamﬁééﬁﬁbﬂb@éht éPa Jﬂ\aﬁﬁ&ﬂéﬁh@@@ SAceptanIe  saRNferRb L1 5AR défined amount
does not~ excee 7 ci2 in surface area. The

(i.e. almﬁeemqeqﬁmoctucﬁ() provi des various methods of treatnent,

i/ rsﬁ?%{qge%ﬁgg%lr g'yrlbf x Sgga/@r}; V%ag ent I Va%n\éggdmetlc or physical

propet‘ﬁ@@r agpde Ekeﬁﬁ;blﬁsthé ?&E&ﬁb@%ro&d&? CB{lﬂC gémdhtardéferﬁzg& by its absolute
dosage formon the tongue, swallow ng the dosage form

bioavapiabiity; mdrprefetabéyttl;c alishlute jo;oaﬂmiabyhtVuvgrea{cerﬁhm wbout 65%, 75%,

85% QeviD do% RAER AT urlt B Cb Ao bros ERRCT BHERRUs a5 4.5 hours.

The retf&@néenbfﬁﬂﬁdt QBuldr 98 BeehRadtEi22a%hyais T./.$ahdBPhbsolute bioavailability,
conpri'sing: (a) providing a non- nucoadhe3|ve orally

i.e. adini esegthan iabguf 3100 2.80bR& b edesilng egr hbehourpoand/or an absolute
. C ct wth saliva al cavity within about
bloa"aéﬁs‘ﬁ@y %@E@ﬁg?“ i?B'ﬁp‘*sl);l#Q .9 gg‘pﬁ f¥ned ampunt of an
aglteMBtPARAT (78 tEtdbdned! gr&ﬂl@ﬂ Emﬂ@ ge &h @feﬂ%ﬁ@ By i Zﬁ]élﬁftegratlon time

accept abl e salt thereof ro nder and
whichyart saricus| enihoelirdents entld e()da)aecbﬁab@ n’@ §9; d0 for 14 mimutdse when tested

sccordtl T B bz <acpretentl i H st 60; 41 7 S0cBinues. The

referefde proli&R Jo*ﬂ?d al§ ﬁkgetfg{eﬁ‘ %Iyougﬁﬁﬁﬂ&%d fiftle. 2B8B51utiSn times for the

predom nantly a
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gastrointestinal tract; wherein: (i) said filmis
bi oequi val ent to an i nmmedi ate rel ease tablet or
we2psis3pr oral |y dissol ving/ di spersing tabl epeCT/EE2D)7/008579
that conprises said active pharmaceutical agent or a
pharnaceutlcally acceptable salt .thereof in sa
compagasivierfeterenes preducts of thespspsgnt invantiens whenntasted pe%&rémg to Ph. Eur.

293, é&%g oﬁk{ﬁéjgnfé ?tﬂgg[osdlsg Jvé » Siﬁ‘)' ds1dd Ell 2%3&6/10?91%0&3& Substance,

I"oavai rea hah abou
when @pted angily2, &, onmgs gadre pretféranl petdr tBarbaiau5s10, 20130MA0 or 45
2008/ 040534 PCT/ EP2007/ 008579 or (iv) said fi i mhas an
minuteghansl lgssethpn alkara90abi o1 @4/mifutesr daeerefemetherabediment dhe dissolution
t.han ahout 3.0 ho
profteRF i Bk e mpo B3 R Bt i D BlR it i hciongrot less
than 7D080,BI060195%adigd6Rd! dftep 160! thirdRQtWiRh @5 ALEBRBIng th . Eur. 2.9.3
i nvention provi des net hods of forrmulating the film
(paddlgos@geilmr nn ooe emshadimento shag |r¢/falteem erashichied cetpeuh loptionally
ase, dosage tainin

charac{Eiite By RESUT SGolL L8 A FOBSEmEPRC TP BT BYGhELTs o tablt,

opnonhlmy ChdtSctoRSy 3 fmeorl &I RANL! DY afiStBel édmdiﬂéﬁg %e reference
forms that are formul ated according to these nethods,

producingia oraly ldisdslvofg/dispeasing tablet K@D Th.el y upon such dosage
L?%%B’g;ggs% O%&gmﬁr%og&?@ggga&c a%:lg\éqecrt]etris%cs including its

stmcnﬁanéiﬁy%ﬁédéﬁ‘ﬁﬁé Vef‘d?ré}!ambléj' ) Gﬁeegﬁﬁbﬂl?&nﬁ ' {hm film is a single layer
conpri sing a) providing an orally swallowed dosage

homogeneonst filat. hmmthes embadinzut,i the flmhdranaomlghtaﬁ] fraang @ebouti3® to about

150 nl g, r<SePHARO Db o Akt ZL G, I O ey vary in

thlcknéésr kwﬂ&%rff@ﬁ‘ QB&J}Q"()' tb aBB@thdOemch(Q‘)s 401 prd fe"i‘éﬂl? doés ﬁdt re?t&eed 8 or

non- nucoadhesi ve orally d|S|ntegr ing f
7 cm® abﬂ;m:faboaréa& ntegrate upon contact with saliva in the
buccal cavity within about six econds, .
cbhpimeaEon alsq preYidgs vagetH mefhody gtﬁéfmﬂedg%ﬁ‘?‘gm the particular
active %ggntt F]@(Slvéci5 thi? égya(ﬁmt &d 3R oRYof ée\l 1Al qgﬁﬁlﬂ? gharacterlstlcs including
ation il gastr0|ntest|na absor pti on
the platies®at vEthe dosage fomnrm theitongue, swallmdmghhe rd@szcgel fmehl within ten,

rofile that is b|oe ale t to said
twenty Bt 5 R P SIS PRES, 2 Stveﬁo‘&nsrfhe éiPF%getf8§P|"Yf§‘ or without
water. S‘l’ﬁ JetOdridkHey eﬁ'ﬂﬂ%ﬁhéﬁ efh@féf&@St%QQn‘f/é?ﬁﬁh H6vid&Ph %e@l‘icﬁ‘f b#/treatment
|S|ntegrat|ng filmY¥or bioequivalence. In stil
comprésing: l{gy prenidmg areon- mdcead‘nesllve ordllyr disietegrating fdes abh)to disintegrate
neasurL

| d
upon GonEct Vi Rafvanithe b %%&?fy’flﬁ{]%&?% %ﬁ'&/n%%gﬂﬁ Fafpsinga defined
amourlt! JfSdn %H)haﬁgaceuﬁéﬁq pa%[ehtn 9r d ﬁ%ﬁ%ugéélﬁha&fe%table salt thereof, a

non- nuc eslive ora di si nt'egrating
hydroptike hokler ardexdwatey-sslabld dilekntn €t p‘lmmgjtaml fitm on(th¢ tongue to produce

measuri ng a second. dissolution or disinte on .,
a dls"ﬁﬁeﬁﬁefiﬂmeswg& andoaam“gﬁh lapaentaid resiqusgy it Ao fiasagonds of
cqpd t n
siep. 538 (PG, AARicR GRS, ??%‘1@32*‘%‘3‘? e oneyeh the
gastrooﬁesﬂamlﬁr&eﬁ,avlﬁerele (iMsdibifiimas begetjaivhlent teari imtrnediatefreliease tablet or

phar maceut i roducts.in the pharnaceuti cal
capsuliendwstqr y %ﬁsaégda PSFng Tieblet ﬁégangedmtvaqomees said  active

pham%@e?ﬁv\hggg#e){ﬁ bFfa thﬁnﬁfc%ﬁh ?12/ ?ﬁt?ﬁg'sm&" thétedf in"saftt H@ﬁ‘l‘féd amount;

oncentra e active ingredi ent
(ii) said fdet hae anﬂ' Lngt gneaaﬂ cdhanaboutapsr bpurs A(ié) daids fimt hase an absolute

I I pl t he
bloavagg%}hég pi‘ &Iteéteb F}@p@@pgtgﬁ%@ g}%gggtg)nal?; Erlrar maxsgeri:gtrer} th?irrl a‘gout 1.5 hours;
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measured as a function of tinme. Defined as relative
bi oavail ability ("BA"), bioequival ence ("BE")
WO pwslowEs4 a conpari son between a test and ref ePERER2007/008579

drug product. Although BA and 12 WD 2008/ 040534

PCT/ EP2007/ 008579 BE are closely rel ated, BE
or (iv)gihhlm banan absokie Mﬂaw@@ﬂ&ﬁ of gyeater than 2houp A5 81jd @ Trmax of less

kiggen th L&k (3) a
than a%ﬁ@ eter?ﬁergejdﬂggﬁha{gfﬂ“ S% Olhﬁp\f}lh\glggBE st udy
Fonnuliﬁﬁiggbr BRehaivaldne the admi ni st rat| on of either si ngl e
mul tiple doses of the test and reference product
tl@ #idk mqﬁlsersth@eﬂ@ntoweslém@p@r@véa%mﬁv s owfqmulatmg the film

dosage.r %}HP'IL %?ﬁur? rl)ngdz:%u\;a? nc@ Set v\\’f\@enp@? SF{l ?1? L g‘lglilan aeﬁ?’ate rel?ase dosage

drug’pro Fr&con

form JORBANTAE e S@id EmOBRSIHTRS sarfidl GdivRSptAkAaceutigsra Eﬁle BUiRéEmanner,
(AUC) and peak concentration (Chax), is preferably

the inveatiew pravides dilmalasagd feems the awsrfernulaied aceosding to these methods, and

rocedur e etermn eth r the average val ues for
methofly, O eAthEnt bl g PR R JPE BB or 1 medt af ¢ or
agfRis) 5t bAsthe effboliiiferit S $he aREEntiSH eﬁ@nf&s P4 OebBb8 & naking a
conparable Thi s approach is termed average
biocequivaleunaramancasihasive ionally dissntegretingifiduml atorrtpmlsmfg dappoeviding an
conf.idence interv for the rati.o o aver ages .
orally GRAlIRNET A5snes dofibr hrtcodthatady sBroctiie Hhatmbiie BUH GHefiyig o defined
amour{teaﬂd thang cﬁﬁﬁ&éﬁib‘&%ympéﬂdfi&ﬁtesffﬁ’al %%&Hld)t?@h@ﬁsw&li@ved and (ii) a
cal cul ated confidence interval shoul Wi thin
first p@Ermcnkm,etw moﬁEO (bpSotniatingha ﬁesttlbatcdf otf hmnﬂmomﬁdheswe orally

disnt B Iog A o -0 FGTy® 100 P CE SBoBRGRT PRRe ERgly withn
about s%@%b&hﬂ? athat E’étﬁ%ﬁ&g r@fl EQveBIRAAW VAl eRFRePlatiud® and that is

ng a Standard Two- Treat ment Crossover Design," the
characwtzbérhys(lbfa detfineth farmulaticmr ([pid rgasteai ntestinl rabboyrptlon when dissolved

refere Fi | m Fornul at.i on Preferre T8_ac di ng .
orallyy G LG 7, sfopn PRUIFSBEHE ek Ehc cBPPPISEERY 0 Said firt
pthﬁetlc%roﬁlel Bhd %)r@lﬁgcaﬂg%’sttmgasﬁﬂi @Fall& %aﬁltlm@t@ﬁ:d‘}iosﬁéheform and

| owm ng addi tional 1ngfedients:
said oaﬂyldmngrbinm filng éortteoequartadance.ol ubl e d| I uents such as

Pl i ke o Eodient Jad SPRGH STy nslHES” G gmeasngne @ first

dlssolﬁﬁﬁ{’&r%lslﬁkéﬁhbh pfdfile fo?téﬁfda&ﬁl?}n&ﬁmte"g?ﬁmglﬁlﬁi f18m sﬁﬂlefﬂ’sﬁbatch (b)
enul si fyi ng agents, thickening agents, "binding agents,

prepargg aasecngd hateh of nposwerbadtesive ordliyatjsiategeding film that is characterized

by salé ﬂg}%/cg r | dﬁ?lg&p {c?%\sll?rﬁfiégvg I% l &t f%lrogfrz)grdl?%llatggrahon profile for
said 01%“? ‘aijélﬂ'f@é}ﬁtm%hﬁn fﬁ'oH@a?cPE@?:Bh& B&cﬂ%dgﬁ) OB Farin g%ﬁﬁ%@ﬁrﬂ second

act t wat er sol ubl e bi nding agents and
dlssohht;ui'r op idudmtegqat)bly peofsles o kquisalpndey or syherdss dhel within acceptable

deviadiis Yeatprriseutal aipdbnan G preReleluen Faflslas

Bnoeq&%hl@héenﬁésuﬂ&‘d the |like. Therefore, when it is stated
herein that a fornul ation conprises a water sol uble
bBru&qmgalag&ntesang;l tepibaltyr oggjuirks @npial yirertesti in hambhnsen which the

under st that these two a ents na e describin
Conce‘b‘F?é‘%o?fog’Sr%F“u"ﬁg‘F’%‘&a@HE or T‘ﬁfé i P}ﬂ‘%%e%m? |‘T"Pﬁ“pi’IE¥HBE’ dte, its active

r abl S o] 0 8
bl 80 ol RS Sk SO Al ppRAp ot i
measu&ﬁi asoa dotion #F timhe. ¥DeTined ac tela'tevea@eaNallpbﬂaI&}e( BAY), bimkgeivalence
s om5 to 20 % of the shed film
(“BE b‘}" YeRes ATPARGPS DR AclBTAng Bl eRS druaPiogusin Aliboygh BA and

.% The formulation 13
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WD 2008/ 040534 PCT/ EP2007/ 008579 is al so preferably
"surfactant free." Alternatively, the fornulation may
w@omwsais3pne or nore surfactants. A preferredPCHEP®07/008579
maski ng agent, which facilitates the dissolution of
the product, and it is believed helps to maintain the
BE argﬂbxspludehat@s 310 C@mpmamrraélix valy |0ﬁg(rlé@| dieron (2h agepnfidence

1ntervag g%retggérll{eﬂgP Seﬁlgrt%g? Rrsdst S”éjna@mar% yl at e %ggm ymer

aNise@dhtdyin Vivd B@tgmdﬁa@slgm@%yéa%n ﬂfeeetdmlﬁigtrun&paﬁ éthes single or
di et hyam noet hyl residues, and Br ef erably conpri ses

multlpler doscalobthe ot ans eﬁﬁmncezmovmcts/&@ e@lthyrsugje@tsp@n pepagate pgcasions,
st ance basi

with r&B S“‘BF’é‘f gor élbe' )t]w? g?\g)géggfe e&'ihelgc%ghq 81'(98u?t a&mlnlstratlon
Statlstﬁsﬁpﬂﬁalﬂs‘%sof&%arrﬁﬁccﬂd&ﬂb 3RQUdred Ahch QR ar&a ﬁlee@kiHé'Eurve (AUC) and

0, nost preferably about 150, 000. Preferred
peak n@tcham:atydm €Crm)oive peefemblyu baseduoy | thnesdwaai}egdl Htveo aome- SIded tests

poce R, RS Vg o R P B8 e

deterrrfﬂ?&ytaftgr5 g%m%tratlgﬁe&ef}féb{e)!t LhonRRARE f%@ddc?s ﬁ@%m%«g‘able This

% and nore preferably from about to about
approamh 1§/cterﬂibd= avarpgd bioequivalemmeaindrintdlyesithe caloilatidn bba &A% confidence

ge pa cle size less, than 100, 100 r 10
imtervahiey OR Galonpfobnarere8es  eoRNAAT OmGRIR mPaIshof DE resdaes fof the test
and rePeGerg:@ SeftictsY %%F&Bﬁfﬁ ﬁ%&&ﬁﬁ?&%ﬁdﬁ& ?fe?\fa‘f' Eﬁ(m}d’ fall within
ese in the fina I'min an anount of from about

a BE Ilﬁutt e. aXﬁaﬂJIS%G’othhe%atlo ofithe polduetr avatdgee €nitheh depail ssgarding BE

om about 10 to out ar, from about 20 .tq .
procedyespamde. fqund oip p‘)"r%fjé‘g’r \A%g%t%‘ﬂfl"f“}cfe OClégich?rmeg Statistical

Procecflﬁ’%] % BERRAIaldnck g?udééssUﬁgé 5'§mﬁﬁfdj?w85ﬂ€§th§ rossover Design,”
rous cltric acl in a preferred e |nen
the coﬁﬂaetsfolf whiichpare theotpotatap hersishbyf referermbout 0.5 t o about

2.0 m.%citric acid, or fromabout 0.75 to about 1.25
M&“A%@&P-Brlc acid. Means for Retardi ng Buccal

ano {1 I Ifgﬁkgg?%@ﬁ'{g tb rt{?é;?lgéﬁ’tt%gqtoh IS¢ aﬁ: ;?ﬂﬂalceXﬁEally active agent, a

film-fetnsihgt G@nHL amD at i leat bhenafe ke follawitigt héditiomAningredients: water,

Incorporated in the films for assuring that the active
antimiggpbiia! agentaeaFoRduRln AdGHS s46d as(yi%%lp@m& %msn%ﬂftepﬁ%%c?nd fillers,

t
neorEERS By o BERS oo LA, Sl W, v
agentstliesiuldi fyiigabgengs, fthickendngragens, ridnditg)agents,aatloneg agents, sweeteners,

phar maceutical agent that is absoqrbable throug t he
fragrages, TG ERIE PR TIASS S RLKPENYASTE %}esn%raﬁx epggiycol, and the like.

I & ?g%!fé?ﬂ:d ‘ah{? dt e HimIBhihrR&d 6n\é q@%}gdﬂ:ﬁtg lat act both as

ingredient t e oral cosa. he ac

water | sudilsleli Bintingr cageﬁth eatdbﬂﬁ@ﬁ);ﬂ\d[dnpof-ytmre,f guetblas pohwityddalcohol,
redom nant|ly through the gastrointestinal tract
polyetByl@ne ghycelhe Pé@t R \;gop)ﬁgqeeg{y@ﬁt pelpetbylsag oxidgeand starches, celluloses,

gelatlr%rsgagi(a%?qﬁ(%o /3 e, (R §E s agﬁ% g n th %%ﬁ?ou cF]n9 éomprlses a

‘is prefera sor

water tshlﬁb@l bihdidg tageﬁlffmﬂef Bydeophilie pokates, i lndlllbd \hﬁleﬁhjoel that these two
deliver greater than_ 60, 70, 80, 90 or 95 and up.t
agents] gy e 98%sribinge ong: splitary W%Pl@;nt The finighed film product preferably

comp 388 i ah ALY HEF) ebbRED) bk Soess REibntl o ke fRefrably from

about \80tth aboutvii St Wotd, BhielhdtivensgentyyirtfEablyl iakéoupridoat 5 a0120 @Yo of the

rel.y an
finished ﬁYm formulation, more preferably from about 8 to about 15 wt.%. The formulation
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vari ous neans for retardi ng absorption of the active
i ngredi ent through the oral nucosa, or pronoting
w@b®enptsson t hrough the gastrointestinal tractPCIVAR2007/008579
nmeans shoul d be able to deliver greater than 60, 70,
80, 90 or 95 and up to 100% of the active ingredient
is alsotpreferably Suustacenhirest i Alemativaly, the forsudatianmay eRtaiy one or more
mnﬁwﬁmgcess of SMB||OMAng, with or wthout additional
For sone drugs, the neans nmay sinply conprise
t Agrefaited tisleahaskidgagent, Whikh facitititss the ARkSMESN bhthepeoduct, and it
film and the absence of material quantities of agents
is believed hglpst ot mgintain ethe camarphousgstate efvagridin cﬁﬁlmengragluev@ such as

donep i hegh S PRIE TR oRe e M PUTRAR s Byeeit £ PO
The aﬂhmo@lrl:?h nicfificBlat cUE&l?ﬁ@r F?errﬁ@l'& d@ﬂta@ﬁk &ethyairo@Blyl residues, and

anou mucosal abSorption can be tolerated (due to
preferdiily e@mpmws droopabaydirte ab¢ut§6fw1r%tdf uchdgragps inia rlmyb%@ce basis.

necessa 0 1 nt.eg € pro € Nea
The a}XGteh BIOIGUISE ST BNt cE | URPITIEE JOT BIAbh G fOgS 2P 120,000 to
about $¥6,08019% &R BSut 1¥,000 Rotot ARUREED,U60, qg@ﬁt pré¥efhbBy ¥R 50,000.
its ionization and dissolution upon |S|ntegrat|on of

Preferteldsnéuhhcrylup momdingss inalpde dettl snatharrylaej andt methgl miethafrylate. This

I ronment surr ding the dosage formto a.pH 0
agent {sypeTer b BRESETE (R P BB HBQ chdramh Bhes: S torkihas w%,
preferdbif o LGSR 1885 B8k 20 %@I"/S San@NHoR 3360 rably A5 MRut é2 to about 18

agents. Suitable ion exchange resins are describ
wt.%. gElreecapholyneriis prefdrably\mhitonized t6 Bn averagd pstide sizedess than 100, 100,
Exchange" (pp. 312 343), and particularly in U S
or 10 BIFAA% "No. 7, 067,116 to Bess et al. Preferred ion
ﬁﬁ%@ﬂ& treqﬁés'ilﬁgsz{%% nVRULETI R RAriP LR 6OMRtE, ThisPcomponent
ar o ogl ca nert or anic or rnorganic matrix
is prefembi}apmsemg irc thedfireahtfilm 1hcanra1ho‘1mt1 of fromaeibogt d)Olpxs abdatS0awteo or, in

i oni c or apl e qf being ioni der th
altemaémsr%qugpemg e kot 1075 parhoufrﬁﬁ et Eomh oYt Ffhagp about 35

wt.%. 0e synthetic (e.g., polyners or copolymers of acrylic

acid, methacrylic aci d, sulfonated styrene,

SAl bmfeure&ﬂ sthibilizey,| bsm:zrahg) forodoreaetil diling, dyndifriet iacid, especially
anhydéoﬁfé lgcbtrdﬁ IaEI%I ! Icf ijrs(a? g%kel%%gegn%ggmgmdhe %gial? }?re;&g Spmprises from about
0.5 to Hpéiltfz'(%if PYciteCach & frofflatRlut 0 954S atiiR 103 wilhiRitric acid.

coval ent Bound T oni'c groups may be strongly acidi
Meanq for @etar&lnk Buncal Absonbion ierefit PromeatoigdGI Absprption)

g bgﬁ(qyﬁl?ﬁrl | ?enibgc g%vtgéé%g %l( \é'legoareslllybm&}pég%;atlr%rfu ]ﬁl&t ertr}]lgr&selges and the
meanscﬁ%ﬁﬁlttéd)ﬂl 9; ﬂl‘frinsdf& h@t}Qré}ﬁ% aglf*rﬂ i981886rBEd through the

t hose types of i1on exc ang rs suitable for use in ion
gastromteshiaalgeact nstaad taf ghaptay naredsd. oThesefore, ap still @adthemembsdiment, the

delomz(fltlono ter are suitable for selnthese

inventiqsy, proyiqes oy graliys 1&}%&3‘“}5‘8 SOTBHEINSS(@ t%[bla%tl\@_pharmaceutlcal

agent ﬁﬁl H'Safb's&%aﬁg ?ﬁpoﬁglf Hﬁ%ﬁl%u&%&'v@féh Qllsrgglv%leanﬂ“(tb Ml%al?gf‘o'inretardmg
ess pernea state. For an acidic ac

absormg)ardf,saldmetlvmpﬂadmacbuusal ihgredipht thfough ehesmiaUMuoassat 0

above the pKa of _the active agent to_give
spBgjagdve frzﬁredaelﬁa@?r@ thetdosags 8 ewfera‘aﬁea%ripé predommanﬂy
dius, t
throug"ﬁ {h% u%ag%rgﬁtesﬁgﬁlotg?“ " Zlbef‘ h& %gflﬁé; tﬂéﬁ%&é\’geinbt%g%a file ﬁlja&ommant
amoultte(gﬁelamg thieme6( H0pB0,2005 ®|5wtnldalj) fonkdouae%s) fio preéetalbtplﬁsorbed through
sodi um car bonat e, sodi um bi carbonat e,

the Glzm/ dhersfore.she nieppo shoutHbs Foje t%%la‘@g ﬂtﬁ%éh%b%ﬂ@ 80, 90 or 95
and ugg% ggﬁ '5%{;% %!fgt?e{ ?&R@tlﬁ%;egona@%é’ %&%%ﬁmaﬁ’%@g%w@ the natural

alcirumc gnesi um car bonat
sodi um hydr oxi de, magnesi um hydroxi de, potassium
hydr oxi de, and al um num hydr oxi de. Suitable pH
adj usting agents for |owerily




the pH of a solution include, for exanple, weak acids
such as those containing carboxylic acid. Another
woredoRoes8o0r retardi ng the buccal absorption of PEEP2087/008579
agent is to incorporate cyclodextrin in the product,
particul arly al pha-, beta- and gamm-cycl odextrin,
procesglet] wllmgg, Wb/ & witheutaddationab pagsr. thc Jormowipidensnean rely on

vanoug gn%nef St a %lmg &%?c?rg{l% { hg:oacqx'vg ?yll%rgclhe éh&?"[gg‘rtﬁgtoﬁj Jnucosa, or

promo@i® QgédTgﬁﬁrSthr&Ighr@hé toid@stiral @RUThé theant s}%ul@ be fabRMo deliver
about to about 3 % Anot her nethod fo

greater ¢hawr $0ng/0t h&D, bAL ol 9Sabmdr ppi on 160%aef i the @gtjx@ntlngmdtqmt to the
ners, .such as Eud

gastronjlg%cs or ag tpreouéytl'n%hg ag ;if(éceﬁg_ of BYy %‘V&nge wit ecg %5% additional
water.C PBP! ‘sdlﬁé 'd?f%1 fHeahens hay §1Hﬁ>l)pl’:&gb'ﬁ§e thyiﬁﬁﬁ:uﬁﬁrmﬁﬁﬁﬁﬁ'nﬁlg agents

are prefe y present ‘in the final in an anount
emplopdd inrtberfiltbpartd the absenad oﬁma‘@@ahﬂummcs ofl’ argeatsttbatrpartltm the active

fron1 bout 10 t.o ahout 40 wt.% or fro
sgent SHE0 1030 oSBT (B8 Aimeg ot GeOR Lo HEE 10 MhysEil seflaces. For
other %ﬁhﬁg@ Nlish afd bk PEIRRLB1CRHUBR thS 8FhI nuchbiie &rféc%&ﬁ Sly a small

current invention, in various crystalline forns.
amourit rof anywosdleabsexptiontzanl |bﬁﬂulerat¢d1@uadb |br®qurv@teadc eqyuirements for the

present in an anorphous state in the fi roduct. . )
drug), r{hﬁ’é}’ SEeressiy te 1nigarafe 3 MOLH PRartive PG?%@F 6??2551"1‘&? gastrointestinal
absorp?ltoﬂbédchza@tlbr? @x g@ ‘?eﬁe ok E& tl?ef ﬁ’y r?g?ﬁthﬁld Oﬁr@@ém jts ionization

oduct, inclu use form
and dlsslmdmfdnl upontdmntlegg:hopro«ﬁdmsﬁlmng)l{ edypmrtg ageets thatchdfuse thespH of the

Ry T T
permegmg,_ %1?*111%’?% l%ﬁgﬁ%gﬁlé §’alt§ @.F%e_1§§ of Active agents.

( ?pmm,yd joRtexyhangé redimeart deuyib]emgemauy ibHi FiWaltdn amPrinciples of
fon Exfanes ng'pgg'@fﬁéﬁgf@nﬁe%h?swyé%byﬁiP%%n - TU8ZB6, toy pess et al
PreferredSiofil éXcfangl r}eﬁ l‘%@fubﬁ?ﬁf&j cORR qufﬁﬂﬁﬁfal:oloéllaﬁly inert

I nvention provi es a donepezi I'mstrip
organlnam-lmngamd mesrin &omaahhg/ cdwatemltyelgnmﬂlfngctfdnhhgroabé ehat are ionic or

di sintegrate on contact with saliva in_ the buccal .
capable of .bpylngw%ua (he appropriale e%rmjgonscfeﬁfﬁ#-ng?wg@}w gnajrix may be
synthe 'C?Xg é% Brrﬁet ﬂbﬁ&é@%ﬁ‘np@ﬁ& c )l/llc]aﬁ%gt f1;net]j1acry11|£:l_ alcl%dd esHI_fo?ated styrene,
sulfonated eh\(ldyibermnc)L br partially pymahevie(elgt,imadifiyd eclhdpseant elextrans). The
salt thereof, in conbjnpati ydr ophi | i
inorgaptnaiinagae. Hsadet bo olliBIgE] MR by tcrdipn ?fg onic, prpups. The

coval T SATAI GRS AR BOSHinch: §145 CUOUrEHE, weakly agidic .

carboxyilic 1d¢id)rgtrofgld dasipazig., quatangrysammoniutm)c slebkly basic (e.g., primary
acceptabl e salt thereof; . (b) donepezil| hydrochl qride
aminej,Qr ,arcegévmaﬂpn of ACIS s basie GRS IR ESDETB5 Sha TABE 1stmichangers

t OB, &L b@Bnization of
sutaofe b bss i P Aol BBl Shsy S S obush "Gp{ G, & fnization o
water Aretsuitablafist usein thabelcahtrotipd rdl¢asbdrligqeepanatiohs. has an
absol ute bipavailability . in said dosage
Suitable pH adjusting agents function by ionizing the active agent to a less permeable
state. For an acidic active agent, one would adjust the pH of the solution to above the pKa of
the active agent to give a neutral species; for a basic active ingredient, one would adjust the
pH of the solution to below the pKa of the conjugate acid. Suitable pH adjusting agents for

raising the pH of a solution include, for example, sodium carbonate, sodium bicarbonate,
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formof about 100% The donepezil is preferably

present as donepezil hydrochloride, and the filmis
w@e@Bos@bl y characterized by the general fornmPet/EPWS87/008579

descri bed herein. Qher enbodinents relate to the use

of donepezil filmstrips in the treatnent of

potassmwbcalatepamta%su%r pigarbengips jsadigm tnhesphiais epofassiyn phosphate,
y S, e he_j 0
calcxurtn Qﬁrbg]e;gtgh mhél'ﬁl‘gl %(Ke}{;a : ng@d?gr:nn%phroxu%é rntag?(e%ﬂhﬁ Rydroxide,
potassﬁmifﬂhpdﬂo&hden ard hlm!i’fﬁﬁum&tyldecntlde c 8aj4bls iphlyadjdstingl sgeatsi fog lowering
to the tongue of said patient, preferably once daily,
the pH 9§ agohionzinFlude, forsXamplen avepk @sidntsuch g thase sontaping carboxylic
preferred enbodi nent, the treatnent is acconpani ed by
a step that pronotes G absorption of the donepezil,

sAfbthas mewd| forvrétgrdiigt fhie busd absdiPtiors € 6t &ent is to mcorporate
adm nistration, with or without water. Various

cyclodexiyiat iy the rmoq'iw,nnmﬁf:ulddh @fat,| bqngroar@cgﬁr@ma@eclad@(mmémwatwes
md/orl:rpng;(i%g? %tF]dé)flst l Udlnaggﬁea ISP, n%rl‘égf@e%e}n? I t&leqd%a h in an amount

of frol b6k 1E@ AHBHES0 RA4 b i dltdrifative dehbddirtherS FrdiB4boutn 08 about 40
parti cul arl&g pr ef erred enbodi ment, the donepe2| I
wt.%, hy&pmhogﬂ @abgum%%m in the final formulation

L A PN L
acrylaférpifﬂ;}rﬁér's | h€h faQ Eﬁﬁra@fte g, pl?@drﬁ 1tef'l?(Si rm&g?fe'fdlde Eu-a?ﬁglte L etc. and
mbi nati on of anofphous onepe2| ‘and am noal

comblmc}mctlnqw@&le thecmpdnhqtrr"éheso compomtscare] pcpﬁaabllytpyes@ﬁt in the final film

eta-c ven partlc
i an gigafitof Foft st g beficl Raod e flerih SR pga fom sbout
10 to éUoQP@GM o5 or fdf about 26 Yo é’cfou¥ !;@Wagzpr phous form m ght

be attributable to its reluctance to transforminto a
Prefersed| Acitvedideatsm  unl i ke Form |  which, when treated with

iS58 e e P St B Ron  various
crystaﬂ'ﬁ@ Ufoab Ur &gl d Dirdfb@bd yenflkfo‘afﬁqglﬁr Thd ;acBR 1ﬁ§r‘éé¥1ehts 1é hbrésent in an
final product that contains predom nantly (if

amorphoumbteteeinyyheaﬁmni mlodls:td(mmpepus fadtgxdrcraohhﬂuerwe the tfotmaagion and

acid.

been nd that usi ng For as the rt n
stabilifi o 4fah e gu% aBln K R pEdesl Spctiine HRgtieh OF palymer used
to forrf R ﬁl'n{‘ 1ghhibh pRIGR téﬁqpfé%&@ ezid thbusly Ml@htsde

stabilized W knovvn stabilizers, such as e.qg.

| AcpatieularThereffuwed nharrmccuﬂlcaamcactwc ageigofdr msatip thishamvention is

coneptit TRXCRGUISRy Fhemeall] BT dFS, Regs REQYOlisA-dimethoxy-2-([1-
(phenﬂ%ﬁ@@“ Wp%hdﬁ@i]fn‘éﬁmy‘l]nlﬁhﬁdéﬁuﬁﬁﬁ‘é h?&%bﬁl)ﬁrl&‘é te{ﬁ'dr}eﬁlkég’éﬂted by the

si xty ‘seconds, “conpri'sing donepezi | hydrochl oride in
followamgpehehocal sfrmtme in conbination with a hydrophilic
bi nder and a water-sgluble diluent, wherein said film

H fconpri s4RQ9: (a) se+hssol ving

donepezi | hydr¢ Jacko(m | nitgna @ { okim ng base

and liquid gol form I qui d WO 2008/ 040534

PCT/ EP2007/ 008579 internedi ate; (b) spreading said

| Thetefbré,nire ofie dinab@liMenta bhdedt upat fdea€pezaN@hd Ghvention provides a

evaporating said liquid solvent fromsaid |iquid
doneppzit SimsHimtie- eqongrreaadhesive ﬂrallyfdlsmﬁpgrraaag:é‘tlm Ablgttp alisintegrate
upon cpd'ngarc‘? %{ﬁdsaﬁbﬂr{r@%%l&%;ﬁ Z?.‘.em t}l gg 8&&5&;1%nd& Forﬂpnss}ng (%) 2,3-

ansetron era

dlhydt'?ahﬁmdﬁﬁéthyxykﬂqvm(;ﬂﬁnﬂ)n gz)‘&pﬂ)erldmyl]methyl] 1 H-inden-1-one
t et rahydro-9-net hyl - 3- [

(donepeilyr @ P}@H}lﬂﬁ)%‘ﬁ?ﬂw 9ccamablsrswz}aﬁreaf oneombinetian with adwydrophilic
binder & and £RLERSOL Sg (B}{lenp ewlIe(r)el:uk oe% S3d f‘irtﬁec@rr?p%sess LHCiE £2.5 to about
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OCH3 N__-~1 ~N3:D | CH, Therefore, in another
enbodi nent the invention provides an ondansetron film
WG R00Bp40530her ei n t he ondansetron i s preferabl yp@r/ariodeass79
in base formto pronote G absorption of the
ondansetron. The invention alsogﬁrovides a

20, preferabhyuawati hexi Me mg of donegezil at e ammwgutﬁqaﬂlmacm@le sajt thereof;

di si oncontactvvlth I|v i n.the 0
() dofigyl S EhRrIB BE BT ym el Bom St pIoBFi it 50% i),
based én thedtothl wel%xt of the fonnulatlon (c) said ﬁlm has a Tnax of from about 3 to about
t et rahydr o- yl-3-[(2-methyl - 1H i m dazol - 1-yl ) met h
4 hourg| andi(d) samr dmmptznhhyﬁrecl(lm@hah@em abspluté hicavaitabrdy iimsaid dosage
nder_ and a water-sol uh

philic b |
form affabiiuini00%%, B dciieBest b EF 5Bty PG Bhet AoTeREGL Fydrgghloride, and the
film ﬁéﬁmiy HarRherel By el ?&Hruléﬁ?)ﬁ ee ribéhere?! d

ans for pronntlng ga tr0|ntest|na absor ption
cOtter iesemdinetan selateoto the beesef tlonepezil Hjlm stipd ihi then treatment of

conprises from about 4 to gbout 24 of .ondanset ron
deme nEam%lyﬂb HempRtE p W%@Eewr Sﬁ}’@sgﬁhuﬁ’ i Yet afiehes embodiment,

the 1n\f/églt%a g% 91?&(3(&1%9?9&“ g mef gé\/ﬁ(%dgfﬁé%g% ?tnzf H‘E human patient

compril'slrreg(ad]ﬁmistetrmgaﬂbctlhé tdngduetaf saliopdtiedt, préforabdy, omveddale) the donepe21l
sai d ondansetron_base has_ an absol ute bioavailability,
films ofithe pregentdayegéionofp @fefflr%ﬁﬁrabqﬂsmems%ettﬁeatra%u% acugeppanied by a

step tﬂ_zﬂgprt)fnl EErs”@P%bPJr&fl&{ g?ltXe %Héeﬁe'zns Cho?or wa

g within about 60

ansetron base ate
seconcﬁcnfcaddilmgrettmnt W&h@enﬁmaht \fvﬁueﬂul ation techni ques
described in docunent . i's known that

oﬁara%ew%lheaﬁor&a aft dqqep%k/@rdaw%m%w dmpwnsig the art, including

9
on ambfAfb U108 650 (BB sufeifipe faeS @it BRR N VI i Geribed more
particilivdy ihhE. K1 §,985684.nelrpuar panvicalbrly heefeRdangabddiment) théedonepezil
final product, influences the physical properties of

hydroghjeride i lﬁ Aresent ipmthe; final fagmulation ﬁlgbsmflellx or gamppletely in an amorphous

st R 5760 P R 401 RS gt ol LRy o onsps

hydrodHlbridw Retiei dbrhbifati v \of abﬁ@dphdﬁ Gﬁﬁeqﬂzﬂla’mﬂ Hﬁhﬁﬂwll@@dﬁ&hacrylate
igidity, warps and fol ding, and these changes are
copolyRe off ATredoAR ARl Heeh befawyrladpen heprspxan; partipglarly useful, and

eS8 SPIFHA BB BB RGO

form rB@BOEé@ﬁrlblﬂﬁEESo iit9 relubRnSAmEtrimfor td aRoBarRA€dm ufiike Form I
18 WD 2008/ 040534 PCT/ EP2007/ 008579 Therefore, in

Whlchy\é‘helhﬁﬁ%ﬁt%wltb kR changes itsolidistats askRonvertsinter srlmate form.
&d@%&‘%dbﬁ@&t thcs px%%ﬁgtﬁg 'n‘?gnlu ac Jr%cﬁm?tfia}%tﬁ% Foga I gg results in a

ynDr rea

final gfbdruf:t akign cOftdinsp w@ionﬁﬂmmyB (rfanoba:omméwm esnbiphdug adbnepezll
diffraction as described nore particularly in Exanple

hydroghlorrde; e lthbasi beanyfoynd| thatausing iForm & ae the slgting material results in a

substaﬁ!1 [ya%%.t%d' ﬁ dp%fdﬁctnﬁ{a}ll thrt%nd\%tne&mn% Bhug né{)n?cé‘zﬁhﬁydrochlorlde

subj’ec efen nnlng calort
stabilized with known stabilizers, such as e.g. lactose. Therefore in still another embodiment,

the invention provides a non-mucoadhesive orally disintegrating film, able to disintegrate
upon contact with saliva in the buccal cavity within about sixty seconds, comprising
donepezil hydrochloride in amorphous form, in combination with a hydrophilic binder and a
water-soluble diluent, wherein said film is made by a process comprising: (a) dissolving

donepezil hydrochloride Form I in a film forming base and liquid solvent to form a liquid
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I n anot her enbodi nent, the invention provides nethods
of using the ondansetron film strips of the present

WO poostsisdh, for the treatnent or prevention of PERERI087/008579
including emesis resulting from postoperative nausea

and voni ting, chenpthera nduced yhausea and
intermgyate; (B gprez 9, DAY TRAOBA A (B B G PYfgorating said
liquid I&%rﬁff@'n?sala NGuidHeRrhEARedd $nPLRY i SiimPprBgidiod of

eating or preventing enmesis In a human ‘patient
cAnqsxhexspra@nad iphaisdcenticad]y tacti tehagent rsmgdmsefros,a)rdferably as its base.
patient, pref rably from one thr
Ondanggfrpmh d&t $hsmisal} an?(§?\”¥‘ pa%f(E )thé-gg?r detEty ns'é‘}ﬂ‘dli‘yér?’ {Ragethyl-1H-
t u o
imida Ty} A GRGURL 4ok, A0 s ﬂﬁge{e&’ongﬁgﬁw e, following
chemit@ktragtutes preferably practiced with an additiona
step that pronotes gastrointestinal absorption of said
ondansetron, such as small%mnno sai ghfilmwithin
about sixty secop#d 1 g tion, with or
W t hout water. A i ed p ceutically
active agent is des chemcally known as
8-chloro, 6,11- dlhydroch
| - (4- pi perdi nylidene)-5H benzo[ 5, 6] cycl ohepta[ 1, 2-b]p
rThhrn’@re inradothas embedifnznt dw mgemto@nproaidestanmdmsstrorv Hm strip,
referred armce t,i.C active

whereléml tgtﬁ ggéq:ﬁg tror. ﬁegﬁ:@gqq X, PIgY in gsey form to pror%gte rHvI absorptlon of the
ondan&tﬁﬁt nk 114Vc§1ﬁ0ﬁ§tsmb|r0\lldé%' Wn%héﬁé'd)lésl@'bﬁaﬂj’ ﬁﬁﬁ{tggrgnr@ film, able
5] benzodi azepi ne, and has the | owm ng” chem cal
to dlsmtefgnait: wpen cogHet thleethta 1nuhedbﬂ&ca'lheavat|yownhmoabout sixty seconds,
euti.ca |ve a t c used
compriS i (P Eaépé Yeotr Al L b BBy Pubrggyn-an-
carbaz®l- t190?'&: Zpﬁﬁda@mg& @ cdnliinRNA" WAL 8Ulydrsdhilye bl%gervﬂd a water-soluble
2008 0534 PCT/EP2007/ 008579 active agent. Exanples
diluengfand asass foprapeting gastrpintgstinalabsorpadnh yf seod owdanaqm wherein: (a)

that .can be, delivered per one stri
said mgRBLGF PIOTEPLNECBSK AP APy PRUELOTI P8 BT BRG] ffgse form b)

said fitth BmpRE&T RS %gqulsﬂorhgoﬁtCﬂeﬁg of Snd@fde RiAHABLRK bA®Ink&ron base is

paraneters. Reported pharnmacokinetic data 15 obtained
presenplire fre prabliyt ﬁrcvmtabeutf()a@i% do sbaut S0%(W/@9sbasedhen whestotal weight of the

Ph k fil b
il FOTRCRELLCoPhh S tys ieh Yo
ondanké?f“o'nu@a%e ALCah ngmut@rbl&vﬂﬂﬁblhtyﬂ'ﬁ%xd mée f@}‘?rg of from about 45% to

nmbi nat i ons t her eof drugs can al So
about c7bf<% acTler ﬁhndnbgt pxh&rablysalontamm 4 yori & m@toﬁroraianspﬂon Iase, and is

el St oo Cio0451eE G0l B BTt gl i

docunfedt.@any of the followi ng solubility descriptions, as
taken from USP 28/ NF 23 (2005): Descriptive TermParts
oft iShhwmthat Bedanisetech famrexist Bas¢verd]l pShyimarphic Yemys, including Forms

A, B, C Bnd EC%Re W804/093260 and WO 2005/080381. Tt has been unexpectedly

found that the crystalline purity of the ondansetron in the final product influences the physical

properties of the final film, and that highly pure form B is particularly preferred. In
particular, for films stored at higher temperatures 60 °C, physical changes in the RapidFilm
have been detected, including added rigidity, warps and folding, and these changes are
associated with a decrease in peak intensity and decreased purity of Form B. See Fig. 4
(where OND 013 OD refers to a RapidFilm product stored at 40 °C, and 84201506 refers to

the same formulation stored at 60 °C).
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Freely Soluble From1 to 10 Sol uble From 10 to 30

Sparingly Soluble From 30 to 100 Slightly Sol uble
WO-e@a040664 t 0 1000 Very Slightly Sol ubl e From RODBP2007/008579

10,000 Practically Insoluble, or Insoluble Geater

than or equal to 10,000, Particul ar phar rracokl netic
pFlareloges %fyehmg%ermhqﬁlt@%st edilm cmprisssfarm &} olymerph that is

essentléﬂg lgere’r%é' é)t}ﬁs?oﬁgffbrg | nefpﬁ'ﬁseg gx%latteg E"g&e@é 26 6%?;52 o8 %q even 99%

pure. DPein @B Sah aubwaludia ®peXirhy Hifradtiol) aOndescrisdd more partlcularly in
Absol ute Bioavailability = ca. 100% (Ari cegt(r)

Examplg 8Trdlieraatiyely qignradd Uoﬁe@ille prpthiChiscbRTaqerized b@@veltmg endotherm
at 244%2 i %ﬂ%ﬁﬁec&g? ﬁ're\ﬁ%all 4 g@éloyl Lther 1ood nor

nts ces fnhe rate or extent

Ofn APERF BinbodimeRk) d%ﬁﬁ%ﬁtﬁh }B@$ﬁe§1n’ﬁﬂloﬂs 3f h$ifiE $he ondansetron film
Bi oavai lability in Heal thy Subjects = ca. 45-75%

strips PR dter Iansem) uazvengomaﬁor yhe teatntept Qsa%vemroreomﬁmlleclydm emesis

resultlg‘g %(Erﬁt Pgitf)}eﬁﬁggvfr éla“%F %cg vonﬂp%}_bl?qr%%gfrgpy 1¥|duceﬁ nausea and

vomitiﬁgoamaﬂahﬁhbﬁ iddc&d hallRtd xncﬁ%}ﬁfﬂm%e Th¥ref&e Othe :flgve\‘i@on also provides
08/ 040534 PCT/ EP2007/ 008579 sl orat adi ne 2. ny

a methodod t@atmg/orrmxerrtmg e@ndmun@*hmna:ailnewm)grlsmgndwgang to the

tonguengf mu)/ R%,en% gfe ﬁzﬁéyp ggbn?? Con tmxc{]ag(y danset?onS{5 Irr? strip of

the pk%n@tlﬁ&jénﬂ%n 18at0 c6taikd ﬁ@npﬁfougaytcgaﬁéﬁtt eIy m@%tf' $ridah&ron base,
O ng 5-10 ng either Tmax = 1.0 hr. (fasted)

preferwml rdoohl8omigdef edadsetrprobase. oﬂ"he \nmhod:maprefenably prgttided with an

additiqfaf | ek o, BiAASEss ehIAin i) b eHRi OBy o1y 5t pRlaggpr. such as

swalloV@fg 648 &fm Wi ab¥ut 43H seconds of said administration, with or without water.
Another preferred pharmaceutically active agent is desloratadine, chemically known
as 8-chloro, 6,11-dihydro-11-(4-piperdinylidene)-5H-benzo[5,6]cyclohepta[1,2-b]pyridine,

and has the following chemical structure:

Yet another preferred pharmaceutically active agent is olanzapine, chemically known
as 2-methyl-4-(4-methyl-1-piperazinyl)-10H-thieno[2,3-5][1,5]benzodiazepine, and has the

following chemical structure:

(_N,CHa
Cr :

N s\ CH

H 3

The amount of pharmaceutically active agent that can be used in the films is

dependent upon the dose needed to provide an effective amount of the pharmaceutically
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A anzapine 2.5 ng 5-20 ng/day Tmax = 6.0 hours

(Zyprexa(r)) 5.0 ng Absolute Bioavailability = ca. 60%
wQ 2®810%p384 near

10.0 ny range 15.0 ng Food does not affect the rate or

ext en

a0y 8T 157 GphS

active dagpqlty x_g.mggeéa

Rhgrmaggud

phar macoki netics over clinical POEEPH07/008579

SRS PALER, SRS o con o

dellvex%ﬂ k &nd gg?ps Io{ f/ﬂpzcﬂg glgg% 01%15 ﬁ'i’iﬂ &e sevidwll WT@Q@% W16ng with

prefen@d ﬁ@smg sEliedutes a@pﬁmxxacukmcﬁc bammelhr{) Rgpd?mddohatm&codmtetlc data

aval |

ect t

is obtamj:d p,g;efer

e_.or

SHAghS

ext ent . of

fastsrlistate. pinkessg
which E}gﬁ}‘tﬂh%ﬂgﬁné %it % #g&gnt 1?1@@‘&89

(R sperd

herogsq Bafid; Shfrmasetingigprofies by

fcars H¥ I&lﬁx{c'h?&eeAUC (0-c0 or 0-48),

BI D do

Tmax, Ginall- afid lkombma(ibassthextofit at e) 6. O ng* * Adm n| st r atl on

w th food --
| BfefrigeRen alsy be gharag

del ays absor

t1an

argplpgize h}dtheﬁcﬁoggg]éé' %Ly@%gryar{]cpg-ij t1 %Q%—I 4.0, or

pH 6.5#; rog %%ém?@%&gpngf @ﬁt&é&éi Elr’ﬁ e}%aﬁ%cglleg,gthgldgl asg Blé c E%Qﬁfed according

| ncr

to any Off tHeBASWingGolubilite deSeriptiohs; as Tkex fron3USR26/NF 08I(2X)5):60

m n.

medi an) (fasted)

(Viagra(r)) 50.0 mg** Cmax =

ca. 450 ng/m . (fasted) (100 ng dose) 100.0

Adm nistration with high fat neal -' delays ng* *

absorption (Trmax) by 60 m nutes; |owers Cmax by ca.
DescrigfiVe Raxaol ut e bi oavai | abi | i ty partsaf Séloéat Dose

proportional

phar macoki neti cReqiiédippaf il HGA 2.5 ny

Absol ute bioavailability = CalPJr'?cffé g tra(r)) 5.0 ng

Tmax

Very

30-120 m nutes (60 m n.
Adm nistration with high
X by ca. 18-50% Cmax =

Freely /A‘Lbl‘f”redl an)

Sparingly Soluble

Slightly Soluble

Very Slightly Soluble
Practically Insoluble, or Insoluble

(fasted
Solublghar macoki neti cs

)(20n§

nedi an) (fasted) 10.0

fLat ﬂeall -* lowers 20.0

25 ug/L (ca. 18

“Hﬁéé 1Pose proporti onal
rom 10to 30

From 30 to 100

From 100 to 1000

From 1000 to 10,000

Greater than or equal to 10,000

Particular pharmacokinetic profiles of drugs of interest are set forth below in Table A.

TABLE A
Pharmaceutical Preferred Preferred Preferred Pharmacokinetic Parameters
Agent Dose Dosing
Schedule
Donepezil HC] Smg Once Daily Absolute Bioavailability = ca. 100%
(Aricept®) 10 mg Tmax = 3-4 Hours
Linear Pharmacokinetics over 1-10mg dose
range given once daily
Neither food nor time of administration
influences the rate or extent of absorption
Ondansetron Base | 4 mg 1-3 Times Bioavailability in Healthy Subjects = ca. 45-75%
(Zofran®) 8 mg Daily, Not To (56% for 8 mg tablet)
24 mg Exceed 24 mg Tmax = 1.5 - 2.5 Hours
Per Day Plasma concentrations are not dose
proportionate
Bioavailability slightly enhanced by food
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21 WD 2008/ 040534 PCT/ EP2007/ 008579 Gal ant ani ne HBr
4.0 ng** 8-16 ng BI D Absolute bioavailability -= ca.
WO2004/040Razadyne(r)) 8.0 ng** Dose proporti onalPCT/EP2007/008579

phar macoki netics from 8-32 12.0 ng** ng/day Tmax = ca.

60 minutes (fasted) Admnistration wih food -- delays
Desloratadigigs or pf 2.8mg (T 1Q}ICQP39E m nufes;= 3.8hers* Cmax by ca.
(Clarinex®p5%  pb.0chgnge|i n AUC Di cl of Mean Skeall StaterBeak Plasma Conc. = 4

Bupr enprphine 210 ng** 12-16| Aghdlay AUCo_48 (hr.ng/m)

= 32.6B (Cv=25) (16.0 ny) HOAUL O seW'ig S/mid ar plasma

Eolr]cen r at | ons of bupr enor ph JpsggﬁéL%lg,fggé{ ba tmaxsm AUC

. QUDUXU UIU. I I \ ATV 10 11 LosSe
Loratgfilnepr opor{ F%R phdllprﬁ?:% r%fé C$ %or b{Jp> enor g{u ne from
(Claritin®) y_ 15 "y [day 1.0 0and 4.0l ng doses—deliver
Cetirizine hupr enp? finge bérl&/mgﬁnh«tr of Tquam!-Pthat(fasted) 0. 05
Hydrochlonidg m ) | &0.0emg t Wwonémentsiéen seCan o3 1leng/ml vdghjlémgtablet
(Zyrtec®) Bupr enpr phi ne 2/@ally 5 12- 16 ngxdﬁustékbﬂi@mélﬁda(ﬂyrfoﬂghm)’s
.5p (Cv=35)(4my); HA/ ndF@ékP&@laﬁq' malBY 1.743s.24d decreases Cmax

(CV—43 (8 rrg) 34. 89 (CV—33) di hydr ate 8.0/2.0
Olanza lne(.zllfli( T /51 = Ofb offes (Suboxome(T))

Z re)fa (F gﬁé (8 mg) Igé@g? 1 fleSEé) ﬁ}' a O°
MY ®)pr opor DO phar macoki net ic$ 8‘? n&ar$

4-16 np/ddY€1.0] 2.0 and 4.0 PS over °1““°a1 dosing

buprenpt®Aing  below linmit of remgant i tatl on (O 05

ng/ m )| &5.0emg t\wo hours in seFeed dbesaioghffecs il xata ar extent of

Mean pe26Omag oxone | evel s rangesotptoom. 0. 11 to 0. 28

ng/m |n dose range of 1-4 nyAdMliRisaaidoende.dafly A8 steady state conc.

1,2,3 4, 5 6 7, 8 9, Tmax = 1' 2 DA R theBRRX hftdr)sifthOdoRs
Risperidong’ -~ 0%84‘ 5Ab§<91|’g BBX@ 11a81111‘!%é-c8. 78% (CV=25%)
(Risperdal ose I ap ﬁ d d,

P ropor1 é‘?% t 0 uosé ven 2

doses/ gday)™8d onazepam 0. 125 gg% not ﬂffﬁ‘ﬁ/ﬂ&eaﬂfte or extent of

Absol u éoﬂn&aval lability = caab®OBHon; Kl onopi n(r)) 0. 25

my in ¢gB¥irdgd doses Tmax = 1{4 hours

4.0 mg
Rivastigmine 1.5 mg** 3-12 mg/day Absolute Bioavailability = ca. 36% for 3.0 mg
Tartrate (Exelon®) | 3.0 mg** | (1.5-6 mg BID) | dose
4.5 mg** Tmax = 1.0 hours (fasted state)
6.0 mg** Administration with food — delays absorption
(Tmax) by 90 minutes; lowers Cmax by ca. 30%;
and increases AUC by ca. 30%
Linear pharmokinetics up to 3 mg BID
Doubling dose from 3 to 6 mg BID — three fold
increase in AUC
Sildenafil Citrate | 25.0 mg** Tmax = 30-120 minutes (60 min. median) (fasted)
(Viagra®) 50.0 mg** Chax = ca. 450 ng/ml.(fasted) (100 mg dose)
100.0 Administration with high fat meal — delays
mg** absorption (Tmax) by 60 minutes; lowers Cpax by
ca. 29%
Absolute bioavailability = ca. 40%
Dose proportional pharmacokinetics
Vardenafil HCI 2.5mg Absolute bioavailability = ca. 15%
(Levitra®) 5.0 mg Tmax = 30-120 minutes (60 min. median) (fasted)
10.0 mg Administration with high fat meal — lowers
20.0 mg Chnax by ca. 18-50%
Crmax = ca. 10-25 ug/L (ca. 18 ug/L median)
(fasted) (20 mg dose)
Dose proportional pharmacokinetics
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0.5

ng 2.0-10.0 Tmax

ng (2,30or4 1.0 ng doses/day)
30-90 m nutes

2.0 ng D azepam 2.0
(valium(r)) 5.0 ny

wormgesdassss 2-4 10.0 ng tinmes daily Lorazepam OPBTHP2007/008579

1-10, 2-6 or 2-3 Absolute bi oavai I abi lity

(At 1

(r\\Y 1 0O

o/ dav (1

ca. 90%
me——_¢ 1’2(\

Galantami

(Razadyne sep

One ta
mg); 5
(range
t abl et
* Cmax

\AD. ")O_('\

1 HBE efs

H-——L
A.Q_r@g*n“b
F &ang’i*ong
bl 20 mgtdt
1 Succi n;
28-100 ng
per hour
IS sanme (

/I NANnC24 |t

T
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ah8uboxopett ed from 25 ny
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Buprenorphiinem c
HCl/nalox¢riz- Gl
dihydrate onam d

AR I0Y0.%lesi ¢
maighy | am |

£8.0/h@ suc

)i 3tlédng/day-
no) et hyl ] -
cinic acid s{

AUC s (hr.ng/ml) = 12.52 (CV=35)(4mg);
me0PD (CRedB X8 mgypd 189 EEV+=33)(16 mg)
abmx Qhg/ngyEAL 84 @ AE39)$4 mg); 3.0

(Suboxone%r ese d by the follow ng ryggﬁg_3 16 mg)
CH2N( )2 CH3NHSG2CH COJﬂos l}lrtlo al Ihll tics for
buprenorphme from 4-16 mg/day
1.0, 2.0 and 4.0 mg doses deliver buprenorphine
below limit of quantitation (0.05 ng/ml) after
two hours in seven of eight subjects
Mean peak naloxone levels range from 0.11 to
0.28 ng/ml in dose range of 1-4 mg
Alprazolam 0.25 mg 1,2,3,4,5,6,7,8,9, | Tmax = 1-2 hours
(Xanax®) 0.5 mg or 10 mg/day, in | Cpax = 8.0-37 ng/ml over 0.3-3.0 mg dose range
1.0 mg divided doses Plasma levels proportionate to dose given
2.0 mg (2,30r4
doses/day)
Clonazepam 0.125mg | 0.25 - 4 mg/day | Absolute bioavailability = ca. 90%
(Klonopin®) 0.25 mg in divided doses | Tmax = 1-4 hours
0.5 mg (2,3 0r4
1.0 mg doses/day)
2.0 mg
Diazepam 2.0 mg 2.0-10.0 Tmax = 30-90 minutes
(Valium®) 5.0 mg mg/dose, 2-4
10.0 mg times daily
Lorazepam 0.5 mg 1-10, 2-6 or 2-3 | Absolute bioavailability = ca. 90%
(Ativan®) 1.0 mg mg/day (1,2,3 | Tmax = ca. 120 minutes
2.0 mg or 4 doses/day) | Cmax = 20 ng/ml (2 mg); dose proportionate
among doses
Sumatriptan 25.0 mg** | One tablet, not | Cpax = 18 ng/ml (range 7-47 ng/ml) (25 mg); 51
Succinate 50.0 mg** | to exceed one ng/ml (range 28-100 ng/ml) (100 mg)
(Imitrex®) 100.0 tablet per hour Absolute bioavailability = ca. 15%
mg** Cmax 1s same during a migraine attack and when

22




For purposes of this invention, sumatriptan can be

adm ni stered as any pharmaceutically acceptable salt
wothero4083aonst r at es adequate stability upon st @CAFP2ENTH08579

bi oavai l ability upon administration, but a preferred

formof sunatri pt an for pUurposes of this inventign is
sumatr| ptan suc¢inate (1:1).|Fhgraggdge f or m

preferpbly conpfises from abolifetscard.5tlos.abomg attadk; wg. 2.0 hrs.
of supmtriptan|(based on thewheneligrairfe fidee base, in

what ever formthe sumatri pt apsingldddsebtidbse prdportiRhRty in extent of

preferpbly conpfises from abpyg AtLP(I)a@%FH 09ndof 25-200
of sunptriptan, |or about 25 Sogp,il 9210 e

specifjcally, of sumatriptan br ris’gén | ng toggghanfbxpected from

or 140| mg of slmatriptan sug %Tﬂggﬁeanbpﬁsi ¢ hex and

concentration follow ng oral
prefernbly aboul 18 ng/m. (W chmaéefdeb)rbﬁ%raaﬂdé‘yqaresmctwely

* followmgmlab&hmniistmt)ombﬁﬁlmyﬂhcnglbrlefqr 10atagls ®inarpahhealthavghinteers
** bas@8qt o 100 ng/mL) follow ng oral dosing with 100 ng of
sumatriptan. In addition, the dosage formpreferably
yields a Tnax for the sumatriptan of fromabout 1.5 to
about 3.0 hours, preferably fromabout 2.0 to about
2THe @uunsgraink eddse rof diedgsr knomendasdriptang isespetighpisuieed foeaise in the
riod.qr during an attack. .23 WO 2008/0405
dosagegéﬂpgpﬁagmrwgsg}gemgnet mtgﬂtap [Qgpl'gg;gé)rlf)cg?@lcally designated as 3-

[2- (dlr{g??g%ﬁ%cﬁ)&h - ?xﬁ.ﬂf)’]? cﬁ;?ezg(@lﬁg%xge 1;13 ny‘% ot ﬂnjcuillgl_amd salt of

sumatrigthre s raprdsdnitez] byyitie ddltcoming ehamnichl stsicturepr esent ed by t he

foll owing chem cal structure: CF~ 0~ ~0s i NHBr O

N H For purposes of this ||w|gn ) el etriptan can

be adm ni stered as any phar ‘ﬁy accept abl e

salt that gleRRsTEEHAL at e st abl | igogqupon storage

and bi oavailability adM\ni stratfon, but a

preferred form of el or purpgoses of this

invention is eletriptay” non hydrob'r@ ] de. The dosage

formpreferably conprises from about 4 to about

100 ng of eletriptan (based on the wei of the

base, in whatever formthe eletriptan is present), and

r .

For pUTpSSy RINER, FrHise kbRl capLe ehling et g 2nf BHm&uicall
acceptaabletsa]t phandermnstrbtwtadeqnan@ stabilip apon 4Crage and bioavailability upon

adminléﬁ'gtfé;]f gc%ggére t A %Mr ! e ;)pql%cp? %C&fl ﬁql%ﬁnventlon is

sumatx‘iﬂi&n drepge (1figrm pr efer ably yields a Tmax for the
etriptan of fromabout 1.0 to about 3.0 hours,

pTha‘ dowgbyfoatboptefe:talﬂytmmhms fror) dbout 5,5 wlgetd‘labout 125 mg of

det erm ned duri rai ne-free perjod or
sumatrlptan (basecie on the welght otm the base, in whate\Per form the sumatriptan is present),

and more preferably comprises from about 25 mg to about 100 mg of sumatriptan, or about
25 mg, 50 mg or 100 mg specifically, of sumatriptan (corresponding to 35, 70 or 140 mg of
sumatriptan succinate). The mean maximum concentration following oral dosing with 25 mg
is preferably about 18 ng/mL. (with a preferred range of from about 7 to about 47 ng/mL),
and 51 ng/mL (range, 28 to 100 ng/mL) following oral dosing with 100 mg of sumatriptan. In
addition, the dosage form preferably yields a Tmax for the sumatriptan of from about 1.5 to
about 3.0 hours, preferably from about 2.0 to about 2.5 hours, whether determined during a

migraine-free period or during an attack.
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during an attack. Rizatriptan (Maxalt(r)) is
chem cal ly described as N, N-di nethyl -5-(1

WOoRMBA40834 ri azol - | - ylmethyl)-1H i ndol e- 3- et PEFTEPI00B008579
The benzoic acid salt of rizatriptan i's depicted by

the . fol I oW ng g,)hem cal structure:
etrj of 18t hichemisalnt i SﬁSlngqt@zdat r‘ispt a(R)éaW‘b\éethyl 2-

S T T,

repres&tﬁémb)sﬂt@lfémﬁwmg@herhic@lﬂstﬂichﬁ&i ity upon adm nistration,
but a preferred formof rizatriptan for purposes of
this |nvent|08 0% rizatriptan benzdage The dosage
forntpreferablye nprlses frontabout 2.5 ng to about
15 g of X ed o tF |ght|qBrthe
base, in er for i qatri is present),
and nore R egferably cey 6.8 fro bout 5ngto
about 10 ng of rizatriptan, pr about 5 nmg or 24 WO
2008/ 040534 PCT/ EP2007/ 0085 about 10 ny
specifically, of rizatriptan (corresponding to 265

For pyposes af3 t}ﬁ@ 157eqt1iogate}eitr&tgth cap cbe, @g{n‘g)lsteqeﬁ 2gany ,thrmaceuttcally

e f
accept&lng gﬁstﬂ a(rlténg('f;r[%rtg%?na%g t%/ %‘bgllg ggoﬁé%g gﬁ%tgﬂoeagallablhty upon
admmtstreﬁ@’r Eﬂuk ¥ preforredifiont of eRtripardBrBurpbses bOtHIS invehidrh &y eletriptan
determi ned during a mgraine-free period or during an
monohydgobegm ‘kﬁher 5-HTI B, I D receptor agonists with which

¢ o = ot

('E}? 'dg a%@ oril ?%g%rgb]lge%ne}?r?ste Ctﬁjm' %ﬁ)u‘t’dl%. n{g{’;ltcmatbb{lto 186 mg of

eletrlp(aﬁx(bﬁsie(irdn) theané glitr SfVihE rHapd, an wHaksver &drin) the eﬂltﬁpfan is present), and
rai ne products that could be conmbined with the

more mpfgmbﬂsempwirﬁm abeutd 0 mg o ab@agﬁ@ mg pfslediptamdrom about 20 to
about Q'beﬁl?nbf eﬂt\(r Qg.lll O%rolargn&ltltugg 1%% 519%94% %ﬁ @S%"Z@ lﬁla of deletrlptan

| Oprami ripta hem ca

(correspdndify 16 1A Ing-dr48(s htgi‘&ﬁéibt@ﬁl)‘tdh@ﬁﬁé’htbﬂmdbﬁt' In addltlon the dosage

I ndol - 5y1] net hyl ] - 2- oxazol i di none, and has t
form prgferahly rteldheniloal fost tha celetriptangofifrom abow N(Octqe)alzoutm@ hours,

prefer%b)g gl?o%}flg {0 4 ﬁf ﬁ%u%[ %}gﬁ{et ﬁgt% {ngﬁndﬂxqtgéjg fxtqlg?abnf@frge period or

duringG@mptatic es frontabout 2.5 ng to about 5.0 ng of
zolmtriptan, ar about or about

s%@etrmta@atl\fla,xalt )ISzCétemltqllw;ﬁeaw eﬂrasé%t-ftlm'ﬁhyltSr{éfbb@Ag@azol 1-
et AR5 S0 He S 0 1, BEAGHYF P SERCRE by

followatpadhemidal Gtricdur@bout 2.0 hours, or fromabout 2.5 to
about 3.5 hours, whether determ ned during a
m graine-free perlod or during an attge® Naratriptan

'S chentcally |g cgh.as
N-methyl-3-(1 hy pi fder i di né/I)-

Wr-w»

For purposes of this invention, rizatriptan can be administered as the base or as any
pharmaceutically acceptable salt that demonstrates adequate stability upon storage and
bioavailability upon administration, but a preferred form of rizatriptan for purposes of this
invention is rizatriptan benzoate.

The dosage form preferably comprises from about 2.5 mg to about 15 mg of
rizatriptan (based on the weight of the base, in whatever form the rizatriptan is present), and

more preferably comprises from about 5 mg to about 10 mg of rizatriptan, or about 5 mg or
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i ndol e- 5- et hanesul f onam de, and has the foll ow ng
chem cal structure when present as the hydrochloride:
W@RHOSTHSBHSO2 N HCI H For purposes of this i nRENEP29AT/008579

naratriptan can be admi nistered as the base or as any

pharmaceutical |y acceptabl e salt that denmonstrates ==
about &@é’@ﬁléPf‘élféanm pf figatrip @9@?5@@@&&&(&0 2555 bbdd mueof gizatriptan

| . .

benzodt BRI A ene OB BresPPbly $AROfoon o S rigpgpan of from
about f005 tpUaHRAS 850 doutd)i Iﬁefe'tdb\l'}e Ttdr@ Nabotit Nl abrdHdufe.S hours, whether

hydrochl ori de. The dosage form pref er ably conprises
detenmmqﬂﬁtﬁmmmmr@nwﬁreﬁ perigsbon ding amgptigek. nar at ri pt an

E}Qﬁ% H/ﬁD ?ec\l\gtlpggé%ﬁ%tts g;vé dvb}?ﬁ%}hgl 1@"%\@@%‘ ?Ble{gl geoﬂractlcgg include
ZolmiGipeay |(5@ﬁlgf®§ ONagdtaptan L(AAns@e® ARGt &nS(A@saer@b and Frovatriptan
aratriptan, or about 1.0 or about 2.5 ngy
(Frovagbe&their aaigrajne modncets that .cpuﬁ?be(@mmwpwnu |t1m;;dncbfqnam potassium in

I T T .
n%lﬂﬁfripﬁinaﬁ‘s Qﬁemfcﬁﬁ’in d@?@ﬂﬁte& & (9- @B’-‘Pgt ﬁd?m@tﬁ&'l%ﬁnno)ethyl] 1H-

referably fromabout 2.0 to about 4 our
indol- yd}resthyl rdebxdzolidigone, mcghaalthefqikoe\engmemdalcstrudurq ng an
attack. Alnotriptan malate is chemcally designhated as
1-[[[3-]2-(di net hyl arrimo) ethyl]-1H
i ndol -5-yl ] met hyl ] sul f nyI ] pyrrol ||.d| ne () -
hydr oxybut anedi oat e adl t he foll ow ng
chem cal structure wh as, he malate: H N
~~C CHUG ~ H~ HCOCH os¢s of this
i nvention, alnotriptan can be adm Ri stered as the base
or as any pharmaceutically acceptabhe salt that
denonstrates adequate stability upon $torage and
bi oavai | abi |l ity upon adm nistration, HGala preferred
formof alnotriptan for purposes of this invention is
The desage fernp peeferally @Dmprfmefrdmsd@@t flr mgpo a‘bentabISyng of zolmitriptan,
to ab

NI NN CR T Y T an—

2.5 m@\BRARMES. ofnag @pédﬂﬁcaﬂlyn@ﬁ idlmtaatahs 1Ra88i€Bh) the d@&%e%ﬁﬁ? referably
preferably conprises from about 6. 252‘%to about g

yields gf nof foalthmmlmpn?wnlﬁ rogb abrut 19) %ahvgt fmym,upreferaslynﬁgom about
10 103855 SRR e P HERATE 1 Ragl 6. S FFRARF awne o

mlgralfléﬁ@béﬁ%dorodlﬁmtg%aaﬁ%ﬁ 4.0 hours, preferably from
about 1.0 to about 3.0 hours, whet her determ ned

daratitptan ri$ gehemieallyr égmgnat(pcbdasoN methyl-3-(1-methyl-4-piperidinyl)-1H-

indole-5-ethanesulfonamide, and has the following chemical structure when present as the

hydrochloride:

CH
N/
CH,NHSO,
\/\@ |
N . HCl
H

For purposes of this invention, naratriptan can be administered as the base or as any

pharmaceutically acceptable salt that demonstrates adequate stability upon storage and
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during an attack. Frovatriptan is preferably
adm ni stered as the succinic acid salt, in an anount
w@booBo0mF84 about 1.0 to about 5.0 ng, preferabl pCEHBPP2D7/008579
2.5 ng (based on the weight of frovatriptan). In
) addition, the dosage formpreferably yields a Trmax for )
bioavailghility ypen pdrpindsiragpns by Rtséuredofosmtaf nagasgptanfop purposes of this
. Qu t her, deterni ned during a mgraine-free
‘“Ve““g’ér‘.g g%r%grqp?ad’uh}?)fdﬁ%c‘%g rlc{aza]f tack. OQther Pharmaceutically

AThd \dosdp@eftrin PRfMEbIZ008h 3o CAB a2 1P 0B5{Bbut THE mg of

expression "pharmaceutically active agents" as used
naratriptandpaser onithe wigtihd of hednsw ripadwteygeiorm the hanatriptamis present), and
f opd whi ch pr.onot.e ruct ur al d/ or. functional
more pRREDLY Yotnbif RS i DA BE % B 2 mert peitiipef g ghout 1.0 me
or aboafl E]_Sr}hgtsﬁ&ﬁﬂealﬂ}h 86 BardGDMrS(c8fr8spdallingab 1l USRS 7Y mg of naratriptan
limted;, however, they should be physiologically )
hydrochderids) .alih edditionc thepdasags formi prefarhlly fyii¢lds a tGuifoniheenaratriptan of

rom {HRR] TRCEY AR L PP ARET ek BT 0, Bukoff Bl whether
deternfifitd/dur¥'d ﬁig;ﬂasihsme%bﬁ& oF@R R tabk OM de, quaternary

amoni um sal zi nC conmpounds, sangui nari ne,
f Almotrigtes, malatecisi diemécally clesignatedas 1HBA[2-@nmethplamindethyl]-1H-

indol- PR SL Rl Hov o0 2L SRt SeiiBe S s the ollowing
chemiél GlrRt8RAGhendirtdeHPASHRE ma‘lcﬁaow of en cal cium naproxen,
tolnetin sodium 1 ndonethacin, and the |ike;

anti-tussives, such as benzothatate, caramn phen

edi syl ate, nent hol dex{T ¢frefihor phan hydr obr oni de,
chl ophedi anol hydr Fau) , Atk Hj ke; 7N
decongestants, such as pseudoephedrhe hydrochl ori de,
phenyl epheri ne, phenyl p, @M ne, pseudoephedri ne

sul fate, and the like; ™ antiohi stam nes, such as
br ompheni ram ne nal eate, chl orpheniram ne nual eat e,

For pooidsnek dify neventibsatknoteib@ibcin be ddumiinicRte, as the base or as any
dexchl or pheni ram ne mal eate, di phenhydram ne
pharmpgeytigallyl @eseptableyispltethol domanstratesh pdrayalel stabidy upon storage and
. . e | . .
viow RS B T e S AR TRER of lrhEiRien fopgurposes of i
inventjpyris himmotriptanmadstee, tri pel ennamine citrate,
triprolidipne hydrochloride, acrivastine, loratadin

bF mdReager BRmnBrefaebly r (TRTERT TEam FEOUL A mendo 1abRY 150 mg of
almotri‘?ﬁg%f glga?&?gb ‘BP% %\%%}t 23? éﬁygé]%,e pﬁgvhgﬁe}/%{g@ﬁﬁcche Qﬁﬁ&ﬁﬁiaﬂrﬁk present),

and maret prefdrably Esaprises Stoahatsstit bASang e sut D3 rh of hlimkotriptan, or about
H2- ant agoni sts, such as fanotidine, ranitidine, and
6.25 mgeon phaut R.5rmg otpepibioplly.nofi Bimesriptans ydm agdition, the dosage form

e QSIS0 O, BEROELRSB i BB B BT, ety
from &ou0NA) %o abaitb}.0Uiciksswhdther ddi@mihdd during a migraine-free period or
during an attack.

Frovatriptan is preferably administered as the succinic acid salt, in an amount of from
about 1.0 to about 5.0 mg, preferably about 2.5 mg (based on the weight of frovatriptan). In
addition, the dosage form preferably yields a Tmax for the frovatriptan of from about 0.5 to
about 4.0 hours, whether determined during a migraine-free period or during an attack.

Other Pharmaceutically Active Agents
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N general nonsel ective CNS stinulants such as
caffeine, nicotine, strychnine, picrotoxin,
w@eBpesaet et razol and the |ike; ™ drugs that PCI/EP2007/008579
sel ectively nodify CNS function, such as
phenyhydant oi n phenobarbital, primdone,
C hhth AWBEEEHPM & Pharpassuseally dactiviepagents(i s gised herein is intended to
encorr%gs%ng%xfsrgtg& »thhd ﬁ&h%ﬂ &N ﬁgm%iea% gﬁ'%?thral a%d/or functional change in

I azepl nes, ehacem

and/ora6it badies @dmdﬁch ﬁiéb't}biv@f&en laaﬁmlgk@redammh@gdntsme fidt particularly
ant i par ki nsoni sm drdg.]tsy such as | evodopa, anantadi ne

limiteinigpweyer, |th¢oe shoulg e s@lcmmllg@smgab-slmhd gempatiplai wigh the film.

hg gaPE da&g‘gﬁér e, Tivg f}%ﬁ:@%@%ﬁg&@( %eongoé ﬂémted to:

nal %ﬁﬁhhd?@blal rh@laﬁ’%o@ﬁeh e ttﬂicﬁl%&'ﬂe RRd bﬁ‘i’dlhink%hlorlde domiphen
analyy S aﬁsS zife %Gt aélguhnarme fluorides,
pheny, cH ﬂ\?%‘ég %gitﬂ Elf‘? enac t| n an

i ké 0554 PETPEP2007/ 008579 7
psymbﬁfsteamﬂalcmtmﬂaaimaﬂdwg&u@ sirchads 3pirin; pcevarimioplen, ibuprofen,

met hetdpréen Beloftac, dIFhMRA! feAProfenlcakaRh, f}ﬁiprdx%ﬁetbﬂhétﬁx sodium,

I M QL&A ﬁraﬂﬂlﬂlné:m&r om ne, phenel zi ne, i thium and
t he I?dlﬁé a(ﬁlher sul tabl e drugs incl ude anbroxol

hydrotifthssivese, saplonoaphibenzoretater biceraauplikn  edisylate, menthol,
bet alertrbrasthomphan a&dmbrwnldd,eahﬂdphmhh@irlghmchlonde and the like;

N
pi cdBEPY B’EOQanoc{ﬁ‘B"‘fr H%?u ?ﬁp‘*}? rél‘i‘erﬁéﬂ a éncbﬂilﬁrlllﬁﬁceutl cally
ﬁcc%ﬂﬁﬁ@étﬁnﬁﬁgt §lclhh§§ %%mpﬂ_é?l?ram M&ﬁ@rﬂ”‘??%lmne maleate,

ar e ah‘E t g afs “&%Qit%e Site. OGdR AR le ?ﬁu&o arzr;?;za:;ee

hie ‘i‘e % §ﬁ ? é‘é(
act | | P
For rfﬁ%l;afﬁe ph ﬁ?r,lW&ramwe prida€nt 48 W‘éﬂ’t”i‘eon sg promethazine
pr oviydeshlosidg.ar inyritanging pemaleaty., aﬁﬂP@lﬁnﬂ%%léf(ag‘Flﬁgte triprolidine
confhygdtachloridas acribeasting aﬁwpatedme,nbmaahenmmmme idexbrompheniramine,
fi| rmdwealike; be packaged in a dose card that contains
aplurallt ndi Vi, uaII y. Wrap tecte
hieuorafs e h B8 BRSPS 6. FOISeHhan 1 Fin Hratd, and the

Exa Ces of suitable dose cards are reported, for
£XalRliStiortbal; ShohBa1Gkarde, RRORZ0, VO 2006/ 056161,
WO 02/ 059012, EP 1 857, and WD 01/ 62621, the
Yi s dHocrntagenisis syah a@tfamp@dlne,rrewdm@cmqo@w dked by
J ef e ' ' he

packag eg @Wﬁ@@r@@t %ug gg%gfs‘? g%?élg,’ M%@F%%Oﬁ g?{‘@kﬂe%&,
¥ mpegenaabhansélectivepONS hleprasyantss sundy dsvadiphatid slcelatis barbiturates and
ar oupéllikle edges. In a preferred enbodi ment, the
{)ackagi ng prevents the dosa?e formfrom gsorbl ng nore

hargeneralp nogseiectiye oCHS stjmmlantsy sygh g5 neatiaing, enicpting, ggychnine,
montFAEOlrEm Pgmﬁleé@ltetiﬁml@n@}@dd@%% rel at ive hunidity.

XA S hIth esefle:% r}go(ﬁgﬁnﬁ}\ﬁs f{'ﬁ'l@tl stxa{ t Qs SBh&ﬁrhydantom
to pr eb¥ or
henobar ital, prlmldone carbamazepine, hosuxxmlde methsuximide,
phensuximide, trimethadione, diazepam, benzodiazepines, phenacemide,
pheneturide, acetazolamide, sulthiame, bromide, and the like;

*  antiparkinsonism drugs such as levodopa, amantadine and the like;

. narcotic-analgesics such as morphine, heroin, hydromorphone, metopon,
oxymorphone, levorphanol, codeine, hydrocodone, xycodone, nalorphine,
naloxone, naltrexone and the like;

*  analgesic-antipyretics such as salycilates, phenylbutazone, indomethacin,
phenacetin and the like; and
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with a conplete disclosure and description of how the
conpounds cl ai ned herein are made and eval uated, and

ware@sissended to be purely exenplary of the i nRENEPINT/008579
and are not intended to |limt the scope of what the
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EXAMPLES

The following examples are put forth so as to provide those of ordinary skill in the art
with a complete disclosure and description of how the compounds claimed herein are made
and evaluated, and are intended to be purely exemplary of the invention and are not intended
to limit the scope of what the inventors regard as their invention. Efforts have been made to
ensure accuracy with respect to numbers (e.g., amounts, temperature, etc.) but some errors
and deviations should be accounted for. Unless indicated otherwise, parts are parts by

weight, temperature is in °C or is at room temperature, and pressure is at or near atmospheric.

Example 1 -- Representative Ondansetron Formulation

Table 1 depicts a representative film formulation that contains 8.0 mg of ondansetron

as its base, in order to promote gastrointestinal absorption.
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Example 1A -- Comparative Bioavailability of Zofran® Brand Tablets

Tables 2 and 3 present clinical pharmacokinetic data for Zofran® brand immediate

release 8 mg and 24 mg tablets, as reported in the Food and Drug Administration (FDA)

approved prescribing information for this product:

Table 2. Pharmacokinetics in Normal Volunteers
Single 8 mg Zofran® Tablet Dose

Time of Mean Systemic
Mean Peak Plasma | Peak Plasma |Elimination | Plasma
Age-group |Weight Concentration |Concentration | Half-life |Clearance Absolute
(years) (kg) | n (ng/mL) (h) (h) L/lvkg |Bioavailability
18-40 M 69.0 6 26.2 2.0 3.1 0.403 0.483
F 62.7 5 42.7 1.7 3.5 0.354 0.663
61-74 M 77.5 | 6 24.1 2.1 4.1 0.384 0.585
F 60.2 6 52.4 1.9 4.9 0.255 0.643
275 M 780 |5 37.0 22 4.5 0.277 0.619
F 67.6 6 46.1 2.1 6.2 0.249 0.747

Table 3. Pharmacokinetics in Normal Volunteers
Single 24 mg Zofran® Tablet Dose
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during the study. Figure 1 is a conparison of
di ssolution profiles over tine conparing three
commercially avail able formul ati ons of ondansetron
with two ondansetron RapidFilm fornul ations, as
described in Table 4. Figure 2 depicts nean (FI G 2A)
and | og nean (FIG 2B) drug plasma concentration
profiles versus tine for 8 ng ondansetron Rapi dFil m
i nvestigational product (Table 4) versus Zofran(r)38
ng. Lingual orally disintegrating tablets. Table 6
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Ref erence Product (Al gebraic Mean SD) (Al gebraic
Man SD) C.. nnl 18.75 6.262 20.37 6.470 AUC' n
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Table 8. Alternative Representative Fornul ati on of

Table 5
Lot. 5G033 R208046 OND00SOD_8mg SHO10 OND00SOD _4mg
Time Zofran 8mg Zofran 8 mg Ondanaetron Zofran 4 mg Zydia | Ondanaetron 4 mg
Film tablet Zydis Lingual 8 mg Rapid Film Lingual Rapid Film

[min] (%] [%] (%] [%] [%]

0 0 0 0 0 0

1 0.8 100.3 97.1 102.3 71.8

3 9 104.6 102 101.7 98.4

5 22.7 103.4 102.4 101.4 103.3

7 63.4 102.1 101.7 101.3 108

10 103.3 100.8 100.8 101.8 108.2

Example 3 — Comparative Ondansetron Bioavailability Study

A clinical study was conducted to compare the bioavailability profile and the

pharmacokinetic parameters of two medicinal products containing 8 mg ondansetron: (1)

ondansetron RapidFilm formulated having the formulation reported in Table 4, and (2)

Zofran®8 mg. Zydis Lingual-Orally Disintegrating Tablets.

The study was a randomized, single dose, two way, two sequence crossover, open

label with seven days washout period study under fasting conditions.

Orally disintegrating

tablet and RapidFilm was allowed to dissolve in the subject’s mouth for about 10 seconds

before the patient was asked to swallow. The study included 7 healthy adult Caucasian

males.
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Donepezil HO Orally Disintegrating Film Pos.
I ngredi ent Anount per Amount o per Film[ng] Film
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2B) i st GR A PRIUEY S EHS HOF o o 1'Oh <o Riftron RapidFilm
investigdHAl ﬁifd'du:tY(TﬁUl@Wt) IBsBs AORaRes h{fg LRg@sUrh By dibi}fegrating tablets.
ormul ati ons for the donepezil | mproducts are
reported in Tables 9-14. Table 9: Donepezil RapidFilm
Prototype A Master Batch Jg O | a dosage form
I ngredi ents Fornula [g/ 10 %1 mg/ unit] [3.00 cnBfinal
film Done ezil HC (Form1). 4 2470 5,000 Pol vin
Pharnfbokelaad FhrBfet 2, 74100vestisgtional Bxtuct] 000 [3, 39 7RefererB@Broduct

Aeest-f-ar-K—0; BMMﬂﬁmdwmmemﬂﬂmm*SD)
Cam : Cirtri-eAcid anh18r?5=tﬁ,26,29r:n 0500 Pro P47 6470,
AU , . ﬁ&ﬁ Re pper o o1 IQﬂ-ﬂﬁ $48.826
AU DAPTIAS NV .ur ﬂ%am\,ad Et hanot0366:449.691
T v I,AL A\ | J f
T4 9060—Removed—Fable 8 - Hlllopozii— LA P
T ) ) . t T A \¥ Aw e ) Mu A2
K‘.ﬂd.x:!.‘a)ﬁ.!(ﬁx"i} ents—Forputa [gl;.zhi’bj osegpg A ozagggiggﬁso'
(AUC o/ AUC o) % ‘ 95.67 £ 1.467 96.14 & 1,362
BEA P [ AUC o, AUC ow

s;:ssment atameter (80.00 -125.00) (80.00 -125.00) (80.00 -125.00)

Point Estimate (%) 91.84 96.32 ‘ .
Lower Limit (%), 72.64 82.87 ::ﬁ
Upper Limit (%) ' 11613 111.96 . 111.78
Prob<80.00 -~ - 0.1389 : 0.0291 ' 0.0239
Prob>125.00 0.0244 0.0105 0.0096

Example 4 -- Representative Donepezil Formulations

Table 7 recites the ingredients of a film formulation that contains 10.0 mg of
donepezil hydrochloride. The formulation lacks any special ingredients for promoting GI
absorption, other than the formulation’s affinity for water, and its rapid disintegration in
saliva. Table 5 describes an alternative formulation of 10.0 mg donepezil hydrochloride that
contains cyclodextrin to retard the absorption of active ingredient through the oral mucosa,

and thereby promote GI absorption.
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8 | Anis flavor 1.65 2.02
9 |Peppermint flavour 3.84 4,71
TOTAL 81.49 100.0
Table 8. Alternative Representative Formulation of
Donepezil HCI Orally Disintegrating Film
. Amount per | Amount per
Pos. | Ingredient Film [mg] Film [%]
1 | Donepezil HCI 10.0 9.48
2 | B-Cyclodextrin (Cavamax W7) 44.5 42.18
3 | Polyvinylalkohol (Mowiol 4-88) 30.0 28.44
4 | Polyethylenglycol (PEG 1000) 8.0 7.58
5 | Propylenglycol 5.0 4,74
6 | Citric acid anhydrous 1.0 0.95
7 | Acesulfam K 1.5 1.42
8 | Anis flavor 1.65 1.56
9 | Peppermint flavour 3.84 3.64
TOTAL 105.49 100.0
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Peppermint 1,6310 1,920

Purified Water 39,9000 Removed

Ethanol abs. 15,3000 Removed

Table 10: Donepezil RapidFilm; Prototype B

. Master Batch Formula dosa'ge form
Ingredients Formula [g/100g] [mg/unit]
[3.00 cm’final film]

Donepezil HCI (Form I) 3,0540 5,000
Polyethylenoxide 15,2680 25,000
Acesulfam K 0,4580 0,750
Polysorbat 80 0,3050 0,500
Glycerol anhydr. 3,6640 6,000
Titanium dioxide 0,1530 0,250
Citric acide monohydrate 0,3050 0,500
Anis 0,5040 0,825
Peppermint 1,1730 1,920

Purified Water 15,3000 Removed

Ethanol abs. 59,8200 Removed

Table 11: Donepezil RapidFilm; Prototype C

Formula dosage form
Ingredients F(:'I;s::: [z;‘lt(c):g] [mg/unit]
[3.00 cm’final film]

Donepezil HCI (amorphous) 13,7230 5,000
Lactose 10,2920 15,000
Polyvinylalcohol 4-88 10,2920 15,000
PEG 1000 2,7450 4,000
Acesulfam K 0,5150 0,750
B-Cyclodextrine 15,2660 22,250
Citric Acid anhyd. 0,3430 0,500
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Tabl e 16. Remabiedant adnépeAiOR 4pidRilh OProdtypd El of enac K

Oally D sintegrating Fil mAmunt Amount per Pos.
Ingredient per FITMETM[Y M1 NVOW
30.4 2 HEgrHAgR 6.00 8 D&SM&#@@ e %"'ﬁm‘lﬁ‘%mm
4 Duolite AP 143/1093 1E. i1
KA 0 L M h
R T AT TR AP N
ET 1 U EINPES M AT 7 LT
36 WD 208SPHAE K per) epo007/ 09870 apml @050 '
ﬁg_p;_%g_g&gﬁ t tilons rl\},7 1hmlr [Dx ug: Tlghg]_jzéc 17
37Z_hel rgr\‘ﬁrl‘?rﬁﬂdni‘ﬂh}’d -epresgnt at |W03nr mullat i ons94880
Rropy! lact uret®08ccor di ng t 0258@
present invAmsion.  Anbrgxol 90,7783 0,825
Peppermint 1,8022 1,920
Purified Water 43,2660 Removed
Ethanol 96% 16,5664 Removed

Table 13: Donepezil/Eudragit Pre-Mix for Prototype F

Ingredients Master Batch
Formula [g/100g] |
Donepezil HCI (Form I) 12,5000
Eudragit E PO 12,5000
Ethanol abs. 75,0000

*not part of the finished pro

duct

Table 14: Donepezil/Eudragit RapidFilm; Prototype F

Formula dosage form
Ingredients F(r:ls::: [l;;‘lt;gg] [mg/unit]
[3.00 cm’final film]
Donepezil HCI /Eudragit 10,0000 10,000
combination)

Polyvinylalcohol 4-88 15,0000 15,000
PEG 1000 4,0000 4,000
Acesulfam K 0,7500 0,750
Propylenglycol 2,5000 2,500
Anis 0,8250 0,825
Peppermint 1,9200 1,920

Aqua purificata* 65,0000 Removed

*not part of the finished product
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Using the foll ow ng conponents a |amnate with a
nom nal size of 1 000.0 cn? should be obtained. From

wo bsdeised | aminate filns with a size of 6.0 cP@I/BR2087/008579
punched. Table 17. ACTIVE POLYMERS OTHER S(lVEI\ITS
| NGREDI ENT COMPONENTS 3.333 g 3.667 g 0.033 g
Aﬁmsgl%bpn ismdwwwy|peaﬁom%a9cmdlnsa@€haﬂm 23%6; naﬁdle sinker, 900

% d I 8 1. 000 o

mi, usid B R0 Bt e p R o Sifihe akitad of SDomsdgng 37 °c.
RelatiRepti@matdkingick areGeptebdiin TabRa YBUS afd Figute $67 g9 Rice
starch Aponor phine Using the follow ng corrponents a

| am nate with a nom nal size of 400.0 cn? should be
obtained. Fromthe dried agrln te filme with a size of
6.0 cn? were punched. Tabl®®® ACTI VE POLYMERS OTHER

Time SC];:VEN?:}S N(Whthl COVIRGIEAN S U, Rdfld fm,Z2. JUAKcGt ik WU R ricept ODT

g P!otmpgA Al D| v Protope E || QlRrokoyypedf- Tablets
[min] I\If.ﬁlﬂ[é’l Ao doh a1l Lo od% an bocle JGl 1 o iAo 18 [%]
0 INCUTI O'JC LI\~ L Lloll II\‘.\IIA Juﬂ/: :l\l} lryU‘I‘U LA N \:: L6 0 g
3 al nysagocrra}I—C‘O‘an 53310 O 6Q3 g 477 UiobEG 1000135 279
5 Sacobarin |[sodi umoPurified water [0.03B6y Pegper4snt 78.9
7 oil %6 001l g ﬂfﬁﬂgnf hl e %5 0 _0Q9 g UT3 t anilum 3A# oxilde 890
10 az 3N anndi aand peTl rpoadd nnod—ag- WLQ il Y05 93.5
]5 o)y | VM LUU8[] U U\.foa"r LAY EI_LUl\dzl"‘ UUU\..I J ] {‘I\RO;UI IJ! \.a. I‘klzll ¥ 971
30 US|roggtne[r0||0(m9ng CONMpoON@Ed S a [lamidf € WU oo 98.1

nom nal size of 6 000.0 cne

Example 6 -- Representative Diclofenac K Formulation

Table 16 recites the ingredients of a 6 cm” film formulation that contains 12.5 mg of
diclofenac potassium (matrix weight = 120.7 g/m?). The film contains an jon exchange resin
to retard the absorption of active ingredient through the oral mucosa, and thereby promote GI

absorption.

Table 16. Representative Formulation of Diclofenac K
Orally Disintegrating Film

Pos. | Ingredient ;;Tlg?lrrlr: AII?I:l(:n un[f) /f]er
[mg]
1 |Mowiol 4-88 22.00 30.4
2 |PEG 1000 6.00 8.3
3 | Neohesperidin DC 0.60 0.8
4 |Duolite AP 143/1093 18.75 25.9
5 | Menthol 1.00 1.4
6 |Polysorbate 80 1.50 2.1
7 {Ferrum Oxide (No. 3) 0.05 0.1
8 |Rice Starch 10.0 13.8
9 |Diclofenac Potassium 12.5 17.3
TOTAL 72.40 100.0
10 |Ethanol 96% (v/v)* 50.0
11 |Purified Water* 70.0

*Removed by evaporation.
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shoul d be obtained. Fromthe dried lamnate filnms with
a size of 5.0 cnz were punched. Table 19. ACTI VE
WEROloYNERSt OTHER SOLVENTS | NGREDI ENT COVPONENTECT/RE2000008579
g 24.000 g 0.120 g 42.0 g Ascorbic acid Poly(vinyl
al cohol) I'F Saccharin sodi um Et hanol 96 % (VN) 14 000
6. 000 g 8.400 g 60.0 g PEG 1000 Ri ce starch Purified
Yo fledAiide B @ Bind) 2.400 g Azorubin
m di oxi de
BeitdeetiTas o3ie Hdﬁd»ﬂgnrbi’ﬁﬁt freplesatitatyeC Gorpilions &f alternative drugs
|amnate with a nomnal size of 1 000.0 cnz should be
manufagiuegd geeprding derthermsesent Byentigh nate filnms with a size of
6.0 cnz were punched. Table 20. ACTI VE POLYMERS OTHER

Exam

SOLVENTS

he .fall

96 % (VN)

| NGREDI ENT COMPONENTS 0. 667 g 3.667 g 0.050
Ambréko8. 3 g Betanet hasone Pol y(vi nyl
~ dioxide Ethanol

al cohol) 4- Titanium
88 1.000 g 1.667
PEging abe frllewingt canapnenisi 4 ilaminatet with Capminal

shouldt

11.

gsm%pﬁd 000.0 cm?
Sgned i e TR ER TS AR b Sin ek e Rk @ Runched.

drled lam nate filnms W tirgglesi7ze of 6.0 cnz were

punched. Tabl

e 21. ACTIVE P

YNMVERS OTHER S

VENTS

AQTRGEREDI ENT CORPOREBRSS 6. 66 TOJHER833 g 0. 6Q0BOBVENISO g
INGREDIENFe Hydnoxypropyl cel | ull COMBONENTS| , anphydr ous
338 panol, anhyd866ls e 0.950|@08d. 250 g 83¢g
Ambroxol Poly(vinyl alcohol) 4- | Saccharin sodium Ethanol 96 % (V/V)
hydrochloride 88
1.000 g 0.100 g 11.7¢g
PEG 1000 Polysorbate 80 Purified water
0250 g
Peppermint oil
0.100 g
Eucalyptus oil
1.667 g
Rice starch

Apomorphine

Using the following components a laminate with a nominal size of 400.0 cm® should
be obtained. From the dried laminate films with a size of 6.0 cm? were punched.

Table 18.

OTHER
COMPONENTS
0.003 g
Neohesperidin
dihydrochalcone
0.003 g
Saccharin sodium
0.033 g
Peppermint oil
0.001 g

Patent blue V
0.009 g
Titanium dioxide

ACTIVE POLYMERS SOLVENTS
INGREDIENT
0.228 ¢

Apomorphine

hydrochloride

2.000 g

Poly(vinyl alcohol) 4-
88

0.533 g

PEG 1000

33¢g
Ethanol 96 % (V/V)

47¢g
Purified water
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PEG 1000 Citric acid,

Povi done Neohes eridin
wWERBERBGO7/ 008579 di hydr ochal cone
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Usi ng the fol
nom nal size

| owi ng conponel
of 2 000.0 cnP
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Blaploeurgntfiavent

M th a
i ned. From

punched. Tabl
| NGREDI ENT (X

the dried lamnate filnms w i

e 24. ACTIVE P
DVPONENTS

h4 i ze of 6.
DAXVERS(STIKER S

solution 1 %)

) cn were
OLVENTS

0420 g

Titanium dioxide

Betamethasone

Using the following components a laminate with a nominal size of 1 000.0 cm’

should be obtained. From the dried laminate films with a size of 6.0 cm? were punched.

Table 20.

ACTIVE POLYMERS OTHER SOLVENTS
INGREDIENT COMPONENTS
0.667 g 3.667¢g 0.050 g 83¢g
Betamethasone Poly(vinyl alcohol) 4- | Titanium dioxide Ethanol 96 % (V/V)

88

1.000 g 1.667 g 11.7g

PEG 1000 Rice starch Purified water

Caffeine

Using the following components a laminate with a nominal size of 1 000.0 c¢m?

should be obtained. From the dried laminate films with a size of 6.0 cm? were punched.

Table 21.

ACTIVE POLYMERS OTHER SOLVENTS
INGREDIENT COMPONENTS
6.667 g 2833 g 0.600 g 200¢g
Caffeine Hydroxypropylcellulos | Glycerol, anhydrous | Ethanol, anhydrous

e

0.950¢g 0.1.250¢g

PEG 1000 Citric acid,

anhydrous
0.717 g 0250g
Povidone Neohesperidin

3
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4.167 g 7.333 g 0.200 g 16.7 g Dicl of enac potassi um

Pol y(vi nyl al cohol) 4- Neohesperidin Ethanol 96 % (VN
W@008/0066+ g 0. 500 g 23.3 g PEG 1000 Pepper nm nt PGI/EP2007/008579

Purified water 0.367 g Sicovit (Stock solution |

0—333—g—Pehyserbate—86—3—333—% ee—Sstargh—39—WO

l 2 040534 PCT/ I:D')nnwnvgvrmh)ﬁchw%qm. delsi Rg the *l
Wi ng conmponents a lamnate with a nom nal size of

Caffeine 000. 0 cmZ shoul d be obtained. Fromthe dried

th a size, of 60 wer e punche
TEERE e tiodhertdstydbeRiac thipkre St HE e S 470000 em’
shoul d¥NIRDNEAT Brorfd tROGH &l 1ampife Alrks VAR 28iz8.08@® &m? were punched.

A inepiride Polyvinyl alcohol) 4- Neohesperidin
Et hanol 96 %(VN) 88 d| Hybkc?@hal cone 1.333 g 0.033 g

AR Tt |BOBRSE G ycor SpTRER e - rF'o'cWFV%%

ING@Q“EN he f olil owi ng—conponen QNIXONE\'N;T ". tha

A ARE SACARAS L

335 nal size| 81090 H00. 0 cne |34l d be obt aﬁﬁe Fr om
Caffeiee dri ed | antolueviny 2leehe Dy { Neohespenidings 6. QEBP! 38 Vel V/V)
punched_ Tahl 88 26 __ACTI VE_ piiydreedalomeer SO VENTS
| NGREDI ENT COMPINENTS 1. 867084332667 g O. o5#0-488. 3 ¢
Hydr ocorti sonBE®@APYA vi ny| al Saskiarin sadiungj 1 o pPusriedwater de

Et hanol 96 % (VN) acetate $3333g
Glycerol 85 %

Dextromethorphan

Using the following components a laminate with a nominal size of 2 000.0 cm®

should be obtained. From the dried laminate films with a size of 6.0 cm? were punched.

Table 23.

ACTIVE POLYMERS OTHER SOLVENTS
INGREDIENT COMPONENTS
3333 ¢ 10.000 g 0.167 g 16.7¢g
Dextromethorphan Poly(vinyl alcohol) Neohesperidin Ethanol 96 % (V/V)

4-88 dihydrochalcone

2.667 g 220¢g

PEG 1000 Purified water

Diclofenac
Using the following components a laminate with a nominal size of 2 000.0 cm?

should be obtained. From the dried laminate films with a size of 6.0 cm? were punched.

Table 24.
ACTIVE POLYMERS OTHER SOLVENTS
INGREDIENT COMPONENTS
4167 g 7333 g 0.200 g 16.7¢g
Diclofenac potassium | Poly(vinyl alcohol) 4- | Neohesperidin Ethanol 96 % (V/V)
88
2.000g 0.500 g 233 g
PEG 1000 Peppermint oil Purified water
0.367 g

Sicovit (Stock
solution 1 %)
0333 ¢
Polysorbate 80
3333 ¢

Rice starch
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1.000 g 1.667 g 11.7 g PEG 1000 Rice starch Purified
water Ketotifen Using the follow ng conponents a
WO 2098041584 Wi t h a nomi nal size of 1 500.0 cn? REDEPHODHENSSTI
obtained. Fromthe dried |lam nate filnms with a size of
6.7 cn2 were punched. Table 27. ACTI VE POLYMERS OTHER
SOLVENTS INGREDI ENT COMPONENTS 0.307 g 2.226 g 0.111
Glimegirile. 128 g Ketotifen fumarate Pol y(vinyl al cohol) 8-

Pal b 20 Et hanol 4.451 4. 45
Bsgghe % PR HIPETBh P TBle pBes SOTE] 15 B 1126000 o
should/&d (?lftamgti3 o8 GriedERIAHO ﬁllﬁg)wma?s%aff%"@éﬁﬂwere unched.
PCT/ EP2007/ 008579 Loperam de Using the follown
conponents a | am nate wi tlhabk 2%omi nal size of 1 500.0

Cnrﬁ ShCu!J\j t‘\t: Cbta: rn:rl Ern—nfha rlrnanl Inm nat a 'F||rn:-
ACTIVE, 3 size QPOBYMERSp were|RTHERed. Tabl e |98LVEREF VE
INGREDIENES OTHER _SOLVENTS | NGCREMPENENES W PO
05808 226 g 0 [3#00g1g 11.128|8981®perani de PERY i nyl
GligiepigHel ) 8- PBelyyimhalcehodd- i n@mmeng@ % ( VINEthanol 96 % (V/V)

hydrochl ori de8&8 4 4519 4. 4%difydrechgizoee  Poll yv(vi nyl

al cohol) 3- Rid8gtarch PurilfOdbgwater 83|0.38% g

PEG 1000 Me¢PBGilfed si ng t heMeothylparmatidane npBuréfed svater

laminate with a noni nal si zecabox@la®@00. 0 cn? should be

obtained. Fromthe dried |lan@83dieg filns wilih a size of

6.0 cn? were{punched. Tabl e|&8cerAl8Y %E PO_YMERS OTHER

SOLVENTS

Hydrocortisone

Using the following components a laminate with a nominal size of 1 000.0 cm?

should be obtained. From the dried laminate films with a size of 6.0 cm? were punched.

Table 26.

ACTIVE POLYMERS OTHER SOLVENTS
INGREDIENT COMPONENTS
1.867 g 3.667 g 0.050¢g 83¢g
Hydrocortisone Poly(vinyl alcohol) 4- | Titanium dioxide Ethanol 96 % (V/V)
acetate 88

1.000 g 1.667 g 11.7 ¢

PEG 1000 Rice starch Purified water

Ketotifen

Using the following components a laminate with a nominal size of 1 500.0 cm?

should be obtained. From the dried laminate films with a size of 6.7 cm? were punched.

Table 27.
ACTIVE POLYMERS OTHER SOLVENTS
INGREDIENT COMPONENTS
0307 g 2.226¢g 0.111¢g 11.128 g
Ketotifen fumarate Poly(vinyl alcohol) 8- | Polysorbate 20 Ethanol 96 % (V/V)
88
4451 ¢ 4451 g 15.579 g
Poly(vinyl alcohol) 3- | Rice starch Purified water
83
0.668 g
PEG 1000
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| NGREDI ENT COVPONENTS 9.888 g 5.667 g 0.133 g 9.7 ¢
Mecl ozi ne Pol y(vinyl alcohol) 4- Menthol Ethanol 96 %
W@ YNp/044594r ochl ori de 88 1.500 g 0.133 g 13. 3 gpCEEPOTWSS79
Li corize flavor Purified water 1.000 g d ycerol
2.500 g Rice Starch Melatonin sing the follow ng
Loperamidgonents a | aninate with a nomi nal size of 500.0 cn®

SO, S i SN 000 o
should$d o8I R& . (o he Qi M nate MEHRE b BN 512 DS MNP ﬁler@ﬁlﬂxﬂcﬁed.

g 2.500 g 0.008 g 2.1 g Mel atonin Poly(vinyl alcohol)
4- Neohesperi di n Et hanol T@BI@,%g(VN) 88 di hydrochal cone

oOnn=2

ST L SR mﬁg;g,;g;;r TSl

u

043? bas o R ce g@éﬁ%‘ﬁe 205‘" LTS o uom d o] 0B
D X L RTUS
L owi-ng—conponeiht-s—a
| aminate wit h4-é51n%)m nal size8918 000.0 cn@!5$Wdul d be
obt ai ned. Fr oheW@awvdaledwhi3anRicastarchi | ns wi { Rurifiedjwager of
6.7 cnz were Immr'hpd
0334 g

PEG 1000

Meclozine
sing the following components a laminate with a nominal size of 2 000.0 cm® should

be obtained. From the dried laminate films with a size of 6.0 cm? were punched.

Table 29.
ACTIVE POLYMERS OTHER SOLVENTS
INGREDIENT COMPONENTS
9.888¢g 5.667g 0133 g 9.7¢g
Meclozine Poly(vinyl alcohol) 4- | Menthol Ethanol 96 % (V/V)
hydrochloride 88
1.500 g 0.133 g 133 ¢
PEG 1000 Licorize flavor Purified water
1.000 g
Glycerol
2.500 g
Rice Starch
Melatonin

sing the following components a laminate with a nominal size of 500.0 cm® should be

obtained. From the dried laminate films with a size of 6.0 cm? were punched.

Table 30.
ACTIVE POLYMERS OTHER SOLVENTS
INGREDIENT COMPONENTS
0417 g 2.500 g 0.008 g 2.1g
Melatonin Poly(vinyl alcohol) 4- | Neohesperidin Ethanol 96 % (V/V)
88 dihydrochalcone
0.0667 g 0.008 g 42¢g
PEG 1000 Saccharin sodium Purified water
0.042 g
Peppermint flavor
0417 g
Glycerol 85 %
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Tabl e 31. ACTI VE POLYMERS OTHER SOLVENTS | NGREDI ENT
COVPONENTS 1.562 g 2.226 g 0.03 g 20.772 ¢
WORGW0BOKSEH+ ami de Hydr oypropyl - Neohesperi di n Et P@msP2099008579
% (VN) hydrochloride cellulose 3.709 g 0.059 g Co of
j nthol 5035 g Corn starch Neranexane lsing
the fol |l owing conponents a I|&R8h&te with a|nomi nal
size of 500 (G cn? should heRisps@iched. Framthe dried
laminate filgs with a size ¢0P-08889 cnz were|punched.
Table 32, ACTIVE PQ.YNMERS OTHERi®OHEMES | NGREDI ENT
COVPONENTS 2.143 g 1.833 g|0008g g 4.2 g Neranexane
nmesyl at Pol y(vi nyl al cohol) |BaterAbbsM (Ssovk [t hanol 96 %
(VN) 88 Potassium0.500 g 0sdl@ibng3.bnfg/ml) PEG 1000
G ycerol, anhydrous Purified water 0.025 g Titanium
Metoclip@xhide 0.833 g Rice starch 0.012 g Masking flavor
0.045 g Orange flavor 0.083 g Polysorbate 80 42 WO
206z othe F8lowDE/ &RPRIDIENB08378inaE withapinominsi sizg phd 000.0 cm?

| l.owi ng conmponents a.lanmi.pate with a nopi nal size of
shoulds3: o HERBURGSr BLI=BiRr e vieh rHAEr el PR
filme with a size of 6.0GER #ere punched. Table 33.

ACTIVE POLYMERS OTHER SOLVENTS
INGREDIENT COMPONENTS
1.562 g 2226 ¢g 0.03 g 20.772 g
Metoclopramide Hydroypropyl- Neohesperidin Ethanol 99 % (V/V)
hydrochloride cellulose
3.709 g 0.059 g
Copolyvidone Menthol
5935¢g
Corn starch
Neramexane

Using the following components a laminate with a nominal size of 500.0 cm? should
be obtained. From the dried laminate films with a size of 6.0 cm? were punched.
Table 32.

ACTIVE POLYMERS OTHER SOLVENTS
INGREDIENT COMPONENTS
2.143 g 1.833 ¢ 0017 g 42¢g

Neramexane mesylat | Poly(vinyl alcohol) 4- | Acesulfame Ethanol 96 % (V/V)
88 Potassium
0.500 g 0.167 g 58¢g

PEG 1000 Glycerol, anhydrous | Purified water
0.025 g
Titanium dioxide
0.833 g

Rice starch
0.012 ¢

Masking flavor
0.045 ¢

Orange flavor
0.083 ¢
Polysorbate 80
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ACTI VE POLYMERS OTHER SOLVENTS | NGREDI ENT COMPONENTS
1.047 g 2.304 g 0.021 g 1.5 g A anzapi ne Pol y(vi nyl
w@b@ehaisy4 4- Acesul fanme Et hanol 96 % (V/ V) 88PCT/EP2007/008579
Pot assium 0.628 g 4.5 g PEG 1000 Purified water
Pi.roxi cam Usi ng the foll ow ng conmponents a | am nate
Olanzgping, 3 noni nal size of 2 000.0 cn? shoul d be

S A, ) ) o
be obt&iRed/ENGA the MGRERNDEe GYPONENTsTze oF. OOmywiie pididhed. 16. 0
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e
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O'@&F\}ENTS | NG SERTsUlfae 534 g g

0060—g—12-0

0060 88 <i | denatile g ‘Pq’tf"sét‘-‘é‘_RoJ_yé_v.u Imhnl\
4- Neohesper il Bf#8 &t hanol 96]% (V/V) 88 1.9 beg 0.030
g-16.8 g PEG PBEd%ccharinlsodi um Purifi edP edwater
0.120 g Peppermnt oil 0.045 g Polysorbate 80
Piroxigmli um pi cosul fate Using the fol |l ow ng conponents a

| g nat e th,a nomnal size of 1 3 shoul. d be

0 f‘&g%ﬁl.%\hﬁ“ﬁ‘rﬂgt FRRATCRY ¢ %ﬁiwatevetﬂ fhgwww $z&sphe B90.0 om’
shouldbebBiiiRe I Sm RME & lam 3¢ G1miSwith a size of 5.0 cm? were punched.
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Table 34.
ACTIVE POLYMERS OTHER SOLVENTS
INGREDIENT COMPONENTS
8.000 g 11.200 g 16.0 g
Piroxicam Poly(vinyl alcohol) IF Ethanol 96 % (V/V)
14 000
2.800 g 224¢
PEG 1000 Purified water

Sildenafile
Using the following components a laminate with a nominal size of 1 800.0 cm?

should be obtained. From the dried laminate films with a size of 6.0 cm? were punched.

Table 35.
ACTIVE POLYMERS OTHER SOLVENTS
INGREDIENT COMPONENTS
10.534 g 8.400 g 0.060 g 120¢g
Sildenafile citrate Poly(vinyl alcohol) 4- | Neohesperidin Ethanol 96 % (V/V)
88
1950 ¢g 0.030 g 16.8 g
PEG 1000 Saccharin sodium Purified water
0.120 g
Peppermint oil
0.045 g
Polysorbate 80

Sodium picosulfate

Using the following components a laminate with a nominal size of 1 350.0 c¢m?
should be obtained. From the dried laminate films with a size of 6.0 cm? were punched.

Table 36.
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43 WO 2008/ 040534 PCT/ EP2007/ 008579 ACTI VE POLYMERS
OTHER SOLVENTS | NGREDI ENT COMPONENTS 1.125 g 4.950 g
wWO2@88403341. 3 g Sodi um pi cosul fate Pol y(vi nyl BCTBP2ID}/008579

4- Neohesperidin Ethanol 96 % (VN) 88 di hydrochal cone
000 _Titaniumdioxide

1.350 g 0068 g 15 8 o PEG

AGHYE £ ed wat €
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Characterizing Crystalline forms ITnstrumentation -
Zine W&tiggye diffraction patterns can be obtained on a
nitlex X-ray diffractoneter (R gayu), by laying the

sHsingetherfoHowingt éamparptsea Hahihate. withea goRiimalesisy of 2 000.0 cm?

adius, is 150 mm . The X-ray tube has a copper target,

& ?Pt%}ne‘i Fremthe m%@mwat%ﬁlmswm agig of 6/bemhyeregrunchygl.
kV: the radiation generatgd by the Cockcroft-Valton
net hod, is constituted by ka, i (1.540562 A) and

shoul

Adtawy 1. 544398 | RpLYmERKel fil {eorHER used for | SOEVENTS
INGREIIENSSi on ¢f Ka radi ati onCoMraB@rRT8 A). | The
lodetector Is a7hlgdgscintilTaijonsogth a berylko.om
zindihpeigie Cont il PHIPUSnyS B186HANY | ABGEMAREd UST NUP@iffedWRikdr NG
dinpiirdieh of 0. 0lggleg and a scanpitpQiumat e of 2|deg/ m nute;
2 0 range of [1§o0agd0 deg. TMe Sanple holder was
anor phous gl aggg.iod the sanple was pressed with a
grass prate. [Paifgrentrat Sganm g Cat orimetTy (DSC)
t her mograns il §,& l;ligﬁ‘gteom With a DSC 821le

Example 8 -- Methods of Characterizing Crystalline forms

Instrumentation - X-ray diffraction patterns can be obtained on a Miniflex X-ray
diffractometer (Rigayu), by laying the sample on a static sample holder. The goniometer
radius is 150 mm.

The X-ray tube has a copper target, with a current intensity of 15 mA and a voltage of
30 kV: the radiation generated by the Cockcroft-Walton method, is constituted by
K,1(1.540562 A) and Kg(1.544398 A); nickel filter is used for the suppression of Kg
radiation (1.392218 A).

The detector is a Nal scintillator with a beryllium window. Continuous scanning
occurred using a sampling width of 0.01 deg and a scanning rate of 2 deg/minute; 2 6 range of
2 + 350 deg. The sample holder was amorphous glass , and the sample was pressed with a
glass plate.

Differential Scanning Calorimetry (DSC) thermograms is carried out with a DSC 821°
instrument (Mettler Toledo). Temperature is set at 10 °C/minute, and the nitrogen flow at 30

ml/min.
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instrunment (Mettler Tol edo). Tenperature is set at 10
C/ mnute, and the nitrogen flowat 30 m/mn. 44 WD
wQ 88534 PCT/ EP2007/ 008579 A DSC heati ng CRCT/EPI00T/008579
Donepezi|l HCO Form | is presented in Figure 55 an
X-ra diffraction pattern is presented in Figure 6.
xArla§ Cchepting, gurve fop Porepezil l%@ﬁn il s prasprtedan Figuse|Se an X-ray
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orm

X-ray di ffractl on pattern for on ansetron base
B is dqpictedizrgdi gur e gigsX raygdody racti ggy peaksagre

reportad in Tabkeo 39. 4%.141 45255 G657 28
13 20.060 0.141 44227 03 42
14 21.440 0.282 4.1411 2356 100
15 22.160 0.259 4.0081 872 27
16 22600 0.141 3.9311 830 %
17 23.220 0.212 3.8275 1085 a7
18 24.180 0.188 38777 1822 78
19 26.660 0.188 3.3400 956 41
20 27.420 0.004 3.2500 841 %
2 28.320 0.235 3.1487 786 24
22 29.680 0.004 3.0075 1047 45
23 31.440 0.141 2.84% o922 29
24 32.040 0.071 2.7911 752 2
25 35.320 0.353 2 5391 1306 L

An X-ray diffraction pattern for ondansetron base Form B is depicted in Figure 7; X-

ray diffraction peaks are reported in Table 39.
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consi gr ati onpg'gp the sg g4 T catgmyand | ce o§5

the invention disclosed herein. 'S |ntended t hat

the gpecificgtaoon and gxgpl es ;bgn@onsn deagsl as 22

exenplary only, with a true scope and spirit of the

i nvention being indicated by the followi ng clains. 46

V\D 2008/ 040534 PCT/ EP2007/ 008579 CLAIMS 1) A

NPRroldkaAdhie SippRcadion) Viridlisubliegion iafgrdféremedablle disclosures of

di sintegrate upon contact wth saliva in the buccal
these plgx}jcggmw intiheir emisetiesdArg hereby insatrated hp refetienes into this application
in ordgrgté)re grfzeI f]uH gss%mggl% B eolftti'ﬁcgrt k&l W Fc%etR eH’?v %tl%ﬁ é)ertama It will be

|onvv|t oh|

apparéht W& tiR)se SRilleOiE tY Art @k vaMbey mbﬂ]ﬁcaﬂoxﬁsaﬂnﬂ viarilfidbhsScan be made in
characterized predom nant|ly by gastrointestinal

the praspnbipansan whighout gleparéing drom Hbe sesnguer, spirif efwle dryention.  Other
embo&{m%hgtoqgtﬁgsn%enégn wilf %g %88%”& b tﬁx\@ Jk‘ﬂYg%din the art from consideration

of the specification and practice of the invention disclosed herein. It is intended that the

specification and examples be considered as exemplary only, with a true scope and spirit of

the invention being indicated by the following claims.
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1)

2)
3)

4)

5)

6)

7
8)

b) said filmconprises fromabout 2.5 to about 20 ngy
of donepezil or a pharmaceutically acceptable salt

w0 besearls34 c) said donepezil hydrochloride is prPEEEPI007/008579

an amount of from about 0.05%to about 50% (wWw),
based on the total weight of the film d) said film
has a Tnax of from about G-AMShout 4 hours, and e)
sai d donepezil or pharmaceutically acceptable salt

RSB0 20 e AP s BB o i

dsumeaazu theIBilc@d’lec&Qnﬁ Wishia Yo Gixsy d€dAREZddmprising donepezil or a
hydr ochl ori de The filmof claiml characterized b

y
gplwmeeewmw mtgbl@tsab ithareaftin gambiasion peithonhydrpphile binder and
1 e|n said filmconprises from about
4%&'“}65 Sg@bﬁa’t%% of one or nore ingredients
t pat cg&a@tﬂlﬁqumharame@&@@ l@kédbﬁubarmsledy gmroﬂnmhsr absorptlon when
soluble diluent. 5) The filmof Claim1l, furt

conpr i piapesl o entertgve: alpwed taldmmtemtmncb/sxdvseqmntly swallowed,;

am noal kyl .,net hacryl at.e co hav | a nol | ar

o) Ghesad ST oA s B 2o up ool 297 ot of cJorspezil or a
film OEhé}}r@béﬁtéaIﬂy‘ﬁ&@ﬁt&bfé%ﬁ'ﬂiééﬁg from about 10 to

about 40 wt.% of a cyclodestrin or derivative

t h)er eo$aid Apnéfieail fhnydmel‘orldb a$ pekerg onpmamcmgt of Gromadtwut 0.05% to

ci ai m BRL DA e as s o BENEIBLES PR Fhboch or i de.

mafle DY@ filRhas 8 TS, CoTTRInh GbAlA 3 18 bt uSiRhuYd, Add donepezi |
hydrochl oride in a hydrophilic binder, water sol uble

dé) uensaidrddnepazili or sbmmmeuticallfr cncnemable gsait dhereof has an absolute
i nt er npdi atg t;} %r sal {)] Jquid intermediate on

a flat SAr¢ bty ipp3pi ? UAPNG - 'sai d 1iquid sol vent
TrRMA df ldam ¢ {VH&%HT@QHa&%e &zl 9¢ e%@htdag aﬂgﬂr%_}hcfdsl dBnepezil
product. 47 WO 2008/ 040534 PCT EPZOO 008579

f hydrodiflonideai m 7, wherei n sai d donepezil hydr ochl ori de

h?ﬁ?gﬁp Flp%sft ?lgr)agg iﬁ%ﬁb}hgrg%tg]mp@g %3‘2 gp1|n>t7est1nal absorption.,
dTﬁé iR OF latRY WhdrBin salfzi f?lrﬁ orfl] ﬁée@tfﬁﬂ{ abdut uemo%%@ﬁ% (W/w)
p

W t saliva in the buccal cavity wthin about sixt

seﬁomdsr neoepgredients dnarqonstitste @l bpénophilic Hiydir okl a:)watbe soluble
conbi nation with a hydrophilic binder and a

V\g'théern ‘'sol uble diluent, wherein: a) said film

CORPHIRESS (a2 AP Bhef - niRisHRO Won? AbSEL 9fto2MBYURMBUS.% of an
donepezi| hydrochl ori de; b) sali d donepezil 1s present
i amamoakkyb un¢théarplatealboprlye) Shaving sb muleddad (waight , of from about
120,000 to about 180,000.
The film of claim 1 further comprising from about 10 to about 40 wt.% of a
cyclodestrin or derivative thereof.
The film of claim 1 comprising from about 0.5 to about 2.0 wt.% citric acid.
The film of claim 1 comprising amorphous donepezil hydrochloride, made by a
process comprising:
a) dissolving donepezil hydrochloride in a hydrophilic binder, water soluble

diluent and liquid solvent to form a liquid intermediate;

b) spreading said liquid intermediate on a flat surface; and
c) evaporating said liquid solvent from said liquid intermediate to form said final
film product.
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based on the total weight of the fornulation, c) said
filmhas a Tnax of from about 3 to about 4 hours, and

waloosaid3donepezi | has an absol ut e bi oavai | abi PeT/EP1007/008579

9

10)

11)

12)

13)

14)

sai d dosage form of about 100% 11) Use of the
non- nucoadhesi ve qrally disintegrati n%ﬂfi I mof claim

1
i hhe fdmneinelpige t7uméierein saidndenepedte hydrpenlotidr disselyedrimstep (a) is
?Eoﬂi&‘oﬁeﬁgﬁ%ﬁr@éﬁor igrentia in a human patient, for

e admn on of said filmto the tongue of said
PAtAthucdadhesivdralldidihtegrating filrh,ablé tohdiBin@lafdeé upérkEontact with
seconds of adm nistration, and predom nantly for the
geadiveointhes thuged! edyityr pithon abeuts sixey deenngdez cpmprising amorphous

oPHPRA TSl atf GRURi Pl LGB il € Wi -souble

deinemeaiieréih: pharmaceutically acceptable salt thereof
is absorbed gastrointestinally. 13) The use of claim .
13 whesad dilma¢ainpiises from pbark) $2 sbew 2nmigaif]l amasphous donepezil

anmor phpu onepezil hydrochloride. 14) A
non- rrug%%aﬂﬂ%’il @ orally disintegrating film able to

dbpi Nt 44 AbfepdBP s fx@EEn@% atVikBuntSPdrh %BoutD. 3% tOHEARIS0% (wiw),
cavity within about sixty seconds, conprising
ondansbasedondhe tmtal pteightef thetfounnlatogccept abl e sal t

t hereof . i onbinat | W { h hydrophi | i ¢ bi nder and
St oFL GTERER drmal o ape A0 AbauE ARt m s
Cpr ackfl i achd2i1SRMnNaMblute BYo 9830y Thegtd Bgéa e form of about

absorption when placed on the tongue, allowe
di si nt ¢¢0%t e, and subsequently swallowed; b) said film

of 3P B eperitecadhosy one p Ateeraing Mo af BB 148 tpansfacture
2008 Q4R PRl tﬁg?rgg)cyegplgfsﬁl%d% nt e‘#at@?ﬂg?igﬁt% {iP4 hfinan patient,

phar maceutically acceptable salt thereo present In

afor theredministration atfcaid Hlnd Ksleatoapraeudf & phtienty) for basBowing said
on,the.total weight of the_ farnul ation, sajd fil

PR ao it Bbeutt P SBERNIS 106 ALBBIEGEOT. ) pifcomiggnly for the
e [ a r i gal I
USRI AN Of AMEIRGR LSRR Ecpprie s
dosegé form of from about 45%to about 75% 15) The

filmof cl.aim 14 conprising Form B ondansetran hase. .
189 T¥G P 1 AR L] apRerel EAtE A ofrpr VEfin g f $eifhy donepezil or
aPRiHnadedtiRalRPRUEptaBle Whit YRePlofaNabsBHeR %@éd‘c}ihtestinall%.

net hacryl ate copol ynmer, having a nol ecul ar wei ght of

f Thenwboeft clair® 0] DOCherain afaditdoh8psl0Consisty eFseatiflly mf odmorphous
cl,aim 14 conprising fromabout 10 to about 40

further
V\Eqmycpgplgycfrlg Pifextrin of derivative thereof. 18) The

f il fBrhu&dahEBivéto e tftiMesialifk filrh MHOMPAiLRRE it @ tact with
about 409t o about gO% cgidifl ilh isinfegrate Bffdn contact wi
saliva in the buccal cavity within about sixty seconds, comprising ondansetron or a

pharmaceutically acceptable salt thereof, in combination with a hydrophilic binder and

a water-soluble diluent, wherein:

a) said film is' characterized predominantly by gastrointestinal absorption when
placed on the tongue, allowed to disintegrate, and subsequently swallowed,;

b) said film comprises from about 4 to about 24 mg of ondansetron or

pharmaceutically acceptable salt thereof;,
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(ww) of one or nore ingredients that constitute a
hydrophilic binder and a water soluble diluent. 19)

wWQ®804058hhe non- nucoadhesi ve oral |y di sintegr apCTgPI007/608579

15)
16)

17)

18)

19)

20)

21)
22)

23)

of claim13 in the manufacture of a medi canent for

the treatnment or prevention of enmesis in a human )
péX i ensaid opdanspigon gp phamaceutialln ageepsabilel salt theread is peesent in an
t ongue i | e f or i sal.d;fil .

w ¢ i ne T RBbLER s & aPUEShA ) 2fisEs oh iy ot weight of
pr edonthegvimhlatied, t he gastrointestinal absorption of

sai d ondansetron or pharmaceutically acceptable salt
t Akbr eosaid Aibm hehe Tuseofdfone pgunl 150to ahRwl 25 hovwi andenesi s

o PP PYRREAGh bl ShRLBE DY LRI Bt s g sl
i nduc?ﬂioﬁ%ﬂﬁi@ﬂi Msaid Qd%:agé fem &lfford RBoM I 9P{o 4Hoat ™3% 9
wherein said film conpri ses Form B ondansetron base.

27%he filme ofisleinyfl 4 cbmiprising Fatre feondagsateondrase.nan 95 wt . %

241§ e PEGRTRC! Lo Bier aDHRLT P&, FBGAToHLIS . 205 36 Wi% of an
NEeRiHP KO AdREBAN PR %b#d/lyﬂh'béi navesg al in'ﬁgecfdlér”kwe?%it €oft $rom about
di sintegrate upon contact wwth $Saliva in the buccal

c 820,000 toi aboiin KX si xty seconds, conprising a

defined apount an active.pharmaceutical agent, or .

o Thh e faEalt yulRe S EemBRRE drom aarbdp togtbont 40”W.% of a
hychi @RRirtd &f febine§ve @Bdop Wat er-sol ubl e diluent,

wherein: a) said filmis characterized predom nantly

b¥hgdsmr of clams tlidneheraiys saigtfiloncavhpnises frag edboun4®%eto about 80%
tongue,. al l owed to disintegrate, .and suhsequent)y
ottt S0Tes Seafionbat s BRos Y ATBRI FobB e andya water
f i diphl SilRémequi val ent to an imedi ate rel ease tabl et

or capsule or orally dissolving/dispersing tablet

( UsA df thh abnommpadlsesesaalty disintegeatingdilmefeldimcldl in thgymatufacture
or_.a Har maceut i cal I%/ acceptabl e salt thereof in sai,

d
d8f # Aedicamsator thelgeaiment-aripreYnipR ShERFYE N f hyman patient, for the
DRI o8 el 1o the Lopel!df BR pGone, o gyeligping,geid fim
f paithin adbiomn. siz#y) Seeends | ofi oddnaihsirati@8 cndr gee¢dominadlybyfor the
greater than 95% gastyointesti nal absorption., 25) The
f BASROBHeNa; ﬁ?-‘??tg’&n‘a{ s&f RpdpRssHFen RS URh 96 C%lé’oafcep‘able salt
80%do¢/ W of one or nore ingredients that constitute
sal d hydrophilic binder and water soluble diluent. 26)
Thbe f15d off dainc | % wh&8inwshelr @nesisaifcbnapbstuperative nausea and vomiting,
phar rraﬁeuti cal. agent is QSJ}? ected from ,donep.eéi I
hglaﬁw §T8PY JBucSHqaRseR rgH YQEU!NgI QY JAdieteR aduced nausea and
Ojvfrﬂ?t ine; risperidone; rivastigmne tartrate;
sildenatil; vardenafil; gal antanine; dicl ofenac
pdhassi efrolaimblfowberempaidElnmHcdmprisel Grom @ didanskitopdrasd. e;

al prazol a cl ongzepam, di azepa orazepa )
stfﬁﬁtv%epf)?rﬁlalg} Fiweiein preaiat rﬁwma% igfont r st pdansetron or
NBhabRkRAly XcBPhbleRhRheredfiONRAbIHR A roifiRbiaE! Ne
hédr oghﬁgri e; clggt%ateag?nee;re arlﬁg))r oxol%e I%%LFO(;C %orai e;
apomormphcoadhesecanally disiaeghatitye fibnpedbba wodisintegedté eporecontact with
dext r onmet hor phan;. gl i mepi.ri de; ..
saliva in the buccal caVvity within about sixty seconds, comprising a defined amount of
an active pharmaceutical agent, or a pharmaceutically acceptable salt thereof, a
hydrophilic binder and a water-soluble diluent, wherein:
a) said film is characterized predominantly by gastrointestinal absorption when

placed on the tongue, allowed to disintegrate, and subsequently swallowed;
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24)
25)

26)

27)

28)

29)

30)

hydrocorti sone; ketotifen; |operam de; neclozine;
nmel at oni n; neranexane; piroxi cam sodi um pi cosul f at e;

w@nasmiasa4 hi sti di ne; or a pharmaceutical ly accepr/apioe7/008579

salt thereof; or a conbination thereof. 27) The film
of claim23 wherein said i mediate reI ease tabl et or

cbhsul @1¢£ilpig bigequinalens ¢ an dmmedints gleage taletedr qappty or orally
I's cha §§OI9 'ﬁh/%l?s%a au WEO qhﬁ c%urﬂ)tris J]SEL acgé Rir[naceutlcal

the ac t of han a

t went yagennui @pharﬂiadedt@sﬁy ﬁdbaﬁtablal@ewthemctdfeﬁ Yaifldefih&Samount; and
when tested in a type |l dissolution apparatus at pH

2¢)0 an@a@ﬁlmccqnprasesafmneabgpé@dﬁ?ﬁ t@@bﬁwnﬁo%%w/wae)f said active

film of cIa|m2 wher ei Ve .p ceu cal
agent - PBidtigih ae8hE biel opdheoR el R B G el

f Théfiph o%l@inﬁnzg Bharhstefi QY byCEERET thhi 95%%%5&015%tma1 absorptlon
pronotin astroi ntestinall absorption of said active

piﬁhﬁr ﬁhn@ tlagra 23 agemrisingoformtabotiti 40% &f alwiub BAYaA3y/w) of one or more

oParseyeh S Pataoniats s <peorie bBrL ey Dl Gl

CHRE HCHf 2REbY3 Wiherdih QdRIMhARAL }%ﬁ%éﬁ'n@&le%énﬂ% selected from:
absor pti on when adm ni stered ora i rst

phenrepezib hydrochloride;obndamseteomd bése; |d)‘:slt)mdnm‘, edanmapinef risperidone;

o PSR AL 1 demi op e sl A AIm el ipgienad potassium;

CORRER 1§@'I@’Cﬁcﬂdldb§)n@9ﬂm deRydtatd affeiones adRMbaR Uiazepam;
to be characterized by a second pharnmacokinetic

pkooziziepent hhatriptabj oleqlptamlrmatrlptﬁﬁ 20 DR S Cmiﬂaﬁptan' almotriptan;
/| ER2007/ 008579 tq said fi phar jacoki n
YT 8% e (oG A ataioritea) | DR pe B Bol n hymghloride;
g%%n'i&bﬂﬁlgsésb&‘%hc écrl@q;etan?éﬂﬁias@le Qzlaff&'neaclléx%ohfeﬁ{drﬂ%ns glifhepiride;

oral adm ni st ered 'dosage form and sai d oral
dhyirnctoargscmb; hgoﬁﬁehmobenarrbdc{; eagel ozites medatodh) nélihme}kadenplroxwam

of ¢claim?23 in the form a single |ayer
f $9dimBPicasuifatepand riae élesrﬁl%g&p ot fiPRITERsEL Gy aeeqﬁtagﬁﬁ sajt thereof,

SHFJ@&E&HEnorﬁﬁ):re@f non- mucoadhesi ve oral ly
f

di si ntegrati ng m able to disintegrate upon contact
vv'll' hé ﬁlmabf ehimn23 tvéhelrio cald uamietliytew'rdidfdsm taltletubr sapduje or orally
an ct ive

d f d .
S fsraagtreameran: BT 5l Raec b mejo Secelitamfs 75% of
Saetactibe "pﬁﬁfmacéutxcrd}’ g%éh‘? hi |gr5at$lJ R rab@tﬁgw%nfy mmutes and less than

wat er - solubl e di | uen wher ei n;: sal
chimuautnzty medltq:sg sdenitestatt inya type @Ia&ssodxutnnmempamals at pH 2.0 and 37

(2 Yé) E g)(iaced on the tongue, allowed to
Pht B weed AL Mequent |y swal l owed: b) said film
COHPHilr &% claif P32RALTeiPs P Hortw ,@aﬂua 50% Gakadis Ofbjsdid firs
aCH]Pvle pcgr maceut | CgPs agent, ‘based ceon t hg 159‘{1 ) 1St pass
waieggbblioh. t he fornul ati on; and c) sai d filmhas: i) a
Topx reater th 5 hours; ii)_an abso]ute
o B 251 91F 2o Trbtn compRane abens’ Bopr gy grstpintestina
Whﬁs%r]ﬁlon of said active pharmaceutical agent.
The film of claim 23, wherein said immediate release tablet or capsule or orally
dissolving/dispersing tablet (ODT) is characterized by (i) predominant gastrointestinal
absorption when administered orally, (ii) a first pharmacokinetic profile, and (iii) the
presence of said active agent in said defined amount; made by a process comprising:
a) formulating said film to comprise said active agent in said defined amount and

to be characterized by a second pharmacokinetic profile that is bioequivalent
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Tmax greater than about 1.5 hours; iii) an absolute
bi oavai l ability of from about 45%to about 65% and a

wWapms/040384 | ess than 3.0 hours; iv) a Trmax of fPOIEB2007/008579

31)
32)
33)

34)

35)

36)

37)

38)
39)

to 4.5 hours; or v) a Tmax of less than 1.0 hours.

34) The filmof claim33, wherein sajd active agent
has a tPedd ér%abmapﬁbme%m@wben fisintegrated prafiyeandjabpgrbed in

of cl aiq@%?q?lvggtgrfdl?ra al d active agent has an absolute

bi oaval er t han about 65% optionally
Whi h aciiiiBallyd t&Hhe! sdifl abrafh oadmihisterb® Uddsage3 brmhend idaf orally
of claim 33, wherein said active agent has an absol ute
bi oavadismﬁgrat!qg folm fm@meqab@@ncmS%to about 65% and a

The fil f cl 33,
WA 6fh ot Saiin 2237 e g ar S Ringe P of from 3. 0 1o
4TRe ARH OGP claind 83 wHakeih ‘silm% doedthtf coRtain'l Slfdcant i d

active agent has a Tnax of |ess than 1.0 hours. 39)
Thmcm-mnc@ﬁhcﬂlm onal@ dusintegranng il abde tovdisintegrate upon contact with

{Vggﬁ ﬁ&ﬁﬁlﬁgal cgﬁ@ydwgbﬂ lug%tégldse&crggllrsnoqo&%g&? eg defined amount of
05@%@9& %anﬁéc%ﬁﬁédl d&]%t orf hVﬁrﬁthc!E‘uﬂéaligﬂ%Jeﬁia%Ie salt thereof, a

sildenafil; vardenaf gal ant am ne; | of enac
pbjzth@ghxhcrbmdﬁﬂaﬁd@ RORBAG4bIs M uBET WEE&O{)?/ 008579

renor, . nal oxone, HCl drate;, alpra
CP naz éadgrﬁlmdﬁs;g@.ﬁgmlzeql (B’Feél?gﬂ%ﬁﬂ yS ngqqtromtecﬁt,l%al aﬁ)sorptlon when
eletri N t n ] 1
al ot 1 PoPad of HERASAE: Altckilo Bt o and AR Sullowed
| by at asaideijlmantmpnises ﬂmyrdraimlut Or058€;to abputB@h{wiey) of said active
ascorbi ¢ aci d;. bet anmet hasone; caffeine; X
dext r oRBATBFPHiAL 2857, ﬁ?éfﬁdrqn&be totﬂm@e&fﬁ%%ﬁ@}ﬂatwns and
kg)t oti f{ehn thq!ggr am de; necl ozi ne; nel at oni n;
ner anexane; pilroxi cam sodi um picosul fate; and zinc
hi sti di)ne; afg greaemthaeabout 413 houag cept abI e salt

thereof.; or a c nbi nat i t her eof . 40)
non- mutibadha’ phsolwe quaya‘gqbélﬂtﬁtoé @Ff‘é‘fqr ﬁ@anr 4h°HT 631 eptiagally with a

di sintegratg u%géhté‘r‘mﬁr?&ﬁou‘("'ltsrho §sa| iva in the buccal
cavity wthi i A™dbout si xty seconds, conprising a
def i nedi)anoambabsolute bivasailabiléty plf érompateut 4 5%l to abeuwtt6SYgrand a Tmax
a pharmaceutically acceptable salt thereof, a
hydr ophi I'i c© tleﬁ%@f‘“% DREWSr - sol ubl e di l uent, wherein
said fihmi §'[Chad'farE&n‘f§' d 5 REE glq;p nantly by
gastr ol rzt estinal absor pg)tzt?on en placed on the tongue,
allowed) to ad‘ms,aaﬂlexgnMrEl Oandrssubsequent ly swal | owed;
a i d act]ve _pharnaceutical agent sel ect ed

Eg?n ﬂfgﬁéﬂ 1330 FOREESI S aFive GiigRirised drmpigier than about 4.5
dﬁ&!l rat adi ne; ol anzapi ne; risperidone; rivastigm ne
tartrate; sildenafil; vardenafil; gal antani ne;
dira¢ dilmnef- clapotias swherﬂm [Bajdr sovive rﬂgiemteheisl&n absa:llmx drieavialThbility of
dehydrat e;  al prazol am clonazepam diaz

| 8A%E Hamabgwréét/r,uwaﬂall.‘/ew% Rilpecgieater %@ almt ry, hours.
Z@h i !o?tcﬁﬂ'n 3r oc %xreinostéa%‘acitwgl ga‘grh'apmgb flJtQEF)ta(/élpatbﬂﬂy of from

cetirizine or | ora i ne;

hylsbrun @ﬁ%cxbladeut @Eparmd pli peof lesscharbB O loatrsd;

bet anet hasone;. _caf f ej ne;
The film of claim 33, wherein said active agent has a Tax of from 3.0 to 4.5 hours.
The film of claim 33, wherein said active agent has a Tpax of less than 1.0 hours.
The film of claim 33 wherein said active pharmaceutical agent is selected from:
donepezil hydrochloride; ondansetron base; desloratadine; olanzapine; risperidone;

rivastigmine tartrate; sildenafil; vardenafil; galantamine; diclofenac potassium;
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40)

41)

42)

dext ronmet hor phan; glinepiride; hydrocortisone;
ketotifen; |operam de; neclozine; nelatonin,

woeranesane; piroxi cam sodi um pi cosul fate; anPCREPZN07/008579

hi stidine; or a pharmaceutically acceptable salt
er eof i nati thereof. 41) The fjl m of
F‘é}?rﬁﬁl% @Sn‘gﬂ’s‘i‘ Rrans ﬁ@l fdghydsatginginragplam; clonazepam; diazepam;
gﬂﬁﬂepérﬂt Qﬁﬁétﬂ anagﬁﬁ'ggﬁﬂ Hra H?@%}Frz% I‘Hltlgétlalg ﬂ%gtg@ alnv aellmotnptan,

conprfses n i ngr

plravatepenf i eatlirizingr ele@dikihlcﬁri@fn diofasaling; ngambﬂ)xbhe hydrochloride;
buccal cavity; b) an ion exchange resin; c)

2B URTPhiGe aRsEPRbIG #ad; k&&}m@h@sowéaffemz%ﬁ&tr@me&orpm glimepiride;

SFA AN TRGHR Bl Sl bR Broxicam

| @i peysulfite PAGEZiho histiddg) oU&@h@fméd&&txcally acceptable salt thereof;
non- mucoadhesi ve orally disintegrating filmof claim

ZQTa%nblﬂaWﬁhﬂrepﬁe manuf acture of a medi cament for

e adm.ni ration,of s to,th ue .of sali

oA rmuehedte SRt Redetig by oaic o &SR SLpgTpSact wih
S%Iﬁ/ﬁdﬁt}féfb@diﬂcﬁv mhirpabouam Jedondk) é’&%&&@é&éﬁmd amount of
PCT/ EP2007/ 008579l$>t pr edom nant I y for t he

ga@twbvmtp@mmwl@b%eptmna omhasraaqtuaeallweccag@ubte ealt thereof, a

PRI e o oottty s ouPGE B G s Sacterized

Efi@lﬂﬁﬂ{ahﬂ? bgrgas@&ﬂfe@ﬁﬁeﬂ Lﬂbb&?hbﬁ{ \@féﬁﬁﬂi&@'(ﬁx ﬁx@'t&ngue allowed to
ereof is absorbed gastrointestinally. 44) The use of

cdalmg@ev\md eubﬁesmrmlyamalkwvephandraereluathal phagmadeutisal agent is

bg"g%&eﬁgg%ﬁg{lcﬁgﬁ h{qggé ei(t)rgl g???jdﬂ:'g orasta%me olanzapine;

I yRsidoSer nﬁv&s@@rﬁﬁ’é Qartrate! ds@l’d@ﬁdﬂl; v‘éﬁfeﬁ@ﬁ‘lafgélantamme diclofenac
gal ant am ne; di ¢l of enac potassi um  buprenor phi ne HCO ;

na¢tes&1me b@rewpmpdﬂél el gyvome i@ hdelytdoatez elpeazrolam; clonazepam

di,aze oraze sumat tan; .eletript

PER arr A PPN, TR rEaRPaty Helfiiiptags naratriptan;
f BN bRl ar}‘rox@ﬁiﬂt&ﬂ Zi Q@tlﬁﬁgé och &Bélqgmdé or %Iﬁféﬂﬁl@! ambroxol
anbroxol hydrochlori’de; aponor phi ne; ascorbic acid

bbydreehtloradaone; apomiofiing; daskorbiaret h@dphabeptarnethasone caffeine;
drocorti etotifen,. | operam.

I d X ; .
g o5 E?Dlﬁrﬁllé r&m aé/‘Hﬁ‘?Hﬁ d%eﬁ’é‘ﬁ&%ﬁ%“ nep kettifen °Pe’§HH$%n{“°°1°Zme'
phﬁwlﬁ ah@ranﬁﬁﬁq@'ﬁlfbxhéa%' shdiem PleosulARA SRCSIHC RRlillive; or a
accept able salt thereof; 'or a combination thereof

4§l)armlaeelm§ellsoacccptablmsalz thenenfedm emildndtidnthersofr ovi ded

0Se. C hat contains a ural | .
B ST PR, P ndra R (el PR pE g Lpipfsgtinal absorption,
'WBSJeHFﬁMﬁe&%%\ﬁﬁMs@s | am nar covers. 46) The use of
claim42 wherein said filmis wapped individually in

aanpi saningredignt dratestivide sdid atti poplemeceuticalsngrgdiemoirom dissolving

wal | s ad eéeg%?round t he edges. 47) A nethod of making
a bi oelUi"GIFER SHIN: nucoadhesi ve oral Iy disintegrating

fH) M af (FRIXCRANRE resin;
c) a pH adjusting agent that adjusts the ionization of the active pharmaceutical
ingredient to a less mucosally absorbable state; or
d) said active pharmaceutical ingredient in base form.
Use of the non-mucoadhesive orally disintegrating film of claim 23, 33 or 40 in the
manufacture of a medicament for the administration of said film to the tongue of said

patient, for swallowing said film within about sixty seconds of administration, and
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43)

44)

453)

46)

47)

a) providing an orally adm ni stered dosage formthat
conprises an active pharnaceutical agent in a defined

W@ ewens0s3and that is characterized by (i) preRdHEP2NT/008579

gastroi ntestinal absorpti on when adm nistered orally,
and (ii) a first pharmacokinetic profile

f predomutantly forr thet estriptesinahoab SRR Hels vid oRgfivey agent or

R RREAR Sl B MRred) T Cavity within abou

SThé YuseSof widlfn 4Rhatheeinpgrestes than dMsacitixeofigaid dndansetron or
sai d defined anobunt, and that is characterized by (i)

aPhpsmResticlby sRerptable salt thergof iy @z;@ﬂaieﬁ gastrointestinally.
g‘?@é (u% ”tfea&'np "2‘1'2 gﬁ?r B&ldontl\(/\gte ? 1fa§da%% ?14 ¥elected from:

a secon ar facok
bd&%@&m&b’@l@khkﬂd§abﬁ’da‘nlsé’tﬁin BAR( rdl%ﬂ@iﬁ'tam%d Colﬂfz@f)inbe,nsperldone
and c) clinically testing said oraIIy admi ni st er ed
d@s%sglenmm rirErate; s sildenefil| vgrdenafd] rgaéag\tminﬂ dilofanper potassium;

/ 34 P 2007 008579
4 ‘)‘Pr u"@/ﬁﬂ? ﬂg@ oqa?@iog]efﬁﬁg ‘\%ﬁ%‘l‘r}%ﬂe plggazepam; diazepam;
pM&ﬁugmﬁﬁhp@ge%mﬁa& ¢l AipRsh; fzbmnﬂmemzmbtan almotriptan;
hydrochl ori de; ondansetron base; desl orat adi ne;

ofravateipiang; cpilspecl dmdeqchlcrrnds:astlpgmdm t aambraxet  hydrochloride;

SI I den ardenaf il ant am cl of enac . ..
TPt oSOt T AP Te iR A HRmel Dyphaa limepiride;
ahﬂfr@c?d?{lﬁﬂe Eét@t"'ﬁﬁe ?Qﬂangdi@m%ﬁne LR ASHAAMramexane; piroxicam;
sumatriptan: eletrl rizatriptan; zolmtriptan;
nsnchmmmmcankfataj ami zmpthasrmtimet oo e phamptcanticatlgtaceéptabie salt thereof;
dr och]ﬁ‘orl de; at adi ne; anbroxol hydrochl ori de;
é Pﬁ5“”39@8 ‘bi ¢ aci d; betanet hasone; caffeine;
dexd 'il@é'r%? kesimhan whg{e'uﬁ'@ﬁ’i'drﬁl@? is pfOVEHeACAH hi R0 ®ard that contains a
ketotifen; |operam de; neclozi ne nmel at oni n;
npluzaiix afi axdl\pduabbyl W:Iapped Bloak mmeptedd:s'uhcblameq 1rmmimzabic removable
hhgpldlneé or a pharmaceutically acceptable salt
BYCOVCI§r a conbi nation thereof. 49) The method of
CirRt Msé of ClalhNey WIRFBH! $lid%ilndis Wﬁﬁ@d nﬂh@ldﬁhl[}stm a moisture
di ssolution or disintegration profile for said orally
dlmpenmegvlaﬂahgmfch lcomifprieimg $ad avafllis ladhertthhnd e edges.
g cond, bat ch of non-nucoadhesi ve or,a .
PRfnog ol mAG e e e RO B P Y Tl ERinderating film,
dgérhﬁ]ﬁsq %or mul ation; c) measuring a second di ssol ution
or disintegration profi le for said orally
daki nt pgvatingiganf iokatlyf admirsstexdds dosagel foanc Hiat agoaptjses an active
conpar | said first and second dissol ution .or
di o1 nt BEATIBFicRh peqnt 4B & AFinedamouteARs (e ohpgcterized by ()
met hod x%fdoﬁlln?a'n{“gé&rmﬁt%t R GbSRPRH Whad a@ﬁ\%ﬁgfeﬁgolﬁﬁfy thnd (i) a
f|In1fron1sa|d Second batch in a dose card t
cont ai fisst ghgimacalkinetic mdfilendi vi dual | y wr apped f| I ns

D0ty < Foramjatina bt HiGh f Pon A aroashes e Y Geishapr e i, able
pac kagld“&isﬁ?éggaté bboR E8RRRSRHsa398 A0 he buccal cavity within about sixty

seconds, that comprises said active agent in said defined amount, and that is

characterized by (i) a defined formulation, (ii) predominant gastrointestinal
absorption when dissolved orally, and (iii) a second pharmacokinetic profile
that is bioequivalent to said first pharmacokinetic profile; and

c) clinically testing said orally administered dosage form and said orally

disintegrating film for bioequivalence.
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48)

49)

50)

51)

batch in a noisture inperneable flat pouch conprising
two wal | s adhered around the edges. 54

WO 2008/040534 PCT/EP2007/008579

The method of claim 47 wherein said active pharmaceutical agent is selected from:

donepezil hydrochloride; ondansetron base; desloratadine; olanzapine; risperidone;

rivastigmine tartrate; sildenafil; vardenafil, galantamine; diclofenac potassium;

buprenorphine HCI; naloxone HCI dehydrate; alprazolam; clonazepam; diazepam;

lorazepam; sumatriptan; eletriptan; rizatriptan; zolmitriptan; naratriptan; almotriptan;

frovatriptan; cetirizine hydrochloride; loratadine; ambroxol hydrochloride;

apomorphine; ascorbic acid; betamethasone; caffeine; dextromethorphan; glimepiride;

hydrocortisone; ketotifen; loperamide; meclozine; melatonin; neramexane; piroxicam;

sodium picosulfate; and zinc histidine; or a pharmaceutically acceptable salt thereof;

or a combination thereof.

The method of claim 47, further comprising:

a) measuring a first dissolution or disintegration profile for said orally
disintegrating film from said first batch;

b) preparing a second batch of non-mucoadhesive orally disintegrating film that
is characterized by said defined formulation;

c) measuring a second dissolution or disintegration profile for said orally
disintegrating film from said second batch; and

d) comparing said first and second dissolution or disintegration profiles for
equivalence.

The method of claim 47, further comprising packaging said film from said second

batch in a dose card that contains a plurality of individually wrapped films protected

by moisture impermeable removable laminar covers.

The method of claim 47, further comprising packaging said film from said second

batch in a moisture impermeable flat pouch comprising two walls adhered around the

edges.
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