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(h) optionally repeating steps (f) and (gQ).
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resin using procedures known to those in the ar

[0025] pr ef ePalisir yisefprhgol mérﬁav@adqwob»fugylmw%ymrwrlmkﬁé polyvinyl
poelns 0 0 e T DAY A0 Ry AL i

polyactiyiute polyiapt, polgkthylent byidef p(ﬂYprbpy:lsﬁe ®08é, ee-polimss obaldene oxide
t hat the maj or enantlogﬁr nstlt(ges 75% of
r

and propylepg, P@ € ¥ ROMXAFERY hylenggdye mlwmj} aél@}l_eﬁler maleic acid
copolyﬁ@p(szcrh B Gatlet®) At CarBy AR BolyrddH %ﬁﬁygﬁm@gucﬁ% kddum alginate.

I's often sufficient for the product to bé used as a
carrageenay @arttham gamsgtbs@qmmtar:éwgthmgt@r gurocpikilankegar, chitin. chitosan,

rrolidine. L-
pecin. FAGTR e b tetar™ st T, She Bohpt Benl B be Ry,
polysa@h&@IROHaehdIavtngs Anltadirtd, angloss iegieangbicst@eRt @k irch, potato
the reaction will produce a m xture of diastereoners,

starch. aﬁ@st@uﬁb tapinet staichspearstttie ﬁ(‘@?t FOBHersiarohy barlaytsgarch, wheat'starch.
waxy cgé? AT UG RY G ) kofydBY? Sofi IR KA (aﬂ;mé%g}?gs | dAh. levan.
clsmantali’l& g(UR)n: Andrpiongihpschab Ldlﬂmn Wﬂieya)rhtleghsmlaleemblnofmlk protein, soy
.optical purity is desired, the obtained
P“”mnﬁndﬁé@“ﬂethylpyrrolldlne L-tartrate or
[0026] () - 21/ TeL Dy BYbE@RIHeHisNg 16Xt dd sfah&fiFRYolRther or second polymer is a
recrystallized. Therefore, in certain enbodi nents the
hydroxmlbleesﬁulmq/swcb ap hedromm’ppylséethﬁexhlw@pes hgdroxygthylpropyl cellulose.
I l I e
hydroxklgl?t leceoP o?% hygrox ﬁ%}ff gelr o3 c%éflg@%%&fﬁg@f%tngl;o@ .g n certain
|solat|ng the recrystallized (i?)-2-nethylpyrrolidine
L-tartrate or (5)-2- nmethylpyrrolidine D-tartrate; and
(h) optionally repeating steps (f) and (g). Step fflln
step (f) the (79) 2 nethylpyrrolldlne L- tartrate or

o ~ . o o, .



or (5)-2-methyl pyrrolidine D-tartrate having an
optical purity of at |east 80%ee. Mre preferably,
W0 bs(1307%4 2- et hyl pyrrolidine L-tartrate or PCT/US2008/057571
(S)-2-nmethylpyrrolidine Diartrate isolated in step (9Q)
It I
e P B8 ey Sl By NG, PRHLEREME S8 88 fim
forming egent.i it map bavror eistdsim lrQQ%ra)fgetdﬁ aboatXtto raBoutalﬂ)dotrrIPEa s as determined

nant| oner less th % (84% ee =
as 2 290 B VisBl Gy &) Tt bt BT SG0E. WSipe £ Hopdotyube wcometer.
In cert&il bb6digithtsAkE HPYIE Qs H6iScdsity %Hmﬁ%@@&boﬁb{ %IS‘ ﬁﬁ"a% at 20°C. HPMC
processes. Step (h)If hi gher optical purit
is availghlgjcpmmerciglly. fercaxpmpld. fomathe @Im»\s@hmmnalecc(mpmy,unsexetps trade

demgnzgt rﬁ%r@galg%&?) P]clﬂg‘ %g%ﬂl\/{ SI%) @ﬁo\? r@ﬁt@%ﬁ%&bg andrﬁgth%gel K100.

Methocf@Eh)U\/pbsrarl@ﬂ;IP gtaﬁe lbwhvagcbsiat BPRIC having 29. ]% methoxyl groups and 9%
(5)-2-nmethyl pyrrolidine D-tartrate. After two

hydroxypioxyisirayn jubsbiiubag, angd fea phity mzotrmlhgﬂfpayrﬂ@wng.dmepowder Asa2

0 I t I rtr
v SIS KT A PSR o
mPa-s #MR08C. phﬁfaelbabérylbodlhﬂlllssallaise@er @ ey fistlvhiez e6luble polymer or second

? rrethylpyrrolldlne l-tartrate or
water s%%}»?@ww BYPIOraterd dhplim matrit i HaunisTapping ehcput 10 to about

80% bPWeight/ abfut 2b 1 79948 ,
o2 8 SN0 5 v
[0027]L-t ar fn a&rEDUSlenfbﬁﬁulﬁeﬂmtﬂeyﬁlpydlsmteigditﬂ&iuﬁﬂg&sdz ofthe composition. In

ref.era tic of at | east 95% ee.
some effbBATsAE: ey etons el svasfe ol Bl P spst. As
referred®t mélﬂyfdiéﬂ{tbg*hﬁe réfefsab bﬁﬁ@l @fsruption of the film or fragment material. so
(5r)- m=,\th1 érrolldlne tartrate has an optical

as to predyqetafilgt or, agneny ol reducepfsize compaed ta jhe ori gmal film. Such

SN Ll BB LB OUG] Bor o

disintegragdrecantrtsnl &8 eammplet frﬁxalsheatfrigt yrigfin@tsch®bisig (%%tﬁ& brush or
Free base Optionally, the process may furt her conpri se

other ipplgmgRid PT GKDISWEIO] ql@ﬂtqqéemgwtafeé@r F‘é‘(‘: BRIS puahy quV\éacEICf or saliva during

REthtoul & Or

16 or@n- 2- ﬁ%ﬁfl%%ﬁ%%ﬁ*ne D- ?grre]t:lfr@{‘e with a base to

[0028] pr ovi dbe @R)mof(lrcqtrb:.;dnpywcmlqnchmenaﬂy compuses materials that affect the

physc B 5 50 M s i AL SEEL SRS e Be. orcxample

emulsﬁé‘FEr[HI‘zIsHBI‘zE% afi1per AR texdhré @hddi fids.akilleadh HxindREe (1RriGstarch particles
sodi um hydroxi de, potassi um hydroxi de), al kyl am nes

and ccl(téosg T ettiur%mhﬂh&fﬁ mey ingluds epidopyeremelinbiei phepicalineodified and
r eof | I f use in this
prose SRR 3P easE e AP TWER s Gl

Functl(ﬁ{ah@[fAﬁﬂ@ Mitehdlor onet hane. I n addition, the
rrolidine free base can be g gwlrate from
10029lt he c r: PO ALIhEPresapiinuandion 1Ay CQBIPRIGE  SHLERR e?ﬁ@%twe material.

AdditrRl o 85 LRI RESCUF B2 OBt b RREbDLd Rihiond Wimprising
films, thaoompositidns enayrturth&reefrepriabh yunctlhnaal for ee¢tiveasaenay Asaeferred to
enerated in sjtu and used in the x S heti.c st
herein i KBt POgIo] A he" At HODE TS, HEHbGT aRD: and refer
to a mARR h&aks & dbLrel ity Aahé 5@l deREnd-or Hﬁﬁleléb&y(ﬁ &0 hdhAgus
free base and the nethylpyrrolldlne free base
embodigeenty. aeabditilitics may be thesapeatietdosmetid, Reghasic. derarativermgansing,
n ni ent met hods
dlsmtegt]m'ggféagun%ge%c%f né sgxgsoi‘gs) 19&#&% %%?%’ g] i di ne and
[0030]t hei r ThespatibhMenitatidlaniag ba,Cﬁochtﬁnh;iI& adts&rbecproetﬁemrtacc of the film,
i nvention al so provides nethods for |ncorép ta ng
mcorpga%ét\%Werlh&)mlqﬂlcﬁrélppﬁt %neoqrwéqreeaﬁﬁ@aﬁagh fustace of'the film. Certain
particul ar, pharmaceutically useful conmpounds. The
(R) - 2- et hyI pyrrolidine L-tagtrate
or(5)-2-nmethyl pyrrolidine D-tartrate obtained after
steps (e), (g) or (h) - may be used In certal n

. . o o o s o o -




then be renoved (e.g., by reaction with
trifluoroacetic acid) to forman am ne of fornul a
w@ kdoB307eherein R2 is . The am ne of fornul a (PCT/PSWHA057571
then be reacted with a carboxylic acid chosen from
embodifhed |
e Pl o ool ber AL R DAY PR Bl Comprising
one or @@Ted)f aﬁfﬁtl fusy bt@mensihaviag IadlrStfummltOhyll thiderial, and one or more of a

second 1 bl ARG o eI B0 BE)atpet s fom ghe st unctiona

materialet hyl - 5- oxo- 3- pyrrol i di necarboxylic acid,
3, 5-di met hyl - 4-i soxazol ecarboxylic acid, 1,3-dinmethyl-
[0031] )" by fmyasions smbadiptswis the faedtienalangeral fmayohasbBavosing. In certain

oral cat%%h%odlgn 3tsd53}la98%ﬁt3§%gé Fag(;ﬁlff)é Fj é%alsé(:]QG :lgsdtlh? g%%%ggtgg%%ae during

use of thé pfoducrudaiveting a breath freshemng flavor. desired mouthfeel or sweetness into the
l. ll?i thyl et hyl -4-{4-[(3-chl oroprapyl ) oxy] phenyl } - 3-

oral cayilye ﬁSF‘E SRLPRE @a%aséyﬂ%wth%le dlaver Qiiseor prikiyarag gRaEeS, oleo

resins dnfl €x B AU REE FoRApIART Q:g tfdw&‘yl itslahd c6@BinRBons,thereof, as well
prepared by react?ng 1 ronD- chl oropr opane w Wi th

as swedtgriersdilmetrmrh embydimen(sd theHyorooxmppleenydvpri8g ox 6odd additive, such as

those dé%bg?@%@%ﬁgg{lggx%l fé)iog clfc%lgsircl:;f}gugl?ca?ir eq%é’fe gy the National
Acaderhy 1)1’ ﬁléﬂ%&f‘)ﬁh@ésmﬁbﬁ' Q% QaAodsdmitoRRaNs, TRE fiivh l&%bﬂﬁ@@%boraﬂt ata

g $era2|necarboxylate whi ch can be prepared by
level ofrabaut G.Glgtorabphai¥s.udbbor)ll te oot il 206, e dbioutl ] to about 10% by weight of
the fil di net hyl et hyl - (2- hydr oxyet hyl ) [ 2- oxo-2-( {4-
IIf(phenylnethyl)oxy]phenyl}amno)ethyl] car banat e,
[0032) Whi chiCadiohe eﬂb@tﬂlﬁfeﬁ@ e (BRGnHF @ngsiise @h&hpeutic active. As referred
N2- (2- hydr oxyet hyl ) -
to hereip. g Atherapsigyacivet H?P)M‘V]’HJ Heshyl| fogihe drevaRiieReor igileent ©4A
r ct ] Iy 0
physiol i SRALESr BdRAE | SR ok e RN I A AR IR ral cavity
(includmg tiad teethnad m@ﬁa@, SBOChaiot dndreyed. t Thegspnocific dieegicutigactive is

. roups known in the art y be used. Exanples_o
preferaflydeleppioe SR tcbﬂﬂs@segq%ﬁﬁfﬂ@f 6&}55 COPROYRAL r B Getives may
1nc,lude(%@§)nlox fngWV; Witz, P.GM Protective Goups in Organic

Synthesis, 2d ed.; John WIley and Sons: New York,
i%tlmlc‘fdﬂusl agnets,ewbb d$ trislasanfcetyh pytidiventilaride; dbmipben bromide.
rocess for preparin
uaterr R SRETRT i 4 Srirodedt SRR Runs o BAE teRighle octonidine.
EDTAcONprising the steps of: (la) hydrogenating
2- nethylpyrrollne in a mxture conprising an a

so’—ISSﬁ@ml calsgueh anthymgle meths salcatass. ygﬁalymlbﬂ)ndquﬂaﬂ%aaqdyhe like.
|

T NGl a%nm{ﬁ%ﬁgﬁfb?gdﬂ@s SALRbyY i A8 ARoBheE WiBrofen.
ketoprdfers @lﬂﬂnhsan fer(olpEBfelﬁ: cylsiual, hiprbxen. (Rnefln sedituyl ipdomethadnremd the
) L-tartrate fromthe solution; (le) isolating the
like. crystalline (R -2-nethylpyrrolidine L-tartrate;

S 1 hol. dext thorph

(AR FRAEE bs Ak b MNP slilatg menthol dentrgmethorphan
hydrobfamidell chldphediung hpdmbls)sdmddmlumm l'y further include

th ste recr al L e i,S0
Sre Ry p P Srehrsmbet Taedp R ianag bRy BB ieng
pheny]{ﬂ%?arfo%?ﬁM@tﬁEudoé Rediin@)saidat8BinYhdlykd, ol i di ne

artrate; and (Ih) optlonally repeati ng steps (
arpatihiglamings. susbtah brorephsatnmingtmaledie cmﬂmhﬁniréwmeénﬂﬁfég

carblno\m%lff‘neox%ﬂ&ﬁg Sclér&{sn% ?Lgﬁl%h{%gd&cﬁl%@%H?QnHﬁ nfngézﬂy l(@p}{ehpnydrammc

and are I'ned as
hydrochIoRRE,i dipHegylpheliat hp&roo}ﬁlbndé a)ath‘(yddf ottt dlpgenhydrarmne citrate,
2-methyl pyrroline in a m e conprising an a ¢
doxylﬂww%ﬁ?m%{hdﬂamﬁ%%laﬁ BHUPFRRTS PR RS W%fteompeﬁrﬁa?’we citrate,

renovi ng the hydrogenati on catal yst fron1the m xt ure;
(lIc) dissolving L-tartaric dcid in the mxture to form
a solution; (Id) crystallizing (R)-2-nethyl pyrrolidine
L -tartrate fron1the solutlon (Ie) |solat|ng the
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(6-{2-[(2i?)-2-methyl-1-pyrrolidin-I-yl]-ethyl}-2-naph

t hal en-2-yl)-2 H pyridazin-3-one. One process for the
w@e@paseEsds on of this conpound is described i n REI/US2008/057571

2005/ 0256127. 6-Brono- napht hal en-2-0l can be treated

tnprohWnE | @}’aé’hl&i'ﬂé %?xj @as{x{l)% flénlzl&ﬁﬁgeﬁrjaﬁx{ﬂggﬂptag@ﬁ%giegﬁ%%%ﬂgniirarr]nine, and

resence 0 ani c Db:
thethrlquoro nethanesulfonlc aC|d 6-
br ono- naghtha%en 2- est.er. )| es, Sf sui tabl e
S A e 1?@3@@&{%8 dodylgtemimpisirae. and the like.

tranfil HAFRAR! NRAGY Jré}ﬂiﬁle aditHe pRAQYdri de,
trifluoronmet hanesul fonyl chloridé,

Mfﬁﬁmniygqmsts Isugr ememiotides ulafididing @h;l the like,
trifl uoroneth nesu Him

ot SR BRI HEES, Lﬁuf}aﬁ%?ms%%m%msmrgz&e ind the like.

trdehérdoionsBERRREINS Heptissass ueh B A1IPBHRE AXbhAS hafbiturates and the
trifluoromethanesul fony- laci d- 4-ni trophenyl ester.

like, Exanpl es of organic base are, for exanpl e,
|4 r
eg%gg@%%lgﬁhyﬁalﬁ %E’IBQ@XJ@%P&{& Cf:affemeblygot ine, stryc,hméne picrotoxin,
pentylelnetﬁt-mhohzmbtlhejhkho[S 4. 0] undec-7-ene (DBU). The react| on
be acconpllshe n.an sultable organlc saol ve

|TRA splectivsy 5‘88’@’ Eigionsih s plghyhydania. rghrmobarbltal
primid&ieN&frb ine. 2fchsh g %etﬂs!?ﬁnﬁﬁ@cﬂlie XhRR, Rkt ione,

carried I'n a bi phasic condition ere an I norganic
dlazepd@aéaenmshazs;sdes Phenaesmaidpl phenstuiidabketandagaiei wilthases banede, and
K3PO4, NaHCO3, Na2C(O3, NaCOH, and the like. The

thelk‘:preferred solvent is toluene. Typically, the reaction

antiparkifischseo ORlg g§mohsmoab§m§iaﬁtaam@@ha kiRN$ke, iy exanpl e
use of toF ene and SOA)potaSS|un1phosphate at | ow
revrerenntlgssicsTHeh py mpmhinedhereinp bydipmosphoapgaetppin. prmorphone,
c i
tevorpaf ihe: R boRE R bodoneCud S RE Hadhofie iesoas oo g ke
analgesﬁ@mrpyfcsnc ahes salgciles? phergibut &rovne, iydormaiduih @Ihellmeemi and the like.
eaction with a vinyltrifluoroborate reagent. SU|ta | e
PSYChOD‘PWFW%‘F% Srusscrelt & ThorgEmpaZing: @ethoa?m%%ﬁﬁ? dhaloperidol,
t ! Reh gel¥inBYihium and the lik
clozapifle JEFRINTLNLRAL L P GPERARL PheReknEYhiniu g o ke
[0033] vi nyl bocanat eral dine pregelmara & hwse:obarmelabpdlmm ot thefpresent
. .from ut . ui val t o _abo 1.5 | ar .
inventiqgh YA GHPUOTREART R Y RO Ay OB i PiaRsn it inse essentil
oils, entdiflifs @cﬁ@mmﬁ‘l’hg ab&its ZoMrar®$ 86 lingl3RhGadw detentREbinding agents,
reaction is carried out in a polar organic solvent,
sulfur Ifrmmlé@tlam@g@ltarplﬁlle@hm age@mcpharrmp@caé aftijes.calivgny stimulants. stain
preven S IR BuTHliRlonGTORIANE ARkEh A, afb L8185 ontpiaque
agents.G@fodumtd) S ek Mredth efre&mmtg aRnal @alodpr apanbhgents. whitening agents,
. ,iso-g%opanol nmet hanol_, %%other sui tabl e al cohol.
vitaminspherpgang hegbal Bb‘ﬁ%ﬁ‘% aB’r”%ﬂ‘ W PRZYITES OB SINGRPO BY AtgFoads. anti-
V )
o A e e e S Ding agents,
moistufipers.teh® | Ifenass smmnrcr:n;s fsmrmhwczlxb,cnhctohzlsmbd:ratureqw anditdanduiffiagents,
out 4 no ﬂylvalents reLative to

.. ab
antich PR oGS Wt Ha YSLUTE CHTE- ST a8 o S SR i fprereents.

fabric s@ﬁ‘éﬁﬁl -éraﬁs b?@@rtv'aﬁ{ﬂesla%d _emBMAtibsNAeebN UuiRicasemnaRriek are also
F |un1cataI¥st and an organi c am no base, for

descnbedanﬁlse Patsnich 5965295 fodedwpE ghalndn veriqus spibediments. the filgsgomprise
such actt n#até(nzﬂs %%%%e%?rgﬁ% Q@Aﬂoﬁg{)ﬁm %aaibgygy?%‘% bfy%m élh%f film, about

are no
0.01% tcﬁzﬁlfo&k#@’(oﬂolylvﬁﬂ‘ﬂgnyult peosiphiabe)t 9all toadbioutd 0RPH T ghp pf 2, film or about
o PdCl 2 Ph3P) 2, PdCI 2(CH3CN) 2. The preferred
1% to zﬁ)‘ﬂu} o Byvreaghy |0£
tetrakls(trlphenylphosphine)palladium
2- Brono- 6- vi nyl - napht hal ene &y treated with an
("?)-2-nmethyl pyrrolidine anion generated with
n-butyllithiumto provide
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The preferred copper catalyst is copper (1) chloride.
About 0.02 to about 1.0 nolar equival ents of copper
w@ 210813564 are used relative to the PCT/US2008/057571
| -[ 2- (6-brono-napht hal en-2-yl) -
[0034] et hyhﬂvaﬁbEsJelﬁbJ@&Eb{tls tRY H&Eﬂt%d&%u()ﬁﬁme@% dehti ééé L?J?lég
ligands for the reaction include t are not
suspended or pmbgdded thereimiflakbgsyafiadivater hydyatatde fibn c8mprisal ofraemxture ofa

water solf}ElﬁJ@%lﬁ{ﬁs?«S@ﬂ%FgW?%gﬂ Ecglyrlngre Raving a solubility temperature lower
than that éf the Bir$) @Ml hydtgro0d etbelintas, 4t 13&1 oﬁ@@%@tﬁlﬁt QblyAfer or second
and 2,2"-dipyridyl. The preferred |igand
polymer 8§ HRME oy yariavs leimbedinynits; th firstpndymenis éﬂ’\é(&taud\the@feccmdcmimer
is MC. about 0.02 to about 2.0 nolar equivalents relative to
the |I-[2- (6-brono-naphthal en-2-yl)-ethyl]-(/?
[0035] ) - 2- T fiyds-daVe Srles it NEentliehey BOhde theviaseof &aﬁ including
metal carbonate or a netal al koxide, for exanple
methods apeng thpecdriouimdn she b foagadking arsh dnae@ousswaiiogiments, components
I r
o fim SEERANE 00 SRR LR HBPLRL L% o i
forming siumummmfsnfomo Mmhakhimty i3 cﬁkt bﬁ) aableasable.sObddkednd dricd to form a sheet
|valents relative to

of film qatepg (IB cm%%mﬁg@mqqgﬂ g}q sgbiﬂa}e @@tﬁg)pl]haé pfsjl.lrfgcentéwqm tﬁ%allows
the film $I3 &1' 'sPad | TR 4836y u@@oﬁrﬁgsaegmhé hedaRlsuBh&Y @rfc&%y ayoiding
tures 1n a polar organic s vent. Exanple
formatlorsom & (idstmctsltalbmadlbetwenn khﬁdﬁnband the subsotte! Nuintlgditing examples of
suitable s&)wme&l gfglf%léﬁggitn% ea%ste&ay hyh %X% i)gl:yé?gp'{éﬁg-edr silicone-
1mpregna‘ﬂe'dFﬁ ?&I | B owdpab gy, ik é(ﬁf]-m Ehﬁerpdrﬁ;de @rﬁﬂxg&ﬁ'tl\/@ﬂﬁn} 8an be carried
hyl f or mam de ( Typi cal | y, e reaction is
out at hlghdmpmammtﬂh theded oa ﬁmrrgfg\@n zadwmpth@meal aivacuupedrier. or any
other SUI%@S @fy@%&q%&]?% I %{}?g ted t ] %lhg@rrn'ieagczl:lu re(rel?'s ﬁlf ff Im 1annade by
extmsmn&ﬂ"mhé)ﬁnﬁ&ﬁ@[m@ltioﬁhﬁﬂ)ugﬂ a@b&Q lﬁillol&Q:dtU? o&hmgtto éﬁieﬁwrtﬁxckness and
When the reaction is completed and cooled to 25 C, a
drying. Ipethepambedimenisi tedilmgs m@ﬁ@ by sgJrend¢attiiite et hyl acetate,
is a )
003612, e RE Ry IInER AR 30 P Byl By Tl ol b Oy
where th@tﬂﬂyéﬂm&m)htpabéﬁhe #ltovdagut i on several tinmes. The
organic s utlon is and cq ncentrated . to drynes
to gidbe tHOUp? HuFRAU g{l{lﬁtog e TSLRY kj’me%\baéeé g dry weight: an
{2-[{8/ ?) at%uf@wwgout 30%3’61%’4 éegd)rm 01:%%[31] ba&hildry weight.
}-2-napht hal en-2- yl)-2H pyridazin one active agent
[0037] can bevqmpepanb@tilmntsr tliue m@rntmnmne@edmute@ @e@@un Hoel a|bnut 12 to
ast
sbou 35 atshait [H5 ekl O peba it G e g e s
weight. ot her SU|tabIe procedure for providing a stable active
agent. Briefly, for exanple, a 6-bronp-2-naphthoate is
[0038] eduEb@hhns fragmBms maybetipcqspeseicd én thedaswrarengsiivgp Afthe present
mventlon v\ﬁt a%hgal(dzr’gﬁgeBorfocnR an?r‘?lﬂéll\r:szl 1R agm}/s el \Mq-ﬁgﬁg adrlilc%{a e ?)gcompnse
fragmentp ﬁoa/ iedl€l of ab&ut (ODB05Me raBQﬂ)t 16%Jy1b()utr®a}lhbfmbbﬁnl 2%,\abeut 0.05 to about
]- pyridazin-3-one,  which is activated with a
10%. abayy pfOé raekout §Ycer abeut By Foa%bé’”t TR)byvei ghi o ShacAmRasitenne
[0039] that [dq%dple%(ﬂrfg?g Gfle h&nﬁ&ﬁﬂfng 30aR phedeht Tbention comprise a film
foregol ng steps , th or without optiona
according teeths p(a‘s§ntt1mve@h9m and cammt AR geft:rhgl to herein. a “carrier’” is any material

lidine, L ta trat
or compaiesly e 15 i e Pl P Eelibl GalBBE 4P e
administfadbh epas ﬁcﬁtﬂﬂﬁb%%ﬁﬂzﬁlrbr%ﬂirﬂh @B)Je&'aﬁﬁﬁ Byl Ryero® bbl@bm chre
afford 2i ?) 2- et hyl - | rrolidin- 1-yl]
tormulatiogg qafyqu}tablgIormgpmlﬁtgzpté)@_tg_awoyseb ﬁag&‘a%q qthgn%ﬁzgc fopyation. In
one enbodi nent of the invention relates to a nethod of
preparing a 2-{6-[2- 9
(2-met hyl -pyrrolidin-Il-yl)-ethyl]-naphthal en-2-yl}-2H
pyrlda2|n 3 -one, conprising the steps of: (la)

.



i nvention include: TITLE OF THE | NVENTI ON Fi | ns
Conprising A Plurality of Polynmers BACKGROUND OF THE

wo MENTU7E&N | 0001] The present invention is relCEUS1008/057571
films conprising polyners, conpositions conprising

various @hbBditrhfEeconiridingRt NIQES tyf d}fh]hlnfﬁfoﬁ’{énw shdherr Ak dn¥ahyy B

an active agent to a surface Conposi t 1 ons such
embeddgd, syppendedadispasendps sthearwiss dp@‘rb;mﬁalmt eitaem@lorﬁ@b@tlom oﬁ@e carrier

depend?@b%nqgé@?ﬁgﬁ S?enégfﬂﬁééﬁ ﬁ]tll AN gnaﬁ g%rgepr%%otnal <1‘,arb81} le %ﬂ%farc

(.omposh&x’mkt h, hygi ene and appear ance, preventing or treating

a varjety of diseases and other conditions in nannals
[0040) and ol agieps crbodiienissthe samsuiseHisu. semi-sligkorrsghid. A “liquid” can
tin
v B EAIN {0 LSS, A RURAEL] A PhEASRTIGRANE B o
under atnh&nht ¢dvmdiohsinEdi exaalpleon sedqt, sweh avaitbar bahzmdosaap adan®e considered a
erein, and be stored.in a carrier

liquid a@&:ﬁfr@p @era:fn tzﬁilqwrdd?diﬂ a thﬁBW)IU% élqmldhé\ fﬁemﬁsoh%yas used herein can
bea geld§ BEIRAE oP Y g%l:he %§@4ed@1@reﬂh¥&hpﬁlhd§“aﬁﬁ HHE:'FIQ gll’ tfﬂ%seaé/thnémlshed on

rel easing the active or functional I nto
the basis of vieeasdy:ragseenasplid meelngh visaosityifBiidvavinkera liquié hés lowsr viscosity.

i.de. an,.apgpor.t uni for localized.rel ease of
There i et SR il Thise Y G wonaap RS B gt sSid el in
certain &H!S(f(ﬁxﬁ&ats ,HA00 3 lviscoNB VR i dAtRousind b fORERE. R &S Usdf@Mherein
I npr oved il s havi ng beneficial properties such as

include |hﬁmdéap§et@s ointmicnist gelqpad dpmsnend eparhedrapaparentt ianstugerjer opaque.
[0041] zt‘lgga{: c’tey 1 fe\rl‘\fgol odj r’g%né?glgg]gqq‘épofsgfolqg gp{h%i)r&gnt lgsemm{] are 01a1 carc
composimﬂi@ EhitabRgfof hdiiisttidRtd thelorAchvive agh I&bﬁ\poﬁhlbﬂdqﬁﬁdu&:
THE | NVENTI ON [ 0004] The present invention provid
demlm?qq (@ekufimenneﬁ%eﬁhﬁw%moathﬂmqﬁ denipk gds: A‘gzene%ﬁ) bads; gy, oral
Yy | |
s, ASLYIRI L, FraSaA ROLKTRE DO B E LIt s
oral chemtsedaital flokes né aknbigasensehgtdf. gfn otakcdre mep(ssugne@is@wsed herein
th about 7 5.171 kP The esent j.nvent
can be SR UPERETIPE. ST L RSB IR EE PG BT an Dbt oion
g1ng1v1t§§ P AOR b feldﬂ&lcﬁ‘a Eddieh oPOAINITEY. serBitSEEPIENRAbY BBfeduction, or
having a solubilify tenperature |ower than that of the
breath rhilpdar ppeyegper or radclct@nba@aﬁmlngreyﬁntengt h of greater than
[0042] about 7%8??186511&%& kaPa n osmgn %F{heapcgseﬁ W%Atfé'nr&?n b% ﬁskm care

adn1n wé%5| n-conprirsin
compos$iinf ﬁﬁ%xadqﬁllevaﬁida@%lﬁlﬁhoﬁbdﬁ@'ﬂbﬁsht &IEatbrgelaklsn@nﬁdd argiditioner, a
of the filmis greater than about 1.000 psi (6 894
deodorgnpg antipergOraps a [{AETEBE. AEIUMe A EATBFIC T LRMBIRSENY thessef. such as

a antlpe?s%%r.aé%&e%é%aksf q?] rﬁ:@ézggl gﬁ{gﬂ{e né‘tgo dlﬂ r?e n?b'gntl%n éﬁt‘ﬂ gﬁésent invention can

be a hais tirerginpogifiort, BecH id, foriexarapleud shahipopsir a(cbnditidne. tbuFH)ontdenation
about 5.000 psi (34,470 kPa) or about 750 psi (5.171
thereofy pa) to about 2.900 psi (19,995 kPa). [0005] In
[0043) Y2 | oSc RO BB hents t%wo@a%nbftlﬁ\ﬁégehpmvamw @8 %c 8 home
| m conprising: (a) about to about
care cohnpdmtmy ;iwrcquytnphi hyﬂlsbsdasluhg)é@engr:nthy d:umhgypte@pgmnel fabfigsaftener, a

nard sulfs deagt S ST SORPORORL N PalTLICh S8 b SaBBoEHgns

includeWRr QMmpka@ffﬁétBntb %t&gwamosmrlmhtsof the fi I mis
greater than about 750 psi (5,171 kPa [ 0006

I'n
[0044] yar i olBe enpstits GoETROSItIOD wétlwr%mprqf?m tdegends gnghe intended use of
the conﬁjﬁgﬁgﬁeﬂ ) {io@s FRbO@thehQr R m At fs.tzﬁ{lb&ﬂ BhAsdd Vﬂ)o%.lt 5 to about
Ster | conprising applying a fil'mconprisin I rst
95% w;pexl wiant 1ansatsous 86%neatprodryabreat lrﬁaoiahgutdsr’/omter sbi athérl entbpdiments,
ratur than the first
the canigf TSR WOt B 1 er R GRS S8 TRr gy b denifice
material, and wherein the ratio of the first polyner
to the second polymer is abbut 1:3 to about 3:1.
[0007] In various enbodinents, such methods further
conprl se d| sruptl ng the f| I m after |ts appl i cat| on to

I .



pol ymeric acids and pol yacryclic acids are commonly
found oral care personal care and hone care
w@ppEBisaEsd ons. [ 001 1] The conpositions and net POOESWNS/057571
the present invention provide superior ability to
carrier lﬁ@'xr%aéﬁat@ﬁédn‘(&t 39 %Hu'% S‘VP@%%QM%% QBOQ' IFQ)B/QVoeJ%u{ 5@’}6 or about 20%
providing a filmwith at least two pol ymers havin
to aboublff(f%ei negifersanbgsithenty, thengrepqieonsedentisee dasrigr r¢ofn|phms less than
abmﬂa%h?&e?re able to provide a desirable ongoing rate of
ease of active agent. The conpositions of the
[0045] pr eseThe camMenthaptondprescasly dnh aGeQY S iardriaat mtcn@%g emulsifiers,
exhi bit benefits such as enhanced stablllty and
thickengrgy fillray pndprsservatéves ofn gnmeg erelmdemerpmtb@ Aarrictenmeprisagla functional
S Q i
materia ;300 R HBTPREL bR 1T OURE LbBAnichist e s RE Shplass g same
functiontab natdrial a thetihni si ng: (a) a first polyner and (b) a
pol yner havin solubjlity tenperature |ower than
(00461 { pat | BoeRRR o mess: 9%?%9&1@?@1%1?1% t9E Uty asaaqanfrice. In some
bodiflehENEE Bar% EdpRprisel ThliSeQhGabRh o BRRAND Y '
Crrlol( : &ﬁhuge he?eln hg ?ggﬁ1 sg@ é?ﬂrﬁaamyknegb@m
such as pelrypﬂalykrncl gb'cbl' orrped ey enet ghydah. eht enperoatignrtiats, vie @irie comprises a
iV ol r.in its solid farm
humeer g $E0]HRTanSS 108} efip % birar e Sropo A Ebthont 6096 &Y
weight O0thY BBhiSosHTN @ridedoRposRiohihRes: thBYEQ@RY MERRY Are ARERY¥Y in. e.g.,

cel l ul ose and hydroxypropyl cellulose, the term
US. Pategtr_sISaft%oH&te frselickt It akand ﬂzé%iéﬂtq Mei-Kanghg et alhe
[0047] tng{me{ ag ggx%\fn%e Irlllg%hddlag 4 ngrtr LZ(}ma eI q&rﬁ%%rf Sgellmg agents

or combdhatiof@ Heredfe Thickéees b geﬂingngbm@ﬁﬁefﬁr hc&&ﬁ@nﬁkﬂudmhy@ﬁﬁlc natural or
éﬁ be a water sol uble polyner, water dispersible
synthetig digkgaers o gelingjagenis.olny %}eec@flﬁgwa?r@ the cpEIS cogREsestthe
t Q, 0
thlckenérl'h%d %gitlﬁég‘ag‘a]étagtro\f\@é uﬁs&{ aBButeb lodn}é t(pa?ﬁ)gxt 22?/ tﬁ)ewelght or about 0.4%
to about Eﬁ?ﬂbby atemghe ot te compneEHenr Exiamplns «):tethtchermrsam’ﬂbghllmrm%@ms useful
| east one

herein (el PONEGRRANEIYHER o35 U0hPY SSmBDGH ROt 4T GmplaAdent®

165 (HWRECBfpotdi®nf; 1 s mB&Y: Ymaﬁigeé%o %&émﬂﬂﬂgi(&%fh lo$ polyvinylpyrrolidone.
hydroxypropy met hyl cel I ul ose

In cenahm@dyper@yh@:@ﬂm@n Q@@H)f(SFPQOIISbmgmg?Wy&EéIdIS glsdive, { patyined
alummahy &b I gc%(r) npo I rrent S nla?e Ell(:rrl‘%}\)ﬂf Sllé(%ng{tﬁ 0§0ﬁ101um d)yrophosphate.

OSG € SecC

In vanolﬂ@ leﬁ‘nH&InﬂeﬁtsmﬁE hyﬂrﬁebim&d)zselsﬁd‘i@)clea& Q6rhadsitien.var i OUS
i ments, at | east one of the water, soluble

[0048] poI ynb?@”é@rﬂeﬁgﬁtq‘?ﬁ'@rﬁ’ FIREIYS GOmRIAEA Pyvally Glens gerrier, the
c .
compos@gclrr% t@&sfj?qogfﬁé%gﬁg E%%n?v Fﬁi)l’ h?rlxiﬁ)};legts mng, y th sglucs:eful herein
1nc1udea0]1<ﬁt11a:l($liajaymh ag dunedaaiple Zenden®tiié (thd'ECGramatlon) and alkali
trez and vari ous n turallﬁiderlved af%/?mers

metal a]élgn&%% Efrf:oamﬁxep bt S TPy ng@mlp@g hn Je con g,uratlons a

polishidYkh QRIhGvAE tedracli B0thakx !:lBsé @Qhﬁ'@?@%&ﬂﬁl@taﬁerﬁfcoﬁﬁﬁled with water
present invention the solubility temperature of

and/or lpwhaetret. sincaniobeerdbedimeitsettic aartior eimprises thehwliShing bg¢r1t gia level of

Jemper atyir e, Test chis erforned as follows: The

about STEHTREPR 152 bl Rl SEE S Bo R D61 Tha sl ubi | 11y

[0049] t enpelméddiam dehtitafel sngbdiméntd tisd @& (mipylrmra sigAstant otdixture of
a filmand cut into a 1l inch (2.54 ¢cn) dianeter circle

surfactaggs. dyscHH sydadads Igludegrer-soLd sfie ofxdpast ang jgher fatty acid
monog_,l?gﬁipdgg?c%rl{ogﬁgzﬂg sﬁélp% tlﬁg Q?%?ﬁglgs%h Igﬂ'[f%ﬂ@ %%tgg ng{ﬁéglygértd@of
hydroggraeganechunitl Hatty gadsy ceramidéwony] dswinet n bigh€i akyli silfate such as

. asur - that. is, the ti it take filmto . L
SOdlUIIlH?lgﬁleSP@gtef n glgyllafy% Sﬁlifﬂn%tﬁ s{@i qsr?ghlu(nz(go(%ﬁ%/l)!)eﬂéengﬁiﬂt%naaﬁe, a higher
filled to 1 inch (2.54 cn) deep with qui escent water,
such that the piece of polyher filmis no | arger than
about V inch by about 1A inch (0.64 cmx 0.64 cm. At
hlgher mater tenperatures the Exssolutlon Tlne Wil |

R o ey o - o



conprise a substantially continuous surface that can

appear as a substantially flat surface, or nay be
waledosnsmed The fil mcan have any of a nunber oOPCEHDSES057571

[0022] In contrast in enbodiments wherein the filmis

alkyl sdlﬂiéc&t&ﬁ’eslohﬂﬁn lautyl RBYofR8tate:; B%Féh'ep Bty dORMISRY of | @rdlhydroxy propane
h V or otherw s

exa a sp heri ca spnhero
sulfonafg; p@as@stayugiﬂmw@ra@dwm nlaahang ae |afrmlas1cxf h.lcwecsmhatrc amino
carboxﬁ&rﬁ{ Ldr"%chta% ti’l alvf?i 12 18} c%irg(o)%ﬁnﬂ,{-n% nbl‘l)(dllt or| aé;glsrtndlcals and

resen |nve tion,

mixture théresit Apﬂlldyﬂ&fn &N ﬁor&x&ﬁ?l&ﬂﬁ lﬁxﬂbyméfcoskl% eIdél' th® AN AR Sotassium,
|nclude wat er sol ubl e mers, water dispersible

and ethgpgl VH@F@‘&OW%L&J%SNt'ﬁEP%@fI orfhalp)itayh sarepsing. n various

|
cmbod BRR TR coPinrl €St sBilfa bl ol Seutt dRboBRlY BPIhoRl g, sbout
0.5% tdt dbmuit UI% swlabest Idwrabogt 1% &y veigh ofisompasiti@xanpl e duri ng
0050 t he b@fshlng of teeth, the a Ilca}lon of a
100301 ¢ oo &t $57GHY §rBbqdimeRiR; WateH- inplible gl il capp Pl acandpe agicous
Isichs ©P ERP&S OB pAlyReROMARBAIsSomipHER
emuSlsarfacg &r art%c eeof cl otﬁlﬁg$e bg%Ogﬁﬁﬁ §u£g?Q£9ﬁgmanmm
the POIW?T B agp COUSU’(SIQ PmCS@Ol‘ oonomersamixyues pf m@nammesludtﬁlrabpﬁqumers and

i e SR SN BREAh G SE RO P R g mon

polyme&&hhdfc&)als l1A cE@4TR ceRbQhioRR! zﬁwbt'éﬁllf%@iu}ﬂ[@fol*rﬁeﬂ J&ﬁQbMBh?e about
but breakable in water by beln di s si b t he

3% to ahautaPEs: aBPs tajehgt ﬂ%%oorsamm fortagbri 8% lfsowelehmfph@
compo?ﬁorﬁ IB%%H (]:1211}]19{& {5%?1;113 rllgwmkgiﬁ&Ugle%w&pxﬂsténal%an c!)rmpnse
monorrmtcabs;al fsom M}&mcsmhylb ldéenes, vivall eyarddes peingi }billéesp @inyivaeérse halides,

) t hat be useful for. t sent enbodlnents i ncl ude
vinyl e%%rﬂqh{%é@ngfw'éomﬁrémaxlranr@! Egne HBIAMIRISY ICBAPPYYIIG Afitsealky]

esters o@ﬂﬁlsamr%‘tte&’ E&Bok IR R, h)f(ﬂov?ye&etr@'aﬁv@mg QLS of bilGturated

first po yner 1s a cell ul ose et her as one cnosen
carbox¥lrcowidsyamidgsyefl knghtucdd alrleselip otlgimngncsdm'tvaascs of unsaturated

carbox gl e LR Y e of AL T abipiitared bR B e plefinic

diamin&&ind Wopses, arfndfiodisth Bss, kerepiepdloyltRlidex srefnR dmmﬁlxtures
an incipient gelation tenperature of about 45 to about

thereof55 degrees C at a 10% wei ght concentration, and MC has
an in 0
100511 55 o} BlrhcBBbaHAR, L EOREIAIN oAb laril b oW ragment
in accof‘fﬁﬁ&mwﬁl&the@éﬁébaﬁkenti\zﬂatchﬁ) cbe buitbld fiok aseasEinhrigerSpirant, a deodorant,
Sept enber 2002). [0025] O her useful polyners include
Orm‘mﬁﬁFVVFHVVﬁVWPGWF@éﬁ@“PgPdggn?qnked pol yvi nyl
Methodd¥ti@ki done. pol yvi nyl pyrrolidone-vinyl acetate
copol'ymer pol yvinyl al cohol, polyacrylic acid,
[0052] pol yadr gdrmireerpddiments. tho p;e@tmym\@neoromodgies methods for the

adminiggr% gﬁ L(ggs%fgt)l(%dt% & Sugjﬁgﬁo s(&fger Sgb%mrg'é{] %g c /g?,]regerre%qo herein,
“admin®ofr@h rdTes XY by metold Wy vatibies céﬁb@ﬁ@‘oxﬁ@ lafiplec@R ot M8 Ministered to the
(such as Gantrez(r)) and carboxy vin pol ymer ;

subjectn&n viarilus guabedisnents. Hig adounigmationgs mpic »tfmrma&é’eq@awosmon is
nt h )
e 3D BT AR e, AL T AR ey, gy nd
tonguel & the skial dahdeyghhddi the hhioc Uké¢ spredit rgutant hagiaeisoftadainistration
and ot her polgsaccharldes starches such as

will depgpdiupge dheripigndeduacod dhe OmpeSER ose starch, com

[0053] St ar Cliy vRRKACMbBHRLHE, 'EHcC&es%BtaiE%htf(ﬁRiré’ﬁéeﬁh@th&ﬁb foP&#ministering
starch sweet potato starch, barley starch, wheat

a funct@nalrmheMXq aboman st aniotal srdvaki:crf irented tharedf, campyising topically applying

at ed | ose st.arc dext.ri v

to said él?bsj‘?% q% ng 5:]) 'Hpnsg%a prrg {i, cdrmict, whercin %:‘811 hﬂh 001% Als the
whey proteln |solate casein, mlk protein, soy
protein and gel atin. [0026]11n certai n enbodi nents, at
| east one of the first polyner or second polyner is a
hydroxyalkyl ceIIquse such as hydroxypropyl nethyl



Addi tionally,

active nmaterial .
functionhgeH AN oﬁ'@&rﬁﬁd)(ﬁ}nento Ehearﬂet &f&dd\{t?o

in the enbodi nents of the present
invention directed to conpositions conprising filns,
W bh@sasntposi tions may further conprise a functPONES2008/057571

As referr

used i nterchangeably,
after tqﬁ;@@lly epplyimg|tie fylng. nStudinailml}aﬂlqn lpey Bmma:bntplhsllmdlﬁgl B a vanety of

mcI
er a

metho

n&tc\ﬁgmlc@g ngE(l)r TBCC

the filrg b@ atkthd1 Qvithd stendrachhedal @E&ﬁpﬁ'tﬁ@sne‘j&%gﬁ‘hﬁx
30] The function

I.ren

or conbi nati ons thereof.
oral capgpglicaiios). nlﬂy/stggl mEYS legda

appllca?]:sn Bpﬁh)tswamne(r)éf t%rth

hagicplfieans.

rated.wt

comp(%s‘;‘téon

ed to herein,

tsS, suc

00

the terns

[ties ma

n_g%{nln fesrﬁigsvrg tmg the film

ut i | y be
g:@EIBng m@@ns include degradation of
&%tm%?%%%va In an

&tatlardwmbw 4ol dhieer forvef poduced by

in the f

aL&®

-1 uSing A

apphca@en basdﬂﬁﬂﬁ)lﬁgid)mfpﬁrig imRyhdaee chvd gspliegtidng. oral care,

personal care

or hone care

co

nposi tions conp

risin

se.
dentl?rlce

one

[0054] o o/l Vatous epjbedtmanty, ﬁhemra?gfﬁ’ewvelnmmgwéesrxmtbpds or the treatment

of an ofallj Rt 'cQﬁ@LoWA? Fdf@red BN

aving a secon

fragnment

g e?ﬂ]ecmof)rang fg

unctiona

c8rt1d1?o

second ,f

18 aH%l{hsorder or

conditign fhiabean Herppevenhe dritreated byradmidstadtionmt el‘cbﬁn|pOSIE1&9&)]¢he bfal cavity,

S eanﬁl

mcludlflg}; g\%rlﬁgxﬁtox Cp

includdf dafi¥Q fodphvifTR YreREI SR dsJeMmfl@ill}e %?yeﬁllo% b

nments, the f

ipanyofithe (5Pt

tional mat

erial may be

gxggmgcwa&% 3pd tongue. Such condmom

ity

d|S|ntegrate durln? use of t’he "product lTvering a
conditippsesyiehh af steigingnlosgo maﬂnmamehmnadomnuthfeel or

sweet Nt o avor.ant
1005517 ) ugrggeznynq Frabe (me: M h}F pf)eisfrg){%veuio? P%?\Y horb

the sys@fi¢TRdalth Df a GhaeemAlesomipriangthe xicpact ﬁinﬁiiﬂfs'te\f?@ tb ¥ thammal a
flowers fruits and conbi nati ons

pl.ant s,

| eaves,

compogi e} eRDTisg in ageording i thia sresent ipvestpr-ai n
lﬁ'léleac‘nélels?ov &Heﬂgfe?{ncg ?%glg tollom ng

[0056] e”t’Od'mEB}eée tifenki

additive su

non-linfongl ERroges si ng,
Acadeny of Sciences,
the filmc

of ab
[0057) Udtiols Qdrrfe® “@gé}We

about 1 to about 1

enbodi nent s,

hn‘a 0a:FB)

as those desc

we

e EAVELES,

b

i ght of

publicatlon 1274 by the Nationa
In vari ous
a flavorant at a | evel

paredin @Q&‘dﬁm% \glt}fc ?alﬁ@‘? Uit 4

Hilk

V&Qgﬁﬂﬁ@ and cosmetic

%r metammg

proportiaas jop methyidsdiose V) amhbyctrpwm(vmymcmwbcllslesea(HPMC) as follows:

t herapeutic active.
t herapeutic active"

Table Rr everbiQila®iont MRadedeNt Of a physi ol ogi cal

ch disorders or conditions include th

condition. Su

As referred to herein,
is a materi al

usef ul
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for t he

di sorder or
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skin, hair,
is preferably

C

an

av iStyrry iwtéh uo

qUERRpL T

i n@lurneWt%et

oPEghirie 2 2

- Aldryiwgeva

gﬁgl.mﬁle ti

), Slurry wt%
e(Example 4)

Water utility of th

the follow ng

Methoge} F&(BME) cef

y[ pytd di um

o conp@gi;ion.

Sucty. Bcti v

chlori%e, do

2s magojsncl ud
L such as

81

1i phen 3bromi d

Metho&'i‘ B5G (e a”

anqw narl

lUﬂFUﬂhsaI[S
fl uofi des

ZITiC_ L Oompou
alexidine. o

s 0
ct oni di ne. ED

Methoeel 84S ¢nid)al

Corn stgrahj - i nf | anma

0

|'s sueh as t
4 nenthol —ad

hynol ,9 et hyl
d the |jike

sal i gyl at e,
non-steroid

ory dﬁugs S

uch as? aspiri

n, 3

6
0
3
3

Hawﬁ@ﬁetanlnopnen
f enopr of en ca

rbuprofem,
ci um napr ox

Retoprpfer.
en, tolnetin

'ifiun%sdi,
sodi um

6

Pigmentadonet haci n.

hanvnnf\f at e

car :\m nhan o

and the |ikd.

- anssi -t usy

51 ves,0.5uch

S

0.25

Propyleigsl¥entet hor p

han hyérobron

i c-\ll at e
=T

i de.

Tt

éﬁlophe(

lhnl
Jllanol05

0.25

suﬁhmgmgrocnlorloe
pseudoephedri

f1e 11

e, - ggconge

51 ant SO §UCH

he hv rochlor

i de, phenyl e}

phri ne,

0.5

phenyl propano
i ke. -
nmal eat e,
mal eat e,
naleate
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prevention actives, anti-mcrobial agents, anticaries
agents, antical culus agents, antiplaque agents,
w@eesoslot al actives, breath fresheni ng agent sPCTEE®A®057571
control agents, whitening agents, vitam ns, herbs and
her bal extracts am no acids, enzynes or other
proteins, steroids antiinflammtory agents, abrasives,
[00S8] ant i pé&hs pibnia:lstweactlieuesst(ﬂmodxbma,ntzhialmtvicr/aethemmexéiittd) adrergne various

oSSR Bt SR S Sc arr  oet
controlRE SIS ten@itkdtGRAY Y Uﬁrvgduﬁﬁdcﬁ&ﬁﬁﬁﬁ%h'tﬁzﬁ nolcAAPNH sBRER: Size

surfactants, cléansing agents bl eaches detergents
occurreflagndi (@) @Qm}tﬂeintmglr@gemﬂ@t shmpesdid nat breals apartdwith gentle rubbing. The

specifiERIRITRRRT R b8 TRt FeenBod e FHEE Bifafndisihown in

the art, Bay dpetisic&YhAtIEAL 9% driagnit htidpoBAmR! é. §ep§1801h ﬁﬁ@y‘l ¥@er-maleic
materials at a concentrati on of about go about

acid copr)ympR/ sy ashtor gkamplentaniia®). Beltof theasssnresdowppelow:
wei ght of the film about 0.1 to about 30% by wei ght
of the filmor about 1% to about 25% by wei ght of

Table X:iBrop¢@R84f Films Tasted(Exeniphdilnhndugh 4)he present

pvention nr oVi-des a dentifrice having susb oL

Eibmdingawia her eiln Breaking Srengthdpsit hySiahle2(YéN) || mDissolution

conprised of a|mxture of a water spluble cellullo$jfein Water
pol ymer and a slecond pol ynmer having|la solubility
tenperature IoWer than that of the flrst pol yner|. In (sec)

fi vrot al vy

Examnlgy! GILORAC bal yier 008 PRREDOF A KU 1 ol enbod mentles Phe

Examp e'ﬂ%ﬁl\ﬁ’@ ymer 1Sy Veai@ Dot @&eFECONPyPOl yEr 1S IN77
e filns of the present invention nmay be nade

Examplerd @: ?.VHPNEt MCZ)f Wéym A, 3¥t3| ld’dD ng met h¥ds anong t Ho¥xs

Examltiod HEM M dBOREnt G | 6P PP | m £ bimi ng. si ur ry) Guch

as those disclosed 1n the Exanples below are mxed to
forma filmformng slurry conposition. The slurry is

[0059] cast 8nSLEltsriediefaghb1laeths didwtot Exemaled 3dnd ddhave atht'ﬂhm breaking
f|l er.t ai t he
seengt g 158 et RaP Tt 2120 B PnR SR TRIb T G

t he fllntslurry to spread substantially unifopnly
across the substrate surface, thereby avoiding
formati on of a destructive bond between the film and
the substrate. Non-limting exanples of suitable
substrates include gl ass, stainless steel, Teflon(tm
and pol yet hyl ene- or siliconci npregnated paper.
Fol l owi ng casting, the filmis then dried. Drying of
the slurry can be carried out at high tenperature with
the aid of a drying oven a drying termnal, a vacuum
drier, or any other suitable drying equi pment known in
the art. Ln other enbodinents, the filmis nade by
extrusion of the film conposition through a die,
followed by cutting to a desired thickness, and
drying. In other enbodinents the filmis nmade by

sol vent casting. [0036) The filnms of the present

i nvention may be made by formulation froma slurry,
where the dry filmconprises the follow ng: (a) about
5 to about 50% of the first polyner based on dry

wei ght: and (b) about 5 to about 50% of the second

pol ynmer, based on dry weight. [0037| In various

enbodi nents, the filmconprises about 10 to about 40%
about 12 to about 35% and about 15 to about 30% of
each of the first and second pol ynmers based on dry

wei ght. [0038| The filmfragnments may be incorporated
in the base conpositions of the present invention at a
broad range of concentratiom$. In various enbodi nents
the carrier may conprise fragnents at a | evel of about
0. 005 to about 15% about 0.01 to about 129@ about

~ N~ 1 I A NN 7 I ~ N A a I ~nNn 7 I




[0042 1 In certain enbodinments a conposition of the
present invention can be a skin care conposition, for
we@x@spbies4 a soap, a lotion, a body wash, a batPCTEE2008057571
shanpoo, a conditioner, a deodorant, an
We clapipt | perspirant, a fragrance, a perfunme, a cosnetic or
conbi nations thereof, such as a
antiperspirant/deodorant In certain enbodi nents, a
cowpog ion of . the present invention can be a hair
care CoNBbSTRHNE such as, for exanple, a shanpoo or a
condi {dyonep fipdt pa]ﬁ,mrﬂati on thereof. [0043] In
certain enbodi nents, a conposition of the present
i nvenfthon &agropd palymsmbaviag e selobibivs tempemturedowextharpthet, of the
a dlshmash Q% g ergent, a | aundry detergent, a fabric
softener, a BPd"Slrface cl eaner or a bl each
wherelmmrefmmmgcmengda of te filaf isigBdater fiigin sBOOETTFISE (5,171 kPa).
conposi tions i1 nclude for exanple, surfactants,
detergents and foam ng agents. [0044] The speC|fic
2. .COrT'pog—hg KRR 20do frallﬂg (& @k ?rwﬁ)érg hqﬁ(]agrleinqg Qt%l’%?h Oftnt lﬁ?m is about
i ntended use o e conp varrous
750pﬁéﬁh@ﬁkﬁ@ﬂbsbmﬂﬁéﬂ@amrBem70$Panueous, conpri si ng about
5 to about 95% water about 10 to about 80% water or
about 15 to about 75% water. In other enbodi nents, the
3. carri @he tifin 36R34iAPE Ahiny 1 n@ﬁbr@i?l%@% onkd YIRS fii8USblymer or second
enbodi ments the carrier may be a dentifricecarrier
polymeh quhngenafrmtceliulcwmﬂmt, mrfth@mdaﬂes ol svinydiorallidgaeepobletyiene
out .40% | n other
oxides, é’ﬁ%&" Pfgzﬁ‘F 8“‘1??1%“%'6‘%1‘%568’6%%0 ‘?rfﬁt

eEeé)fcar rier

conprises | ess than about 5% water. [0045| The carrier

may conprise any of a variety of materials, including
4. enul siTh¢ 88 acqopding énelpin 1§ vheraipgt leaﬁf’dow@é@ {jest polymer or second

Q eﬁpg _ the carrier conprlses a
mﬂyﬂW#Sﬁit%Eh ngPeS|af, such as those descri bed above. In

some enbodi nents, the carrier conprises the sane
functon naterlal s the 6], In cert
oo TR RIS Reehung sp s 1 whergimtip et pomgs & Aehifose ether
dentifrice. In sone enbodlnents, the carrier conprises
a hunmectant, such as glycerine, sorbitol or an

6 al kyl éfhehgtlyeqﬂrdlsgcmclasn éowestzlhyheﬁet pPlywsisr isor

nycrox R PEI AR RO R U RARBR (6, 75 bou

80% by wei ght, or about 20%to about 60% by wei ght of

the conpasition. Carrier conpositigns anong. those
7. usef uilhaéiippcosdias & slairpd ewhergin the frst p«alysler pag @yjpgipient gelation

temper%gggog’aggiﬁ quqet aL} 15§ lﬁgg%% ClaﬁE \}g‘{r/nl’ gﬂ ‘ebﬁt.?é? raliltgxg dn8 wherein the

second @olyadhr hem;smcm)tmt geiammeuenmemmre stabauh2 § keatens 35 dedreésr{gjat a 10%
nts or conbinations thereof. Thickeners or gelling
‘“ﬂgnég%ﬁPgmUE%ful herein i nclude inorganic, natural or
synthetic thickeners or gelling agents. In sone
configurations, the carrier conprises the thickener
8.  and gdhkitihy aegredingae claon d) whergiel the im Abousutetanpolx lgmellar
about 15% by wei ght, or about 0.4%to about 10% by
UYWei ght of the conposition. Exanples of thickeners and
gelling agents useful herein include inorganic
thlckenl%gaslllcas such as:  an, aporphous silica,

exanpll@e nEBdesarding ta g lupbereinghp Srsipplamer hps 4 gqtubl{lty
t I oye

e e T a . Snarsoond polypieghes  solubilit
tempergtarer oféess clampbose)lalggodes §HBRF°@gent, such as a sili ca,

a cal cined al um na, sodi um bi carbonate cal ci um

car bonat e di cal ci um phosphate or cal ci um

pyrophosphate. In various enbodi nents, the carrier can

be a visually clear conposit?on. [0048] In certain

dentifrice enbodi ments conprising a visually clear

carrler the conp03|t|on conprlses at | east one

R 1 s oy - e I Y N 1

W

structu



carboxylic acids glycidyl derivatives of alkyl esters
of unsaturated carboxylic acids, olefinic diam nes and
W0 s@sesEe4 aromati ¢ di am nes, terephthal oyl hal PCiEES2008/057571
ol efinic polyols and m xtures thereof. 10051 1 In
vario ; 4 r
O o TR b oL RSP S! B SRR
temperdture@houtdis clagrebeF $4(1.6°4b) t© dbout IWWdalegeenih (76.7°C), and the second

antipe Lrant, a deodora or a LRer spi rant
polymef s FSh Akt Whaninfiod Borotd sireehd Abas o BeurMostsemps F
(60.0°cd)n certain enbodi nents the present invention provides
net hods for the adm nistering a filmconposition to a
subj ect such as a human or animal. As referred to
L he e R h S P B A i TB Bl
polymes bl £6dcond polymet BusnEivaer siNbisity fehipeadire thdtthatitsd Poliyfer, and
.topical, wherein the conposition is agﬁlied to an
whereinptpe brakingstiengtk ef Hre filpes grasjes &ian abauty/ S89st - tHkFd)-al
surfaces {e.g., teeth, guns and tongue), to the skin,
to the eye, and to the hair. The specific route and
12. et ho@hetorapimtitinstceartdingrtowldith 1depberdinup deast dree dfnhefidedater

solubletupsﬂgfrr%rr gtggq?f{bgq? %&ﬁ{sé]bﬁlggpé%?egg%cklwg?qu&é@ocgapl%g:p& é:rrsr,enqgtlslécrylates,
polyvirdfHdli&drR! hdlgetBylbhISkiHEN ﬁblyﬂﬁy?)?fehébxihés #hdH@fePhind copolymers
ani nal subject 1n need thefeof, conprising topically
thereofappl yi ng to sai d subject a conposition conprising a
filmin a carrier, wherein said filmconprises
t hefunctional material. In one enbodi ment, the nethod
13.  addi t Thaadrhyostioicesidingito 2tdmpti2nghédein thi lfifst pblyater is
topically applying the film Such disruption nay be
hydroxg&e@f@ﬁtwmﬁuleye WG and thgspeond petymgsihmgdylGeHilosriiMe)-
chem cal and/or nechani cal neans. Chenical neans
i ncl ude degradation of the filmby contact with water
14. or a ifat esrhpdsitpmeseortdirag totchimdilt Birtier ermpnmigg @ Hieiapautic active
chosn 8 AR 8 e e G R TBEA € Bl SRURL Eemsiovny
agents, BEQGUAL HedYs. PBRGdShedl la@iikycQf bredl FeGietniRNRes, elolibi€control agents,
conposition during use (e.g., brushing in a dentifrice
whitenigg pg¢nts siabnpreyension @pthyasgsabivarnyispmudaniss agd eypkinatigns thereof.
application). [0054] In various enbodi nents, the
present invention provides nmethods for the treatnent
15. of anThé abmpeviorcasadidingo.clam Irefrethe dent of héuneifiicean
"Oral care condition" is any disorder or condition
that can be prevented or treated by adm nistration of
16. & COMARStehAskididh da6raMto kM (11 whifdtd Wdiciteh SH (ORI pSlymer to
or conditiohs of the teeth, oral nucosa, gingiva and
the secorsimgmerSeieout d ridiotabonts3:i.ncl ude caries, gingivitis,
periodontitis, sensitivity, dry nmouth, buil dup of
cal cul us and cosnetic conditions such as st ai ning,
17. | oss of fitweshpssisgrel or mal odor. [0055] In certain
enbodi ments, the present invention provides nethods
for médnt arbeuig te hbow PO enh acahakisicroppositign shegen from

compri si:ng. t.h L] Ll t ; | a
oSBT M St o G, 2
i nvenibon. ap&ASGH abdne J0restmntthiinnetnlosohasedonhbley fvaighher

.under st ood by referepnce to the foll ow nopn-1ljmting

whereigtheRspaking sRpgpIoEdq Bk 7] ErealeT hRrsahon] /1T o ?%‘éj( LkP )
prepared in accordance with Table 1, with varying
proportions of nethylcellul ose (M0 and

18.  hydr odypfibpyif ekiryll7cedmprisozgs (HPMC). as fol | ows: Table
1. Formul ati ons Tested[ 0058] The slurries were then
cast into filnms, which were then tested to determ ne
various physical characteristics. Stability of the
films in a dentifrice carrié® was evaluated after 1
week at controlled roomtenperature by: ( 1) visua
determ nation that no change in shape or size

o a4 .= . e - I



wei ght concentration. 8. The filmaccording to claim
1, wherein the filmhas a substantially |anellar
waresasarse. 9. The fil maccording to claiml. MEUSI008/057571
the first polymer has a solubility tenperature greater
t han out ( nd
polyngg hag&ggégﬁﬁEﬁﬁﬁﬁg%pgﬁﬁeng%?gﬁgﬁﬂFﬂgg&%ﬁgn
hydroxgropylcd Qlosddbgseelem dry WB&TglBCINd10. The filmaccording to
claim1. wherei e first pol r..has ubi lit.
t en‘pet(ét ur éb%dﬁtto 3 té@%‘r‘?ﬂp&eq\éﬂ%ﬁu 8% 3“?%055%‘? e‘é%
degrees F (76.7C), and the second pol yner has a
solubility tenperature of about 80 degrees F (26, 7C)
19.  to abdumethad f@regineelgtenngema@oe)matmal CAMPORPESPPlyEg 2 film

compnalgﬁﬂl;qrii é)é)ggnerlapg f st C(ﬂ ymer avmgqg%\g%ﬁ Lﬁﬁln& télﬁ%eramrc than the

first poRyTh@\W&h hE@ht! B hdifnyl itﬁbﬁ%ﬁ Ittewdi® tHef@lm échﬂ)rfsieﬁ &te apﬁ{'eymtrerl al, and
and wherein the breaking strength of the fil

whereig theatée ok the fird e imey spthssecqng ppw«tsrbwboun 3 ttﬁéout 3:1.
conposition according to claim1l. wherein at | east
one of the first water sol uble polynmer or second water
20.  sol ublThe padtyoderccosingosenmf I9oceropdiding aepdyieg Her@mposition to the
ylates ol yvi nyl pyrol | i done, polyethyl ene
teahob%]E aC$Ht¢ﬁPBE§ fene oxides and ni xtures and
copol ynmers thereof. 13. The conposition according to
claim12, wherein the first pqié is o .
21. hydr on]ﬁﬁpﬂlfwemWWGeg Stabidisieof( m)comasmaéhes%@em forming a film
by conﬁnmx aﬁrst pp a/mcelr ym& g élc%l ? %Spﬁl\ép)whe}é]in th@s%c&%@&%& P a solubility

accor

temperbfied RPRHTHas tiae bt the fﬁk‘tQﬁ)eﬁnérr t@rﬂroabé aﬂlm&avmgrmthn gleer besaking
ents_anti cal cul us agents anti que agents
Stfe“gthglﬁnsaefﬁ& MRS EYUN e IirgorateriomPlaBRINIET per i odont al
actives, breath freshening agents, mal odor contro
agents, whitening agents, stain prevention actives
22, sal i vak yegtodrfort mainsimng theoyktemat heatth of b erauhal, d@nprigieg the steps
osi tion accordin claim1l. in, the formof a
of admgiiiigg odBE MBI HSOPBBES? FBRTd P AGe B IS A 14
wherein the rati o of the first polymer to the second
polymer is about 1:3 to about 3:1 . 17. A film
23. conpr iAFeigpositign @mnsne % blmaprsardisty daimpl . cdarein g @mposition is

. it e I ] Gelaliidh
inthe ERHR0FabA0 sINREF A spUg Lo S RA SPALABOAN Gl PSS deodorant,
an anti@éx@pitanﬁ ot fengpdeef a M%mé ometdayieticel | uI ose based on dry
wei ght; wherein the breaking strength of the filmis
greater than about 750 psi (5,171 kPa). 18. The film
24, Of claig@dg ommnll 'i‘l'g1 s { Bdm 8RBHInd R L1SnAPAMterdfAthe composition is
hydroxypropylnethy cellul ose or
in the foydrodx ypmoipy lagelt] wirfastent alcersingagenty bigatlyldetergand of Bybric softening
about 10 to about 40% of nethyl cellul ose based on dry
wei ght. 19. A nethod for admi nistering an active
material conprising applying a filmconprising a first
pol ynmer and a second pol yner having a | ower solubility
tenperature than the first polyner to a human or
ani mal subject, wherein the filmconprises the active
material, and wherein the ratio of the first polyner
to the second polyner is about 1:3 to about 3:1. 20.
The nmet hod according to claim 19, conprising applying
the conmposition to the teeth or oral surfaces of a
subject. 2 1. A nethod for inproving stability of a
film conprising the steps of formng a film by
conmbining a first polymer and a second pol ymer wherein
t he second polyner has a solubility tenperature | ower
than that of the first polymer, to provide a film
havi ng a hi gher breaking strength than a film
comprising only the first wdt’er soluble polynmer. 22. A
met hod for maintaining the systemc health of a
nannal conpr|3|ng the steps of adntnlsterlng to the

agent.



