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Lacosam de for add-on-therapy Description The present
invention is directed to the use of a class of peptide

wa@eovwpowsds for the prevention, alleviation or/BOmEP2006/000814

treatnment of a disease that is treated with
antipsychotics, in particul aj_psychosis, nore
partl cul ar SChI zophrenl a, |n an add-on therapy to at

ast_o C A es

i ek *qﬁ%g <figait it g QlaP s ifbgmapt o

con‘p and 8ﬁ'a %ﬁ??h"%r“ rge

incont mﬂce@#rw RIpplems; aﬁoaa?s of pgestatg liyngeplasia

attention defici taﬂ9|dEr|“é'H?\? %ﬁ"&q{PHE-’r psych05| S,

psychosi s associ ated with schi zophreni a, bipolar

di sorder, autism Al zheiner's disease, attention

deficit hyperactivity diBeserptionrug or/and al cohol

abuse, affective disorders, dyskinesias and rel ated

di sorders, denentia, nental retardation,

lﬁeldd'fme mventiowat r aem a, severe personality disorder,
sive compul sive

t d f
i SNt IHERI 40l CiRdh i d1s AYBHSRGEN | BYersRl ! medical
tFéa"cﬁ%‘?ﬁ fTé\Hélehhﬁaﬁ/ ﬁﬁ%ﬁfbn&ﬁf%ld@:ﬁﬁ"n@ b@écﬁﬁeﬁ*ﬁﬁstabmty and

or/ an am nergi ¢ therapy of Parkinson's disease,
qther mlatﬁo{/)dmas@s @Srfé%mﬁl@@ﬂsb¢lgwd§§wiﬂﬁ genary flow problems,

d t
GSEPELSRO o Entibeh e ettt SEb ARty lorp 837, (193) and to
therxbnr?&bnthm vmrmlfsammnlﬁémﬁal Heginver’;}tyofagﬁltsemée hmfdfsyndrome
t treat.nept of e epsy, and ot her sor

sk g B tiaE Faavecor Bhe FbedrpEddetinant apeiied dfarmea-
é‘&xsuéaﬁaﬁ%t lB@‘bi)tﬁ RehERIMBEINGS ahdwhemais) R is

hydr ogen, Tower al kyl, |ower alkenyl, |ower alkynyl,

aryl, aryl | ower aIkyI heterocyclic, heterocyclic
%gé\? %ﬂﬁﬁ?ffﬁ@%\%ﬂl#“l het erocyclic, |ower

ower cycloal kyl | ower al kyI and Ris
Masybpeoplat sufferr from swipsry tintedingnck. a@ﬁenﬁaﬁt isobelieved that

ROSFUAGHRR"S Y 90,5 e 88, 2R3 bRBRL vt

(ii*lek)"tﬁ}éI mu%blé Kee! Pﬁ‘[g athé)/bladaéwGloiéii)eéﬁdyéﬂjmc’c Qets of the
al kyl , heterocyc | ower cyc

r »
pSepEakiract. dvl@wewwms ¥igvh l%@uwsm upé&oarﬁct- While under

td .
SHESD QA 5 A L0 8P Bl O Bhrich ot
isrrelkgted ddiht & iodajndnccg‘éhe blagider tad kiﬁlep insiderthalpedrigicavity, this

A e s

fuﬂbﬁbncémi bl b&én és)\ueldeﬁa@l’eOBélawbel bevecn ke adiivity-of the
wher ei n and be unsubs &%t, d.or substltqft ed
SPRIRCIgY anéiatne %"é”%q ebBr Hie WY &b'sgf%iﬁpflﬁ le for getting

elﬁrﬁﬁé)BuFBEﬁ'{é B%o@%?‘dlﬁmgg voldiflg a'?:d %gfl(ls M%es@rﬁéd%y the

em ca ogen, | ower ty
mwcwlao\mﬂ of tiogl bladdaerN@ﬂ ﬂhenyuaﬁum@tm oare@uqad emsian of the

IRUTRER S ifen 7 SAEY St AU T s LBBRIaNoH T aiBep the

wnosfdie sphitlcirtamithel fuhdiienwohtheddetrtysorpr ovi ded t hat

when Y is halo, Zis a chem cal bond, orZY taken

together is NRANRSR7, NR OR5, ONR 4R7, OPR 4R5, PR

e bl riédtruddrish - spﬁmc&hbﬁ%éﬁﬂs Ot BRI t% smooth
PR4NR5R7 NR4 - OR5; and R6 are i ndependently
mysclegreups sviieh Buman beings (and glsol sswee asimgls) laasnde control

A T e 1

wi t hdrawi ng group or an el ectron donating group; and
R7is R6 or COOR8 or COR8; R is hydrogen or |ower

al kyl, or aryl lower alkyl, and the aryl or alkyl
group may be unsubstituted or substituted with an

el ectron withdrawi ng group or an el ectron donati ng
gr oup; and n |s 1 4 and a |s 1 3 US Patent No.
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Hal | uci nati ons are perceptions that occur w thout

connection to an appropriate source. Hall ucinations
w@amenrwsa? in any sensory form - auditory (soupdi/EP2006/000814

visual (sight), tactile (touch), gustatory (taste),

and ol factory (snell). Audiipry hall ucinations,

particularly the experience of hearing voices that

‘%ﬁ@ﬁ?ﬂ&ﬁ?@ét?ﬁ%@r @% #S@%’ER%@BQ‘ %Wé}%rﬁgggfg flljl%nsphlncter of
the earfus) sRs panse ehsnhe uneémstadatthisr eonim of dibg dalance involves

RSy bhegal <A CHAGAl RRHTPORG fCBGHREp: 40 @5ely qifqvOtitary
rﬁi@tmlauaa r8§|?1’6|’f§e9' eupi’ttam abntaHssinadMgitapncempbhentsyad flling

hink straight."” Thoughts may cone and go. rapidly;
qfﬁbe iadder finglly triggess ﬂae UEgerd r@@dé@hwety@tm one

t hought for very long and nay be easily distracted,
unable to focus attention. Disordered thinking is
'Elmasmnmlem clramig ahd dejicatesbalanee tinvolvingefilting afithe bladder due

L S0 K e RS g
AtivitpUuaiButéd by filig W'tﬂgge’r%kjyalbbrﬁsed)NS) cﬁiwén nerve function,

parti cuI ar chol ogi cal ical state, it
q@n epsily kel @s'%sf,e%f&. Qe ATDle, §¥rﬁﬁ§ Siteneran rew‘bm grneed for
rﬂfc’i@(a‘ﬁ%ﬁ \ﬁﬁﬁolﬁeé(r? 'éﬂeﬁhéﬁ‘-;’ ﬁlﬁﬁ%%‘mﬁéfb%cﬁdbr s, echérﬁasence of
SO severa hysi cal’ circunBstances that can induce a
apisytyhtn ireagh = etplletnlﬂ uokamyy persens dliggersdsuelt day urgency and

1430, S8 B B by AR i oty

\(@ap@cl ally aI cohol bar bi turates, and soneti nes

benzodi azepi nes) as well as inf ections of or i njuries

to the brain (these psychoses are now nore commonly

Wi { r{%‘l el Ex I‘é%gi‘i‘lﬂic,%t@ﬁ'fﬁ dicafy SRy Hhlarfedr B)ithis is not a

psycho glca tress 'S nomn to cause psychotic

disaase., Buioﬁghhtﬂle’ttﬁbaﬂﬁemrf%mt$ sinustisgasg rptages if the
C | d SE. | n

SRRbabis SEBCANE £ 014 HFRRLTHY, SIEERy sk Wioance

cam- blﬁyndmm&tldi A Cbl‘tﬂ‘lld:ISiI'ESS\beMTOHTSE daunnkesﬂlt in urgency and

Barh St e B URRRSeabth S B SR  wmately

in%bﬁﬁhéﬁée oBucAUdidgtisRsS ehAr BB Hut M BC liiieds to prostate
eryt hemat osus, or/and sarcoi dosis. Psychosis is a

bmml‘asd@rmfeqtl@nsmf theHirngsy teaatadiffigrenic@Ngy disgases such as
A BB RTS8

rhbeatic §ﬂness isgheresne cared thvense Urgeuiridoatinence st inadelquate
Py ds SRS Tomuh! SRBaEe ptusBihtedtiaimalt vor | o

Appr oxi mat eI y 1 percent of the popul ati on devel ops
schi zoggr enia during their |ifetime, The severity of

tthis toyhptrnted dhat ke giseasents, nehisnincopineass, whith only is a
éﬁ?élﬁféog\xrﬁﬁio?n Yk erEHfreZﬁfig lﬂ'na@h%]oﬁ:?ygcf]az?lrgen@} Sabithktneed to

schizop
gclto ithle toiled despite g fachithatdhat wolltshnotApsp ne&emlo;n the basis

BE G of dof iRt dere) S eBP PR o4 ERFY B flopphological
@ﬁaﬁ{éﬁs 3R pihee atinanf treet ajdieRaas BlfTPyperpl%:BFa g, hyqferemghy of the
ocki n changes in havi or. Thj s sudden onset

bladdes w:?élymfemr@a %ﬂr erteophyt @t thedMHE0sR faw&eea%@ent of

%’HI Pir0 Y& anthe ARsyetital tract
psycﬁac{alecﬁgglhé e; ot s avseﬁrrgdr?%rg% sodes du@ng a
lifetime, but |ead relatlvely normal |ives during the

interimperiods. However, the individual wth
"“chroni c" schizophrenia, or a continuous or recurring
pattern of illness, often does not fully recover
normal functioning and typically requires |ong-term
treatnent generally |nclud|ng nedlcatlon to contro
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reduce and control the distressing synptons of the

illness. However, sone people are not greatly hel ped
whooawzassabl e treatments or nmay prenmaturely di BCORPo0&@0814

treat ment because of unpl easant side effects. Since

schi zophrenia may not be a s3Rgle condition and its

causes are not yet known, current treatnment nethods

s@bﬁ é’sﬁﬁ%’stﬁfé BPhPetﬁPei rbu?cqh maﬁwa@,esqrrm Pﬁalogmaqe changes
These pproac es are hosen on basis o their

capi betfpund mgdiypstionsl @mnﬂaswmcmdl@@rfu@@wﬂ@n@@w i the

B3PS0l STRRTRIL Ha KEBIE Thebilho cause, Tis i pecialy
tlse rmaeetm e:hﬂdrbrﬂﬁﬁténdgﬂoﬂrimxerdotwmbladder a‘hdtm’ematelvely from

ease such. as chi eni a qr e
gP sty el BEoRERo1sE) oMue 3n e 8314 Poblem for
Hath r@rﬁ@lré,yaﬁﬁffgﬁﬁnége anti psychotl c agents include
tricyclic phenothiazines, thioxanthenes, and
di benzepi nes, as well as butyrophenones and congeners,

SRS R B0 E08, IR LSOl hgRRR BT IORT urnary vac
furctépt/dysfuncdiibn,edhee Id@pmﬁcrrmlnélarrhmeanem&‘smimy i(lCS) has

BB st b IS A RatlB, BRbbor Y RlphiaSoap) and

detaan Osrattvityo it As @MpSoHER@eawSotmeﬁusbrc oaedactwnty is

al pha-adrenergi c receptors, Inan
ReRERD PodiadyNaphs S%'fva’ﬂﬁécg}?é%?t%‘%e 24 WVQE#“F‘?‘%C’G”“SOF
I t )
dﬂh&a&%ﬁ&s guglpaotgéaf rhlﬁ#’dne' Bﬁé¥cle g'ﬁ%tgf%? o7 sﬁQnt%ﬂeof@Ea’ provoked.
D\@wsnrr@v&rachwtwrs sybdividedpota wh\opatbtq detrysor overactivity and

R bBRE Fie Py SvloflB, MR ey Bty s a

m@dv:ﬁ@m(d Hiaghesixlit Bdposdibiel ttﬁfemﬂlsmmﬁbnts aﬁd )sidvas €uring

PRI SIS e SRS Ines Wl A Bvalinsen; gitragtions. The
|@t§1260@?éb6ﬁ)d%§8|t|b§§2 t%éJ‘SPGQtru&ﬁ RRTaLHi X {¥) Shasic, which
severe sid fects - particular, a condition
raaylcurdmagrmtulleedyipo@n@aryl ipgenttenaes anei (2) terminelcenich is a
ént@[e lhb&ghtér?fopegltdsﬁlm:?ﬁtr{xaﬂﬂ {Hat otftgﬂtrega‘fté Fr%ém?f'ete bladder
o Wt hDbl'ood Tes two weeks.

tore S ever one
éingtylrliga\mABaas ideﬁp\eddn}yHCSaWﬁh s?] asuiml dtemsr:]I and e ai syomEomatic
n ol.an r afer than t 0 er r.u
dipgnasisn MR fe dafBpdars brosio i oF MithetcHEEs incontiagnee,
émyuﬁﬁalwmﬁ‘%qhéﬁé\} ah8foctdrizess as wel | as clozapi ne,

however.” Antipsychotic agents are often very effective
in treating certain synptons of schizophrenia,

RS gty LG e Ry el S pygnetan, i ai
intlosivesigmmt apmlesslnm chstereafudistinguishatzle idisordeds however with
RSB SR SPRE sy b 84 88Fofoge goninue
tBMONRSES tl@ﬁ@@cﬂﬁ@%e%t On86istasth HNéyinplonsd Hﬂeﬁ

limted efficacy, sideeffects and del ayed onset of
actiege or/aur;ﬂe@gt'e(lm@gsghsmslm@ thahdhee l@ﬁéebm r@ached its
acti, ol anzapi ne or risperidone (Casey et al.

Neur opsyccpophar macol ogy 28:1 82ff, 2003). Further rmr e,
-and'?ﬂequedoylbf abihatich (8 ameinore timesperatayy! i ni cal tri al
r.at.e t Iam)trl i ne, when, added .

o1 OYRRHHE' CRebylturfiits aqtomianing i e (Cprinate)

_t rqatm cheas, Jiuctienof QAR FBWA (Ti hohen et al .,

Bi ol Psychiatr. 54:1241ff, 2003). It is estinmated that
currently up to 50% of hospitalized schizophrenic
patients receive adjunct therapy with anti-epileptic
drugs (Ctronme L., Psychopharmcol ogy Bull
37(S2):p74ff, 2003) especially for enhancing the onset
of action, for controlling the positive synptons, e.g.
haI I uci nat| ons, the affectlve synptorrs e.g.
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In an article by Jann MN Phar macot her apy 2004; 24( 1
2): 1759-1 783, which is directed to the cognitive

wa vpss9 of schi zophrenia, add-on therapy of PCT/EP2006/000814

anti psychotics to several other active agents is
descri bed, but no reference.4s nmade to add-on therapy
of antipsychotics to anticonvul sants. The use of

co s .of _FQr. pand Fornula (lib) for
rgﬁ%ﬁg%tca%fespgbgﬁbﬂn%@nn%dart| cul ar schi zophreni a
or /rogepksichrasélsicardoci at ed wi th schi zophrenia, in an
add-on therapy to at | east one antipsychotic agent has
not been reported Thus, the present invention
B‘@ B;% dréegreﬁ é@'LﬁHd@PﬂWtéTﬁ{ fowar urfsertract dylsk)nction
and for th e preparati on of a pharmaceuti cal
|no|ntti68| t| on for the prevention, alleviation or/and
ARV 6h @i durin
1 SR oARART (RABRY, bleyahs IIKGRR/GGiAS during
Of thmaheEmweasmahdnmdm prestShee)apy to at |east one

B SR ngorRRp. TR hoRlnr 85E5RE Hvan py cetrusor
cal hrdab@vitoseri de or SPM 927) al one had no

significant effect onprepulse inhibition in mce,
+/\Ih| Mixadsurmamdeq:or&me@cedaéﬁlme@élhogmy for psychosis,

L{;g%%@b%‘%%@% . ‘%'Jr"?égf‘wpar T8 1o %fmlbﬁ'ﬁb@'o\ﬁry tofuded
( R) the- é’@@\teameﬂrtﬂohlebejmsl but-alse tihe Xgmy wemdweddadder without

(lacosam de) potentjated the inc ase o

| nrnepOTRAIGs "Bvie WA | Ry | SR, PepBO Rt AR pegturia
ad"bgbféét"vsd bleRERE NRY oISy QRiens freiquhty tinoehildrem aesilting in

no of predictive value for psychosis asso ted
VVI turgengy, sdlockibisar ey, iIREQIIINGNCai S GVEEr | "hutcr%ﬂ often
a e i §4 D ti

A ZRRicdpdls S Eaurtic ! SRIREIL! Ig MRS Hedinarce
di sespecially dyrahgntheu Rightf@. Perssprol d# &Geeler 2004, Der Urologe

ment al ardati on,
porglg‘[%@?gﬁ R?E‘érﬁg%%;em a, severe personality disorder,

acuBanRi Snesmtief H)T/Pérﬁasrahé\ﬁéﬁlmmarynmldcslmptoms urinary
di sorder intractabl e chraonic i nsommi a, Hunti ngton'

Di ssterage Tdifiiaies siYB'?ﬁHrQﬁnpA(BarmP%sQ;?ﬁtg‘Cd‘PgeQ eurlnary flow,
or/ e on's di sease.

Con P R e A o b Ol A bove. i n

par Netwbgenic Ihmddﬂrt Catastrophiaioge of bladsler |cgntrg|= on patrents with

e PR Gorarinogm P ESn Ml "SPERLS Ralied, fFSa88 and

dlf()g{@r@ﬁsqﬁséé‘gésrmde of action of val proate, the
only anticonvul sant with established usefulness in

add on therapy with antipsychotics, as conpared to
c balance of

AEARAR, Abent I8 ACHeRt, I TacR 0
detmisor vactivitypands sphmstehn aofivitye if athe) dladdsy addition, all

s et AN Eoo rhisBeiegtot ldauE & pervous

Qlyseny disistses 45 8ls alificate balanepys testal:tlrshedsancbrrtarntamed by
anti psychotic, In a broad ense éhe term

central ﬁ%‘}@ﬁﬂphﬁraé@@ﬁ‘{ouscﬁy MAGINY-chot i ¢ refers to

any conmpound known in the art for preventi on,

alleviation or treatnent of psychosis, |nclud|n

\)\Nhih@ @l thenineatioped disgasesoralateytonblgdder (funqthnda?zdﬁla(nSlm"ar

hi.qr +

OB EORE BB TGl KRRl e iitable, bow] syndrome
salt 1H i soi ndol e-a, 3(2H) - di one, 2-[4-][ 4-
(1,2-benzisothiazoI-S-yI)-l
- pi perazi nyl ] buryl]-hexahydro-, nonohydrochl ori de,
(3aR, 7aS)-rel -, 2(1H)-quinolinone, 1-[3-[4-(3-
chl orophenyl ) - 1- pi perazi nyl ] propyl ] - 3, 4-di hydr o-5-net h
oxy- (OPC 14523), 2-propen-1 -one,

I T Y ~ F ~ 7 1" a1
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I's meant to conprise classical or so-called typica
anti psychotics, also referred to as cl assical or

wo yeo2d55neur ol eptics, as well as atypical PCT/EP2006/000814

anti psychotics, also referred to as atypica

neurol eptics. Exanples for ckassical antipsychotics

are acetophenazi ne, benperidol, benzqui nam de,

@?bpﬁ{ MBS Qﬁé}ﬁ?p%r gglre Lh‘élfl@ﬁe&faé f‘?uract]on is central to the
ropheno carp hazy cent But i ndol e,

dlhd;aseerhde unnmosﬂpameptsmhlsl nesulty itr byperondtididy and diarrhea, in

s e T FupRoBTasL A oneRRlch St Regh BinaF both,

dianhéazaﬁtecodgwrdrﬁeén Bd vBséreds, rBsm@amexw these colonic
fl uphenazi ne, fl uphenazj ne decanoat e, q!]%[f_)'henazme

BRPIOAE e Caﬂslﬂﬂﬁ’ené‘f'l neithgrar dRrhea bredpinbiti ggpnstipation
;F}%H%ﬁﬁéﬂ%r Hﬁ)?@d‘ & Whil@ sﬁa‘?t’ﬂ(ﬁélﬁ@h@ abdominal pain is part of

evomepromnmazi ne, Xapl ne ccl nate peron
IBS pwnptmnaipmgyc ﬁllsm be notieg thatikis |ﬁ\é@ﬁmr1jlaznqi@1|rected to the

D SP oAt sy Boy bl SRE bE D Rie dymereaniasion of aut
favetios.hHoweder, inaflehese cased tte amm’eano@rcanam efeected to be
octoclothe i ne. penfluridol, . peric

founeB g, horal santiakabinegut GRUYIBL Hieadnribe, infastipa] agrvous
?s‘?é’r‘?ipﬁﬁ@riﬁe dInRR '?hé‘r’e'o?eCuF}bHPttﬂé'aﬁﬁéH? oP3B8I 6P includes a
rochl orperazine, promazine, prothipendyl, spiperone,
cambimaticazi raf, antldmn'heams, taamiapaa:moctwﬁ,apra , sometimes
%ﬂ#%&*g%%ﬁﬁ% t hi opr oper azi ne, thioridazine,
| " hydrochl ori de, thiothixene, thiothixene
hydrochlorlde thloxanthenes trlfluopera2|ne,
é%:r%,&?fﬁ;%ﬁﬂré‘émh%ﬂ ﬁ{o}qggﬁ Itoggl“efélt% rﬁgrryl/ ?ralc’t dysfunction and
E@'IQ RS rﬂé&bi‘é"théjBééﬂeéta?ldatﬁ%cﬁﬂ?éltfhﬁ&ﬁfrﬁfoch%i‘h@?éxﬁ%r on the
phar maceut i cal acceptabl e salts and derivatives,
PRIVOUS sy sieny ceg ehrey, dlmﬂuém therssapeismuselefenctian.i t es
t hereof. Exanples for atypical antipsychotics are
abaperi done, ami nosultopride, am sul pride, anpal ex,
bower p.umalryetraatseiwmnmmnallseaa everyl ozawhma disease with high

fl |
efeNglRSEn 3t QHEROBEBERREbn NS oPEVAIGRe O R YIGHL Vhcoladder

incR&4sS! With BOEO FAHdIRG FronP I4E8%5Iﬁ Gféﬁ\éllébebelwﬁég@@f 28.t0 30.9%
queti api ne funarate,  renpxi eri done,

, S
B inostiras vanp, of s APprAbratees 200 abirdlosy Volume 62,
regde, t eg e
SR o8 e, B S CBAPAT S o EFTTAER in male
pauents m\mrltheeagem Gﬁamajrm/erpdlmjrtmﬁlﬂna' heeprevalencesof the
ereof . The term" t'$ chotlc further conprises
Q@ﬁémwsﬁﬁ@éﬁéﬂm aﬂ ‘@ erably D2 antagonists. The
term "antipsychotic" "antipsychotic agent" as used

here preferably does not conprise drugs.that, althou?
iy likavgee. il alsore vee gommendisaaseapnd dt alsq, ofeg| neglected.
thé rgggvaah é’%ﬁ@ﬁtv\/&éf&lﬁm flhé“%@%’i‘%ﬂY SHGHs AP tHLUSA. The
ex e anti convul sants as carba zepi ne
prevalermeewotld mitiei gimbg, emecteﬂiem be ssimnilar (IsluEh ‘Mertz.rlirritable

Bet SHRFRE CRRYI CRHRRI eyl IEaisR @ Bhfima of Medicine

849:21B6A8, ngooapr Neiwp ttsdatment desuryeilynacedagr sincei e@rrently

traz%ggne selec& ve serg&onlnere éﬁake nhlblta

evea PRy evMpiQipRtindreatmank ist otien MSuftigigahRRA.not free of
qﬂﬁiﬁ sertraline), selective

nora renal i ne- reupt ake inhibitors (for exanple

reboxetine), serotonine-noradrenaline-reuptake

i nhibitors (for exanple venl af axi ne, dul oxeti ne),

ser ot oni ne-nor adr enal i ne-specific antidepressants (for

exanpl e m anserine, mrtazapi ne) or nobnoam neoxi dase

inhibitors (for exanple tranyl cyprom ne, nocl obeni de),
I|th|un1salts or benzodlazeplnes (for exanple

o o o o o o o " o
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fornul ation. U S. Patent Nos. 5,958, 452; 5, 965, 161;
5,968, 551; 6, 294, 195; 6, 335, 033; 6, 706, 281; and

W@ 200487949 di scl ose sustai ned rel ease hydr onor POIDRER2006/000814

formul ations. U S. Patent Publication Nos. 2003/01

18641 and 2005/0163856 to Magqney et al. describe an

opi oid fornulation which enploys an ion exchange resin
n_con io with a hydrophobic matrix that is
H'Frﬁgltjlt q"&si stant to extraction of the opioid with

@gmnOM Og%g%aimtl |abt|angﬁbzyﬁd Isn lén‘ﬁcﬁaﬁrgérgld%lmgs¢ aki drugsowhich

fo Hrsh et _a cri bes
téﬂalf R dNHFCAHINCC ERASBISTE SHefi aEmACHIoBlsE! draryension is not
é%gtﬁ'ghf QafisRidtsty! 'Whlié KRb! ét‘fold) BAORfECt, being statistically
stration” of drugs. ere con nues to exisSt a
sigaificant, tmay anat benstr@ngogmngdaswé festuetioonipr nginbgr £f daily

A BlefioBe 13 edlihd SRR PR S REREUR pproximately

1hdimed pgr thg) éoeremsmgnaiabﬁectsns gedoeidted with aapleasant side

Srced angluting st yRsssa:drySypY ey e SehRpiRation. and
:Tér&%tld&vmdt@xnléognmo?ﬂammoef C‘tﬁéF gide &FeeslinBRdSblurred

the present invention to provide an oral controlled
wﬁuogag@dd@mlglénmrtm aerpinmedate.afudpeoi geaiial gspests of the
r S 0 r n :
b8 7 R e 57TV, B8 RGN iR 085, cbpounce
Cukrently,enéWwer drug:s WIthrsailgetmlty tbdihei MBi subityps @f theé mgscarine

t of of th
ReBHY e P by o vkared Woler b SRodi theyaave @
béttdp §eﬁ&rat@hnﬁemeﬂpsmedeﬁ@@tbgasd Ceffddets; hth||§ n&p indlt 88 fully

to the rel ease of the opioid anal gesic whe
eTreenCoastipgtion seemistta ke evea larger Bfoblﬁrﬂtﬂ"@c?ff @ﬁcy is not

FoTaE ATAELTSTecofly [5681558Eh HRILIEIfo0 vison anc
scogmineidatjonproplesisdnayaemadi.c whi ch has i ncreased
hardness and is resistant to crushing. In certain

enbodi ments, the present invention is directed to a

Ofdr druge Ghsbd' ifelade Gptideprdseants; @lmfa18ad}@nabepl@r @'ndagonlsts
anal&§3|c and a contro]led rel ease nmater

BRH enly, ﬁ@'%mﬂucﬁs%lﬁh&'@rﬁn’ﬂﬁﬂéé i%rgﬁa @&%mc'ude

h
P tockoli vty PGB sn SPatist Poierand aRdrpsts A
ligttof mmwtmmtlywai@edﬁﬁ clipjeal stials dan( badaend in an article

AR oty DS BRI Y0aPg 88 Al 2005 b7, Whicn i

ﬁeaﬁmhuirp@ﬁmédbpeeﬁm@agg formin 500 mM and/or 900 ni
of Sinulated Gastric Fluid with 0% et hanol using a USP
paratus | (basket) apparatus at 100 rpm at 37
‘é %%rn%rftstrga&nﬁ'it Lf&qugr df%‘ﬁs fb&ﬁésawtarﬁrélarr%eélsl and
ess or |ess than about 1. 1; 1:1 ess or
antsspasnmﬂlab,o gometimes revesy taaitndeﬁcaﬂsa@tﬁ;oanhmlmerglne drugs

Q% Jphélﬂ% tstré){tﬂ‘el?llt Sbfrlﬂ{:{)ﬂ Hp]%}sc%t gréL a‘?éo éc%né% {éek ] ‘Eﬁ%\} girg good

ammliiacrhbabl agehBaMw@sd:g@dfamgensmnntnjdesamgnlgmt\t:zrsa'mbdulators

apal gesi c nt r ol re|l ease materia erein
%alg'é‘m' 8°€Yaq?a g‘?ﬁﬁHﬂ“ %qa Soi d anal gesi c rel eased

after 1 hour of in-vitro dlssolution of the dosage

formin 500 mM and/or 900 mM of Sinulated Gastric
Braed an this 3dstadeniays| waseary canclgpeAghalr there is a well defined

R riaetf R Bk o Foptibnt Bhew ok 368 redielfBr onB.

of in-vitro dissolution of the dosage forn1|n 500 m
and/or 900 M of Sinmulated Gastric Fluid with 0%

et hanol using a USP Apparatus | (basket) apparatus at
100 rpmat 37 degrees Cis 4:1 or less or |less than
about 4:1; 3:1 or less or less than about 3:1; or 2:1
or |less or Iess than about 2:1. In certaln such

Y T L e o " o, . - ~ -~ oA
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enbodi nents, the present invention is directed to a
control |l ed rel ease dosage fornconprising a plurality

wo@tooexntyseded matrices conpri si ng hydr onor phonePGI/ER2006/000814

pharmaceutically acceptable salt thereof, dispersed in
an al kyl cel | ul ose, wherein tpe matrices do not
conprlse an acrylic polymer. In certain enmbodi ments,
€ t .
rnf also eﬁfg:gé éigeZ%f% fof rflaé Sire%ltﬂhgﬁf of %@?f%ﬁﬁg%ﬁ%étle%sfgnctlon.
THaenlse ig anajrgpn'aneeqbt@Iﬁirethead!evetbrﬁpraenbpf newer drugs for the

RRRETER 1880, RN Hasksn S Saer Alcrere. e aVlr agiRy which

|Q@Jke§3f'5 r@wmt dspb&hsm lanIdOOA@‘ w.trﬁ;méal@m@%aw a\tﬁllty of the
d/or 900 of Simulated Gastric Fluid with

bi@‘%‘%lt cd@tmﬁorqug\tr@cwﬂw(ﬁpmea%@e of Opddk dhis difigsenitation is
Booh13, SRS ieh EFSLESFolount BER AEAALY o L4 Bboe
the c detrusot aduseibeéami dibsagphinuten cougnié)si 8gch relaxation, for

Setuedbiuea Y GG SRR R aFE Rulfaes vesyt in
tvel giferertRigks. @Wn ohB KfTd, Ahé rédGted BEAWASHRIT forcé ltan lead to
present invention.is directed to a control|ed rel ease

rgsickigh VPbITE ERMBINiRg iy the hiaddex. Suppresidugl ylume can be the
é&*&%ﬂﬁ&@bﬁlﬁé@ Ebg GHC FREARIR ﬁ?fyélstfo?'Po LiRirfof CYStIC calculi.

anal gesi c arnaceutlca accepta e excliple
Q@Qndthe bthesr hamdypai plaing semootimtmusdle drelaxatiancalsat will selax the

BHRARFIRER baaen80idieros, Befeai sPENGRY htyid apo, detrusor

éththia?@hot bbqﬁmlm,s rdlaehosdn Tierefdre| bglchurnlamt orwts are

S0 6 f1 BRAGIAN Bl ANGeeToR. [eiead. el eafAgprists such
@&Bﬂﬂéﬁ%? gy ®ilthe HeBtehfY¥thy, §|<§r’| %ﬂdaahnglna {Jectorls

contr ase mat eri a |spose about eac
due rto clheir gﬁnemit@ffect@rfbotﬁlwer&reowthenms@!@@ntnqlWQgtvaﬁcular

P ERERs: Ol ih Taftes® Al PRI SSR, B B PRAssium

dmmed)f Idpesthegsah/msa flolausd ion upemsnsad)f the AT® sensifive tpotassium
an opi oid contro r se mat f.qr mul at i

. Bobevet, whi gofint stsciom faedsis,of diyRe@asgie, tiedder
d&?ﬁbéldbhffévéa fs%"cﬂ‘drﬂ?é @8n fh’ﬁt' BubE® SR fhag! As¥@bBk smooth
per neabl e t hér no ynmer or hydrophdbi c pol yner
myselgﬁwfoﬂhleeuaml@'abed riawltlag atstiongl eifests axye bloask pressure.

r 0

BiRdts, forfE o SFESStn g bR THaRE 68 hef EREY Einto%a ShEcosstul
gregoreabl e t her nopl astic pol yner or hydrophoblc pol ymer
substituted entirely or partly by other matrix
materials.In certain enbodi nents the present invention

NEwd umqa q6r tRe ! fi6atifht0bf DABashAGHYbaeaEtived OhMa# | Radder
t her astic polymer as controlled release matrix

MflﬁqraﬂlCthHYt\M'éthﬁﬂdH§Mr heoeonifadianofarceobedd ref or only
f

SERRTe B4 Bp U S Reh ek ko E6SlChAREReiferiots on

biood tpressurakanibshould Ge%afe h\athniegard tm other esighe efieciséncluding

off cB6Pvar it oidB) Fferts oflew s R 1Be, LPiiant ¢ BF shoud

hdraialize thefaddivitpi of tHlél cﬁv@réﬁwé $mbt|ﬁ@twﬁhétﬁnbérélﬁlﬁg the
formul ati on rel eases | ess than % .nore preferre

sreeathy Ryecls; igg.dheypshauld sat tlntea‘em iR ihe @@llms o%the gut to
RRlicH pREathel INERIA BiEBEN T UG BE: RIGHREE

mat eri al polynmer as controlled release matrix materi al

in the manufacture of an opioid controlled rel ease

matrix formulation to inpart resistance to al coho
extraction, wherein less than 25 % of the opioid is

rel eased after 1 hour of in-vitro dissolution of a

dosage forn1conpr|3|ng sald fornulatlon |n 500 n

N ~ NN o ~ e ~ a1 ' ~NSN N7
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formate, acetate, trifluoroacetate, nmaleate, tartrate
and the |ike; sul fonates such as net hanesul f onat e,

whemwsonssul f onat e, p-tol uenesul fonate, and t hePCT/KR2006/000814

amno acid salts such as argi nate, asparginate,

glutamate and the |ike. The.@pi oids used according to

the present invention may contain one or nore

9& tionCof Y five may give rise to enantioners,
I'astereomers, or other stereoisoneric forms. The

Wedwmve itastedt iflupirtine alrs canmeamimal om@rdebrrpfa:tewem.lrutaey tract

Srerlpet i (RuBRhE ah Brt gl Hr s, e fats. The

g@legrwnﬂedtdﬁwewgs raeseﬁ?p whené the irmbgflay bf théocdnteal nervous
onds or er centers o rc a

PYRleReH by e i sissth muSei QoG BeRdty Landiesobserved.

Ahb rhGd8IAES & ﬂ%@rdtr%%f?ﬁeét@ ipgnconpassed by the

present invention as we I'n certain enbodi nents, the
matrix or plurality of matrices of the dosage form

Ty L e Y Ty L.

bpmteneoa@dtearmSoptcontrabtrcmsaBtducedeby irfosioardfaivarm saline into

Odl ag édgﬁggetspﬁ%e% g pdqlt%rtt:tlgggf ﬂpﬁ%nee wrtFw| r%%ard to
ﬁ@ﬁ@hﬁ@ﬁé}f' of CBAtraBfidn %Sva%rla%élj? &ohiparable™® tHeC ﬁ§e@freference
the dosage form discl osed herein do not conprise
a@mpuedpmwhutyme, whish ised cgampeynd odlem clinically used for the

"stereoi soners" is, a general r aII sone
traair0pekal OAR ane BEonHiBeneh, (n dulpting, (MeBleves/Aticiaim®),

WHiGiLE Rdwdr étbh&‘ééd %Pffﬁ tréaﬁﬁé\ﬂeof Ho%é?&te“ft?%evere stress
enantioners and-i soners of compounds nor e
urisanhincahtinemtee (Shdn woreenoln edntrast to mxybutymin cﬂuelrtme did

PRP EREf the yRAHER et o oG dTiErufY e BEAR o mapcmal

sontratticrc medl. afTéIEtEd ewmrl]é exgbltynire treatmehe m@atdbltonaers@é:tantial
r ers to a nple ul at iIs nonsuper|] npose e on t
RGN, (e GRMAGH QT FRIES ot (BB G SHEPY b BUFROLIHAN  Hefecorded

BRHH TR th@tc%rﬂfacttlﬁﬁ plgat Highs 8bs&$ @ bhedtox Ihc@é‘é?se in

direction and its mrror inmage Totates the plane of

pontsactian fraqyency rcaulé b pbserveddwitc oxgutyTine resifiing in an
S§8 e ESAFAF e B 8 g Seomeny, o he

tass aifudhulonétrmeef en sthbootthlee lmﬂn!artbel mntmctroanﬁ:ene rneas elightly

or ,de of o of t t ntio rlcf of a
FRtdeeR 8t 't oSe s o pelS nlte A8t Bier on Rl cdodés of
@Gﬁﬂﬁrsﬁaﬁé‘r‘?&hé haximanicehtraetion walstwtﬁ afreiﬁéd Antheaa@s@ of 3.0
nore optional internediate |ayers such e. al

eeglkg, hawevercah gighippcrease éngcontsactépn:ofaew@wcy could be
b@ggweﬂ%%dawamg%s%d&pn be perfor med by procedures
Rown cn the art TR spray coatlng

di ppi ng or enrobr ng. The term d| sposed about" neans

at,the | ayer ymaterial 0 bout t rt'cle .
B itet Gl Hy, B SiifnseRaT Ao B e dBufid iy b very active
W LR anfal rrhsaere@r@arew@war Sffedtayén Sd&?@meﬁvblféttlvrty In
substance and t particle. In certain enbodine

eddition; eﬂﬂpélﬁ'n@o@'ér Bobﬁaﬁ% thgeunyyanied| efipgts 5@5%%’?94 téth the
?é‘l’éf%’lfc‘;ee @r%rﬁﬁoﬁﬁ%é ﬁgltogrr@flﬁ %'n@ thferb |ﬁﬁ%§lgy§g§§?§g oxybutynin, i.e.
pzoreases in freguencynat h@wea:tdmee anal aifetr.tlaatn eanfracticnoarmplitude.

i e br.oadest se refer the ahil| of, a

Fiie PERSEE ndBabs Ral stishl ahdseieral bl Bpssyre, The
sol ution conprising ethanol than a conparative
formul ati on, notw thstanding the fact that "resistance

to al cohol extraction" can be alternatively or further
defined with respect to specific enbodi ments of the
invention. Wthin the neaning of the present invention
resi stance to aIcohoI extractlon can be tested and

N T T n e . .
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fine powder in an attenpt to make the active
i ngredi ent nore available. Oral abusers chew and/ or

weulosse he materi al, and nasal abusers cr ushPChEP2006/000814

fornmul ati ons for snorting. For parenteral or
i ntravenous tanpering, crushgd material is sonetines
di ssolved in water with heating and filtered into a

; ; : e
R4 PRAES! LS, b UH Bl PecictBR dosss of 3 males
Tiedsw doswamom\mrs‘.haardosbs wepsr&e&m iexal ana@esmfeffects in the

"Kitchen, chem str e et el

S SPeciose A g 12t RS A tha e SRR dgjcal effect of

fTifting: |s<mee®édé@ﬁbd {b\/@é ¥88&n era dosés WHietH am:t/e@meu fdlérated

commonl y avail abl e nedi a such as water or et h? q*etrusor
e

Thatdases naededito exert dheayvantach 6HerisnPs, thendlagass
é&‘(/ﬁcptdaﬂrbé éxﬁ'éét@&tts Gl IBwRr oM TR ESH'\err%' ?ése?s @%@se/d for

trix conprising maceut I cal
armigpslabhenaral A da‘talbad d@sscmpduoar@fltbe&merlmeiltd@@!vaﬂ belgw in
%elgase terial:; wherein |l ess than 25% or |ess than
e opioid salt is released after lhour of

in-vitro dissolution of the dosage formin 500 m
and/or 900 nml of Si nul at ed GaSt“@ggrl ui d Wltg i}?%
Rt ﬂl&fﬁwntumqﬁi@l HfUeipddgh dvperactivityldetiugey ingfghiliy jaduged by

géﬁ%g ﬂ@@\g ﬁm@on aﬁ@cf Ligbful %‘Ebaﬁﬁt@ﬂié@ﬁbécy of a

7 op| 0| gesic 1s rel eased under

mrepeunldsﬁarumh obstrucfrmrt iisnachiewedousingepatrtial ligation of the

oy RS iRt vg&ggpiﬁggrggulw}’r?pwrmdcﬁd bladder

m@tmf ilityiar@ incrdasedl bltadd@f waﬁttlnlbkﬁess:d'ﬂm lcanrb; pecorded using

| | | t
&é& Gedve This mobishinoss clseheissstins fa SRalian duipg groptate
Ayt Fdr?i%i? g%ep disB8ses ?éﬁ.ﬂﬁng i1y B0HIoN obStrdeA s tFRGbikthe is

ease dosage formconprising a matrix
alsmadtiverin this predetaceut i cal |y acceptable salt of an
opi oid anal gesic in a pharmaceutically acceptable
exci pient; and a layer conprising a controlled rel ease
ﬁ’mlpﬁ'ltmelwais alsostedteabiouan irheitroamoidel of detresmlarlnuselecactlvity In

{ { t d,t
ool sulatRstar iRy s RBauER AR igplated
qdmbéﬂhce,%témnmdrﬁﬂa@ﬂoﬁ dfhRé 'Bi’écﬁiérl mabely 66 ewasabid@ced by
an opioid analgesic in phar maceut i cal

appliqation|of Rofes BN ANIORIRI (40 MAJLRha B raiaxans efect of fupiriine
t t k.d

FRELRELEE, JALATFE FRUCCHT) olLaPOSRcAn GOR el fbbcea

teeteasteratt thg eohtracti Ieanpposm ofipotassiun lakdbridecby $0%. In this

Teslel SIREne Bid: fRoWroeraaRif byt 16 AecBRifighdbeded to
Fd1aR tR bladdey swp WGS%atHér(ﬁg?I@' THO A5G0 amaLhed t6 d. @FIMEWhICh

fromthe group consistin stearyl al cohol. cet
5 welhgboya the epRegnitation r3Pebes after inteaduogienal administration of
STHAGIE S rehd® BIERENhatel VABICRY, | thaf!| 1! BhihC trget for
r'&l dase age formconprising an oplo
ahatrgasmloglaabl actioontcanl |l expecied tmtlei tie neéryous nsystem

Gpeieping Rt piaskfer 1056 B, TR G CHF 49 BldeR iRy be of

fl':lfi’ﬁtégl r@l?ﬁ\&gg Joﬂ:ﬂlﬂlé @hla%acmbgnfal 8ﬁ’@u’t alhddedia’ftﬁs iin line with
uid w o et hanol usin ar at us

theaeRearyatipn falthe cantragiirn %}mp?ﬁveAﬁ v%%'sm@ttoafetrnenﬂoned
Wb O 83@|S°'\W&1§né}‘lﬂe‘°1hﬁu rgie%asﬁfj %é@é %vh"tEIWcIearly had
In-vitro dissolution of t osage formin 500

and/or 900 ml of Sinulated Gastric Fluid with O%

et hanol using a USP Apparatus | (basket) apparatus at

100 rpmat 37 degrees Cis 2:1 or less or |less than

about 2:1; 1.5:1 or less or less than about 1.5 :1; or

1:1 or less or less than about 1:1. In certain such
enbodlrrents the Iovver I|mt of thls ratlo |s O 5:1 or

. . "



materi al conprises a sparingly water perneable

t hernopl astic polyner, preferably an al kyl cel | ul ose,
wa@naenosto pref erably et hyl cel lul ose. | n cert ai PCT/EP2006/000814

enbodi nents of the invention the above said

hydrophobi c material or saidqgparingly water perneable

t hernopl astic polyner is used to |npart resistance to

G G R S L ARG

description of the use of said hydrophob| c material or

i d.spari wat er,.per neabl e her sti,c pol. S ]
EiniiBBta aluP St ChoBAoNd oRithaBnhaetiComiel artacts. is
mﬁa@@teaﬁﬁt@enﬁm adydeel dtHéPé&mtﬁeé ’f&slﬁ@ttrédlrr%n%f 8Bhtrally
amount of at |east 40% at |east 45 ;’r/l?l | east 50% at

megkated pgin unger theyFademmaris Katadolpai™.i Ik | lSJﬁn reitalgesie that has

4898350 1TELAEDURY oty SLOMLGE WAORS BRI EREEL,

Gemabfpalhe dmanlexatme mhtcumats. artgrasart glfhnmbhn?y ﬁﬂfﬁlfnatOId
t to,.the use o

odfifh o LEersyhial Bty and fercdiseapsalt ot 4 Srplnl hervous

$ys18ibthroudiy n%é(ﬁht%ém%athh@y@ Oﬁééﬁblgﬁﬁvdlﬁﬂn@&ﬁé thalamus or

matri x formul ation, prefera from1
spinal pRis: PhWRYE ol §om¢ohutzo<>&y all, sfudieg dlupitine drraSt lmen found
FBETAL EABCA S8R el BU A OMorbBude o offers =
clear ativantage Mrl Qplame inrthabittis mat addictive farst tHeea$tave been
second con ol | rel ease matri al selecte
55 GRPGrts 8 shiiehathe Aaid R yPoniel lptaten BoeliS ik 8f piipots on
tht edrdicvaetular eystehyin(witladts.acryl ate, net hyl .
met hacryl ate) copolyner.In certain embodi ments,
conprising an al kyl cellul ose, the controlled release

t r i
TRO ahotarlihl JOTIC MY 1ot Aol UpYERaE Wifie g6 Loffbund is
p@aﬁpn%fy@Sapen@dbt azmmganoraoploedasanallemf withe seaoe i muscle

9 0?)3?/%& l?g%? ?flt%t & 8%%%/ r@ﬁﬂfgﬁtgﬁﬁéﬁmnﬁﬁs a O\fl\e?%tmn aye, been

pfoprisedpEarB0%orkr basedast apbdgarismhetutids Ioon@ruded that the
[ nmbodi ments, co r|3|n al k

maLri ges rra
e'éimclem%%@wep@éfé'ﬁ ot %HP!W'FQ clfl d4eode actiya 'ean9¥o¢¢%ndlng

f Tt 0
ggifﬁngﬁrgﬁ ;ildglg\g&?é“(éﬂél'eﬁ?l ragaerh%e@ FSB&{ u§§aﬁled J. 198763

Ir345f?s@®)u w&erpuow@qnq}md%ctthataﬂ@mmetlmts ther galgium influx
G2 A P B I Ao iplB 6B Ruppitz gl o
wr%rmompgsrmemgtzaw(zmme@d? 32)5 Agelio o‘t‘lfﬁar%L(tIWrstncluded

ontrolled rel ea tr ornul ation. In on
(et piice 2Bk 0P SCHONEh M ARRRHIFL By enhancing the
FrRigResRih RcERYePHIGNE F NP8 MDA FH?;‘e%'td}a @rnPMbEP'ét al.,

extrusion and may include a neutral poly(

Mektal afranspet 1389, H@8(9210)/3%4-6Y). c@ﬂlﬂrymfecham@rrmpmosed are

e

RGN ooptafbin (PRBled InRriDTRENRd BRUESIM PPy i was
alsaspublishedl donacteasi ol positivd cBABRY eadxdwigtorarmame on these

rably resilie In.one preferred form .the nulti
1Bl s Fogpebiic. srnetiah’ B 300 b TAinguE ot vet
IU'eﬁtlﬁeG WHARERS . cdnweﬁwmmc@ldgv %a’&f‘%eadhébioeiﬁg’ ddhcert of
bet ween two spoons, w thout breaking. The nul
differentuneehanisns f@ctiprs orted but may not br eak or
shatter and may ideally reassune nore or less their
ori gi nal shape. Rubbery characteristics help inpart
resi stance to tanper. Tanper resistance is of especi al
i nportance for products containing opioid anal gesics
or other active ingredients which are subject to
abuse. The tanper resistance of preferred multi
particul ates of the invention can be denonstrated by
shakl ng a dosage armount of rrultl partl cuI ates in wat er

~n7 o T 1

I‘




10

15

20

25

30

For inparting such tanper resistance, the present

invention may include the use of a neutral poly(ethyl
wa@eoogloagsey met hyl acryl ate) copol yner in the preQBERI00@000814

of a pharmaceutical fornulati on to provide resistance

to tanper. A neutral pol y(erﬂg acryl ate, nethyl

met hacryl ate) copolyner may be incorporated with the

t di t { f I t
SEpial PrksiTcfigurints peiaticio Peshot Bbirtin. Sk opssed
oh4hé RPalIP ELHAE . THX RasNately éx’féﬂd@&ttoélﬁ@lm@b afﬂu@imne for
| east 1% at | east 3% or at |least 5% of the matrix

theaireatraent phcaninerandilimenanbrtis (kBe- /bﬂn%@ 078). 1R \iew of its
% r 0
afiEloEbic BFSbEloR MdhinfR®hal aIs8" bBpnTRICA P AL frpfiment of
mtersatlab/ gysiitisa l(Wshleabieck o trologeh [Als 2005;44: 41-45) Combination
dr ox | cel | ul ose, or
5P 6. Hubligngeand ninieovas aisq slaimer (o BisterdmpLots; the
ahBl@erceécﬁW‘it i(EPeAL0 595 e dosage form further
conprises a plasticizer in a weight anount of at | east
3% at least 5% at least 15% or at |east 25% of the

gre%h XesPedigy" h&ﬁr%gr&i‘éc@%@ %Fﬁe%f?%%"@ﬁbéroté&ﬁ/e effects were

asticlzer rs amount of "at’ nost
pabhshmt mO%eNeralhpatmttsl Xoorexamplecds. ElHﬁAeQeFtlélﬁﬁ)Z DE-A-

188 585 "oa Ra- LS 1 T BhisT s ABhbed Sa b eRd i eo.
myma&maauﬁaffcabm feénaiGhowtatoe puironal ama«;rm BRA-0 I9dRak7T. A
dlfhsenl RSl Brgatads demat Do 18 baamatap s vem, 6.9
| 'dg AN@@MW&?& ‘EF‘-IO@GBSQ@1@e%thgﬁﬁlé@a§é%rtfoob€‘9@ea%§d with

ows: Pl ace one osa'ge unit of each drug ro uct
flupirine inclydptinaitus, §.adBE1A0i48 969 grusellarseasian] egeFP-A-

o5, 140 oty A 5 i, 5L W IR St

disstases ed. gt WO B1HEOT60edrt Ealmnsﬁm disees@, 6.9. dJSACRR84,861.

bot h | abor at
Firthermia iferentieagRend asunistton B, are’ fiesribag in
DEM—W)?"S?M@ tOS‘HEP]-AOO BiHygs. Sanples at room
tenperature are placed directly onto the shaker. In

certain such enbodi ments the ratio of the wei ght%

R, Bl P SRR BLF o GaNetn SFRERAD s

n:)h prédiotslyt ?bn: &nowal loeble rusleéwl?ierftbe rtgéatm?m afrlodes agimary
to,.t j t % { ' .

trag) BhsunSen R 55 0Mhe Rireedt inetinh i€ basal WoRnhs finging that

flapriing i9furitxpactbdiy effeetives i erbatip@l ishibRihg 6F paSenting IBS

formul ation or dosage formis 1.2 or |ess, preferably
anddewpeygnary ttad dysfyncdign. | n certain such enbodi ments
the ratio of the weight% anount of the opioid

anal gesi c rel eased at 750C, 15 m nutes shaki ng, based
Chemical tFared oﬁl"rhlmrtlné opioid in the test ed controll ed

g, Bresant “Ehfion AR g dRE8Re 1o 2l palttuldl; shRiril lorm of
ﬂaEﬁﬁn@@nduaé%ﬁugmné)hbetg@mi topEKiETits @‘th@pGQlaifrEél base orasa

etested controll ed rel ease formul ati on or dd
Ph@FrﬁﬁP%UtlcaiYo?Cq’%@ epF'@\"\éﬁta@l ye.g. An |1acid '@0@ %?r't or an
p@&q Al e
ahﬁaéht#%}a%gé Io’f [ehygpl ol 6d na%e& 8[ reléé)aalsegw generally
ptefeoed bt mheutwsﬁmmedgfromapmrnmcau’meaﬂpmnephablmbrgamc

of infRAeE 4ot ey o R ARt o Sambfs"BF SusRopeded neile,

anal gesi c rel eased at RT 15 m nutes shaking, based on
the total anount of opioid in the tested controlled
rel ease fornul ation or dosage formis 1.3 or |ess,
preferably 1.2 or less or 0.9 or less. In certain such
enbodi nents the ratio of the weight% anount of the
op|0|d analge3|c released at 1000C 120 n1nutes

o 1T .. Y 4 - I
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conprises ethylcellul ose, stearyl al cohol, magnesi um
stearate as lubricant, |lactose as filler and providone

wa@sooa/0grsanul ating aid. In certain such enbodi neet/EP100€000814

present invention the controlled release matrix
formul ati on does not conprisg2a neutral water
i nsol ubl e poly (ethyl acrylate nethyl acryl ate)

FRRABLY MEhitafsh, © hhArBofiE L BkE P& Rorie, acid, sighurig acid.
ﬁhﬁmhosﬁ”.”?hﬁ????ﬁm p’s'“n"’cus’t podp'aesD acidy tarart ackhdactic
BHd SRIRINE A8HS diie, BRhanane ity Beohi e el SRl cacid.

phtticakeid, hermbenicozery | BRammic ididi! ep8 BY hakeat Burthermore,
pol yvi nyl acet ate phthal ate, nethacrylic acid

eapéwrefr flugiptine awith WFWSWHWPE@IG} ud¢jds, particularly
%Hﬁ&éé‘%fﬁ l‘ﬂolx%c? hitf Scibs! 8 lﬁé g%gd ?ﬂg Jreparation of
fXTUT 88" OF oregoi ng osage

ﬂhplrlpn&sZeam|m@-\Becarbethm@an‘meo-ﬁF(dpmlcsdbbgzsdamrws)rmmdune and

BY BT8R0 AheREASE 205 0 ohSa 2 E0AgR Bhtents DE-
3 mssséndlnE.@erg@smgenbodl ments, in particular

enbodi ment s conprising al kyl ceIIquse, e.g. ethyl
cellulose, in conbination with fatty alcohols or fatty
Poshyeds described above (i.e. the G2 to C aliphatic

al cohol s and the corresponding aliphatic acids), the
dhediotali dailyotlogage whdleptrtivaladniniaiéred tma patient should be at

Weoh iR, 8Pk R heGiec BFBEDent 1813 BE Rty e’/ Bre of the

spmptoras Iaﬁsadaam agtadower uRnanetracedgsfuneticrivep QJBSEﬁteferably
har maceut | C{j)l Bﬁ%mﬂ atio ff or pr.elimnary stag
i

MEGRNCY, 8N RAHaIRYePh dailt misiusations Withotetpect to lower
0B AR T [0 RO RETHERS, 1y
means of extrusion, wth extruders conpri sing one or

Be T C ' ; .
kneag@?éa?v\?al%laﬁgg%ﬁér@g@%ﬁyWaﬁ?ésez?% RUMREhE Patients will be
hetWeemaSﬁbme Hi® 0p ) untgemeralr &gs betwegrhd00agguand 400 mg

bRELRRed 3488 has ¥ the FRadPass oD of uRGge HiohgkAetes are
td1atately 'b?/%nﬁ@ Daishtsah@ rdaﬂg Qo=8Fes A2, @(9’@ niti’%b?rﬂﬁél%rr%ay be

such as feeding rate e screw sp eed e heatin

cangdemdiine refrat:wéy d:aseer@rntn @aftleutﬁerreqemeg eomcomltant drug
%é‘r‘?ﬂ fdth %é]@nt@%gg 16 e%ﬁ'] cBRde Jﬂ?at?b%r bRd hdiflife of
er to pro eprou edes ire

ﬂupnrhmt er(eg.j cs:ytoﬁheombor E'#éﬁt i dedinuar @oeipoundsi | buch  as

SR b itd1c FT BRI e AnEnGpatiE! (e HipahYsaS el as in
vigaeéttd Baokeranedhirast e‘ld!#lfl DatRIHLS V;S?atfé?ﬁWnﬁB Heﬁﬁl or hepatic

melt, may be between 40 to 120 C or between 4
GESfUﬂP%%r apdlypatieniscfeosiving aaEootiat éﬂ@emdmw lnhlblt the

b e
GRoCRRIG PhS0 <yl sHUR. FEFE Ay B End nbyshance
goeé%reagl vouet20emgs50 to 65 0C, particularly if
counter-rotating twin scréw extruders (such as a
Leistritz Mcro 18 GG.) are used. The person skilled

Thetbalosayei erem/sirhplyvmdemw anattheveéMaheake NEbIE&B8 for an
hrwiwto be heated. Particularly behind the feeder where

duaiRatient wilkbe det ﬁsameéiolay the, attendingupftysisia haggd upon
C, 3
g@degemvol utclynosnénglféfw\fhétHS?g W@NKH&WH #@ﬁg 'bﬁeﬁ&gﬁeﬁ# may
100 to 250 rpm nore preferably between 100 to 200 rpm
and nost preferably around 150 rpm particularly if
counter-rotating twn screw extruders (such as a
Leistritz Mcro 18 GA.) are used. The geonetry and the
di anmeter of the nozzle may be sel ected as required.
The dlaneter of the nozzle of connDnIy used extruders

1. . - A a A~ Y T T



thereof. In certain other enbodi ments other

therapeutically active agents / actives may be used in
waecwentasze Wi th the present invention, eitherPCTEP2006/000814

conbi nati on of opiods or instead of opioids. Exanples

of such therapeutically actiyg-agents include

anti histam nes (e.g., dinenhydrinate, di phenhydram ne,

5B, g ey 3 ECY) SRAIOR. KOO i) B o1 %h

dieetled eagime.rEiampleacre; aldahpnbfrm‘y takel1i0®dmg)of flupirtine orally

emetlc (e.g am de, _net hyl pal t rexone),
e, GHED el r (tesnat iu 203 O AR Mog 4 dab. A once
dbily éﬂﬁﬂﬁﬁratldﬁﬁw 4RbYSpbdssifle, bAsE®BhRKE ‘ihlelduaI symptoms
papaverine, diltiazem and nicardipine), anti-tussive

apenthe spxfead pard oduration of greligh ceghievemhodprandplled release
Hrhulagon E@gde%ﬁrl%éd % Eﬁ‘ﬁo@5¥5l75ﬂe)a Lﬂgﬁé‘&uijﬁ)rm as described
anti - spasno s¢opo

anﬂEiAa‘dh’i 553416eorg)ther fmmulat)qnsolrmalyea:s well pe.uped, but a clinical

|c ac d bendrofl t hi azi po ves

BSGE Y 5Pl SlssSas) 1§ defndantion s wBHo, BisSe" Shecific
desdge ferinedi di ne, nethyldopa) bronchodllatlors (e.qg.,
al buterol), steroids (e.g., hydrocortisone,
trlaHC|noIone prednlsone) antibiotics (e.g.,

DR POITE lancPRbLEC BF Wdifiiristratiofly POt | Cs.
psychotropics, antidiarr , hucol ytics,
Aayaroute of adovmigtratiamand diasmel foem, isvéarapatitde with the present

E‘rﬁ]\}ewPﬁ édidaﬂ%ﬁﬁiﬂ 1l na%’/ tgcg 2 'lﬁ%&%%ﬁpr ©8 ant uﬁ?@%ﬂe agent

af C&pt sbnbirsions, wiltly dotHers ‘therpesticaip eéctﬂfe t igsanRlthough
The present i ntlon |s il so directed to the dosage
FERROSIanNS; %I&% d9n 9wl Sedvery e Rreferredr OEB@&rFQPEES that may
n r a e
e F BBrorH Mo ar pEGha g, PORRE kel veUJfaP ingual
tr@nﬁdemadz odntiaegnauss" lnta*aar’c.e,rlab Uetranwsa;ulqm néstrapetitoneal,

R4 S SRS B i e

wmsdl patls,plcapsulee,cIpnﬁajerbptaao@olsﬂsdppﬂilslt@@bs oskin patches,

G218l TR AL SR Gt s

'aﬁﬁaélﬂg%nsf“SlfsﬁlﬁﬁémeléB@Z%@é@e RS rAfS A bawe%mm dosage
temazepam triazol am heni date as "wel |

rasaay e @Eﬁnaye@wm a@ltla_o thas are gtanglasd in éhﬁial’l (seeeg.,
it d

RErABEn ¢ Pafinstdafey) SUETES; 1828 A< BRI Bden Faston PA

(1230))leSpecific fgwdartue fornﬂwbepi-eiparatidm ohziesage formelfbr aarious

BORGE s tolry ¥ arel By &) ¥ b enly e Gasonhos.845; and
gragisgeleri ved frombarbituric acid (2, 4,

6, -tri oxohexahydr opyrini di ne). Barbiturates include,
but are not limted to, anobarbital, aprobarbotal,

ﬁg{‘ﬂ{aﬁ?‘%ﬁ?é?! epent Ob (ftﬁt\RGHOégtc@lt % U,Bﬂila%%aél?d g%lplents

seummmly:etmploiaedi nafhwmd bcaatnqﬂig:rapamhbnsaél_gy, talc, gum arabic,
ccept e, salt rates, and s ates ni xtures
BT, R, Hladhesiin s diats, Poted BilE" Sl firion-raueous
Bbl@eﬁfs‘?%ﬂstparfa‘fﬁntieﬂVeﬂe@CgN@&s BtY, @I@rnﬁ@bnﬂ'ﬂ”ﬂvbﬁﬁnb%gents
armaceutically acceptab

anphet am nes a
nat sal Sﬁy@teat%‘idedan@ Separationse; PATHCAIATY rier ethos© for oral
QEHESistraadn S9dm éﬁ{ e~:batnh b jﬂ%géﬁd“ ‘%Es‘fﬁ%swéﬁé?t &M physiological

Stinulants inclu ut ar

anphet am nes, such as anphetam ne, dextroanphetam ne
resin conpl ex, dextroanphetam ne, methanphetam ne,

nmet hyl pheni date as wel | aspharnmaceutically acceptabl e
salts, hydrates, and sol vates and ni xtures thereof.
Stimul ant antagoni sts that can be used in the present
| nvent| on | ncI ude but are not I imted to

o - o e
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Total 120.0 2201.1 * Weigh corrected for water and
inpurities (99.5% based on Certificate of Analysis)

wab@epresessi ng conditions at the tine of sanpPCTHEPZNE000814

summari zed bel ow. Extruder: Leistritz ZSE 27 Screw
Configuration: Counter-rotatfgn Heating Zone 1 2 3-6
7-8 9-10 11- 12 Tenperature (0C) 15 40 125 125 125

n r (9 t
é@ﬁ'\p&ﬁ@le rsaéigelitg Birent @s ggldgﬁl ewP ggﬁ%g&%ne glycol,
polsag CPlsaldGmebthe!I aulﬁmcdearfattmalcomls:) triglyoetidesli ;mrpabeﬁprs of

GBI Bl e el Fre tesmiccr bR ey B3 e may be

Bfeﬁa%ed—b]%gi lcaneérﬁi‘or(aﬁméchrﬁq@eé andaheludieestptikrt i%btd?ﬂe saline,

Refers 3 s UietoL e PRRGH o PDYaNg: il BalvabEolR mixed with

fatdroRinger's stiRsHlighg: The Ethyl cel | ul ose,
Hydr onorphone HC , Hydr oxypropyl Cellul ose and

€] yceryl Pal m t ost earate were screened through a #20
ﬁanél n that order). 2. Blending: The
rlalns screened in Step 1 were |loaded into an 8 qt.
‘Vhbl mveatiomi ishusefuerfer finducihgy asscktlhgeodadafmalnﬂlfg desirable
%pgt es at rrbl ent tt?g!pérature Ext r us Ieﬂ
Pl aFanigp erﬂ:l'ecgl'lt 1P Gl eiespeRtivelyo 18 (3 ppammal
expaveriig Uder teid eduyddplivte die ARMdRr 0GRKEBMtY "bP urinary
approxi mately 1nm strands. The extruder was set” on
tsontisenge PRt MEre apnarallynlowasayrninary traghsiysiungtien or IBS. The
f a
cooﬁﬁg oa{r!ggn"iéoﬁt\‘/%i gr%a tlgfribitleg%%bﬂgormﬁbﬁforn éfj?ec\ﬂﬁf&ce of
Senptams laftgr aTpreriochbol sadnpﬂonwdelapseqorophylamsgx $ympt!1ms may
roxi mat el Ln. ength | eIIetlzer
BB PRRAY il HHE, kil W3HE-RuRRn, GlindThoodations and
Brgides Criastabing, auﬁﬁagus urﬁéhcyscr ffludinge ﬁ@étbﬂ’iaﬂ enuresis
nme

retained on the, #20 U screen were

(Radveatiieg), eegiwia: voidingxdygfuaction anshysinasy incontingage. Also

Rgg'%é?):i% 0?15 u‘é@é“\/?@%%?’lé‘t Ey Eg&e.e t B@%‘Ullgg 0 SEF%% %o Iprostate

yrgringphygand Lﬁh’elAMMmass causslbgsklmb sypomsuas aparicmf the

SFbBnabide sieh B8nPaMinfone Pishert,, Alrrelfefy i§Pese and
athbr(diveréaﬁelsl Fupitiaeserss asefmin pioraoting thy raporar) defay of
éﬂn% Wn@ The urr t Pal | adone fornul ation contalns

neyehdRsiTAble oThe aRtien may aiko B klized To Stabilize
fh@ lﬂaaﬁef ahé tr‘é‘é?bf E‘pe}\)éhg ifoHTtiRERRS \A)?‘f?\el[!]@% rHé?Y mcontlnence

formul ati on of e 2.1 contal ns et
gtiess evtinary aneoamﬁma zofl teel combinadiodatof ahges tami stress

{ stani to

FBPHASTES A aflne P Sude sk a3 bl g anc
eﬂrda‘serlmiconﬁnence(a'mé invehtion taiso noludest aﬁﬂétbﬁ_d@ﬁ\@ preventing or
{r | at.i on conﬁent rations f 20% et hag (5

eaiing DHnAR ineonfincarh aseogRias, WA A5IRGAE pendiions such as
p,@s«pﬁgq@ ﬁr@m@ hour conpared to the anount rel eased

In he sane concentration of ethanol results in

an |ncrease of appr oxi mately 1. 5x t heanount of

SHE RN ) 9P it SRR Ty R

fnedqgvenny oEXUivratien3 T@éAWéEti&nlmBmiesoum&tn‘ddtmennf preventlon

S su bel ow. * wei ght corrected
b TR i, e isen | s rash SHiane JBROBNaRR, | 5e dthown as
blad4enlivsiabilityie nl@UﬂS‘gé‘iﬁd: Ngaggadi void EHyshhﬁ:tlbhnf‘emibferac’uve
sanpling are summarized bel ow. Extruder: Leistritz
27 Screw Configuration: Counter-rotation Heating Zone
12 3-6 7-8 9-10 11-12 Tenperature (0C) 15 45 100-125
100-125 100-125 100-125 Condition #1 (Barrel tenp
| OOC) Torque (% : 46 Melt Pressure (psi): 2000 Feed
rate (kg/hour): 2.9 Screw speed (rpn): 90 Die Plate
HoIe d| arreter (n'rr) 1. O (8 hoIe d|e pI ate) Condltlon

A PN N\ A A 1 . ~
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11. Pelletizing: The cool ed strands were cut into
pellets approximately 1Immin |l ength using a

w@elob®eriszer . 12. Screeni ng: The pellets were SCPERRRI6/000814

t hrough a #16 US nesh screen and a #20 US nesh screen.
The pellets retained on the #20 US nesh screen were
collected. Testing - Extraction in water at RT and
BibGuér, e delmBE" %wer.scP&.@ﬁeﬁg&ﬂs@sﬁgﬁéEré}e%.aExadml @uﬁm%ited
conpares the resistance to hot wat extracti on
hladdefosage unit of each drug product into two separate
glass scintillation vials and | abel the vials 1 and 2.
Add 10 nL of extraction solvent to each vial. If
Apdestiilbat] apbee ethiehiaveniors includesvreatmdénat] bré\ﬁntidn #nhibition
eci . ed tenperature C

el S isdetants of Bvesrastvespinaigbls Gedder aquresenic

tﬂQ@dféi* oﬁﬂ?bél%ﬂéﬁc I!Sleﬁ‘ide?L PhR! udds mdi‘lh’désolﬁré?evﬁcfﬂ hn%ted to,

after 2 hours. Sanples at roomtenperature are aced

thpse der Ylasides ackivitien anst instakilitisgin wiiah the ysnaupumncy is

e A SR B SAE SE SR B 5 rnar

tfantnmfeautnoossoncaaglnlt:si n'@eeum;érumhl mlaysalsande used to assist in

.DP) th MPLE 4 h t

BRI, 37 eBiPn 7 Gineon ins Gk TaausRO U ae TRy drome,
arf lmyéﬁladtlbﬂ’fahéoqurﬁ bis Phfreé et %itﬂh%; %F}n@forh@ €The invention
fol | ow ng(al ngredi ents: drug, ethylcel ose

'ﬁ&'&ﬁﬂ%@ch tRpading  lowgH uwanbi(?str SM#PHQMWSJbM@(eFMQ an effect

eest %Wé”d?ééa%%s'%ﬁéﬁﬁéﬁﬁlﬁgn?ﬁ{ﬁiﬁé& ogg)%\%&fg analgesic
roman aqueous di spersi on contal ni ng 0

antnvntms:nlyrhand aloge therefateenohicenipise paiol tdeatmerstad interstitial

Babileoerstane i, Pl i, Fet B5sfBhatin B8y Bpt comprise

infenstitedicystitis.and ot her cel | ul ose based bindi ng agents
such as nethyl cell ul ose (Methocel) or hydroxyet hyl

cellul ose (Natrosol).. The manufacturing process

EirtHdrZ ¢8e ﬁh@é‘rﬁﬂfrp ma %Vﬁgéd qaaﬂre&hgf E%r?t’[:‘tlhﬁlﬁit or limit the
processes: , wet granul ati on

wmqw deantimentaecurinayunstabiity pr udeary wigedoy assacnated with or

AR T e SRaon, ot e, TEECadnG) WicHihog hifdrcs,

Wrﬁedanh@en@tanlﬂnee?élgw?mwdm CS_Il‘e_ﬁQthélﬂ ér heyghotic
abl e [ esi stan o tanper e

BAENR. RATGPTieY, AIPheRdtenaroifagpnisty Ahalidsadrenergic, aniagonists,
drft,%kﬁgnyémr{elpbmerswl (or spray dried | actose for

pl acebo eval uation) and hydroxypropyl cellulose in a
| ow hi gh shear m xer. b. While mxing, add the

ARAETRIGRE Hhe Thsy T RC eyt BietRing ™ S0 Bo s wipery

Hladder. contrdl gr pl'm/emnggmrahrabtahg dine imaladfdsutigsdniisbdihgrgin in

r%ﬁ,?c {gﬁﬁ%@@@f g¥ﬁgr ,elac&dgfqnd Ipé@ll’t%ﬁnqgﬁsdgagngﬁstes However,
it gAY esis6 dbdli utﬂrzbhyfd#SV%nﬂahatH;ﬁﬂlcQﬁ&‘fss Paﬁicﬁ\’aﬁﬂ/ fiftluding
provi de speC|f ticle size fractions
Q?@iﬂﬁ a8d| @lmebblafiéﬁr ﬁ@nmtfﬂéﬂeﬁloéﬁdlfn?@s(r@dgthe inveRtieamay also
I C ¢
R4 WFR. MRS bimal e e AR BB ROy bfigjne and
aquiite bradds. be dlrectly conpressed, bl ended w th other
ingredients(e.g., lubricant, additional binder), or
screened to provide specific particle size fractions
THY inveRHoe Sfe Gls® Uséfl féuthe *@éat‘i%é?ﬁcbrr&ev%idﬂlé]%f %?ﬁhptoms
be achi eved using a screening mll (such as a rotaling
i npeller or oscillating bar). e. Cbnpress tablets to
target weight on a rotary tablet press. Further
exanples 4.2 to 4.8 including ethyl cellul ose and
pol ymet hacryl ate. are presented bel ow. EXAVPLE 4.2 The
conposition for EXAMPLE 4.2 is below. 450 g of solids
fron1an aqueous dlsper3|on contalnlng 409630I|ds The

.
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The processing steps for manufacturing the Oxycodone
HCl tablets are as follows: a. Dry mx the

wrdvugloresbd ul ose, Oxycodone HC , and Hydr oxypr opgT/EP2006/000814

Cellulose in a | ow high shear m xer. b. Wil e mxing,
add the Pol ynethacryl ate (agigous di spersion) and
conti nue m xing in the | ow high shear m xer until a

: n ti j ;
B9 R, Wt o, fols ' (lartieadhd) hoBetiofiy  related
Stymmbms t he dr| ed granul ation using a screening mll
(such as a rotating inpeller or oscillating bar). e.
Conpress the mlled granulation to target weight on a
Meﬂgbdoefﬂa-baﬂﬁehabl et pr ess Tabl ets were conpressed

o0 a.weight of a 10 dgse, as
’%JPB%%% VEEY R fPH-‘é E%&‘ol OrorRseiefifcliye dgse may be

gﬁéﬁgné'klgé%oaﬁﬁéf iéH 8Pt b@@ggfyeéﬁ&‘tlvéchds@’rhéées%gry for safety

degr ees of sinmulated gastric fluid

r@aépuat Howeygr.rleasets @n the @pad-petivty tmathe dwagel m@deléd one

112V ofafl b o FEU AR, % politf R HEn R ARG, fow dose of

ﬂuapattmé ieng 4 OB(EMmpet dayS@Rhbagk fhipirdine ishelativehc safef when

Rt EoSRASE I InaB SO0 BG4 ALBATBCE O SpiTects have

[Beéh PepBREd. ZRNoRE! tR¥se HRe dPizﬂf@%S Id?@waﬁ@gst p@msaaryt ARuth,
time of sanpling are sunmmarized bel ow, Extruder:

ard.Jess frequeptlp masisea deprassinn. Aleem distybanee . aad Aeadache.

{ERRE 805 g5ngcutieriond &Y etpafad i 7 i ool of

t&heZS)Empmms pxaedt echle)/ed SattDithee mmauy Bblleeteaﬂ dm edosage may

heraradall ioreRRSs ol B Sl PBRETR S i apmptoms is

getlievsed SHES | ﬂgﬁirﬁméluisatrm -addictve,f Qida?m%ntlmay be safely
Screeni ng: The Ethyl cel |l ul ose, Hydronor phone HO  and

W@Wr%@l%@ﬂqlmmm%‘é‘%ened t hough a #20 US

mesh screen. 2. Blending: The materials screened in

Step 1 were |loaded into an 8 qt. V-blender with

The edailyf idosebaf flpittibé emeydbé omdrmmlsster&d &S at smgdfb dablet or

SRS Bl i 55 gina il PRl AP ocB LAV heckdf osadp fitgRwo or

Motk @eparhipraligaste d\lﬂemétn/e@pm pamémtrﬁhy slrﬁﬁlystbkérfhl@lrtlne as
The extruder was set on cougﬁgéur tation w.th z

neRAedIuP Qothe BaxwRum jplesate Q591 !}tl?"ft'é‘ 'nastraflon

ﬁ:l‘r?g' b89conBmest Wdﬁ’lé/\%ﬁ‘ll %ﬂlaﬁgn O&F 6’( ?{)elﬂically active
I ent terrper at ure. . eti zi ng. e (o70]0)

ageniads sueh e asut amtmf@hpetgl@t slragsr ox, nmt etgselmof i iBS, also

AEH SN el et IS BtV G Rt Gpf i€ bividual

h&edesha patient). The pellets retai ned on the #20 US

mesh screen were collected. Fornulations A, C and F

were tested in vitro using a USP Apparatus | (basket)
Sﬁmr@?ﬁ{ﬁnéﬁoﬂ(fﬂeﬁ @Fﬂ@ﬁ rtﬁ'm%g{?\/ﬁﬁsot@l@r' endd yeHy to treat the

concentrations of hanol™ 1 n 500 simil ated gastric
abeNe dlaeaéeaess Otf@péélabmtemst shes w@afmerﬁfw@h aptting henefits

Th
SO EaRGnalRs Featierd yiFE B BRENLS CohinBlt/deq in these
cﬂiseasnbsat Examppes @r sach %omnatlommngmbnse ehirsuavine receptor

ST vodthardh Bobusbl AR b ocibiase
ihalbndrat iian)thehi edshasf apradtaiat - ﬁybéirpléméeawaémol |cs and

hydr omor phone rel ease under these” conditi ons.
and 40% v/v ethanol there was an increase in release
for formulations A, C and F but the increases relative
to release in SG- were | ower than those obtained wth
Exanple 1 (the current Palladone formulation). EXAMPLE
6 Oxycodone/ nal oxone dosage form conprising 10 ng
oxycodone hydrochlorlde and 5 ngy naloxone

N | o .

L
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oxycodone HC and nal oxone HCO dissol ved. Twel ve
different concentrati ons of ethanol were tested, 0%

WQA06A9M5B% 12% 16% 20% 24% 28% 32% 36%PeEn@P2006/6000814

Exanple 9 / dissolution results of Exanple 6Exanple 9
/ dissolution results of Exapple 7Example 9 /
di ssolution results of Exanple 8 The di ssol ution

MterS R R duitP, 21, R Raloh &, s farpounas,

diver hmmmdmy esedptamporidé MotLObhﬁ Rfatmexanqit erévention of

OX/'N 20/ 10 d le 9 X/ N /4
SABRDTT AT TSRS rPBPS 257 P8 Welps lablRh For, bffpbihation

et Ryt A8 ﬂwrrﬁoleﬁﬁla\ﬁ'e@?g@t e | rt%eeﬁ@a’f&ihertﬂﬁ muscarine
amount of rel eased active even decreases, whil

95eREn N 2 4eNByTBEh Gralpheheradiiciasss P5 9tha) ctargets  of
[

I RGBSR Pl Y A RERCENME TR (2R 58 Sxpocted

idmsaagesubbramnhnﬁamtlmrepw to 8. EXAMPLES 10 TO 13 The

conposi tions of Exanples 10 to 13 are below. S = solid

wei ght D = di spersion weight Eudragit RS PO

D@hdﬂpﬂbh)oﬁsrgdrake with 5%
tri rret | ammoni ummet hacryl ate chl gride * Eu

E&gurqb [ $pf Qéffgrpat intigdugdenal, (i.d.) doses o?l ﬂuglrtlne maleate

55" B} ARG IHTOR AP () 2 Y efrhfudo BRG] (B of the
riythmid blacide( examjriagtions. aBarsrapr%embﬂmmgaranuynber of peaks

PRl S R RRY 1Bobl. RCRE 1R e Bige Moot the

pﬁﬂ(@ﬁhﬁﬁwgy: aﬁﬁ[ﬁmude (ﬁmrohwndmm%mr $) witHeflefrostandard
mnutes wth ethyl cellul ose and/or Eu alt RS PO, RL
deyigtionss sd): yrlecarctezﬂqdcrr% 7 ErandyReSt1E 14 gRO-SRe AN ep0-60

B ST 0D O g5, S i born

fratebbasd valiedi”Step 1 in the Gal 10 m xi ng bow ,
pre-warned for Exanples 12 and 13 to 290C, whil st
mai nt ai ni ng m xi ng/ choppi ng. Step 3. The application

BiguRe dr: agﬁféct%f@ff&ems dcmhes Ltﬁobxynmwm-r wd)@hlonde on the
formation occurred - all the Eudragi

Haae@wcxs{rya04m"'dh@)aaaﬂ.fbat araﬁhfyfieeimmabigil ﬁbz czfothe ayéhmic

PRSP LoRracl. B2 [ RSO e SER AR IR irieas Y g =

fbeqamfbe(amp@d,dleatpheué)am)t ogthenmnean haiglt @S(theulwdks [mm Hg] =

thr convent i L. _extruder..a th L] [
IGRERB So e ol RafineBbat) by Mlel " Sufke pyfhtibns (s0),
fsdopded rpraues AWS §ospct ed DO-IP@iint EMpPe0aB0 hEnaBd = control
collected. Step 7. The granules were then fed at a

v ofalees hove the Harepse mean shangs irepescentifiem base value
&tr pped with a 1.0 mmdi e-plate, a conveyor and

g ‘eti ser and heated stations (zones) torque and nelt
pressure as follows;. Exanple Tenperature (0C) Melt

P73 4 RO o S L 5o R0 3t de on the
ﬁ@q@@n% [%01%]99?19%7@68&1@%3% [ltﬁmgplg}QB blﬂwthmlc

76-96 85The feed rate was hr and t
bladder sprEactiens. Bars 1apresant theanesn ma&ﬁrsq PHAHE [Wé.oemm] =

FROLUAY e SO 0 o 6 A 5 e i ol -

ampdituce rﬁb)M@rcmanu hegtgivedc bas) ewittarthbr standactk rdediations (sd),
S, f the head
@é&%&tmtez ext? é):O%E‘nA rot ?noyg(t(’:"i%fs"er W%BhGC?i@nbggd—egontrol

woul d be used to cut the extruded mx as it emnerges
under pressure and still nolten fromthe orifices of
the die plate. The bl ades woul d sweep over the surface
of the die-head to pass the orifices. As they expand
and cool, the cut extrudate particles would tend to
forn1rounded surfaces prothetically, al t hough in the

o o — o o o R
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shaking. d) heating for 5 mnutes in 10 ml water at

100 OC foll owed by 15 m nutes shaking. e) 15 m nutes
wab@kiongse n 10 ml 40 % et hanol at room t enper aPCT/BP20061@00814

test results are shown in the attached bar chart of

Fi gure 6 and bel ow. EXAMPLES - TO 24 Further Exanpl es

15 to 24 are presented in Table 1 bel ow. EXAMPLE 25

h . , i ,
B Vs SN B Ba 3 hehisRindel R etbaht 16T, 6L value
(A8R 1 were placed in 10 m 40% et hanol at room

- tenperature and subjected to shaking for 15 m nutes
using a Stuart Scientific Flask Shaker Mdel SFI set
Ekamiple i Plupifins M bRt ModePof Ovierattive Sladder (OAB
extraction the anount of oxycodone di ssol ved was then
determ ned with detection by HPLC with UV at 206 nm

ve Xtraction results are presented in
ﬁbl ewgﬂgP&J%Ta'fe 7. The dissolution profiles are
determ ned using the Ph. Eur. Basket Apparatus at 100

m.at. 37G_in 90 GE, qpti onal | v i 0%.e4 hanolc.
ORey2 bieghe )Ty a HRHOBET SRR, toE b ER AR ettective
ﬂb@tﬁngoa/mm%utqn}de@mbt@sidé &f?t@lexi$ts1bl'éoda§/. DABiFis ofeh cause
tn 0 et nano re presented In Table a I gure,.
o Ly NGB IaICs bUi a1 b Fegreribanae lspswitgost RicpRtinence
! ! |
S TSR iR AR LG STt oS complg ditetie such
a9 fesigm prstatedhypergasiar or PErdngores diseass, but gxists also as a

rovided | I kL0 0 . :
FESHRE T P ORI G kB B86n phPHUfBrS, oRBl, foes igplucing
ehirrph emdléldédy.21 (40% et hanol at roomtenperature
wi th shaking for 15 mnutes) |)Mean val ues are taken
fromtwo runs of the test for each of Exanples 15 to 2
F EoRSrvatild shahdgémenReadihESof afedtremp! R, Ifhdrthatbthdtapy,
SG- with 40% et hanol |)Mean val ues are taken fromtwo '
ewrRenthf in mest eases by thenfomoef entighnliagraic drug (@-gaKEPUtynin

YRR 5" RiliafRd, Py @i hydagifonde, 3, HRARKE both

antichdlibergic hand! calciMeananagoristiar effeetse nddoreasesvoperipherally

the test for ch .of es 22.10 24 TABLE 6, ..
BleglaF songreills, FRcies eiBEBE nibitep Sfsaliya production and
ivcredstiRkdsiddal luripdEsdrtd T e E!ME&\_VF@T ANESPitnvest Drugs
| NHI Bl TORS OF THE GLYCINE T NSP ER i The present
10:66n33.#0013) at es t o conpounds of general formula I
wherein 5 Rl is halogen, -OR 1, -SRl , cycloal kyl,
cyclic am de, heterocycloal kyl, aryl or 5-or 6-
Ire e rsedréte fer oamy drugsocomipoungs oare, of wateoestt whioh affect the

het.er.oat 0 el ed fromth r I SLi of

ge0Gan RoBiis, SV B oS eIt bt &% Weyas the
pefipheral We@ré&ﬁltirﬁlbﬁté idetashday irh the d@uencEhdf the voiding
2)c-cycl oal kyl ar-( 2)x-aryl; 10 R2 is -S(tg 2-1 oner
Edtfiex wltb@et@nmﬁffppto%rblgqqgnqorm'@gtlhjy. tnsepEchyfpr drugs for the
BEATREAC oP TowaY UtiRAHY tt%%?@%ﬁﬁc%ﬁﬁﬂtﬁ CroR% " OMH e have
may contaln one or two addrtiona atons, sel ected
esiablished @ro@piroahscdsl g evaludtermpessible ahivgotandidates. The

e Witse ottt Vol e BHGFRL ortiaciBhs vk pnary
biidder in &fas¢sth&lsedarats hﬁdrmﬂevéWF%gln{\d firel desnibed®y Dray

LF iShgrmasel: MR RARSTa166, 16B8) 16 qrmetribe Revealoastyty of
§@6§tahaé§1 Wit Spiofd\Bropleridy 8:5 DRI R Gahetn. ASUAERSHe! clearly

romthe group consisting of oxygen, sul phur or

nitrogen, -NHIlower alkyl, -N(Ilower alkyl)2, cyclic
amde, -C(O-cyclic amde, S-lower alkyl, -S(O 2-Iower
al kyl, | ower al kyl substituted by hal ogen, | ower

al koxy substituted by hal ogen, |ower al kyl substituted
by hydroxy, -O(CH 2)r |ower al koxy,
-Q(CH2) yC(O N(| ower al kyl)2, -C(O-1ower alkyl, -O(CH
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75-98). Thi s pharmacol ogi cal approach poorly address
negati ve and cognitive synptons which are the best

w@e@diordsey s of functional outcone (Sharma T., BCTEP2006/000814

Psychi atry, 1999, 174(suppl. 28): 44-51).A
conpl enent ary nodel of schiztgphreni a was proposed in
the md- 1960' based upon the psychotom netic action

ﬁlﬁHﬁ:%CkhEWn é“rEla?ll tﬁ&kﬁ%@ﬁ Bﬂﬁer(%ég;e ﬁoﬁya?\tde @ﬁbnal control

oun encycl1dine relate agent s
mleeeafnthns)mmuebbaram atso useq)émupredle:t v effectpim different

nt agoni st s. er [ eal t hy vol unt eers,
% %%dt?eémﬁ‘%?)gh)&“g Prg'?)"ﬁeg on i ncor porates
positive and negative synptons as well as cognitive
dysfunction, thus closely resenbling schizophrenia é
/psaaan@mls aclingidrug mompounid. is dulowsting Ofent Aglaim™) which

[

iSOG B s B 1 Y TR RS ot to
sb\zmé aqtseésehamaqr MCombnenoal (SUIEs$n svornlear (Ltiky tEindsBoehringer

(0GR THEU I e Lo B BT mEchaR oI, Ao g contrally

ARy sS68INCINNSEdr \Of S¥rdtesinl (BSHT ﬁGWo? ReBRiMe rdisptake.
behavi or (l\/bl?n ARret ar (ESH Pa , ng 4% -|236d5‘®a °

GI ut amat e neur ot ransm SSI on, in partl cul ar NVDA
gr [ M r nap —aniai
gﬁﬁh p@aﬁé%:t\é ﬁ(Kata‘a'o% is bhbﬁf?lgcﬁ%ﬁalgw aimg tloh-opioid
amﬂigeslcr dragpebies nnechamlsm aaf flgpmkﬂmi &wbwmd omeans fully

\g%‘lsp“ Qﬁﬂw hr s %fgﬁg%@%gkgyﬁ Hpé’ﬂcé | :‘?¥c§1€ Ect Bntagohistic

SRSty i O | IMéhfater ,neBFcbtﬁé'\sngi@ﬂ Witk fogls dste NWIDA receptor
1993, Nature 31- 39) Transgeni c m ce

tinsHienpratber n@a\teh efopMA hato thes LeRIPEURS hDas t GARAm Rgenistic

SRR ool B TR LBy T Drcs

45154 8-569,a1985) dnaadditien; diupirtise i mpleatatwas i showre to have a

at ho si ol o of ..sc phreni.a, ., enhanc luta
ﬁugﬁg&'?%gf%ﬁpgﬁyfnme{a? e A =i RioBR, e b, PoribéitRatons in
gl vati on, would e predicted to produce both
anti-psychotic and cogni tive enhancing effects. The
am no acid glycine is known to have at |east two
TERAAGERE WHEHEE ‘?Iﬂélr’m'ﬂe ég‘bé%ﬁv@qn 36wer urinary tract
inhibrtory amno a bi n strychni ne sensi e
dysfunetion éwgtt@rmgdafai the @S@oof nse oa%«; eyeeadivealadger) and

BFb Slatof Shelngine) BS8CHR R IIRR) Ve ddyBorostea tis

tompbund in We tat bdslaf@AB] s rel eased in an
activity-dependent manner from synaptic term nals,
glycine is apparently present at a nore constant | evel

Al 6FAHB SRUIRITS HHR&AABHES thé NHees T P ARAIgbER ﬂup|rt|ne
response to gllutamate. One of the nost effectlve

way s
maleaiat ool the nbladder dunelion rwei vsed othengipdel metleduced
fl t
il o D0 Sefob et Bk Bpe a5 RRERRs. onybutynin
hydrochlogiderand ehuloxXetioe It\ydroehbndeeWété aesteoaaserefemnce The

trol th t Il ul I d t her ep
SOBRPARES (B HnFESRe ra1Ge no- LI RirokS: 4ty Biaghodenally

é&i@ﬁmgfferﬂemu Fé‘ﬁa@btr@nseaqg?s THeeind@adubdBRaY mute?»%s chosen to

23(8): 367-373).d ycine transporters, which form part
Bimithdheoaralnfaife and oioi ewoichtheyuse ol sobenimigaessary for
%ﬁ@ﬂéﬁg?ggﬁﬁ“ Ri@¥oRN inportant role in the

SPm natT on of post-synaptic glycinergic actions and

mai nt enance of Iom1extrace||u|ar gl yci ne concentration

by re uptake of glycine into presynaptic nerve
termnals and surrounding fine glial processes. Two

di stinct glycine transporter genes have been cl oned
(GyT-1 and AyT-2) from mamalian brain, which give

rlse to tmo transporters with ~50 96an1no aC|d

o - o o C e—— A T r - e




group containing rroml to 6 carbon atons, for
exanpl e, nethyl, ethyl, propyl, isopropyl, n-butyl,
WO 20ma0y4559 2- but yl , t-butyl and the |ike. Pref ePCEEP2006/000814
al kyl groups are groups with 1 - 4 carbon atons. As
used herein, the term"cycl-gg kyl" denotes a saturated
carbon ring, containing from3 to 6 carbon atons. As
se S ' rocycl oal kyl " denotes a
ésjat Ehﬂgqrggil&'réogﬁlq %@Hgﬁal ning from3 to 6 carbon
atons as defined above, and wherein at |east one of
45 réa_rbo atons is replaced by a heteroatom sel ected
oup consisting of N, Oor S. Exanples of
such groups are tetrahydropyran-2, 3 or 4-yl,
tetrahydrofuran-2 or 3-yl, oxetan-3-

PEegIe§i oxi n- 2-yl and the | PREAGUEHP al’%‘?\fﬂatal kyl ,

Bstituted by hal ogen" defi@m&efor exanple t he
Bodyoveight:gr oups: CF3 CHF220Q+40 g CH2CF3, CH2CHF2,
Brdatidt, CH2CH2CF3, CH2CH2CH20EeS Ridef|, @HIEpU—QCHS d (CH
Bpalf Tap wdieRCH2A , CH2 CF2 pEBetSH2 €5AiEHAR/R CREE HREF 3 fibitum,
C(CH 3) 2CF3, CH(CH 3) CF3 oSpeHAdiaiin CCH%EH, PSeést'\Wedtfalen,
are CH2CF3, CF3 or CH(CH 3FRE3. The term "Il ower
dorerionstfHifal Rogsihy! at eRaté wairgKept @bnventionally in groups
branched-chai n group contapfgng madBloh ddyed N8MPON
ﬁo%rﬁ‘?t gdesGrd-bed above aQ@ icch groups are

I‘ﬁ@m\’dﬂ@ an oxygen atg to%"v[ﬁtloﬂ%y#romdﬁ{é) ifum
one or two nenber ed aromatlr @Ef@ébdrbﬂﬁng c%ran‘?ﬁ%‘ dedure

phenyl , benzyl or naphthyl E
S t erocycl oal kyI Ié" fine Qve _an
W6ﬂ N—nat omis i nké t@'%gﬁgy&g, ﬁght of ™ 6:00
partially aromatic bicycli @'Broup or to the phenyl
rlng as defined in claiml, for exarrple pi peri di ne,

ﬁl perazi ne, norpholine, thionorpholin

he daed WﬁSOWﬁhWH #e hogys b@fqraulwéadtmdq;@&dr% administration.

tdf and the |ike. Such groups
canqﬁa(zaf&lswg ?@g yﬁmoﬁ'e ‘or nore substituents,
sel ect ed fromthe group consi sting of hal ogen,
dr heny | ower al kyl, |ower al koxy or =0 The
Eér nghéhHE % menber ed heteroaryl denotes for exanple
furanyl, thienyl, pyrrolyl, imdazolyl, pyrazolyl,

trlazolyl thlazolyl |soth|azolyl |soxazonI
g ﬁ%ﬂfﬂp‘Pun jyrazi nyl . pyri FUupirépe realegke | i ke.

emicalimameiceut i cal |y accHBtAbIno- ﬁdﬂcﬂtwapher@ﬂ) Wﬂi‘}d“

enbraces salts with i nor gaaminedddpyidjayl)-cathsrdicacisuch

as hydrochloric acid, nitrethylaster malgsteli ¢ acid,

Maosifactares: aci d, cit [ c acASTA Medica &onluH, anmfum FRG

Mol .dVelgHtof flupiitide nealeatec 4204, g/moici nic aci d,

/. Wi ght &F fidpirfiRé eeeaset B0AI3B gendl,

p-tol uenesul fonic acid and the |1 ke. Mst pr eferred

conmpounds of fornmula | are those of formula I A

P&%h@e' dompBld: ed compo arn.ﬁ ﬂgi‘?gcmdn are

? P Is CRL a SAREGIESIGRRY &-
ol'l'ow ng specific co @ Mh&jedr OUp:

(5 6-di chl oro-1|, 3-di hydro-i 5@ ?E i SOPr opoxy

anesulfonyl phenyl)
@i":ﬁ? rchI oro-|. EIF? ?a‘n 38@'35' seofest fRRan
gtyglr{ 1 uorg QTQ - ethoxy) -phenyl]
@ oxybufynln ol

trgerbétsﬁanesulfonyl 2-((9) - 2 2 2 trlfluoro | -nmethyl -eth

oxy) - phenyl]-(5-trifluor omet hyI I,

3-di hydro-i soi ndol -2-yl) - nethanone

(5,6-dichloro-I, 3-di hydro-isoi ndol -2-yl)-(2-isopropyls

ul fanyl - 5- met hanesul f onyl phenyl) - net hanone,

[ 5- met hanesul fonyl -2-((R)-2,2,2-trifluoro-|-nmethyl-eth

oxy) -phenyl ]1-(5- trifluoronethyl -

, 3-di hydr o-i soi ndol -2-yl) -nmet hanone,
(5 chI or o- 6 et hyI -1, 3-di hydro-i soi ndol - 2-yl ) -[ 5- et ha
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(5-chl oro-6-nmet hox7-1, 3-di hydro-i soi ndol -2-yl)-[5-nmeth
anesul fonyl -2-((R)-2,2,2- trifluoro-

wa 200807p59 et hoxy) - phenyl ] - net hanone PCT/EP2006/000814

(5-chl oro-6-net hox7-1, 3-di hydro-i soi ndol -2-yl)-(2-isob
ut oxy- 5- met hanesul f onyl phenylq). - net hanone,

(5-fluoro-6-trifluoronethyl-I
-l ShSoindol - 2-yl) - [ 5 -((9)-2,2
ﬁ%{jer{"]'?‘% ﬁaﬁﬂé@@'ﬁam hyl - etg?)@é‘ggg @?(H*‘i‘?%g'*dez
Brand @B, (5- et hox7-6-tri YO t‘}(zﬁl-'m 3-di hydro-i 50
Chemicabngme: (2- i sopr opox 7-E-(S)-N-Methyl-N-[3-(naphthalen-1-
net hanesul f onyl - phenyl ) - r ndex@ndnie-thienyl)propyljamine
(5- chl or o- 6- nor phol i n- 4- y| hydrachlioriger o- i soi ndol - 2-yl ) -
Manufacturenxy- 5- net hanesul BoelylinggrdngeheimiPhamaeGmbH &
(5-chl or 0- 6- nor phol i n- 4- yl €b, R&]ilgelheim,deRGdol - 2- yl ) -
B&tchycl obut yl net hoxy- 5- A069673A, usable to 03/2006
et Wesight bf aalbkethe MGI) - r N83388YIMol
18t Vi eighe BPYioRetié hanesul 2gngB-gieny! ) - [ 5- (tet rahydro
& phass4-yl) -1, 3-di hydroi soi ndol- 2-yl] -nethanone,
5- met hanesul fonyl -2-((S)-2,2,2-trifluoro-1-nethyl-eth
oxy) - phenyl ] -[ 5- (tetrahydropyran- 4-yl)
%hf@ j hydr o-isoi ndol -2-yl] -nmethanone,
Y - ;l, but oxy- 5- net hanesul f onyl - phenyl ) -[ 5-(t etrahydro-
Chemicat nghe:! , 3- di hydr oi sohypdxyeitwyiddllulaset (hdosa)e,
$dppsiier! opr opyl net hoxy- 5- mreMerole8dhuichaitdtpHehghbrunn, FRG
[5-(tetrahydro-pytan-4-yl)-1,3- dihydro-isoindol-2-yl]
- met hanone,
ARag¥H &Rt yI met hoxy- 5- net hanesul f onyl - phenyl ) -[ 5-(t et
r aﬁydr o- pyran-4-yl)-1, 3-
NNy dr o- i soi ndol - 2-yl ] - net hasathane _
$applsr2- di net hyl - propoxy) - 5-Sigmec@bemie.disisepheien) FRG
Rbute eftadrhinistmatipn: an- 4- yl ) - kubeutaneous
Dobydr o-i soi ndol - 2-yl ] - net han2bg/kg bw.
[5-(3, 3-difluoro-piperidin-
| -yl)-1,3-di hydro-isoindol -2-yl] -
23 nBhhgaamihiffation schadule/ dosage
2,2,2-trifluoro-1-nethyl -ethoxy) -phenyl]-nethanone,
[ 5- met hanesul fonyl -2-((S)-2,2,2-trifluoro-Il-nmethyl-eth

ABleF UGS soi ndsf il )0 by ARicH brw)

[ 5- met hanesul fonyl -2-((S)-2,2,2-trifl.uoro-I-nethyl-et
hoxy)-pheny] ég&! R-59—5(3-6xa B’? QBPeEV on
e susstanoscl ol £ 238} oot 10 Ivahiokrygc Bifse) 108E 23t
[ 5FHRIREes YIgf pryl3: 20(|( S)i-R. 2. 2tyiedd | luor ong - met hyl - et h
ox%matgféﬁ_yl 1-T5- net'hyl - 6-

( texyhyrino- r . 1) -1:,8-diih s 1 [SOI | -24yl]

- mgstrbainioride [gw’ﬁgesullfdgnvl - W&%S) i !
- 2DAaloXetine f | Oz, JL-et hyl r et ho - bhenyl ] -
[ﬁ&dﬁehbﬁdgc3%LJL§%J%§-y“qﬂ,:Lﬁ%%v%ro-is ?ndoI-Z-yﬁ

- met hanone, [5-chloro-6-(tetrahydro-pyran-4-yl)-I

>3- di hydro-i soi ndol - 2-yl ] - [ 5- net hanesul f onyl - 2-

Cbﬁ%/%l%i&’\ Bf a4t Wiser in- ARV bt i Yhe RloRmHtof free base and
- met hanone, )

elarcamaretkg pedyweight; S)-2, 2, 2-trifluoro-1-nethyl -eth
oxy)- rhenyl]-[5-(tetrahydropyran-

3-yl)-1,3-di hydro-isoindol -2-yl] -nethanone,

[ 5- net hanesul fonyl -2-((S)-2,2,2-trifluoro-

1- et hyl - et hoxy) - phenyl] - (5-pyridin-4-yl -

1, 3-di hydro-i soi ndol - 2-yl) -met hanone,

[ 5- met hanesul fonyl -2-((S)-2,2,2-trifluoro-l-nmethyl-eth
oxy) - phenyl ] - (5-py tidin-3-yll,

3-di hydr o-i soi ndol - 2-yl ) - net hanone,

[ 5- net hanesul fonyl -2-((S)-2,2,2-trifluoro-I-nethyl-eth
oxy) - phenyl ] - (5- phenyl - |, 3-di hydro-i soi ndol - 2-yl ) -net h
anone,

= ~ I T o

11\ 1 ~ I L Y L R B 1 ~ 11 re a2



met hanesul fqnyl -2- ((S) -2,2,2-trifl uoro-
1- et hyl - et hoxy) - phenyl ] - net hanone,
W(D 5905)012&5510- 6- (t et rahydr o- pyr an- 4- yl) -1, 3-di hydrOFEBD06GH0S14
-2-yl] - [5-nethanesul fonyl -
((S) 2,2,2-trifluoro-I- rrethéb ethoxy) phenyl ]

- met hanone, [ 5-nethanesul fonyl-2- ((S)

_2,2 2- trlfluv o-—1 rmtthI__gfhnvu\ nbl_oqul'l r |

(tetr ahydr opy| aposé-oflsaitorin 3 dcbyndém oisﬁeadol - aalar

- amount

[gS}J%%?!l@ﬁ‘@e tused in test 3- i g dol|- 26aqilisg
-(3-fluoro-pxe [ Eq,\,n ol |-

5- net hanesul f nvLﬁ% ?3‘% 22 -t Pfk _Jor o- %)

1- nElupirtinet hoky) -phenyl] - methanone 072 0.24

[ 5- megleateesul fonyl -2-7(S)-2,2,2-triflTuoro-1-ngthyl-éth

oxy) - phenyl ] -]5-(3, 3,130trifl uor opr op@¥3 - 2.37

[, 3-di hydro-1$oi ndol -2yl ] -net hanone, 17 7.11

(5-fTuoro- b- b phol T g@- yT'- T, 3F di Nydfop4 SO1 ndof - 2-33 7 -
oﬁYl-A(hb) 2,2, 2= triftruoro-
| 1R 'Q@@o ky) pher@x ] - methanone, 0.091 0.25
(5=t uoro-o-nprphot I‘TJ- —3rd ”YWOL@. SOi ”dg! ) Z'ZIS)}'
I —ﬁeﬁtgcb, Hot-6— /

y
I rmmthanac: | ol % /i 2
(2 5@§1§$% 5- met ’hemqasul f ony| - phengloBgl 5- (t et r ahy.doo
h

MHEQQMOWQ)X\L-I 3-dihydroisojndal- 2-yl] -nefthanone,
[ 5- et hanesul { onyl - 2-1.87 2. 3, 3, B- pent &8%or o- prlopoxB)C p
henyl ]-[5- (tetrahydr 8.8yran- 4- 2.67 9.0
yl oxy) -1, 3-di hydro-i st) ndol -2-yl] -negl@anone, 30
[5-chloro-6-(tetranhydro-pyran-4-yloxy)-1,3-dihydro-iso
i ndol - 2-yl ] -[5-net hanesul fonyl - 2- ((9S)

P%p%m?h&ﬁ df t&&%orﬁﬁﬁghﬁﬁl fot Jﬂﬁf@ﬁ | Admifistifif as a
oro-6- (tetrahydro-pyran-4-yl oxy
suspmampdro i soi ndoI 2-yl] -(2-i sopr Opoxy- 5-

%'ﬁﬂrﬁesﬁgég{%; aﬁ%.b@@ﬁgﬁgpcg%%ﬁ% were suspended in

HydBo;dIdtNﬁb@lfulm SP/c)ZInydiémrne[réhsw vaters THeogythstances were

grﬁééiiérp,aqé\o%tatr r\f\ln &%{l ) Hengasha/ens%#sovs)é}e p?a @Q !)n a magnetic
5{) : tga%é Qn&tﬂrg(;@jr;pg%@gwo_@tadﬁré@ oPhe slibstafb8y Wétel #&shly

nrepamdemtl-@npo:rm@mm) applied iowadugderallyoinoaevolume of 0.4

i y 0

rﬁf/f(i.d @%&Bge\g%llgﬁgnépﬁﬂrBWQts rec3Aa KRl SRV YD 5%)

i2k(2, 2,3, 3, 3-pent af | uor o- propoxy) - rhenyl] -nethanone

or

[ 5- chl oro- 6- (tetrahydro-pyran-4-yloxy)-I,3-di hydro-iso

dei‘(iﬁb Zé’rebb}atror{éfm%t faieRétind @dfachloride suspension the content

3, 3-rent af | uor o- propoxy) - rhenyl] -nethanone.
d?rc&frﬂMeeciamompaHmIs Yéntfeng®lle mghategdstrd- I‘és’sthht)&apsules

c&h@%”@ H@xggﬁgjwq%&ila % T Séld)bﬁlta:')} %achrlgpsv% usec? rThe
t?éﬂ &h ﬂs%fnmbm%%fﬂnétenbr bf théliftididaal 20! Rgotapsuyés used

4- et hanesul f ony

amouniedhton 6r& %Dc?ﬂaf @f %Mmmaxnmm) | Tiae dilkirg moaterial,
CEJ?\/ ’%??\l |Jn£|] %@c’)leéé‘, W85 GrBEhE I HdBIPMWiRh GNY rhereatter

ano
thé- gﬂmlundedGmamTrdhoMam-smspénde@ -inli chbmyethyicatﬂwbsé 0L9%) in

nesul f onyl bi enyl 2-y
drmipsralRed iater. R SiRasoIeTR iess acgd B! i fragnatc Sirrer
Hefore 8hd i ﬁ{% anrdbeﬂh}es for Idiimises) Fré '§G§ben§ob{é lvere
-met hanone. The f owi nhg conpounds of formula Bar e
preferred:
(2-cycl obut yhnet hoxy- 5- net hanesul f onyl - phenyl ) - (3-trif
| uor onet hyl -5, 7-di hydr opyrrol o
[ 3, 4-b] pyridin-6-yl)-methanone,
(2-1 sobut oxy- 5- nmet hanesul f onyl - phenyl ) - (3-trif|uoronet
hyI 5 7 dlhydro pyrrol o[ 3,4- b]pyridin-6-yl)

L\J LLA“ASLLIZLBAYE"A" ]! ||y|
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(4- met hanesul f onyl - bi phenyl -2-yl)-(2-trifluoronethyl-5
, 7-di hydro-pyrrol o[ 3,4- d]pyrimdin-6-yl) -nethanone,

W@ 26068T550DpOXY - 5- net hanesul f onyl - phenyl ) - ( 2- TEPCEPDNF000814

di hydro-pyrrol o[ 3, 4- d] pyri m dm 6-yl)-net hanone or
[ 5- met hanesul fonyl -2-((S)-2,23 2-trifluoro-|-nmethyl-eth
oX7) - phenyl] (2-methyl -5 >7-

AL pPoBeboh R Ao B AP UBLBRRRr = votme o
0.4 (Ml 160 @WW@WHG hatsh Sotra? ralarieosivien- theBainé ydnaunt of
| H i ndol e- 4- carbzél?%/n | e,

hydrexyathylsglidose 0)J d((S) 2,2,2-trifluoro-1-nethyl -

t hoxy) - benzoyl ] - 2, 3- di hydrol H i ndol e- 4-car boxylic

acid nethyl ester,

2.4( Exmej}ump@alypmmnesul fonyl - benzoyl ) -2, 3-di hydro
-1 H -i ndol e- 4- car boxylic aC|d net hyl ester or

(4- brono- 2, 3-di hydro-indol -1-yl)-[5-nmet hanesul f onyl -

Eér‘n‘)ale? 8pr2tgt.1l9l fDawiey- ratset(zQ(D-&?Bog)) were anaesthetised by a

%&@en qqrrﬁe{rg% oneof TRRie {1 ﬁgr@%)ndﬁweo[)o P'tiMo8rdtufe was
&gtrﬁéﬁl@a ét”@'?’"C by%éarﬁsﬁoﬂﬁh hﬁé‘a@édl sheybperatin@)taBle?and 2 red

>2-trifiuoro-|-net he/ et hoxy phenyl ] -nethanone,
l:gmsueeémalﬁm fidveyleftocgroty a;_rtezy NS PfQRﬁS?@ andnaigafheter for

AR B0PR bl ViBhEn Bt DB A ang oqppgeted to a

StatRadr tpregdurer transduedrnMoeiehoR93 Dbphang| fonnected with a

AU GgtioNad Ahypiojpgioslerararder BF RR,A00, Numsd,Systems
Ld lusridon, GBY. hyl - et hox7) - phenyl ] - met hanone. Specific
conpounds of formula | G are the fol |l ow ngs:

[ 5- methanesulfonyl 2-((9)-2,2,2-trifluoro-1-netriyl -

Eg?(Yr?;cr fliddenal & Q&bﬁﬁ%l,&ﬁ‘gﬁ?@ néé(lk%ﬁgl@?fehgﬁtﬁllﬁ?er was mserted

in2o 2he- Uppéﬂ lp)al'toef theredundensmhoabyut spmnyllo}/vnwards from the
net hano

PHOSABH; %5 wil, B1Pursg Siring, SHiR a RUGIRTPLHGFO. pEg figated
péb)@mbﬂy td thy bladdertdplesthpthe) blaﬂbenﬁlllﬂ'ng witht e ridrinedof the

f d of f | [
KBineyai was KUROBE-a@Pnseliom by Wibis. Hi ARHESET g uginary
b(’:&i@er was %é}?ﬁét%hgé’di Qyih - et l]VétﬁFd“ ‘BgYhse F&\‘EPE' BO pglyethylene

- met hanone resent conp ounds fornul a
tu’mmg fﬂibdrwnﬂmmvswh)glﬁjaleﬁﬁdlegtaﬁd éegunetdslrbawcseby a ligature at
d 0 hen a
0B TERE IR 0 7 B hnal. B Rer Rtnter
&basrc&ﬂmc&gi o a Sthantpreisstiny trahsd s §Moeie| PQGr@b)hmnnected

BB Bhes Shusiclgicals faserdery (SHeh PR 29B) taomigptre dptivesicular
E%E%%Vé‘darﬁ t(EOJ Wuéldff‘bﬁm;j 'QTSEdEFRGfI Eehtifibid recordings of

tructures Hwherein'the definitions are given
aﬁmsmwaropl)essgea:and@rbertadnbdmmreﬁsumrw&reac grag anto a 4

Cfoph oPABR SRR UvaRefl Cipbie I gy, The

Rpét mehydnfasiestartted qnmsmgﬂqom"s frdinin) abewbiadein vtntte warmed

& ) :
su St' géat(s:ﬂa[[e S deE@RE qﬂ\éad?and’ Itlfac{jgr?é rt%g’means an

Hﬂéél@iﬁcﬁﬁﬁwbc@ﬂ) oy aaﬁfmhabbsnuﬂfé &f Aglirhll, AThes mmgonTbestopped

conpounds formula I maybe prepared in accordanc
aften tera@hmgoctbgsf Ralr Wﬁhﬂn%soﬂé&@hlﬂb‘@d staybef ahmthmlﬁhbladder

%Eﬁtrge'{tlﬁ M ng schenmes 1 - 2. The starting materials
e er commercially avail able, are otherw se known

in the chemcal literature, or nay be prepared in
accordance with nmethods well known in the art. The
foll ow ng abbrevi ati on has been used: TBTU =

(2- (I H benzotriazole-1-yl)-1,1,3,3-tetranet hyl uroni um
etrafl uoroborate) Schenme 1 Preparation of conmpounds of
fornulas I A I B, I C I Db I Ef I F, I G and I

T o~ - T r " D L
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of the reaction mxture, preferably in a mxture with

nitrogen. As constituents of the reaction m xture,
worembioonsse s made not only of ethyl ene and hydr BQERP1906/000814

al so of nitrogen and Cl-Cl2-, preferably C4-C8-al kanes

as inert constituents. \Wen 24e pol yner particles are

di scharged fromthe reactor, not inconsiderable

anmounts of ethylene are al so discharged fromthe

reactor together with the polynmer particles and,

@&@M@e @e‘g‘amm peried ofiisovdemeting reytiynienklarder gpatsactions

RERLCERHA (0% FE3100 oy oS uBlod BB Meitfpea. The
bqrstinttouust I'a?gmtrastztasted ‘hdnti Thenamphitude: @7 304 7urinary bladder
CORPAFRES, RS o T JBABRT ST f 50 i

hﬂer BMBstaRaE iminsRehtiop mdﬁﬂéﬁ/alsnef RBVINY daddf. SHEBfrequency
nunber of carbon atons as the 1-olefin to be renoved.

was=svaluated foraHy rrvmbeﬁ;rm(bqeelmaiuag@l withinihg ohseswatipprperiod
RO HERIAIZ b1 Yo Snifhes lafthiel B (20" S8 o i afer drug
admmisizatlbrbeﬂogastrepxﬂmxtamhaimngmdmgmmmetadrhlmﬁered via a

ffl t str gas) fraomthe reactor is
583%%54] aO bRt s Sa0gatunf o EGRRES RRpeRon of 0.5%
ﬁ@m Xy&tr§icesialoeens and, in WO 03/01 1920, additionally

nononers are rem)ved fromthe gas before its use

for the degassing. The di sadvantage of this degassing

th ' at the gas is taken fromthe recycle |ine
gﬁd $ﬁ(§lﬁl£§ to it after the degassing. Therefore the
degassing cycle is highly dependent on the conditions,

T, el erb 5, BF 58 o b e 59 il e Nl Wiimoc
bhmlbbgldw sohftionsh afethahé egerstHdtised ﬁa't@b@(ﬁmﬁéecﬁa series of

ect of the fesent i nventign to qverc t he
RSl PR WD OB BY FRBTRNDIRe Gybtomeiregrams of

r ’
8" AMinBRr 2o a?nﬁ‘ﬁéf% ﬁlé’rﬂn‘?&gtbﬁt bhsBRieel) t‘h%'l‘ethe mean basal

EOSSI bl e not on scharge fromt
equenrey otthe yei g>c9ntn@@fm wgs d1.81 rp@attsémnategtgqpeaks in 10

AR MBS Fnd S BBHEO G, 880 A et o

thes baséilepenksvivas @1 .Ofmtrhblgg(aangle eld- 48rmnheag$.SThg Hasal mean

BRetopd prosaus srmeed 0 i i Blyade 7014 mm Ho).

ethylene with further 1-olefins, in which the et hyl ene
is polynerized in the presence of a catal in a

b é- perise radsdised fos evﬁlmtmn pidlupiriinei ter@nd oxybutynin
a n

D bR Rl de SRR e e T4 SRiEr00 g bw

byrlirxoxpethymmbsev\,ﬁeﬁ%) rhachengatigare rlnhlbrtbr)cleﬁem eon bladder

di schar ged ntlnuous or .di.s o i nuo sI mth .

PRERIonS IncPB o RRRVEND PrePR T el Bolb A almgSRgkcl Resingle

amquud@rér qhakuheauryore:qmrt agbdence &ﬁh%bﬂﬁ%ﬁaﬁtraaﬁbﬁ$%ere

ymer particles are deqesse the gas is freed

@W&Wﬁﬁéﬂ 3 iceatrehapjnaalss hﬁemgaa wta@;ﬁl@naar@ahmd@nmammally
[ [

EeaBer oRhavaragE i1 PRCRINGHUhaRiog B VAfiid fBlency over

ﬁi&ﬁm@sphﬂ@d by f-88mM Aheomeancantédal bibodspressaref desieases by
[ sf\age, a propane fraction is separated off

?ﬁ%gggéégﬁﬁ éparation stage and this propane fraction

is used for degassing the polyner particles discharged

fromthe reactor, with the partial pressure of

ethyl ene in the propane fraction used for degassing

bei ng | ess than 6000 Pa and the partial pressure of

the sumof further 1-olefins and al kanes having from 4

to 12 carbon atoms in the propane fraction being |ess

than 10000 Pa. Unl ess indicated ot herw se, al

statenents nade regardlng the conp03|t|on of the _

. o o o S o o



| ess than 2500 Pa, nore preferably | ess than 500 Pa,

of further 1-olefins and al kanes having from4 to 12
W@ 006079582 ons. The partial pressure proporti onPGI/EP2006/000814

1-ol efins and al kanes having from4 to 12 carbon atons

in the propane fraction is._paticularly preferably

| ess than 250 Pa, in particular |less than 25 Pa nol %

orp C P S ieQ, t siag t :

1borG oS Higte Cukpa 1, PFailang  of? s Wydroenloride

intrddaddaarsts sladmiidisfraéidnr abloj be vebiete t ha(0.4 mibf0 g bw

noy e preferably | than 1 nol % r.e. pref ly | ess
RSB EE e 5590, PR herelels, IR LRERR i Sicer
dBMtrActiBRS in BRE fotsablationegsriddian 10h&ddr. Mok %md® ladkpoPa ssingle
degassi ng, the propane fraction can_additionally be
aimplilyde 06 maximely Pempar absense hof nidingeonirapdions were
. er. . .

BENRT o EOMRp e, TRETARSH Loy 3bAth Sl Sl
adcreasesoh \averageobpd 28e gaswined By $slightwedyctiameof the voiding

roportion thyl ene iin t rQpane fracti.on '
Prrbieticy. S dhe Fioad aBrBr By o FaF BB Riae, oud B preSsure
dsRbasabby 1195 tsdd@blel2)0 Pa, nore preferably |ess
than 750 Pa, in particular |less than 300 Pa. For
comon pressures in the degassi ng vessel the
spong t p AN 43f Nnend he i
FAe ORIt Shaly PHEPRIbLSD S, Mpinghe T hydiBatel Coxybutynin

Wﬁbe‘"'f‘“? af@debﬁaﬁ?ﬂ hvrir%lwn'ﬁea respectively, witte segarmale the
0.5 mol % i t o
pisSafite 6 abRpRY bl PlAdRbr Raf G}, ffueiBs 6n (Sidthg frequency

iﬁ;ﬁcl E]irleﬁaimnéﬁipﬁﬁid'd@@fiéadthenﬁﬂalaﬁééte\@_ineas% hmgu time period
argely suppressed. stomayy  separation ods .are
(ﬁ%%ag 5% o @35%@%%9{ SeiistERs of Eﬁﬁ?rr Whiplg,pr drug
i Péﬁg- \r st separation stage and for separating off
%*F prggghe fraction in the second separation stage.
Exanpl es of separation techni ques which may be

h LEAS tien g St Wl | @td NE it
BRI T 50 S F i BRER, PECORHLt: Bl AMfupitine (1),
oryButynins(2)wot lduldxetime {(3)vent then nheamdreqeencycaerd the mean
t hese. er, it sible to use an eparation
ampitids Qe stehinic bR captiecins tHes SRR o,
invention, as long as the purity according to the
i nvention of the propane fraction can be achi eved

Blupidtinei smateateer caxybutyniny e hydsoehlaridg i oandhy duloxetine
[,Si] ian. . Sinc g [ c IS copipl

YSHoqHIBHER™ wetd "Festof SRDAS) WbsBl Chefige? OARYENSIkg by

intresisiodenaln drue atrgindstratipne gs| suspemsinssén  aqueoiughtydose. In

values thap in th ctor. This allows,depending.o .

st cdssiothg Bnsat of S dtho acoh, BrinfFeq TRRIRD Withi?'3-5 min

FEfiRTSAL & pldteadictect bRLE-30NBireafleOdrugsad@irfistration. At higher

refrigeration unit to provide the necessary cooling. .

doses venc often Hievupiding senisaetions wese fully dlosked varying

t ied s . A \ i

PR of L e a2 ] S0 b kol (coe

tabiesnd and4 asavell asfiguresth).ene and propane, the

reaction gas can further conprise additional inert

gases such as nitrogen (N2). In addition, ethane is

Elupivinér affeatd 0.1amd/kg BdPUntsced & hshet higloekeof Tisladder
provide a sufficjient, amount of ne, for de%a

e a i f pro Ss ,

coRirastionanta eut of 3 gnispalsdduratione PEAdTIN, FERRES YRy o effect
0 . i .

B Ry bF BB e At oA R tar RO g Sou 9 8D erved.
upstream of the degassing vessel, but this is |ess
advant ageous. In an advant ageous enbodi nent of the
present invention, a maxi mumof 10 nol % particularly
preferably a maxi mumof 5 nol % of other gases or
liquids are present in addition to ethylene, further
1-olefins and propane in the reactor. The reaction gas

o o o S o -
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the reactor, which line is connected to a degassing
vessel for the separation of polyner particles and
w@ame/0205particle precipitation unit for freei nBECT/RP20g&@800814
of entrained fine particles connected to the degassing
vessel ,a first separation upgt for separating off a
| ow-boiling fraction conprising ethylene connected to
the particle precipitation unit, a second separation
unit for separating off a propane fraction connected
Att%b%ééoq tragikafi.d. Mupiftingt marRAs déad o Wnbhort iblc&ﬂ@@ﬁbl%\dder
['ine which IS connected to the top of the secon
cgetraﬁmn §n2.aHtiofahanimalsnin oRk abHAbdWebIPeRS were observed,
ﬁ%%' Rith dERARN, ‘ir‘?tﬁ@”é@cbﬁd %ﬂfrﬁéﬂh% &Magmthsre blocked
nmer  par ropane fract
fumnﬁhmns ﬁﬁeswagxtdmerepcbyoiethe \mﬂtrectnommen fthese animals the

bRy W Dbt e h STRE2 3o aioqiV BT ThE Bhpltprp ot the

dohﬁa@ﬁ@ﬁéﬁemannwsls@han@eaemtﬁmeéméﬁmig Pt fupirtineemaleate (1
second separation unit is desjgned

S
mgikpdia) bad e influance; %V@Hm%lﬂga'ﬁég b?e&ﬁq%fgﬁmﬁr@ﬁtlanﬁ 0
12 carbon atons in the propane fraction entering the
degassi ng vessel is less than 10000 Pa. In alternative
Atuthel dose Brrapikg d. Bupidinenmaleatadepd deenshoridack oh bladder

BeRefien o By R Bhials Bl (drfof 3114 Ml Blifed with a
rakephdssteasa i the Awanavolding feedueshayf by d0%sref the re-occurring
particles, a rec§cle as line co(ﬂgc ed to .t he reacto

dorastipRS. RGO AYIERKE SEEPRE APIRAGRt RRNTRRNIN BiRCK Gould be
GBS bf‘ﬁeoéﬁcﬂ’%'ﬁ%@%sé%ﬂbh BRiricte T ht AmbRf@e &F the voiding
product offtake line for continuously or

atintractions teyugingdtundhaggetlf pol ymer particles fromthe
reactor, which line is connected to a degassi ng vesse

for the separation of polyner particles and gas, a
Avetheiddse 10 a/kyg i.d! flupirting maleate fabetisingd voielingsonifactions in

A e
rhh%t@@édd !&afp'éﬁ?él'mébl&:\@@%ﬂ Isa8der wﬁtfmloiasquafatm 26 or 29
[ or al kanes havi n to 10 carbon atonms connected

mm)t slaring ummedl@ieec%aﬁ awinrafteti dryg pdminiséadan. When the
t f
BRTGE, 0880 ot TP 8 (oL AR Bcfef B0L6 min),

thesp anémaisrehoveda redua:ihummfdhecamplltuue of the peaks by 26% and
econ aration,co an s_i.n_turn _connect ed

PRovdine FeRaeaSL o8 51 1R e alylnds e TiRRB SR} thed no

iRALEREY diRkihe Thean bartemanbloet phssshfePAREIr lcadtroPanimals a

after passing an evaporation unit,wherein the fi

gJighily aeerragai of fthe da!epg nei@gssure mas ahseprashdbyi {)ﬁ%a;fwhlch
T S

ropane egassi ng vessel
is less than 10000 Pa and the second separation unit

Ry BT Rs BT BBl Toad i Batfifopeive o

6 BRfRien doortistioni Inl €ach tanmabOol épisofeefsfr Blocked svoiding
given to u3|n8 a first separation unéh and/o a second
epeacdionsncalt barphseried.orask Jasing chBpfin. The re-occurring

| I e
ChTichiR e REAS B IR 1| ABIYAIGA lncreases of
thiet yoiding feequengyeere eebseirved dniiaily | et idsinings thes edpservation

ot Tt ERFCREspOfy, Boaks Bt M BT AL ehg SGBM. Binnjshed

t he propane fraction is the top product of the second
separation unit. Finally, the present invention

provi des for ‘the use of propane having a proportion of
et hyl ene of |ess than 4 nol % and a proportion of the
sum of 1-olefins and al kanes having from4 to 12
carbon atons of Iess than 4 nnl@b |n each case based

1T .. o
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given to a process in which ethylene is copolynerized
w th 1-hexene or 1-butene. To set constant reaction

wa@omdioresens, the constituents of the reacti on PEEERZNG6/000814

be fed into the gas-phase fl uidi zedbed reactor either
directly or via the circul atgg_reaction gas. The
capacity of the gas-phase fluidized-bed reactor 1 is
kn%%to be limted by the cooling capacity of the
"ated reaction gas. The cooling capacity is
dependent not only on the heat capacity, i.e. the
chem cal] conposition, of the reaction gas byt alsp, .
Ahttee &osg, ﬁ“94|$9 ﬂ)ﬂes@@f%‘tﬂ?'”t hudrashiards, 'aggcedf sgoradic .
réye'ﬁhvé cfk%caf dorﬁrdc%n (3- e:abrsbaeserbrodﬁeaaraﬂdn of 4-
genera e to work at pressures of from
80 min). mzmanrnmleftbrsaway ganained twiths apparked decrease in the

AR iy, & s Telping; BRisachohS 63 867, 1n e rempining rat

tiep eoidiing bldcke werecdberved(2 tiees; eusatiosh® end 8@ mrn) starting
3 G R 1Tk S i adBinif Fatn 1h 458 onBRl the TPl orjpaction
Hid hét ARANBRERISOHR i \WPtie dbsbREBBHISHRE THe ﬁream préssure
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pneumatically via one or nore product offtake |lines 2
The product can be di scharged continuously or

di scontinuously, w th discontinuous discharge being

preferred The polyner |s freed of the najor part of
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propane obtained can be set in a sinple manner via the
power of the vaporizer of the second separation colum

worobp7®sval ve | ocat ed bet ween the second di stPCT/EP20061000814

colum 15 and the degassing vessel. The purity of the
propane in respect of ethylepg.can be influenced by
t he power of the vaporizer of the first columm, while
h r
bBEerYRRb Herftly, D Rfe et P apiplabe Bvdt” O ARnal tested
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is related with a location of the bladder too deep

inside the pelvic cavity, this is only one aspect and
wWor@epussd bl e cause of incontinence. The bl addeeT/EP2006/000814

function can be seen as a delicate bal ance between the

activity of the sphincter ambthe detrusor, i.e. the

muscl e which is responsible for getting the urine out

S U PO 0 s TS o

2t9Hunction or reduced tension of the sphincter is
often the main cause, but rather the inbalance between
the tonus of the sphincter and the function of the

ﬁﬁwdh%@ﬁsnoweTﬁéa@@ﬁhéﬂﬁtwaﬁrmaadb%mﬂ Ierdose of flupirtine
conbi nation i s one of he two snoot

migleate o tae raege 98 O krid mgdkg s6ntD. %12%27 :qu’l ?:?15’3’ gaused a
G5 ERbofue Aol b e S HTSHIARS MY balbhoPbl o o
otdaring maiding nmmtre&:tloap rese mtaset teperptantlyt mducédt Rkis effect

., As o t hi trol
FRS Bt AFedmPanBrvath & BRNEGH e Bissbifd Aniiiite of the
{oiaid edvtradtidonenadte atdesevef 8mhgiky ind.di Ltrréﬂ'ia(h@ anaesthetised
response. But it_also contains i.n-voluntary conponents

female| 1atsgAbihe highhdageet0 malkg id. ttheg\g%q!lggt w’fw@l@ﬁ{s were
E)I%ﬂecfi %tl‘n‘l;%ﬁgfﬁgat thé erlﬁa'sﬁaﬁlﬁpﬁ S)Fn?l' fféf'otrug nlstr tlon In

cate t he
additienat Ofmgﬂ@ o, deq:ﬂeased éheapﬂam thteoalk\@htudtehby 26% and

st tEngs bRa 3y B enieBiteatl i A CRRENY Brfing hBfesic
flagirtine h%léhtétdﬂ th@obla&@ér feixetionh és coinpagsblefih potery to that of
result in 3@ne%d for mcturation, without an

de u
pxybytyRinohydiaehiarides &8 . museayinargic §B§§W@Bﬂ'§f Svk/ with a
&M rbr@igllteo'dfGtachEJn mé%ﬁ’ﬁg{ S@hSrabiid 9‘1 SedC hn aBontraction
urgency an excessl ve exa | ONn SsucC uri ng
frequeney angh withouk ta i sirang effechtaar yhe oamphtydeV\nf Itbe voiding

bR EARoOER ks ST Falibudss, itk e efuely acting

compounadias Welleaves alsagesryi activeeindiisis unbdelc dubdnesieating the
gver a l.on erio e cause for s chp&hgistur ance

gfe teaaRYiB S @"@%‘BMnﬁ%e%tW'@%so ydiprhlidg . to an

Irfbré'éélaeﬁ?)fre%f‘u@nbflfd?némaﬁriﬁ@ uldPtbladder Qér‘i‘t%ct@n%eﬂ/ﬁﬁiﬁ is not
can cause urgency and ultlnately i nconti nence. Such .

gnvisioned amaceaptable divg effect butvather asoumwvastestside effect.
hyperpl asia, infections of the urinary tract,
di fferent CNS di seases such as Parkinson's disease,
AlSZd:'a?ﬂ berléarrﬁdskaﬂethedga'esultsa flupirtinetthuslicaor beiseenfodie not
unatl fress one nd ot.her Ur ge
PR AR: sliertiveons; tiglsonnel drdering e UhdEnied cfisgisen the
ﬁléilﬁie?fé§(6bs@f'vét?l1610|b©ﬂi' 8 HARPEFEAG - ditdctlys ohOtHee muscarinic
noted that the disease is not the incontinence which
wefspters Hfpdisi bieddsy npadnabdrug applng t B the central control
ency, i.e. the need to go to the
offﬁ%ﬁ%@%g?#ﬁﬂ{EEB ‘act that that would not be
necessary on the basis of filling of the bladder. Such
di seases may be related to norphol ogi cal changes in
the urinary tract such as hyperplasia or hypertrophy
of the bladder wall, inflammation or hypertrophy of
the nucosa, m ss-placenent of the bl adder or
nor phol ogi cal changes in other parts of the urogenital
tractsuch as prostate or urethra, but in nmany cases no
nor phol ogi cal changes can be found as functiona
changes including functional changes in the centra
control of mcturation may be the underlying cause.
This is especially the case in children suffering from
overactive bl adder and ultinateively fromincontinence
(nmostly nocturnal incontinence) which can be a big
problen1for both chlldren and fan1I|es According to
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t he above nenti oned ones but al so the

bl adder w

waizooaarsssy frequency and nocturi a.

t hout

"dry" o

veracti ve

i nconti nence but wth urgency,

Overacti ve pCHERNG/000814

is also seen frequently in children resulting in

urgency, nocturia, and i HC%I nence.
of ten phar macol ogl cal
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Is a key synptom of both, IBS and OAB, w t hout

reducing the ability of the bl adder detrusor to
wa@oembnaest9 ful |y (in the case of OAB). This PCT/EP2006/000814

differentiation is essential. Drugs which are just

rel axi ng snmooth nuscles ofgyen can also relax the

detrusor nuscle (and the sphincter nuscle). Such

el [ . f npl e i nduced by cal ci um
blocgﬁtlgé%}ﬁpggrg’m %Jﬁ?/&g@ active, but does result in two
meagi BR emagen ariesiabBloGr Poessuleand, t he reduced contracti on

force can lead to residual volunme remaining in the

bl adder. Such residual volunme can be the cause not

only for chronic infections but also for formation of
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dysfunction focussing on detrusor activity and urge
Leg?ﬁ%bntinence inrats. The selected nodel represents a
Dat8 @ré! BredBRicq éé\ﬂebﬁ‘&@dﬁ bAY afd pb&teoffydundladRfiisteitdn in a 20-
system activity and the snooth muscle (detrusor)

60 raintar\30t60 mmrtineeperisieandschandé i parydent fmimslbasesvatuee@i%t) i ve
f.ar t,S . Unexpectedly, we have found that
blo 'hH??%%%é§WZ§wé@$V active in suppressing spontaneous

meateBP wuearc amgrizh Bloodriyesswdeiced by i nf usi on of warm
saline into the bl adder of the anaesthetized rat. The
potency of flupirtine wwth regard to the frequency of
contraction was |argely conparable to the used
ref erence conpounds oxybutynin, which is a conpound
often clinically used for the treatnment of OAB and
I nconti nence, and dul oxetine
(Yentreve(r)/Ariclainmr)), which is a new drug used
for the treatnent of noderate to severe stress urinary
i ncontinence (SU) in wonen. In contrast to oxybutynin
flupirtine did not exert the unwanted effect on the
contractility force | eaving the maximal contraction
not affected, while oxybutynin treatnment lead to a
substantial reduction in contraction force as can be
seen in a reduction in recorded anplitude of the
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nodel , flupirtine did show sone activity, but the
concentration needed to relax the bl adder strip was
wOo 210679589 gh. The | C50 anpunted to 7.5 nmM whi cPCT/EP2006/000814
above the concentration reached after intraduodenal
adm ni stration of 3 ng/kg igzyats. These data
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t he nerv
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urinary tract dysfunctions and the diarrhea rel ated
synptons in IBS. The typical daily dosage particularly

WO 200602559 n humant patients will be between 50PemEPZ0OW0814

ng, in general, e.g. between 100 ng and 400 ny
cal cul ated on the basis of _t free base form of
flupirtine. H gher doses are tol er at ed by sone

fﬂi Mtc ro [6nld‘l,,,1 ”rﬁm l% I[tln% i e hakg 5. be
ARIMA) 170; ﬂ4hmdk T4y ", gﬁ%mh. kg i.d.
VY SUXLRITH rF"kFodR' L§Hgi‘1t' %gg TTETI -W- ﬁ%@mﬁ "Y 26 min
[ ower the serun1concentrﬁb) and half-life of

f1 upi rt i| REegee Ig freayapeply, P450 i ngll8¥ng cormpounds
such as|carbanacepi ne, phenytjoi n, phe¢medsed bedredsedmdrequency
rifanpin) as well as in cigarette smbkess, | n

”(IE

ﬁ@m rast++ q|f)g§d§ Im¥in BREk §Bm328.-0a43 ent SJ Y fork 8REE8DMIn, 55 min
epatic sf.u atilents re
conconitgifmagdbgghﬁ?gﬁ“?g Hit the (@?%Ch%@ﬁgﬂ%4§ﬁemm of

syst em sfienuledcyr bx28%e | ower ijnitial aeritragtions evpkpgledecrease
doses, e¢.g9., 25 to 200 ng. THese dosag8redliécy by BIY

galdelIHGSl&nﬂrﬁﬁeﬂ@ﬁfHﬁheﬁ Sa44el ectl eewr frém 3a8 40™ min, 39 min

i ndi vi dy cegget h%néuewc ‘) 55% term ned, by the attending
phy3|0|¢ ase Yfi’tal| conditilons and usi ng

nethads lwel | -kpown in the_artl. Flupi rd&%ﬁasmﬁe&emybyﬂ%
oV ded.in-eit hér assi rml e drimilti pké dinqamn regifen
or on an asneeded regi ne. Exanples are: a patlent may

ﬁéedlﬂg Olg)l}ll'ﬁ)é fﬁd%.l@?t? ﬂ{gﬁH\M HidHdef cBhtF%‘c%oﬁs gﬂééeﬁtr during

rnative y 20 tine twce day. once
%Bﬁymacn’nsarvgtmapemd nergt times lagk pﬁ§s$lbgk9 ccmi@@tprbﬁmplltude
in dr
i e e T L A S R I
dres pelidtkd i n EP- A-O 615 754, a cutaneous form as

b e Ml ak i Qn ;
-geo?‘&e ecgn{rﬁcg}ag %’é}%ﬁ&\e% ”ﬁ‘?cm O%P flmfa é??ttiﬁb li-t o gorﬂl%)étlons
abcdueb@bgumrm 80 aguEp&meepariodntthe qsv@tra@ifons iabslishedtiiring 30-60
Qﬁ§ﬂggdj?5gs Dosage Fornms and Route of Adm nistration

te of administration and dosage formis
Ammaénmb# itannal munther pf ajeat teptedent i on and fl upirtine
may be adm nistered as either the sole active agent or
in conbination with other therapeutically active

drugs. Al though conpositions suitable for ora
delivery are preferred, other routes that may be used

i nclude peroral, internal, pulnonary, rectal, nasal,
vagi nal, lingual, transdernmal, intravenous,
intraarterial, intranuscular, intraperitoneal,

i ntracut aneous and subcut aneous routes. Specific
dosage forns include tablets, pills, capsules,

powders, aerosols, suppositories, skin patches,
parenterals, and oral |iquids including oil aqueous
suspensi ons, sol utions and enul si ons. Sust ai ned

rel ease dosage forns may be used. Al dosage fornms nmay
be prepared using nethods that are standard in the art
(see e.g., Rem ngton's Pharmaceutical Sciences, 16th
ed., AL Oslo Editor, Easton PA (1980)). Specific

gui dance for the preparation of dosage forns for
various routes of delivery is provided by U S. patents
4,668, 684; 5,503,845; and 5,284,861 . Flupirtine may
be used in conjunction with any of the vehicles and
exci pients commonly enpl oyed i n pharnaceutica
preparations, e.g., talc, gumarabic, |actose, starch,
magnesi um st earate cocoa butter, aqueous or

non- aqueous solvents, oils, paraffin derivates,
glycols, ets. Coloring and flavouring agents may al so
be added to preparations, particularly to those for
oral adm nistration. Solution can be prepared using
wat er or physi ol ogi cal conpati bl e organi ¢ sol vents such
as ethanol 1 2 propylene glycol polyglycols,

T T I T T S T JR M Y L Y
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Manuf acturer: ASTA Medica GrbH, Frankfurt, FRG Ml .
Wei ght of flupirtine maleate: 420.4 g/ nol Ml . Wi ght
w@booblougssy ti ne free base: 304.33 g/ nol Ref er enBE€I/EP2006/000814
conmpound: Oxybutyni n hydrochl ori de Chem cal nane:
(a- Phenyl cycl ohexanegl ycol i_g cid 4-
[ di et hyl am no] - 2- butynyl ester hydrochl ori de
Manuf r...Sigma Chem e Dei senhofen, FRG M.
i Euéﬁi#g utynin HCl: 394.0 g/ ol Mbl. Weight of
oxybutynin 357.54 g/ nol free base: Ref erence conpound:
Dul oxeti ne hydrochl ori de Brand nane: Yentreve
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continuous registration lasted 1 hr. The anplitude of
the urinary bl adder contractions was evaluated for 5

worRoveloedsey e (baseline) and up to 60 m n after BUDEPENE@@0814

adm nistration in intervals of 15 m n each. The
frequency was eval uated for.4p_.m n before (baseline)
and within the observation period in intervals of 10

A, Hefbadd b Be doun 27 050 Bictfosh bl te8ipd )T A9 g resutt the
mé@nrflriqﬁrmg wig% Sgt Wt ﬂgegyggénégem Biant d0 mg/kg i.d.
A3 150 SROTRLLS RFT88S 1 e OOHaNeK O i giding e 23 gimals
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adm ni stration as suspensions in aqueous tylose. In

| oner doses the onset of the drug action occurred

mainly within 3-5 mn resulting in a plateau effect of

20-30 min after drug adm ni stration. At higher doses

very often the voiding contractions were fully bl ocked

with varying length of the tine interval starting 3-5



the voi ding frequency were observed initially or

during the observation period. The nean pressure peaks
wo@tooblogesanpl i t ude were slightly di mni shedby 1BO%/ERL006/000814

the dose 1 ng/kg i.d. oxybutynin hydrochl oride induced

sporadic repetitive bl ocks odgbl adder contraction (3-6

epi sodes of bl ock, duration o? 4- 30 mn). In 2/3

o Bl SRR, B, PaGEB3E ohgseen o

fddirtinemadisate eoahe samer etehdoT IYéBeddailg |huml@ thetrmplrtlne is a
observed (2 times, duration 9 an

tart
¥ory Huerasingr dE49 saRgidalR: R A e tmant it ae[ﬁn,;,%ry ract
Sl AN G R tHE SeBBhehompsar at the end

servation peri od. e nean pressure peak
anpl i tude was reduced by 20% Oxybutynin hydrochl ori de
(10 ng/ kg i.d.) lead to sporadic repetitive bl ocks of
bl adder contraction (mniml to maximl duration 4-30
mn) in all animals tested. In all 3 animals in
addition intermttently episodes with increased
contraction frequenci es were observed. The nean
frequency averaged over all animals tested was
i ncreased by 22% The nean pressure peaks of the
anplitude were maximally reduced by 38% Wth
oxybutynin hydrochloride a slight fall of the mean
arterial blood pressure was observed (by 24%.
Dul oxeti ne hydrochloride 0.1 nmg/kg i.d. (n=3 aninals
per group) lead to sporadic repetitive bl ocks of
bl adder contractions. In each aninal 2-4 episodes of
bl ocked voi di ng contractions coul d be observed, each
lasting 2- 5 min (mMnimum nmexi num . The nean frequency
averaged over all animals tested was decreased by 47%
The nean pressure peaks of the anplitude renai ned at
the sane level (slightly increased by 1.7% . The nean
arterial blood pressure was not influenced by the drug
(slightly decreased by 15% . At the dose 1 ng/kg i.d.
dul oxeti ne hydrochloride (n=3 ani mals per group)
i nduced sporadic repetitive bl ocks of bl adder
contraction (1-6 episodes of block, duration of 2.5-10
mn). In 1/3 animals this was conbined with a marked
decrease in the nean frequency of the voiding
contractions by 70% In tw rats the re-occurring
contractions after bl ockage showed short increases of
the voiding frequency (repetitive bursts) initially or
during theobservation period. The nean frequency
averaged over all animals tested was decreased by 60%
The nean pressure peaks of the anplitude were slightly
di m ni shed by 5.4% The nean arterial blood pressure
was not influenced by the drug (slightly decreased by
1.8%. At the dose 3 ng/kg i.d. dul oxetine
hydrochl ori de (n=3 animals per group) induced sporadic
repetitive bl ocks of bladder contraction (1-2 episodes
of bl ock, duration of 5-28 nmin). Two of the three
animals react with intermttent episodes with
i ncreased contraction frequencies. In the remaining
rat the voiding frequency decreased slowy and led to
conpl ete cessation of the bladder contractions
starting fromthe 32nd up to 60th mn. The hei ght of
t he anplitude remai ned unchanged. The nean frequency
averaged over all animals tested was slightly
i ncreased (by 2.8% . The nmean pressure peaks of the
anpl i tude were di mni shed by 14% The nean arteria
bl ood pressure was not influenced by the drug
(slightly decreased by 11% . Dul oxetine hydrochl ori de
(10 nmg/ kg i.d.) led to sporadic repetitive bl ocks of
bl adder contractions (mninmal to maxi mal duration 2-10
m n) |n 4/5 anlnals tested In this four anlnals in
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only as effective as but also not inducing the
unwant ed effects on the bl adder as observed for both,

w@2ae0msscti ng directly on the nuscari ni ¢ receptDEB2006/000814

the bl adder and a drug acting on the central control
mechani sme of micuration. Tabgg_1: Effects of
flupirtine nmal eate and oxybutyni n hydrochl ori de on

vol une-i nduced rhythm c urinary bl adder contractions
(anplitude / frequency) and nean arterial blood
pressure as well as bl ockaGtainis bl adder contraction in
ur et hane anaesthetised rats after single intraduodenal
adm nistration Legend: Data are presented as nmean sd,

P eUsBGbfTRIpirtiAe a1 aﬁaﬁﬁawbgfcéw la@BeptabRe a@nvﬁﬂxe%ereof as
or 30-60 mn tine {)erlo and change in percent from

bas@n mtlu@ aaont fapthe mﬁpfaat@reo@be iaedicament déer thie: theatment,

IaES‘ I's e‘aﬁf&?i{%ﬁ%ﬁtﬁ*@%ﬁ%g@% ey a%’é? giﬁffur%:g%n gban irritable

meabowt syrdrameBnanthamakur e Tabl e 2: Effects of

"~ dul oxeti ne hydrochl ori de on vol une-i nduced rhythm c

urinary bl adder contractions (anplitude / frequency)

andTReansar ber clalm bHoghapeips 3HE ensivdhéniSs bfsrC kedifing or
of bl adder contraction in urethane anaesthetised rats

af t BlaiRtaung bladdes @i eadriabledrawi sindseme condigbitya mameal.

are presented as nmean sd, pre and post conpound

adm nistration in a 20- 60 mn or 30-60 mn tine

Ber Tbel mobfcxﬂaingé Wherphsrtmnnedioamem&sefaratremn(em/;)inhibition or
= g mn d at|o§2me g\a@ mean

art gl:efv&n BP& (&'"BP gl?PB a fg of flupirtine

mal eat e and oxybutyni n hydrochl oride on rhythmc

uripnary bladder contractions  in urethane anaestheti
fat J%H@%%ftﬁ'@”é ovRereHbthe @réraﬁfa/émor&m&@p‘%% o the

conbraf lcBRSisti aoﬁﬁrg;e nédrithep@b! Qﬁ'p(eﬁ Qﬁéérﬁ’cméfﬁcﬁ Whith is
aft ntraduo mnistrati on of eac
dos epcensiaty: tonprastaiekhypertiophy- and ugdtary ipcomtinence which is
bl a uring 55-60 mn
obsgrsr?)\?/é(il ﬁgﬂi 53&%{r§g§ﬂfﬁﬁﬂ§éggl ack of a single
cont ract| on anpl i tude, bl ock = bl ockade,
)é en%,c 5yt Ehe)adder contractions aboli

‘ﬁ%'nm ok er@n‘“ udnaRypFaRinesics 'éb’iﬂCPEH%'a’ t° any
dur U&@a@elpeéﬂlﬂ'hd | 7 Dhedderd o §ft|nct|6ﬁnté|ﬂ‘fetr' 88Sa part of the
abol i shed during 10-30 mn tlme Perlo +++ =
consyraptaros of Hisodisense, @nas agesd gbdwgrtreatﬁterﬁer i od
Ani mal no. = internal nunber of animal testedTable 4:
Ef fects of dul oxetine hydrochloride on rhythmc
6r i mheywse!l afdogroroof claiths d+5 whereindhd anemaehésa eimared
rats The table shows the presence /absence of bl adder
contractions in a 55 mn tinme period (starting 5-8 mn
aftar usé‘toTWQﬁ@%f @&iMd1 4 Widreim fle ARMIMal is a pet animal,
dose) Legend: bl ock = vol une-i nduced rhythmc
bl a@ﬁ@@C'@ﬁh@ﬁaéﬂrér@%r esent during 55-60 nin
observation period, 2-4 tines |lack of a single

contraction anplit ude, bl ock = bl ockade,
8ol Uihe- usduobdamhyartariad dlaidslel -7 owheez t thenactib®| agdtdis a

over, a ti = cont actions abolished
dur PRgmBaqeje Cﬁh)??ﬁ%e‘%@\%o%?“ QLAMIGEnt r act i ons

abol i shed during 10-30 min tine period, +++ =
contractions abolished during 30-60 mn tine period
Ani mal no. = internal nunber of aninmal tested4

DI SCUSSI ON The key synptom of overactive bl adder is
the overactivity of the detrusor resulting in urgency
to urinate in the absence of an adequate filling of
t he bl adder. Therefore, drugs which are reducing the
frequency of voiding contractions of the bl adder are
of special interest. However, this effect should not
be acconpanied by an effect on the contraction force
S|nce a full bladder contractlon |s ‘necessary to
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the dose 0.01 ng/kg i.d. should be tested to determ ne
the threshold dose. In pharnmacol ogi cal investigations

wa@eeveosas showi ng the clinically established PCHER®S6/¢00814

dose flupirtine nal eate showed first efficacy at
hi gher doses (25-50 ng/kg p.4&pn) in rodents (Jakovlev
et al . 1985, Arzneim Forsch/Drug Res 35:30-43,1985).
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val ue of 39 ng/kg p.o. In the nodel vol unme-induced
contractions in urinary bladder flupirtine nmaleate has
Hh Theuspeok clairaf,exhergin the: agtive agens isriprkadipinistration at a

i ndj r

e i 1 Bt 100 SRELARE Wby il LUALIS B ¢ s

hunsfitheViidehbaseefarat offupittimdder at doses bel ow the

doses used to induce anal gesic effects. Conparing

flupirtine with oxybutynin and dul oxeti ne, we can

fP”FI'\é‘OU’sé Rt aﬁ)h%ﬁé‘rcﬁeclﬁwwgdﬁm?érélrﬁqw PRk8ament is for

however wth a different profil

phaadmbdstsatianausiegtbe oralradtemi n effect of flupirtine

mal eate was seen affecting the voiding frequency al so

resulting in a tenmporary full block of al

thnThacmse)n:Ef mhy honiencfeclaiens M-8y netiérem he hmedaseeitngs for
%® V\,h_Hr but n n lﬁ chlorlde and dul oxeti ne

hyd? Hisraten ?P@E? g4 ﬁ%"'tFrequency, however

acconpanled by paradOX|c effects resulting in

requency increases. In addition, a central part of
MeAa@ethnd {ordheottoatmenti inhibities an pievestion offa lewer yrinary

b t
s CRg AR b Alafid 10 7h RO HUEE ARG t o
seemaimmatl inupged thereabd phaomacolopicak effectiver amountTobfupirtine

data indi cate.. tha I ne _i.s very interesting
dr u@ éﬁ%&ﬁ%ﬁﬁ%@c?@)f ggé%p%gblga Wﬁpvgih?rg r urinary
tract dysfunction, and in addition for the treatnent
of IBS.Clainms 1. Use of flupirtine or a

phar macol ogi cal | y acceptabl e derivative thereof as an
active agent for the manufacture of a nedi canment for
the treatnment, inhibition or prevention of a | ower
urinary tract dysfunction or an irritable bow
syndronme in a mammal . 2. The use of claim 1 wherein
the nedi canent is for inducing or maintaining bladder
or an irritable bowl syndrone control in a mammal. 3.
The use of claim1 wherein the nedicament is for
treatnent, inhibition or prevention of urinary
incontinence in a mamual . 4. The use of claim3
wherein the urinary incontinence is selected fromthe
group consisting of urge incontinence, urinary

i nconti nence which is secondary to prostate
hypertrophy, and urinary incontinence which is m xed
urge and stress incontinence. 5. The use of claim3
wherein the urinary incontinence is secondary to any
di sease resulting in bl adder dysfunction, either as a
part of the synptons of the disease, or as a result of
drug treatnment. 6. The use of any one of clainms 1-5
wherein the mammal is a human. 7. A use of any one of
clains 1-6 wherein the manmal is a pet aninmal,
especially a cat or a dog. 8. The use of any one of
claims 1-7, where the active agent is a

phar macol ogi cal |y acceptable salt or am de.9. The use
of any one of clains 1-8, wherein the active agent is
for adm nistration at a daily dose of between 50 and
1000 ng per day, calculated on the basis of the free
base forn1of fluplrtlne 10. The use of cIa|n19
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