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METHODS OF TREATI NG OR PREVENTI NG ' | NTERSTI Tl AL
‘CYSTITIS 5 ~ Backgr ound of the invention
Interstitial cystitis is a chronic debilitating inflammatory di sor der

of the bl adder. The disease is nbst common in wonen ranging in 10 age
fromabout thirty to sixty with onset of the condition typically
occurring at about forty yeaBSTRACTJEOF |THE DISCLGSURE zed by a nunber of

urinary difficultr S p ain, wth bl adder
filling, urinary fr d%é#%gaf %i#géﬁ g@éé%ﬁé gég%rg@%g adn irritative

voi di ng assocrqmmmunu¢a¢nomehotbgscavoéﬂunqrtbelngedaforhaege:ata the 15

bl adder. The cQpsl S r ' S S because
it i's beI|eve%éeﬁ%éc%ﬁ%ﬁt?%%fgéggangﬁ_a %% % g% ?gcgig?ﬁa%

bl adder, byt commupi¢ahionsyol The syietematng %@?ﬁe%nrﬁﬁ€1¥élls, narmel y the

interstices, léurculttﬁ@rlcanﬁereinghﬁebéﬁdéarsl nals into an Ur et hr al
syndronme is a yel ated f?ﬁ #Eﬁv0|d|ng di sorder, ﬁ nown eti ol ogy

af fecting mone%PEﬁFW?ﬁ GUBRCY he? BRARERE céﬁ?ulg §°Forth above.

As noted in LkmodmuétnmgsaﬁétEnanémiﬂﬁlﬁ§9s1gnahsdand signalenber 8, 1992,
the entire co D LNEo ence,
there are a Aﬁ#ﬁgé% r¥hk89ﬁ§£8cggéfh tﬁ& %ﬁgéfﬁ%ﬁlate gggqégﬁgﬁtions,
based on tﬂffe#iqmplae@mdethasstona @ teibeotyansmititedst whenpin

cystitis and Wﬁﬁéhéﬁénéygdéaﬁﬁbe“Bféc@&sé@e§ﬁt6r&ﬁéﬂ?ﬁi Bfghﬁﬁﬂé has

proven conpl etely sutcessf ul Because of t he
current d|ssatf%ﬁ%&ﬁ|%ﬁlbﬂtﬂBbEE?PEh?l§Y the saPRcFLHCHiEEYments for
interstitial cystitis within the affected 30 population, there exists a
need for a nore efficacious and safe treatnent. '

Summary of the lInvention . This invention provides nethods
for the treatnent or 3 5 prevéntion of interstitial cystitis or urethral
syndrone in a manmal WD 97/ 33880

PCT/ US97/ O3410 -2- whi ch
conprise admnistering to a mammal in need thereof an effective

amount of dul oxeti ne. 5 Dul oxetine is

N- et hyl . 3- ( 1- napht hal enyl oxy) - 3- ( 2- t hi enyl ) propanamne. It is

usual ly adm nistered as the (+) enantioner, and as the hydrochl oride
salt. It was first taught by US. Patent 4,956, 388, which teaches the
synt hesis of the conpound as well as-its high 10 potency as an uptake

i nhi bitor of both serotonin and norepi nephrine. The word "dul oxetine"
W Il be used here to refer to any acid addition salt or the free base
of the nolecue, as well as to either an enantionmer or the racemate. It
is to be understood, however, that the (+) enantiomer is preferred. 15
The term"treating” (or "treat") .as used herein includes its general ly
accept ed neani ng whi ch enconpasses prohi biting, preventing,

restrai ning, and slow ng, stopping, or reversing progression, severity, or

a resultant synptom As such, the nethods of this invention enconpass
both therapeutic and prophyl actic adm mist+ratioen.— 20

Dul axetine is a safe drug, and This%héé? asﬁﬁ treatl ng or preventi ng
interstitial cystitis or urethra ce”éoth -adul ts and

children, is a superior treatne order because of its inproved
safety. The conmpound is partlcul , having fewif any

physi ol ogi cal effects besides those on noreplnephrlne and serotonin 25
processing, and therefore is free of side effects and unwanted activities.
Further, it is effective at relatively | ow doses, as discussed bel ow, and

may safely and effectively be admi ni stered once per day. Thus,
difficulties created by the multiple dosing of patients, who are
chil dren and di sorgani zed adults, are conpletely avoided. 3 0

The nost preferred dose of dul oxetine for the treatnment of a gi ven

patient wth any particular disorder will vary, depending on the
characteristics of the patient, as all clinicians and nedi cal doctors are
aware. Factors such as other diseases fromwhich the patient suffers, the
patient's age and size, and ot her nedi cagpgons which the patient may be 3 5
using will have an effect on the dul oxetine dose and w || be taken into
WD 97/ 33880

PCT/ US97/ 03410 -3 account .
I n general, however, the dally dose of dul oxetine is from about 1 to
about 80 ny. A nor e preferred dose range IS frontabout 5to about 40

N | T N 1 1 . ~—~ . 1. . ~ o~



