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[0004] Agents with various modes of action have been used to treat lower urinary
tract disorders. These include agents that act directly on the lower urinary tract, e.g.,
antimuscarinics and alpha 1 antagonists, and agents that act through the central nervous

system, e.g., serotonin and/or noradrenaline reuptake inhibitors. According to the NIH,
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preparation of a medicament for the treatment of urinary incontinence in a subject suffering

from a lower urinary tract disorder in combination with the prior, concurrent or post-

administration of an NSAID.

{0010] In a fifth aspect, the invention provides the use of an NSAID for the
preparation of a medicament for the treatment of urinary incontinence in a subject suffering

from a lower urinary tract disorder in combination with the prior, concurrent or post-

administration of an A2d ligand.
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[0019] The nomenclature of lower urinary tract symptoms and pathologies used

herein is set forth in Abrams et al., Neurol. and Urodyn. 21:167-178 (2002) and Andersson et
al., Pharmacol. Rev. 56:581-631 (2004).
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[0024] Cystitis (including interstitial cystitis) is a lower urinary tract disorder of
unknown etiology that predominantly affects young and middle-aged females, although men
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IS thought to he CeSSI ve cellul ar growth of
excesgiye Rellplag gaqiyth of awﬁ éF@H%‘r‘P?%“eé‘fs qffie prPYate 4 pTptoms of

BPH %\AHHB&H& ﬁ'fcrea@ﬂ"'fr@@\ﬁné}n CdrEQﬁy,' @k SaSAEinédced H@d@ﬁya and voiding
nocturia, and Vvoi di

urge e .incontinence,
sympmﬂpﬂresxmhng glewmeﬁ@ SPlisting; or spraying 9f ithe uripe éireagprlaymgency,
hesuaﬂf:y,ts{}ﬁn g'aﬂ@ﬁr‘nfnﬁﬁéﬁ bFJ}t ermttency, hesitancy,

stTarnin termnal dribble. [0027] In certain

as‘?ects the present invention provides _ the use of an
i Ve ceggipupipeds the prsat intention erovidsspbeinge of an effective

e
amouh©FScoBhafbn Yiortpolufisast 182CoHel 8 VRERsh Abd hgﬁﬁtanﬁ’ B8 east one

of which is an NSAID, for treating lower urinary tract disorders in a patient in need of such

treatment. Treatment of lower urinary tract disorders includes treatment of storage symptoms
or voiding symptoms. Treatment of lower urinary tract disorders also includes treatment of

increased daytime frequency, nocturia, urgency, urinary incontinence, including urge



of which is an NSAID, for treating |lower urinary tract
di sorders in a patient in need of such treatnent.
Treatment of lower urinary tract disorders includes

WOQ08/4%1399 of storage synptons or voi di ng SYRQIVEP2#7/011313

Treatment of lower urinary fract disorders also

i ncludes treatnment of increased daytine frequency,
incontipéncay pizess imapatingnce, Umixed rigcontieases P?éﬁ&@ﬂOWn@F%inH’y;e enuresis,
. rge WD 2408 9 1 n NgHee
mdu}sﬁf] g ess n%o n‘é‘?%sgggc%meqéeggg %clg{r?]% [ ﬁ%% ra;lﬂr% d 8g\r/%llr:f [ ow stream,
intertitiency, hesitamy, stesmingsndgerminaldribbleng noct urnal enuresi s,

sl ow stream splitting or spraying of the urine

SHPOT, B AT Dl ket SR LBy amen o

any off det afdrepentioncd Eonditives, sympomsssder symhomtwhom capsegd by or

renent loned con it t
sl B SR TROLARE SR s BR S ATRL BT, AR B o
decrease@htilhr @ompligice (iid. i detressgd blatldes stopgo samtity)i s, BPH
neurological di sorders, decreased urinary conpliance

Cupfe | “BrGaR s et R05. SARRCL L i dBOPSH ad Bast one

A2d ﬁ@d]ﬁl dhdt dt deasObnaINSAIDSis wedkto B thd gﬁrnhlmﬁxrgd padsageeﬁfsmnne ie.,
one NSAID is used tp treat the invol unt ary passage tof

wrinagy; faqgAliNenes; o€, FTaSa Py ORERTH i HECRcomngce) gl mcontinence or

overﬂoﬁﬁi%&idtﬁ@ﬁt@e [In SirtiRS prefdifed ﬁ&peﬁ@ IO he iVeREiBN,i A @AIbination oLat least
or. _overflow incontinence. In further glr ef err ed

one A4 igand angt attlepst paR IRATYS uzed tp Wtﬁ%& ingpluplery jpasyage of urine, i.e.,
unna&n fchrthehded . and AloktBRsde, AR6s NBéYnkinencs, ﬁﬁ}@éill trRontinence or

eat the invol untar passage of urine, i urinary
overﬂomamnhnmethates epused byandion awsaeiated it OAR PEBEH.
i nconti nence, m xed i nconti nence or overfl ow

026630] I n&m&d hH%?H ahsxzaaigaﬁﬁns Ry e«nﬂ,&c%dmgﬁﬂdat&ﬂu 6 lchlcium
B BPH. 30] used hereln, an lig IS

channghspbueifpé g agarﬁatncmdﬁ &yt are neir]irpited o, ftaiﬂaﬁlm ligaid ﬁH@Fhef isolated,
punﬁn Loyt af:tui Aok I anf) H&lﬂolgé'tof %rx?atxﬂ'ﬁlt héé.nm (e@d & Aother

gand, et her | sol ated pu
mammgl)atamebod:es @atioos of sudnbioleaules a@d RbED s@zgtaaﬁeSawhlah pingd an 08
) [
o SRR G, 11 IR0 ISR s QR AL oy, e
term Al’Zch tigand eaﬁxﬁnpassdscsubﬂtmmﬁmeﬂre suthgonists, or|agonists of dfecactivity of an

t.hat the A2d. .. and | tha . . .
b o {APRG RORF R At hlenced i, Rl R o, cleium
channelnsubg@sit) lbﬁﬁlﬁclmm@gmﬁl c&tagoxﬁﬁ at:tlinétyact ivity of an a28

cal ci um channel subunit, as well as substances which

LSS ' LU, e S by

comp@indé\gendralyacrl Speﬁ:rﬂcallllys diselotdd inh@S 0241965 partivdardy gabapentm EP

oSS RS (REBEERH Xyl BREk O 488 5050,

WO mntom:umlammeuaw I02/08§B95?ﬁﬁﬂ;\?15ﬂ y VAR, 83)8&&mmnethyl-
3859, VO 99/31057, WO 99/31074, ° VIO 97/ 291

)waCéPi? é@ﬂ@s@ﬁ%ﬁ cuﬁcéﬂ’l WP(1 BBH8s) P@’ﬂe‘;& Yonks lrf‘)‘fimmmethyl'
cyclohexylmethyl)-4H-[1,2,4]oxadiazol- 5-one and C-[1-(1H-Tetrazol-5-ylmethyl)-

cycloheptyl]-methylamine, W09921824, particularly (38,4S)-(1-Aminomethyl-3,4-dimethyl-
cyclopentyl)-acetic acid, WO 01/90052, WO 01/28978, particularly (la,3a,50)(3-amino-
methyl-bicyclo[3.2.0]hept-3-yl)-acetic acid, EP 0641330, WO 98/17627, WO 00/76958,
particularly (3S,5R)-3-aminomethyl-5-methyl-octanoic acid, PCT/IB03/00976, particularly




) bi cycl o[ 3.2. g hept-6-yl]acetic acid, WO 99/31075,
particularly 3-(1-Am nonet hyl -
cycl ohexy! net hyl )-4H[ 1, 2, 4] oxadi azol - 5- one and
8o 2hexorr9T et r azol - 5-yl met hyl ) - PCT/EP2007/011313
cycl oheptyl]-nmethyl am ne, 9921824, particularly
(3S,4S) - (I - Am nonet hyl - 3, 4-di et hyl -

@3S, iiy)d mpeantSym):ﬂmlc@mmomaald VBSER)-Gemyno-Sywsthylynpgaypge  acid and

@3S, Afn‘f{x)oa tlé}[lg %?%ﬁ@“l acetyclzgézeto WQ 99/31074, WO

03/00(%41233&) OWW WE2(2/30801 OB/IO7 6236381, M@tﬁ%lﬂ%ﬂ yWO 02/100347,

wo SRR ALHASPEL o L  SHERSoRSUS: aooumnss, wo

2004RS38/ 6820QY /2006/8788118 WO 2005/025562 or pharmaceutically acceptable salts
(3S, 5R) - 3- am no- 5- net hyl - hept anoi ¢ aci d,
thereP§5 5R) - 3- ami no- 5- et hyl - nonanoi ¢ aci d and
(3S, 5R) - 3- Am no- 5- net hyl - octanoi ¢ acid, EP 1178034, EP
1200320, PYWRerf AT/ Ajigakid3 1ﬁaﬁ&0@%enm Qﬁdgﬁ&zﬂﬁS (IRBR,6S)-6-

ammgéé%zﬁ%&ar N BIECL e B8 Sitns 1 (W SR ORSEE hesgay)-

4H-12D04k 8487 Bne, V5 - (B&Qﬂ{oﬁﬁ&;ﬁ&«cldﬁaﬁ&eﬁmﬁsﬁ&ﬂmdm (38,48)~(1-
2005/ 025562, or phar rraceus |1y acceptable s J
aminppgthbi -carporyzagthybdet-dmedy Mionemg%ﬁads (fepege)C-aminomethyl-3-

b iclelofBr ﬁ&}ﬁ‘iﬂ N, ($SR-xinofitethyl-5-meth loctanmc acid,
carb SARRAATb AR SER i A gyl % ol 3. 3. 0] hept an

(3S,532.)(3| atampﬁdn@tbyiyhcpt;ay@lp @ﬁ@xﬁsfﬂ} qn)lmo-S-methyl octanom acxd (3S,5R)-

3 & PIK4S)-4-(3-chloroph I 25,48)-4-(3-
sanld i SRR Uit BRIt o (S
ﬂuor()BﬁzﬂS)Jpo@me or pharmaceutlcally acceptable salts thereof. Pamcularly preferred A2d

hgan?%_n aarxlrgg%%lg%fed( 3ﬁ(gr?nr %%r?é mE/ ybreéab%hﬁ“ oEd hé( ka 54, §&)0@ea%1methyl 3-

carbaxgmiathylhieydiy[3:240]hsptdne| &. phajae@picallyegcceptable salts thereof.
(3S, 5R) - 3-am nonet hyl - 5- net hyl - oct anoi ¢ aci d,

(35028 - hsah 300l
(ﬁ?gﬁ) i gsgx;nﬁggse lrfg{ {%qxtzxo g%g%tn%gm &ﬂ/ﬁfélélgoaﬁgs include, but are
not lilhieditso- 5- net hyl - nonanoi ¢ aci d,
(23,49S) -4- (3-chl oropheno 4 -
1P el P s, FReer T B st Fhao . Bhaifed,deigorofen
mdolﬁ'afeh,spxtﬁeﬁeﬁ Ofarprbfenf bxapkci, )prapbﬁ"o&m[ ﬁﬂroﬁﬂrﬁen Itiogamd‘sn asuprofen
almlxt%fg)lr grgggagg{fgr{ln%%gﬁ‘ E]blm s b[ar g)%gba%l mcﬁ)methacm sulindac, tolmetin,
zomephd) OdNIGRInAY, fddicTo¥éiab) alcE)fQﬂaEle fBuféh@c, @oxepac, furofenac, tiopinac,
phar maceut i caI | y._acceptabl e salts thereof 00 6‘1
zidorheite 80} PIIHHS C R nBYPHHTY 1 SHRGHSAD, vinePmRfe,  ketorolac,
azapxjog Héjsmbﬁﬁﬁrﬂféeam@u'iolﬁhﬁmcn &id,! HiuhRA, tddophyllotoxin derivatives,
upr 6f en, naproxen, benoxapr of en,

'droxxpaml,r Hiqstafinine; fmcpbprdmmones e Ry ibHtazons; opfogfugstacin, - acemetacin,
fentlelzﬂéj %‘i’iﬁé}fa ox18iln£cp Rl cfdtenanfié Q&Qf ﬁﬁk’e?aﬂﬁﬁ@%ﬁz umic acid, flufenisal,

r Apopr o roprof én, tioxaprofen, suprofen,
sudomtam,rmwabafce mahcwhapptdf ehdline Zudgnesidmn Upsadwlnte isalisiytase, denorylate,

cloplrga%ltldfqph!}gg Q%%aﬂ a§1ld| 'fﬂ?oq?-a%r%ﬂgﬁ 1I 1n-b1Lﬁhéx?P”EE aEe?ﬁ acid, 4-

ehac: fenclof enac
(nitroogy)vetgbaster {SaeVerkaet al.t Eapp. rﬂaEharmzaodiGlriéBaﬁﬁm 2002yl

cattbrblontaR (oA S MO IaF 2 heo PO PR or o

pharn@aeticallly Adceistatsiakalt gropdadotiytheredbHxi n deri vati ves,




droxi carn, floctafenine, oxyphenbutazone,

phenyl but azone, proglunetacin, acenetacin, fentiazac,

cl i danac, oxi pinac, necl of enam c acid, flufenamc
woiz2ohgomispd umi ¢ aci d, flufenisal, sudoxi camp@tKrdabecisis
salicylic acid, choline magnesiumtrisalicylate,

salicylate, benorylate, clopinac, feprazone, isoxicam
and(iid)} Stbstitureda bemeiopyrah 1detivatbiep REAYark - des@itrli n &S 6271453, Also

ni butyl ester e nk, et at., Europ. J.
benp RS YeasTbed by USAIBESp snt s Siazislaloni witiche 98/47890
and' WO GoVam3nunber 71125-38-7; described in US 4233299),
or a har rraceutl cal y acceptable salt or ;)rodru

rongne $58%7 eprertiyo inbibitorsmemoibedmidy 6077859 nd” V'S 6034256;
Js he SepiholRIVRRIIAN il 0 YSKS00555WI194/364s9, 4RS 66/ 0AH and WO

Al so benzopyr an derivatives

96/3844219:5%42@31@%&1%860@8@0%%9@92@4 elong\®vig8 the 7@ BEmaceutically
(iv) Chronmene COX2 sel ective
a°°éw%l%mt'§’r%%g§§ég‘?°f’bed in US 6077850 and US 6034256;
( v(viyreleconip U IS4 6682 2) ivhldecokib (M3 3653 B0BE6deradbxib (US 5521207),

SO R85 RGBS e L sy, o «

phapimeutwaﬂwadcelahﬂ;ly salaarqepdrapthercdfri vat i ves thereof; (vi)

e BDFSotibLdees IS SPoRRLoih bodhamrrbedy eiective prodrg

of tigd mcyam@dx-:( WARE G2 Bifor, vallitéoxi’ @edodiBed HPD8 34832725, 1ﬁ particular

q ar maceFtl cally acceptable salt or prodrug thereof
So ‘g\?lﬂafe"?’& ecoxi b (described in US 5932598), which is a

thwlamgw%ak&e\gcﬁeﬁeﬂwaeomn@; ug -of the tricyclic
Cox-2 sel ective inhibitor val decoxib (described in US

56 83) Aimesylide pﬁﬁeﬁ?ﬂmﬂ ai %éﬁWﬁhrﬂ@kd@ (disouss¢d) in J. Carter,
Epr%ﬁ ﬁféﬁp&t&’:ﬁ?%{& -w 90@%%9 o%géi M ?ﬂ%%%ﬂsg%)ﬂ SD 8381

(described 1'n US 3840 97) osul | scusse

(deserthed dn US 6834256), iBMSH347070desatibed in Uﬁ)él 804512.5-24BI@scribed in EP

oI 2| o
S- ) 7Phe( daspruntie @nd rphafnacdiiitdlyl Gy ceptatlleMierB@tives described in US

(s T T ST T —

armaceut | ca
US 53756396325413013@ d0Y 52683875 8071984, USS38209s 4d%0450, WO

o610 30 4 962958, 54300903 67 1638, U €T TA18 80417, Us 632942,

US GI390350US 3683, 088 %2973, U 245873, US 63088684 UsUss10079, US
650059 3% 807700 SIS 15 s 4o o B USLA0M0RDD, US 6083969
Us 6508841 8us 30600079 6008948, US 6169188, US 6020343, US 5981576, US
6222048, US 6057319, US 6046236, US 6002014, US 5945539, US 6359182, WO 97/13755,
WO 96/25928, WO 96/374679, WO 95/15316, WO 95/15315, WO 96/03385, WO 95/00501,
WO 94/15932, WO 95/00501, WO 94/27980, WO 96/25405, WO 96/03388, WO 96/03387,
US 5344991, WO 95/00501, WO 96/16934, WO 96/03392, WO 96/09304, WO 98/47890 and

WO 00/24719.

[0034] In certain embodiments, NSAIDs for use in the present invention may be
non-selective cyclooxygenase (COX) inhibitors, i.e., compounds that inhibit both COX-1 and
COX-2 proteins, or may be selective COX-2 inhibitors. Classes of non-selective COX



6300363, US 6077869, US 6140515, US 5994379, US

6028202, US 6040320, US 6083969, US 6306890, US

6307047, US 6004948, US 6169188, US 6020343, US

wWOldEsh67599)S 6222048, US 6057319, US 6046236pcidp2007/011313

6002014, US 5945539, US 6339182, WD 97/13755, WD

96/ 25928, WD 96/ 374679, WO 95/ 15316, WD 95/15315, WO
inhiB#drd BidBide sél‘@y%édﬂd)&é}ﬂv,ativéé@. 8 44spirih3 fodis A ey 0 OHolin\agnesium

4/ 2798 96/ 25405 96/ 8, 96/ 03387, o

wisalSHAGosaléals. e 5h PUITHFRE 260 Salaripso GROIBogRs derivatives
(e.g9 ClcO@mibphdt)) Btfofe’ GRD ut’rtl&ﬂe aV@conxé’s‘l?elQ ind¥lacinnNand sulindac),

certai n_enbodi nent s, for use in the present
heterqand AP acidy (o8- tﬂ@ﬁﬂ@&l@é@%%&%@@?@eﬂ piqnigcpeids (e-g.,
1buﬂr5¥@h bﬁ(%&fx@m flurBiprofef) rﬁé@ﬁﬂ)ﬁﬁ@n tf‘é‘xﬁ;prdfﬁm'a‘ﬂﬂtox?%foﬁng%ﬂﬂ'amhc acids
X-2 proteins, Y be sel eCtive COX-2 )
(fenmnﬁﬁﬁu (e@n snefaiamic eeid cwd s ostenanaicagid). Galiv\acids (e.g., the oxicams,

pltOég%?é agﬁa?rﬁggxx %;U EE(IZQIQZJOQ!Q%J% na?bgrdewakpl thlrelS,tn'gnébde inhibitors

ic acld derivatives
inclml idtay}'lesubgtltltttd)lﬁlmaomg (ress) lmﬁecmb),s adxarzlyslumtgpted pyrazoles (e.g.,
celecbomb %E)l% ac%I cf %cilil s dé et cH)llac su%foggmfi@e% l Sarltr%%s!u 1?&2) Further

am no n ., acet
exampidﬂd)fesekactd/elmmenhbﬁdsrs areahxctd:sec(m Lgi 6440%3)@1&\”@(2004/95\4560
sulindac), heteroaryl acetic acids (e.g., tolnetin,
d| n a ro r '
IS B HEARE ey, ARHERTSP AT R Lkl of
inveﬁmm)m st ent alsovel imnapﬁmitém)q tvamdnwanngrecheras‘,l tHe A2d hgand and the

(fe tes). (e.q.,. fen C_aci osf.en
NSATDC FERe vt Sogtedie oy 0 (RRPORIn AR 8 g A sctive
mgréﬂi?ér@(iwrémﬁﬂﬁcaﬁhkaﬁm é.eacmencrgwbm@bﬁxete) .an®ebeetbhid €and/or
X-2 inhibitors include diaryl-substituted furanones
“°ra§:’gn‘§h“er?‘5’? b‘%‘tﬂ °IS-di aryl - substituted pyrazoles (e.g.
cel ecoxi b), |ndoI e acetic acids (e.g., etodolac) and
sujoosélaniBxutiples (of. Shitablei artisduscatiac. agontst BRI oxybusyif, etBlterodine,
f sel ctlve COX: 2 inhi bi ors are di scl osed in US
darifgnagty gOIEHIGInyIFOSPHITH fe5e ¢ A PFEYenffe conbi nat i on
t herapy enabl ed by the various enbodi ments of the
i n[ﬂﬂM]l OIExaﬁpleetofomhtaHbouﬁadrﬁleng alntagbmetd ate0 pt'amsm doxazosin,

Ve I n di,ents, .the
terazpgipy 41BOBE TIOMNTH G iresyloain v opdsmiesgit gniagonists suitable

for alneHigHat6n Mf combatatibhivith mdai@aﬁdé and NBAIP¢Are AkseriBédin US 5990114,
nmuscar renergl c ant agonl Sts, and

Us @Q§%1095ﬁ3%§§3)=oq§163§7|99%?'@ng$ pHBSP upt ake i nhi bitors.
[ 0036] Exanpl es of suitable antinuscarinic agents are

OX[Pb38]Y NERampled bL&udedbleGerotohd addestafokddrenalihd feRpRRE hhibitors are
tr.ospium fesoterqdine and tem verine. [0037] Exanples

tand @fm%uﬁna&p@ea PiEaREe g elazindalio iluparoxaee, pf ipg,  talsupram,

talop$herS 2B @idathine, { RnAZASh vilgkdzihe O Sbhoxefihd, Ogllﬁﬁﬂcéﬂmea'@%lafaxme des-
t amsul osi n. Additional a, - adrenergl c ant agoni sts

venlafayine, Biilaacipran, tesefansine reboxptine. sibutrastinn, sibuiramingihydroghderide, (R-)
or (SH-HaRHRaFRbuRAES 15 or ¢85 86nREGIsivtRimO 8 ddmine, maprotiline,

nomifensin, citalopram, fluoxetine, fluvoxamine, paroxetine, sertraline and trazodone.

Additional serotonin and/or noradrenaline reuptake inhibitors suitable for administration in
combination with A2d ligands and NSAIDs are disclosed in EP 1220831, EP 1154984, US
4018830, US 5190965, US 5430063, US 4161529, WO 97/17325 and U.S. provisional

application 60/121,313. Preferred serotonin and/or noradrenaline reuptake inhibitors suitable



US 6306861, US 6365591, US 6387909 and US 6403594.
[ 0038] Exanpl es of suitable serotonin and/or
nor adrenal i ne reuptake inhibitors are tandamn ne,
WOOR@®7T59 pi randam ne, cicl azi ndol e, fl uparmxaEr007/011313
lortal am ne, tal supram talopram prindam ne,
nom fensin, viloxazine, tonoxetine, dul oxetine,
for\admlnﬁétﬂwibmm cdﬂﬁnatibﬁnhﬂf A3d i@andSahd\NSAPDS Are duloxetine, milnacipran,
t esof ensij ne,. boxeilne, si but ram ne, sibutram ne
AMEXARING c YN %‘é" R oplafaine: gbytramige dsrelensina g des-metiydsibutramine.
(R) or (S-)-desnethylsibutram ne, desipranm ne,
mapj0o39]! i e certaitDBmb&dimtiits, £ idr@tbMR aador B&x’d&%ﬁélig@ Seuptake inhibitor

uv ne, paroxetine, 'sertral ine and trazodone.
sty 01 GHESEOR OR  FPIRRBCER Wit AdA i ang A Reis a sclective
serdt&hh Yed il& ﬁﬁlllﬁt@p I(Ee.f i SRRW. Nirs tckAdih q','?nﬂo 1m&19§”%' 83528 and/or
ands and NSAI Ds are di scl ose
noradzgt?é}sq reu Etagq inhibitors suitable for1RigBwstration i1 6@BBiBatidgSvith A2d ligands

eSS il A, B

appl i catl on 60/1
nor adr enal i ne reuptake_ inhibitors suitable WO
20089491 7 58 shewiralamagonistis p3ubstante whereindisriantagenisitbirghs the ligand

in éolﬁt:%ﬂ’@@tﬂ@%ffw o‘f"tﬁ@lé‘éﬂl Is'igandg rgzﬂgl%ac %%f gxta%)mst is one which

dul oxeti ne, m |l naci p anoxa
effegtively eednees dbd enacentiation pftheraetive ligsind enits sie afrdtion, for example by

I 1
mcrgﬁglgrfﬁe yk S gﬁ%b%m nogra d;rtl(éﬁa%]ﬂrl]eegcrnglg Bllga L ?Hn%ggﬁnfra y feceptor-

otonin
blookinvadves ¢wd dmparthnt medtanmmsmvamble caipétaive antagéridin Addlirreversible,

o obh SAU5AP EorhBENR ahadih RE ke £5 bR AP bEh s when
the meeraftdixsodiationdf dfe anmgosist cladule3s SUBEAERIYS FHRICR tHa® o8 addition of
le for ad tion i,n conbi nati on with A2d

ui t.a I SLr
the Tt AisPlasheregh, GHemmical gn@gpnich, POBCHG HBPOHE fepptors effectively
occur € U [0if adofirse ﬁhé hgirﬂlf cdnhotedispladd NOGINd: ant4¥IARH m%lé?:ﬁfémbxc @i ¢ versa.
ant ??Oﬂl st a, Subst ance wher ei n t he ant agoni st
Irreversip P’g%ﬂﬁ‘oeq“ H’“&’ES‘I IMPSHt Antaganisn oeeurs when anﬁagmm dlssomates
veryl sitsbly, dF il at ARCREh RS teeeRbt RER MeStesilSthdNSo Eﬁﬂn in the antagonist

effectively reduces. the concentration of t ct|
occupingy fekenplare whey the ligandaistapplied. flns, dheanpgonistiyis meversnble. Non-

compeligive ﬁﬁthélﬂustnli‘ BedcAb& B sitki }?Q\Lﬂe& tﬁ &&Sét li]oci% me  point in
active |Tgand. Antagoni sm y recep or-
the sigpel trﬂﬁ‘ﬁfblcv@thpath%@ﬁaﬁdlm the wvércsmn ba respunsd by 1he digand
ant agoni smand irreversible, or non-equilibrium

£1]i t PNRiGHEH Qﬂﬂa%(‘;ﬂlsn?ﬁsvaet'eﬁﬁ Qe f[&’gglg% d&cﬁge the irfteraction of

an agonl Sm Ooccurs e rat SOCI a
two syhstaneasawybese seppesing agtiens ins ﬂeubcfd.ycteedmb ycahéed feashuoither out. An

antag‘bﬁg{ ca.no s@@di t&tﬂ)gtai?ée wfxﬂﬁ‘ nhxgx % iﬂholeg %seg(g{eaﬁ,lgn of functional

em ca ant agoni st

recepidrf gt inverbe/agamist iy assub@Ianmuhxsle pteﬁaeedtlanja BithdS &nthetinactive state of
e ver sa.

. ' e und., ant agoni st
the rfHPRY 3HCce Bt B8 WA s T Pl 14 oBS afsottite o the
recep®e); and;theieﬁne mﬁdsahe a@ﬁtﬂaﬁ&n oHitBSREdpRir®Y the/AMoMis | m\/geh{eral the in
receptor with the result

vivo %%wgﬁ é’rﬁ dléveﬁ‘? zigﬂglstg s éﬁ%‘}ﬁr do thaf of a?)tggﬂgxg,stq apdeofor pﬂ“h%e of clarity
inverssta@onikth vill b@aeTthed 8s @tonRE in HepPeseritRppIRALGHONI SM i S

irreversible. Non-
[0042] Without limiting the present disclosure, biological activity and/or potency of

compounds useful in the present invention may be measured by determining the activity, e.g.,

. binding of compounds in vivo or in vitro, including cell extracts or fractions of extracts.



conpetitive antagoni sm descri bes the situati on where
t he antagoni st bl ocks at sone point in the signal
transduction pathway | eading to the production of a
wozpisnsmpy the |igand. [00411 Physi ol ogi calPCT/EP2007/011313
antagonismis a termused hposely to describe the
interaction of two substances whose opposing actions
Potdnny toivy #leel et dataimingd cusinge [as awotingting exasmples, mative or recombinant
rece?@&ﬁ?gﬁg !—lr%texgégsea |c§r%ti91‘:tx1vél]y%5‘l tﬁ‘?ai m%ewinﬁnceql a4 §h§a§e Q{pressed
of1'shes expression of functional receptor.
in nativeer sen-agioeispdcids sndosedlidy@mmc Fhebiblobicplraefieityeof doaipoynds suitable

bi nds t.o the in ive state of the.receptor (ji.n..
for 5,18 PiedRvanion R ALY SRS o bamselraf i SR REnd, bging gssav. e,
using lnb;]gwapagﬁns:?aﬁelo@& subit dértﬁﬁ& ity ﬁqrc;iﬂdﬂbi'ghht&ﬁxm‘s @Gee et ai J. Biol.
avQi | af i e receptor by the agonist.
Chepy, lgg%%ilé&,ﬁtgﬂgg’iﬁé6%‘“\}gg)act ivity of inverse agonists
is simlar to that of antagonists and for the sake of
cl poodBYy AJVeands mreferabBi indvnith lab affthitl; ibvieabout 1000 and 0.1 nM
ant ggoni sts_in e esept application. [0042 { t hout
(megs t?Snﬁ-&’h@Sbr%@@n?&’di"s&bsﬁﬁ’@,b‘%P%‘_F%r]g? 4ty t%ﬁ“ﬂ?ﬁ may be
meastél, @lg., A BEHENriY inhIBRITAVHTTEKUSAUWOX D ibd¥mies &5 EPO cells stably
i nvent] on may measured by determning the activit

be
transfecied Witk RHEIRI G OSK-1 €6 RiDkkrA (RIEndEay el &l dir. 1. Phrpacsl. 121:103, 1997;
Elridh¥ ht! 1RO pGaI TR §9486, lgb@farm&fmoﬁoxzqt dRUEGX-MBzymes in
2008/°077599 PCT/ EP2007/011313 12 Potency nay al so be
SO eplls GrearlUfd403hg, as non-limting exanples, native or
reconbi nant receptors, that are expressed

COfpRlid]t UIOne! ¥ Bimpbfial iN33eRiREE hs! 40 UeRd1igaRd of Nt NSAID, ifs
have expressed in native or non-native species and/or

pharma¢qlogicad eastivitph earh g |copfined wsing one gr sfore gl aedel systems for
' i L vl rid | OffePitordead i LARBHR

v 3oLkl 3P PGk Gl e AR LRSS o

agentssi ng [ 3H] gabapentin and the a28 subunit derived from
orcine brain tissues (Gee et al., J. Biol. Chem,

p
190842371 A28 19- 57 (8, 6 . A2d. Li gan
or QAL il el Ru by prlolbg el scih gt e lover
urinagy) tfa@. i3, wikhout hmitstione yolume-induged rhy@Bdc biedder, vdiding gentractions in
T i ok Q0 Vi |
anestiloed S b f%hERo0 3wl bR BioBfoyeh thg evteral
urethROXiR a ipelyethpiese fubin@ifilled giith phyticlbgival silinan The extemtalviréthra is then

o 8 5 SRS, 84wl s g g s
until TéfRKk .voldirig ddfractidbAOSIwO aftér Wit the Geq@hcyC6Pthd veidthg Corattions is
i SQz i.n Sf9 cells, (see US .6440963). [0044 ce .a
measwﬁ.d%rgﬁ% mig. iTﬁgrﬁolmprMSage . n /ggaurﬁt%rg yt@&emsﬂpa@iﬂ lﬂnelr effect
evaluated foPhaTORGHIh G0 Gain.. 2Thik \thddél Bakbekr® valRTatddr by the Ufsé BF different

one or_ npre animal nodel %?rst ens_ for _neuroruscul ar
referese ftandardsdFuamen glaly BipemacaliBesr 47182087, 1993 her  al one

or in conbination with other agents. [0045] An ani nal

Inrc[uleaads] f oOthep asithal MYddlE asefEae la0@ssCativite bh id MweP ufift®y tract are

ower

based on cystometric recording of bladder activity in conscious rats instrumented in order to
measure bladder pressure during constant infusion of the bladder with saline or very diluted
acetic acid. Velasco C. et al., J. Urol. 166: 1962-1968, 2001. These methods are widely used
and accepted by researchers skilled in this field and foresee a period of infusion of about five
hours after administration of test compounds with continuous monitoring of bladder

performance and assessment of intervals between micturitions and peak micturition pressure.



urinary tract is, without [imtation, volune-induced

rhyt hm c bl adder voiding contractions in anesthetized

rats. In this nethod, the urinary bladder is

weth@ioershzed t hrough the external urethra vedimEmRo07/011313

pol yet hyl ene tubing filledisvi th physiol ogi cal saline.

The external urethra is then ligated and connected to

a noe@s}urelsoemthdl nhe devpecf theeinvbmiddetrel Sohl®d “prodrugs” of

until reflex vyoidin ntractions

conoptes sl IE 5o AR heesePL RN SRt FERGIAGyes of compounds

suitasla ferane i ﬂfé _PrésentMAEHIOR Whi i mAPhdVe Nittle! o SHAFRAWBRIER Al activity

t hen adm n| stered. i ntravenously and thel r effect
the‘@%ﬁi‘rea 5% yvhep admigstered ingpringtosibe hedy, be quaverteddate) comgunds having

the B&®Rd ‘é@ﬁ\h@’aﬁﬁ@x%pfehﬁy Hﬁcﬁ‘o@ﬁc gfeg\fng PﬁchR&e(?lfvgﬁ\eeQ%?e referred to as
standards ( Guarneri et al

“progipugs73F !vsher quggmtlon[qwhe]ase&frmdrm mayt benfmledi én Beedrugs as Novel
Delﬁ@rsya§§§§x§s Al VLY A t§§ﬁ1lp88¥fﬁr S?l]iébl gléy é}lg E ; \aflllr SVy Stella) and

on CyStOﬁEtrle Ing O
‘Biagengssihle Giarmens én Dmeg Pesipmt Edrgamonn Pdwss, 1987 (edeaBlB Roche, American

during constant infusion of the
Phaﬁ':lagg"gg?l %s?ﬁgt% §I ne or very diluted acetic acid.
Velasco C. et al., J. Uol. 166: 1962-1968, 2001.
Thédd8het H@dslgatireambdbhgc \Miﬁedhe irventicnomeploe exdmple, be produced by
el d and, forese ri.od
reptiCBlpfiiflaR BBl Bllids st i s eomalags HUiin e Rt Ui preset
lnveoﬁon ogth caytapo nrdatiesi ltrhwnotmt thokto skilled i tthy laftgasOfpro-moieties,” as

bl agder perf.orance d,asses nt . of terval S
de“Bé?‘i‘i&ér?"?#“@FuP. [58%%%°Qﬁad?fs%§>ymtlm&a%rﬂ Ispyigrs /58, wo

2008/ 077599 PCT/ EP2007/ 011313 13 100471 Also within

t hi04%JopSoote ekivaplenoqprodrogs iamecosdameaitlethe ipreadsr igslude

coppaounds, sui t abl for use i he p ent ve

TrllL SR o BB Rl S arBatlt R g ione ) GOPERD. an ester
thereo§ dori axamble, feplasaint bf\meaydregen\/\bﬁucdm, RRikyhave | i ttl e or

.ph I cal act t ensel ves can
Ackil sherafe go ll’ﬁ‘{? S éﬂt}éli?@;’fgcfagﬁtw%aél% 6By %%Fh?rrﬂl‘%FOf for
exanWéh‘aeﬁt@Y tHeGhydid3en WaR (€ &ShlRmbi¥kinfethylOndexanpl e,

g roI tic cleava e, Such derivatives are referred
o(ll 6 gPgpRund CpRfainn & PrAIA seqongaTy aminotfenasioalisy (NH; or
NHRMeFeU0S ABY), B arh e igkrédt, f3F SxAHpig s 5
st ens, \l}%?) 14, CSrsyrrp?o& um ee [ es T ﬁloauc{]!)&gh%@mgens
with lsﬂé pioyland " Bioreversible Carriers in Drug
Desi gn', Perganon Press, 1987 (ed. E B Roche, Anerican

Phoesug Cepﬁﬁlﬁﬁ'exzﬁﬁ%% bR tdpRidemerdt QRSHRE fl.E agtg)'i'&&% \With the foregoing

accor dance wi th the invent:on can,
exampleg) ar&ﬂ:%@mmﬂs of etherqupdrys Hipes way befosnd imrthe alfgmaientlor@d references.

present in the conpounds suitable for use in the

preesnt Flhﬁll&e REHAR dUhIpGu&ﬁrstuﬁblﬂe oY Este' Stnk '}Q&Qntt fvention may

those skilléed in the art “pro-nol et es,
themsglygs gt geprodsugs Ofe&tbmoelpows 's@iabledfar ek iPthe cpmgg inveytio.
Bundgaard (El sevier, 1985). (0049] Sone exanpl es of

PII6U32HISIni Anclikes O&HBNBenM ke tp'i'b%edt N¥& doﬁ n g}ooféiley cb@narn(écgutlcal

where the compound contal ns car boxy
compesifins; GAPHSRE (compopds ﬁw@ttbep same type of activity, enantiomers,

diastereomers, N-oxides, crystalline forms, hydrates, solvates or pharmaceutically acceptable

salts of ‘such compounds, in admixture with pharmaceutically acceptable diluents or carriers

such as those disclosed.



t hereof, for exanple, replacenent of the hydrogen wth

(G _a)alkyl; (ii) where the conpound contains an

al cohol functionality (-OH), an ether thereof, for

w0 87599 epl acenent of the hydrogen w th (GcrEp2007/011313

i . $)al kanoyl oxynethyl; andif{iii) where the conpound
contains a primary or secondary am no functionality

(- %3‘]” A-thtboliesBa R)mpoﬁhk)zﬂs}loséarhe?éﬁ tea HERa808 of 4 88mpound

exanfp repl acement of one or both hydrogens wit
Whl%]‘{js _PB)}% wm; coxflmé}s metabofized. e Xemisire Sagive metabohte” refers to a

bloIBQEJ.llEﬁ OMARL dﬂi\ﬁﬂpé o‘f n %Sﬁﬁ&ﬂﬁn%cw {shforf€d fv%e?lgﬁkngompound is
exanpl es and exanpl es of other prodrug types nay
metpboligel. i n t he af orementi oned references. 10051]
Finally, certain conpounds suitable for use in the
Pr §60%4] 'W@%‘n“ﬂn&ﬁ%l&é@%@ﬁ % tﬁé:gurﬂsotp{hgdﬁrg&%segf by which a

ot her conpounds suitable use I n the present
partichlae pybisignce SEbaRed imthg h@tnﬁémd)sdb(bdﬁl%relh compérendp psentiin the body

are hlgl’y ngﬁl%feﬁ %5 %%%Sﬁdﬁbﬂ%\%gf H‘{ (#]83] to &8{@3 gn%i‘%'f anr&? r. to er them

rrsin e sang
froneﬂ)aﬁmdnrﬁnegﬁc edz)masexr@blne smcxﬁki-stmctdfas alterat;ms ad> kherubmpound For

t yat es. or ar euti cal . . .
exaspfl Bro¥ € eSo IBLAE, Bl RAIRESH snd Gr ke cospions whi
uridinh drpllas;ﬂaalei gha:lufoyxyhmnﬁ'ﬁ’aﬁb kcatalgtzd the fhssfalof anhdtivated ghitufoRic-acid

as, t.hose . 2008/.0 99 PCT/ EP2007/011313
molje 8 g5yt B HipHaDe 460001 SAPBRHF i BB ERATIES Hiphydsy
group§ Rilrtﬁaf infoadnhtich 6 matab‘(ﬂﬁ'ﬁplﬂﬁbdbe dhthinéd fr&nf'ﬂfeerMb%Ibglcal Basis

i s metabo he term"active
of T‘igfé?%%‘;?&g‘%dq‘%?@(}f%v‘gﬂ% 61198@03?&?&#1'9/ active
derivative of a conpound which is formed when the

co[oossjnd Maabdlmisa:ifcthé é6tipoun@d didlodddeherdth ¥hn be identified either by
‘et aboI%zed fers to the sum of the processes by

admipysfragion of gorppqupds ty a bogiand palysis of fisswgsamples dram Ithequsg or by
incubt®idl of bompPéiing$ with!HepARIgeny ﬁﬂﬁtr@ raﬁ@ ﬁl‘iﬂldysllé"oit he r&gﬁiﬁ’lg c8pounds.
y

manj pul ated by enzynes within the bo i n order
Bothgpgthars aé%‘ﬁ?lbvma‘ﬁ’dﬂ&e% rermve them fromthe body.
Speci fic enzymes produce specific structural

Pharmhde@itiédl (BRposifloishe conpound. For exanpl e, cytochrone
P450 catal yses a variety of oxidative and reductive

' whi | e o] di ph t
ol BB o i Piade” tebeon pmposias epmprisaga compound

that xaahlAmtleging labi@/of SONSAHD ¢ an'Bah@omled, dl&te%éaﬂat NCoxxde crystalline
ol s, aliphatic al cohol s, car boxylic acids, am nés

h
form :‘Péig Peeewé‘@rep MAFEYS | metg‘?%hfwr ‘FaHVoP‘F?&Pﬁab‘ﬁ galt of such
compdBAdbOl i sm may be obtained from The Phar nacol ogi cal
BaS| s of Therapeutics, 9th Edition, MG aw Hill
1&(!;3]1 dg%ges 11-17. [00551 Met abolites of the
cd prEgaceEise qqmpeﬁlﬁorwﬁy plso inghude ioptienal additives, syoh as a

pharnéBtith By E&E%)t%le QA rriCMTRIPHE Sa ﬁagloﬂn% QSiweBRArA Ble¥ilAive a dye, a
ti ssue sanples fromthe host

binder, a suspending agent, a dispersing agent, a colorant a disintegrator, an excipient, a

diluent, a lubricant, an absorption enhancer, a bactericide and the like, a stabilizer, a plasticizer,

an edible oil, or any combination of two or more of said additives.

[0058]  Suitable pharmaceutically acceptable carriers or diluents include ethanol,

water, glycerol, aloe vera gel, allantoin, glycerine, vitamin-A and E oils, mineral oil, phosphate



i ncubati on of conpounds with hepatic cells in vitro
and anal ysis of the resulting conpounds. Both nethods
are well known in the art. Pharmaceutical Conpositions
WwO0hBA775Re i nvention provides pharnaceuti calpcr/Er2007/011313
conmpositions conprising a gonpound that is an A2d
I i gand and/or an NSAI D, or an enanti oner,

buffelied s¢ating ORRG? miyristyldpropionyts,t alagnasmm fecatbonaté)y pstadsium phosphate,

Lvate,. active olite or pharmaceutically
Veg%%b&ee%‘{’ﬁ‘fiwgig‘a\la{’d %@k‘%’g conpounds. [00571 A
phar maceuti cal conposition may al so include optional

adfoospye SSunsble hbiaderal mcrhhi’er stacle upelat, Inptuaal cmgtmbkuch as glucose,
[ sweet e

carri luent, a vVQr |
sucri o ey, E9m o gncts, mafil da iRt Bl = detia, ragacanth
vegdlablQIns, i sBdiumGRgihate, Tabok Ah@Ryiceldlode, polyt@glend Sliycoland waxes.
exc:| pi ent a diluent, al ubrl cant, an absorption
ater|C|dea a stabilizer
CIYRRAE! 5uRa BB FRbh B ok b A ol s
agarplﬁenfﬁhj’teamfxﬁl&iad gamdi ti ves. 100581 Suitable
pharmaceutical ly acceptable carriers or dil uent s

in e wat er er a .

o OOHELS: BtgHIS cubrichBl el AR, il ot ¢y magnesium
stear@fe] sodnhosemlzadte sM&G&%H&&%MM&R&OOW 011313 15

buffered saline, PPG nyristyl propionate, nmagnesium

CoR S SRR el EL 0 O o ™

starch, gelatin, natural sugars such as gl ucose,
suipedje SnitabladispEssng arsospendiag egeatssncludet synthbticud natural gums

such;% nr%teé]eg%bgﬁc Jgs aggséﬁagxf as aca L3 {dr ag%‘?ih.{}% g%rgg)%fent)eatlg)}lgllulose,

methpmbmbdayﬂacﬂgnﬁngbmidomdvgmaeﬁ.. [ 00601 Suitable
di sintegrators include starch such as com starch,

ToBB St e o RN Bited B SRS s ekt & and peanut

oil. sodi um stearate, magnesium stearate, sodi um benzoat e,
sodi um acetate and sodi um chl ori de [ 00621 Suitable

S ents JLi Iu ntoni 1 suitable

dﬁégﬁggj ﬁgama& us‘fl Scéln' g Jg%vﬁi 49 udg I T?Ot@g’ fﬂs eYFgc 3o and
dicald:ia:hlphaéphgmns such as veget abI e gum tragacanth,

acaci a, al gi nat e, dextran, sodium

c eII met hyl.cel | ul.os . -

o JPOIBY T et B T prp Y oampee i compositons

compeiginp|an ARd Slgmﬂd;landHSAHD tand e pithrmadenticatly aateepdble excipient, more
onut oil eanut _oi | 065]. | es of

prefofiif By pPafin, ROBESF A AR ol o6 Sis 2 gt rusgpond amount

of saRiCNSAHM@hat provide a synergistic effect in treatment of urinary incontinence when

administered to an individual in need of treatment. More preferably, such compositions

comprise a first amount of NSAID that is below an effective amount of said NSAID for

monotherapy treatment of urinary incontinence and/or a first amount of A2d ligand that is
below an effective amount of A2d ligand for monotherapy treatment of said urinary
incontinence. Most preferably, such compositions comprise a first amount of A2d ligand that
is below an effective amount of A2d ligand for monotherapy treatment of urinary incontinence

and a second amount of NSAID that is below an effective amount of NSAID for monotherapy

treatment of urinary incontinence.



di cal ci um phosphate. [0066] In certain enbodi nents,

the invention provi des pharnmaceutical conpositions
conprising an A2d |igand, an NSAID and a

wbavssmeswd i cal | y accept abl e exci pi ent, nDre pCI/EP2007/011313
preferably, such conpositian conprise a first anount

of said A2d |igand and a second anount of said NSAID

t haoe R O sdRePhaViRES WynbrktiCEfRP! refeft tblad@pérattitiefeffect obtained
urinary incontinence when admnistered to an

when agtints; aiiadministenedtia combinatien, sampared 9y when, sushuasenisyare adppiistered
md“g&{m sitions conprise a first anmount of NSAID that is
an effective amount of said NSAID for
nonot herapy treatnment of urinary incontinence and/or a
Unitosage Eommsint of A2d |igand that is below an effective
armunt of A2d |igand for nonotherapy treatnent of said
Lﬂg@ﬁ Y ThEGRHnARERES! cdRsitiBh $h B ffmuBitadhas unit dosage forms,
ositions conprise a first anount of A2d |igand
suchtala dablets,spilhn capsules, kolwses triowdersngyamtles sterile parenipsi gofuens, sterile
fentdl] r e
parcifBAEHAFE RS SR MR rhl R Y R P 1R o liquid
spraysrduops, aofpohi8a aDtOﬂrucctWtdwtcbﬁe&Preqypposﬂwwt rRba unip dosage fermy may be

usedlfgf%% ! be%gn aral ng\Qngsgp §(1qulgéa? %r P S{E{ A%n?lggtzét ﬁlg’xjfﬁr ac%xﬁmsstratlon by

ect" re
1nhalhﬁoxﬁ01&u9ﬁﬂachﬂll, trinsderefal pa:tthes,knndlarimphllmé nomappsition. dn general, any

o e D RSP, 51250 s can o

usedfq?rBiETa{b?OgB]unﬁhﬁ)s@afomdeu? Ioﬁﬁldoﬁxgﬁﬁ‘mﬁl ,trhasn pﬁgt;ﬂbig a solid oral
ormul at eqa, as 0oSsa or ns uc S e

dosagﬂ qhgrefqg%ﬁgq“pé err%ioa gefo §r§b 67 QHG %rgia cegislél?a% | e However,

parerﬁ%?ﬁ}éﬁirﬁiongfﬁ}etﬂréf@:@@d togt eri I e parenteral suspensions,
sterile parenteral emJI SI ons, elixirs, tinctures,

net er ed aey.oso| 0

iy TR RS sy Hiving "R AE G egpys of the
presén® [VBntiBRAYwilea phb?ﬁﬂc&ﬁéall@raaéeptaﬁftﬁﬁﬁteﬁ&ﬁ anyl dilier dBsifedladditives as

subl i ngual or rectal admnistratj

descrilpd; appxe. r The grixtese is itypieally pmixed wptil aﬁw%rf%’% prixture of the active
a en{srdff'ﬁﬁéjﬁr'éggﬁi nﬂr@ﬁtﬁﬁﬁ§ obﬁfh@d @nd ¥RRBkek Zxﬁﬁax@od"ﬂi’&sdehk&rhdditﬁes are

enera del |very of active |ngred|ents t hat
formmiasm tthe aqﬁwg peengnire dispaisecheeniy thragghait e ompeatipr nlrsthis case,

the cgﬂg?slﬂg)néz{ﬁ%g rﬁxregfaéa ?)lr}ﬁoﬁ{fg aHikd dosage formis an

osage orm pre Iyasolld or al

. dosage; therefore the g‘yeferred dosage forns are
t amp Us, Tblets orails eapbaPeated PloNBYHSE PrepreheAnfo form 2 unit
dosa 'IQE] %el%%é?l zglﬁﬁgr%[lé'tﬁgecf f8ion,[ 0P corbilél #abe and delayed

sae or s prepared by 'mxing the active

releasegpanitt dpsage fomes. limemle,lﬂw@hkt enrpilhcarkeomprise an inner dosage and an

arreceut i ca
o RSHIRIRER, b GEBALEH et LEL B0 qRNBRYBLr e fomer.
The tiwppriofpohgntsieancist saparated by o mutge Rgersviithseaves t@festshésmtegratlon

in th cs:ttolrn\éce:h and permits the inner component to pass intact into the duodenum or to be

delayed in release.

[0071] Biodegradable polymers for controlling the release of the active agents
include polylactic acid, polyepsilon caprolactone, polyhydroxybutyric acid, polyorthoesters,
polyacetals, polydihydropyrans, polycyanoacrylates and crosslinked or amphipathic block

copolymers of hydrogels.



agents of the present invention is obtained and the
carrier and any other desired additives are forned,

i.e., the active agents are di spersed evenly

wbroosgheed t he conposition. In this case, ti@/EP2007/011313
conposition can be fornmed as dry or noist granul es.

[0070] Tablets or pills can be coated or otherw se

pr qo@ed @ B&uid Ads@feNT@mYNie adtive a@BsthiedN dr Ndkir nﬂ@smxoglcauy
del’'ayed and/or sustained actiogn, such as controll

accepiablecsals axe isselvageitspendideersammulsified, @ptongly rethrihe usigfly employed
sub&IREP kch %J“@mhﬁhk&& Qﬁulgﬁlexls Sr2BhEO Bl Rs. an§610é?1?§ for the active

osage an out er dosage component, the
combmanglsu and ftee ‘comrespording |physielogicallyn \a@leptgble osAHB Ctanemclude water,
c epts b n
o DTN SO APRREES AR DA P pationa,
sugarrsomtlenmohﬁas: gluemad op etamitcl sblueonsnnsy be usep.oemixtyre qﬁ #wsvarious

nt act um or o del ayed in rel ease.
sotveels B ey B8 SR SRR % (8t £ o1 11 g | he
rel ease of the active agents include polylactic acid,
pol[805Rki | A nransdermal adusagee forpais \doyidmplayadubyy thecprasent] jnvention too.

ool R ) i S ol R CARARPAL B using cicer o

ﬂuldeescﬁ'kmr opp dhygrimragh@tvehysirio ggdtan. \Ohe? @ARIIAATA Wsage forms include

/ [ER20071Q11313 17 72] For 1 d dosa or .
topigah IS g SUBENa e myosAr e L fH3Iett B A ipphorels (lectrcal
dlfﬁﬁ% BEIRRKE systntsS TenSdedhsiSdsyRdforid 1§ Ibd @dedfor delayed release and

sified, optionally with the usually enployed

S“St%ﬁﬂsf?l&?ﬁ?eﬁ ﬂ?d’t?ﬂ""a%ﬁ%‘él%@"lW"f%‘Fé“”@W sifiers or other -
auxiliaries. Solvents for the active conbinations and

the mgr I B OpHAtMIgteidas | OMPELiGets| dhdaasie losdpe efofs tof thérpresent
i ncl ude water, physiological salt, sqlutjons or

inveptiqn, fas | p:,arenéergl adngpﬁgﬂtﬂn ani db Pavizatab s béfrm{ﬂcm rtypically include a
phari%ﬂgéuhbeﬁl}aicbébtablesdiﬁ%r a?sQiebHrib@d‘@oo%b‘ ch ]ﬂ&eﬂé&ﬁfﬁfcaﬁﬁer is vegetable

manni tol" sol'utions may be used. A mixture
oil. vdnjeesien may| benfor seampleniraygngus ccnidwal  intrathecalyr wrampscular,

intrahmin&itlh éhalcg 1o£9@2§1me8u§fansderﬁal dosage formis

ntenplate e present invention too.
Transdernal forns may be a_ diffusion transdernal
syt ( Thaaetineragants gen elp) buadmigisteradyia the,forp) ofjliposome delivery

systénfsS ShMPLS s Aaurﬂll'éh‘lgﬂérnvé%fi%s'la\‘ge ﬁﬁitldfxﬁéflals%&ﬁ@, afd Rfitilamellar

rans erma osage forns I nclude topical ge
vesidlest | bipesonsisraanehet formed drosna c@sety @ymmlam a@bua@@bolesterol

steargﬂxq?x{e%ﬂ)ﬂ%%tﬁ&lcﬁoﬁfé ectrical diffusion) delivery

ans dosage forns may be used for
delayed rel ease and sustained release of the active
a @ﬂ?@ off he hetiveragenssof the pessentdnvenfigomay alshde coupled with soluble

polvRRESIRGE e SAIRARIGL MR it brHARAR b ARIBbne,pyrn

copolymd:rs rpopdxytlnoxmrapylmythacrykanndcxphenoﬂ,ymlszwdlrgxybﬂlylaspjaamidophenol,
ticall t abl d bed
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Administration

[0077) The pharmaceutical composition or unit dosage forms of the present
invention may be administered by a variety of routes, such as the oral and enteral, intravenous,

intramuscular subcutaneous, transdermal, transmucosal (including rectal and buccal) and by



oil. Injection may be, for exanple, intravenous,

epidural, intrathecal, intramuscular, intralum nal

i ntratracheal or subcutaneous. [0075] The active

woeunisn7ahn al so be adm ni stered in the formmfr/Er2007/011313

| i posone delivery systensigsuch as small unilanell ar

vesicles, large unilanellar vesicles and nultilanel!lar
inhal\ﬁﬁgﬂ ﬁlﬁlﬁ% H getﬁe GAN opﬁaﬂseérﬂﬁﬂrcfufeo@t@ed/ ére| &fith Plid or liquid

phosphol'i pi as cholesterol, stearylam ne or
ﬁnmphﬁemhn$kﬁgh@h@tﬁﬁg%mV@ﬂD76] The active agents of the

present invention nmay al so be coupled with sol uble

Dos gl 5 such as targetable drug carriers. Such
——i%bﬁ%ﬁgés i ncl ude pol yvi nyl pyrrolidone, pyran

copol ynmers, pol yhydr oxypropyl met hacryl am dopheno

polF())W‘g]dr @Syégﬁyéa%pﬁlptté% ‘(‘fé%ﬁgﬁcﬂmoun dgfers topan amount that results

in mga%ln:\églte Mcﬁ%ﬁé{rp&l Y NUStoRE syﬁ'iﬁggﬁ\ ok Piratletdt bk Patift HRYider.

ues mnrstration 1 The pharmaceuti cal

conposi tion or unit dosage forms of t he present
i nfP@7a)i oThernharmecentieal spepesition qsyini dosaes & Qffthg prgicatinvention

may% CRS b8 RESH; ngqg L8s8EAhnd AdMi i@t\fﬁfbﬂ% imen defined b?/ routine

t ranmuscul ar SUb ut aneou transder nal %ransnucosa

testu(g irc lighti nf thee ghidelines czivancabovy ianetdesy tonebtainogptona spgvity while
PCT/ EP2007/ 01 u 2 reahl
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therap@lticdegimeh ispoirtine if drertightiof tbeguidalinggkgimerjerames,

respectively). - Dosage Anounts [0078] As used herein,
th rme, ef fe t
r e@%@ s m'[}he osagS 8?2’6 laag@\gén;} li’lt% r%g fi }résg?t&mveﬂpytg g{ay tg% according

to a Griept cfifacddrs pumhasrmhdﬁrlyufg (hseaspe:ondlthnsdt}@ andirddual s @orrdition, weight,
The phar,naceu siti,on n
e L AR RS SELSRORIRY LA bR B s cor

easily GedetbABAGE bINEnsicleal rmamddatlancmn e giase of definarg gkitlyin the art, for

routine testin ui d |nes
g R s 50 e 5 comparin
a grdtib Y Bkpelrintalihi€d drisublects atkicle pbifCinghd Miatrix. pHi’etelx@cLllaﬂfount to be
patient. However, such fjne tun| of, t he, F&ﬁg@lﬁ dth
administgrodeln o RAPFHIFGDY GEPERMnG oRRE SBHC AR eYHtHE er dnd the
physﬂ:?l\’&ﬁdﬁgﬁ Bf fhe tpEl BAB0A nidagurats andliopdtioh loe ?xgﬁiykﬁp@orﬂ gEpHrameter can

e presen i nventi on may var acco I n a
be defermiiradybycf persent skilled dnythe agter @?R?é?‘i/ by By Pét‘%ﬂé @ the physician. It will

be ur?ci%[c'}%otd' tﬂﬂsa:n chﬁwhl%& Vétﬂléﬁéadl %‘ﬂﬁﬂbﬁt' a@t@nua‘ﬁ@h ghhmelictftion of any
age, Y e d mnistration. effective
Sympor on parﬁmntet ofominarygragt disardersiisywithimthe scope I0§/th19 g¢nvention. Clinically
s:gmgur'qﬂ? %t;nq}@lgtg%b lam%mnjt’a%(gnailgﬁm E&g@i&bg}g i ﬂaﬂ%r{t Qﬁ%r {Bfthe physician.
establishing a matri x of dosages and frequenC|es of .
adiD8]st Fat exempnd singlppatienigmay suffes fipmosevesahaymptems af dysuria

_simuggrgteﬁslygﬁ% ?4, {9 %xeaﬁltple(,e %?&n&oérﬁt ex'c&sitvg ?reﬂ@énrc& %f uliftion or both,

and these may be reduced using the methods of the present invention. In the case of

incontinence, any reduction in the frequency or volume of unwanted passage of urine is

considered a beneficial effect of the present method of treatment.

[0082] In the disclosed compositions, the A2d ligand and the NSAID together
provide a therapeutically effective amount of an active combination of agents. Each agent

present in a therapeutically effective amount of an active combination of agents may itself be



adm nistered to a patient wll vary depending on the
state and severity of the disorder and the physical
condition of the patient. A neasurable anelioration of
WOo)08)0PBbo M or paraneter can be determ ned ®yi/Er2007/011313
person skilled in the art @ reported by the patient

to the physician. It will be underst ood that any

preséit ik & Betape@icaly 8ffbcitvt GRAbLM of hﬂepktfb'o W@t lnoﬂl a?x{ount that
. anelioration of any synptom or par mat er o
is helowt agjtassarsuticallys effpative nameunt,s egpe when t ped | mvammnrapy) A

I r gratio
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si mul t aneousl
therapersicaliy efféqﬂewq Learemt of aniracthed cambindtioh adfhagentd ol & Cdetermined
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expgﬁ%ng ol ?ll)a gzq(n}%m{%%onéggrgggx} the. ieX2ch madp é’h e@’nmgﬁ@@ne &y ingyhich the
drug is adveinfsteedil) el jndivatiorD towaRi GhicH ﬁh\@ﬁc%x‘fﬁﬂlsﬁaﬁo;@ﬁedlﬂﬁted the subject
effect of the

%(gé s%gcon& dered a benefici al
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etc.); CatidOthe t préfefencd ARd AdFerieh&a ij tlﬁ:n ?h)tsn:?an'\'&p"vgeﬁl?ﬂ% he Mcharge. As
E’H{%I de.a therapeutically ef I've anount
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NSANE' sHeest bed! bl ok f u
conbi nation of aggn?%k%e;“??%eﬁm@ht% %0%'&3)%9%9@“’“ than its
corrpRppndipg effitivs amewnt a3 gopetberept. i n a t her apeut i caI |y

effective anount or in a subopti rral amount (i.e., in
an (U8B} Nt DG b‘uﬁt@ﬁ‘é@t"\’ t fectjive
amgunt}J 2%om en used’ |e% rr‘%%v) hﬁfw%lﬁg a?g‘i‘m only highly

effe?tWSra&EFéﬂitVP’g’dPW)doéffsf@é alsy eoamwﬂowabmaty awlt produces few side effects.
Qlﬁﬂﬁﬁtr@tah%@n\%f ag%gptolﬂegﬂglﬂu gcﬁﬂgagaﬁ r%edéq%{'vge%a&ogtg%m and

w t hout |imtatton,
abOlNSiQ mg/’ke/ddye rpaife@blyc hd:tiwyen cabcﬁutcﬂ i vandashount2s, m(g!kgmaﬁ @d more

et o83 B, 1 B0 o B Lt s

t herapeutic

dail)c@nﬁj(pimilymmgafbetygpen tibows D6 ladd bisouel 8730 hg, Pesferably between about 7.5
ti o n the exa

hg ntaII t aki i.nt o consj der ct
and BRETY TRl ab o Srelitabiy GBrmet ShpHi s 4ndcabog 900 mg: It will be
undee&ﬂcmdrtha’l;tthaelr pl@h,rmh&mtwdl doreuldtions b0me pebséfdlitRntidttneed not necessarily
tration the subject involved

di t ed,
conta(lré [% entige m%qtjéﬁet agleﬁgtgptSﬁeffeézgge ingsating thg disarder; ensush effective

amotints 8anpBé réaChedB by taBREARRUbY Gf %gﬁﬁxtahty 6f Bosks o cH Plarmaceutical
&éeference and experience of the physician or
H¥i narian in charge. As described herein, since

there is a synergistic effect of conbi'nation treatnent

W [00844:2 dIna A Chrefoipéd [emboditheRi op@ﬁeh pi@'sérh 19\%11%5 et | bfhpbithds are

t he. combi nati on at an anpunt | ower
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E?w Chn@ Qi) '3
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Pfefe'ab‘ty la?|0§® PO :geandamost pyeferably @bout 2@a dng rfmrdﬁbds;fﬂmraxrﬂﬁy tract

t tob
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adm ni ster can typic y range
[0085] A pharmaceutical composition for parenteral administration contains from
about 0.01% to about 100% by weight of the active agents of the present invention, based upon

100% weight of total pharmaceutical composition.



about 50 ng/kg/ day, preferably between about 0.1 and

about 25 ng/kg/day and nore preferably between 0.2

and about 12 ng/ kg/day. Total ampunt of active agent

worrosiostser ed daily can typically range bet vweanrmiooiisis

0. 75 and about 3750 ng, preéerably between about 7.5

and about 1875 ng, and nore preferably between about

15 [m@ abGeHeraM90 tiaBsdetrial Wokdge PBrm¢/ 0ax@4ist ®&H dbbat 00M% to about
naceutlcal formul ati ons of the present invention

100 ﬂé&dvmht of the@stiveragents verspsy 0 tpﬁtewelabt gfdhedasegerfomn. t he
agent that is effective in treating the disorder, as

Consbifdtiog tHefplyi ve anounts can be reached by
adm nistration of a plurality of doses of such

h eu |cal fornmul ati gns 00841 In a preferred
e 1 g R t‘ﬁée“brrg"s@ﬁt’ F?fo@htttoaﬁ usedhi COREtRTy Wit the terms

therhpy! Fedtabmdor afdnﬁﬁ@t?éﬂoﬁftef@ﬂ's td hetapy, Ireathicdt 6F 'ﬁﬂlﬂlstratlon of, or with a
cont ai ni n of the conpounds of

50 t
firstjappapirat @ﬂ%zédamgé @dpaf @F‘@tda?&%ﬂb‘tfﬁprw B, e\fﬂleteal tae first and second
amol At 'tc%@?hela&on"i’prfseta%er%%uhé/allgQgt@ ctRE atfduhiGo emi’eagt one symptom of

preferably 150 nost prefera out
a lorvrgr uripary rtedct @fsorster |igwesubject imnged; o @Fatn@ntsornje rtermy gambination

.I;T%Hltmﬁ%t aﬁ'ﬂoffi‘ rbfAt%gt Liﬁ(g 0Gnf Qﬂtoﬁﬁ‘ts m%pohgc%sﬁ% aff‘ essentially

p armaceut| c conposition tor parentera
concahitanti raannat, |smh asantassingle phrapmacesntivall torfpBikian; for akeogle, capsule or

tablejf%gvmmé f\l,\x%d atlo g? ﬁ%s(?%n %%flev \%gllgg ! -,Sod-]%ltntatpgple,r see%grg{e capsules or

inven base
tablthﬁir resmheUfhecmhn compinatiéd also eﬂﬁﬁnﬁﬁ)ﬁ&' adfmbRAation of ﬁrst and second

b20071 011313, 20100861 , Gepe r ansder mm
O ETRRVAS 153 eAOR BPS BLE Y 8.t 3/RB GDInERg restment
mvob&s \ﬂﬁ giqtiertibl bdAindstlativie oA GRSt mﬁb&u%f}@@%dnob@d li gand and the

secoﬁ rg {@Iggﬁﬂgﬁﬁg:gpjg&;ﬂms erg%%hge?t;rlsﬁ Eufhglgéﬂa)i (Hose in tlme to have
the deSitgdUhetpsic Wi, LR SkBhPIE, tht PEARPYS titE ®etWEBR tachMdministration

admnistration refers to therapy, treatment or
which ¢aR Fesult ingthe desingdl thesapeyiq ¢ffest, can rapge fpwyninutss thourpand can be

deterlrﬂlﬂéartgklﬁé‘ tht6 a8@uRNthe PBYRIes OF 2R blha YRR ra§ i8teht} solubility,

first and second anounts together conprise a
bioayailabilitye plesraa hal{-liker dndckinefie e:nFort exampies an #42d| ligasd awh®SAID

can b%yaﬁﬂﬁxﬁ&&%& in &h tggrrwﬁ’ﬁth By 15 5@1&& Ea%ﬁroﬁ% \lnﬂn about 8 hours of

OjeCt in need treat nent erm conbl na
each eth@o wtigsamubtdi hours of cagh other, wfithini abott Rholiroé emhobtlmmmtttm about

|
30 m%t%e%%ﬁpa%ﬁ%ﬂl%r OF Wi r}ngg u?% In{ilnut sogg?c g‘}?ﬁg;n: i gtra]mnfegr

rn-a sing Nar nacau
exanpl e, capsule or tablet having a fixed ratio of
f 1[0888] anBorsewanuhtimnaberapy, with A2d tigdndi pideNSA#Dathatretio of daily

f.or, each. onbi nat
cosa BNAERSRIR L By i o STrbl] Bpip BBt co cbout
200: lawfrugies bpfwdghtmmu)] dPrieferrad satigsief A 2BINS AT lﬁ&mmstdgecﬁintdbﬁibmatxon
order. .\Wen conhi.ngfi o r.eat t _.inpvolves. the
“ea“t‘aﬁ AP 100 i’s?{’%\t sk R TR ity 2 amioiay Adffurther preferred
ratio of @2d:NSAIDZslinmihigRfed iandmblition treatment is 30:1, and a further preferred

ratio of A2d:NSAID administered in combination treatment is 10:1.

[0089] In certain embodiments, the daily dosages of A2d ligand and NSAID
administered in combination to treat lower urinary tract disorders, e.g., urinary incontinence
are 10-20 mg of A2d ligand and 5-10 mg of NSAID; 20-50 mg of A2d ligand and 5-10 mg of
NSAID; 50-100 mg of A2d ligand and 5-10 mg of NSAID; 100-300 mg of A2d ligand and 5-



second anount of an NSAID the conpounds are

adm ni stered sufficiently close in tine to have the
desired therapeutic effect. For exanple, the period of
wiorzeospetsseen each adm nistration which can rasrp2607i0Mn313
the desired therapeutic eftect, can range from m nutes
to hours and can be determ ned taking into account

10 xtng Q)fIlNS?’HBF Bo@sowingeacmcc ng@awﬂd SSIOCJi\g&ﬁ' NSAIER @0-900 mg of A2d

ioavailability, plasma half- life and
hgaml ﬁ’é"( P-d%%Pf NéAIPoPO%k%Q‘?ﬁP& of 43d Aigand apgaprd 0 apgoNNAARD; 1200-
1509 lgn a %@Sﬁd nhg‘oﬁﬁWAIQf q$60- Y%dof}hg o@ﬁl?&l‘hg&rﬁ AQYLD mg of
eac hi n about 8 hours each ot her,

NSMQ hndwl%QQoZ}tOOmgﬁM ligan anek-5- mee:ofN&MHu n about 1
hour of each other, within about 30 m nutes of each
ot heyooPr W EdMath %HfBHBm{thsmtl{éUHﬁgl easagésc ke CARNEN; ar[aOQ&ﬁ]NSAID
For conbi natjon therapY and NSE

administpred d cerabingtiongiostsrsk layter Atznlamsw lwdgs,eff &+ uiihayy luwontmence

ore LS50 RGN Pltigaht iON 20 bR JrNAATD: 2680 e 06 Ao Bedidld 20-50 me

rati oj
of NS2JDNSAI 09 raief Ai2d tigamstiand 25656 mg ofaN $A)FD 1006880 megif Adddigand and

2s SRl en 284 O e Bohmeo a2

hgamﬂmdrﬁSsiOemg of NSAIDn B0 8200amg off A2t ligaat and 2360Ing NS AID; 1200-

150 e T PR oD R B S i ond 5.0 mg

ofNSMDQISmIEIS?j nfgef /dﬁ:lb ligand a0 B oﬁzsrslAIDgamﬂzmochlSﬁdef A2d
. admi nistered_i onbination to treat |ower urinary
llga’%d?aé’ggstﬂoé’&&@g‘“ .g., urinary incontinence are 10-20

ng of A2d ligand and 5-10 ng of NSAID;, 20-50 ng of A2d

|i gpeot] and &ertdid embodimeNGAD; dH9- d&@gdeonAZﬁZHgdndgﬂﬂld NSAID

and 5-10 .0f . NSAI D; 100- 300 of A2 gand, and, 5
admipysteserh iy eoPiiersiop e/ eplowey Brngsy Bact slisoy ’?nj‘ Bof Urjagy| icontinence

are ﬁﬂﬁmﬁﬁ ofrmafhg&&ﬂadd SRIGDH xag @f BeSA@DMo®RB0 g'@AﬁQ%a&DQad 50-
and and 5-10 of NSAID 900-1200

100 Jakept NS R3O B0me 97 33 HEandang B0-1 00 tg MBI GOQPOReg of A2d

hgadd' SRAsD- ﬁﬂ)dmg &Q\Imwf%bﬁéb@mglg’foRZé%gQﬂ%dofO ‘P&fjmg of NSAID;
and and D;” and 1800- 2100 of “A2d

120Q 1 g efnd2dsligagd mgd 69 1f@me of NSadBp1500r! 868 mga‘?fn‘nd ligand and 50-
100 gg%%m@t 5800-Bfociaklof A‘%ﬁ%%gxﬁﬁm{afso’*?(ﬂ) ﬁagg)?ﬁl%A%ﬁdeB-zmo

nlstere I n conbi natiom to treat r urlnéry

mg of ARd igandsand $€r190 meg of NSAID. nary i nconti nence are 10-20
ng of A2d ligand and 10-20 ng of NSAI D, 20-50 ng of

A2 a
[ o002 R G Shidiite, the Vol losdlss 178 Bend e NsaID
admigistered2is-®Mmbingtiod tq\lgpat[hcw@'ogmaﬂarzwg d(sbrd,e@d egi, gaingty anebntinence

are 1%6 36& %&f@Wl?@g%o %Q&FI ga’n dé@%gaqg%‘%fq d and

100- MEAhg)pf NSAWD 216 600-800 mg oﬁMdIllggmmhdalmd DB IS AID; 900-1200

e {0 200 T B SE b HOHER £330 o 10300 m

of NHSY; 5001802 hg bf 200A0igapd and ASDE500 mg of NSAID; 1800-2100 mg of A2d
ligand and 100-500 mg of NSAID; and 2100-2400 mg of A2d ligand and 100-500 mg of

NSAID.

[0093] In certain embodiments, the daily dosages of A2d ligand and NSAID
administered in combination to treat lower urinary tract disorders, e.g., urinary incontinence

are 300-600 mg of A2d ligand and 300-600 mg of NSAID; 600-900 mg of A2d ligand and



l'igand and 25-50 ng of NSAID. [00911 In certain

enbodi nents, the daily dosages of A2d |ligand and NSAI D
adm nistered in conbination to treat |ower urinary
woaeds/d1ssor ders, e.g., urinary incontinence pGEP2007/011313
50-100 ng of A2d ligand and250-100 ng- of NSAI D,

100- 300 ng of A2d |igand and 50- 100 ng of NSAI D;
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g N —
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2100-2400 ng of A2d ligand and 50-100 ng of NSAID.
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isordep may by ra@*e NE dergrfgdmirdgration will dengnd mg@md vaniedly of factors
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urinary tract disorders, e.g., urinary incontinence,

conpri ses gabapentin and an NSAI D adm ni stered at one
PackagediKits f or egoi ng conbi nations of daily dosages.
Further preferred is a conbination a gabapenti n and an

N$098] S elnembifdr Eﬂh %ﬁlmgﬁtc% g;cﬁggeg’klt i E{ovg%g ?hag fptains one or more

napr oxen, ninmesul |
pharrggeegtical ﬁ)aqnulagm to be edministen¢d, @ae ond o ineref ghafgavedital formulation
preferred is a

contaﬁx@l}\:% %Hq &i%lﬁs.‘gﬁ)s 96 adn'1:1lr'|11rs¥ere in combination to treat lower

I nat | 0
urinary tract disorder, a contamer preferably sealed, for housing the one or more formulation
during storage and prior to use, and instructions for carrying out drug administration in a

manner effective to treat a treat lower urinary tract disorder in a patient. The instructions will

typically be written instructions on a package insert and/or on a label. Depending on the type
of formulation and the intended mode of administration, the kit may also include a device for
administering the formulation. The formulation may be any suitable formulation as described
herein. For example, the formulation may be an oral dosage form containing a unit dosage of

selected active agents. The kit may contain multiple formulations of different dosages of the



gabapentin and an NSAID sel ected from naproxen,
flurbiprofen, ninmesulide and diflunisal. [00951 A
pharmaceuti cal conposition or unit dosage form may be
woroesistseyed in a single daily dose, or thepdmmbo7/011313
dai |y dosage may be adm ni 2sered in divided doses. In
addi tion, sinultaneous or sequential adm nistration
santef agalitot’Iﬂ’le kit eeaydsentdntain mlkiple foraataiend ofdiffélent acHlSAAB! If more
EF esirabl e, ., The order_of adm nistration w ]|l
thaﬂ@%% FPHABeR CorpTisingtly Prspent et example IRrdrite groyisls for repeat dosing,
suchEbgiflation e ¥ag bt e dama o AR ibk idpffer&t ihNEmAb4 ﬁ@tdosz{éaechemlcal
severity and eti ol ogy of the disorders to be treat
COT‘TH‘Pé“‘%E‘Edé"r&hY%ﬁhf%tratl on, the renal and hepatic
function of the patient, the treatment hi story of the
Pat[oes”), BAKss EntdxP IRBAS HEHGRE, BE AR JTAohipBhnds set forth herein
Determ nation of the order of administration nay
refer fqyglaiyeapountiPnsivpicht tasweiahhbasy (Ws¥X outine in the
light of the guidelines given herein. Packaeed Kits
10Q06is] | nARNRAtaRE, aBRdbpEiRhtiond BRACHRQISTrK! 'réfelleﬁces cited in the
provi ded that contains one or nore pharmaceuti cal
desqriptingy| 2{¢ | eReiR oingerpgratadn b¥ t fesence j ing theirogatirgtiesnprla the case of
[ fape et d I'igand '
R S Sl e R UL S L
treat Iovver ur| nary tract disor der a cont ai ner,
ied PO O IR@MBANLT or housi ng the one or nore
f or mul atlon dur| ng storage and prior to use, and
| N$0099T 1 I FARSI A ShovidéHaipd B KatideEdpaciB/IMIIBIv' Bdatfht WithPvehicle

manneyr effective to treat a treat |ower urinary tract
(circlf)s gabrpentit (QPsPasawrR). ditlefenass (solidt sqvare)wiflurbiprofen (star), and
mmés‘xiﬁdi&@llatn&lep eR¥‘§ult§ 'éu%%xbx@%eﬁ Yedd B?&ﬁlmo%l@mp @gﬂﬁ?@}?v&aﬁ%m values
[ or on pendi ng on the
(blactct@fw@rsmvwﬁl %ht!e)t he i nt ended node of adm ni stration,
the kit may al so include a device for admnistering

t hp1bey mﬁg?‘tl'BoéhowIQﬁaﬂgermﬂlaﬁﬁér%p fgﬁo n% tl%uﬁﬁeﬁp With vehicle

fornmulati on as descri bed herein. exa

(circledr prrgahalipn(opey sauaraly eapedxen o@;reagleleb cmm ewinda¢ r(stay). Results are
I e}

T o i
the WO 2008/ 077599 PCT/ EP2007/011313 23 sane agent.
ThOIRH:  figy 2haws clameniiit bladder icaacity &rllowing trostmentfwith naproxen

(cnrcféb fgaﬁipféﬂﬁn éﬁﬁérg)eo Eﬂ)t)é? gitfagéﬂ%%om%ﬁﬁﬁor? fﬁ?&éﬂ!}se rhif} Ip] (star)

r|S|ng prese e I n or
and thmretrceb@dmvd @snrvn galcutetqd tﬁrOfrmnglé éttsemc&pom;datae(tﬁdngle}; amults are

¥ ter of the cheni
cxpr@ied Y Eadh LR Mk | 65T 08 45495 R8T i
context dictates otherw se, the rati os of conpounds

sdP162)r t Righaskows chasgein bladder b&ptacltoefodinwurg tseatmnerd with naproxen

Al
S SR o ot OSSP o i o
and thdweetwdasldxtwptmn caictéatbdafremrsmgtecﬂmspﬁerspmad dhd (fri@hgle)e IResults are

exprelsgedtap % l;lac%glt' \I'orh?rtné: gaspacxltynvetrsrhs bas%ls\?ah?efs (bladder infusion with saline).

[0103] Fig. 4 shows change in bladder capacity following treatment with naproxen
(circle), gabapentin (square) or naproxen:gabapentin combination (1:30 fixed dose ratio) (star)
and theoretical additive curve calculated from single dose-response data (triangle). Resuits are

expressed as % bladder volume capacity versus basal values (bladder infusion with saline).



i nconsi stencies, the present disclosure, including
definitions, wll prevail. Brief Description of the
Drawi ngs [00991 Fig. | A shows change in bl adder
wonRasiotisod ol | owi ng treatnment with vehicle (wdghen11313
gabapentin (open square), diclofenac (solid square),
flurbiprofen (star), and ninesulide (triangle).
Respohof arg. RS eRsh i btV
o pan &b EE Shhep n Bl Carkiry R1iing BBAEEA it naproren
(cirglg) @aYaprnti (squase)<H BABroK¢rkgRYapantin bombitetionoA168dixey dose ratio) (star)
f i ' [ Lrcle) e [, n
o0 eI SlTE Tolclale A6 M dgse B iR bt are
expressedray % Pladder velumesapasitp versusdusa valtesibaddierinfusibal vith saline).

capacity versus basal values (bladder infusion with
saly . 1 ' han L bl adder .

. cap[gg’lgﬁ y %lgl Pél\],rmmﬁégg%apé%?ﬁ n@%@de\g\ﬁ “gﬁa%%‘)?g}% tratment vith naproxen

(cirgjeo ggbapentin (wyaz) ©F raproyepgabspantinalombiratiom (L:00Mifxad idose ratio)

1. [ 0s6..ratio tar and theoretica
), e OSP4l e b, R e leepepss o (ringio)
Resulsst ae ¢xprésaiiydsedh bldddandlinacapacigxprsas badl wduckqBlhdRe fffusion with
S‘aﬁr}v\%s)lune capacity versus basal val ues (bl adder infusion
th saline). [0102] Fig. 3 shows change in bl adder
capacity following treatnent with naproxen (circle),
galj@i®éht iFig.( Sqshowey changapinosRAdgabaacitt | PIERHR Maktieht with

.1: 10 fixed dose ratio) .(star). nd theoretical
Rurtigrofed 19 O RP et e Kt gpbepapcarapsion 41100 fixed
dosedgitia) (dtar) angtkgoretiRals iddisveatigve BXRNASS gll%nggin%@eb&g@%bonse data
adder i nfusion

trivqlung CFgaC|t ver.sus gﬁsal val ues (b
(riagle), Resif g cxPrsated;as b Blacer siolimme emeigevarsvs Basalrakues (bladder
infui@pwith kalinkp! | owi ng treatnment with naproxen (circle),

gabapentin (square) or naproxen: gabapentin conbination
) and t heoreti cal

(1; fixed _dose ratio) (star) ] ]
adﬁﬁgﬂv e_)lgb‘% B\sBows Fhanes insbladden fapasityfpllowiag dreatmepbwiske nimesulide
(circlé\tgabdpenlirB@ghaed). or RABLULide: @ibSpenBX BSRSISA n d:g;’{?xlé{i] ?ﬁsg?%tir?) (star).

u&glune capaci ty versus basal values (b
Resuffs pis expressed s “aflnddso salome sameibCrssbos vdadsablddg4nfusion with

salinf0104] Fig. 5 shows change in bl adder capacity
follow ng treatnent with naproxen (circle),
gﬁ%@ggntin gsquare) or naproxen: gabapentin conbi nation
( 108081+ i Kigy” g shapgeoin blagdder oppacity doltowdrg tredtmant with nimesulide

(circlgﬁ %ab&féﬁt_i& lé%c‘\(lgl;e? ?dk %@g“ﬁge"%bgﬂéé‘% %@ét%ﬁgrz ( &ffg ﬁg%g gdrose ratio)

ata (trian Results a
(starly o s g sxprespeds @ Ja lasidem volume (wepacithy | vckie rbasal fvakie ibladder

mﬁmmmgﬁﬂﬁﬁh&ﬁg). [0105] Fig. 6 shows change in bl adder
capacity following treatnment with naproxen (circle),

gabapentin (square) or naproxen:gabapentin conbination
(1949p tFigeld showa chamgt i bladder eapyeityrfallawieg treatinead with diclofenac

. ddi.t.i . : . ' ose:.I on .
il U 08 4 UG L0 BB RIS BEEE S o
(Star)\@lduﬁhEOrG@ﬂ?h@ﬁdlﬁVW supgscdbadad framusisglé hoacleporisafdagi @Aangle).
Result¥! aﬁ-@exﬁ&gédna%)% bladder volume capacity versus basal values (bladder infusion with

saline).

[0110] Fig. 11 shows change in bladder capacity following treatment with
flurbiprofen (circle), gabapentin (square) or flurbiprofen:gabapentin combination (1:10 fixed

dose ratio) (star) and theoretical additive curve calculated from single dose-response data



[0106] Fig. 7 shows change in bl adder capacity
followng treatnent with flurbiprofen (circle),
gabapentin (square) or flurbiprofen: gabapentin
worzhisnvatspoon (1: 100 fi xed dose ratio) (star)pcEmeb2007/011313
theoretical additive curve2gal culated from single
dose-response data (triangle). Results are expressed
. as, % 3PN VoRlLSpRafAtersR| U488 values (bladder
(riaf S S e o BLeUR R Btk VRl B e840 valnes ¢
infusibawith salinepl adder capacity following treatnment with
nimesulide (circle), gabapentin (square) or
ni | 48, @0 ' 1R | flldwie defRER with sulindac
r am?* (??%?I)Q.ﬁgﬁgghﬁggqug exﬁ?@gg’éd' as l%%bl adder
(circlg)] gabapantip dsjuery) oesuindackgabapientim tanekingtionddd 8fixed foss ratip) (star).
ith saline). 8] Fig. Shendan ) Q808 Fusion with
Resilly st pitgPerae S R0 ol sapechl ¥ R GE1ue (BB fusion wi
salifeli rcl e), gabapentin (square) or nimesulide: gabapentin
conmbi nation (1:10 fixed dose ratio) (star). Results
ar ressed,as % bl adder. v Lt MINEISUS ith
Ao EiEe ' Eede PR iny Boi, ERRBEY; KUKGIop Sogent v
ﬂurﬁbx@fenl(eiraé‘lp}gﬁ?ﬁapﬁtﬁh}:}@?ﬁaﬁe)bdrdﬂm_ﬁprwmegﬁﬁ shmbinatien (1:26 fixed
treat nen t I.cl.of enac cir abapent.i y
dose EHARATD APt cersyrein b A SRR DRl e fogponse data
(triah&1¥ IR QR are Axpreised (aS Y bladdérdroluineocaphdityaversud diasal welues (bladder
. _curve, cal cul ated from single dose-response data
infugien WHR&EF): Results are expressed as % bl adder vol une
capacity versus basal values (bl adder infusion with
saljprs). HQ119] shoiwg. cHahgs hinwsladtiengapatity bfotioetig treatment with

ﬂuﬂggggg: (tél}/cli)glglﬂg?\é\"é{}% é&f@é@?@é’? ; rf]en:gfak)gpre%{ig rcg}tn%ﬂxation (1:80 fixed
dosel FHbP R EA HERRABANIddRive Cstidvenadldulited EohD sipieedbse-dapense data
_rati Sll?( (star) and theco)retl cal additive curveb al val ladd
(trianglpde R esplitiare espressed gp &0 Blsdder ve Aty Yery basal values (bladder
infus QPR éARSY PCT/ EP2007/ 011313 25 (triangle). Results
are expressed as % bl adder vol une capacity versus
basal val ues (bl adder. infusion with sali .. [01111 .
Fi 114 Figwdd cihangechanes| igd B'é‘adeéaﬁaé’éf“‘% t?’ﬁ%'ﬂﬁ‘%n Fl{@a]imem with
; | hi 8glake) dr AurbipRYen: HaNtoibinsipaa1a) fixed
ﬂ“’gé‘?ﬁ%h%?\gpgg%%genu n. _gonbi nat)i oerr11 ;(ﬂﬁéh?o fixed dosz(Il e
doser ratip)ofstar e Pheoretiea) Addifivarqurvex galailaledy fram ingle Aogesfesponse data
iaydihY i % AReRE bhdil VAL bladd
(mmyﬁq %)h%es?gll?s:)%g)e%y ri%%%] /%P%?c@igxglkﬁdg\%pécﬁgnge in bl addeg adcer
infust@pwith safiné)ol | owi ng treatnment with  fl urbi profen
(circle), gabapentin (square) or

fl urhy Pig@abapentin conbination (1:26 fixed dose
rati and theoretical additive curve
cal cul ated from singl e dose-response dat a . .
Example 1. Cystometry in Anesthetized Rats With Acetic Acid Bladder

Infusion

[0115) Animal Preparation. Female rats (225-250 g body weight) were anesthetized
with urethane (1.25 g/kg s.c.) and a catheter (PE-50, 0.58 mm L.D. x 0.96 mm 0.D.) was
inserted into the jugular vein for intravenous drug administration. A midline lower abdominal

incision was made and a second PE-50 catheter was inserted into the bladder dome for bladder

filling and pressure recording, and the incision was sutured.



(triangle). Results are expressed as % bl adder vol une

capacity versus basal values (bladder infusion with

saline). 101131 Fig. 14 shows change in bl adder

wopeamsiotsed ol l owi ng treatnment with fl urbi praicamep2007/011313

(circle), gabapentin (squapge) or

f1urbi prof en: gabapentin conbination (1:80 fixed dose

r at r &k .

cal (05161 < Rfubs BFfeed REREES i ANSAIDY Boh P 58 and pappenin o
pregubslin alsnaﬁve= é%bf@bm aem%lttlvaddmﬁremhsmotbaqﬂa(ﬂxffyrent dose ratio

/ I | u bI 3 der inf 0 th sa
confGififls P RATES ahF Rabatrie e pressbein E-Yapaerfyed S single, non.

cunfuddtivewtminidtiaded.nent with flurbiprofen (circle),

pregaballn (square) or flurbiprofen:pregabalin

orﬁ?t I BR (ﬂ’ 10 {I xed \;i(?se y tl inisiration: si S?pgntm naproxen

IC ..'

(sodjmaaartpsmd rmtoﬁaetca(sodmm ﬂﬂtglvﬁ)'e dl@&ﬁ\kﬂdt if disti}le@%Mters SNinesulide,

bl adder ,vol une capagity us basal . val
ﬂ“f?%f‘)fﬂb i SO PERT i ved g igdfled BRIR PR g @5% viv) and
Twé BOGBBLV/Y). IDbshfes WeheadrfiiiteRRALY iMletttbnAR AtvofanCdfd ml per kg body
Bl adder I'nfusion 10115) Aninmal Preparation. Female
weighty s (225-250 g body wei ght) were anestheti zed W|th
urethane (1.25 g/kg s.c.) and a catheter (PE-50, 0.58
Exp6fiénth).de¥ight. 96 nm O. D.) was inserted into the jugular
vei n for | ntravenous drug admi ni strati on. A m' dline

bd m i nci st on
Br Bhas Sitie ot SoRimpy MERES SLABEe ShhG5o Bimin by mean of a
penkthlad @einp vid the bRPderllifg e/BdErcrof @mﬁﬁm&qo oﬁﬁfh 4 BReline of bladder
i.nci_sion sutured. WO 2008/ 077599 PCTI EP2007/011313
activiy. Tgn By '6518815 BUBP was siepRedapd thedladder wWastampsiedafyegdual fluid by
capxﬁlu‘@:? &id the mf@m@ﬂ catiitferd 20RP @1 prdcQure, Qgﬁg@%llhﬁcﬁkoﬁ)&%o&ﬁm was

6-8) follow ng a cumul ati ve dose-response protoco
perfoxmerlin rerdasistarminiethe SWRBIPAYIABISPATMANSA] Ugdcaan d/olume capacity

(Bveygm&wrmo%mea&@ |vd &aﬁwﬁmﬁ&evkﬁpgﬁ
singl e, non-"cunul ati've adm ni stration 7] Drug
Pre arati on and Vol une of Adm ni stration. Gaba entin,

18%ken b) ( sHpremdscs 025 %aseticircid @ﬁrletmcm(ssb@ﬁ o ipfiised into the
bladH@raQ thed S50 YIEH faft ﬁi)' ﬁahéel ﬁgddé@'irgﬁartmﬁ\" Kﬁe:‘fu q'gnutes ?ﬁ' acgnc acid

| ur bi profen and sul I ndac were di ssol ve I st
mfuam, Srvediste mieptions VBivE magde 9 20 minuimigtervajse diheis the(i8fitsion \p)lmp was

stop@ﬂiﬁg ‘g%ﬁﬁ%&&g ggglagdg%?ﬁg]%%fggicﬁsg%#g{bg&ﬁ% ?’g‘é/n l%lccyrggd as reported

before (BVC and MP VALUES AFTER IRRITATION).

"‘O

[0120] c¢) Subsequently, a single dose of gabapentin, pregabalin or NSAID was
administered intravenously and after 20 min the infusion pump was stopped, the bladder was
emptied and a single filling cystometrogram was obtained as reported before (BVC and MP
VALUES AFTER TREATMENT). This procedure was repeated for three times in order to

follow a cumulative dose-response protocol.

[0121]  For the combination of gabapentin + NSAID and pregabalin + NSAID only

one single intravenous administration/rat was made under the same conditions.



[0118] a) Saline was continuously infused at a rate of

0.055 mM/mn by nean of a peristaltic punp via the

bl adder-filling catheter for 60 mnutes to obtain a

wo2edsiomseof bl adder activity. Then the inf usdiorr2p/eD1313

was stopped and the bl adder7 was enptied of residual

fluid by capillarity via the infusion catheter. After
Dath Ainglygisocedure, a single filling cystonetrogram was

performed in order to determ ne the two urodynam c

par ers., pl adder  vol une capacity. (BVO and o

BT BY Cioctebiare, 5 ) V11506 Ul O BUBhGAno/pY gty acetc acid
infus€4l th9%the BladddrtREdBdrfi %o indubb LR CBhkActidsd RIS by Rlicthftion. MP
. Saline was infused into the bladder at the sane flow
is defaped asdhe maxige! Bigwrsical pressuremm hig) detemringhbytheisortsaction of the
detr@§d?ldufin@miduritidaf Usi on, 3 vehicle injections were made

at 20 mnute intervals. Then the infusion punp was

the bl adder was enptied and a single filling

t d,
oy dDERRL - Only 27 s Shastes acpadociion inepladen grpapie batweqEsts and 90%
atePRL VR b WETERiLER TATI ON). [0120) c)

Subsequently, a single dose of gabapentin, pregabalin
or NSAID was adm njstered intravenously and after 20
mi A0}24E i Ghangeoin Yardder Gapacith fopprsh, animal Visre extwessodias % bladder

voldiidap&iyaRdbARaiSiAlfk Enflitibh) R &Y RlcR tifl\l/glﬂ.[: @Eﬁ%%és Bj__eﬁiéﬁameasure

obt ai ned as reported before (BVC an

of effrRpyERaVErY famsiraterettubasabuealue).e Rata &amf expetimense in which each
drug WASRInki 's@fe%%&oin%q’ﬁr)% ﬁkl &Wt&%ﬁﬁ% fm:érgt??ag g%%%;%f]a@&ﬁ§§effects for

rot ocol . e Co | oNn O
eachN§aedratindeqmbinptionl | The- chlSia®d oalditive orueves iwag | then compared to the

' dm ni st raty,on/ Was de under the sane,...
cxoi Y SRR RS BURTAKE 3585 SAHE S0 Rasiv
effedtlrbgr! oé;mpaﬁ?g)mauiag;&lﬁve dded, iergg EDap fdrhke healf)wﬁja glf Hlabldeﬁfcapacity to

| saline or diluyte.acetjc i.d) .Anfused in the
basel vl b e S ooy e AEr A B Rer o ierureismand Sose-cfiec
datafapillisye 878y (2000} Okdpiiagi® HMPCRCSPE&] Bo&iRAsn Fihe nmaxi nal

i ntravesi cal pressure (mm Hg) determ ned by the
ResIQN! raction of the detrusor during mcturition.

—-—‘[—'51231 Only rats that showed a reduction in bl adder

capacity between 50% and 90% after acetic acid
i nfu25jon Resuls an¢ giver adTablé3 112 M6landi Riggess 1 A1 5bIafiision of the bladder

..capaci ty. f.or ,each.ani I re essed as." % bl adder, . .
with SRR g e S R ERp R PR TR s Gymaihe i extiived
synei'ghs%li_ce(a.%e superadiitivel) nifdﬁvdtw\laﬁ ir}tﬁ@ﬁip@&hm&gd&e\l/ol%f capacity in this

. efficac recover romirritation to basal val ue).
am"’ﬁg‘f‘ﬁ&?l‘%?ée ﬂg?glﬂéqﬁ's in which each drug was

adm ni stered al one were utilized to cal cul ate
t @026t | The basal WIS valhesa@diing vatinefidfasién) reSlted §AGHe normal range,

i xed-rati,o ¢ inatjqn, The cal.cul ated additive curve
(ZO-Mmﬁé ﬁné afﬁf%?;g d{]}?eom?tﬁgm with acetic acid generally induced an increase of
MP that recovered to basal values after treatment with gabapentin, pregabalin or anti-

inflammatory drugs (data not shown).
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Single drugs were administered in a cumulative way.

Table 2

% Bladder Volume Capacity (vs basal) + S.E.

Compound

Dose (m

) i.v.

2nd
adm.

lst
adm.

3I'd
adm.

Vehicle

3242 | 3143

36+4

0.1 0.3

1.0

10

30 60

100

300

Naproxen

29+8

36+8

41+7 | 48+11

60+12

Gabapentin

27+4 | 51*15

55+9

82+12

3+10

10+30

Naproxen:
Gabapentin
Combo (1:3)

47+6 | Additive

effect

7246

Synergism assumption

Single drugs were administered in a cumulative way. The combination doses were single

administrations.




Conpound Dose (ng/kg) is.
Vehi cl e 322 313 364 0.

1st 2nd 3rd

adm adm adm
10.31.03 10 30 60 100 300

Naproxen 298 368 417 4811 6012 CGabapentin 274 5115 559

Wwokdos/n3rsdd 10+30 Napr oxen:
Syner gi sm assunpti on

drugs were admnistered in a cunul ative way. The

combi nati on doses were si npilde 3admni ni strati ons.

WO

2008/ 077599 PCT/ EP20071011313 29 Table 3 % Bl adder

Vol une Capaci %yBladdedbVslahe CdpaSityF(vs basulpesmls Dose m)
Vehi cl e 322 313 364

i.v. 1st 2nd 3rd

adm adm adm

476 Additive eff esd/Ep6o7/011313
Gabapentin Conbo (1:3) Single

0.1 &) 3 1.0 3 10 30 60 100 OO oxen 298 36+8 417
Compginds; 1o _capapentri-n—a74—5D88 d¥s 1439 3430
10+100| Nagr oxe2™® 4113?8316 12 21 dyner gil sm (pkO. 01)
Gabapeptadm. Coatim( 3: 4dip. |Si ngl e drugs wer¢ adm i sterjed
inac | at) The conbf natidn dosés werp sindgle
Vehiglgni ni Jﬁgg?i oﬁE".:éNE 2Bt 4 % Bl hdder |Vol umg Capafpity (jvs
basal )| S.E.
0.1 0.3 1.0 3 10 30 60 100 300
Naproxen 29+8 | 368 | 41+7 | 48+11 | 60£12
Gabapentin 27+4 | 5115 | 55+9 | 82+12
1+10 | 3+30 |10+100
Naproxen: 51+11 | 8316 | 124421 Synergism (p<0.01)
Gabapentin
Combo(1:10)

Single drugs were administered in a cumulative way. The combination doses were single

administrations.
Table 4
% Bladder Volume Capacity (vs basal) + S.E.
Compounds Dose (mg/kg) i.v.
lst 2nd 3rd
adm. | adm. | adm.
Vehicle 322 | 31+3 | 3644
0.1 0.3 1.0 3 10 30 60 100 300
Naproxen 29+8 | 36+8 | 41+£7 | 48+11 | 6012
Gabapentin 2744 [ 5115 | 5549 | 82+12
1+30
Naproxen: 73+17 Synergism assumption
Gabapentin
Combo
(1: 30)

Single drugs were administered in a cumulative way. The combination doses were single

administrations.




Conmpounds Dose mi.v. 1st 2nd 3rd adm adm adm

Vehicle 322 313 364 0.1 0.3 1.0 3 10 30 60 100 300
Napr oxen 298 368 417 4811 6012 Gabapentin 27+4 5115
7317 Syner gi Sm ass (PUITEPRIV7/011313

w02008817299 1+30 Napr oxen:
Gabapentin Conbo

doses were single adm ni st (Tableds.

(1: 30)

3 ngl e drugs were
adm nistered in a cunul ati ve way. The conbi nati on

PCT/ EP2007/ 011313 30 Table 5 % Bl adder Vol une

Capacity (vs YaBdidder Solime Capguity fessbdsaly e S.BY/ kg)

WD 2008/ 077599

is

1st 2nd 3rd adm adm adm__ Vehicle 322 313 364 0.1
C 49 3 10 30 60 100 300 I 0 . 298 368 417 4811
Oll%)aoilg %'Uai,;‘cll T —27¢ 5]&1'_ 5\.'_)1'37 4 ng@ : Bpr-oxen—7310
syner gijsni*assudpt i pn3@cabapenti n Copbo ([1: 60[Si ngl £
drugs Weadm.adradm.st edexd in a ¢unulative viay. The
VehtRT0i nating j%% WBEE, i ngl e|] adm pi strdtions.
0.1 0.3 1.0 3 10 30 60 100 300
Naproxen 2948 | 3648 | 4147 | 48£11 | 60+12
Gabapentin 2744 | 51£15 | 55+9 | 82+12
1+60
Naproxen: 73+10 |Synergism assumption
Gabapentin
Combo
(1: 60)
Single drugs were administered in a cumulative way. The combination doses were single
administrations.
Table 6
% Bladder Volume Capacity (vs basal) + S.E.
Compounds Dose (mg/kg) i.v.
13! 2nd 3l'd
adm. | adm. | adm.
Vehicle 32£2 31+3 36%4
0.1 0.3 1.0 3 10 30 690 100 300 -
Naproxen 29+8 | 3648 | 41+7 | 4811 | 6012
Gabapentin 2744 | S51x15 | 5549 | 82+12
0.1+10 | 0.3+30 | 1+100
Naproxen: 27£5 | 57£10 | 7911 Synergism (p<0.01)
Gabapentin '
Combo
(1:100)

Single drugs were administered in a cumulative way.. The combination doses were single

administrations.




Tabl e 6 % Bl adder Vol une Capacity (vs basal)
Conpounds Dose (ng/kg)

:E S. E.
is. 1st 2nd 3.d adm adm adm

Vehicle 322 313 364 1 -F 0.1 03 1.0 3 10 30 60 100 300

Wepp@weTso®98 368 417 4811 6012 Gabapentin 27sciairkbo7hoS13
1 8212 0.1+10 0.3+30 1+1001 Naproxen: 275 5710
Gabapentin Conbo 1:100 Si

Syner gi sm ( p<0.01)

drugs were adm nistered i nTgpeymul ati ve way. :

conbi nati on doses were single adm nistrations.

2008/ 077599 P@IBEaaeB%ﬂme’:’aamcﬁsl(anﬁkﬁ) £ 8%.Bl adder

VoI une Capacity (vs basal) S E

7911
ngl e

The

WO

Conpounds Dose m

14t 2nd 3rd rt adm m_ad Vehi cl e 322 313
Con})ﬂggngs 0—3—1 03 1030608 Mk . |, 1 orofen 4311
426 499 600| 72%12 (beapentl n|274 5115 5%9 8212
0. 03+3 | Cadht.1D adm3+H3Qdil yr bi pr pf en: 287 446 11723
)i <Q). E Congo
venicle"®" 91 S{9.6PF G, 3)| sEgpgpentt i Comhy
0.1 0.3 1.0 3 10 30 60 100 300
Flurbiprofen | 43£11 | 4246 | 49+9 | 62+10 | 73x12
Gabapentin 274 | 51£15 |55+9 |82+12
0.03+3 | 0.1+10 | 0.3+30
Flurbiprofen: | 28+7 | 4446 |117+23 Synergism (p<0.01)
Gabapentin
Combo
(1:100)
Single drugs were administered in a cumulative way. The combination doses were single
administrations.
Table 8
% Bladder Volume Capacity (vs basal) + S.E.
Compounds Dose (mg/kg) i.v.
lst 2nd 3rd
adm. | adm. | adm.
Vehicle 32+2 | 3143 | 3644
0.1 0.3 1.0 3 10 30 60 100 | 300
Nimesulide 38+10 | 3612 | 37+7 | 47+15
Gabapentin 2744 | 51%15 | 5549 | 82+12
10430
Nimesulide: | 64+11 Synergism assumption
Gabapentin
Combo (1:3)

Single drugs were administered in a cumulative way. The combination doses were single

administrations.




1(1:100) 1 Single drugs were admnistered in a
cunul ati ve way. The conbi nati on doses were single

adm ni strati ons.

weedsp789E. Conpounds Dose (ng/kg)

adm adm adm Vehicle 3222313 364 0.1 0.3 1.0 3 10

i X.

Tabl e 8 % Bl adder Vol ume Capacity (vs

1st stnekrdood/o11313

30 60 100 300 N nesulide 3810 3612 37+7 4715 Gaba

entin 274 5115 559 8212 1g@4pf oNi nesul i de:
Syner gi sm assunpti on _ _
drugs were adej, Bisddef Yolumk Capdéity (AlHavg

conbi nati on doses were single

adm ni st

?

6411
Gabapentin Conbo (1:3) Single

wayg, The

at1 ons.

WO

2008/ 077599

PCT/ EP20077 011313

S2

rabl e 9 9% Bradder

Com‘?gfﬂulﬂﬁe Qapac t : (\'IS b _s m Yhrunds Dos mi.yv
1st 2ng 3IF'd | agth |adg¥ ddm ehicle 322313 364 0.1
0.3 1.0 aand.0) 3@n0 a&K. 300 Ninesulf de 3810 3612 377
v h.47+15 363 aBe Nt N 274 5115 5598212 | I+10[3+30t0+100
ehigfenesul i &2 pg1Hs 7138648424 Syner gi sm (p<0. 01)
Gabapentin
0.1 0.3 1.0 3 10 30 60 100 300
Nimesulide 38+10 | 36%12 | 37+7 | 47£15
Gabapentin 27+4 | 5115 | 5549 | 82+12
1+10 | 3+30 |10+100
Nimesulide: | 69+10 | 73+8 |134+24 Synergism (p<0.01)
Gabapentin
Combo
(1:10)
Single drugs were administered in a cumulative way. The combination doses were single
administrations.
Table 10
% Bladder Volume Capacity (vs basal) + S.E.
Compounds Dose (mg/kg) i.v.
lst 2nd 3l'd
adm. | adm. | adm.
Vehicle 32+2 | 31+3 | 3644
0.1 0.3 1.0 3 10 30 60 100 300
Diclofenac 41+10 | 63+13 | 82+15
Gabapentin 27+4 | 51%15 | 5549 | 82+12
0.1+1 | 0.3+3 | 1+10
Diclofenac:
Gabapentin 38+£8 | 50+10 | 77«12 Synergism (P<0.01)
Combo
(1:10)

Single drugs were administered in a cumulative way. The combination doses were single

administrations.




Combo (1:10) Single drugs were admnistered in a
cunul ati ve way. The conbi nati on doses were single
Tabl e 10 % Bl adder Vol une Capacity

adm ni strati ons.
Vo0d3a33hY

3rd adm adm adm

S. E

Conmpounds Dose (ng/kg)
Vehi cB® 322 31+3 36+4 0.1 0.3 1.0

i . VPCT/EF20(21081313

3 10 30 60 100 300 Diclofenac 41+10 6313 8215
Gabapentin 274 51+15 559 &hg 110- 1+1 0.3+3 1+10

Di cl of enac: Gabapentin 388 50+10 7712 Synergi sm

(P<0.01) ConYoBladdagyolugieapacity (v§dasedy £SFdni ni st er ed

in a cunul ati ve way. The conbi nati on doses were single
CofifbuddsST [at 1 ons. WO 2008107 73§, (’Wﬁ_uﬁp\udu 33

’CI’:gb € J.é 76 pica ((jeindi\(/(i)gw uilp;:l(..lz Y ; S ddb I{j S 5

npounds e 1] .1 1s nr adm [adm &gdm

T e P S P b o 20 000 hoo s

5115 coglg kb 1o 037 (o1 o1 3,5 10 130 | 60 “| 100 | 300
Flurbiprofen | 43411 | 42%6 | 499" | 62£1- [[73512
Gabapentin 2744 | 51£15 | 5549 | 82+12

0.1+1 | 0.3+3 | 1+10 | 3+30

Flurbiprofen: 466 | 7012 | 74+14 | 92+16 Synergism (p<0.01)
Gabapentin
Combo (1:10)

Single drugs were administered in a cumulative way. The combination doses were single

administrations.
Table 12
% Bladder Volume Capacity (vs basal) + S.E.
lst 2lld 3!’(’
adm. | adm. | adm.
Vehicle 3242 | 313 | 3644
0.1 0.3 1.0 3 10 30 60 100 300
Sulindac 27+£5 | 39+11 | 3448 | 38+4 | 5448
Gabapentin 27+4 [51£15 [55+9 |82+12
1+10 | 3+30 |10+100
Sulindac:
Gabapentin
Combo 41£7 | 69+10 {11619 Synergism (p<0.05)
(1:10)

Single drugs were administered in a cumulative way. The combination doses were single

administrations.




Fl ur bi profen: 466 70+12 7414 9216 Synergi sm (p<0.01)
Gabapentin Conbo |:10 Single drugs were adm ni stered

in a cunul ative way. The conbi nati on doses were single
worznesioztseat i ons. Tabl e 12 % Bl adder Vol une QeqIap2007/011313

(vs basal)S.E. 1st 2nd 3rd4adm adm adm Vehicle
322 313 364 0.1 0.3 1.0 3 10 30 60 100 300 Sulindac
275 3911 348 384 548 Gabapkablé 18 274 5115 559 8212

1630 Syer qr Snaatt BoRSie CAmpe B bt §80e vere

admnistered in a cunul ati ve way. The corrbl nation
doses were single admnistrations. WD 2008/ 077599

Capaci t bagal ) 1" adm 2pd 3rd adm| adm

PCT/ EPZGD{({{&)HB?} 4 _lable 13 Po Bl adder VYol ung
Vehiclp 322 J1389%8, r?%mn 31,03 10130 60 1001300

Vehitleur bi pr;n‘hién 43143 423B6499| 6210 {7312 Gabapg¢ntin [27+4
5115 85K+9 8212 0.18+3.3 39+10 1. 17+30 3.5+9

Flurbiprefen:) o3 1.0 3 10 | 30 | 60 | 100 | 300
Flurbiprofen | 43+11 4246 4949 | 62+10 { 7312
Gabapentin 27+4 | 5115 | 5549 | 82+12

0.13+3.3/0.39+101.17+30 | 3.5+90

Flurbiprofen:

Gabapentin .
P 45+5 | 549 | 80+14 {11718 Synergism (p<0.05)

(1:26)

Single drugs were administered in a cumulative way. The combination doses were single

administrations.

Table 14
% Bladder Volume Capacity (vs basal) + S.E.

1" adm. | 2" adm. | 3" adm.

Vehicle 3242 3143 364

0.1 0.3 1.0 3 10 | 30 | 60 | 100 | 300
Flurbiprofen | 43+11 42+6 49+9 62+10 |73+12
Gabapentin 27+4 | 51£15[55+9 | 82+12

0.058+4.63 | 0.115+9.25 1 0.23+18.5| 0.46+37

Flurbiprofen:
Gabapentin .
Comlfo 47+8 66+10 91£10 | 118+25 Synergism (p<0.05)

(1:80)

Single drugs were administered in a cumulative way. The combination doses were single

administrations.




Conbo 1(1:26) 1 Single drugs were adm nistered in a
curmul ati ve way. The conbi nati on doses were single
WOnesiozIspat i ons.
(vs basal) S.E. ft adm 3»wd adm 3rd adm Vehicle
322 313 364 0.1 0.3 1.0 3 10 30 60 100 300

Fl urbi profen 4311 426 499 6210 7312 Gabapentin
274,51: 05155918212 0.058+4.63 0.115+9.25 0.23+18.5
0. 46*37 Fl ur bi profen:
Syner gi sm ( p<sf). 0 : 8Q S| ngle drugs were
adni ni st er ed%ﬁébeﬂ&‘ﬂgﬂe&épﬁﬁb ("ﬁ'h%sa&)d‘h‘grﬁﬁat i on

doses were single admnistrations. WO 2008/ 077599

Tabl e 14 % Bl adder Vol une QGuqram200y/011313

GaliapRrtisi n 478 6610 9110 11825

PCT/ EPZOQJ/ 011343 %5.1 Tabl e 15 % Bljadder [ Vol unfe
Capaci tg vy basall) “ k B.E [1st 2nd 3rd|adm [adm
aem—VeRAR: d a0m- djadmel o1 0 1 g 3 1 p 3 10 30 64

Vehid®0 30032£L yr bi4d of 33344811 426 49916210 312
Pregabalin 316 356 528 10 3+3 1+10/3+30 Fl urbilpr of en:
Pregablal .0 6212 8313.6.0B9 $yrler gj s 3<0] 0% | 100 | 300

Flurbiprofen | 4311 | 4246 | 49+9 | 62+10 | 73£12

Pregabalin 31£6 | 35+6 52+8

0.3+3 | 1+10 | 3+30

Flurbiprofen:

Pregabalin .

Co flbo 62+10 | 88+12 | 1089 Synergism (p<0.05)

(1:10)

Single drugs were administered in a cumulative way. The combination doses were single

administrations.
Table 16

EDyg of recovery of Bladder Volume Capacity to basal value

COMPOUND EDg (CL 95%) Ratio EDgo ANOVA
Additive/
EDgo
Experimental
Flurbiprofen 234  (nc-4.77)
Naproxen 44.7 (0.8-88.6)
Diclofenac 0.85 (0.80-0.90)
Nimesulide >>10
Sulindac >30
Gabapentin 112 (75-149)
Pregabalin 300.5 (n.c.-n.c.)
Naproxen + Gabapentin 1:10 : 8.15 P<0.01
Calculated Additive 1222 (79.9-154.5)
Experimental 15,0 (11.9-18.1)




Combo (1:10) Single drugs were adm nistered in a

cunul ati ve way. The conbi nati on doses were single

adm ni strations. Table 16 ED60 of recovery of Bl adder
WOI2008897B%paci ty to basal value COVPOUND EDHLT{EP2003894313
Rati o ED60 ANOVA AdditivepBé ED6e Experi nent al

Fl ur bi profen 2.34 nc-4.77) Na roxen 44.7 (0.8-88.6

Di cl ofenac 0.85 0.80-0.90 Ninesulide >>10 Sulindac
>30 Gaba entin 11) (75-149) Pregabalin 300.5
(n.c.-n.c.) Naproxen Tabiei$deomtinmed) 10 8. 15 P<0. 01

Cal cul ated Additive 122.2 (79.9-154.5) Experi nental

R

Vol une Capacity to basal value C(]VP(lJND ED6O0 (CL 95%

Rat | ‘i}p@K)‘/A ddi t er [ bﬁ
Nap Ircg;g\?ge+ bapenﬁ 6(:5@8%') P<0 X § bt eq ANOVA
Addi tive 120.8 (107. 9- 133. 7) Experi m=nt al .
(22.5-58.7) Flurbiprofen + Gabapentin 1E .“’85 P<(. 01
xperimental
Naproxen + Gabapentin 1:100 297 P<0.01
Calculated Additive 120.8 (107.9-133.7)
Experimental 40.6 (22.5-58.7)
Flurbiprofen + Gabapentin 1:10 7.85 P<0.01
Calculated Additive 204 (18.8-22.0)
Experimental 2.60 (0.22-5.00)
Flurbiprofen + Gabapentin 8.24 P<0.01
1:100 75.0 (61.9-88.1)
Calculated Additive 9.1 (nc-24.1)
Experimental
Diclofenac + Gabapentin 1:10 1.58 P<0.01
Calculated Additive 8.04 (7.93-8.15),
Experimental 5.08 (4.08-6.08)
Nimesulide + Gabapentin 1:10 11.3 P<0.01
Calculated Additive 124.4 (82.7-166.1)
Experimental 11.0 (1.2-21.0)
Sulindac + Gabapentin 1:10 5.86 P<0.05
Calculated Additive 1254 (92.8-157.3)
Experimental 214 (8.9-34.0)
Flurbiprofen + Gabapentin 1:26 3.33 P<0.05
Calculated Additive 31.6 (16.6-46.6)
Experimental 9.5 (1.9-17.0)
Flurbiprofen + Gabapentin 1:80 8.14 P<0.05
Calculated Additive 59.4 (28.2-90.6)
Experimental 73  (6.2-8.5)
Flurbiprofen + Pregabalin 1:10 7.55 P<0.05
ICzlalcul'atedtAlddmve 219 (7.4-363)
Xperimenta 2.9  (2.1-3.6)




Cal cul ated Additive 20.4 (18.8-22.0) Experinental 2.60

(0.22-5.00) Flurbiprofen + Gabapentin 8.24 P<0.01

1: 100 75.0 (61.9-88.1) Calculated Additive 9.1

VvoceBd4775)9 Experinental Diclofenac + Gabapemdmwero02011313

1.58 P<0.01 Calculated Adartive 8.04 (7.93-8.15).

Experinental 5.08 (4.08-6.08) Ninesulide + Gabapentin
CLAIMS 11.3 P<0.01 Calculated Additive 124.4

(82.7-166.1) Experimental 11.0 (1.2-21.0) Sulindac +

Gahapess icalciliml Ghdnn86 sibufit Qﬂ2dﬁﬂ%&hﬂ| Rk afde Al dhd itéBmERO of! urinary
tal 21.4 (8.9-34.0) Flurbiprofen

' 157.
mc‘g!‘“éﬂl?ﬁﬁ%ﬁﬂﬁgie% SBirinEsorma dovgs wrivary drapigliedonde pqmb;eanon with the

priod Jooficuri@t &';fb@t—@mﬁ?ﬁﬁ%dn"@ﬁh@ﬁ-s@roﬁ’daﬁ Qntﬁm}:lZmQ%to ﬁID)
FI ur bi profen + Gabapentin 1:80 8.14 P<0. 05 ate

Addi tive 59.4 (28.2-90.6) Experlmsntal 7.3 (6 2 8 5)

Fl f 0 P<0 .
2 10018 it Bl T OB S
carbpgyraethyitsasiabs 2 Ofirpe07/ 011313(1-8ﬂmoﬁhthM\®chhez@5ﬂmﬁtB§l) 4H-1,2,4-
oxaétfl?ié)‘f '5%105‘-2{‘-%&0%%&&5" crlé: eyl nexgaﬁ-ﬁ% rgzoéehZ?%éés-&l -aminomethyl-
1-caghoixymethply3, frdimethy Foptopentaienar {1 of3ogied- (ﬁa&ﬁfodﬁthyi-ﬂ-carboxymethyl-
bxcy%l%g)i Bﬁlt It%?es }%3§ l{;%e-%rfxﬁlr I Oté#-é- ﬁmg[ écf{?rgoxc acid, (3S,5R)- 3-amino-5-
methm&lleptamﬁd: aaiﬂa(m SR)B-t@iroNSAL Y 1-octano®Nadid, d(3515833hmino-5-methyl-

non. acco@ﬁl 3% 4% lgﬁ? ﬁ@ﬂg{pﬁh oxg-;)rolme or (25,4S)-4-(3-fluorobenzyl)-proline, or

a miRAEDEPLWORE Mvke tAieyE! o[ 3. 2. 0] hept ane,
3- (1- am nonet hyl - cycl ohexyl net hyl ) -4H 1, 2, 4-

. 3. An A2d ligand according to claim 1 which is gabapentin or pregabalin.

4. A non-steroidal anti-inflammatory drug (NSAID) for use in the treatment of urinary
incontinence in a subject suffering from a lower urinary tract disorder in combination with the

prior, concurrent or post-administration of an 0,8 calcium channel subunit (A2d) ligand.
5. An NSAID according to claim 4 which is a COX-inhibitor.

6. An NSAID according to claim 4 or claim 5 which is celecoxib, diclofenac, diflunisal,

flurbiprofen, naproxen, nimesulide or sulindac.

7. An 0,8 calcium channel subunit (A2d) ligand and a non-steroidal anti-inflammatory
drug (NSAID) for use concurrently or sequentially in the treatment of urinary incontinence in a

subject suffering from a lower urinary tract disorder.

8. An A2d ligand and NSAID according to claim 7 in which the A2d ligand is
(1 R,5R,GS)-6.-aminomethyl-6-carboxymethyl-bicyclo[3.2.0]heptane, 3-(1-aminomethyl-
cyclohexylmethyl)-4H-1,2,4-oxadiazol-5-one, 5-(1-aminomethyl-cyclohexylmethyl)-1H-
tetrazole, (38S,4S)-(1-aminomethyl-1-carboxymethyl-3,4-dimethyl-cyclopentane, (1o,30,50)-
(3-aminomethyl-3-carboxymethyl-bicyclo[3.2.0]heptane, (3S,5R)-3-aminomethyl-5-methyl-



oxadi azol - 5- one,
5- (1-am nonet hyl - cycl ohexyl net hyl )-1H-tetrazol e,
(3S,4S)- (| -am nonet hyl - 1
woansexyseet hyl - 3, 4- di met hyl - cycl opent ane, PCT/EP2007/011313
(la, 3(x, 5a) (3 -am nonet hyB8 3- car boxynet hyl -
bi cycl o[ 3 _]ahe pt ane,
oclIRE; &R},-(@Sém vafm@)ﬂﬁtmm@@@@n@Sélﬁd -ainino-5-methyl-octanoic
{,gg?%@( -g-aglrrﬁd;g n%tl#g%hg%oggteagncgr SC4@8%—?3-chlorophenoxy)-prolme or
(28(48B 45 Byflugrohenzyt)-1i5o kins, hlyai mixtora afiovocorasare thereof.
(2S, 4S) - 4- ( 3-chl or ophenoxy) - prol i ne or
(2S,4S)-4-(3-fluorobenzyl)-proline, or a mxture of
9. t WADA2dTigandtang ﬁ\lﬂ)ﬂflmaccdkﬂméwclhingaﬁdwﬁféﬁQlﬁdeJM]hgéhd is gabapentin
cl a{xg) 1 which is gabapentin or pregabalin. 4.
T PR er 0i dal anti-infl ammatory drug (NSAI D) for use
in the treatnent of urinary incontinence in a subject

suffering froma |ower urinary tract disorder in
10 corftht Add F 1gand\gnd ﬁ‘IStI’HQ acgoriigg to awhefiplgiest7 tg)9 in which the NSAID is a

CORQatibiagM ni strati on of an a2S cal ci um channel subunit
(A2d) ligand. 5. An NSAID according to claim4 which
Is a COX-inhibitor. 6. An NSAID according to claim4

11.0r &idﬁl?an\ﬁ‘%& NsAﬁDCa%L&ﬁﬁﬁEQ a?ﬂgfélé’fn% | ndhfv\'zhlf ItE%hISAID is

flur napr oxen Oor "su

celegoxib, dedquﬂm d;ﬂams@l fhgbiprofért, ngpaxtn, higaulitie an sulindac.
non-steroidal anti-inflammatory drug (NSAID) for use

. concurrently or sequentially in the treatnent of

12. ur Usarof mnaxg&tdammn echiafineh suSutb; €ARd)s Ughm | Ifditg tlfer Qfépﬁ'atlon of a
An A2d Jig

mdower %Ifgi% ct di.sor der.
CIHGERFRS RE 4 Sio0f, PR FRooRPE i AHEbIEGo cgaBdroms a lower
uringrly Ra&GRli%Her Gr ammmh Ryith-tRe Sredr s niRinbd pdai-satcihRiratiod-of a non-

steroh@aigg} g&l’g-p\f}@i mﬁlgh oxadi azol - 5- one,

5- (1 -am nonet hyl - cycl ohexyl met hyI )-I H tetrazole,

(3848% (1 -am nonet hyl - | - car boxynet hyl - 3, 4- di met hyl - cy
3. ¢l Hffeﬁ gngon-ﬁtprgldgb agé-)mﬂammatory rug (NSAID) for the preparation of a

medﬂ:gmélm 0P Bt ﬁégtm&tcﬁfmbﬁ’t'nepéec%o% 3;@5% 558%1@1%?& A3 a lower

(3S, SR) - 3-am nonet hyl met h
Wlnmﬁ%ldz;g@?v mjpgglbglatlgrg with ﬂ&myqoc caegugrent or post-administration of an a,8

hyl - hept d,

caleiht SRt Fol O R P a0 ¢ aci d

(3S, SR) 3 am no 5 rret hyl - nonanoi ¢ aci d,
4 3 h |

14. (2(25 %ﬁoé tof uoro X T‘%‘) bfg)'?lvﬁl"ﬁlg% %‘F A2 igamg, is GR-5R.65)-6-

ammbmlathp!% na:tb@(ytﬂwiy@bfc;cle[?; %@]h«ﬁ@ﬁlel i gqndnﬁi&ndﬂgfi\kﬁlohexylmethyl)-
in ch

an-1 RS S-n APy ceyclofo ety Bieazale. nga§ 45)-(1-

ammaﬁetayldn Wbdx@gx%giy%-g{tl cﬁinadhsnscyz Xg@m&a 2 nW@ld:ih %\@f{sm&}xethyl -3-
gl
Ca’b°é¥’B6Hh?ﬂ‘|C¢1) @ %HJ““'BF&“E:I al ﬁ3§ SKorbamigomathh-aetyhechaio  acid,

(3S,5R$-3 aﬁﬁﬁ&%ﬂ{yl-h%t%&é 361&0(38 @Rﬁis%mxﬁ@kamétﬁﬂfobéaﬂ&é? a6id; (38,5R)-

naproxen, ninesulide or sullndac.
3-amino-5-methyl-nonanoic acid, (28, 45)-4-(3-chlorophenoxy)-proline or (2S 4S)-4-(3-

fluorobenzyl)-proline, or a mixture of two or more thereof.

15.  Use according to claim 12 or claim 13 in which the A2d ligand is gabapentin or

pregabalin.
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for the preparation of a nedicanent for the treatnent
of urinary incontinence in a subject PEWjERRO0Y/O1DBIB - 17- 10 2008
lower .urinary tract disorder in conbination with the
prior, concurrent or post-admnistration of a non-
steroi dal anti-inflanmat e89-drug (NSAID) 13. Use of a
non- steroidal anti-inflamuatory dru NSAL D) for the

16. pr dJsa agrording torany of lamsddrie bt inpvich ﬁe AR is GO Xgnhibitor.

urinary incontinence in a subject suffering froma

lower urinary tract disorder in conbination with the
17. pr iUse aceordingto anytof slaimp £2 toaldnin ywhieh the NSAIBfis eglecqzib, diclofenac,
n nd. 14. Use
dlﬂlgg%gr ﬁ%la%g ﬁ# &ruhp%gﬂngspﬁﬁl)s‘r%lﬁfgal n -whi ch the A2d
ligand is (IR 5R, 6S)-6-
am nonet hyl - 6- car boxynet hyl - bi cycl o[ 3. 2. O]heptane
3- (1- am nonet hyl - cycl ohexyl net hyl ) -
4H 1, 2, 4- oxadi azol - 5- one,
5-(1-am nonet hyl -cycl ohexyl net hyl )-1H-tetrazol e,
(3S,4S)-(1- _
am nonet hyl - | - car boxynet hyl - 3, 4- di net hyl - cycl opent ane,
(1 a, 3a, 5a)-(3-am nonet hyl - 3- :
car boxynet hyl - bi cycl o[ 3. 2. 0] hept ane,
(38, 5R) - 3- am nonet hyl - 5- net hyl - oct anoi ¢ aci d,
" (3S, 5R) - 3- am no- 5- et hyl - hept anoi ¢ aci d,
(3S, 5R) - 3-ani no- 5- et hyl -oct anoi ¢ acid, (3S,5R)-
3-am.no- 5- net hyl - nonanoi ¢ aci d,
(2S, 4S) - 4- (3-chl or ophenoxy) - prollne or (2S,4S)-4- (3-
fl uorobenzyl)-proline, or a mxture of two-or nore
thereof. 15. Use according to claim12 or claim13 in
which the A2d |igand is gabapentin or pregabalin.
PCT/ EP 2007/011 313 - 17-10-2008 -39 16. Use .
according to any of clainms 12 to 15 in which the NSAID
s a COX-inhibitor. 17. Use according to any of clains
12 to 16 in which the NSAID is cel ecoxi b, diclofenac,
di fl uni sal, fl urbiprofen, naproxen, ninesulide or
sul i ndac. AMENDED SHEET
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