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Derecho de la Compelenclya, Propledad
Optimum Industrial y Gomercio Exterior
S e, mlrmgiaﬁutaﬂammuml
DIVISION DE NUEVAS CREACIONES e BL051721- -owzo000
Superintendencia de Industria y Comerclo e i .“.'". v e
E. 8. D.
Referenvia + Expediente N* 06 51721
Asunto t Remisién de informaclin a ka solicimd de patente de
Lirvenicitn ttulsda “ENOXAPARINA PARA EL
TRATAMIENTO DEL CANCER"™
Solicitante + AVENTIS PHARMA S.A.

Publicada en Ia Gaceta de I Propledad Indistriz]
N° 607 del 31 de agosto de 2009

Yo, CIELD ANGELA PENA ROPDRIGUEZ, sbogeds en elercicio, identificada como
aparece al pte de s firma, con tarjem profestonal No. 82704 del Conscio Supertor de
la Judicatura, en mi condicion de opoderada de la sociedsd GYNOPHARM S.A.
conformeda bajo las teyes de I Repiiblica de Colombia v domicilisda en la ciudad de
Bareanaquillz, Colombia, stentamente menifiesto que estando denmo del wrmino de ley
v por orden expresa de mi represenmde, presento remision de informacion 3 la
conwesidn del registro de la Parente Jdo Invencion titnlmds “ENOXAPARINA PARA
EL TRATAMIENTO DEL CANCER " cuyo dtular es AVENTIS PHARMA S.A.., y
Pido a Usted declarar fundeda exta remiston de informacion y en consevuenca negar ¢l
rcgimodr:lapatmtcmlldmda._
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Derecho de la Competencia, Propiedad
Optlmum Indusirial y Comerclo Exierior

1. INTERES PARA ACTUAR

Conforme o lo dbpuesto en el ardeulo 42 de In Declsidn 486 de 2000 de la
CAN, erzndo dentro del término estipuledo por la ley, manificsto ol legitmo interés
de htestre tepresentdr pama oponerse 2l registto de la patente de Iz referemia,
arendiendo 2 que Lz solichtud prerendids no cumple con los reguisites dispucseos en la
ley como se snaliron) mis adelante v de ser concodida afecinrin direcramente s
comercialbacion de algunos productos de mi representada, que contienen, en
particular enoxaparina. Por Io tanto, solicito respetuosamente 2 ese Despacho se steva
tener en cuenm la presente remision de informacion dentro del tramite admintstrative

que se surte en estz Supetinendencla.

2, FUNDAMENTOS DE HECHOS

21, La solicitud objeto de In presente fue presenmads ol 30 de mayo de 2006
reivindicando prioridad bajo la zolicitud EP20030293028 del 2003-1204; ¥ fue
publicads en Colombia, en la Gaceta de la Propicdad Iidustrisl N° 607 del 31 de
agosto de 2009, cuya publicacion internacional coresponde a la WO2005/053713
del 31/08/2009.

2.2.La solicitud colombiana 06 51721 objeto de I presente temislon de informacton,
se refiere al uso de ennmparina para mater s enfermodod ssocisda a
modulzcidn de o 2ctividad de la hepamnasa, excepto cando dicha enfermedad es
Licraens planoy en el que la sctividad de 1a heparanasa contribuye a ba patologiz v/o
sintoms de la enfetmedad, excepto cuando dicha enfermeded s urn enfermedad
autoinmune,
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Derecho do la Compelencia, Propledad
Optimum Industrial y Comercio Exiesior

2.3.En primere instancts, se debe advertir que algune reivindicaciones mmbién =
refleren o un wso ¥ a un método de ormmiento v no sélo & la composicién
farmacoldgics © a un métedo de fabricecidn mediante Iz aml 2 obtenga un
producto tangible v segin I legislecion, decision 486 de s Comunidad Anding de
Nactones, Articulo 14.- "Los Pafes Miembroy otogessin featentes peva Iz invenciones,
sean de prodacto ¢ de procedimients (2)%, los usos 0o estén contemplades como
patenmbles; v, Articulo 20 *No serdn patentables (..} ) s métodes berapéuticos o
guintigicos para el nutamiento humano ¢ animal, asdt como lo métodes de diagnistioo
aplicudos ¢ los seres humancs o g animals”, Solo serin patentables [os productos o
procedimientos. Por lo tanto # [uz de In notma, dichs materia referente al tso y a
un método de tratamiento no setia patentible,

2.4.Alora bien, con base en of articulo 14 de s Decisitn 486 de la CAN consagra lo
siguiente: "Los pafses miembros otogardn patentes perea las incenciones, sean de prodiscts o
procedipients, en todos bos compos de 1 tecnologla, sempre quee sean nuwrtes, teagon wicel
intentivo y sean susceptibdes de aplicacidn indwsprind”, Asi las cosus, las invenclones
objeto de patente deben ser nuevas y tener nivel inventivo. Blen, pues antes de la
fechs de prioridad de estr soliciud se encuentman los sigtiientes documentos que
afectn bo patentabilided de la presentm solicituds

s D1 US52003195461 publicada el 16 de ocrubre de 2003,

2.5.Ahom bien, ademas que la presente bejo la Notima colombing prevende un objeto
que no ¢ patehmble, ademiis s reflfere 2 una mareris que no ez novedosa.
Particularmente ¢l documento D1, revelr con anterioridad un métxdo para la
inhibicién de z adherencia de célula de un tumor ¥ una varicdad de dolor ¢
Inflamaciin que incliye al menos a un agente de adherencia de ctlula de antitumor
v mialdple dolor e inflamacion agentes inhibitorios ex la concentracion dilwida en
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un portador fetoldgico. Pardeularmente en ¢} panrafo 0107, DI revela gue el activo
inhibicton de bt adberencia de célula de un tumor os b enoxeparina. Asi las cosa,
como lo evidencia diche documento DI, ademis que Iz presente no comprende
aplicacion industrizl por referitse 2 un wso, la presenre solicitud tampoco es
novedoss pues lo revelado ya se encontraba en el estedo de ln réenicn.
2.6.En consecuencis y de acuerdo a lo descrito anteriormente, se deriva quie 1a solicitud
colombiang 06 51721 no puede pretender un monopolio por patente toda vez que
“ lo que premende no cumple con los dos de los trea requisitos necesarios para s
proteccitn,
2.7.Que por consigitente, respecto a 1a solicined pretendida se there quer

211

2.2

CARECE DE NOVEDAD: Segiin o decision 486 de Ia Comunidad Andina de
Naclones, Articulo 16. “Una imenddn se considomdt et cmmdo no estd
comypreredids en of estado de ln ebenica, B2 estado de b tdomicn canprendend todo I e
baya sido aceeddble ol pablics por una descripcidn escrita w0 oovml, stilipecidn,
comercializacitn o cualquler oto medio antes de la fecha de presentacion de la solicined
de peente o, en s eava, de la priovidad reconocida.”. A la fecha de prioridad, 4 de
dictembre de 2003 ya era conocido, pues como o demostrd, erz parte del are
anterior con base en ¢l documento DI, el wso de la enoxaparing como activo
pata la inhibicién de Is adherencia de c8lula de un nimor, sobre el cunl busea
pmwmendmpimlomivindkm

ARENCIA I LICACT . AL La Decisidn 486 de Iz CAN
Wmmmlélumim‘mmmmmmm
para las intencionet, stn de producto o procedimionta, en todos los compos de la
tecnologla, tempre que tean nuevas, tengan nivel fventico § seom susoeptibles de
aplicacitn industriol”. La pregente soliciud aarece de aplicacion Industrial v que
como t¢ demostrd anreriormente, algunas cliusulo reclaman el método
terapduthn ¥ oo no son aplicables industrizlmente porgque primeo no s
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obtiene un prodiucto o procesm ¥ segundo no e reprodudble o repetible a
excails industriz). Por 1o tanto, el objeto de la presente lovendon referido o [os
usos y métodos terupéuticos, no cumplen con el requisito de la eplicacién
industrial.

28, Dado lo antedor, o posible deductr que la solivitud y lo refvindicado no s
objeto de patentabilidad pues es contrario a lo que dictn la Decision 486 de Ia
Comunidad Andira de Naciones, Articulo 14, "Los Pafees Miombms ctosgantin
patentes pare las invenciones, sean de producto o de procedimisnte, en todos las campos de la
tecnologld, shempre gre sean nuctas, bngan nivel inventive ¥ sean ssoeptibles de aplicacion
éndustrial.”. La solicitud pretendida no cumple con dos de los tros requisitos de
patentabilidad.

29. Por todo lo anterior, stentmmente solicito a usted que se sirva declatar (undada
la presente remisidn de informacidn v en consecnencin negar el regismo a la
eolbchud de pursee doddada “ENOXAPARINA PARA EL TRATAMIENTO
DEL CANCER ", cuyo drular es AVENTIS PHARMA 8.A., solicinud Colombiana
que aparecid publicada en Iz Gaceta de la Propiedad Industrial N® 607 del 31 de
agasto de 2009,

7. PRUEBAS

De conformidad con o dispuesto por las normas vigentes, solictro a vsted tener
coma prucha en esr ssunto los sipulences:

e DI US2003195461 publicada cl 16 de octubre de 2003.
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4. FUNDAMENTO DE DERECHO

Fundamento este observacion en [1s normas legales siguientes
4.1. Numeral | del artculo 586 del Codipo de Comercio.

4.2. Artkulo 42 de In Dectstdn 486 de Iz Comisidn del Acuerdo de Carmgenae.

4.3, En las deméds normas concondantes.

5. ANEXOS
Para los efectos correspondientes anexo &) presente escrito los sigulentes documentos:
1. Poder para acthior en el presente.

2. Documento que ecredit sl representante legal de GYNOPHARM S.A.

3. Recibo de cuia del tespecrivo pago de msa.
4. Coptas de lot documentos:

D1: US2003195461 publicada el 16 de octubre de 2003.
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Optimum industrial y Comercio Exterior

6. NOTIFICACIONES

Para efecion de notificaciones que por disposicion del articulo 50 del Decreto
01 de 1984 debe lmcer su Despacho, informo que mi representada v [0 suscrita
recibirenos trottficaciones en fa Scerctaria de m1 Despacho o en mis oftcinas situadas
en [o Carrera 13 Ne 11995, Of. 104 de cata citudad de Bogotd.

Seitor Superintendente,

CIELO ANGELA PENA RODRIGUEZ

C.C. 51%940.252 do Bogotd
T.PA B2H01 delC8.dela],
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uac y consume humans y veterfowario. B} Lo bnvestiguation, desarrallo
y fahricaclon do toda clage de prodoctos o se tancian quimicaz, far-
maceuticaa y cogmeticag para wss ¥y constme hemano, avieal oy vegelal,

&y la corpra ¥y venta de tmetorias primas , Inosurmcs v progucios Inter-
rediaos pesuvdarioy para oo pracedos de fabricacion de Yestareciday
cralmicas, farmaccuticas y  soometicas, wag coom la cowrciralizacion
Interna ¥y uexterna da lon produs os rermivados, 4} lLa compra, voenla,
importacion, ewxpertacion y distribucion de tuda clase do ¢lementos
insLrumentales y equipos, medicns, quirurgleooz, odoatelaguens vy hoa-
pitalarica para la =alud humana y ammal. e) Actuar 2omo reprolof~
tante o sgente Jde personas nalurales y juridican nationales y ex-
tranjeras en la realizecion de operacionos o transacoionor ralacio-
nadas con la industria fummaceutica ¥y o czpeclal con cudiesquiera
de las actividades descyilitas on log lirterales ad, by, ) y d} uanins
transcritoa, f} Preatar loz sorvicios de asencrla vy rennultoria on
las areas adminlatrativa, de mercadas, anelis s coinlou, suistencla
tecnica, imvestigacion, costozs y produtcuon aexpoitacliones, importa-
¢lones, ventas, relacionadas oon lguslca o aimilares acrividades s
las que rongtituyen el ch etc dn GYNOPHAMM 2,A., 251 Cull, oz gn pu-
blicidad y promacicen de producing quiminns, couaretlong y furmacenti-
c¢ng rvara  u2e humand, animal o indeatcial. g Axgqulris, operar, wdmis-
niatrar y explotar, a cualquier Litulo,ewpresas o estshlecimicntos
dedieados a la  iftoveetliaacaon, detarealle, fabricaecing o oomerolballe
zaclan do productos quimlcox, farmaceutons, houpltalarleu o coomo-
ticopa, FEn desarrallo do zo abiote principal, la socicdad podra te-
mar irleres scelal come accionicbla, sowtio o fumdalsre de chproeads que
tengan igual o uslmllar <bhlietor cumprar, vend—t, !mportar y esportat
maquinarlac, insumcs v ropuestay rejuoridos cata ol deszarrollo de
sus  activ.dadesy tomar dinero «n prostamn, financiar ¥y garan-izar iac
aparacicnes  comerciales que  zolabro con Ltrrveron relatlvas a su ob-
jetor zelebrar ¥y ejeouiar Lagto tipo da acios y oontrateos necsaarlom
para deaarrcllar sua operacicesy qgirar, aceptat, ALArgar 4 profegtgr
todo tlpe de tltulos wvaiores o ‘aslrumcnios WaLcliabiss? COlfrat,
vender v constitutir gravamenes sobro bloenas mueelel ¢ inmoebles; e
glignar repredentantes o apcdurddou en el Paas oy oo ol exletiar oy, on
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silcn, les dera Tue le sean peoplar oy ra gaten alreibutdas a otro or-
dettre gerial oy Lanoepwe L rorrerpannan en o virtud de la ley, la gogie-
dad tendra un Gerente  demeral,  dtaen fiereera la adTin stracien v
represertacion legal  de 1a mocicdsd v tendra lag stguienters atribu-
slofes,  entre otras:  Ricpser Ja cepresentacion legal de la sociedad
o tados lag acton v osntratag e soorompilaran pere o deaarrolla
del  eobgete zeclal, e eenfornidad corn 1o previate on las leyea y en
lox  predenlor edrgtiuiol., Aprobar y oclebiar en norbre e e seviedad
Leoe a=te o cenliale Gaya Tuarlia uia iqual o infesicr al eqa.valen-
te e peans Tol-smbhianos o ainelenta milodslares ke Tna Bstadea Unl-
e e Amorioo {(1AETOL 00, a0, Tlguldedboor o la taga de cambics repro-
settaliva del  Forcans viomerbe ol fia en qun se stuthba a apropacion o
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Frra  obtoter la oaprebacion de 1 junta dircetivg, sualguierda que gea
13 cuahtia g la Pratzdotion: o Tas demas funcliones gue Lo corres-
[ ] r‘*ﬁl‘li I‘P_Il I LI

njenpl 7} Rk e A N+ femleniek



CRETLFTICAMY HAC IONAL
CAMARA DF COMPRC DI D HARSANQUILIA
FECHA: 030 18779 HoFA: 1%:4B:s

BRMEACTON: 0203410670205 FAGINAL 4
gwdkkhd b Ak b s d Rt kndomkbdad el bdd A a Rl et pad i bapbasbpidrrapssiqgldbdvar
pondarn  Jomo  representante  Legal por alspogicicn de la ley, de cstos
¢atatuter o ge la jurtA alrestiva, Bl Seeente Coneral tendra un 2u-
plente, designads par la  junta directiva, quicn la reemplazara con
tdentican  facultades @1 #ex faltan tempnralaes, abanintag o morgrente
accladeniales, din gue ded necesdric para «lly acreaitar la anzencla
del pPrinclpal === ne s e e e e e - e —

LERTI I OA

Oue sagin Acta Na, 15 dol 1B do Felrers do 2006 corraspotidiente &
la Asambleoa de Accltonlzlas en Hogoia, o [a sooiodad:
GYNOPHARN G B e A e e e
cuya parte pertinente go  Inseribid en ogta Cémara de Comercic, el
25 de Fobraro de 2008 balo el Mo, 13%,%19 dol libro recrective, tueron
hochos loz alquiontes nombramientos:

CTLASE: CEHTA JTRECTTVA

Principales
~+ Llcbat Posl Manuel SO R S S T PR (R
2. Zanalla Renerman lLoeopardo Ancgren S R e e RO, M
3. Munoz Marroquin Diago U Aabs s e RRAE, 2O
4, Montealeagre Gonzalrer Apdrez Leonardo IS L P L L

Surlenlen
. Agutela Polaez fwlys  Hernando QC rreesx1q, 037,98
2. Atsca Almanza Arleth Ayelina L rrrarel s 118,415
d. Fuenaranda Urbipa Adriana Fanla I AR P Y K
q. tovar Vasquez Bulh T w175, 7506

CERTITFTICA
gue  scgun AcLa No, I del M ode Jotubra de 003 esrrezpondicnies a
la Jurta Direvtiva an Matrtanquilia, de Ja scoicdads SYMORIARM S.A.
cuya pacvle peritinente e inscribid on enta Caimara de Oomerc.o, el
J¢ de Nov/bra de 2003 hale il He, 107,785 el libro rocpective,
fuaron hechas log sigulentas nombramientos:

Cargo/Nombre Ictent It Lcaciér
Gerente General.,
Palactons Aragon Lule mlboelc PR brrerana g YHA

CERETI®ILOA
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Yo, LUIS PALACIOS ARAGON, mayor de edad y vecino de I cluded de Barranquills
{Colombta), identificedo como aparece al ple de mi firma, quien en el presente documento
ectite en calided de Representante Legel de la sociedad GYNOPHARM S.A. sociedad
legalments constitukda ¥ domicilieds en b cudad de Barranquilla {Colombrin), por el
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abogada en ejercicio, identificada como aparece al pie de su firma, con mrfem profesional
No. 82701 del C.8. de 1z J., poder especial, amplio y suficiente, para presentar ante ese
Despacho ung remision de informacion & Ia solicitind de patente No. 06 051,221, titulada
“ENOXAPARINA PARA EL TRATAMIENTO DEL CANCER”, cuyo titular
es AVENTES PHARMA 8.A., publiceda en la gaceta No. 607 del 31 de agosto de 2009.

Nucatro apoderedo queda facultado, de msnem expresa, para realizar todo tpo de sctos
necesarios para levar 2 cabo ¢l trimite de dicha remision, incluyendo, sin Uimitacton,
preparar y presentar solicitndes, hacer declareciones, pagar tasas, conudibuciones o
impuestos, recalar los titules o certificados. Astmismo quedan autorizados para impugnar
edministretiva v judicialmente todo lo ques fuere tesuelto en ol expediente a que te hace
expresa referencia en el presente poder, con todas [as facultades generales y especificas

que fuera requerido para clla.

De la misma manern, ademss de las facultedes que le confiere la naturaleza del presente
mandata, se axcuentran facultados pare revibi, desistir, cansigtr, sustituir, ¥ restmir el
presente poder, incoar acclones, interponer recursos y demis facultades conferidas por la

- 97 OV 2009

Dzdo v jo en Barranquilla {Colombin)a los __ disdel meade _ de 2009,

ol

CIELO ANGELA PENA RODRIGUEZ
T.P.A. 82701 del CS. de!la].
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m:mm%muws} Peripherally spplicd histaging
peiruloces visodilation, Hching srd fain et con be iohibibed
bry Bfusmine reveplor amtapunicy, Rowemrial, 1975 Dt
glizw, WOW, ~Hixtamting eod S 1lycevastrypiaming [Sendo-
dn]mmmﬁmgmﬂm @ Qoodnra, [ S ct al, ol

Pbﬂmmkmm!m af Theropeaticy, MecMiltan
Publisldog cmpa:{' New Yok, pp. 6O8-535 (1935)
Raomewe, M. M Ant{perie Effects of Antiliiotainics,
Lifo Sci 38, pp 4034184 1955), Combitatioens of thoe thece
agorivts (5-HT, bradylicin aod bivamine} spnlicd cogether
mm&mm%@nyammhm
ireg offect, prodncing a ~Jaling sod Emcase pain shpal,
Skopicri of al, [963; Richernieon ef «l, 1945 Keralcr, W, ot
b, Exciration of Cigamcoar A fferent Nenve Endings fa Vitro
by o Comi¥nziion of Inflaneazory Madiators apd Cespdf-
Howing Effces of Sudvance P, Lxp. Beait Res, 91, pp.
457476 (1992),

[9011) 1o e bady, 5-HT b Incatcd in plateicts and o
mﬂ‘mhmmhhfmﬂinmmhm

during tiestn traent, pH clizdpes wmd tomporattng chatges,
Pecmtms 5-11T eab be mbcewed in lampe ansotnts from plate-
bt at sftey of thet Fjuty, prodacing phrae leeels 20-Fold
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greader o restiog loveb (Aadoon, I [L, cf ., Sexionis o
a Modlatar of Cyelic Fiow Vadotiar in Neonawd Cardiee
Covomary Arterics, Circolsion T, pp. $72-578 (L95G)), It b
possible rhat erdopepous 21T playn & pide o prodpciag
postoncrative pa, i eod mBamtion In fecl,
sctivaicd plaelers bave becn shown o cxcite poripbers!
sociooprors in vitee, Ringlamp, M., o ol Actirgted Hemen
FPlatriess io Plaows Excilr ! in Ray Shin, It Vino,
Neorescl, Lot 190, e 1082106 {1904}, Similery, histz.
mine &nd beadykinin 2l sre mkeesed o fismes dnzing
ramotx. Kitcms, E., o1 ol Charges i Smodiddn Levof &
Coworrry Sieso. Slood Xfer the Experimental Oceloion of
& Coromary Ariery, Am Heart T B3, op. 535647 (1073),
Eoenplas, 1988 Dray of o, (19532

{0012] la additing, prncteylaeedios slae ase kot to cats
sl mferpmation. Cyclooxygenow mbibiom, ¢g.,
are comowmly sed it noa-srgkes! aovd pots

opcrative sl to block (he pmﬂhuurpxﬂhnﬂm,
therchy paincing prostaglsndin-medisied pain il -

nertonr, Flowze, B, 1., ﬁul-..&mfxﬂﬂmfmﬁnmd
Auti defiawmetory Ageres; Drags Eapioved in the Treots
gt of Crof, b Clmimam, (- S of al, od., The Phogoo-
wlogical Hasin of e, MeocMillzn Pohliching
Compatry, New Yook, pp. 679715 (1953}, Ovcloozyproes:
tobdiviors aio sascciniod Wil sogte mivene sesbertk sida
elects  wbon fod  coteertimally,. For  comipie,
indomethacin o kisomlse iave well recopodzad grsoointes-
sl sl real mdversr ehle wflents

[8013] As diemssed, ST, histamidoe, bradykinin end
reeepiens throvgh which these apenty medin their efliects
oo patipberal thotes hive bewn Josown eodrar debesied o
the past two deeades. Most stitdics have been perfommed io
s or other snimal models. Thowevyr, (e e diflervooes
in st recopior seqoences boieeet) bamen
aex] anintal species. Thero hove beod 00 stadbes conclnsively
dommdretng e pwetance of $-HT, bradykinin or kst
mine in prodocing postoperative pris i beemem,
[0014] Fertbermore, avopomcs of those medivtons oo
romly wv oof bead for postuperstive pein trextmeat. A clas
of drugs, wrmed 5-HT ol eorcpioephrine opiaks antano-
s, which inchisles amiiripdyThon, haoy booi mn:!mtﬂy
with mnderaie soocens fod chromic padn coodirfors. How-
cvcy, the mrherars of clostic vinons somto paby stekcs s
thooght to be comaderably differem. In [, o stmlies in
the acsie pain scring esioy samtriptylios potiomsatively
mmmmmkvmtm:ﬂm«fmﬁnwﬁm Tovine,
L, dal, Tﬂﬂ‘
Acaigeua, Prig p::.-ti-ﬂ{lm)‘.xnnnk. .,
Lo Do Anrriprdb as oo Adjowd i Optoldd g
operative Orthopedic Pain o P ?Hﬂf
Poriad, Pain 52, pp. 32530 ( 1993), In bols etucdics the drog
o piven orzliy The soonol study podend the ool amdteip-
:mm;w;mmmorwnw
it postopcretive pabents, which may be doe o the deea's
afliciy fvr omitiph: smioe jecepeers i e beadn

[0018]  Amiripyling, fn sdiditine 1o blecking the spke of
5-HT snd sorrpingpbrine, i a potenl 5-17T macpicos antago-
uost. Therefore, the back of cfficocy in mducig prestoperative
paiz {1 the provicmly meatizacd stadics would appesr to
ol with the propeeal of » role for codopeons 31T in
scute pattt There me a manber of oot (o the tack of
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scute pan rellef fooad with smitdprylise B thew fwo [DOIE]  Spcoifically, tho ot ivendion prowiides » phar-

stodics. (1) The Hmt stdy {Lowine of 2, 19¥6) meed  mecologrerl method of trextiog tomer ooll adixaion sdior

amilriptyline prropersiively Tor ou week s omil the oigin vl sdan bocal peclosisads ming o combdineton of

peice o surpery whomesy fhe second stdy (Kowrkek of o1, epents deliversd Joczlly ool periprocedurally 1o achicws
m

1993) only vsed emdtriptylioe povoperetively, ThatreTors, maxinez] therzpootic beoed. Tow v of 8 combinion of
atadteiprylioe wis proscet b the operntive siie oy tring. eginds ovoreoatss e Limitsthons of cuistioy herrpestic
the acrual tisxoe iojury phonc, 1he time st which SITT 5 appmoaches which rely on the e of 2 singlo sgent (o block
proparted w be rleased (2 Amimpoyloe B koeown b be the maltifactoriz] mmor ¢cll edbesion cod Bvasioo p-
extensively maabolimd by e e With ool edotiniges- oo ‘wrhich so poxlalxial by ssewrors prodaflsoomaory
Eﬂ.ﬁﬂﬂnﬂﬁﬁﬁﬁ%ﬁnﬂiuﬂ:ﬂ&n cytokines mid roceptors tho wre Linked to the inBammatory
tiszoos mry ool brrvs bccn sofficremly bish for 4 chottgh uﬂ?ﬂﬂnﬂﬂwnﬂuﬂuﬁl?ﬂnﬁnﬂ.gg
mﬂﬂ.ﬁﬂﬁ_ﬂ_sgﬁogwuﬁgﬂgaﬁﬁﬂ cytokines fave bexn reparcd to stimtilada the expression of

tha socond stod Sy ambtiplo irflzmmstory adiresion roocpiors sed metalloprodcinases prosent ot Both
tocdistons oxist, and stedics bave demonsttaicd syocigism twmeor oclls snd eovmal eclls, thersiy inccasity el xdbe-
betooen the mediseas, blocking oaly ove  wive ad Ewvicive propeticl, A comibination of
ot (51T} may anlilvlt ther indlemematory sdhogkon apent aod an st infixmmstony sgent, oy exxmple,
expoass 1o teste inja mey meaide an additive of sysesgistic hesclit to fhe piar

[0016] Thero have bon & fow sincties domopstrating e D20vutiosl componition,
abflity of extremely Bigh coocostrations (19-3% sola.  [D019]  This invention siilizes 1o approoch of ceakinieg
txms—ig, UMK} mg por milliliter) of Msizmisa, (H,)  egonts et acd simsltancondy o0 molecular izrguns gmodi-

receptor sniageativy, 10 act ok Jockl snccthotion Sor sorgiesl  pted whh mmoe 2oll sdhexion, todior timeer cell imveion,
procediros. This eocsthetis offecd s oot belioved 1o bu edior metmstads, smlior iaflzomtation, codfor pala, sodsr
toealizied win T, secopions bet, matbez, doc to & goo-specilie  amooth ek speom, aodior resterends goud delivering theaa
inderactioy with peorooe! memiwetn sndinm clonnels (simi-  opeoh 1o The opemdive sifc (hrcaphod tho sangical proos-
Ler 1o tha wctieg of ldocaine) Green the cdde efocts fog.  dome These copthinothonms of spems will be abtlc o achices
sedation) aouizted wilh thess lgh “speabotic conoratm.  w prosmpiive bivies of tmeor ecll edbordcn od'or iovas
Lons of hidymine rocepior ragoodsts, ncy] sdmicisraion s dering thee et period of thy sapice] procedon: while
of histamtize reerpior stagocists coeatly oot i n e obso precmptively inhibitiog pato, cod o il omation, end!
porioperstive scHing. o Rooolh perscly spovm sdior restcradn. Tabdition of &

i xiczzho wlhoxio poorpor-lipxisl ietctaction Lrongh sy

SUMMARY OF THE INVENTION &Eﬁuwﬁn_ﬁ.ﬁaﬁﬁsgﬁaaﬁ

[0017] [n one aspect, the present fowoution is dinccied  molocules also fnction 10 deliver sigarh bo cormal olis,
towakls provemtiog zud tresting tamor cell adibegion, and/or  For example, CD44 mocpior binding pleys 2 physiologhcrl
tvesing e/ loca] motastasis i peticoty endergelng e i the omts tesporse of poontal Teslls end other
aurgies] peocedores, The invention deeriives methods end %%ﬁgﬂaﬂ.%angg
E%Eﬂga%wﬁ& ing lead to nsxleslsalrie olects oo the immios sysiom.
R e
i Ewﬁﬂs%%ﬁrﬂ_gnﬁﬂﬂgﬁ

g&wguﬂﬂgiuﬂgzﬂm&_ ., melskesis aponl dkroctl ..Euﬁv prevents.
odbesion, sy ivasion sbior loczl mtateds, which ﬁhﬁ_ﬁﬁigﬁﬁa?inﬁiﬂg
canprscs adavioratering dhicaly o i opcralive sie & PaIriy o tn othet cells (both vorual end wmor). Ssitsble

compeaition which incindes o conbhmtion of Mo o owac . .
metsbolically scibre epents. &f koot o of which is an L—En_qﬂgﬂ__-l_ﬁmﬁﬂg%ﬂ%iﬂ
anth-bormow ndbesicen of poti-tinvadon o goti-local meteslesis al ity ) ey ﬁ-nEﬁ__ﬁp!_._u!. at | E.EFEEE
sgrol, io s pharmacenticsly efoctive carrder foy delivery in EEEnE._ EHL.Eu&E.Eﬂ-
&0 iesigation Buid, Metsbalically sctive spents i, bt B nﬂarn Ahﬂmmﬂt Fecepions or 1 singh
are oot timised 10, ) compounds tot sct dicctly or iadk o2 o ¥ Ve E%:rﬂﬂ? proicin
rectly 10 modnista o alter the biologicsl, biocheatical fyraiims bigzsc, BAMPY ek A poTiem
akal staty of # coll. incinding egrats tint alicr tho E&rﬁaﬁwﬁnﬁmﬂﬁzuhﬁﬁ mora
ﬂaﬁwﬂﬂuﬁﬂEa:ﬂEEgﬁ&nE recopior sublypes (o Esctypes) g specilicity

e :

for the roocptor femily, Lach suliohle apend will moaociate
jﬁu.nﬂusrﬁnngiﬁ?&ioﬁ% with Ha molecsls topet tmowgh ¢ speciic moloctlne
Jove] of eallilar recupton, cuzyme lohibllons or sctivatont, v nie wiichs can bo charmctertzed by & dofined stoichts

7
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oxll adhcxion podior eoti-invesion spanta witich inchede  mowix wnd ofher cells and subecqeent brvasion fmio thexe
sevaplor pnisgoci thal act io inhibit mx] reditos the activity  tieoes. Stacdies bevo foumd thot the highes mi of Smor

et thro exprewsion of a coll sdiesing rocptor moloouler taget poplantetion oocurrod when mmor oot e infected

{=g, inlcgrm swoopior mitngocian, CD44 reccplor otsgo+  Immedistely slict swymry, aaleative of the oitical timieg
oiss zod sslectin fecoptor soirgonias} of a mOicinast for (hargpentic inhidition of fhy aiiesiog process,

[DO25] Tha racthed ol delivery sod pharmexarhal cam-
[0023]  Iosddition, other saitably tpvtes for fclosion i an %Eﬁﬂﬂnﬁﬁgﬂ%nﬂﬁ&gﬂ
optimnl drig combination that 2w feoctions] authtemorcel  wivich ncdude: 13 8 combiontion dr thorapy divecicd 1o the
Eﬂ%iﬁﬁ“ﬁﬂ?ﬁﬂnﬂﬂiwﬂ %EEEE:E@&EE
dactimn patireays, sctivated by coll adbesion receptonm. metastisis, mlarmetion, i, unooth mescle spasm
molecoler tapels (b comprise o patheays inclede  egseneqis duriog sumicnl procedtsres, 2) kocal dolivery of
excmbrroe axsociatod and fadrace Dule Eﬁ% the drg combinstion schicves an osimytancors therapeatic
thal tramwinco and imcgraic e sigials prodecad by acti+  cogrcntration af soti-Tooar adlckiot apris o e opeive
vated coll swrizcs adbicxion rcepiors, As oxmeples, hese g, 3) comimums dolivery of thertpentic apcats in
apeats inchuds inbibitom of the eiymes belonging to 89 frigpdon solution provides & constast drig voncentzation i

(nfiovriog Ganilics: peotein tyrodog invees, profein kit thesaporticelly ¢fcctive mugs al the opcmtivo sits doting

cazyme inhititors mey infteonc orlth & peiicolsr memberor s e aond st Froqoeney compered to systomio
aicmbers of the kisesy Cemity throosth specifle mochas o, E&mﬁﬂnﬁgﬁgﬂﬁn%&
wilh ore clogactorioed by both o defload stodchbanetry oxphlcs s nf povel, pharoccmiczlly wetive afem, ewch e
frypiclly 1:1) of e cnryme-rnhibitor comploz end which certain paptiden and ambboctics, which commot ho delivered
catt bo characterized by equilifinm inhibition constante syslenzically.

fa
systomtic delivery of therapontic peptides, proteims and sl oy setivetons and lnfbiton, cach clms scting troegh
mwolccdlos gy potmth] mti-omor el odbosdowdovsson, » differing molcerler mechomism of relica for prio wad
aix! zotiunctastiais sgonts, inclading texiclty, phermecettl  fammmotion Iohibition: {1) surclonin Reepior ATApORSS,
el stobility and poor pharmscoldontic profiics, mey bo ) mootomitt toccpter apomhds; {3 histooios  coocporn
%EEEE%EE% sotagogivs; {4) biaislitne raxpioy mzygosss; (%) kal-
ageets tn en imigasion (hrid direoily to tho operathve site. lkroln inhibBons (6) iachykinin mecplor smgadsts,
T

witls 000 of 19000 ashpesie anctior enti-infanuiory andine Ealomm Fﬂ%n&r oxypraes Ewn?ﬁmnnw
: I i . tipooryperen mibiions (10} peostancdd recepdor gotepo-
sty incloding cbormcmodd EF- 1 and TP-§ recoptor ety

gh%éﬂﬁi&w% stegoniss end thrmboazne rccpioe sabilype snttgoists,
tapdd ocict of plemiacologica! action, Direct, ocal {11} keakettieoo receptor mstapontss including kokotskag
delivery of the aati-mnar adbesion sgoats foltisted o e B reocptor ehiype aotxponist 2od kokatrieoe D, soccptor
outzat of e swgics) proccime ool coptfnal denog e RNy eetigoaits {12 omoid reeepior rgomts, inchnifing
satygical procedurs (o, perioperaiivoly) hestho poeotial to gramild, Sondold, s xeepiold roptor subiyno egosiss
inhiit oog of Lhe carimsd steps of mctmstasis, tho imitis) (1Y) porinooeplor apocisis and zotagonin iocluding Proy
wibesion proccss, The louncdialo sod constat delivery of  rocpior mtepopists, and Py rooeplor apouists; amd (14)

?
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arti-maft of soalprsk, sponl. The solcothut of opents (o
thesy chosss of ootoponnds & tuiloed for th periioulay
application.

[0028]  Sevural prfermed embodiments. of the sulotion of

hﬂmmhnmhmhmudfuwhrpm
does to Emil vasospeon, and aoti-sporos egeots may b
incleded [or wrodogic proccdmes o limit sprem i the
nrirry trmt o Blwdder wexll, For sl sppiicrionn, ot
spai agents ere wiilized in the selmtice. For uxampls, 20
sniipaio/anti-ipfammtation spent that dfo mrves 53 an
mmmmhwmmmﬂm
ory/aath-prin agoesty that &t o eotbspasm epemia
iwlucle semtorin

o mpmmmmrﬁnhmﬂa
thhangmhwlﬁ:hmyhnnﬂhﬂhthcmhﬁmtpmﬁ
caally Foor tlidr gntl-spocam propeitics inclodo calciom ciiponcl
antagondiads, endothelin reccpioy solagoists el the nitre
exide donoms {enryme activeiors).

[EII:H] Specifte puohorad embodiments of the solntion of

the presct invention for wa o exrdiovescslnr aod pencral
vatcoler inclocdy pati-restonnais spocts, wihich
s ¥ mo gsod i combinstion with anii-moen
agemty. Suftebio onti-restencedy aprts inclnde: (1) sotiplak:-
ket agerts inclodiog: () thrombin inhiddtor 2od

{2bo kiown i prinocepor, azgo-
tiste), (c) tioenbooite Ohdbiors ood SO et
end (d) plateiet membvano glycoprodein RO~

mmﬂmﬂmmmgh}
sclectin iohiblloos wx! (b} isteyrin inddblooy (3 st
chemmtactic igents; {4) isterlenlin recopor amtegondsts
{which also ervo = kgrin},
aod (5} Evtracelinler signating eidbitoes inchadinr: () pro-
win kinee ¢ {PKC) bhitors and peobein tyeeaing kit
inhibitoms, (b) madnlsors of kiteecloley peotoin yposion
phosplminses, (c) hibitnes of we homolbogy, (SH2)
domaires, xod (d} calcinm charn] sntayraricts. Soch spems
are moinl o proveoting redenosis of ancies trexed by
sogiopley, rotatiou] aborectocsy of ailier capdiovesonlas

arxlior metodesie zod preferchiy & plaraling of eati-poin/en-
inBatrmxinyy spex, aod (o seow spplicatiors. anti-speum
oty stwlior sath-rorictutis speris, exch agent bcinded ot
# comocmantion of prefendly po e s HODD natws-
molar, sl e prefershly oo moce o 10,000 zanomolar.

[@0M] Ther methedd of the prosett iovention provides foc
tm delivery ol a dilsto combvinetion of a1 ket o inhibiter
aof oemoe cell wdbesion, invesion apdior motestosh, and
prolrably mhiphmpmmmnmdqm&mmﬂ
coryme fnhibjiors apd ectivesons direaly o s woond or

opiTlive durig dixgre-cric
T e ko of i, mmseton, spe st
wh i the setive fngrodicts in tho solittion am bl

(et 16, 2003

Sty opplicd dincetly to the operativs Lt o 8 contim-
om [ashwoat, the drogs oy by esad elleocionsly ot
oxtreowly kow oo relative e those demes rogained Lo
thorepoittic alfcet when the sxme drops 2m dalivescd orally,
fmrrmmecnbicly, mibcotancomly or mutravenourtly. As need
boreit, the e =local™ cocompasses spplicelion of & dreg
in xod arcare) & worod of other opcrative site, sod oxclodes
oftl, sheateoeons, inravenons o Earemiscntar sdnrerk-
trativn, The toim “contineie” ps paed berodn ctcompamcs

cvetration i meintsned keally af the wemied of operes
thve slig,

[0032) Tiw sedvamoyes of low dose applicatings of agents
2 three-lold. Tho owest i i aheserce of syscpic
ity effvcrs whhich ofics it tw oucfolocs of thew sgonts.
Adcitiomally, the egonds saleeted for partinlar opplic oo,
mnumhﬁmdtb:ptmmtmmhghly:pmﬁc

specificity B azsintained by ko
thee coed of thasg botive mpeits (xr

[D0AY] The sdviotepes of local sdodobstration of the
apeats vin bemrinal breigation or otber feid apnlicxtiod e the
llowimy (1) locsl sdmimistratioo gmmﬂm: 4 koowa
coocontroihon &t tho tapa s, of imterpaticn

hmuhulnm,hh:dﬂﬂw.m{*]hwmufﬂn

peprocedamily, post . Io
maxintize e Eeemptive sotk-inflammaiony, amalgesic (for
oovtxin ) et i {for ocrizin

thopat and rotiestenstio {for arrlaln spplica o) offects, the
solmtions of the prowot foventioe ofe oot prelcrably
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applicd prc-, fotrs- end posioperathely. By oocaoyiop e tangets e incloded for ooainr proops of malecalos whdch anc
o oo or et ot oty e e vt of e Ve i e st of ha
curyems iy (o e leitivlon of sigoificam operative  prosent lrvention.
EE&EE@EEHEHHHE&E [0040] F1G.2 u__.. ad .ﬂ fdi of the sl
logke pooocs. IF inflemmaioey ccdisiom sod proccsscs g gﬂﬁ.ﬂrﬁ ﬂﬂaﬂu-wng?gﬁnuﬁ_.
procoptively iohibitod in socontmos with the prcicat irven- A.N.—.H_nnnm.: pattroeays F__E_n E_E_ ays rﬂuiu::_ nuu.mn_u_ unF_E Qaly
EEEEEE&&EE@FE Euﬂﬁ@ﬂﬁimﬂwﬂuﬂgig!

ion and'or metertesiy, inflammatory, spermt of nesdemo- kfrermn O (PRICY sctivity axl sebuoqment smoath mrmclhe

tho prewcnd icvention is melol o deoadicdly radece e sigmllog patesy oo throogh activation of PYES2 (&
depren of ool adweshon, imasdon xoelior owindysi, inflyms mewly discovrred] protoin byrosine: binese) md PTE-X {a
mation, prin, end epram, sod theowetheally shoald recnes nodofined peodaln (ynosine kinsew), trgperiog protifentioo.
roxstmsis. The irvgztion aolotions of the present oventlon Coversely, while activation of RTKs diroctly initistes poo-
incinde combinstions of drops, cach sohition acting on Hfoetion, “costek” o the GPCE pathony oocers o the

melliple reoptors or corymes. The drog apents arm thon kvl of PRC activity and calcizm leveh LOR desigoes
siomtewontly effcctive spricet 2 cophinetion of patho- %%EE%EEE,

xgrots b considered to be syetrpistic, in thet the moltiple medistes sigos] trroxhction (FIGS. 3 and 7) lexdleg to palo
irvention prowide ?ﬂiﬂn&ﬂﬂﬂ! _ 17 oo el ypes .6 >
a
combloxtion rlathe to the efflcacy of the iedividor] speon. HHEE—__&EPHE.BH?% uﬂﬁﬂ:ﬁgﬁn M_.uﬁ
Tha pynergistic sction of severad of the agers of 1he proscal sites, of action for s drsgs AT LS g ——
gsjhwﬁanmggﬁﬁ iotion of the A Emvents !n:o_.nﬂn
FId. 4 oy a dlrgram T
0036] o additioe ﬂgﬁﬂsﬁaﬂ rggﬁuﬁgﬂmﬂﬂugﬁgﬁnﬁﬂmaﬁt
proscal invection my akso bo locally o say bmmm2n ol o e for mesnsstall® wrizh the Growth Fact
hody cavity or pesage, operative woand, trattoret i wodod Receptor pattroay. Specific molocalzr witcs of
{08, buym) or {3 ey Gperative/intervention] procedare i &E?E-%%E
_I_ E__._ ﬁﬂnﬂnﬁ_ &-__ _HM..U_.HEE.. Thess Eﬁ geoeral yesonler salmting of the perited irvethon o idee
Sowascrlar end 1y HEunwmn-..___iEnan_ﬂ_ = | tified. [Sco alsos FIG. 5).
procodnms, cndowopls poccdoncs aod ofal, deotal aced ﬁ“ﬂﬂﬂ.uﬂiﬁﬂ-nﬁﬁﬂﬂiﬂniﬂ&
periodonts] procodnmes. As waed  beonafier, the toom sigmliag patheeay ocinding the sfgnsling proteim
=wamnd™, moless otherwis s intermded to inclode  espoosihle for —emetaT™ with the O-Prowin Coepled
sorgical wouods, operative : witew, rammatic Receptoc sigrmliog pateay, Speciflc moleonlsr sics of
wonrxls s b, oction lar aome drogs Io o profersed cardlovascnler and
Usexd ively, the aolmion should posuly jn  BE0Fal wisaular snhirion of the presont ipvention £ -
mﬂunum%%aﬁnﬁw in opentivo so ol aod  *ar (See i FIG. &).
i mitivo 10 aurentlyaned imigation ukd,  [0044] FIG. & provides & disgrem of the O-Pmaclo
thereby derreasing the patheat’s pothomerstivg pmalpesic Compledd Reecpooe patbowry inchcdiog the sigmeliog protelos
(ic., opiate) requirement snd, whetn sppropriste, allowing ~ eponsiblo for “omestalk™ with the Geowth Frotor Revepior
carlior patiend mobilbedion of the operative sie. Nu oo sigmliog pudhway, Specib: moleculer abes of sction R
nﬁﬂaﬂnﬂuﬂ&m?ﬂ“ﬁuﬂigg?ﬂ. som drogs i o prefoecd wmloge solotwm s Sdentithed
sonng) b roqoimed o oo e presamt eolvton olotivo o
eoaventhon] Ervigation Buids [00is] FIG. T provides a disggam of e G-Prokin
SR ina
ORICF DESCRIFTION OF DRARTNGS colition of the presemd toventeon k ieatiflel.
[3%] Tho peesod bvention will oow bo descrdxed i
greates detadl, by way ol extaplo, with referenco ko th Eﬁg&ﬁugiiﬁi&giﬁﬁﬂﬂﬂgﬁﬂah
oepompcying drewlegs n which: eelaxation of vescals snoth encle. Phytlologically, ocf-
{0039} FIQ, | provides o schematle overvicwr of s geocric© adn hovmones xod rxosmiticr con activaty a foem of KO
vasculyr ool showing moleeular borpots s flew ol kigpaal eyt i the cxcorhe st ccl] threph chevatod intraceltaley
sz )
prolifiretion. The mrprtion of corinsic algeats frogph ooy peocrate NO extracslintxdy or be metabolizg] 0 KO

to platcless, ocutrophils, muiotholial colls apd  acpam the codotholis] ecll o dircetly et the




US 20030165461 Al

tylaie cyclom (O] leadicg n artivatinn of & cGMP-
daponident protein Kinese {PRG) and sibresqerat oxtresioo of
caleinm froat the stnoodlt @il ool via 2 membeas pumye,
NO abko byperpolstizes fhe coll by patmsivm
chanmeh which i o canse closgre of voltegracpsitive
calcimn chanely, Thes, the syrerpistic ittersctings of cal-
ety ol potamitte channol oponots mx!
RO donom xng ovitent from e sbove sigoal mahsion
petivwray.

[0057) FIGS. 9, I0A end I0B provile clars of the
peroent of vasooonstriction-versrs tme o onateo] arerks, in
the proximel sepoen of sobd sicries, mxd o e Jea)
scpmwet of sahieet aderies, respertively, lop (e amimal
sty deacibed b EXAMPLE Vil beredn dememstrat g, e
effoct et vesocoesiviction of infidon with bstomine asd
st antegoudsts, esed i the solnthomy of 1he et
ivantion, during Balloon anghopledy,

[0048) FIGS. U 20l 12 mowide charts of plyoma cxtrove-
sxiion versits dosrey of auvitriptyling, veed o (b solution
uflhpnmmmi;u.d:mdm;mﬂymdm
mhulutr.mmm o Jecttte s whikehs exiravass
ton B beco w" bry :

whmmxmmmﬁm

[0049] FIGS. 13, 14 and I8 provie chaorts of mwa
vissoconstriction (pegative valucs) or vasodilsting {poaitiva
[Flﬂ.}flﬂmd (I-‘IG.WJ i mfm mmmmtm

% dista] 3.7 af
arterion trestod with salie {N=$) or with & smdation formt
Iated 0 ocxoerdrnee with the presoat arcention (N7, af the
mmedizte st 15 mdimte post-rotetions] mbesectony Hme
points in the eninis] stody of Exepmle X1 desorfsed berein,

DETAII ED DESCRIFIION OF 1118
PREFERRED EMBODIMENTS

[0050]  Lu socoactnes with the presem vention, wathods
e soleilom 2o prowidad for reducing e peeecnt g Ry
ool edbesion, eadior vashon sodior el mctndtaso, oitich
comprises mimdnistering divectly 10 ibc operadive xife 8
mmwm&&mwﬁchhﬁuﬂe&amh@nafmwm

sciise sproty, £ ksl oo of whish oo
andi-tornor adbesion of antl-irvndon of zmi-loce] txtrsbeds
pent, 10 3 phermacentically ¢Heetive cvmior for telivery i
= Erkpathon flukt,

L. Inhibitors of Cell Adiwsian an] Invosion
Malscnles

Metalloproiginam  Amreondsts ol Thoog
Maotallopeicitases (TTMF)
[onsx) Hﬂmmnoptﬂmﬁn:!(M]mafmﬂyor
zinc-chepondert  pwutre! whoso oyt
actieity Boorpadide af cootroflod degradetion of the extracet-
hle matioe (EOM). This sctivily serwes o= 8 key contol
fxcr jo the adberencs, fmvisdve copecity, motatesis,
growth, end i» of frmors. bn b, cloviog ond
sequepchg kave I?mmhmnﬁhuﬁmﬂy'mcm
romhers oo divided o subgronps of .
mmmdpimmd%rﬂtﬁw%mmgnm
Typee-SIMEs, o noroc] MIMPs.

[0053] Tiw MMP: shoo common simetsnl mx! (o
Hom) characteridics, AT Tetrilics 1o dyie hove of ks three

[0081) A
Trbribiems of
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domadry » prondngials el contrim & conserved cpsdeine
rexider aod which i kel bo corEymo sctivabion; & catalyth:
domuin of 106 fo 118 nesidoes witlcl: cantelm, comserved
strectnral silcs; znd 2 highly ootrereed zioe
Lrinding active site domin of 52 1o 34 mmine sobds,

[O05$) Cels do pot preecnlly omhifuiivoly oTpresa
MM, bot b ihedr exprendon by apidly iocdoemd s
moxposd o exopennies sigmls, cytokines or prowth {actoms
and aftered cel)-matris, 2od eelwell nteractioos., Exceptloms
w his neke are MMPH sod MMPS tha are dored in
socrulorny mrasules of scunophils tod cosduophils, wed
PP T hoxt by wtoaced in secretory opitbelis] oclls,

[onss] Hrmhﬂmhhmmﬂymgﬂmutho
hw]nfm:ripﬁm,wmunpmmlyﬁcmv:?
Iated by rymopen activetion s nhibition u:tm
Emtracellnlar cigoals sich o cytoldnes {1+ 1, oo oo
e, oz} and oo octiveto 1hw AP-1 tmmeription fector
complex, cowmposal of momlcrs of Jor aod o protcios,
which bind te the AP-] civglemont oo sctivelo eoscrip
tiom of te omrespooding MMP pooe. Mozt MMPs :x
secreted i latost

cxcreption of MMP:1) and MT1-MMP. which ero sctivarod
prioy to their socretion by Golgl-ssocister] forin-lHe pro-
Rt

[O056] The ectivity of MMPs i the extracctioler speo B
coateJe by the tiesse inhibitors of matrix

escy (TTMPsY, o family of ootwrad ishdivitors, Ths Cer, four
membors of 1his fontily hree bocn rieotified {TIMP-1, 2, 3,
43 anct woll chinrsckeriznd, These TINMPS btvo vintiler i
mmwmdmmbﬂﬁﬂum
responct bo thott bt rectio o with oM M D, sohihilicy Tﬁ
lzticn of gxpresdon, sud teme specille o xproscon 3
naltke ciber TIMP Htabits the sctivity of TNPesiphs-
codrcrling cnryam [ EACLE), soprestion & roks o neodolyiog
mfsmmation, TG dets, 1.1, 1.6, TNF-2lph, EGF, s
gleccvartionids regniate TEMP-1 ot ke tronscripticas! leved.
TIMP-2 i oxprossed comibiziively sod TIMP- exprosion
b reinctal TIMP-3 cxposion b up-regulsiod by oito-
g, phorbol exters sl TGE -betn.

[0057] The MMP o bexn shown o facilitate tohoes
cel] fvariont and mctextzsis by ot keast oo mechrodsms. In
o pleysinlogical scnet, Bed, the MMPs can modalitp timioc
woll acdhesion. This process b Jur el 2o aftach
sl mowe trooph e ECM ol trarsloction stodics alter-
g the @t of MMPZ w TIMP-1 hive deroostatod
variztha ity the adbcsive photestype of thmor oclly, Nexgt,
podsinase seticn of MMPs can degrade COA macromn]-
crules sk oy collayeos, Luntindes, zod proteoglycoas abioow-
iog tomoe coll bwasion, Famlly, MMPs oo act on ECM
cOoponein oF othor pevdeim 10 sotivode Ddokqkea! Foo-
pomlity. For exampl, lepsmn-3 s deproded by MMP-2 o
preoclsen b osolubde chomatastic Degme

[0038] Tho clessic mic of MMPs to degrads LCM com-
potics, sl in partulsr the becement membvaos s cos-
sidereed eritical for s coll dreesdon. Uxpormmentally, e
necessity for prodeses sotion in remor oell invasioa bes beep
demonstpicd wivg o cxmotiviesion ey Abnsdon
expciskon of dipthact MMPr oocurs in hweslve primary
hmyogs of 1t motesizes. The bovel of RIME ]
cormlates with o poor progmisds of coleccetal waoph-
epeal comcer zatd the expresion af MATP2 sl MMP-3 erg
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closely refated o lympir ok mictasissis, Frpresdon of
MMPLTIMP 2 xid MT1-MMP comolstes wilh pooe prog-
oyoads, i biedder cancer. M- T koockooot roica show seidoc-
tion in ixtestips] mmorigemcsiy o MMP-} deficiont odee
aberey rexditerd apsdopencds aod wmor progeeston, Intilee.
tiog of nflemmatery cvlls @ Hao » promicem [eaiore of
mymﬁmmaﬂthjmhtmnfﬁmm
ertriboting 10 mmer ot Bwvedos. Thewe inflonsme
Cxpression oy et 250 wovaal sl K a5

o ST mzemal orlls to [orther
ey ocfl birvacing

[OO3%] The: TIMPs 2bso ploy & mde by ttmor cel] invesing.
Tha shility of TIMPs 1, 2, 3, 0t 4 1o inhDit wmoe growth
has bogn shown by over-cxprosioyg them o varsts bmen
and rodet modeds. In ombacors ool oxer-eopeesoy off
TIMP-2 inhilvits tho grooeth of Sarom boptanted 0 the skin
of SCTD mice. This grovwth mishition soems imboposdent off
mrpiogeoesis bl dependent on iho eoflegen sttt Cotrot
conorpts o the ok of TIMPe by cateer pow fooms of
Hsbdbition of noooe invesion, metmtxsh, tod wopolation of
ECM bromeortads.

[0068] Barsed spoms i vitm, i vivo, in sine, and clioket
stadics, inhibvition of MMP sxivity exst fohisi adhedion,
iovesion, wod molsiesis of scopledtio colls eod offectively
and mctoslasds, Prevemirg of iyt
grovrth caty b acootrplished by fnddbition of MMP uxpes-
slow of ectivity 1 atitiphs steps in e syuthatic pathway of

[0081] Inirbition of MMP cat he accom-
reguisting MMP

Hnmhzﬂdhmlymlw tvreription factom
of MMP geocs. [nki-

Tow motivrtiog
thunhigm&ngpthmphmlndhﬂ?-lmjwmm
MAPKs (CRKI2ZSAFRONK or 138} cza modaedly inhat
fhw exproasion of W el Lhe fovedon of maligaeo oclls
in witro. Exprcssion of domined-nepgative vatreyiption {ac-
bps, orlrich regmires i vllociive method of oo erpy
¥ivo, Ctuy b it to kobid MMP prodaction, Foe coumple,
ocxpression of dominant pegative c.fin bos been chowmn 1o
inhiht the meucthon of MMPa 1,2.3,10 eod 14 25 well o the
in vitro invesdin of keratinocytos. Retinodkts e inhabitors of
AP-1 sctivity conld alsa be nsed to provem MME peno
oxpreedon it selected imen corcmugmres

(0062]) Amediscr mctbod for inhibitbg expresdon of spe-
cific WMPs b 10 oie ertisepm RNAS, Antroroes oligoemcie-
othies for MMP-7 havy bexn sboen o ichibit avegon of
colm carcinorr ool in vitte sod i vive, As MG
antisense-ribozyme axpresdon coostroct s ey shows 1o
Inbibll expressing of M-S snd the imrdon of e ogeo-
careinoms eells.

JOOGY) Tiw uwet cuteirsively eodicd ares of midbiting
tuoor' coll fovesion v fnhibdtion of MMPs kos beon the
development of compotad o black MMP saivily, Syo-
thetic MMP inbibilon (MMPIs), euch o Bydioxysnmtc
inbribdtoes, aro sorsil poptide zasbops of Gheilter

welich sporilically interaet with the o in the cozlytic sie
of MMPh o Iobdbit thoir sctivity. Carrendly, soveral of
Theso apetts arm bt clinkes] trinfa for trextig mveadve tamem,
The et clzsa 1o be doveloped wes i brozd-spectrnm
MMPls, which sompccillcally inlsbit amliiple MMPs,
Exrempks ore bxtimestest (RE-94) with poor ol tdoaveil.
addlity reguiritg Joca! sdministraticon aod merurstet (BB
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MGy which cen b orlly sdminidemd Resgl= of me-
climieu] stodics £how 1htss e Ao fhiba emor drvason,
metasiadds, eod growth, Nexi, of sicctive
ety Tor trpeting of cottsln MM wos ocoorplisted,
Siocy poprie-beand WIMP inlabilon. ero cosly o prodoco
and pencrzlly borve poor biccrellabdlity, oo peptictic inhild-
tore ben b dovelopad throegh setoar] deipn based oo
Xeony crystellogrephic information of the MMP sctive sitc.
Exrmipls of mos-pepiids: mbdbitoes are  CGEYRI2AA
(Norvartisl, AGIMHE (Asoma), pod the fenbfen dorfvativ
BAY 130560 {Rover). In sidition, letowoyclines dewodd of
thedr mati-ooderobla] e ot bove bosn devaloped to Block bost
corfeed MMBy This cizes of chembolly modificd nommi-
crobizl wimoyclines (OMTR) kes bevn shoon to block 1he
axprsgen of MAP 1, 3 end B, by mmhuple mechaetixmrs aoxd
haovo adsn beca showm 1o tndoce apopiosis of madipoant cells,
Moat tocently, bve Boen kientifed s
MMP inbibitors snd the sggrecenac]l inhitvtom, SE206,
EB-16, wodt X530% vy bory shrean bo foyve pood potzacy.
Pmxily, ﬂnmﬂtyufﬁw‘um;nmﬁlymdqhnﬁﬂuny
inbfbit NIMP scibrity box rbsed fnderest o their nse. TIMPs

1,23, end 4 cam iyl ievasion of melignent cells i vitio
suxf by wiva

{O06d]) 1m oue sspect, the pesep! igvedtion provides for
P L directly 1o s opcrMive it via Hrigaton
solution oon or more MMP inhilvilars m oosdvinotao oeith ¢
lexst oo addithons] antf-pain andioe et inlarmaeinsy s/
mwmwﬂmmmmmm
uh*.m:twn of iohibitiop memoer ool adiscaiom,
Inbildrors end srassogists oy
ummlorummmmmmmm
wetvsimn, o Jeprailaries,
[0063] Choc silled in the ant will 2pprecizto that b chodco
of o MMP inhibitoe es a thefapacbtic spott [o & pathent will,
iz part, detenmioe thy wmottets of the appats to bo sdmine
istercd! {oor gy paniicely ircpioem prtoonl oo ket theve
memrets ¢2n bo peadily dolenmined.

[DD6S] MMP ichitston ooioble for wc i the prosent
ioventhon are Listed b e Tkl Dol

TABLL 1

Bt et LA Trer g
Mapizrion R IET ) tm
(TSI J-lnb s =]
A O |-}l [
oy ) e (L AT WUTD
oSNt ) ILL =MD mhpiig oL ez
Momcy-of b A5 i
S 200 [Ho s tFL Ll T
BATL -1, 0 1
XAMEr [l (R ST E .00
Asiomen BNA A4 o
XS § I T [

[P06T] RB. CTHS Reorpior Amtanndsts xnd ahibitem of
CIM4 Sigooling

[O068] CTH4 s a reosmemiwzne glycoprotein Bl com-
prisen o [amily of erlace recoprors comapenad of pamerons
varizm isolops. Fiv CD4H reccpror B Gogod i 8 wide
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variety of tisoen incloding tho ovntral acrvous systerm, Jeng, it aro requinad by fovesive and metesatle 1emor colls. 1o

spilotacis, Hver, cokot and precrces, Thi family of lated  wive expenimcitts fxdicate that tewor oclls trrosioctod w
Eﬂﬁﬂg%ﬂnﬁﬂggmﬂ owcroapres specific D44 pofooes depley snboooed mela.

expeessed in gﬂnﬂaﬁ_ﬁmﬁﬁauﬁuﬁ.gw sixtic pareiisl, OF the gimorots T4 Bolomms, spectic
nﬁnnn_nww siople poc comtaining M exom, B of widchr  isofonm enhano tomor ool metetesis more clllcieouTy than
En.:ﬂgﬁuﬂ_ﬂnﬁwwg splivkag uﬁu&!ﬂ!ﬁruﬂﬁﬁﬂu?nﬂﬁnﬂﬂﬂa.
Eﬁuﬁngoﬁﬂfagwﬂur& uhigis  motolssirig coll lines by tembverdon with & verizot of
oaly expreced, docs oot contrin soqocnces eooovded by CDH4 sl Bigh Invels of CD44 2o aswocisted with soveiad
gwﬂmﬁﬂﬁﬁﬁnﬂﬁ%nﬂg aﬂﬂﬁﬂﬁl .H sl sonial ,
i QxR
(rl-y10) impricd il G emtracellrlas dowrein are ecatricwd ihﬁuﬂiﬂiﬁﬁngﬁw%
Eeﬂﬁﬁ prrolifcrating cpitholial cxlh, setivdesl sop, eod have frother shown thed the cxtan of ofideal
Iympbocyles waligtet colts. clfseane i apaecific tomtode crxrelztes with the {44 folom
[066%] Roorm stmdics kove demomstraiol et te CD44 cXecyshm ke, AS & example, i ws G teag capees-

pectcin i the printory rocoptor fog hysloaowmte m bamzns,  son of » splice it of CTRM o, sogqeined lor asdeoocer
Siocr CD44 b the peitciple bagsmembone repior forthis. cinoms ool o mohsimdss and 5 moavocloos] amtibody
eximolinlyr @adnix glycossminoglyean, CIM4 b akn (WtAD) agalna this poticnler O variant prevented

gﬁgggﬁgnﬁi .
mﬂnﬁuuﬂuﬂ%ﬂggﬂﬂuﬁu% commog feeture of ephibelis? ovation crincer.
sion (aggregatinn and migration), bysloronate degralation,  [O075] Moy strdics lowe ivedigoed the pattem of
Iympbacys sctivetion, lymbocyic boming oo indenmme. O disoibetinn fn e The proose of te CDM
sory sen, aod release of cytokinos, Additions] speciated stendzet aod 1he CO44-9 infons on the sriaco of gastric
gggﬂﬂnggg et oolls wars Dl bt b sdpedicantly eclansd e o highner
choodrogroms ol wooml] healing. Fteraetions Totcen Eﬁuﬂn.g&wi-%ﬁ%&nw
CD44 sooopior and byaturonk: ackd (HA) dolives impesrtant  potonis, Intestival-type gastriv (arvinomes predominaatly

signaby o ool aod mamiommed CEM44 bowing colls, Tn $5press Uiy CL44-6v solorm thet peovides 1be sbility o
comon with mony other coll srface reoopiors, celis tay thee tmnor celbs 30 metsuixuze, Thom B suhalaotis] evi-
orpeess (D44 mogulste oxpeosdoe of fhis rocupeor i denoe that iotegrin receptom o differsan oo of the
retpnrss fo Hgmi) binding, D44 recepber g E&?Fﬁ.ﬁﬂ&nﬂ&ﬁﬁﬂﬂﬂu&ﬂ.
ety of onkonie mugosa oo Sdenomes sed boeasios
[0071) The CD34 molectle i n 85 kD plycoylsted  oriaceny and wisich st cotrobuied with thelr metastatic
moleculo with Necrminal seqmenca bomology to anillage  opeptiy] Bepressbon of the {Dé4-0v holiam bm buces
link peotcima. bsoforms of UM of warying sizcs bave BeSn  ccnciutent with advens propnosis of colorertal casery doo
deseribed ot ooy coll typo. Varigions in the size of CTH4 1ha devolopment of kimee mctastrals od adbesion, Thest
EEEEEEEEEEEE data suggest that CDA4 plays 20 tmportastt e &y fudioe

Euﬂﬁyﬁrﬂﬂﬁnﬂﬁﬂ Ev—.ﬁﬂstﬂ syl . i,
Tuid. Al i el u H&E.uﬂ grﬁgﬁﬂﬂ.&ﬁu&ﬁﬁ:ﬂ coukd be med fog

splicing roults fo cleeps o potcin glyoosylatdoo asd [(MO76] A b cellulay kevel, recnd stietios have choracter-
providen 2 mechenis for the rogelation of bindim fred extoplomic sigol tmrsdoction: fshwsrys Tor CI44 in
; .# o actbvity activatod cadothelial culls that lpvolve tyronine kieses HA

thopml samxiation with other sdhesion molociles some Coll typos. Additinn of depradation prodocts of yale.
Eﬂgﬁggﬂﬁﬂﬁn ezt {3 30 10 dtinanchasiios) i cells induoes mpid tymaing
cull activation x5 woll a3 messtatiy of oot fomoy cofl  PEospborylotion of wliple protoms, winch by sestined.
f¥pez ggg?lﬁaﬂt%ag

. cbserved. Prafrceimest of colls whls cither anth T4
{0073] The paedomider &nform forod co bmmen lenkn-  oopanr aatixaly or o coo-sloctive inbiblter of tyroaino
nueﬂ g.uaﬁ%n-&adtﬂ}rg kinmg wrtfvity Rddhaied both the mdncs) prodein tymsies
to monocytes induoea IL-1 relewss, On T oolls, hyplaronste  phosphosylstion and he peoliferation sespoose.  Prosedn
wod CD44 mAl ligation of CD44 ke diopatate cllocty  kinmse C (PRO) sctivity was incrersed two-to-thees (old in
T mALs st T ooll rigperion while byalamoosts the memixencs of trested cclls, Frthermiorne, it wras show
suppressaa T ool triggering. Fanelly, CD44 mAbs sl poly-  diat PR setivetion triggoned the cytoplesmic ke on-
clocal anti-CD44 wram bove hecn shown to imhitit 1 code ipvolviog Hal-1 kinese, MAP kineso (MEX- nun
Dindbrg of Iymphocytes to cadothalial ventles m inflarmta- evirseelinly spalsepelad koo (ERK-F). ERK B
tory sites mich o5 syooviom. duel-apecificity kinzwe that coatrals ﬁma.u&uﬂ

[0673) The pirpsiclogical faoctions of (D44 indicaw thyy P Vatt to tomasigeness., & woil o maw coll

il pleys 4 role in the motastatic spread of famom, (D4 "d matliy.

pepeiticn, socl &a bynirroame-modisted sdiwsion, cellttler  (0077]  Inwumimery, phosphorylation of the (D44 receptor
modility, amd sihesion tor Jymytiedd lissoc, ke smomyg seve]  pesidts in an bocreave b ymesios plesphorylatton, leaditg to
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the activation of & cytoptxamic cownde, carly rexpomas gen
stivation snd colteler proliferatoe, Thos, ap s,
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coak B employod. A recend exenply b cliaceric fesion
Eﬁ&ﬁwﬂ&ﬁx}jggoﬂﬁ

indirest epproach o inkdbit CH activalion arel elgraling  CDM4S recoptod with partion of the Fo amibody (eermed Fo
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ol tho sumgies] procedure to provide s proemptive iohibdiory
oifect,

{0I06] Thos rcovntiesn prcwickes & methend G Enbibdtig the
speead of melastatic tumtor colls by administeriog 10 3 patieat
w sompasilion copfining a Berporbcally

amatnt of o aofh-L-seloctio specifie mAb or
antihody fFegment, andior za 2pti-P-slectin spocific mAb of
arrhody Eegment, mwd. o mo eglil-sloctin mAb or
satilody Gapaxal, aoilioc o sati-sialy] Lowis® (50"} oAb
io combimdion with vifher ane of oore foti-nl ety
wlior amth-puin aodor sotfapeem aodior anthresteposds
ots.

[0107] Stodles hove thw fowod thet hoperiz fnkdbited the
binding of schoctims b their cardbabvdrate ligands, Hepetin
{epozarerin) inhibilion of seicctis nteractboms iscipoetod 1o
cesresnn $olextmfoltead tomor coll wdboson,

[o108] Exzamplos of scloctin antzponicts suitable for the
prescr ivention me Usted bolow, For cachr of tha lisied
spmats, the prolmmed and mosd prelored cocemtratioos of 5o
RTigElan soltioyg cortairiomg e [aed spoal e provided,
woch oorcontratings cxpected i b therapentically eToctive.

TARLE 4

Torapeas: owd Pitcid Ctaoottotles of
i bty

Therrinha Prefused Mowa Pttt
Agpmxi Copempimtlen (og'wl| Conort oot (ol
i sl wah FEL a [-jie hler}
Sl a" AL . =h0 %

[Foadrpuu
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TABRLE 4-contincd
Tcripmentc rod Pleaed Cooopatoara of

Thorppeeatly Prefemmd Mowt Prlaned
Cracsintio (spal) Cosorttrytios e

At

L~ . ) 0 1-100w] W
amtl Fuaslrrtin mih - L] XD
EAl

et P aaletin 10 a.t-moe ]
peuc] ety (gl 1.0-10000 Hg
RO o I=ro00 1)

o109  From the molecnlsr aond eololy mechagian of
action deflocd for i claxees of agents idootithed Berie,
MWWMMMWmEmfm

hinaton with om or oo ofher snti-paln gidior ade
inflemmatory  sndicr  sutiapoom andior  antireoreedh
apmits. Saltablc sutl-tumor spents (o nclmion in b pioer-
macentica]l oompositing will bo forther cheepeterbred by 2
requiremeat for pluamacclogical sclectivity and specificily
whdch limdts intcraction of the egeat & # sloo [xmdly (ot
clem} of recptom ar ¢ siogle cuzyme family (e.g., (D4,
mﬁhmbﬁnmmﬁmhﬂ!ﬁmﬂ
MAP Kioxoes} A perthonler sudtabio apeat muay interact

mﬁﬁuﬂyw&hmwmmmhqpn{wﬂmm

mwumm{wﬂ
uthinh hvachuu'.l(::mby wuﬁtjmhmdmg‘
which <& i
kioetic cotrant. These egerts may foclods soadl maleculo
droge, sl or synthotic poptides o poploids, polypep-
mmmmbmmchﬁ:mx“;mm.
mpﬂy&uﬂmﬁdﬁ.ﬂi@m&uﬂaam tacinyy
vestors {virnl e pogviml).

[OII0]  For cxample, an apost soch &5 40 fifeyrin fooopior
sl o oxel ity sclions an any oclls eoocizicd with
e Ooid speces of the peritoteal cavily samd atrmcties
coaprisog the cavity thal e irenlved in sommal fooctiooor
an presem doo 10 8 patbolopial amditing, These colts wnd
stepcturesy incloda, bot ane oot limited to: epathaliel colls;
micwtholial colly; fsmoutory colls icloding [vmpbo-

E¥iCA, TEdcrvplontess, fast ocils, cominonhihy; mod
mhcrmﬂsfndmihgmﬁmhuﬂﬂmk,mhmhwﬂs.
ooxd Ebwoblxxts; god all combinations of the above.

[6111] Tiwe presont bovesiton ela provides for Eormmls-
tiom of thy sctive therrpcutic sgeat{s} which nuy b delive
vred o & formomletion weefu! for fnrodeertion o] sdebody-
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traticnn o the i adte thot weanld eateren th delivery,
optaln, sehility or pharmeeckinetics of the combinztion of

smimiision, muti-pveann smlor eqti-ombecatie o
xod bt apents Sech & formaletion couk! mehade, Mit b
oot Limited 1o, wicroparticlos, mkowmspheres or mooperbicks
cnmposcd of procims, cobeiydaes, syuiclic ogpeic
coupostieh, o orpacie compound, Examples of feams-
laten molecuks inchwde, et wre ool Hmited o, lipids
crpable of formag, Hormmes ar otiter orderes] Iped strec-
MWMWP@MN]WW&
protzming, spormiline and polylysine), poptide or syntictic
ligaehs wtd eonibaudics capablo ol terpeting
specile coll types, grefs, dlow whose mttices, olabis tox
fmoloble porticles, s well & ofber foronlxion chemepts
kooem to thnse skilled & the L

[O113] The pecscas tovertion peovides for e delivety of
t cooabanrdon of sul-rmor sdbesion wodior entdovaston
sod o sath-bncn] metreoiate deope, prosent cither s mudtipls
pharmacettieslly otive sehstasces within o bomogemests
{o .. » sogh coocmpnalac) ndoarplooe) of o o discrcts
mixtore of imdividml delivery veiiclos (og. & groop of
mérapheres cacapstlating oo o worn pgoais). Exsoples
of forpmiaion molooules oclude, bl are oot fimibed 3o,
podymcrs, podycationns {o g protantioe, spermds
» Polylysing aml cMiponor), prpticdic of symtbetic gy
sl cribodies cepable of rargeting orlerialy wo specific ool
typea, pels, slowr relesse ootrices, solubke aml ipsolnhls
perticles, o well ax formuletion olemenns ol lted.

(G113] Tix prosent loveotion powides for ibe locel doliv.
w1y of 3 copbating of boa o1 wml-xlecon dogls) via
an brrtgztios soletion, seeb forigation solation coatadaieg the
drogs which e prowsl 2 ibcrepontically cOective Low
conceyiraiines and coahibty the drops 10 he delivered
dircetly to the destred thone, The dreg-contemting irtfgation
salorkwy ooy b coployed mtre-opoatively, it axd s
operatively, intra- wnd post-operatively or pre-, iotra- and
pot-oporatfvely i cnoscotion with 2 rorgice] peerdom.

[0114] Comvomtional moilods woed for drog delivery o
meprirced systomic (g oml, intenmecnlay, itravenols,
subomtencoms) admintsiration wibcl; ooocssitales dgher con-
contrations of drrgs e bigher 1ot doues) ot sdrdor.
e w0 1he paiiem in order 1o ecitiove xigmiflcant thepetic
coucrnttptings o Hx pathologhcally alected Hoiw, Sy
tombe pdminieretion also rewils in high concomretions in
lioams niher tian the tergetcd thaoe which is wodedinbio
an], depetling ot the dowe, oty tessll o edvomo sde
offects. These xpacmtic methods safject tha dug, so sccoed-
doration af the o Deetive thevapentic concemntion. Skoz e
conbinzliom of e cell wnti-xdhesirn, aoii-imresion aerd
antbomlestash pvts (ot of eiithottt esto cof e sidiepio
andioy aot-ipflemmalony sxlor emtiapewm aodios -
ki aeate) s admimstcrad diteetly 0 i opersth
st by rgation, vascrior porfosion s oot roqoirad o cony
the drog to the tugetod bespe. This siniltcesd sdvantege
altows [or the kxal delivery of a kows thesapentically
ellsctive ioit] done for o verkle of mmor eoll enti-adhesion,
wtti-loca) mctitinds dorg s weonkd oo be presiio
vin other maten of adorinistration.

[C1LS] o otber mspects, the iigaticn soluticns of the
prese drvoition convrrbe & ditete solation of =t kexst o
inkibitor of remor ool sdbesion, tovachon amlior prtesteals
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and prefiaably multiplo paloiiof ammatins inhibitory egeats,
x-St appets e wati-restooesds apeats in a physiodoc
corrier. The comrier s a liguid, winch & pwd been s
Etondes] o enmoninies Mocoipatibic solvets, Kapetrtiom,
polymerizshie mnd vpop-polymoriablo gels, pestes and
sives, Prelerably tha carricr by en aqoerts sohotion weldch

[OINS] Tio atetl-belftetation xoil-porin sswis ko sclocicd
freem dbw groty cotadstog ol: (1) semtonin receptor actomo-
nﬁ;lﬁ%m%ﬂ}ﬁmﬁw
atootists; yidnin rocepior otagottists; -
Yol jmbibiors (6) tachykinin cooopter entegoniste,
fochmling meorolioi, std acorolining oo

[0117] Scitble snti-inRemmatory/eoti-puin eprobs which
sl ke as antbapeas aguats boolado setrbocdt revepioc
potrinm chamel opemers and cakeinm chiaeme] antrgogdicts.
Ohar approts which iy b wtilized in the solunon seeifi-
cally for thelr aati-spesm propestics inclading eodetialin
meerptor arpoaicts, cxicom choanel sdsponicts st
v oxide donoos (crym: ctivadon)

(0118} Specific pefermd cobostiments of tho solotion of
the present iyventiog for o & cardiovesonlnr oot geneml
vawgler provoducs foclede anti-resenosds o, which
el piciorshly v mod in combination with eoti-qpaesm
*peut. Soitoble soti-roesiermrals xgents el { 1) amiplate-
k2 wgunts fnc ia}thmpbhhh&:ﬂoumﬂmpu
WIADHW

aista, (2} fukiibdion of ooll adbesion molmaties, inclmding (a)
scloctin indribdtors uﬁ][hw intobilons, (3) anti-
{which also sorve = mﬁ-pﬂ.ﬁk’lﬂi-hﬂnmmﬂmm iy sl

(0L19] It cech of tha sorpicsl soletions of the proseni
iovontion, the aguets +m ioehaicd b low cooosmirations and

Ukt 16, 2003

ae dediverd focally fn e drses selative o conceptrations
woed deses i with croventiona| methods of dmg
adminiEntion o pchices the devined therapemic effect, I &

ke to oblaln @ opbedas wmapendic oot Dy
delivering simmilerly doved apouts viz ofber {1c.., travencrs,
et rolaoors, mtrameecaise of mzl} pnies of dmyg wimdn-

coborutrtiot of 0.1 & 10000 e K, renoaolsr, axsapt
for ceclooxygenes ldbilom, which may bo
latgor concotiteetionn dependios oo the prriknlyr
selextcil. Prelerably, each apeal iy joclodad af 2 copoenirs-
fixy of [.010 1,000 hmes K, tanomol o snd most pralecahily
#t spproxtmeicly 100 tdmes K manomoler. Thess concen:
trations s adjoxed zs pecded to acomoxt loz diiwden in the
absenog of mctabolic necforotation d e lom) dolivery
ik, Tha exnct bt [or s i the eslztion, wod the
enncentratics of the agents, veries i accotdence with the
parthotler applicathon, m denerihes e low,

[OIN] Asalxto ia scordsoc: oith e preszot irveatioa
et inclodo fosl & siotle of mltiphs edabdions) of mor el
adbtowina, fmvesion andew  motrasis,  peinSefemmerion
inhilsiiney sprais), & siegle or madtiply zoti-spesm agent(s),
a vombénation of ioldboiom of oo coll xibwesinon, bovasion
tory ageot, of spti-esionoals apmits from e cmmoerstod
claoem, # kv coopentitiory. Howreer, doo 1o tho 2lfons-
menlioted smergistic offeal of ombtiple sgents, and e
desie 1o buoadly block pain eoct inflmiunetion, spaem s
sestarrnit, i B pevleral that maltiphe opents by mtilzed

wilhna] receptor sofdypes and coonmo beefooms tinat medisto
rponscs Lo idividnal sgralicn, sorrdz anvrittors sead b
s, Ay i exsmpl. endothe e poptides ma: some of 1he
s poent vesncomsirkton kpown. Soletive sntegonists

that 70 specific for sainypas of cadotbela (CT} roecptors

scrniodn, ¢horectehl, o] Emuitrpenos)y
ey bo mepomdbhe for mitlotiop st muintsirm 3 wews.
pasiic episoda {sec FIGS. 2 nod 4} Farthermor, despito
innctivation of a single recepior soiiypa of Cozyme, BCiIvz-
gop of other recrptor soldy et of ey mcs sid The resultsm
gl trermdscion oflen can teigper & coseade efect. This
caplaim the sigmificest dillicolty in caploying & single
cecephor-spesithe dineg 10 biock a pathopinysiofogic proces in
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which tmltiple tmnsmitem plyy & mle. Thefore, Gopeting

otily » spocifly Enlividie! seoopior subtype, soch & ET,. i
likely to bo FBcctive. A

[OEX] [z coutrast to the stamsdard apyrcach 1o phanmoeos.
foghe tcrapy, the thempentic approach of the prowent s
gzl molotioas B based on tho extionsle thet 4 comhitetion
oof didge scticg doztlizoeortcly on distinet moboctler tapets
s requited {o inbdbil the ol spectrem of cwents 1hat rdeylic
the development of 8 pathapixalogic state, Farthetmoe,

ket sochanitos opering bt difforent collular phyais
ologic process mvolved in the devolopnen of pain,
inAatrumation, vasoapeam, cpooth maecls syasm ed et
eonesis (5o FIG. 1), I i oy, the crscadiog of odditional
rmmuimthrbmchmiw

mﬂhﬂmmmmmtﬁnﬂMM‘.h
oo “downsireem”,

asl peokeitive medintons, This strateny poce
clodes 1he merd o blogk the imcractos of the scven

[D124) The surgice] solutiom ploy nake me of ~down-

atrem™ pnddbitiors 1 cottend the patboniysialopic prthoaya,
tnvmm&mhmmmumhmhwn

prexamntraciod with & of Enmtrxpeadtters (e g, o
tonin, Misteeadite, ctdotbolio, znd thrombormme) fmplicated
in coromry ATPacuitive shome]

mtmmmmm;@mm

tope to the srgicsl solutions fo e scriiogs of v
sl andh mrscls sprkm by -'.bnnstumun«
clocts thet ero

the phystologhs
comubinstlon of hﬁnbgmmmkmtm
FIGS. 2 s ). Simmilarly, NG doost and voltuge-gaied
coalcom chaoool antapotists can fimil veenpoam e
smooth muscle spasm Bidiatend by msttplo medinor koows:
o met calior i the sprsmodic prtlneay,

IT. Antl-leflzemstion Adti-Patn Agests

[0128] Tho lollowing & a description of sxitsble deops
falling in the afnremontinged clscecs of wti-fofla oo
arti-patn agents, o well o sadishin comounrretiom foe teo in
sobudiomes, of i preseot faveistion. Whiks oot wishing to be
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Sirrsiped by theory, e jestification hcbind tia scloction of fhe
veriops claxecs of apends which b belicved o msder the

egents onerativo & also sl fnrth
(OL3S] A Scrotmrin Receptor Antegondsts

[0127] Scroawmdn {$-1TT) is thoogit to prodocs prit by
siinslating sorokattin, (SHT.) mdior seotort, (ST
TOCHpns 00 dockecplive tronoen in e porphery. Most
rescaehers agree that ST, reeptors o peripberal oock
explors medinte i Emmadiaic pain semetion prodacod by
SHY (Richerdwon ¢ af, 193%) [n akiiting 1o iahibitog
51 Teindieed pain, $HT, mezpior ettogoniss, by ihibit-
g nockophber echivetion, aln may iohibit pomogends
hﬂmﬂku.BnmPi ot al, Modulation of Newrogentc
inflazraarion: Novel Approaches to Inflammarary Disease,
Trends jo Phurmizcnlogical Scicacns (1, p. [55- (59 (1990).
A stady io at eckle joims, bowever, chims the 5HT,
reLepior B fot omcepkos activation by 5-HT
CGrubb, B, D, ot o, A Sudy of 3 T-Recepior Aoocidied
with Afferemr Nervex Located in Nogmo! ond Inflamed Bt
Anklr Jolat, Apcom Actiosm 2%, pp 21618 (1988}, Ther-
fore. setivntion of 31T, maepion sl may pley & ok i
peripherel pzin and scmoponic inflatmation,
}0128] Ono poal at the schrlico of to present rcention is
ke Bbnck pait eed s mollitice of Riismmeiory pMoceors,
T, 5-1TT; and 5-HT, recrpior srlepocssts pro both soit-
by e, cither individually car togriber, in the sodation of
e present Inveation, o siell e desctied submegqiemly,
Adusitsiptylioe (Elavil ™) 15 4 artsble S-HT; reorpior eaiego-
nist for wsa in the prosent Brvestion. Ansiteipiyvline b been
geed elimicnlly lor mpmcrom yorms x5 50 suti-gepecasat, end
in foaad 10 bve hencfolal cferm in conabn chroade pain
pathents, Matockopromiie {Reglan™) is fsed clinically s &0
sotirtic dnngt, bt dhplym modorate ellodty for e
SHT, mocptor and cen inhibt the actioos of SHT o2 this
reccptor, posabbly iidhilog Ser pain dog o SHT wicese
Eroms plenchets, Thes, it ddwr by smitable for te i the prosent
invention.

[01297 Othor smitsble S-HT. revuptor amamonkts inclods
imiprutrine, tamdote, dotipaambee sod keterserin, Kets
smveyin bery bemty wued clinkeally for l soddrypertorsive
efocts. Hedowr, T, o1 21, Efferys of 2 New Scropordn Actigo-
i, Ketmeni, o Erperinegal and Clindoa! Hpertos
sdowt, Am 3 of [iyportession, pp. 3123 (July 1965) Othar
anitnhly SHT, rooeptrer entapooists inchde chapride wod
orxlaortog, The cordicovaseabar st goowers! vacnlier soli-
thon slso may cootxig & sorodotin, ), (ol Kewoen w8
serlontits) o} kutepoidst bosmo sciatomin hes beoo shows
to producs sigafficant voscalor wpasm via sotivetion of thy
scrolorshy  rooepos o bornem, Kavmame, A ). o il
Viriahle pmmm af 3diTT L Receptory eusd S-H2
Rexeptors In Seroeopdp-frdmerd Contraction of Hexon b
tazend Caromary Argeries, Clrcolation o, pp. 11415311094}
Suitahlc sormiotizt,y, foocios ROtpoTss inclede yohim-
bivwe, N{-mcthoxy{dmatinyl- 1piperancioylpheayl 24
iyl S-methyl-1.2 4 -oxadlernl- 3913 [1.]-bipbeyl]
degrboxpde CORIZO3ST) ol methiothepin
Therapewticc oo prefemed] coccomtrations. for s of thess
drirgs it the soltion of tha woseat voatioo erc sc1 forh o
Tuhlc 3
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Clawm of Aprat {ancmalar [Nraemokas
& hix. Raxario Afirgcatistet

meutrltv ik 0. 1=1 AL )
Wiy &= Ro=t00
e 01-2Tm el
Jedpermicg AI=1 0 Rty
I i 0 1-1pm L h]
Feiopin, Resaptor Asckgonnty

fropschn [l TER ) [ Erostn i
mtotncoprpmide P01 000 oo
catrink L 1-145K o253
opctaririew G.a-p 4 i) o
Seratorin, p {Thorea 1D;) Ak

yrhiedles =1 000 st
LRIIAD 0. 1=1 00 =3}
i Pt iT.1~500F -4

[0130] B. Scrotooin Reesjmor Agonist

w fubilvl sdenylate opclase activity, Thas trclading o low
dose of thess semiooin,,, srtobodn,, amd scrionio,,
mmmhﬂhlhmlﬂh%ldmﬂb&m
mediztiny pain md nlleomates The some action s
expecta from soroionit,,, aod sepotidit, . fecotbor spopists
becorig ibews yoocpions also inhibd sdenyloae cpclr,

[0132) Buspinung s & mitahle 1A rcocptoy sgahy for we
i iha etk Sematoipeeng g anipebln LA, TR,
1] 1F morpior pponisd. A sufizble 18 exd 1D roceptor
agondt i ditrpdmerpatatite. Asaitabls 1E reocpaor apoadst
s exgooovine. Thorapentic and profered copcrntratioos for
thevo roceplor apomists s provided o Tabda 6,

TABLE 6

Dearpoera 1-1.00 B=NE}
STl 1-1,000 1]
wmﬂ

L= LA N o
FnEivrinta —1om ot o
Mlﬂ E;

dlrpdoowrprramay Li{-1xm WD
Mokt T 1-1,00 =
Ye—rmif, [ Mgty

erpone oy -2 o0 D=1, 0000
Brrreid,, Apoaia.

ot T 1-1.000 21
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[01%¥] . [listemine Recopinr Artegoisis

[B134] Histagtine fweepiom menerally so divided isto Fis-
taming, (H,) and hidemine, {11 sobgypes. The clwesic
cesprner bo (e pedpteml stenbtration of
histormiog §s medized vio the H; moeptor. Dooglis, 19635,
Therefarm, the solution of the pressnt frvemton prolembly
Inclados o histertine 1], fecoptor eptlegoaisd. Prommliorioe
M“}namﬂymwmm
pmmlybtwhll,mmmdﬂmmhhhwnﬂu
preseol imventioe  beterostiogly, fhis diog afso bos becn
sl to possess Joce! oesthoric offoers by the comttrms
mmuy&tthutﬂndmuwmmﬁm
thiat oeoowary b Wack H, oo, i, the
belireed 10 ocom by differest mcchedizon, Tho bt eriine
soceptor prispot sl conerpiration fn e solxtion b suflkcion
o inbikit H, morptons srvoleed in sococpior activation, b
ot Lo achicve & ookl apestbetic™ loet, theselyy climinsting
the coocom reprrdmyg spdcnnc yido oficcrs.
[0138] Histsmioe receptirs sbo arg kmoun 10 mediste
vl tote i tho ceremy arietios. o vilfo stadie ko
lx e bearl bave thmomdrzicd thal 1 bdstatiine,
reccptar soiwypo medinies. codraciios of coromry scoooth
misscle. Ginaborg, R of ol Migasine Provocqtios of
Cllmicet Cowomtary Artery Spect; Comocriirg
Polopmmrsis of Yarim Angina Feotoris, Amserican Heant 1,
Nal. [0Y, pp. 819512, {1950} Scmw snnties wpgpest Ut
Bistorrine -iinced hypereootractility io e beman comomery
sysiem is o prognasoad i i prosimal erierks &t
sty of ghermklcrosts aid the esocnied derodation of
the arteris] gadothelinm, Kedtndur, M. et al., Difercst Sl
rantine Actions in Frovime! and Dived Mmsan
Arterics in Vi, Copliowasenlar Rewcarch 24, ppe 614622,
{1990}, Thewfor, hinemios reooplior enbegookts may be
iwtoded in the cardiovescaler brigation solmion.

[OL3&E] (nber soitabie H, recemor amagonicts fnelwde wr-
Teoedite, diphenhydramine, I, merprerambne oo
tripolidine. Hecmse smitripiyline v ol cflcctive 2 &
sercdonbs fecpor aategoist, I b o clotl Momction i ez
in the pecseat invertion Ruilsble horapoutis end prelered
oveenitatings, e cact of sz [T, reoeplor srizponiss sre
st Cocth Bn Table 7.

TARLE ¥
Thergwetiy: 1) Preleeed Docootrrsoes of
iotrrt :
Thirperuths Produred
Oyt Coocraizmians
Tl of Agint [ty {Nasimmin)
[Gatariat  Reorpier Aoty
oty ¢ -0 b L1
bt o i L~3, 000 Lo S ]
izt ling b f-dadid) o ]
oty I L] AN 5
oy Teneew iyl wmat| HE R s b Sv.11)
el - prek et |

[0137] D. Bradykinis Receptor Anisgonish

[O138] Bradykinin rospiom poncrslly are divided fom
I:nd}i:inm (D,) snd bradykinm, {B;) sobtypos. Stedics
mMmemmmmw
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whetems pain i the sfing of chronic
inflxmmnation is medinted via e B, subeype, Periios, M. N,
o1 2L, Atinockrprive of i Bl ond B2

po- 19057 (1903% Diay, A, o oL, Brdvidnin and Inflan
maiowry Peie, Trends Nenrowl 14, pp. #0-104 (1993, ench

dwhthfmb
hmhynxprmlymrp:nmdb}*

[#Lm] Atpmmn brodykinin weeptne aiteponists #re ool
esed clindcally. Thesw dreps ato pepthics (soell prot:lm],
#nd Uhros Yhey cxmmol be elien aradly, bocitee thay weonkl be
digesdes), Antaponiety (0 By soecpturs block bracdylkinis.
mdoced acste pain eod inflymmatiog. Dray < al., 1993 @,
feoapias iohibvi padn in clroak: |
coamliteors, Porkios ot al., 1993, Diray o 21, $993. There e,
deperaling oo the spplication, 1o solution of the present
trvention profirably includcs cithor or both tnadylisie 8,
ead B, mawptor sntagocivis, For comple, artboorscopy
mfmuﬂhhhmmlahmabmum;udﬂnum
nriganion solrion for arthroscopsy conld mcloade both B, ol

[0180] Seitabls taradykitrin roocpior xmsgmerets for tse

the prscnt Brvoeiition hctndn the Sollomring bredykinde,
PE0CPINr Antageists: tho I derivative of D-Asg:
{Hyp"-Thi 1T -Dh"}EK (it [des-Arg™] dervatne

of [FOF 1407, svallzivie from Hoechs Phrmmhahkﬂd

Leu®] des-Asp®- -AR. Scitsble beadyliiin
gm-]amm [D-P")-BK; D-Arg W"@ Do,
—D—Phc’]»ﬂli [“NPC

BR (NPC M)

5T sod na:gmyp’-m’- B-Tie"he™pBE {IOE
1407). These eompounds 2o mom fully desoribe] o e
provioosly hcorporeicd Porkins <1 ol 1993 o! Dray o af.
1993 referencos. Sichle therapestic and preferred contcen-

Iratiotn o provided in Tehle 8.
TARIER
Thropentin o Preieted Coscostrotioes of
— Prinleayrtin Javhieory A
Thrapeutly Proherimd
L ororsteatice Crntrrications
Cho of Apet M fay Pl
Bexdyiiun, feorpty Astsericr
Thew] dre.Arg™8K B A
[den g™ ehtinaticd of HOW b0 1-1400 41-570
oy i S >
: Az gaabiy
AD-Pia*}RE B 3000 5T
NI S SR - LR T
KT &gt 11200 -5
B0 140 -1 ]

[0141]  E. Kallikrein Trdhitom

[014F) The peptice buadylbrm is en frpontant molister of
paiz and lzmatation, oo aoted proviowmly, Bradvkinds b
procioced 8 o clesvago prodact by the actiw of Kol o on
high mrdocolar woiplt kininogers i ploamt. Thereforo
keallityetn inhibitoms e bodteved 1o bo therepeutic in inbdb.
matior. A psitable kallibrois fabibitor for s bo ihe prrosend
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irvention in spmdinin Saitabk cotccotra o fnf o in th
solotioqts of tho peoment imveobion e med forib below o
Tahlo 4.

TARLY @

v il Pl Oy et tyatbey off
Printafirmeating trdlsiery dgemts

Dﬂqmﬂt_:

P lorped

1= Erartw L owns it ke
Tho of Apcd (Neraxabin [(Nimaxedr)
KafBoncl falefbroy:
Agrsinl TI-pm L]

[0343] F. Thchykinin Receptor Aniegonists

[otdd] Trchyliron {Ths) 2o o [emily of strochrsily
relzied : that incimlo soletzocs % ocorokinin A
(NKA) sod oooroldnin B {(NKB). Newroos sre the mefor
souroe of TXs in the peripbery, An Important pencral ¢ffect
of TR= is vewrora] stinmiyion, bol ather offocts ioclode
cdotheliomdopoodent  vouxBlotion,  pleoms  protein
eTirevaariod, med <l pecruitmem aod depranisthon sod
stinrelntion of fnflxomraiory colls, Mago, U A G, Pher-
nepeal, Vol 22, pe. 1-24 {1981). D to e xhov combss
wztson of phyesinlogncal scteoms medixed by scivation of TE
soceptors, teipetiog of TR rowptom b reesonsble approvsch
for the promotion of amalgois and the treattmeng of wetto
o Eflusenmthons,

1. Nemroldnin, Recoptor Sohivpe Antagroics

[PId5] Settanos Poactivasos (e aeoki poorpsior «ob.
ype miorred 1o ps MK, Solsizoeo P b s aodecpepiido
that is proseot it soemodry nove bmimels. Solwtenco P i
ke 1o bave mlitpls sctioes whack inflemmation
mdpnhmthup:tﬁh:yuﬂcrﬂﬂbcrmhﬂmm
yowdilathon, plosma ostavesmo el

maxt oells, Lovine, 1. Bﬂﬂnl_,PrptHnmﬂﬁwPﬁmr
Affvert Nocicepter, 1. Newrosct 13, p, 2373 (1993, A
smtzhle Subatance P ofogocd B { D-Pro™[spito-gomoos-
bctemLen S Tep* lysalocidin(1-110F  C*GR £2334"),
Othey ecable cotoproists for o b fix presont Gvention
which act on the NK, roooptor aret -Emipo- 34 2axihoxy-
phezy ety T, Mdipbeay]-4-pertrydeol eodurdoloce] Yalt,
B} (“RP 673807 and 35, %5-cis-M2-motboxybeory-
tzmino)-2-bearbydryiquisucliding (~CP 96,345")L Suttablo
copcxtrrlions [or e cpents o s frorth in Tble 100

TALLE 10
Thourpeeatn! od Faclpnmd Cosoretr o of
Lol e g RebTosryy Agrty
Thoowpcaly Prefarmxd
L pmar= ey Clrgnael inta
oy of Ageat (Mo rarckay [ Meoorntycd o)
Foompices p, Becrpton Seldppe
Asiagomraly
0OR u =t [t ]
P np s ={onea PN-LO00
el A1 14000

DY
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2. Nenrolindn, Roceptor Subtle Antegoods
[0146] Wenpalninia A fy & poptide which is onlocelized in

Tode cecctdor

tl, A Poiont and Sclective Nex-Prptids Antageniat of the
Neurokinin A (NK.) Recrptor, Lile Sl 50691111 (1997 1o
the writary iact, TKs are pooesfl spismopros soting
througl oaly the NE.; coeptor m ihe Inorszo bledder, xs acll
es the bnman orethen and weier, Megai, C. A Gexr Pl
areeedd., Vol 2%, pn, 124 (1991% Thits, the desdred dran foe
bxcdoxton i3 & srpkea? solwiaon for o in omlogical pooes

dwwﬁmmmmmmhmﬁﬂxtmﬁwm
raltco spetn. Hymmplks of asisbls NK. xotopopdists
fm:hdcr: uﬁmmhl-m{ﬂd-myhmq-'l-phmﬂw

awmhmprwid:ﬂh'[hbh 11.

TANLE 1]
Tl wedd Prylered Concrsreboa of

H L2

TerzxLe Foclerred
Copcentrations  Comebe ors
Clam of Agel (M) (Nl
Mermiokien ;. Ftexpoer Sobiyr
e i ]
MEN 106k 1-1006 Hm 1 1100}
1 LR ATT 14 00 100= e
(P =1t = 12,002

[0167] G CORP Recvisor Antuponics

[0148] Calciiondn genu-relsted Ba
thle which i slso colovaliszad wmmm m
subatxnco P, o which acts oy 1 visodfstor aod pokeotiates
the acthoos of substancr B Breiz, 5 D, e 21,

Ledema Indoced by Syaegisan Bepwrot Caleiconin Gepe:
Reloted Peptide (CORP) and Mediators of btcregsed Vs
cnlar Pormcaiilivy, Be, 1, Prarmesenl. 99, p. M52 {19R%). An
cizmpke of o spitshle CORP recepor amuagen e i TOGRE
{8-37), a tmoeatc! werdon ol CURP T palyponics
ibdbita (he activation of CGRP rocepiom, Snizbls coaoeo-
traticns for this agem ere provkicd in Teide 12,

TAIRLE 12
mmnﬂrﬂw Cirmarireiom

Thocstic Porizs xd
Coocromtingy  Cimoeetitiers

Cloas of Agem w0 (e oeelor)
LGRY Bicrtat Altierair-
HCGRP-(R-AT) =100 -5

10149] H. torlenkin Roceptor Antaguaist

fMS0] Miokolios ol peptides, cfxediicd
ek, redsced By e s e s
resprunn to lammratory medistons, Intericokins {11) may

Ocl. 16, 2003

hwmmmﬁmﬂp Ferrieta, 5. H., 61
nl., 16 oz g Poteet Fhiperatipmue Agend Asapn-
ui:dbyam;rpﬂdrdmmv Natwrs 334, p. 658 {1%5).
An cxample of a suitble 110 sotigonist is
Ly=TPro-Thr, witich b a tramce! yemdon of {1 -10. Thia
tripoptice nhibits the sctivition of 1110 soeeptors, Saitshic
comcrntestinss or this ape enc proviticd io Thbe §3.

TABLE 13

Tietwreith: wad Popfepct U ooetathes of
e po feb ooy Agwoey
Prolfeered
okt
[l |

Tocrpro:
C ootk L
i of Apwat (Narormly [

Tmtnrheniia Becemior Arpeotd

Dya-ThPonThe

b=l Pa=0r)

0181] 1. inhibliom of Eorymes Active m tho Sythets:
(o Arachidroe Acid Mebrbolie

1. Phwaspholipase (nhibors

[ﬂlﬂi} prodoction of eeachidonde eoid by pheepholi-
{FLA.) revabs fn 3 cxscede of rewtioos thal peo-
doces  pomeroos. meSipioss of plyemerta, koow B
aicnasnoils, There org 8 mombsr of segos throoghom this

that can be inhifibed, therchy decreasing the peo-
ductivg of thysg {eflammotory medintors. Exoopies of mhd-
Irithxs # 1brse worwrms stages are piven halow.

[0153]  tobdbitien of the corvioe PLA. solorm inhihits the
relexse of arachidooic acid Mot ol mcmiwates, aid (horz-
Tore inhibdis the prodeeiiog of aodd Joikot-
theoes resnltiog, i sl it eod pado, Gloer,
K. B. o A2 Ermvewy: Scisctive
frduibitors angdt Tleir Fiarsmcodogical Potottizt, Ade. Plas-
ool 32, g 31 (1995) An cxsomplo of w emitshls PLA,
tsofnm fahivtor i chcalide. Suitohla concentrations fof
Ui At are Eeloded dn Tabde 14 Inkihiskon of the phose
pholipess C, (PLC) isolomm aheo will resall in despepued
mﬂw‘mmﬂmmmm
will pexetlt fn Socpexesd prm apd Htflemtrraton. Ao exsple
of 2 PLC, ﬁnhtmmhﬂ'uunl G4{T7 -
lJ.S(IU}-mIT«ﬂhMmMyI { Heryrrodes

TARLE 14
Tty wwd Prcliien) Cogorrtetio, of
I 1

Ttk Poederml

LT SonrT e oot placs
Chma ol Acgwat [ st b | [Mamracrenla
FLA . bacd v frieds- oo
cawcat o=hpliam rL- 1

2 Cyslonerpetors: Tobdhitom

[0154) %ﬂiﬁﬂm drup{hﬂﬁtﬂ:}
wte widely o eniidnfirmmatory, satbpyeeiic, anth

mmmmummmmw
dim owd Lethotriones, I Textbook of Rbenmxiology, X
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el (Relloy W N, ot sl et ), o 258 (1957} The moleceine
turpets Tor these dymps 20 ype Lend rype I crclomsypenzses
{COX-1 zod COX-2) Theso cnryoes sty 2l known 15
Prostepleodin 11 Syathess (PGRIS)-1 {comtimmive) sl -2
{idaciida), end catslyre the comversion of amchidomic aoid
to Prostaglandiz [ which is ar intormedion i v bosyn-
thexis of peostagladios s theonboaoes. The (UX-2
ey b besn identifed tn codotbelial cells, macsoph-
ages, aml Abeoblests, This vozyoe b indeced by [L-1 and
cndotoxin, smd i exprostion b opregolued # sites of
mhﬁumﬂfm Comstitative wafvity of COX-1 2od indoced

i 0X-2 both lead 0 myatineds of prostop!sodins
which coutribeto to paby and fnflasmation.

[PIES] NSAIDA carcetly on s merket {diclofmae,
nrprcen, incnmcthocin, iharolon, ete.) xre gemoemlly oou-
scivctive tnlfiitions of both koo of COX, but muy show
greuter selectively for COX-1 over COX-2, clihoorgh this
txtio vzrics for tho different compovads. Use of COX.1 i
2 inhibdiors 1o bleck Toomtation of prostaglasdle wepecsents
a hoitey theropeutic strategy than senngiog 1o biocl; it
sotiors of the natvml ligoeds with e soven desoribed
sbiypes of prestepok] orpton, Roported antagooids of
. choosatold rocroa (BP-1, EP-2, EP-3) aro quic mic
sl only spexific, begh +findty brtapoaiss of the rombox-
s A2 reoeptor havo beon sepoyusl, Wiellace, 1. axxf Citioo,
4, eendy In Pliars, Sci, Vol. 15 pp. S03-506 {1954),

[D186] Thw exzl, oieveoors of iorsmmsculir ws0 of

Enddiiton by comteaincthericd fn paticons with
gloer divesmo, pasiritis or ol madrment. 1o the Lnieed
Stades, the only svallable inmctable form of tes cloa of

wﬂmhﬂukmdthpﬁm
mimmwwm *

[O157]  Preformed oyclvonypooes intdbitomns for ow in
prosen] Evention ane keteroise sod indomethacdn €F thea
mmwgmmmmﬂm
relatively high desages mquircd. Therpoatic ad preforred
c;mmﬂﬂhmhmhthnmluhummﬂuihm
15,

TAHLE 15
Ttk wi) Prriercd Comerstyac s of

L= o Y Ciorstratlces
Clots of Ageat [ttt [ adearnsr.nry
Cycloorrpre=ss lekhna
Etomby 10w L rea
20wyl ol L4000 1105 -3xmo
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3. Lipoorypeaase Inhibitor

[0158] Inhitsition of the coxyme lipooaypecss mbilas ke
prociuction of keakotriecocs, moch as Jettkotricr B34, wideh is
oo 0 be an mportam mediztor of infammatien o
paio. [owh, R. A, aed Lembotricnes, L
Toxibook of Rbconritology, 30 o, {Hclloy W N, o 8l
cdv), o 254 (1959} An cxamplc of a %

spisgogist & 23%-limolly 194 1 2y -5, 0-thonde
adiyayiyl Abeorminons (~AA KAL), sitthle coscecttin.
o, Yoy witch aro ated i Thble 16.

TALLE té&

Tacrmperth sod Prrlomed Coesontratiossy of
Frr, drlntertion, JrWhi-oy Accro

Tt aproaic Potfuctzzad

Coraoneroatlong Cowwootimationt
Cots of Apent {Witeresla | (Ml b
AA kbl 100 LI BEE -

[0159] ). Prosiznoid Reooeping Anfegponies
0160] Specifie prostanokb

I:d:f!h:ﬂic 2kl ohediate thoir inllemvmietory oliocts oo
activition of procemid reorpdoms. Exemphos of clesses of
Epudﬁcmkﬁdmgmmmthuhmmumtm

Gy
peceptor entagondst i K-chiorodibenafh [T 1A Joaze ploc-
10 LU D -carboxylic ocid, 2-mectylimdsds (SO 192207}

A spitable (ranhoxtts suhtype rotzpoaist b [15.
[tee, M52 3. h}?j M M placpy laom i eprbony) |
hectrazmo] methyl - Peoxtivyio] L1 Mwpr-2- _ﬂ}-.i-hup-
T acid (S0 295487) Senlshlke cormerttratiess for
apends per a0y Jorlly §n Tele 17,
TABLE 17
'Ih:quk- v t"mmd Cimcrstration of

Thanyealc Pl
Comoeirafiom O otoralmtheo
Cla of Agwal Nacoesla (Srnessiar)
Exemasdd EF. | Actupesl i
oA Lp ) F akL - ol

K. Laskolrme Recopior Andeponists
{0162] Tho kuketrknoa (11D, ITC, wd 1TD) =m
proxiucts of e S-lipooxypemese prtirwny of srachidonk:
acki mwisholinn tiat o generzicd caspmoikally £od bewe
i mﬂpmwmmmmﬁm
x
bog. Spocific smtyposicts sre comently boiog sooghn by
many pharsocestical cmpazies fof polential therzpesthe
upcrventivn in thesa patiologics. Halosbio, BV, o al,
Adwrr, Rov. Pleomecol, Tomkeed, 29 L2309 (1959); Fand-
ftorchinwna, A Crl. Rov. Imosmol. 1 1.123 (1990), ‘The
M8, weeptor ia lonnd i contsin imthrn cells incloding
mwsﬂmumhLm.thmMm

X
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rexolis fn chematanis o lysoanmtsl onryme relctsg therby
cmitritmting o tho proces of jeflamorsicn. The wgmal
Iragmatoction process tivociated with sctivatioz of the 118,
resapiar fovolves Gprotede-modisted stimulation of phos-
phothdylhnesito! {P1) metebolom od olovation aof tracels
Tuler calciom (sco FEG. 2)

101621 ﬁnnmplcuftwﬂthhkﬂhﬂrb:m B, moplor
antegonid B ST (HHSFH{M24{cpclopropy ety [y 3
methory-4H{(methy lemino)-cxdouyl phenoxy(propoxy)3,
d-dilralro-8-peopy]-1H- L -bearopyran- T-propocis wcid
{~5C 532787 Concerdrntion for this spent that pro suitabie
fot tho practico of the presem Evention mc prowvdded in
Tedrie 18, Other sttitabs leokotrleno B, moepior

il [~V achiloro2 «quinalinyTetheny pbomy I 13-

{dimethylamino-d-oxopopyiikio]  methyljthiopreponds
cid ("MK 0571 ) end the drogs 1LY 08,071 eod [C120,3215

ME 571 also ects a3 1 LT, reoeptor sthiype artagoalst,

TABLE 18
gttt wond Eacfered Comertrbmm, o
Pz Lefhrrarniina Taich -0y gt
Thattpentio Prirncl
Comawyioes  Crattraers
Claw of gl et Naratamit=1 )
Loskotoi 1, Adet el
Lol v Lol ) F=411

[0163) L. Opinid Recrptor Agomists

[M1&3]  Activation of opichd reccptons el i sthnocts
exptive llocts amd, thamfors, sgonists toibess mavpinns are
doxirshle. Opiohd reccpines focleds the g-, & and oopdoid
resopiar soliypes. Tho p-recepion s locdicd oo sepsory
neyron evndesls b 1o periphery and activetion of these
reopions inhibits scosory ooeron ectivity. Bxvbonm, A 1, o1
ol., Opicte analpesio: How Central iy o Peripherat Targer?,
M. Epgl. J. Med., 325:1163 (1991} & md K-rocepioms ko
loextod o symathotic effcrent serminsbs wnl nidhit 1o
ke of peeslaplandics, ihereby iohibitog i el
inlleprneation. Teiwo, Y. O, of ol Kapnae and Dofiae
piodds Bleck Sympatheticatle Depemders Hporofresia, 1.
Newoed, Vol 11, page 28 {19911 The opiok! mopior
subiypey ko by of the G-protcin complad reocpdor
superfumily, Thereloe, all opiok! meospior agonisis interact
ol inithle dpaliog deooph thelr cogoase  CGeprntein
coupled recopior (e FIGS, 3 mnd 71, Dxemples of auitelils
A-opiokd rocepior epondds prg Ientaoyl eod Tiy-12-Ala-(ihy-
[Nl PP T NBIEH -0H (“DAMGO™), Ag oxsmple of 1
sujtable Gropivid receplor apoeisd is [D-Fen’ O-Pen'ler
kephalin (“DPDPE™:. An oxamiple of # suitehle s-opokd
ey epowde] by (tram)ed d-chloronN-mecthyl- N 2 1-
pynolideyDescibesyMbenzme  zommmide  {~LIS048K™),
Snimbly conorriralioes (or each of thes: agents 2 et forth
in Thbls 19,
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TARLE i%

Thereperts od Pretersd € oecemtrotions. of
Laiat-wmmtic 3ot ey Ay

Tt nth Preletrd

Commrijomm Comcrrtr=titen.
Comm o Mgyl Wil | [raroxmie |
DGO -1 14-m
ety -4 1=\
eyl ik }-520 =200
BLRLY [l -1
DeDPE 11 1=K £.0= 1t

111 X J Rath 1r v

(a14%] M. Pornocrpne Amtopnoics cod Aponics

[0166] Exteacclinlar ATP sctx an 3 sigmling moleculo
timonphk moractiom with P, pavincceptoes. Ooe major cless
ﬂmﬂmm&?hmhmnwmﬁw
gxted wm chmels i wop cheomehs
able to Ne*, K*, aml Co™. Py reeptom ﬁ:
srey Sowtos o epored o allerent pey-
rolrzrrrdssioe wid sockeption. ATF b kitoas: to depolyrize
Sy Octres &nd pligs a pole fa peckocpior wetivadion
sipce ATP rolomecd from demeped celly stimmlzien P
roxmnn kesding 10 depolarintion of oockceptiva oeove-
Hwor terdoads, The P2X, receptor hay o highly restricted
distrifemion ((Ren, ¢ C, o3 al, Nanme, Vol 377, pp
478-93) (1995)) mime §1 o webeclive]y expressed 0 mpsngy
C-{ibcy perves that ran iovo e spiosl cood 2nd mony of them
il ot e 10 eaerry s eesdons for ] stanmli.
Thuss, e bighly restowted loctlization of cxprossos for i
PIX; recpior sebemity omiko thoe sshtypes excelient tar-
gots for onalgeuic action {woo FIGS, 3 and T,

[0167] Sninbk amrponis of P ATF poriaoceptoss for
wis f th prosen favesting inclads, by wey of oxeaple,
miramin  eod  peredoxyiplececpbate -6earophiny)-2 A-diel-
fozic acid {*PPADR"). Huaitohlke doocemmtions for theso
wpeos we prowided i Tehle M1

{0168] Agonkds of the P, receptor, # G-protein coepled
moepy, v koown o ollod spooth mcde wlusibom
throggh skrvatios of toasiiol triphasphate (TP, ) lovals with
sphmsprnt foecreass jn fobracelnler culetem. Ax cxenple of

& Pry pecopror agonist s 2-me-5-ATF
TARLE M0
Thotraorit sl Profoos) Comaokatioay of
“m“ Hm
Comonctolices. Cogoritpibion
Tl of Agent (Xamowpalsr) Menoealart
Prinsemitar Adgnaiv
o Prhe 12000 IR0 00 B
TRALMS boc=fa o 10 O0=-100, 000
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[N188] N, Adepesine Triphosnitate (ATPRSoritive Pries-
riv Cloomed Opotcrs

[61'M] ATP-somibitve poteoinm cheomels bavo becn it
oovcret m oomerors tiotcs, incleding veculer and toa-
vicsear et rooels il tain, endd By stadiow ity
g of thor doooel camos potesaton (K*) ciffox and

the coll memivnon (seo FIGL 2) This hypes-
polerization indnces & recduction in Btrpcelitle frev calcium
throogly falibition of voltepe-deperndat calcem (U279
chanmcls and mecmor opersial Ca®* chamrchs, These com-
Bioed ncthens defve 1 ooll (0.2, smoathy muscle cell) iga n
rolaxes! sinte or one which b meve resistan o sivaton md,
in the ¢e=o of vazcnlyy smooth emrarks, roxals i vasorefax.
stion. K* chemm] opepers (RODRY Bavw been charsetorized
s baving poten! antiypertessive octivity i wivo amd
viawolaest oclivity @ vigo (e FIG. 4). K* clomxl
openers { KCOs) also Bva been shonen o peavestt safmrtine
cotfled secrotion and s copxddered 1 oot oo projanctional
ool eocepiors wnd s will inkdbil oflccts doe o oerve
slimolotiw omd releese of inflsoueatory merbanem, Qwis,
U, et al., Cellaler Plarmacalory of Potacwient Tt
Opertan in Virsouday Sgtoceh Mimcle, Canfiovees, Ros, Yal
28, pp. SO5-810 (1994)

[0171] Synegistic lotcractions betworn endoticlin (ETA)
aod optacrs of ATP-scmitivg potmsshumn et
nels (KOO} aro cxpectes? in achieving vawoclitation of
sowth ol elaxetion. Atk for ool mae oy howesd
tpon e [acy thot these drogs bave diffcocot oelecolar
mechaaisms, of acticn i promating selssdon of amoath
wrtscly and prevention of vewsoen. An initad ntraceTo s
celeiten ehivalioo io soocth momck oolbs insfuocd by the
ET, tecepdor subscquenly iriggem sctivaibon of voltege-
wmmmmﬂm&mm
which i required Lot costrecthon. Antogonists of te ET,
revcpinr wili spocificathy blocd thiy secoptor aacdistesd effert
bt okt Block Bcreases io calcees trigmercd by activation of
othet G-prodein covpled recepiors oo fhe ooscks cell.

opcn
tration of thy cell membrane This byperpolerizstion will a1
o reloc comtraciion: madized by other reapton by the
Lollowring, roccitseisaree {13 it ol fxbice 4 redoction in
intracelller &wnl:hmlhmmghhhﬂﬁﬁmdmﬁng:
depoirdorst Ca™ chammels by madocing e probehility of
mlwwcﬂmmhmﬁuﬂl
{roveptor operatsd chantely) ¢t
telensr fron iotrmcqlioler sources throegh inbibition of
inaitol triphospiode (1P [ommation, and (3Y i odll kower
the cficicrey of calcism s 2 actvator of eootreorilc
proli, O , combined adions of thew e
¢lzses of diogs will clamp the tirpet oolls o 3 relazed
state oF o oridclt B oo fedsient 1o aefivateo,

[0173] Saitehls ATP-scpsitivo K*chm:lqumfurbu
prectioo of thy presem ivention Inclodg; -

rradeadimy; micoraedil; misadil; N-cyooo-NC{ ), t—dmihj'[
(2233 Hlpropyl-N"{3-pyridinylguatiding (P 10757)
ad  NeoyowouNo{2-aitmayothel-d-pyridioecarbongmidz-
mite moncemoihenea]phome KEN 23017 Comcomn-
sioes for theso apoots scc a1 (orth i Tahke 21
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Tomempante  Preborst
Comntibct ovn Cokorittatbvm
Tl ol At Namexziole)
ATE Sciditbe K Chomee] Oyt
ercmmplecin h-forme TNy
e —1 P pn-pooa
il = r 10
P I 0= 1 10-1GE
i 2 t=thrrrm 11
{ = pkemdd 1= Ir 1,000

Il. Anti-Spsam Ageits
[D1] A. Mzhifmwioa Agests

[0178] Sovors! of e omipeniscti-hnllamadory sponts
desried ghowe ales semve Jo jnbnbil vacocopstniclion of

smooth ol sput A soch, tewe mperts sl petfom
the [unctica of anti-=paum ageat, and thes arg henelicrlly
wscdd o vesculsy omd erologic spplicatioos. Aoti-ioflarmms-
tocy/antlprin zgents thad plw serve x eoispasm pgeats
o

[0176] B Nitric Oxide Dogres

10177] Wiric exide dooors mury e iocloded o fhe sols.
tiams of the prowert Erwatiog pertcrlerly [or their so-
e etivity, Nitre oxide (N0) play o critical rolo &5 &
mafecnler medidor of many physiolopics!  processes,
eiuding wesodilation eod regolation of ponmaz] wesculer
oo, ‘Wihin endothalinl oclh, o0 oy koown o NO
sypthrw (NOS) catalysrs the conversing of L-argintes 1o
NO which zctw 2% 2 dfFmibls soowd oot wod ol
A eFpomses i adyrccnd mnooth morscle ool (sce FIG. 8),
KO s coctionosly (omncd ®od whecscd by the vy lsr
cacdogtelitm pndet ezl cooditiogs which foldivits cotrtrse.
i md ok ba) oy o e £ prevlmocd it
cielntiaibog 0 varlooes apondols (el kS e
tylcholioe} amd otber endothelim dopender vasodilators.
Thoy, regolation of Kt symhew activily eod rbe resobent
tevels af K mo kay maleculer tergets comtrofting vescutar
noe {sex FIG. 8). Mimamats, Ko, of 8l Corony. Anlary Dis,
VoL 5, pp. H13-820 (1900).

[0178) i?mgﬂw micractionn botwcem NG dooeeo 2o
AVPosenvitive potasitm clionrels (KOUs) ko
o mhhw mchmbuw ot smuescts polex-
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comidnation of the too cleses of tpons will o mors
wficecions fo relaxirg soooth ooecls than cooploying &
single clom of gt alona,

[QI'?] Switalla titric oxide dopom o e prictico of the
prosent iovention eclode wivrophecrin, sxbmm o
gide, the diog FK 409, FR 144470, 3anorpiiinaesydoos.
mnine, or losdoming ehloobydig, {~SIN-1")% 2o S-od-
trron-N-pectylpenbrillemine: (SNAP) Coocomtmiina for
those pgents gne ot Gl i Tablke 22,

TABLE 2

TABLE X3

Fierspreiah: tod Prclemid Cocoraton e of
Sperr Tr o Mgt

Clas of Ageel s ol | M i)
Erors:lo foommes Aol recoy

o [E =L 0000 p R
FR1¥73;7 [Nl - OO
agotn 01 2 10000 Lo

Theeespertic sttt Peclered oo of

Ttipeearic Forfzned
Coangenttathi T owSermirrhioon
Cixn of Apeat (trarerkint | ezl
Wotregiproenia 100 100 -t
soxbuxet picroerrerside = 300 P03,
1 b 1or 1,
ENAR 30=10,000 HE=1 5T
FE 407 (8OR-} [=-Lam =200
FR 144470 {NTRL-4) 10=10 e la-%0m

[0180] €. Exdotholin Recoptor Antzgociss

[0181) Exlothclits b a 24 zmino acid prpido st bsoou of
the moa potent wasccosirkons knowm. Thiee it
brtmien crdnthelin peptides, desigrded ET-1, £1-2 oo E1-3
bave hect descriod which mecdiste thek presdodogicat
elects Uwoogh o ksl o rocoptor subtypes referresd o o
LTA“mmThhmudvmh&mmhmh

contin predoriontly ET, mmptmmd thes subiype B
sespuepsdble lor cogtraction in O tisues, Forthermore,
ET, recoptors have il bech Totnd to medinie contretle
ropomes o isolrted smooth mueacle proparsrons. Amepo-
nists of ET, receplors have besn fovd 0 b potent actaro-
winis o bttt ctocimy sriery conttmciions. T, aotoge-

may mdditiorally b wsefol o mbdhiring of ewonth mecke

ooutraction i wological applicaings, Miller, 1. ¢, ol &,
Trends in Plarmeonl, Scl, VL 14, pp, $4-00 {1993),

[OLEA] Scitebles encdotholis recoptor antepoviats foclude:
eycla(D-Asp-Pro-D-Val-Len-DeTip) ("BQ 113°x (NN-
bexzmethylenocarbamoyl-Lon - D-Tep 110310 Tep-OH
(“BQ 01075 (R24{TR-2{ (s} 2 ) beexatrwlee- | H-azopiopl}-
caivmylhmivo-dsactiyl-pettaooyl)  smino-3-(3 t-me-
thyl-1 H-imelady!Doroploaylamine-302-pyeidyl) proplotic
rcd CER 3T oyeto(B-Asp-Pro--l-fcu-f)- frp)
CIRC 3" epclolTSonPo-DVild oD Tipy TK
3y S{dimethylamino). N4 3, 4-dimethy!- Sl (1«
aephibleocsdipbonanride (“BMS 18X ond N{I-
Fosmyl-N-[N{{bexzhydro-1 T.ampin-1-y Dearbonyl L~
loocylFD-tryptopbyl]-D-tryplopban BQ 6107
Clanconttatiots fof & reproscmstive fhsco of thewe ogoots fa
%t Forth fe Table 23

[0183] D. ¢2™ Clool Amegoiss

[0iEd] Coeleiom chamm] sntsgouiss oo & distinet group of
crory thet borfers with the tamemweotersne Buax of cakriem
foos pegmived] for activadron of exflnler rospomus medinting
ociroialammetios Clcinm oairy indo placlots and oty
blood colls is & keoy vwext medinting octivation of ropoiscn
oy theesay el Turthermore, the node of tredyldodin moocson
oot pearobontn recepions (NE, wod NK.) o medietiog the
noormicsmmetion gl tetsdsction pairesy ocindes
Incremes it frecol i ler cobefm, thar hatdiag 1o metfvating
of o ciogrels on the ploans emivene. [n meoy
tiwxmes, calcivr channe! antagoabds, sch e pdlcdipion, cen
sixluey b redces of erachidonis scid, prosiylendios, eod
londotricoes tiat sw ovobed by vanom stinoll. Moncsds,
5. Flower, B e Mape, [ i1 Goodevra's aod Gifmot's
Plomacological Basis of Therupessios, {7l ol), Mac-
Millzo Pabl. ne., pp. 6005 {19931

[0183] Celciom chate] antegodists sl tofecfers with tho
treemapheane Dok of caleitm jom mqgttined by veestlsr
mmooth meexl for comtractioos. This ollert peovides the
raticarale for the ese of caleinm chane! antegrninty, perio-
peratively diring procestzres i wisch the paal b o allovlste
vasospanm aod promato relvistion of smonth muscle, The
dibpdropyridines, inclnding pisohlipdoee, mi1 g spuiﬂ:
iniibitors (mtagomitis} of o gatiog of

the Laype sabype of qpleitm clheancls. Symtembr adominis-
tration of 1he calcimm chaene! patagoodst ndfcdiping doring
mﬂmmwymwhmtv!n:bmﬂmﬂlmdmmmw
Mimimize crenaary Ariery visnepacm. § LR ol
Chatluion, Mol 83, pp. 460468 {1991}

[0186] Caloium chanmel stzgoaias, which e thong the
kgti-spaum sponts mfol i e prescm imveatioe, cxbibll
W:Mﬂhﬂaﬂwmmmmdm
pesent imventioa. Cadoom (Ca™™) chierme] emspocdsts, s
altrke cadde (N Jotors Hiteract h:.chhvhgvmhx
2tion or eoooth mmacde relarzion, ie. o
activity, A mginaale loy die] owe i based #pon the lhi
theta 1w clevun of dangs beve Aol aolocsler gl
nizaa of miion, myy gl be aapleicly cefozive o echicy-
ing rehaxstion s adone, 2ed may heve Siforem thow
petinds of cffcetivenes, 1o Gt thar ato comerogs sindics
abowisg that czlciom chatmol elong cetmol
wchive complets reloxation of vascoler muscly that b
henn procoeracted with & feocptor apoaist,

8187 Tiw elfeet of aboklipeoe, med sione 2od i com
bingtics with gitoghroeris, oo sprm of th itente] o
muary artary {TWA) showed thet the comibinption of jke o
diogs modeced » [ope poditive sywcomhtic oot in te
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provontion of oootreclios (Tin of al, 1994) Thoew smdies
pevide & scioptific basis for combitation of ¢ calema

CIIOTRTY ATLEFY VAL
mgﬁv:bmtqmﬁ{(‘uhm o al, [98X, Scholbomor o

found that the srosined phees of initaceluler cokrisn
clevation fn smooth omcls oclls fminced by BT, rocxplor
activation sequines oxtacsiltler calchom sl o of leost
;néiﬂybhxhudbyﬁwd&ﬁhhhdﬁmufn
vt chvomic] zreponiat wonld be expected o ey
tieally cobonco the aclions of at BT, aotgomist whon
cornbdned Bz a sasgien] aolntion.

[O189] Cakcinm chwnme] entipoeists wnd ATP-scositive
polzssivn chantie] oponess likewiso oxbitdt syacrghthe
scticn. Potscsivo chomwels that ae ATP-soirsitive (K ope!
mph:hnm:htmpmmiﬂnﬁcunmm:munm

mscks. Binding sttdiks with recfolebwled lgamds beve
canfirned the exisemes of ATP-scmitivg potscsitin chams
il wirich e tho rocepeor krgets for the potecciom ¢ harw: |
opcirr drugs stick a3 pimeidil. Opeaing of thesa chanerfs
ceuses pofeoiien ofilex md the ool mem-
brane. Thds hyperpolsrizetion {1} fncdooes » peductioe In
imtraceluber [red calkeinm
d:pmkﬂ(‘:"dmmhhrrﬂmhglhpmhhﬂﬁjd
opeag L-type or T-ype caloiom channols, () resiraomn
wwmmﬁwwwﬁ-'mm
from iteogOele soerocy thropgh fbfbitien of inesbol
ﬁphpbah{ﬂ*,}fwmhmu&ﬂ}mmuﬂkhmyd
calcimn s an sctivetor of ooofractils protcha, The com-
bhwdmhhoflhmmdmafdmpmmh
chanee] opepem and c¥lciom chopnet antepn.
mhis} will clamp the trrged cells into 2 mlymesd Kae of ome
wiich b chore reskteat G activation,
[0190] Firally, crlcizm ¢henoo! sotegomics aned tachyid-
oin eodd beadykiodn eatagoiichs cxhihit sypergictie efocts in
mwciatiog avvroiniaomatios, The ol of meerclihim swoop-
mi:aunkﬂm {NK,) mlu::gm
1 t iy (NK;} reccpior
{meabers of e Gepeottin coupled suparinnily) sigoed
rrumdoectios pailway incdades imorerss in hiirece finley cal-
cinm, thes lexding to sctivation of cakdom chenmels on the
plzum mcmbrne. Similaly, etivation of hrodykindn.
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(AR.) reccpines is cotpled o inckases i Dnteacclober
<elersm, Thea, salvinm charme! sndaponnh, itcr o with a
vominng mechaton madving clovation of oteecelbtier
colcimm, pmntﬂﬁ:hmﬂumgbldypnwm
ntbnhuhl‘arl;’nﬂuhth betworn exlcions
ool mtepouiss wod  sttaponich (o ocorolhidn sod
bradykinin reocpion

[0191] Swsizblk caleinm chanmel amagonists Gor the pess-
tice of thes prcsint imventon iochude nboldipioe, ailedipine,
wimodipine, lacidipine, frodipioe s smlodipine. Soiteblo
cocetitrations. Tor those speoty wro st forth in Toble 24,

TADI L 24

Thesapsals st Protrosd Citmotiartions of
Foen (g Agets

Thropethc Prefermed

Croctisthcn,  Cono:Shiarl
Tz of Apxat ol Marzioley)
raiipraniing )
chai il -] -l o
nllakger 1= -0
slmagtipiog $-IRLRN0 -2
t=cdinioe 1-p10m 1003000
ivrnlipi b b2.500 -4
m -1 )

IV, Agti-Resteomis Agemtsy

[0192] Yolutioos af the peesomt foventiog wiiflired for -
diowrwenlsr sod penets] viscoular provedurcs mery optiooally
abao inclods mmmmmﬁmw&xnﬂgﬁm
plary, rotatings] etheroctomy sod ciher jnterventiconal vat-

cular gaon, The [nflwing drogs sre suitable for melpsion in
the proviomly decribed candinvascolsr snd pencrsd vasc-
lar wrigation wolutioes when thoitnen of rtooetis B
ndicated, The [nllowing moti-resterarsds ageots wonld mel-
erhiy b combined with sti-apasm, epd Al mone preler-
shiy also woith *ndl-peon'cati-inflammenon zeents io the
solatiocs of the prown imvention.
(0193 A Astiplaclo Ageits
[O194] Ad aites of arterind bjury, platelets adbome & col.
aye then sctivated Dy sovea] idopendend medinion, A
varicty of spoodsts sy ehie o ectivie plockes, mchudiong
colizgon, ADP, decnibxoatne A%, cpiooplrine ood oo,
Collegen snd thrombin scrve o primaty sctivaiors 1 dics.of
visculer Enjury, whilk ADP end thrombonmr: A2 s 1o
recztdt additionad plotcicts tnte 4 prowii: platelct plog. The
activated platckts diprenatlyic and rlcew othoy sguts
witch wne o cremoalirectents snd vasoconstrictors, i
platelel ggersy can he sotsponists drowe from sy of tha
shovn apomis?fooeplor Tangre,
[oY Sizee plaiclcts play xoch to forpettant roks b the
cascnde, orpl setiplateler opents bave boon moa-
tincly admintuercd o patiats aaderpaing vasculs mocs-
cheres. [oceed, besmuen of this mmbiplcty of sctivaiom aod
obrcrvoiioms that singh antiplstolet sgents e oot offcctive,
Er ivistigators bave conclmded thy & combincd e~
men praenl i aeoesanry Tor elfectivenesy, Reosnly, Will-
e aml coworkers oporicd the intravemoms me of 3
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erhingd agenis, ddogral (s mstagonist of Ihromboaz
A, Stamracio (s acrotoaio scinponse ) sed clopidogrel (xn
ADP wntsponiat). They fomed it (b comivnatin of 3
aotegooicts inhibited sovers! eelovent pletelet functions amd
ez soatntinal peoliftmtion fn & caofoe coronery aogio-
plesty made! {JAUT Abstrects, bebyoary 1995). 1t is mill
nocxyixin which xppeoach to treatment of copoaory Hrom-
bosiy will bo modt socesalnl. O prosadbitity eoukd be 1o
fnetade an aotiplatake apwnt #nd oz eiibrombotic s o
the carioveeryler end geoon] vooculayr salntiogs of e
Pl nvention.

t. Thrombin [ohiftars s Recepior Antagoalsis

[0196] ‘Thrombin plays o ceotral mfe o vasenler foshom
Tosrrrestions s i eousidered the priocipe! mediator of theome
besgiseaix, Thets, theroesiees Cormation at wiocslo esion sics
duting eod sfior PTCA {pécuiancots (mmlnmisa] vy
srgiopliy) of other vasonlar peocedure is cootral 1o acmie
roncelmion end chrook: meleneshs, Thisn procos. an be
intereepted by epplication of diret senti-thyemide, focnd-
iog biredin and its synthetic peptide apalops, s woll o
Unmuhiy reecpiny aeizponist peptides (Hasier, o al., (908,
Am ), Csrdiol 75, (2B}, Thrombin is sk 2 podem growth
Ecior wikh ioitistes soocth oo oxll pratiferation st
aftes of voscitie infory, In sodition, teombin glaz plays &
ol by modelztmg e cieets of other growth Dectors unch s
FDGF (plochrt-detived prowth facke), mod 2t by theeo
showen tint thrombis inkdhitam reducy oxprenion of PDOF
mBNA sslsogtent to vesnaler fofery ndperd by balloon
stgtopiasty,

(009 Hirecin & the ooty dired autitbrombin dap
shwces § Bitds to the camlytic o wxl e sobatmic cooog-
tation wite (exowite) of foombin, Acsimal surdices wing
baboons hyve shown that thds proliferarivg resprrsy can be
teditocd B0 ting roeoatbinast birodis (£ fha-Ciefpy), Him-
lop (Blogen} & 2 dodecrpepilic modelod e i, sl
s 10 i active Kito of tovaidsis wis o Ple-Pr-n linker
mokcule. Large chndo] trisls of Hredin asd hiulog e
ooderoray 1o e their efficacy i reducing vesculsr keoens
sfer PIVA and Poewe T dete on Bz inbibitors 1o dnic o
presitive, zod both dargs e beliovesd 10 b snilahle in the
solntines of the prescol inwention. Proliménery remles of 2
£ 200 pechend trinl writh ropest snglographic suoecmoey ¢t 8
conutttes (0 delent reatennads wdiated soporkor sborl-term
wtppression of ischontie ovents with kudin ve. boparin An
sivaatage of s spproach i that o shmifcanr blocoding
complicetions were mporied, A sustrined relepse {ogal im-
{og therapy was o 40 docroamg carly Spombost tm oot
seodrtimel thickening afior irteyial stenting in pigs. Muller,
D o i, Sevdecd-feierw lecwd Higlop Terapy
Heoroases Early Tivownlonds Bt ook Necibatinmea! Tlicheting
After Artertel Stenting, A Tlexrt 1. 133, No. 2, pp. 2114288,
{1990}, It 1k study, Fhoulop v wleesad frovn =1 Bepecg-
aeted] polymer placed oommd the ericey.

[0198] Other setive ooti-dwomilis spents Boing bested
which are thearized o e miitable [of the mreserd inrcatiod
a0 srgetrolzzo (Texas Biolechiology) and cicmttan (1ily).
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TABLE X
Ttk wxd Pxfossl Coroonatess of
i —a Rous s Inkibliooy Apeny .
Therpebths Profommnd
T ocat st M peckemid
Clisy of Apes [Namsmeantar [Naspoopr
Tiowrtbs Jakerw
fod Mecryiow Avyteprabor
blerdfin GO A M L UL
laming dI-mpon3em =
2 ADP Receptor Antegonsits (Purinoceptor
Amagocs)

[0199] Ticlopiding, i kxtlog ol ADP, ihdbsts tth throm-
bt ol ADP-meluccd placlet appregalion [ s ifkly
et thojopsidine blocks imerecten of ADP with ity reooplor,
thorolwy mlitdting sigus] tremsdeciioa by ths O-protein
voapld mecpoe na tha sarlaer of plackl memivocs. A
prclinbneny sty sboeved U Lo bo moee o floctivg han

i comirirtions with (Epyritemole. Howover, the nz
of tclopidion bes bean Limilod becamne it czuscs dootropc-
eda. (lepengrel, 2 tokopadion analog, s thoaplt o bave
Tower advens ale offcets (haan delopidae and & comently
being stclied for peovertnn of mdwmic o, 11 i teo-
trzed that these spods mxy bo mrashle for o o e
salpjrees of the peeent #ventinan,

X Thromboxan: Inbdbators amd Reoepans
Armopontity

[200] ﬁgmw:cmlyuﬂbndﬁ:mmhn{mﬂ:ﬂs
of treatment of Uirombosls roly wpon spioy, bepero oxl

activatnes, Aspirin  broversihly  acerylates

v ikt the syntecuin of tromboxsco A2
mowd provtscyclic Wirdle dutx saprpsoct & Bestefit of papdrie for
PICA. the anderlying «fkeacy of asmrn 5 comiderpd s
wily o oded, Thes 1 fikely dowe to platclct active-
ez thrmbaorrain: A2 inlopoiay prtbweys et 2w
ool blocksd by mpirin inleosd acetylzron of cyslooxpgs-
e, Plereled ogpregiion pied Boovobonds roy oo despite
mmmﬁswmhmmhhﬂbnwﬂhd:nﬂmﬁu
by also beon shows o rdsee o Beiloxo of sl
soenplicition ditring, PRCA bal oot the iscidencr of resteno-
=N

[0201] Two dewombootanc necephar mtagoendds apper o
by et wrilbcacioots than oot and are believed stitstdo for
e it iho solutioo: 2o methoth of the preseor fovention,
Talophling inbibits ot thromboxmo: ot ADP-indeocd
pltalet spprepation. Ridogee] [RESIGN b & comiinod
thrrpbcaiw B2 synthbetes: Bbibilor o] frootozsaoe-

feceptod blogkct [ B By
mﬁw%m“ﬂmﬂxmﬁmmeMd
patients ooderpotng PTCA admindatered io combimation
with beparie. Timmermem, (., ot al., Ridogred b dwe Seftiog
oof Percirtorterary Trprclmttin | Conragr v Am g
Camtinl. &4, pp. 463160, (1901} Treatment comists] of
sdmdnistering & dlow fottveimn injoction of 300 oy e
price ot stan of the FTCA and continned oradly
alcy 12 bes with # dose of e Tericr chafly. Froomy this
stuly, ridlogec] wms foundd o be printerily ssecesin) dce mo



US 20030195461 Al

carly acote neecclesion oorurred in 30 paticots, Blosling
sampliceticns did ocme i 2 syeitieeet qumber (M2} of
pationin, o s sppexs e bo a complicating factor ot
sonkd mmine epecial cive. The stwdy coofrmwd e
siciogrel bs = potent koog-lavtiog Ehibdter of thromboxans B2

[0202] B. Ishthitom of Coll Adbesion Molocttics

1. Selorio Ludihikws

(23] Solectin heltiiiors block thy interaczion of & scles
bt wilh it commate ligmmd or maepior. Roprosonuive
cautiles of seltonn torpets o which theso hitdfors world
ot focloge, bet oo pol Bmited 10, B-milectin and Pasclkoctin

w%mwﬂ%mnm
antibody boped by Tyie] Copes that infdbits the sctivlty
of Pusclectin, The prodoct, Y 1748, b i prociitdcal dewel-
opmet, with 4 potcotis] fodication beimy nocmots

2. Irmtegrin toldvtol

[0204] Tho plaicknt glycoprotein [Wills comples s
presamd on the secfacs of festivg a3 well o activated plaice
kets [ appeom to nodogn o tresdormeting doyfsg plachst
octhration which crables if to serve s » bindieg sie for
mmmmmw&mmmuwﬁ
receptor which mepregents o sommon pethony
platekl ageregation.

[0205] Sowaral types of sguats it fmo the clows of GFLb:
Iz imegrin sohagontats, A mooockons] sptthody, o753,
(Centofix; Centooer, Malvern Pa) bas bocy imicasively
atfedd 1o date e 3,000 paticor PTICAstody. It Is.p chlimeric
temeian 'myviring el AO25 mp g ol of ¢ T3 [alloweed
by 10 pg/mio iotraveooes infedon for §2 ho

grester then 500 blockasle of GPMy/It recrpeom for i
clseotbon of the infexos. This wies corselsted with o greaser
e 805 thilsitions of plzlclst eggrepxiim. Tho antitody
wry cxnbmdnidered with bk sml 2o ipcroed ek of
blcoding was noted, Addittops! focomation waes olxoiosd
Erom the EPTC eriad which showod & sigrifican redm:tion in
ihe pritnary eod poist, & compesiie of death fe, Dcidosos
of soafytel infarcticss and ocod fov corcnary
roviscaloiation, snd & by term bBeocdit. Tob-
cog, [1995) Am. Heerd ). 130, 67349 A phee [V sindy
(PO designed & saldress saferty sl olficacy bowm
with ¢7E3 Fab o plarned or in progress. This pwsmocions]
tithody c2o sho be cleniflcd &5 0 placle ooobax
gipeopentein reocplor antagonda dirceicd agricst the plvco-
protein HhyTTls wecepior.

Eml The platelat glyeoprotein T receptor ocken,

tin, s & cyclic beptepeptide that i highly specite foe
theix mdevnler taget. I comtrns o the amibody, @ bos 8
shomt biologlo halfelile (sboct 10 mirmes), Tho sty mond
cificacy of incgrolin v first cvalzated i the Phase [
Leopoet trial. Edther 4 of 12 hottr intravenops inledoon of 1.0
se'kp'min of ioegrolin wero wtilized {Topol, &, 1995 Am,
1. Cordtiol, 27H-3YH) I vz prowided & combingrion stk
oiher opems {heperin, sepirin) 2nd wos shown 1o exhibi
petnt authplatelot agiregation propestics (»807E). A plume
It shuty, the TMPACT I tizl, of 4000 prticnis showed thar
imegrolin mericodly mdoced fachemie cvenis o potoots who
b unddergone Hotzbidor stherectonry (JATT Almtiacts,
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1996, Spiahk conceatratines of tha drogs c7LEY end bt
grelin for noe i tw presnt tovemion & sel Torth below,

o sddition, o peptidondmctics,  ME-3E3

y a0d RO 4483 {HolEakenn-1 2Rocks), kove boo
shacliced f Phoes T1 clisioais. Sooe thess so both sl
owleceles, ey havo o shon balf-lfe el high potency.
Ioovever, thean seem 1o 2lso hae bom specilicity, imterectiog
with odber chasely relsted inwegeins 11 i Moorkesd that these
prptidomimet s mry alse ba snitablu (or pse o the peesem
venion.

TARLE 206
Thrtapeatl st Prteswd oecstintions oo
Bk

Thrpsothe Pt Mowt prcfota]
Chata of Aguof Crestved ol (el | { Mamamaiay
Cr] Achwe—w Jeddeieon.
TR [RL SRR E b L) o]
Latrg=cin 2 1R x K 1w w K,

[U08] C. Anti-Chemolclic Agents

[oD9]  Anl-chemotzeric zgotin prevest tho chomotaxds of
mflarrradory cclls. Representatiee examplos of emti-chemo.
Larthe tarpets 1 wridch these woeld act inclode, bet are
ot Unediod to, FMet-loz-Phe recoptors, [1-8 rocepiors,
MCP-1 roocptors, and MIP-1-1L/RANTES cocogtors. Dups
within s clzs of ke corly in the developmemr
stopn, bt it B thearbred thet they may be medleble for sz in
T peete Envention.

[0210] I Tslcrienkin Rocopior Antrgneises

[B211] Interkakin resvitor sntorondsts ey epens which
Binck the Imeraction of s imerlenkio with it cograie

of mecplor, Sposiflc moopior for ouy of ibo
onmrous (Rindendin reoenters ee cxrly io the develnporent
process. The coeptum o Thin & the oodorally oo
oxbtricr of & morcterd formn of the 1.1 wegptoy, sofermsd 1o
o (L antyponis prodedn (1.1 AP) This siitemocidst bids,
TL-] end bos beeo showrn to sopprces the Biologmal sctions
ol TL=1, st s thenelost fo by aodahln for the prction of tho
prosced iovertion.

212] ¥ Intracclluler Sipraling Iakibitos
1. Protcin Kingse Inttiimion
& Protoin Kioese €O (PRET Inhibilors

[21Y] Protein kinose © {PKO) plors » oocal mdo i
cell-anlao sgasl treosduetin for & oumber of pinyxkole-
el pooesas PRC bogymes cao be activaied aa doom-
st bepets roalibg Do mbia) aciivdien of either
G-peoteitt coapler! rocopions (w.g. serotontn, endothelin,
ofc.) oc gt Cector feceptoes socf e PDGE. Hoth of thews
revepior classcs play imporiont roles w medicting vascokiy
spanm pid restomonis sulmeaquent o coenery ballonn eogio-
platy puocodsres

[0214] Moleculer cloaing acaliesis ko nrecoled et PRC
cxixs s & by family coomding of af et 8 syhepecihes
(ozymes) Thesg ooy differ sobstatizlly o strochee
amd mecinniam for {inking roooptor setivitden to chrnpes in
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the proliferative rospomse of specific colls. Txpressimn ol
spocifie isorymes is fonnd 0 & wicd varicry of cell types,
tncluding: platelets, nantropbih, mowalosd oolls, s soooth
tragathc cofiy, Tihdbitors of FKC ere thewfom likely o offect
sigmifing potioasys b sevoral coll types podess the ihildior
shows isozyme spoeifciry. Thns, inhibdtcs of PXC cap be
pandicted 0 b obociive in bocking e prolifcative
rexpotrn af dnooth mmeels ool s ey atuy hawe an
ettl-lrmsory offect i blocking pewirophi] sctivation
sad robscqeent sttachmmwent. Scwvcra) inbibisoes baec been
cleacyibiedd aiwd indtfal topocts ieticato e 10, of 50 ot
culphostin O inhilsilory sctivity, 04200 (eho known = Oo
O75) b & pow, potert PRC hibvitor ety bigh schectivity
e exrtadn PRC hotypea with 1€, valoos in the 2-10 oM
romge Comepinthws of theie end soother dorg, GF
L0920, also knows s Go 6550 of Ikt T
(availsble from Wirmer-Lambert, thet e belioved o bo
snitablo [or ose in the preseot brvemtion are st Lot helow.

TABLE X7
‘Thesapeathy it Pretiomed Coxtorotratic-m of
B o Tt dory
Tyl
Prfemed Coocrotmilnn. Mo paferod
Chos of Ag (Naomaeia ) Moy ler)
Prods fbcmd © fekdyvis
o 05U 10-A 00 Ha
[ lephiks ) Q-1 B0 - oo |1k}
-0 [ (7001 L b)), 00 Ao
b Protein Trmaine Kinsw: Infibitors

[G215] Abbogh thern £ 2 brommnkoan divemity among
thw mmﬁmmmm
{RTE) family, o sipmlivg mechamiora wod T them
recepings sioae mesy common featries. Blochemical aod
moleetly geoctle sindies bave shows thet hinding of the
bpand 30 the exipcellnlor Gomain of the RIK rpsdly
activates (be {ntifosde tyredoo Lina: catalytic sctivity of the
it lltln domalz (ece FIG, 5. The mwvooscd activity
rosulbs in tyromine-spocifie pheephorylation of & sweober of
mmmmw.mww
(mmﬂy,ﬂumummu[m

Hmhnwrmipﬁmlm&vuhu{wmnw
Isctor-dopomdest  Dyrosioe kinrse setivky of the HTK
cyteplesmde demais B the prictary muchanbun for genets-
Tion of intrecolinler sigrals 1 lepd o colluler

The, fnbilvitors oo the poteqtia] & oci sigmling
andt therchy prevent the profiferastive mapoerss {eeo FIGG. 3).
(0M6] The pletekt-derived gowth fzcior {PDGE} reoops
tor B of et bideres 25 & g o Inhibjlios in the
csadiovarscnlar feld sioca i b belioved to pley 2

ralz hoth in athorosclerostx zodd resconondy, The mkesss of
PDGY by pliclers o deoxged snrfaces of codotix v
within biood veswds colts in stinmrlerion of PDOF roeeps
tofn ot vaczilar smooll: mremck ool As doscribed obove,
this initiatcs o seqoeneg of iotraccihlar cvents jending 1o
enbaxooed proliferation wnd noodetims] thickeing. A il
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ko of PIMIF kax activily wnald be expected to provett
proliiemtion and eatmicn 1he probebiliy of scorms follow-
by, cenliovescaler e gracral vrculsr precodores. Any of
sovcral folsted tyrphestm omitpobids beve potonthsl e
xpecitic nhitikus of PDOF-necoptor tyromino kineses sctivity
{1C, s tn vizrn iz the 0.5-1.0 28 crgpe), sioom they bave Tide
cHect ot ooy perodeie kit soed oiftoy gl tratredoctbon
ayxiomn. T ciate, ondy & Feoe nl the miany Syephastin cont-
poynmts gre commmeereially weilabde, aod soliable conoentrss
tiot for thevo apents as wied in b preseot invention aro set
Totls belewy, [n addities, gosrosponne bzs been reported
demwmtroie potent inbibitery clleaots agaicd severs] proicia
tyrosine e of the s sebeodly snd 2 sudizhly comty
tration for s xpemt 1 pscd in e prescm fovention sl i
st Cocth beloar

TABLE 1
Theowuths wed Frcleree ) Dosorsten g af

Tiasryrmiothr Parfotied how puefered
Clims o Aputat oot el e osr [ r
Frote{s Klnswet Lechecos
roendiazin A O 0L D00 00 P 10mx
ryrebowily T PN DDLU 00
e T e
By reiowiz R TP v (B VR R 1 2] oo
Al 2t
S b 1 - MBLARL TR ety

2. Modnlatoms of Ietrzocliolor Postein Tyrosioe
Phiophatooes

€217 Noo-transmentheans prodein tytosing phosphalaccs
({PTlecs) cxdaimng sc-homalegy; 112 domali s
koo and pemooclsto: refon w0 Hem e SH-PTPY ad
SH-PTP2. In addition, SII-PTP! b tho knoon o PEPIC,
HOPor SHP. S3H-PTP? b elso lsown o FTPLD or FTRXC.
Shmitady, SHFIPT b exprossnd o peh levels o bemaio-
poterhe colls of olf Mncages erxd of! stepes of diffcpepgiation,
o the SH-FTP | geng b bexn ickontified s responesihle For
the mrotbexden (me) mows: phonotype and this provides &
bankds [t fecticring the oflscts of ldbitors 1bet weonld block
ity interaction with s celloly sofvtrabes. Sthomlaton of
oenlroptiby with chemotectic peptides is known o resalt in
e ecifvation of tnc kimtsses ot micdisto ocetrophil
repoetrices (v, of =), §90E L, D],y aeock PTErsn wetivity
mrocdlaies sgoaist fndnced soetivity by rovendog e offzcch
of ryrosine kinzwes activaied @0 the iodtis] phoses of ol
stimuirion Ageots thry coudd atbmulay PTHesy activity
coukd heve potontis] thernpeatic spplications 3 agti-infam-
wrxtory feedistrors.

[0218] These same FlPewcs buwe olwo becp shows to
axdeleta the activity of costnin RTHa They zpporr o
cmpter-baleeen 1be ¢fect of stiveted mocptor kitses, sod
thos may Pt imporient dnag tzpets. in vitro expert-
ments shoor that injectien of PP blocks sealin st
Trred herinn of tyroeyl neddues oo

i, axtivetons of FiPaa activity eould sove o
roverse setbvaton of POGF-recepior action in resionosis,
and zrm balhowed to b oeefol in the sololioas of the prescm
igvention. [o addities, rocemor-leked PTPoses zho fowes
thoo e extraaw uder Ygrnds, thniler to theee of col) adbesing



US 2003/0195461 Al

moicricl. The fandting] corexquences of the bindieg of &
ligaod 10 1Be oxtivciioler dowmain brve 1ot w1 boon delined
bat # B prcogadide b oo that oeodld scrve 10
modilete phespinnan: sctivily whbin oolls {Feshons end
Zion, 1993, Corrent Blology, 8, 1367-1369). Sech aoions
coetld block adbexfons mediie? by otlet coll e mibe-
ziorr maoloenles (NCAM) aad provide an emj-

uﬁmmmmbm&whwdgﬂthﬁ-

l.hbﬂ:hmdﬁﬂllhmthu{m:}lmhn;
Devzaim)

i 191 SH2 idcmiified in the me sob-
n{'ptminlrtmim (PTHs) aro cxatcatalytic
mﬁmﬁﬂ“l@muﬁh

conmcrved a varicly ﬂgmiumsdmdngp:mhn

{Cﬂm;ﬂﬂu!m}.ﬂndmmfmhn

prodein i &) rensdngt o writhin

cells (Pawson, Nepoe, ST AR, 1995) In perticelar, th mle

of SH2 dowmim bns Been clearly defoed o5 oritical for

reocpbor ymadng kinmee (HTK) mcdivied sipnating sach i

it the e dmmww@:m&a
raoeptar. Phospintytocdte-cratainieg o rotophossho-

thdmmwnbhﬂngmufwﬂbfwmm
thetrcly mendiads the activatiot of biochembod signaling

pertlovrnyn {aco FIG. 1) {Carpenice, G., FASLE J. 63253

3259, 199X, Sierke, 8. sod Bobsnd, } Biochene, 3210102

10103, 1902), The SH2 domain aro ropocsible for con-

plicg the stivated growthlaschr peoplom w wellules

whthimhdnth:ntmmml??m axpreonn, s
nliimately colfalsr prolifemibog (e FIG, #). T, inhitd.
fors it will selectivoly bloek e offects of activathon of
mﬂc;ﬂfé&mﬂmﬂnwfmdvmmh
mursk #rc medicied 1o be eflective in hlockiog pro-

Eleratton and the eesiommb proocss 2l PTCA of oller

wvirsenlor procdnse, One RTK terged of cormemd intercs is e

PDGE receplor.

[0220]  Ax leamt 20 cytewalo peotcits have b Kot ified
thet coatodn SH2 domasios end Fosction in imtrooelfslsr
algating. The distristion of SIE dovtabes i pot sosirited
::'t;nhl. prodedn kim‘lli:;l klm:l.. ‘ .

: fralain phus-
Pphiatescs, phosplnliprscs, Ras-contalllng prodoiom, sod
mwipﬁuufmﬂmynfmmmﬁn&namh
htve koown cooryomike sctiviaies whilke athers (Geb? 2od
Crl} fuoctioe 2 ~linken™ ] “sdeptem® botween ool
emrfwn recopicrs s “dovwrsiresn® eficctor molocmles
(Mrrzigene, Lot ol Nattre 3695005048, 1994, meptca
of projeins contindog SHY dorins with
ﬁuthﬂmncﬁvmdhdmﬂh:mhﬂh:hchk,hﬂm
not JYimitedd 10, the s sublemily of protein fyreioe finpa-s
(re {pphi0=Y, zbl, Ick, fyn, fiir and othwem), phespholi-
Ry (PLUY), phosphostidy linesital Sidnrse (P1- Fkinsse),
pllras GTPow scuviog peotin (CRAIT eod SH2 comtain.
tog protein Tyrosine pheephabeass (SH-PTPxws) (Soogye,
mme;g?;,?aﬂ?ﬁ.m;yhmhmﬂ:h
varmam 512 oupy in uanendting sk foo
activoted oell suriace recoptoms into a ccads of tckditooal
responses, inhibitom whieh hlock specific SH2 protgin b
img ere desirable o5 agonts [or & varkty of pokatis] theta-
pettthr xpplicaiion,
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M21] e sddition, the eeymistion of pony bomeoefine
flerrmziocy respornes B medobed Tooagh fecoptons T
ummﬁmhmmqhmmpﬁxmmkmm
MﬂﬂmTﬂﬂmmmm"%ﬁn
cifle Tooell peompior (TR} initianes o siguot

e leading o Ismpbokioe secrotion s Teocll prolifs
ctation Oeg of e carlios binctemical responscs folloceing
TOR mrtivation & a0 aene o yosdine kinyse sctivity. In
perticular, aentrophi] activation i &5 pert controfled throngh
pospoqraes of the el srincy irmroogiotalin G reocpia.
Activxibon of thes coorptons medintes sctivation of smiden.
tiffes) bynonane kindws which oe known to posscss SI12
domaim, Additioes! evidoo e that seversl e
ferpity kigases {lck, bk, fyn) participaic io sipoal tramdne.
ting pxthwerys ieading fom cytokine aac integrin reoepiocs
and beoon may sereo to micgrsic xfmoli roocived Troan
sevierni tedepeadest raepior sirnciuzes. Thtn, inhibitom of
specife SH2 domonrs baee 1he pokemisd o block maoy
veubepil {opctioos il serve o aoti-inlemmatory sedie
EovE.

(0Xr}] Efforts to dovelop doges rpeted o SHY domains
catreosntly 2pe boing cooclucted ot the biochemuca) in vitro eod
cclinlar kel Shoold soch e be sococmdiel, it b theos
rized tha! the resatiing drps woitld be pwefel in thw prectice
of i prosend Fvomion.

4. Celeiom Chanac! Astoocpisia

23] Cslinm chamme] entapoaists, previoialy describod
with relsiion o spaum inhdbitory fomctien, also can be e
ot aptl-nsaotic sgeits i Cordiovascitln aod gooal
viscolar solotions of e prown bvetion. Activatn of
growth Rator seonpiom, sach o PRGE, koo o et is
att increnso in miracellnlar calciom (soe FHG, ). Soxfics af
ther elluder Jrve? Bove shovwn thot sctiops of culeiom cleeoed
ol apmrists tiz oflcctve ot mbdlntion entoprnesis of visci-
tar emocth mrecle colis

I, Syocrghate Ioteracthoe, Derived fom
Fherepentic Comirmations of Aati-Hedennsiy
Agents and Oiher Ageaty Ussd i Cerdiovasenlar
el Gieneral Yiracnler Salutinme

[E22d] Given (he comploxity of tho discass process sxsos
cizted with nestenomes ofler FITA of other cendioveson]ar or
graral vienday therzpeoath; proocsbure aod the mltinlicity
ol molecaiar targets mvolbved, Mocksde of inhibiton of a
sitgle modeadhr el B oalikely o provide sdequate
Ilim' g vesoapasm ene] nestononos [ FIG
nmmrufmhnﬂmdiumgcthgdﬁnmm
individne] molecular recepbors 2od or bewo Dot
proven effcetive i apimal modkls or have oot yikiad
uﬂhwyﬁuﬂhpﬂhhgmmdhml&nhhdﬂn[ﬁwd.
M., etal An lntersioe P Aprronds o tlie
Provention of Restonenis; e Meroror, Ace Inbibizor,
Colchicine (BIG-MAC) Piird Trial, 1. Am. Coil of Capdicod.
AL p 33A, 11993 Somuya, P, o el PARK e Pogr
Redtourd's Ketasenin Trel, 1 Am. Caoll of

Angloplesty
Cendiol. 21, po A2IA, (1593), Therelore, o thowpctti: comn-

hittzrion of dreys scting oo distino molocolse larpets e
delivared Joczlly cppsrzrs pocorszry for clivcal cllccivencss
it thwy approach 1o vashspeem and resienoais As
demacribey] below, e mifenaks for this sypargictic molornlsy
torpcted dorepy be deriverd rom reocs advaoces i podes
siinding fomtzments! biochemical mecheriums by which
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exalar emeanth memsoke cafls in dho vpsse) wepl) renomr kel
fotojrats stanull to witich they oo exposcd deriog PICA o0
otbet visenlo intorventione] procelore.

1. Crosstalk™ and Comvergencs #o Muajor Sigmaling
Patiraeays

[O225] The molccnlar swritches respinsiile for coll sigmal-
i koo been towdiitonelly divided oo oo meafor dicrets
slgmding paftroayn, cochi ivitty o clistingt st ol protcis
Femilics that 2e1 13 Sewsdiocers or & perticulz sct of
extrmecliniyr stinolf xod modivting distion coll cespoon=
mﬁhmw s o
s | Grprotei cottplect secepions
{OPCHE ) o prochecs coutraciile rempogues poey intweclobsr
tugmurutmuinﬂpmuhsmdﬁ‘*(mﬂﬂ.nThm
stimmli and their mepective recrptors owdiste smocth
Ml oroatraction 2od may biwdooe seoeopersm i e oo
toxt of PTCA or other conliovasculer of genorsl vaseular

of diganostl; rocdor. Exmples of shoaling
mrkeotilcs Evolved & medizting spavm the GECR
paiveny 2 FIIT and encdothelin for w actaponisis
have bovss inchakad actiop wi el mspestive G-protcn
coupled rocoptars.

(0225] A sccond major paitreay ensdecos siguals om
powth Dctom, snch 2 PIXGE, thenuph teoadne Binsacs,
wilajtter prodeion i the Rios prodein éto regulatiom of oot
prafiforation eod Hfurentistiog {sco FIGS. 2 und 5 This
ptbony oy ol be sctivated dorteg PTCA ar odber
celiovasnlsy of geocral yocolar prvcabos leeding 1o s
high: feldencs of vasenlar unoolb meschs c2i! prodiferation.
Ax oxemple of a resicnosis drog target i tho PDGF-reooptor.

[[2XY] Signaks traneminied B sesmiomupdtem sx!
bormomes stimala ciber of o cloeo of Eocpon.

Uspeotaincotpled mecoptoo, of pover-holix
tiimemivas  rogiogs, o jon chaooels.
*Doematream™ dpmks fom both kbwd of o

crxiraction in smooth oymecle ot (see FIG,
2% Ench GPCR wansmcmbeans rooopiar sothvates & specific
chdmcmwav:ymmam

atxio¢ Gy, spbtrs resmilinng
E'm&ﬂm@m*{%Mme

The: bevly of cytoplasoic calohrm by milerw of calcum fom
intrmee el atoees.

[M928] Geowrth Toctor sigtaling, soch o= mcdiicd by
PLMGF, converpes on regitistion of eelf groodt:. This pathosy
depends wpon phospluarybatice of tyrowino reddees in necep-
tow rymoig Rinwers piwd “doveroresm' cocymes {pthosln.
mcmmmmmmwml
Actieatbo of the FDOF rocxpitor also bracds to atioomatios of
FRC aocd olovation of intreceluler exleitm, compwon steps
mme(mm.nnhmwudw

kintic patbrory {eos FTG, 23
{Lev of £, [995, Namm N6:737) Activetion of Si¢ B
calorom depoakete!. This, & combricathon of sckxve inldhy-
tos which blocks tamsctivation of & conmen sigraling
patbwray Leadiog bn vruule soooth mmcle oclt prolikom -
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them will act synergintically D poevem spoe ol R
licr PTUA or olwr cariovosslar «f geocrnl el

procediere. Specific examples are beeelly detadled bolow.

L. Syncrgistic nteractiom Betwocn PKL inldbitors
and Cadojom Chante] Antsponist

iletation accar dae io
“crosstalle” betwcesy GPCR ond tymoaice kinase siproliog
patheenysiree FIG, 20 A retionals Gy dusl vag b besed epon
the Fact 1o s dmrgs bove diferent mfecarler mcchs-
disms of ootion. As desaried above, GPCR stiom®rton
ity fo sethvation of protciz kimee O e an e in
tha Lovols of sytoplasmic calciom by rolesse of calcim [
tracnlloler atores. Colclum-activeted PRC B 2 contral
control podrm i the tramsmicsios of oxiraceliniar ropotnoy,
*“Crasstalk” from GPCR stiomlzzed threagh PEKC
can b b0 nritogonecs of vascrler smooth mescls cella and
s colciom chvame] mitepoatists ol breo o dool scte of
dinarily blocking spaem aod ftrther pogverting sctivation of

by intdbatiop She activation. {omversly, the
PRC ichiblior scts vo pari of the paitwoy kaliog 1o
COniraction.

3. Syocrgiic Efcen of PR Intibiom, &HT,
Antrpomids snd CT, Axtemonists

[R3]  The 81T revaptos fansly contsins thco membere
dnlg}aml SAIT. . S+EIT oy, ot 5-EIT . all af witkch shre
1ho commoet property of being coopled 10 1=
pnital mmove md nocrwes o btrecs
(Hover o 2l , 108E, Hatig of ol., 1539). The drdribation of
these ineudes vanenlnr smootl musclo ot plote-
eposiee s g wpea, bt 10 et
nm] 1
bo tecn [opmd that the sootoiied phiss of itigonlhelor
<leinm glovzton in smoodh mmscle colls tadoced by ET,,
ocepi metivatkon maubres extreoolinar celcinm ol & At
ket ptiafly blocked by cicardiploe. Sioce activadian of
otk 51T recoptors ood ET, recaptors v racdixted throerrh
el the cdtston of a PG Enivie bs oxprcted 0
syorgistholly ol ha actecars of 1o Beath of
fhese meoepom whed comlned it 2 soltion {so
FIGS. I ond 4).

4, Synorpistic Effects of Protn Tyrostoo Kitww
Inkibitrrs g {ebciom Chanoc] Actagemists

[€231] The mitogeak: effcct of PG (or tasic fbrohlzst

kmmw.mubmmrmmmmku
o sy and lowd to activetion of mitogen-activalcd protein
kinrscs (MAPK} snd obiimtely prolifcratioe (e FIG. 8).
oxmwhors of the Gprotelt conpled superfaaily, tigger #
sigmal traculnctioe patborry which ioclodes increxecs i
htrten Mol exloden, kisling o stieation of calinm chan-
nely on e plismy membrone. Tioo, colciom chanos!
wLponss terline with & vommon mechansm employed
bey thew GPCRS. I b cevomtly been shows et setivation
of aotsio GRRa, inchuiing ondothelin end byadykinis,
lomds fo » fepid ioise i tyreadon Latken of a
mmmin al itracelictr proteins, Some of the pmicitts pho.
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ptwr e peralie? thme knovm sexesry for mitopetic
stizrslation. The wpidity of the process woy mch that
wimoges were detotable fr sccoeris el the Dergets seted
ppcs likoly phy & fole i miogencds These fyromine

Ixtion ovents were not blocked by 2 solective PR

of sppareatly medinted by increasmd fetraca]lnia
calcinm. Thus, sfocs two imkepodem pathonss, the GPCR
aad tymosine phorphorylxtion poihwayy, can drive tha vza.
cular smooth owescds oxlls o o proliferetive stpie, it fs
mmbﬂhﬁh&pﬁm%m%h
the hoos by the yoopistic iemction Befocen calcko
chermel entapondits snd tynoing kineen fnhitdoes in the
wittyicn! selotiosr. Boomise the srtions of the produin tyrosiog
kinzso inhitdtors in proventing vascoler arocth miscle cell
profifcration oo vin Edependey axiloctlsr pathaays
{Gascribed shows} from those nvolving calcinm sod prolein
hinzes , the combloytbon of the two cimscs of dmyp,
calcinm chonoe! aotaponists s protels tyroxioe ki
Fthibitotw, b experted to by mors oo in inhibiting
mmdmmmmnw¢mu:

5. Syncrgistic Effects of Prowdn Tyosioo Rinywe
Iohititoes aod Theombin Beoeptor Antegroiss

[C2%2] Thmmbin medides i st viz e tromivn
feocplor, anodler member of the GPCR suporfzmily. Bind-
g 1o tho rexeplor sthoulacy platelet eggacgation, oot
e ol contraction and mitopomesi Sipris! tracsdietion
occuns theoesh amltinde patboreys: sctiviticon of
Tipso (PLC) though G proteiny sod sctivation ol ryoebe
kinmwa, The sctivation of ¢ kinsse activity i also
esseptinl for mitogooesis of fhe vouonler omocdhy gueele
celb. Experimonts hrvo shoown tha intibithon with o specite
tyrraino kitnete fnhibéior waes cffcetive in hincking thrmbin-
Indoocd midtoats, elithough thete worm oo offects oo the PLEC
b monitorsd by mcasarement of inteecTlor cals
chan arxd Nochelit, 1992, 1. Biol Chem. tH7:560%-
25613) Bocrmeo Lhe actiom of the prowcin 1yrosioe kines:
inhribitoes. o proventiog vasondyr onooth wrtscle ool] prolifl-
cistion  ocoor  wia mokeoy lar
(emribnst sbows) froe therss Brvolving exlelom: g protodn
kingea: , tho combinadicn of protcin tyresios kigeso odois-

reecplor

ooty oificneions i inhibiting pletvket sparegation, spasm
o redoosrs then eoploying cithor clxes of agent ahooe,
[0233] G. Cyclonxyponsse-} (COX-Y) Inbihiton
{234 Nodsteroddsl zol-i
e widely tmed e aoti-inflemiatiny, othpyyoth, et
mmmwﬁmn A., Prestaglon.
derts emd Fewhotricrcs, i Toxtbonk of Bbosmuotalogy, 3d
ed, (Exlley W, ot al, b}, . 258 (1989} The medeonlor
mgmrnrthmdmgtﬁmuﬂmmymhhm;hﬂn
mhucpﬂ:wa;r:&n:ﬂmu endopx -

ermmﬂWIthmm
winted thet thors are fwo foros of gyclooxygensss, ol
cyclonxypeea-1 of type 1 (COX-15 end 2
or type 2 (COX.2) These jaazymes e alo an
Proaaopinndin H Syathees (POHS)-! ood PGHS-Y, reapecs
tively. [oth curymes catalys the coereersion of arhidoads
acid to wastehde intermtedistes, POCL, and PGH,, which are
intermedintes it (b bioayethexis of peostzglendins zod
thromborremes, CTX-1 i proao m plackets eod codedhelisf
celly anyd cxhibdty coustitative activity. COX-2 by een

{)ct. 16, 2003

ideetithed i enetrebcliol cellx, mecrrpbaypes mad fhenhics,
inciadieg synovisl colls after {peatrmpond (Eioetion) with
eytokits,

[azas) Thmx-"immwmhhwdmquf
M%}q e mfaronoiery medisiom,

sogit e [Lat aod endonxin, aod i expresdon fs
Tpeegilated o sftes of inflammation. The langs inceess in
octwity of TOX-2 sbowe bexy) COX- wmrtivity coDoomdtam
with {ix gpeepuistion, keads 1o synthesh of prosioglencdins
which contribate to gt aod fofsmmstion. Becanss COX-2
b enally wpreeed only in inflzmed 1o of alicr exposTe
to weetiaoes of mismmotiod, sclective hitdoes oy
odsflrlt octivily withont snmitomcos
wllects o0 comstitativaly exprossed CTIX-1 ectivity proscnt bt
plazokis zod otter cell types witich b conrebdera? the ¢auss
of gidesleitlo Sdo ollects smaocintod with mo of ok
tive NSAID drogs {02 clotting 1hne, blocding, rensl and
postrodntostinaly

[mﬁ] 11 bxa brcon establisiied Hiat 1he tvo (OX isocymes
y dttinct ared therelfom & bas bexn
pmihh o dovolop Fyar-=poeiile (clocthe) cpcloory-
peoane infrlvtors that ae il (or sothflemsiory
W.Aﬂﬁﬂynfh&rhcmm-:dhmmdmhﬂmp
by bovn dovsloped 1o xoess e reldtive slectivicy of
intubitors Gor the CER.] ] CON-2 feofonr. Thess ooy
foclwdk pepsrcments of peocdeglandin B peoduction i
meeTasomes prepared fom vorkoos ool rpes o Boassay
epmicors wsing intsat fnmoen colls For any given dmg,
despiic experimemsl viristion i the dogree of solectivity
st g ey Systorms el betescon binlogieal moprees,
compotods thd e sclctive indiivions for COX-2 fave
boc jdchtified., Lo general, & eriterts e dofioimg salectivity
B fhe mdio of the COX-]1DX-? infdhitory cogstants (of
COX-2/C0K-1} obttaiexd Lar 5 given bochomics] of celirler
roay system. The selectivity mdio sevounts [or diffcrent
abainty 1C,, valoes for inhililion of corymuaic ectivity ol
wrg obtxined betwseen mksrormal aod oellnisr cooy opxlegts
(o.g. platelets ood macrophiges, coll e sishly axpresshg
rectbinen hogsn {OX pooymesh.

(02371 Mooy of the cooventioas] NSATD corrootly an i
marked [npeoren, iminmethoacin, imoproden) are gencrally
posricetion inbihdoms of heih fofopm of COX, bet may
show greater sloctioly Bt COX:) ovor COX-2,
COX.2 inhibitor to biack Samalion of prostaglendins rp-
TRt o i miradeny rether than xiempt-
i m&ﬂndﬂ:qummm

lignads, (wtclt 23 POGEL, which stw prodoced try COX-2 at
tre inflammatory aite, with soy of the cighl described

uﬂ:nn'::of wcrﬁu Thix approach B et

altsco #elect potert artagooists for
mdthnfmmmﬂmpm[ﬂ*-l @2, EP-3,
P8, DE FP, 11 eodd TV) do oot oxis1.

[38] A wpidy by Ricndean and comogker compared the
scloptivity of mocs than 45 NSAIDs ! sclective COX-2
Ihilsiors axbog semitive micrrsomal sod pltelr oo b
they bt of tooon (TIX-] Beed oo thy prodoction of
12 by mksroscomes (Cen J. Physicl. Phermacol
(1907 73 1(5009%), In thbs stody, moony fhee ooyt
thet werc reported bo chioor scloctivity for COX-2 v COXI,
the ol order of potency was DueP 697-RC.55451,
celeroxdbsaimemlicicameloxicomepi poxiczma NS 3=
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R5-57067sS80" EEEE&EE_ snrgice] procedery. Chbeor cooveotions] motbods ol for
gﬂr 4, with I, valoes cengionr froox 7 M diog delivery biwe requined syslemie miministmtion (2.8

17 M. A igggiﬁﬁ&wﬂ!ﬂu.ﬁ g mtreescnler,  iniaveooos,  ssbootiocmn, oz} which
%Eﬁ%ﬂ.ﬂﬂﬂuﬂ&ﬁcxhuﬂ_gﬁ moxesiintes bigher copeentrations of COX-2 droge {eod
inhibition of TXB: prodoction by Cx's jooophoms chal-  higher ot dom) to be sdrdnricnsd in order 1o schiswd
leaped platclers sl fhw inhildtios of prosaglendin E3 significat therapentic cooccntrations in the tapctod tosen
produciion by CHO cetls sty cxprecsion bavean 00X1 joimi Systomic admtinistiation alo results in dgh con
Eﬂﬁiﬁhﬂﬂuiﬂgﬁﬁﬂﬁﬁgﬂﬁ comrEoen in 1irmes othor than the frgeicd tiroe widch i
sofl-beeen) asaays mod allowcd the detection of hibiory  oodesicahde and, depending on the dos, moy resuit &
eifiocis on COX-1 For il NSAIDS #of selective COX-1 advome side efTects {o.g. Blesding, akioration). These srs-
inkibiton exemio] wih decrbnicoton of their polency  ons nthods of delivary also sabject tio drag to scooed

Eﬂ%nﬁgénﬁ ecitidoghe aoid. E%Eﬁ%&gﬁnﬂgﬁﬂg
duration offective thoeraponthc cotorattaliod.

ﬁmﬁhﬂfﬁgm?ﬁ%}ﬂ” E&Eﬁ”a&!&% uﬂuﬁﬁngq
exposicd o ﬁwﬁwﬁwﬁ#ﬁuﬂﬂu-ﬂ&ﬂﬂwﬂﬁﬁ allowing Hvery of the meloctive €
Eﬂ!ﬂﬂﬂﬁﬁ.ﬂ enfutirny directly to & tivne F:Eﬂuﬂmﬁnqgr!ﬂﬁgﬂrﬁﬁng
o 2 joint. In uﬂEﬂ. ﬂnﬁ.ﬁﬁ_ 0 bo as clfective drag pentically pifoctivs loveer todal dose [han by mther pootes of
dalivercs! by #i freigation molution doring ko acdirdaisrration. Fontheymeax, the we of 0 COX-2 inhibtor in
wrndomic gﬂ&%ﬁ ?Egﬂﬂﬂgﬁggguﬂnnsﬂﬂ&
Eﬂﬁmﬁ& Foe example. s sclectivs €OX:2 nlih micd potiopenatively may allow the e of tes droy in

nmngmnﬂmn mﬁﬁ- ???? Tee  [0242] Compenods sitehle e the ovention s Ibed o
slective COX-2 %Euf?ﬁgg or in  the Tehle bolow
srpbbation with oibey small moloorke diogm, peprides,
protgine, sroombinent chimerio prateho, sotihodics, of grog ABRLE M9
therzpy vortors (vind sod ooorviad) to the epxces of 1he joint, o
wrogenital tract, camdiowzsculer sysiom of 1y cavity of the st b tion
boddy, For oxaneple, the skctive COX-2 whiblior <an exot Themewhs Frfuct Mot Preford
it tions oo ey s s astocinted with e Guid spaces of the Coxpounda L nececteubs (M) Coaccairthodn [udd)
joint and strocteres comprizing e joint, and which s Ay
Hﬂiﬂr_nﬂnﬂnﬁ?ﬂﬂhﬁaﬁ&nuﬁﬂﬂauﬁuﬁ oAl ey o

& pribodopios] cosilition Theso colly xod stroctirey wctraly AT e
gg#ﬁ-ﬂuﬂ#ﬂiﬂngﬂ?gg ] 2 1)
Type A fbrobiat sl (ype B mecophoege oolls; the carntt wizrmilide f3-4.0c0 b
laeginous compooes of the joint el o chendracytes calls oy i Fowyey s
Facigted with booe, nclndiog poriostra] orlby, potenblmmos, P 010000 Tra
oostencfzats; the immenciopics] conmwaents el o inflans REAG LSS OTe 1o}
sy sl chuting bymphocyies, mmd colls, muoecyics, 0.2- Pz o
thours of 1w stervs coll typos
[0240] The selective COX-2 flribitoe may b delivered i
b [errmleticn naofol for imrndnerion md sdmicicration of Metbod of Apnlication
; .H af T
bolrpdmics, synthctic argaic compounts, o inontaode come ; ' far snd | vascular d e
prasris. Exsmples of formletion molocrlos invlie, bat wre xod T As psed
oot linmited o, lipids capabilc of [orming liposomes oy oy PRPOELy rocediros «..Eaﬂhﬂ.w&

. iy * . ¥
s, polwcatioos (¢.g. protamine, spermidioe, polylysine), p
pmpido or syathotic Upeods anxt stibodion capable of 12 %,thﬂ.%iég
geting, traterials 10 spcciBe ol typex, gels, dow roloese DY BEEEHEEEE postpro.
mxtrices, soluble end fsoluble panticics, 2 well s formg. So0uRlly @ wall o3 ioirprocedamll peocdimcs
tatios elements ot txted. comventionafly wiilizo phydciogic imigaticon Goids, ich
oormal saling o [actated] Rbwger's, opplied 1o (e sogical

[Q241] The pecsent wontion describes the bwa) tolivery  wite by texvheignes well knoom to those of andinry aiiill
ol a mlcclive CUX-1 ichibiter drug tming e brgation tho a1 The actbod of tw present Bvention invalves spb-
salution coutaining the drog witel: is present at Jow cone sivathg e amti-peiesmi-inflamoalocy - a o i
ceairetion and which smbles e diog w be delivered  peoviooocis drigation sobetbom of the prowen fyvendtio: {oe
Eqﬁ?ggﬁggigg coeestherially speld imheetfost Gutads, Tho frigation solo-

Imigation salotion s emploped peroporstively doring &8 dSom i tpplicd to the worn] of sugical die paor o the



4

US 200370195461 Al Oct. 16, 2003
32

initiation of the procedme, mefiobly before tioawe tetema,  fnhild AHT, end 1, rocepines. This docage iy extromuly
snd continnoeely hrowghood e dutation of to procaier, oo relative to the (0-23 o of cral amdiiptyling that i e
to pesemptively block paic and loBanioetioc, sposm end wemed sttt dose for thisdazg, This ks rdionals applics
pestenretks, Ay pued heredn Broogheet, the ferm “hmigation” b the eti-spaen and aotionicoosis agents witlcl st wt.
is interided to mem the Bushiog of & wound or anxtomds  Herd fn e solatiod of the prosent ioveoticon to sadocs spesm

tircinm witk a steerm of Bquid The orm “applicathm™ 5 essociated with miologae, crdsrvascnlnr sl peoctal vescn
idcded S0 cocompees bvigating and otber mcibods of  far procodtees and o ibihl oot ssectatad with
Jocally hgroducing the soletior of the presem fnvention,  ondiovescuby smd procral vascular  procedores. Foe
snch o ntroduciog & gellable vomiog of e colution o the  exrmple, koo than 0.3 mp of etubdipine (4 metehls caloizm
operative sit, with rbs pelled colotions then remaining at the  channe! antegoaia) i megaied per M of brgeion Boid o
h term "continuoersly” & tnended @ alvo inchody sincericars. woodd inhdhi the woltege-dependent gating of the L-suiwypo
e wihtich there Iy copuand wnd Gogoenl ircipation of wosmts  of calelsm clanunis, This Gesse i extreancly v compard
nnmﬁ%ﬁ?aﬂ&ﬂgg 1o the single orzf doso of tiveldiping which b 2010 40 oy
pruli: concentration of the sopiled spema, snd appls
ﬁrﬁ?ﬁggagﬁnﬂﬁﬁnﬂﬁﬁv& 48] Fﬁﬁ&ﬁ%.ﬁhﬁ&&u_ﬂﬁ
brrigation Boid Boer scocssityled by operating tecimima, Forvian, s NI i =

xrp delivoied [ncally in loo doses melntive to comeomtrations
[0244] The coaccmmtions lisied for cach of the ageais  2ed doses mquied with cosvention] meihods of dig
witidn the solmtion of the powont fmeention e the cop.  Edoriniziation to achicve (e desired therspeutic oflecr U is
centrutions of 1he sgeats delvered Incally, in the shwnos of  itponible to olfain an cquivalent therpostic offect by
meizholic transformation, o the operative sile & cxler 1o deliveriag ximilirly dosed agents via caber (ie , Emtravenons,
ahicve & predotormiood kovel of offect of e aporative site.  Sebooteneoms, miramerecalar or oral} ot of deg sdmic-
b b modersiood that the drog comcomrations, {n ¢ piven  bietioe sigos drogs piven systomticzlly 2ro sabject to Lt

Eaﬁﬁqﬂ_ﬂsﬂﬂémuﬂﬂﬁﬁirﬁg ace) seeond-pass aetaboliom.

upots delivezy. cxtrphe, canfioviesular applica [U249] Forexample, maiog 4 rat awxde? ol aribrecaony, e
Eﬂuﬂgﬂégg.gwg inventors sxamined the abitity of angitripyline, 3 5HT;
Egaﬁﬁnﬂ%iﬂupﬁnﬁgnﬁﬁn e, 1o pbibit 5-1 (T indoccd plzam extesvesation in
the soluting of 5 oo per mimis vit 2 delivery catheles oy oo pree i socordizce with tho presert Bvestion, This
{fe. 2 blowd? Dow-o-solntion delivory mmio of 16w 1), ume stedy, described move fally below i Exempk XIE, com-
wortld raeite thad the drg concepiratioy wittis the olo- th thomponic doisg of eotitriptylioe detiverod
tog be imcrcesed 16-fld ower the dmired fo vive drg HIFES&HEEEQEEEEE$
concenirations. Salwtion commntration erc ool adpsled (0 Ty peatty demorstmies tha intryarticrlar adabofstration

try bocal dalivary, 2 oppasd to onl, intravenous, ssbostee  peyin thy spme therapantic cifect. Cives it oaly & soxll
Eaction of 1ho drug dolivered istra-articolaly is sbaorbed by
[0248] Arhmoscopic fochniques for which ihe paosem HHﬁqE_E.nﬂEEEIEEMﬁg

solotion may be cmployed include, of non-li oo osies of adminitnlios is ok greaer
exsmple, partial mestceCinniis n_uu?ﬁumwn&uﬂ?u_ﬁﬁ_uu% shemn thee siffereoey o bolal amydiriprylios dosizn Leveds.

o io he koce, shoclder senomioplestics, molotor coff [0250] Prciice of the pracnt igrention sheald bo distin.
debeidemeots, clbow syonvectomicy, aod wrid sod anlde  guished fooem comventions! intrearticalur injectins of opls
snhroscoples, The ivigation solution is contipwnly kP picy paxlior Jocal scalbwtics #f e completion of wrtheo-
pliod imtraoperatively 1 tho foint o & Bow mic milcem 10 soopic of “open” joint (e, dooe, shondder, ete. ) prooederes.
Eﬁnwﬁiﬁgﬁjguﬂa Thw solotion of the prescet irvention is ascd for contintoms
cneblo unclstmsctes) imtra-articolar vixmlization, hnfsien teronghont the sargical prroedar tn perida pre-
[0246) A mitable irrigatin solstso oy control of pio sed cmptive inhilvition of pain and inflzmmation. Iz oot the

bih concirstomn pecenary o ackive herapentas efil-
e B e e e b e 10 cacy wit a cotstant infog of Iocal sncathetics, och 13
the solittion inclmis & oombinsrs u&ﬂnnﬂumw_.uh.ﬂﬁw gﬁu.ﬂuﬂ?wﬁ?%ﬁﬂwﬁﬁi&&f
of the fallowing: 2 soratoedn, mogpter sntigrrdet, & sefok- ok tozicity
ni, Foctptor sotepouisl, s histaming, peeptor sntagontst, 2 [U281]  Upoa cnospletion of the prroctiors of the present
sesolondn reccpior agoist actiog o 1be [A, 1B, 1D, IF isvention, it may be duairbls s iapet o7 otborwie 2pply a

ety 1E soceptors, o bredykinin, ftiopim omlogonist, o bgher cumcemtreticn of 1he amw pain aod infbtemating

bondylide mocptoc sompncid, ol a4 cpcloaxypenso:  ohiitom s tued bt fhe Ivigatios solntios st the ommitive

indeibiroe, uite, 43 oo elleTsiies Of Kuppicaem o opiates

[0247) This soluthon uiifizes exromaly low doses of these [028X] The solution of the poewnt iovention abio fza

Pt mr] inftenestion. inhil-ioo, doe o de ool appiicas application i exrdiovpwnla s goocrl viseuhr degnon.

tion of 1be sgents dirertly 1o the operative sl dunng e e aad tkropestic prcodones to pricotially decromss vosaod
| ot
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veated and placed in the pricrial sysiem. A seitablo solotion

Asgtogouicrs, ] Cardiovss: [Mharntacol (8 {Suppt 7, pp.
Sl?&}i{lmxﬂmﬂn.lﬁi}'tym,mmnm
oist to block sctividioo of bes rooopoo on skt
pearopd st O fibar tockntive perroos i e voog] walls,
which hos beeo shown 1o produce beedy- emd chycardis
{&mﬂﬂt@hthﬂy&mﬁ,mmm
* Cyclooxypmme pilddvitor o prrrcol prodoction of

wumﬁmmmmwm
atd ullscwmition. 1o sddition, U candevocolsr sod gen-
cral veucnlyr zolntinn abws proferstly will compin 2
srctonds | (also Roown &5 scrotomis ng) fst beommn

scrodontn s begn shown o prodoce
mvhu&vﬁmufﬁmﬂnﬁn,nmhm
Extntam, A 1., 2 el Varlatde Particinrrion of S-4§11-Like
Hecoprors and 8. HT Reveptors io Sevotenin-Induecd Con-
im:ﬁmcfﬂmhdmd ﬂnmt‘hw.tﬂm

pm!vmhmm&mrmhmhumnm
stitably toclude om of pae of the aotf-resiopos 2goats
diseloeed herein thest sedoer et inciderss ol soverdy of
posl-peocetiral  restenexds comulting frooy, Tor cxermke,
anioplesty of rotatinnal stherectomy.

{3t 16, 2003

ihilsl Ricerpioe-iodocad pan eod dnflxnencon o $-HT,
mbhnkﬂhmnnrmmmpbum

nmgmm.-mkm et oul 8 cyelooxygrnee
infilsor to decvase prmhaflaimation paodoced by pros-
taglaendios uf the limme infury sites. Proferably ao anth-spysm
apcit b aben incliaded 10 prevent speant in e uretlma] cuotal
and blalder wail,

[02%4] Some of the molmions of the prewent frvention mry
wtitsbly aha felode & gelling zym to pcducy & ciloto gel
This gollsble eoliinn may b spplied, for cxmyple, writhin
tha srbnary tran of an ericria] vesse] o deliver s oot
diltto loca] prodetenminel comremtretion oF agmts.
(O8] The solutinn of e proseos brecming oy elwa bo
cmjthoyed perioperatively for e abinition of pain wd
miaroriono w eogical vy, £ el o o edve padin
aod inflsmmstion svscivted with oo, Burvn resalt Bt
ek of 0 significam quenity of bivgonis s, which
oot only prodoes pain ad o tion, ot also st o
prolbund plesme oxiravection {(ukl ko), oflen a [Ee-
threxinning component of severg barms [fodliioiee, C. ). o
al., The Effevt of Revawserin, a Specific Seroiouin Amapo-
mizt, on Harn Slock Memodromsic Povogeters in o Porciny
Ruam Model, ) Tratzmn 23, pp. 867-871 (1983). Tho solttfoc
disclrmed in Exanple | G mrthrresorry may abo be setally
appﬁdhznmﬂwhrnrwmhmdhﬂtmﬂm
cantrol, sad lor sarga] proceduses soch as

apetts of the sohmon of Exermpds 1 may nI:::m:rk hu
o loded o b poite of melve bise, Tor spplicetion to e

ar wentrs].

V1L EXAMPLES

[0286] The Eollowrfmg are ssvieral forsmalatics ki ecomt-

slenes orlTh fye presant imveniion seitzbla for corlain

mwrﬂwhnmdmm
szl erflizing e sgonts of e pronee ivention.

[e357) A Exempl I

[02%5] The [nlkmiog comprogton B sdishle [or m in
joint, ke Ml

Eoch drnpg is molotslied fo n cervicy finkl comoinitg plhad-

logle clectolyioy, sich o o] sading of [srteed Ricg-

ct'n soluthon, & mo the memaddog solutiorm desyibal in

sohecquont cxmmpdes

L oembrnt o
[t = LR
Clists of A Do Tixraperra Ferdomd Maxd Prlecxed
mpoboaxt- pitapreiat  emlpy Lox 1 3~ £3=5000 g
el axnprein  oooclopecalde  10-{0gR0 RS- 1IN 1,000
bistrmine, citrgraet  srimiptyles (L8 S x| F="00 )
LA mman ety 1~-tond 10=10] .1}
bewkhlay, wmkcrpoiet [ Aeg'] EEERELY 50-517] |
L ekivt 2]
LW | i
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B Example I

Imigation Solution for Crrdiovascelar et Cermoral
Viseolar Therzpomtic #od Disgroatle Procedrne

[Q1%59] The fallooring dreps sd conocptration rmpes

ﬂﬁphtp&%mﬂﬂﬂmmﬁ%fmmm
imigating oparetive doring cendiovescnber tmd gomal

Oct. 15, 2003

ot tthor:

(Macermate
L Pmicrmd  Mon Prlermad

Tl of Agrrnt ey

WEFOLCNET; Ast g [ ) O 1~2 O L 200
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N =100 -2 g

bendrilode, potagond ihm"': 11,500 L ] 0
deonxive of
HOC. 141

cpelorrrprm iskibitey  krtnenbsy EO-G RS apx
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Irrigaton Sobrdon for Urologhk: Procodoes

[A250] The Molirwizg crogs =0 cocomumtion moges o
solition in a physiologhe carrior Sxid wx witsble for 25 &
Irrigatiog opcrativn A5y dering, crologic proccdomo.

Cowaniration
1 e
Tho of Agweat Dy Thvrepts Prelrmd Mo Peikiim)
Eiatiol, witigrelst sricadiog GIs10m A0-%m o 1
alykini, amegout  Jdea-Any ), S0 40-Em
HOf 140
Prajckisee, O tao j~-1.002 iAo -y
YTy - Mo-xag  5N-3am Aom
0. Exzxmmple W coditres and the novregermentt of beros and potoral steyghed
Ivigetion Solution for Arthrrecopy, P P ] seouzds. Wittle the solation st foril fo Exserplo [ i seitablo
Surpheal Woends. sod Oral/Donta! Apnlications foc oy with the presest vemion, the Tollowing moletion &
[A261] The fallowing composition i prefemed Grtsc I goon mom prefored hommso of cxpooted higher officacy.
soetomie brigation duriog sitfcmcopic and coaliionte] pro-
Croratrothos
[iaieor ot P Rlent
Cleta of Agrot Dyog Tempootie Pelema Fourlesird]
e kit mctHptet i Oy =4 1) -0 an
wepaboieky,, icagees s =B o L tom
kianorine, smuipyloe .11 1wt S50 m
[T
Tl L g w ST [ Fal-) =5 100
‘I'Fﬂ
[ 5 LT S0-3, 0013 30
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~cogiinmed
Tirmepiemtion
(It g Mzt
ey of Agret Py Tt Preieerd Prcivrred
ey Y aR £NM ful rr 2o
]
o {0 BR SNOEH T=1, 100 =Rk fae. 1)
pelan -mwnh: PPALS M-
EON DXL, A L
ATP-acmcies B* 1) plamekth B0 woegfou ot
charm) kg
Cx* climptin] wellatipow 1300 =0 Lo
errpocisl
Iilioeke fekibios  ameotinia 0,110 EeAn] furt o]
E. Bxxmple ¥
-G o]
Alcosts Ingatien Solotion har Cantinrranlar and
Ognart] Vescslm ol I}ia-pmk' Comaz s
Kokl g Cocsarai -
102521 The falkewicg drem and coporitration ranges jn = OmasfAp= Doy Tmipetsk  Paformd  Preforal
solmtion o a physiolopic carrier Qoid aro prolutred Jor e W
frigming operuive siics diring crndiovescular eod gencral | O oot eheldpia o0 TR S0
vasenlar procedores. Again, thissolmion b prefored relative =west
b b0 solotictt 5o Iovth o Example (T swee for byber Fline oxide N NERL t-LmE =0
clfcacy, doc
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codethella B 123 L1000 10 10 sal oilotind in & plorsinlogic carricr Qoid ere preferred for e
rLIGEEH ] irigating cporative sty duriog wologic procedires. The
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Corrdipvason iy aoef Goncral Viscnlar
Azti-Roxtcaonts [reigasion Solution

[0264] The Lo droge roel conoontration reoees o
soduticas i 4 crrier Buid wro peclerrod for mc in
figation during and geocral vacler thrss
pontic wxl dhgpestic procetores. The dregs & s profonod
solutir sty atvo be alded af the s aecenraion o 1y
cardioveslyr sod geaemd vasalsr inigation solutiom of
Bxazeplos 11 Hﬂh\' deveribed sbowve or Exmople VIU
dosenibicd belonr pwicﬂtdmkq:mndhmﬂm
s, ati-paindeti-inflenemsion sojothons

Ot 16, 2003
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I Exsmple VITI

Allzmaw lrrigation Sclmtion for Candiovascelar 2nd
mmw:&m

[U285] An ociditireral proferred solmrion for e i candio.
wxscouler ancd grocrsl wascoler therspentic snd dlapaostic
procedores i Domaleted the some o e

described femmlition of Exemnple V, cxeept thy the piteie
oxido {NO dossor} SIN-E b replvoced by o combinating of two
agrnts, FR 408 (NOR-3} and FR 144420 (NOR-4), o the

conHTatons st Torth beloor:

Cornpptenthen
Chem of {Mzorarsab i oy
Agral Dy Tl Fotlemned Prafermd
NEHdopw bR APEINOGE Y - R s o

W dasee FR M
(RO

2 e ] Te-510 1

I Exsmple IX

Alteront Irigation Solmion for Arthomcopy,
Cicnorn) Sarghea) Weoods, Bures ond Oral Dinial
Application

[268)  An aliraste poelond solotion for nse in rigation
of srthrrecopic, srpicad wnd oral dental appdicationm,
i Comilated setg ta i the previenly Socried
Lxample IV, with the Dallowing mubtitotion, deletion asd
additings at the conomtratiors set forth be oo

[Q26%] 1t endichpyline i replaced by mepysaming 2s the
I, aptagraniat;

TO2E8] 23 the kalliisedn hidtor, pywathehs, b delotd;

[0269]  3) = braciyltoin, sttspyedst, {Tea™[dos-Arg°] kal-
Lichen, 4 ot

Eg?ﬂ] 4} & bradykinin, amugonist, HOE, {40, is wkied;

[OX71] 5} & propeioid sprapis, fendonyl, B acdiod,
4. bazmple X

Abwanee Imigadon Soludon fr Lol
Procodures

[M273]  Anshemate profemed solithon For tose io ireigation
daring wologic proveiares b forowuleded the vome o3 i the
proviorsly deseribvd Exwgple W orith the follooing sul-
stistion, deletion ptd sckliviorns 3t the orocentrations ot
forth beboror:
[A273) 1) 5IN-1 is replacd £5 the NO dogor by 5 comt-
bination of two apoic:

[0ZM] #) FK 4% {NOR-3) oml

[0X75] b} FR 144420 (NOR-3Y,
[G27a]  2) the kaltfcrodn inddbitor, aprotimin, b dekoted;

[027%] 3) » badylinia, somgenisi, [les"doa-Arg™] ket
Yidew, s melclect; and

[0278] 43 & beadylimin, amtagordst, HOL 150, b added,
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rehbit chowr wreno woddicd, The animals were sedvied wing

intravenoms xyleson (5 o) sand kelemine (35 mplig)

desed o oifert aind a cetdown won pe(iotees] B wetml
e o ﬁnvuﬁru: " miidlling of the acck 1o lolete ¥ corotid ertory. The artery wes
i Tooweatr  Pedord  Prccmcd Egated distelly, &0 wrkriotcony porformod ol 8 Freoch
%O oy “gd _“...E 10-4m 0 blaod i it \bo o
ND duicw R HR_ME Tt rmesma Lo Jrress of Eun au_,.: Fﬂn;n_.._ﬂ”e“&!ﬂn_ M Fevovdid :_..F..Ba Enuﬂ“
odrkdely,  [i*fdo-An™] 01-5M =20 1 %ﬁuuﬂﬁﬁﬂﬁﬂﬂgﬂa;uﬂg
soemeiit il wsfp b Snjoction of jopemido) 76°F [ Sqmbb Diapooctics,
bendyiiely, NOH 190 1 Fomdnin e Privcoion, N 1Y Buo the desconding sems, For each angio-

= -
et pram, & calibmtion objoct was plced o the mliogophi:
fhelc of viger to allow Loz comoction Too oo Heetfon when
: pyitcs !

disrncter mcrstrrents wore oekde. A X 8 Ueench infision
K X Celil} HE?E%EE%

Ay -]
Balloon Dilitation of Natma! Nk Anterics (5 10 1.2 e shovy (e s nfmesion lofrion of e oo
Kow Zexland Whito Hahbdl znd they [aftnenos af salution—gither salics olooe of kuling coustatoing the Iz
Mistumite Scrotonin Recepoor Blocksic oo ihe T ST OLERin Toos P DU s-—wis slzrie] it 3 sate ol
Besponss 8 ox pur miznto ead cotizmed [ 15 minvies. AL S minas
[ER79] 'Tho purpass of thix siady was wolold. First, 8 Do ﬁ??gﬁﬁﬂ 2.8 oo balloom
s vivo model for the aindy of arterial tose was cmployed. ool oy cotheter (the [ighming, Candis Corp., Mismi,
The time courme of snorh) dimersion chaopes before ko Fla.) was rapdly schvatoed tocder grikencs foto
thter balloco eopfoplexy & described below. Sccoad, tdw EEEEE%E%N%EE

role. of tistaming £nd scratopin togrtber in the contwil of brallonn cutheoier was cxrefully pemsiiamucd berseo The proxi-
artexia] tano fo fis metting was dhen stndicd by the scloctive ) ot i) decp Gemneal branches osing booy landarks
inlimicn of histemioe s scrlonin nocepios blocking sgests o) (e hafloog e inflated for 30 seconds to 12 ATM of

10 sraerics befors and eftor the snploplesty infury. .Mﬁ?u: ; o indated b MEE
solotion of i dogtebc oottt sgeat o Ihe:

! Detign Consldoration inflated ballonn ditmter covkd bo recorsed of ciae Slat,

[E2x0] This cimly wes intmxdcd so describe o 1hme cpsrsg VB 2ogiopleady calbeicr was rpidly somoval aod aoather
of clabpe in asterial Inmien dimensicus i oo grosp of  #0gionram wes woorsled oo cion flm 2t 5 moin of B minrea
arterics gl to ovaleste tho oo of howtsioc sonotooto alter the dfvblont oo brepnir, The Belocon wo oottined
%gaggﬁaﬁaﬁﬂﬂaﬂ antil the 1% minote thmoe point ad emather angicgrem (e
ericrics, To Facilitewe the comparben of the tee  fourth) was podfomed. Thett the bfusios wis stopped {8
differer) groaps, bath grorps woe treetod @ an wentical  tofal of 75 ¢ of sololion had beca infoscd) xod the ifrsian

sy with the exccption of U cottents of 20 fusdon cxthrier was reooved. AL the 30 mioe time potd {15
ﬂgg?aﬁg?aﬁaéaﬁ. mimmtes aficr the infirion was sioppedd), 8 (ol englogram

J, the infisdon was pormel saline (1 veluck for tof waw recoedded aa befie. Blood prossure s hesst raie wre
EE??EE%EE revorded o the 5 and 30 mimrle time points fmmediately

Pecived adline coatyining the seoeptor antaponists ot hofarm the amgiogreno, Aley the Hne! eegiogrom, the sotma)
the sxme cun and a1 the zxos part of the motoee] monmtrol o cnbasiond oith an overdose of the anccbctic Eponts
Eﬂawmﬂ.ﬂﬁﬂﬁ!?ﬁu EEE:FEE;:ﬂ adaimistore! wiweroomly smd M D sricries were
_Egﬂvmgﬁﬁﬁﬂﬁﬁ%ﬂaﬂ? %En fixed o foe
Eﬂn;%. LG aM: mxl (2) the higamine sotegoodst

ine of conecricatads of 10 g5, afl o pormel , , .
%gﬁﬁﬁﬁéﬁﬁﬂgﬂ 3. Anglograpinc Ay

preiey comoentrat i deliverned af the (vt ¥g LMo ram retoemied i
operilive sike doag 10 8 16 o 1 Bow fxie yotic beracen e Fn%ﬁﬁ_uﬁgﬂihﬁﬂﬁé
mrnzdw@ 33 mitnitte) and the molutios dillvary  ormy wer projoctid from @ Veogewrd projector at & dise
cxtheter (5 ¢ por mimme). This shody s pesformed in o e of Ieot Dizc wricry dismcters el prosperificd
prospective, mmtdoized st bliadet mamer Assipmment o

2 Anirny] Propoen] s, pmmcdinte]ly post hallood aogioplecty (8 oo of 8

mitetes sty the ot rolotewnn wirs begun), at 15 pengies

[UZ2L] “This protocnl wes appetved by the Scaltle Vetorsn Ukt iolos the il wis stopped) 2ied o M3 orionsen (15
Alfedm Modicel Centor Commitice oo Azuniz] Lhe aod e minwics after the infosion was stoppod). [Hametor moasarc-
[acility i3 folly accredixed by the American Associution for Eﬁnﬂgnﬁrﬂgw&ﬂﬁaﬂwﬁﬂﬂaﬂﬁ%&g
Accreditztion of 1aborziory Amimal Cwere. The iliac artares o e wic of Wloes dilststioe, af tx sie Tt

of 34 kg malr Now Zolend whito reithits fex] » toguisr  dilatation s just distal 3o the site of ballona dilaatbon,



US 2003/03195461 Al

[O2E3] Tho dismcder mermametis wWem thert onmverted
0 oo mexsreiems by the foromiy:

Arca{ P Damte” 4,

[R284] For cakulstiom of vasoronstricton, hasclimg
wiloes weete osod (o represcat the maxinEn eica of
ihn zrtery and percent vesscoeniriction s ks
lrted oa: % Visocomsirictions{{Bascline tret-lxtor
time point arcayBaseline arca}=100

4. Siztistica] Meihody

[CZ5S] Al valms o cxpiciscd o mcan =1 sterdad qes
of the mean The tme coarse of ywwxnotor retpomg (0

Oct. 16, 2003

dizpmescon i crch segmicnt at the § mimnte, 1% misst 20d 30
mormle Lo poigts wone similar to the bosclloe diemeters.
T balloan dilated scpmem showed keowr changes in
aricria! dimersion then e poximael sxd disie] scpmests,
Tho hasoling diamctar of thiv sgment vk | 3240008 mo;
the pombne] iallred diomeier of i ballooo wed B xogio-
plasty wes 2.5 mom aod te actos] mcastred fnllated disesotor
of the batloon was 22003 mm (peat@01 v bascling
dizmecter of the balloon treaded segmetd) Thin, the fnftated
ballood ¢xorcd chcomiootin! stroich of the Flloon dilted

o Bt thete wih 7anly alipht inceesss i bmers disn-
cier from bascling to the 30 mioio o poind (1A2x(10F
o b0 1007 mm, peME Iy poat boc 3ozing).

TABLL 30

Mthwhc-t'mvwh Tt Dlaicartyrs o e Spuild T
e BTOrE A At Pinffocm Tobintmct of Popymn] flhad ity |

Liocaa-t b
Kr ey Bt b LR Poxt PTA 1% Mursw 10 Afigme
Peoswmrt L3R wiL} Ik ada? LAt w0 2w ded 2B a iR
Bakoa’ 14T g 75 LTT = 0% IR ] LM x4 L0 w7
Pl 170w 04 Jed e 4t Xy 1B

Al Dzttt by o, Mewe 3 ST PIA = feovetistin toedrice] mphoedety,
Ipo= LT {ANTA wit bl pewm ooy,

o Y JANTYA Wil ceORD SeDpar i

"p o DEOT] (ANDAN mutks pros costpeescs! Km0 o7 ol v profae,

“pr o D00 v bermrlm il M) ke (el st (S Ta tel F poa

bwnw-m
P TUH e urerslake ot FLA tescresraers, (Srwrle e (o7 ot b comepasd-
m;mmwnmﬂmmnmmu’pqumm

control artzries wis aswessed ilag ong way asaiysis of
warhooe with comectinn for repested mespes. Post hog
compata: of dita betweon spocifs ihme poiots

goap R
comprisaty Lo the absmxo of 3 single a prictl suked
bypothess, & ¢ valog <000 s omsidercd significam.
Satislics wote porforocd psing Sedbdion for Windows,
version 4.5, (Stutsoll, Tale, Okle)

3. Resulin

[OZBS] The timw cotnsc of ol dimoming champs
bofors s alter Ballooo o oormsl coorios
recriving saling infosion ws evalaated it 16 arteries fom
I (Tuble 300 Thoee segmeds of cach micry won
stebied; the proximal segoon ioediaiely speam Inon:

7]

Poxt ow

dixto post apgtoplety thoe podot wers sigrficmity loss tan
the diemeters af besolioe or of tho 30 mioote time poicd in
cach of these sogmients. O the ofber bl 1ho erterial

[G287] Asterial lmrocn dheowiers wepe oo to calenlae
I @ea fieen the Ancy mersamements were e nocal-
culiic percent vasovomsiriction by comparison of the 3
smekmutn, imemodiaie povt angioplesty, 15 e 30 ity dlets
W the bawcling mcrorormctts, The pximal el disial
scgment dala expressed os porcrat vasneioohiclion e
shoon o FIG. 9 e clatpes i thy tmount of voooon.
strictbod ot tirm aiw sl (ho the pronaal senment,
peel) OMIS;, by the dlixta) segorent, pel2 0001, ANOVA) Post
oo 1ostitg ideotifies e vasoconstrietios ot the emctive
post angicniasty tho: point os sigmitkantly differcm fovs
thar prescd of the 30 minwe tew podel (P<d100] in both
segmwenta). In the distal sgmeal, e fmmedine post engho-
plrsty vaooonatriction eas alse significantly loss then it
o 5 mowies {p L) oo other differeners o xira-ton
poinl comyperbmns tons abgzifcont by posd bog tosting,.

[U2%8] Tim lomits! chiopes & ooutrol anciics cin o
smmatiosd o5 bllvay 1) Vieocoordriction with Joss of
spprooarsioly 305 of haaslne luminal erca ooonrs in e
segraemisof ariery peorimial s disiel 1o the talioo dfated
sepmem poemedistely alber balloon dilstsion. Them 2
treods 1o wmalier dpomts. ol veucotstrctioa fo e proods
mal e distz] regmtems boforo dilatotion cod af the 13
miiteita b prodint (aprproxirscly 7 mitmies after ditatetion)
als but, by (he 30 minme limo poid (epprocimaely 22
tesbmrtey lher Ailataticn], & el owands vesoadilntstion hes
weplaced the provioms yasoconstriction; 2) [ the belioon
dilsted] seprocat, ooly moor cionpes i [rnsen: dotoctsion
2o provent, amd, devpits 1he wso of & talloon with & wigodf.
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coxly lerpor inflted diemeter thon was peescrd i this
kcgmictt ot Bacelion, thern wes no slgpificsn screao o
botomts isrowrier of the dilwied segmoem. Thess fndings los!
o o concloion it ery offccts of e potative bigemrine:
scivtonin treatarent woald only be dototabls b the proximal
and ciare! sepmmonts of the thme poios whon vasocooriric-
ton was proact.

[C289] The histaorine’scrotonin raepior blocksde solu-
thon wos infoscd fmo 16 antcrics (3 eoimaled angiopranbic
data wes gonilablo ot ol tmw podams Bt 12 avtories. Heart rae
) mysinlie blod pressoie mezscrements wem ovnilshle in
& subsct af apinabs (Teblo 313 Thero were po dilerences in
bextt rate o systolic blood presame whon (e two onima}
Eroups W conmposed witldn specilic tmo pedtts. Histes
wroe/serodendy tresdod todorebs shooesd ireds towant a
decrensy i the syenlic blood prezsors from: beselme o 30
minmics (~142% mm Hg, pe0.04) o o foecer beert re
=20 10, PO Witlthn: U ool sndmiats, fhers wis o
clatpe iz beatt wio of sysiolic Bood prssare ower the
doratinn of the experimen.

TABLE 31

Oct, 16, 2003

1. Exaomprle X1

Exnveation—Comparisoe of bt Articoler
Yoo [ohavenots Rootox of Admusisteation
[E291] The loliowity sttdy wes mdcrtakion itt crder o
Crpn W foctes of sdetintdretion of the S-HT, receplor
sotwgonist, anltriptylooe: 1) contirson nta-anthuler infhe
siont; wersns 2} intraventrs infection, Boa rat kooo syrowial
monde] of inflemmsthop. The chility of eomitripy Lo to by
ST bt frcbit pelicsma o xtraveset b by cotoprriog both
the cfcacy i totzl driag dema of emtsiptyline dolivercd viz

cach pomle weoes deterprined,

1. Aninabs

o292 Apprwvzl from the lostifutioral Advmal Ceo Coms
mitten o the Ukbdvondty of Califionia, S0 Freociss wis
abtsined lor theso stodies. Mals Spragee-Dowlkey rate {Ben-
rie pxal Biogroen, Fromod, Calif ) weipbing 300950 g e
el i thene shalio, Rets wore bocsed sicey oostoolled

SyvioTo Blom! Prowury st Hewt Raw Meawrsxnts
I Control amd Flrten v tmtieraiy Treed Avoah

Baxrdiar 3 Kk Wik 3 Xixs
o s M ™t ™
Sronke Hoof Precie $iwd (8] Blad 3 BT onNr ek [H
Lomxm]
L Kt wrbe Yo irslel ey AT« L avisr Bre Kla
Hetd Rain M witd Tbw B M ed3 N Mg 2w
Coazhiad
Hatztionps Soppicies DT ek INIeE(M Ml % Jfoow )3 (0-

Symcoles bood preomas ta o Ny aad b o fa bexs po oo, Mo s SEM
tpow D0 Tt decocmar b pretalic Wood peowsry Grom bercline to X7 tilecten med
"Tp = (U for dorste bt o free becel WG e e O Rk

arotolis trestod oilzmby

T290] The prowimsl s distal sopomats of bistemioe:

shous tho cccts of the histamine scrotonin infusion on
proxiam! et visocoitstriction mistive to the vasoon-
Srting pro in the coste] mricric. Wi the findmgs &
the o0 irextment proos voto coamparcd o i b e,
imoedivke poxt atgioplatty aed 18 mioste Hmw polsts,
hisamigeserotorkn nfesion resabcd in significeatly foa
yiedrdyhciod orpiared o the ol saline bfedon
{p=C 005, 2wy ANOVAY Comprrion of the two tron-
ment prowps in the distal epment s iltextrated in FTG. 106,
Nospiie olmeryod diforences i mcan dismvier measatoe-
et fer the dists] scpment, solnthon tested vesmls oxhib-
Bet) bess vaootrdriction thon sxling trepted covtrod visscls
1 baesc v, irvmcdivie post- engtoplrdy socd 13 mintte thioe
points, this petiern R oot schivve statheticn] sigrificenc
(p=032, 2-vay ANOVA). Lack of siativiic] sipnilkeey
may be atiritrted te smelkr thar axpocsed vasooomertion
valuca i the cottrol weesrh.

Lighting cooditions (Lghss oo & A M. 1o & PALY, with food
zoxl wepter zvailzble ad liwiom,

2. Plesma Extravasatiop

[A193) Rats wore encchehized with sndim pentnbarbital
{05 rop g} 2o thett givest o il woin infoction of Lvens Rlees
dye (30 mg/kg in a volume of 2.5 mldkyg), which b nwed o
L mukcr [or plama rmtnn catrrvasrtion. Tie kneo jdm
capaly v axposd by oxvisiog the overlying skin, and 2
Sﬂwmuﬂnmmmdmm and e o the
nfmdon of Omid. Tie iefokon ceto {250 alimbe) wes cog-
trolied by x Sepy frktresmonh, Syrings {Made] 318,
O Besearch oc., Boson, Mo ). A occdls wis
sl brerto] B the fodnt specn #te! porlosato Dokl woe
cxrecicd & 250 plmm, commofled by & Sopr Lostromcuts
Syringe pump (Model 3511

[uZes] Tiw aty were modomly medgrod 1o thee groops:
1} thena rorviving only ntae-artienksy {TAY 4T €1 p0, 1
ot museivieg amitcpyles intoeepomly (IV) {doscs
tegit fronm 007 1o 1O rapkp) loflowed by 1A SHT (]
mbl), and 3) thone recoiving sodftriptyline intra-articnloly
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{IA) (crnocmirmtions Taem 1 o 1003 20l follomd by
IASHT{1 aM)plus LA iptyline, b all groum, hisaiing
plasms cxuwrasating toveks waoe abiioed at the bepinmion
ol cacl caperimwnt by porfusing (0% xaling infra ot
Lirly mnd collcetitng thisa perfimate samples over @ 18 min
period (oo cvery 3 min), The fint groop wes then wdasin-
irtcted 5-11T LA [or & totad of 25 min. Perlwsaio sommpies wore
collecicd cvery 5 min for o ;tal of 25 min Semples were
then asalye=d [or Evats Bloc dys conasmiration by spxcctio.
photomeirks mezerEmen of svesvhawe 2f 620 pm, which
i loerly selaied to its concoateation (Cam and Witholm,
1964 The IV emdiripiylios grc:fpmndmumdlbc
drog fering tho tail vedsy Injection of the Evans Biue dve. The
knce joipt were (hen perfiscd for 15 min with salbo:
{fapolino}, folloverd by 25 min peefusion with S-HT {1 qd).
mmmﬂﬁﬂmlnﬁnh:md

Sutriples wari oy Kpecireplriony
ciry. In the LA aminiptylior grom, mtitdptylino g per-
It Emir-srtbenlasly Tor 10 min ol the 15 min salim
perfising, tha amitoipryling s petfsced bt combdnation
weith S-HT for an additioe] 25 min, Parfesan struples woro
collectod every 5 miv aod xnzlyznd 2 abvowve,

[0208] Some s koess went cactmded From the shady de
W physhesl dueem of e joim or ffiow md ooifiow
mimzick {dotcctabls by presencs: of blood in perfosabe cod
h:[gh_hunﬂm ﬂmwhn keveln o kice pafm
sarlling duo o improper socdle plycement)
a FHT-Inditocd Plasma Exteavasation

[(296] Berscline plinrs cxtrmvasytion wis memered is all
kpee joints tesdod (tols] pe)) Brelioe plaogns grirovess-
oo kevels were low, avereging OO 20009 steorhae
umits ot 5200 ot (avoragn sstatdaet error of U mean) This
bazeling cxrmvnsation [ovel is <hoom b FIGS, 11 terd 13 as
a dosired e,

@297 ST (1 gM) porfosed ingo fhwe =1 koee jobo
prodzees & time-dependent increwso i plasms extravasation

intra.articolerly, mevioremy kvels of pleune otioveatia
were achizvod by 13 min oud continned noti) the gt fisicn
wis foominmicd o 25 min {data oot sbews). Therolons,
FH izl ploriens. extravzsation [cvels mporicd oo the
averzge of the 15, 20 and 25 mis too polots Serdog each
orporiment. S T-indverd plrsom cxrrasaron sveregod
019290211, spproximetely tn S-Told simalation shove
hu:lh::.Thhdegrnphathﬂ}S.IldeI.Mm
spoading 1o the “0™ dox of IV mpiinipryline end the 0
conceptration of 1A smitrfeylioe, capectively,
b. Effoct of Intravanotts Amitriptylioo oo

S-I-ﬂ'-hdnmdﬁmﬁmwa:ﬁm
[a2e®] Amiiriptyline stointstercd viz il win fpeion
poxinced & dowedepondent deorerse oS-I indieed
plasma oxtrmvesation 23 shown @ FIG. 11 The IC,, for TV
amitripiyliog behibiten of 54T iodoccd plasms extravasy-
ﬂmbnppmmmljﬂmjﬁh S HFeiperdoced plasors
unmdnﬁhuhcmphwly by xn [V emitsitylioe
dirs 1 mgfkg. the phum exmavettion  sroragitg
O4s0.010,

< Efecy ol Litra-Anticaie T oo

S HFIedtood Plesms Extravasstion
[E200] Amitriptylioe siminisord sloose in swreasing
cotcohinatios  into-artlotiardy dh oot affect plosta
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o atration -t pood ol

ST idoosd plecry extraveation o shoan & FIG. 12
S H ot plramy cxirovasstion i the proscocs of 3 M
Mﬂw&pﬂmmnﬁdﬂiﬂmﬂydﬂmﬂ fromm that

prodeced by 3-HT eloge, bowever, M0 aM amiwipryling
en-perfisod orith ST prodeeed & groster thus 50°% inhd-
bition, while 100 04 satitripryline prodnecd complcto it
biten of S 31T indmeed plasma exlraresatron. The 1y, Tor
1A codtriptylios hhihumn[i—lﬂ'-wiumdplumm

sation s sppEroimately 200 2M.

[0300] The major Greling of tha prevent smdy st SHT
(1 o} perfimed fntre-artknlarly i the mt koeo jofd pro-
doces a stivmlytion of plasata extravaation it i sppreai-
mtterhy Sebokd thove baseling bovarks and that either intree-
oo o itreeartiontyr sdmindstration of dxe $11T, reocpior
smtegonist, eoitrimyline, can nhitit S-HT-indoced ploams
catravesatioe. Tho todal deoage of adainfstercd amitrip-
t¥lion, howrever, differs dematice]ly borween she two meth-
ods of dritg delivery, The 1", Jor IV amitriptyline intiivdticn
ufﬁﬂuﬂ:ﬂplm:mvmﬂﬂﬂ‘.ﬂmu
FEu10 myg it o XU g eduh et The 10, Tor LA smtrip.
iyking inhibton of 5Hindeond pliam cxrsvasstion b
i Ty 20 oM. S 1 mi of thi wlnliop was
eveay Mo momrtes for o iodal off 35 o dereg the
cmmm.ﬂnmﬂﬁnmpwfmdmtthuTmL
[or a total dossge af 4.4=107" mp perficd e the ke,
This TA mmitripeylioo dose % sppeoxinacely Mi-Iold loss
iitatt tivo IV seetlbripty i dose. Facthermons, & lkely thet
caly a sl Frection of the LA porfoscd drog is sypieorically
shanghed, resplhibng io st oven grester difforenen 1o tho tolal
delivered dosg of dug.
[‘EIIII Sineo $-HT oiny pizy e mmpotant ol i sergicel
pin xod mfiammation, o dmarecd wulier, S-HT extago-
alxty soch as wstiitiptyling may be bencficisl it med deriog
il perioperative perasd A pocent stody aicmpied to doters
mine the effcets of oml wemiripyiioe oo pog-cbemtive
eitarpeatins pain (Kemrick of al, 1993) Ag orzl dose e [ow
80 mp prxieced odesimhble comizl mervms syvem
sicecfioots, sch s & “tkoreesed Gocliog of walldeton®.
Theis stucly, o siivion, abws aboswad ol oral emitpty e
prodocod bigher pritt scale scriey than placcho (P} 05} in
thnpml-cpcnhw . Wheibser ibbis wes doo 1o ihe
m;:tmmpuﬂwﬁbymﬂmﬁiﬁﬂhhm
koown, L contres, en bea-articolar route ol adminkstrotion
allows oo oxiremely kow coteratration of drog o ts deliv-
cred focally 1o the s of ilmmation, peesibly romling in
ekl Bepwfit weith minkmel side-olocts.

M. Lxaermle XI0

Effcets of Cordovrscnlar aml] Gonerat Viscoln
Sodution an Roazatiooa] Atharectomy-ludocnd
Vesropesm in Rabblt Aricrics
1. Solnotion Thsted
[O303] i sty atfftred 2o berigaion solution copcstion
of the apents ser foaih o Examplc V. sbowe, with the
Collomring Nﬂmﬂompltwd!ﬂm:ﬂm

niin:mjdndummdm:rdnpmn el dipdneg s
e Ca™ chaone! aptagonia,
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] The coucenteton of piroprmssid: o wolkeced
mm in provicndy-dofncd sctivity
(EC,) The concetttims of the ofter apents iz ths ey
soefution wers determine! heced op the bincding copalamis of
tbo agepis with their cognete rocepiors. Forthermmor:, sll
concsniratioms suers acdjmstod best oo a blood Boer rato of
80 oo por minoic bt the dixa] sorts of the cbim eod 2 Dow
rete of 3 co per adunde o The solutlos delivery exthcicr
Throa compoocs were mened fn oo o0 of less DMS0, and
they ihese componets ol the remeining ires compancts
woro miged o tholr Bnsl copeemtrations it bovmal saling. A
ortrol solttor cocxinting of pormal wling was atilizad,
The tewt soltiog o the comml solitioe o infiesed a2 2 rate
of § oo per minate fer M minwtes. A beicl press o7 the
infindog ws noceesery ot the times blood L2t R
morty Wi mde, 5o cacl animal reegival sdwirt 05 o af the
solution (o the X1 mimes freatment poriod.

2 Amime] Pratoxol

[0303] This protosal wees npprosed by the Scenle Velrman
AfTeirs Medken? Costor Commition oo Andooed sy, oiich s
aocredited by 1he Amerheen Associrtion for Aseroditation of
[ehortory Acioe!l Care. The Hlisc artarkes off 344 kg mele
Now Zealared witlio relibits fed 3 29 cholestern! rabbil chow
ot 34 weoks vorts sittdicd. The xnimedy wom saised weiog
indravesort xylrzito (8 eghg) sod ketemive (3% mpfegd
doosead bo cflicct gl o cxidown ws prrfiormed m e vonrl
misTine nf the pecl (o fnkaty 4 cerotid ooy, The erkery v
ligated distally, an sxtcrintomy perfommd sd 2 5 Fraxh
shoath was introdisee] o the descrading aorts end pod-
tomed o i kewel of e renal rrerics. Hawcling Biood
poesusre 200 beart rato vore sccondod. Ao saglogran of the
distel aorta aod Blnters] ilkog artvrics ook woorded od 35
s oo [im (Framo e 18 per secnmd} b hond Enfectinn
of opamtkiol 76 (Sqdbl Diagnesics, Primceton, N1} hirtc
(e esoeoding scata,

[0305) [we cach angiogram, o califwalion obiject wirs
placed in the rctioprnibe Geld of viow to allow for onomce-
i Ty meagdfcodicey when dizoeicr mersarmems v
mincke. Iofsion of either 1he shows desoribed tod solotboo of
2 azline control solntinn we started through e side arm of
the $ Froneh shesth (e dolivered to the distsl sorta) 21 2
tatz of 5 oo per minmte and conthmed for 20 minmes, At 3
mires intee the fofisdon, & sccood roglogrem wes por-
formed using the previomly described teciorigqoe. Then @
125 mm or o 1.50 oo sotdionn! stheectoary borr §Eleart
Tectmoelogy/Boxon Sciri e Inc.) wins schreoca] o the ilie
rricria The podatienad athereciomy burr was sdvanod thoeo

Hmes ovet o wm o cach of the dise scyics 5
mtstioo mw of 130000 w 200000 BRFM. 1o coch diac, e
rotatioos! by wies advaoeed o 1he i)

porta 1o e ot petiod of tho fac aery botwern tho fimd
st st degp femors] branches, The sotations] atheress
oy b was capidly removed and snother zogboarem e
rooocded oo cum Bl o a mean of § mimbes aficr Bw
infosion wins begun,

[0306] The infdon was comtiomed wntil the 30 orntts
timw prdnd, xnd soothey mgioqram (o ooth) was pers
Tormed. Theo the nfoaion wes gopped. A totz! of sboot 93
< of 1he vontsol of fext solvdon bhed bexn Fulvos! A the 30
minute tme podnt (15 minstes sfter e fnfucon wea
stopped}, a fiss! samloprem was recopded o belime., Rlad
pressure i beart sl wers roconded #t the 18 and 30
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mitme fme pobts immediziely bolwe the omgiogrems,
Aler the el sopiogrem, (e tebmnl wees cofoninng anith s
ootk of the oondhwitie sjoats sdmutisiensd itree.
rexmly,
3 Anpiographic Analysis

[0307] The eogivgrant wris tocorded oo 38 mm cioe Olm
81 & frpmn Tuie of 15 por socond. AdiogreTes ware feviswod
i random opder withant imodwdedpe of besment msigo-
mert, For snzlysds, the angiogrears were projecicd brom o
Venpuesd projector of & distaser of 5.5 foot. The enthe
attgiogte for each anfmal wes reviod to idenily the
ageknny of the ilbee ateckes zod 1o identily e sites af
greaea speor in tin dise mrieries. A mep of 1he ilis
mtntonry o preparcd o e B cosisiently kdemilyiog
xikcs for mearromen]. Moramonchh wort ik ob tha 15
ot porst podationa) atheroctonty aogiogran ke, then i
roodom opder oo e seoalmng svgoprams from b 2
mal. Mermrements woere made taing oo clectroaks haod-
hedd culiper {Brown & Sharpe, o, N. Kipetos, R1). O
artery dimters wiz muastred a1 s Fowliona proi]
to the first deop femoral branci: of U Hine arterys of fhe aita
of weest sewvers spaem (dids ooctrved herwern tha Gnd and
stwond decp femore! ariory binnches i oIl crses); aod of &
distel site (pear or distal w e origin af the sccond deep
femom] ortcry bonmh of e ifise eriry) Mexnmments
woie moade o beseline (Befony tomt solorion Dlocdon wae
bepua), 5§ ounoies fole 1h infuseon, iormaaliztely pood fols -
themss] miwrcctomy (8 Mesn of ¥ gdroes afie the o
solution s begnnd, #f 20 nsios fust after the infidoy
v seppod i was 15 mipuies afier (he rotetions]
sthcromomy wio begun) eod at 15 neinmtes alier tho infoadon
was stogped (30 minutes efler the mistonal atberoctomy
wis begoe) The calibratiod abjec] was measorad o cach
AngRogTIn.

[0308] Ther dixmcier measoremcnts were ey coavericl
o oo mersEEnes by b foomula

Ace—{ITH{Dlarxies Tl
[a309]  Fos exkonlatine of vavocoadriction, besolios valas
woim tiod o rpresest the maxkmum arex of the atiery and
porootn wrsoorrstrictinn win valoulaed ax

T rcurertr ctade (| Distliee sva-Lact foes pao
ety T ey dexy] A BN

4. Starbaica] Methods

[O3L0]  All vaitves s exprossesd o tcars] slendind cor
of the moxs The tme conme Gf vesomodor rooose
ool arerics was orsessod weing one wey soalvsh of
varitoen with comoction of repeted morties. Port boc
comtpart of ditn betroen specific (Gme podmb, wiy prrs
(e wsing the Scholle oot Tesl soalotion beatod ererics
wrein croppes] o waling beatod arterics 2 apecilled ks
Lioms i 1he iliag cricres and at specificd Live podats tsiog
multiple snelysix of vadoso: (MANDOVYA) To compemats
(o st shsenen of 2 sioglo o priod a p valoe
{10 o considered aipnlficant . Suristios wore porformed
usbint Soaisthon oy Windkmva, vorsiot 4.3, (Sizuoft, Tilss,
Ok},
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3. Reslts

10311] Eight aricrics in 4 coimeh oghved saline solerion
and 13 artocics in soven animals roxnivex! ot woluticn. 1o
cach ey, regandios of the solutios nsed, mummi
lﬂmmnmympﬂ&tmdwuhlh:mmm
fmunmmmmomd-pwﬂmufﬂn mﬂy
Tha, the Pizc artery sopment ko e sopment
desiannted ulhﬂedmﬁnﬂmﬁﬁmm
wbjmcdmﬂnmmhm The ekl wir lw e

extheter pemctdl doough the dim
mmu.bm:h by of the rotarions] ateectimy
cathelar ol did ooo enter the dicen] sepmicm.

[(312] flize srtory dhermiors In pabing trested prterken ot the
throo spocificd segments eio sommprized fn Tehde 32, In the
proximesl sepment, thao was po sipoificam cheoes in e
dixmeter af the sriery over tha ne corrse of the exprment
ip=058, ANOWA)Y In the mid-ilixe artery at 1w 5K of
mexims] wevoropstriciioe, ther wes & sigrificam naduciioc
i divmeter with the Isepem redicticd oocormiog o the 13
mimie posi-rodabions] time poiot {p<thOOOT,
ANOVA comparing mcssoroments af afl § time pounts) The
dixia] sepment dhxmeter did ond igrdfconrly change over tha
timw cxs of the cpctimenm (ped 19, ANOVA cvmpering
ell timg pokus} plthongh thoem wes o trond towards 4 sxaller
dizmetcor at tho immeeliniy et zod 18 miouis poss-sates
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TARLE 23
Mm*:m* Tracsichors 1. SpaariTend Thien
ot

o T

A My
|78 by Loedxe )5 Mistr 50 Mwoee.
[~ Igorce fou RA 2o RA wihiy RA
B Nelr Malo MNo1d Keit N =il
l.‘.ﬁ::hn]‘ ixele 2UFa l? 20408 2éleim P9 p 0B
LYl agm LM ™ LA/ 1M a7 103a =
I;.'ﬁml' @M aw 17 e dd Ly C4 Coue 0o 200 e 07
A » yoiticat )

P
*Proyizmt iny prtery swcwerl wiy, feechee) 1o et Bo aboep fpmeest

wnﬂmamdndmndtm

"Dl T ertry exarreney wb, coxt of Gheal 1 e wem] decp
ezornl brerch Booyess of thy kfonrst cmntery of cbostoation st the
‘omibowrs Lt fon' s ANTFEA W 0ol prorion £ B coinsion: e sttt
cal mecr ka3 ironicn 8 direcen wilke SEcll Kpoers

Mald4] The primey endpoint for this study wes tho com-
parbe of tho swmownts of vaoonoestaotion & salinn brested
ot arterie] lemern grezs daived I ooy dizoscer e
styemonts. Arce velpes o the § miate, Hoocdine post-
pontions| smbercoioary and e e points were onmpared

tionx] mtherectomy 1ime poim, b tye bamtlicet area valoes to caloulake the reletive changs o
TAELE 12
il Auiry Limcen, Dirmcien. &t Spandiliond
Tema Prints In Bl Toewny Aniciies
1 A
=] lowziarg 1A Mizxix 50 Miwotes
Bomiise Tefrekon Purs BA elber A ofier HA
Fagzma N+ Nea Nai Mg LR
Proxiowt leie W XKIa 4 XA MlAa 1R TR -
M’ Miem 1A h (a3 1T4s s 197 2 o=
D" Ml I1Byrid  1Ma it [HIx 0 T
RA = pkatioon)

ek
"Proviocl Joy wieTy Mg dic, proxioed o b G desp femord s

‘il W sy nf $he iy DY wemecien] vEcaTaTT

"Dalatal fiac 2ACTY WEMErEE k7, ook o dial Wt wecad deep Rl xorach
p = R by ANDAA comcaridy 4 EToics o the prozisa) oy o)t v B

Eﬂ:.
I

';;?Mhl.mmlﬂﬁhﬂm:fmiﬂ¢mnm

w-ﬁmmwhmmwnmmﬂm

{O3L3] Tho dismctoms of ilise erieres treted with the 1ot
solmion pro shown i Tebke 33 Angiognan woo ool
recotded In thoee of thess apturks ot the § mitmic poste
initistion of tho fnfnsicn timo point sx] oglographic data
wemn excinded (rom o arieres (o mdnal) of che 30
mioste peot-potations] aherectonry Hmw poim Segspse o
anfoas] georived &1 i embolos o e 1S minuie wmogrom
that mnlted! in bemodynamic indshility. Recwase thero bn o
variatils mimier of obscrvations a the five the potom, na
ANOVA stotistic was spplind to ceis duty. SHIT B b5 spprrtont
theat 1he pevpnitodn ol chomye i the dismcter merarromcnts
within sepmts in (e St anlition treased arteres over the
thmw cottreg of the ¢sporiment & bess than wits ke i 1ho
aalipe ereated arteries

st The recals wem wroed “vawomstricton” i i
Imoen s waes smalky o the lier lime poin thoo o
boseling, and “verociflztation™ Itk fomen ook wis Larper 2t
thee Later time et coampeaed to the haceliog aren {Tebhos 27
wd JRB). T [axilitatn xistidis) aolyxi with tha bogost
reznber of obspvoions pessible in both beatment gredps,
the s soloriog ol welioe wesed srcry dxn wew oom-
pared 2t the immediste prat- amd 21 the 15 misste postro.
Lol stbereciomy Hme podats.

[t31S] Jo thw prowimal scpment (FIG. 13) thew wo
cxcntizlly no chemgre dn loown eres with oitbey weatment 11
the immediste post-rototiogal sthoreciomy thw poing, bu
thers ws sonw veoodilatetion Bt this segment by tw 15
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minnio predmiitiom) abhorcriomy Hme pokot. T mtarion
didd et alter the rovelts of tetiom] sbereciomy comparod
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DIVISION DE NUEVAS CREACIONES DRSRLEN L
Superintendencia de Industris y Comercle
E. S D
Reforencia « Expediente N° 06 51721
Asunto + Remision de informacién a Ix solicited de patente de
Invenciin  titulads “ENOXAPARINA PARA  EL
TRATAMIENTO DEL CANCER”
Solicitants + AVENTIS PHARMA 8.A.

Pohliceda en Iz Gaceta de la Propiedad Industris]
N* 607 ds] 31 de agosto de 2009

Yo, CIELO ANGELA FENA RODRIGUEZ, shogadz en ejervicio, identifleadz comoe
apatece al pie de su firms, con mrjetn profesional No, 82701 del Coneejo Superior de
Iz Judicarura, en mi condicidn de apederada de Iz socicdad GYNOPHARM SA
conformada bajo 1z leyes de 1a Repablica de Colombia y domiciliada en ks ctudad de
Barranquilla, Colombia, atentamente manifiesto que estando dentro del término de ley
¥ por orden cxpresn de mi represenmda, presento remision de Informacién a ln
conceston del registro de la Parente de Invencion tinlada "ENOXAPARINA PARA
EL TRATAMIENTO DEL CANCER * cuyo titular es AVENTIS PHARMA S.A.., y
pido & Usted declarar fimdads estz temlstdn de informachon ¢ en consecuencia negar of

registro de In patente solicimda,

Catreta | 3N ([99%, 06 (04 TeL (370321312 13-6 2050 2 o P (ST1}S 1212 79
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1. INTERES PARA ACTUAR

Conforme » lo dispucsto en ol articule 42 de In Deciston 486 de 2000 de (2
CAN, estando dentro del término estipulado por 1z ley, manifiesto el legitimo interds
de nuestra representeda para oponetse 8! regismo de la patente de ln referencia,
atendiendo & que la solicitud pretendida no cumple con los requisitos dispuestos en ln
ley como s¢ analzerd mds adelente ¥ de ser concedids alecomrin divecmmente la
comerchalimelon de algunos prodixtes de mi representada, que contdencn, en
particular enoxaparina. Por lo wnto, soliclto respetuosamente a ese Despacho ¢ st
tetier ot citenm [0 presente temiaién de informactdn dentro del mimite administrativo
qUE & RITe en esta Superintendencia.

2. FUNDAMENTOS DE HECHOS

2.1. Lz solichud objeto de la presente fue presencda ¢f 30 de mayo de 2006
reivindicando prioridad Iajo la soliciud EP20030293028 del 20031204 v fue
publicada en Colombla, en Ia Gaceta de In Propicdad Industrial N® 607 del 31 de
agosto de 2009, cuya publicacién internacional corresponde a la WO205/053713
del 31/08/2009,

2.2.La solicttud colombianz 06 51721 objeto de la presente remiston de infornacion,
s¢ reflere rl wso de epoxsparine para tratar uma cnfermedad asociada = [
modulacién de [a actividad de ln heparanuss, excepto cuando dicha enfermedad o
Liquen planm en ol que Ia actividad de la heparanasa contrilaye a [z parologia v/o
sintornes de Lo enfermoedad, excepto cuando dicha enfermedad o5 tne enfermedsd
ertodnteaene:,

Cotrom 138 [T, O [04 Tel ($203 2131213 -0 20502 - P (87116 1219 79
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2.3.En primem instanchs, se debe advertir que algunes veivindicaclones mmbitn so
refieren & un w0 ¥ & un método de cratamtento ¥ no silo 2 [a composicién
farmacolégica © 2 un método de febricacién mediante Iz il s obtengs un
producto tangible v segin b legitlacion, decision 486 de Ia Comunided Andina de
Naciones, Articulo 14 “Los Pafees Miembros otorgawin penentes para oy invencionss,
wan de producto ¢ de procedimiento £.J% los usos no estin contemplados vomo
patcnmebles; v, Artiewlo 20, “No senin patentables (..} d) I métodos tevabéuticos o
quivigicos para el tratamiento humanc o animal, ast como los mdtodes de diagndmico
aplicados a los seves humanos 0 a dnimales”, Solo serin patentables kos produxtes o
procedimicntos. Por lo tanto a Tuz de la norme, dicha mawria referente al wo y a
un metodo de atmiento no seriz patenmble,

2.4.Ahota bicn, con base en ¢l srticulo 14 de Ia Deciston 486 de Ia CAN cormagm lo
stgubentes “Las pafses miembros ototgenin patentes para las invencimws, sean de prodiecto o
procedimiento, en todos las campes de la wecnologho, siempre que seo nuwevas, tengen mivel
intentivo y stan steceptibles de aplicazién mdusyial® Asi lax cosas, ns invencioncs
objem de patente deben ser nucvas y tener nivel imenthve. Blen, pues antes de la
fecha de prioridad de esta solicitud se encuentran los siguientes documentos que
afects la parenmbilidad de la presente solicinud:

o Db US2003195461 publicada ¢l 16 de octubre de 2003,

2.5.Ahota bien, ademds que la presenee bajo Ta Norma colombina pretende un objeto
que no ¢ patentable, ademis se reflere 2 oma materia que no e3 noaedosa,
Partictlarmente el documento D1, revela con anteriorided un mitodo para In
inhibickdn de To adberencin de otlula de um wimor y une varkedxl de dolor e
inflantacidn que incluye 11 monos a un agente de adhetencia de otlulr de znritumor
y milltiple dolor e inflamacion sgentes inhibitotios on [z concentmcion diluida en

Cairerz [N L1995, 04 [04 TeL{S22 13 12 13 -6 205020 - e (571G 1219 49
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un portador fistoldgico. Particularmente en el pirrafo 0107, D! revelz que ol activo
inlibicidn de I adhberencia de oflula de un mmor o la enoxaparing, Asf lzs cosz,
como lo evidencis diche documento D1, ademés que Ia ptesette no comprende
aplicacion industrial por reforirse 2 un wo, la presente solicited tampoco o
novedosa puces o revelado ya 20 encontmaba en el eszdo de Tn wéenica.
2.6.En consectrencla y de acterdo 2 lo descrito antetiotmente, se deriva que b solicitnd
. colombians 06 51721 no puede pretender un monopolio por patente toda ver que
® lo que pretende 1o curaple con los dos de los tres requisitos nocessrios parm s
proteccién,
2.7.ue por consigulente, respecro a la sollcitud pretendida se tene que:

211,

212

CARECE DE NOYEDAD: Segitnt L2 decisién 438 de lx Comunidad Andina de
Naclones, Attictulo 16.. “Une invencidn se considerard nueva cuands no estd
comprendida en el estado de ba ténica. Bl estado de ln téenicn comprendexd todo [o gue
haya sido accesible al publico por wna descripcifn escrita & ral, wilivacids,
comercializocidn o coalquier oto medio antes de la facha de presentaciim de la solicited
de patente o, en su case, de [ priovided veconocida”. A la fecha de prioridad, 4 de
diviemnbre de 2003 ya om conocido, ptes como se demosttd, ota paste del arte
snterior con base en <l documento D, el vzo de Ia cnoxuparism comno activo
pana [ inhibicion de ba adherencia de céluln de un tumor, sobre el cual bisca
proteceion en el eaplnulo reivindicatorio.

"ARENCIA DE APLICACIO 1AL La Dectslén 486 de la CAN
consagen en sit axticulo 14 lo stguiente: "Los pafses migrbros otovgardn patentes
pamn las imvenciones, sean de prodiecio o procedimiento, en todos Ios compes de o
tecnologla, siempre gite sedn nuetas, tengm wieel imertivo ¥ seon sesceptibles de
ablicacita industrigl®. La presente solicitud carece de aplicacion Industrial ya que
como se demostrd anteriormente, olgunss cliysla reclaman el método
terapéttico ¥ estos o sont aplicebles industrdalmente porque primero no se
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obtlene un producto o proceso; ¥ segundo noe es reproducible o repetible a
escaln industrial. Por lo tanto, ¢f objeto de 1z presente invencién referido a los

usos ¥ m&todos wrapéuticos, no cumplen con el requisito de la aplicacion
industrial.

2.8, Dado lo anterlor, er pasible deducir que la soliciud y lo reivindicado po es
objero de patenmiibided pues es contrario 8 lo que dicta Iz Derision 486 de T
Comuntded Andina de Nuciones, Ardonlo 14 ‘Lot Poises Miembies otoopanin
patentes paret las bwenciones, sean de producto o de procedimients, en todas los campas de la
teenologia, siempre que sean muecas, tengam nivel inventioo ¥ sean stecepribles de aplicaciin
industrial.®, La soliciud pretendida no cumple con des de los mes requisitns de
patenabilidud.

29, Por todo lo anterior, atentumenee solickto 2 usted que se sirve declarar fundeda
la presente remision de Informacion v en corsecuencin neger ol registro a I
solicitud de patenre drulada *“ENOXAPARINA PARA EL TRATAMIENTO
DEL CANCER *, cuyo dtular e+ AVENTIS PHARMA 8.A., solicttud Colombtans
que aparecid publicads en la Gacem de Is Propiedad Industrial N® 607 del 31 de
sgosto do 2000,

2 PRUEBAS

De conformidad con lo dispuesto por Ins notmas vigentes, soliclto & usted tener
come prieba ent este ssunto los sigutentes:

e D1 US2003195461 publicads el 16 de octubre de 2003,

Correra 13 N° 11998, OF (M TeL (571121312 13 -6 2050 2L -Fax (ST03B 1219 79
E-tall exgronisR O T con cOMm. + WO U RO o
Bogoss Colombdy
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4. FUNDAMENTO DE DERECHO
Fundamento et observacién en las normas legales siquiontes:
4.1.  Numeral 1 del articulo 586 del Cadigo de Comercio.
4.2.  Asticulo 42 de lo Dectaton 486 de 1z Comision del Acverdo de Caragena,

4.3,  En las demss normes concosdantes,

5. ANEXOS
Para los clectos correspordientes anexo al presente escrito lor sigtientes documenton

I. Poder pmra actuar en el presente.

2. Docutnento gue actedita al representante legal de GYNOPHARM S.A,
3. Recibo de cofa del respearivo pago di tasa.

4. Copiss de los documentos:

o D1 US200319546]1 publicada el 16 de octubre de 2003,

Coreera 3N 195,00 IM Tl (5713213 121362080 21 ~Fe (STNIG 1210 N

E-mll: perode=doprimtn-oe. com » .ot iap oo cuotn
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6. NOTIFICACIONES

Para efectos de notificaciones que por dispesicion del anticulo 50 del [ecreto
{1 de 1984 debe hacer su Despacho, informo que mi reprzentada v [2 susorita
recibiremnos nogifleuclones en la Secretarla de su Despacha o en mis ofleinas sinundas
en Iz Carrera 13 Ne 11995, Of, 104 de esta ciudad de Bopont,

Seitor Superintendenee,

CTELO ANGELA PENA RODRIGUEZ

C.C. 51"940.252 de Bogota
T.BA 82700 del CS. delan ).

Carrera 13K* L1995, O0 I Tel (ST 2 1112 13- 6208021 « F (STNG L2 19 79

Bk rcpocies@optimitn- g oo« Su CpI -G
Beogos Colombia



Fondo @ Peadyg 13{0{%
A%

IndnstriayComerdo
SUPERINTENDENCIA
2020
Bogota, D.C.,
H.}55i1
Doctor: Oflcio N>
Emilio Ferrera
Apoderado
ASUNTO: Radicacién PCT N*  08-51721
Tramite 011
Evento 379
Actuacién 440
Follos 058

Con fundamento en lo previsto por el articulo 43 do la Cecisién 483 da [a Comisién de
Iz Comunidiad Andina, se e comunica que ia oposicidn presentada por ef doctor José
Luis Reyes Villamizar, en su calidad do apoderado de Tecnoquimicas S.A., rine [os
requisitns formales exipidos por ka ley &) momento de su presentacion.

En cumplimiento de lo dispuasto en la citeda norma, se ¢ concede el trmino de
semanta (80) dias hébles siguientes a la fecha de notificacidn del presente oficlo, para

que haga valer sus argumenteciones y presente pruebas,

Notifiquese e) presenta oficio conforme a lo dispuesto en &l numeral 5.2, literal o), del
mmmdmmmnde:acmumwwﬂam1

CESPEDES DE VERGEL
Directora de Musvas Creaciones (C).

26 FEB. 2010
E) anterior oficio fue notificado por filacidn en fista de fecha,

Baxia Contra: Cerrera 13 No. 27.00 Plscs 2,8, Ty 10 )
Gl CAN: Tr. £0A No. 33-50 Conrustacor. 53700
Fax: SET0Z84 Linea 018000-29015>

Wob, prwy ey 00 o-mel nfe
Bopet D.G. - O~ ‘
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Industria y Comercio
SUPERINTENDENCGIA
2020
Begota, D.C.,
Doctor: Oficto N°: /561
Emilio Ferrerp
Apoderado
ASUNTO: Radicacién PCTN®  08-51721
Trémmite 011
Evento 370
Actuacion 440
Folios 007

Con fundeento,en lo previsto por el articulo 43 do la Decisidn 483 de la Comisién de
la Comunided Andina, se le comunica que la oposicidn presentada por al doctor Tio
Noe Pamra Murillo, en su calidad de epoderado de! Leboratorio Franco Colombiano
Lafrancol S.A., reime los requisitos formales exigidos por la ley al momento de su

| En cumplimiento de lo dispuesto en la cilada noma, 80 le concede el 8rmino de

sesarnta (60) diss hablles sigudentes a ta fecha de notificaciGn del pregents oficio, para
que haga valer sus argumentaciones y presenta prushas,

Notifiquese el presents oficio conforms a lo dispuesto en el numeral 5.2, literal o), del
caphiulo quinto dei titulo primero da ta Circular Uniea N° 10 de 2001,

2b FEB. 2600

El antarior oficio fue notificado por fijactén en (ista de fecha,

Furairg

Sedt Cortry: Camera 13 No, 2700 Pisos 2.8, 7 ¥ 10
Sevde CAN: Tr. 40A No. AB-50 Conmudais:

SIP000°
Fax $370284 Lingd D12000-210163
Wob: s i dow. o0 el InfodSisie s
Bogoth D.C. - Cotomisa




