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Copia del examen preliminar internacional efectuado por la Autoridad Internacional de Examen preliminar (IPEA)
D Traduccién del examen preliminar internacional efectuado por la IPEA

D De ser el caso, copia del contrato de acceso

D De ser el caso, documento que acredite la licencia o autorizacion de uso de conocimientos tradicionales de las comunidades
indigenas
De ser el caso, certificado de depdsito del material bioldgico
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Traduccidn oficial del Inglée par Narlon Meira Caestra, resclucidén 2117 del
Minigterio de Justicia de Calombia

AFOSTILLA EN PODER DE REPRESENTACION DE

SNITHKLIME BEECHAM CORPORATION

PODER DE REPRESENTACION
Bilingile inglée- espahol otargady en Brentford, Niddlesax, Inglaterra el 13 dg
agosto de 2003 y firmado por Peter Jodm Giddings, Apodarada y Funeignario
auterizado.
Certificado de Notario De Pinna en espancl certificando goa Petar John Giddings

€5 aptderado de Smithkline Beechan Corporation, virmado por James Kerr M{1ligan.

APOSTILLA
{Convencidn de la Haya del § de octubre de 1981)
1. Pais: Rainp Unide de €ran Bretalz @ Irlanda d=l Rorte

- Este documante PébBlico

ha sido firmmade par Jeamas ¥arr M{1ligan

Quien ejerce funclones de Motario publice
4, Lleva @] sellc del Notario piblico

CERTIFICADQO
En Londree

El 14 agosto 2003
Por el Secretaria de Estadu Principal de su Majestad para Asuntcse
sxteriores y de 1a Mancomunidad
No. Q229470 ) .
Gran S5ellp de la Gficina da Asuntos axtaerioresd y de la Mancomunidad
10, Firma Tegible de J. Garbrah- Por el Seoretario de Eatado

21 @l documents ge uaa en un pais gue no partenece a Ta Convercidn de 1a Haya del

5 de octubrea da 1961 deba pasar por la sgccidn cgnsular de s Wisidn gue

resenta el pais. |
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Yo, e! infroscrito, JAMES KERR MILLIGAN, Notariu ['ablico de la Ciudad du
Londroes, Inglnterra, por 1n Autorided Hoal debidumente admitido y jurnmentado,

CERTIFICO:

QUE os auténlica la firma “P. Giddinge" suscrita al pie del ndjunto Poder, pur ser
del pufio y letra del Sefor Don PETER JOHN GIDDINGS, cuys identidad me
consta, Apoderado de lu corporacién denominsda “SMITHELINE BEECHAM
1 CORPORATION", corporacién logalmente constituida y existente du acuordo con
las leyes do! Eatado de Pensilvania, Estados Unidoa de América, con omicilio
social en 1, Franklin Plaza, Philadelphiu, Ponsilvania 19101, Ertudos Unidos de

Amiricu;

QUE el citado Sefior Don PETER JOHN GIDDINGS estA debida y
suficientementa nulorizado para firmar documentos de esta clase, en virtud del

Poder ntorguda en su favar por la referida Sociedad fechado el 11 de julio dr 2002,
copin del cual he tonido a la vista.

Y QUE los objetos para loa cuales se otorgd dicho Poder pe encuentran dentro de
km objelon o actividades de la cituda Sociedad, de acuerdo con la Eacritura
Constitutiva y los Estatutos Sociales, los cuales he tenido a la vista.

v Y PARA QUE CONSTE donde y como convenga y fusrc necceario expida el

e mnte Ceartificado Jua Grmo y sello en dicha Ciudad de Londres, el dia de hoy
(] T8
i Sitkrece de agosto del nfic dos mil tres.
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JAMES KERR MILLIGAN
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/ OLARTE RAISBECK 8 FRIER, LTDA.

LeGa & PROFESSIONAL SERVICES

Wori D TRADE CaNTER — TORRE C
Caulre 100 Nao. 8A-55 Prso 10
BoGaTA, COLOMBIA
TeEEPHONE: +57-1 838-86200
Fax: +57-1 838-821
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Power of Attorney Pader
The underxigred, El smxcrito,
SmithKline Beecham Corporation
damiclled in donvcitinda en

Onc Franklin Plaza, P O Box 7929, I'hiladeiphia, PA 19101, United States of America

by mcana of these preseats bereby gisnts to Carlos
R. Olarty, J. Tan Ralsbeck and Ana
Mariz Frieri full and sufficien: Power of
Aftornoy to file, prosecurto, obtamn, defend and
enforce eny and all of the company’s Palenta,
UUiTity Models and Industrial Designy in the
Hepublic of Calambis, to which end it cipowery
them (D teke all steps necoasary before oy
administrative o7 judicial suthority of eny class for
the objccts smted, to fike petilives, uppeahs, replics
and opposkions, pay taxes ind armnities, request
extinonivs, recoive documents and securitios,
abarnion spplicutions and colicet 1afunds, Sufficien:
power it bereby grented o receive nutifications on
tehall of the Campany, to com(er powers on those
who are lo represcat the cnmpany judicially and
exteajudicially, lo answer {n cowt in Lhe matter of al}
clzims and demands that may be presented
connection with the objects stated, giving them
likewise power to substilule these prezenty and
revoke such substitutions

!

Signature/Firma:

por medio del prosente otorge & Carlos R.
Olarte, J. lan Raigsheck y Anu Mariu
Fricr poder especial, amplio y suficiente para
preseutar, tramitar, obtenor, defonder y hacer
respetar todet y cualquicra de Patentes, Modaluy
de Utllidad y Disefios Industriales de b
compafi(a en Is Repiblica de Columbia, o cuyo
efectn lo3 fuculta pars dar tdos kos pesos
necosatics anle cualyuier nutorided administiative
0 Judichal de cumkuier ferarguts par conplir con
lo encomendsdo, elcvar solicindes, apelaciones,
TCIPUCSIAS ¥ Oposiciones, pagar impucsng y
anualidadey, solicitar texvimonion, recibir
documentua y valores, dewistir ¥ perciyir. Se
voncede poder bagtantr pars recthir pulificaciones
8 nombre do In commpalila, otorgar puderes a
quienes vayan a represcotar & b compatify Judicial
y extrajudicialinimte, responder on Juicio a todus
bas rectamaciones o dernendas qor por madvo dy
jo enootnendido se presettaren, dindolcs
minixmo facubad par susttuir of prescnie y

O

Peter Joh@m«}s rs Attamney and Authorised Official

Date/Fecha: 13 August 2003

City.Country/Ciudad, I’als: Brentford, Middlesex, Gaglund

COMO NOTAR™ OHCE {F) Of ESTE
CIXCLLO HADD CUMSTAR CVE E3TA
JOTDCOPly COMCIDE CaX EL
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 |ahibiting Adbesicn Format

Eicld of the Invention
This invention rclates to the use of antagonixts of the vitronectin receptor o

inhibit adhesion formation.

Background of the Invention

Integrins are a superfamily of cell achesion receptors that couple intracellular
cytoskeictal elements with extrace!(ular matrix molecules. Thesc cell surface
adhzsion receptors include a, 84 (the vitronectin receptor). The vitroncctin receptar
a8 is expressed on a number of cells, inchading endothelinl, amooth muscle,
osteoclast, and tumor calls, and, thos, it has a variety of functions. The a2 A, recepror
expressed on the membrane of osteaclast celis mediates the adhesion of osteoctans
to the bore matrix. a key step in the bone resorption process. Ross, et al.. J. Biol
Cher, 1987, 262, 7703, The ayBy receptor cxpressed on human aortic smooth
muscle cells mediates their migration indo neointima, a process which can lead to
restenosis after parcutansous coronary sngioplay. Brown, et al., Cardiovascular
Rex, 1994, 28, 1815, Additionally, Okada, et al., Am. J. Pathol., 1996, 149(1), 37
suggest that ayB4 plays a role in vascular integrity and remodeling following focal
ischemia within an infarcted area.

Surprisingly. it has been found that vitronectin reoeptor antagoniss would be
useful in inhbiting adhesion formation. In particular. the compounds of this
invention are uscful in the treaiment of post-surgical adhesions.

Summary af the Inyention
The present invention pravides a noew method of inhibiting edhesion
formaition in a mammual, in particuler 8 men, which comprises administering to a
subject in necd thareof an effactive amount of a vitroncctin receplor antagonist,

Leailed Description of the Invention
The present invention ia a therapeutic method for inhibiling adhesion
formanon and a method for treating post-surgical adbesiens. The method utilizes a
class of antagonists which have been prepared and evaluated as effective vitronectin

receptor antagonists. Examples of suitable vitromectin receplor entagonists include,
but are not limited to, the following:



WO 02/083118 PCT/U0N 1288

Benzarepine ethers of the formula (1), which are described in PCT
Application No. PCT/US97/18001, filed Octaber 1, 1997, published as WO
98/14192 on April 9, 1958

1
R'—0O N'R

5 CoH )
wherein:

R1is R7, or A-Counlkyl, A-Ca4alkenyl, A-C; 4alkynyl, A-C3 4oxoalkenyl,
10 A-Cj.goxoalkynyl, A-C_gqaminoalkyl, A-Cy_gsaminoalkernryl, A-C3_4uminoaikynyi,
oplionally substituted by any accessible cambination of one or more of R¥ or R,
A iz H, C3 gcycloalkyl, Het or Ar,
R7 is -CORY, -COCRRY, -C(S)R8, -S{0)OR", -S(O)mNRR", -PO{OR),
-PO(CR N, -NO7, or tetrazolyl;
15 each RE independeatly is -OR', -NR'R", -NR'SOzR’, -NROR", or
-OCR2C0(0O)R*,
R?is -OR',-CN, -S(O)}R’, -S{O)xNRY. -C(O)R", C(O)NRY, or -CO3R"
RI0 [ H, halg, -OR}, -CN, -NRR!!, .NO3, -CF3, CF35(0)-, -COzR",
-CONR, A-Cogalkyl-, A-Cy goxoalkyl, A-Cg galkenyl., A-Co galkynyl-,
20  A-Coealkyloxy-, A-Co.calkylamino- or A-Co galkyl-S(O)r-;
RIt is R", -C(O)R", -C{OINR", -C{OYOR', -S{O)mR’, 01 -S(0)mNRs;

,F:.IE}—“'. :I:,)—w—
X ey

R s
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& O

(), (0),
R l
N CR,), —W— 2N NR—CR,—W—
1&03-0: Q%Qro ot
rN‘.}rMﬂ"—C:R‘,—'W’——
()~ NR’

W is (CHR®)x-U- (CHRS)p-

U is abscat or CO, CRS,, C(=CRB8y), ${O), O. NRS, CREORS,
CR&(ORY)CRY,, CRA&,CRKORY), C(OXCRS,, CR3;C(C), CONRI, NRICO, OC(0),
C(O)0, C(S)O, OC(S), C(SINRE, NRMC(S), S(O)NRE, NRiS(Q), N=N, NREINRS,
NRSCRS,, CR5;NRS, CR8,0, OCRS;, CoC or CR8=CRE;

GisNRY, Sor (),

RE s H, C|_ealkyl, Het-Co galkyl, C3-7cycloalkyl-Cosalkyl or Ar-Co galkyl:

Rk is RE, -C(O)RS, or -C{OYOR:

Rlisis H, Cy_galkyl, Hot-Cp galkyl, C3 Teycloalkyl-Co galkyl, Ar- Co galkyl,
or C_galkyl substituled by onc to three groups chozen from halogen, CN, NRS,,
ORS, SRS, CO4RS, and CON(R¥);

Rfis H, C)_galkyl or Ar-Cg galkyl;

R°is H, C)_aalkyl, Ar-Co.enikyl, Het-Cq galkyl, C3-7cyctoalkyl-Co galkyl,
o (CHaxCORE;

Rb and R® are independently selectod from H, C_galkyl, Ar-Cq salkyl, Het-
Co.salkyl, or C3gcycloalky)-Cq calkyl, halogen, CFy, OR!, S(ONRI, CORI, NO,,
N(Rf),, CONRF),, CH,N(RM,, or RP and R* arc joined together to form a Aive or six
membered aromatic or non-aromatic carbocyclic or heterocyclic ring, optionally
substituted by up to three substituents chosen fram halogen, CF;, C;_alkyl, OR,
S(O%R!, COR!, CO,R!, OH, NO;, N(Rf); CO(NRT;, and CHyN(RF);; or
methylcnedioxy;

-9-
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Q!, Q2, Q3 and Q* are indrpendenily N or C-RY, provided that no more than
oncof Q, Q2, QP und Q4 is N;

R'is H, Cigalkyl, Ar-Co salkyl or Cs.gcycloalkyl-Cogalkyl;

R™ i1 R’ -C(O)R’ or -C(O)YOR*™

R"'is H, C_galkyl, Ar-Cg galkyl, Hot-Cp galkyl, or C3_gcycloalkyl-Co.
galkyl, halogen, CF3, ORT, S(ORR(. COR, NO,, NR),, CO(NR),, CH;NR:

RY is H. halo, -ORS, SR8, .CN, -NR2RK, -NOy, -CFy, CF4S(O),-, CO4RS,
-CORS or -OONRS,, or C.salky] optionally substitutad by halo, -ORSB, -SR&, -CN,
“NRER", -NO,, -CF3, R'S(0),-, -CO;RS, -CORS or -CONRA,:

2is0,loc2;

bizsQ, 1 or2;

kisQ, 1 or2;

mislor2;

ris0,lor2;

2180, 1 or2;

uis0or1; end

visOor 1
or a pharmaceutically ecceptable salt thereof.

Preferred formula (T) compounds used fn the method of this invention are
(8)-3-ox0-8-{3-(pyridin-2-ylamino)- 1-propyloxy|-2-(2,2 2-triflucroethyl)}-2,3 4,5-
tetrahydro-1H-2-benzazepinc-4-zacetic ocid and ($)-8-{2-[6methylamino)pyridin-2.
yi]-1-cthoxy - 3-0x0-2-(2,2,2-trifluoroethyl}-2 3,4.5-setrahydro- 1 H-2-bezazepine4-
acelic xcid, or pharmaceutically acceptable salis thereof.

Additional cxamples of vitronectin receplor antagonists used in the methad
of this mvention include those antagonists doscribed in the fallowing: PCT
Application No. PCT/US3SD8306, filed June 29, 1995, published x2 WO 96/00730
on Janoary 11, 1996; PCT Application No. PCT/LIS95K08146, filed Junc 29, 1995,
published a2 WO 96/00574 on January 11, 1996; PCT Application No.
PCT/US96/11108, filed June 28, 1996, pablithed as WO 97/01540 on January 16,
1997; PCT Application No. PCT/US96/20748, filed December 20, 1996, publizhed
as WO $7/24119 on July 10, 1997; PCT Application No. PCT/US96/20744, filed
Deoember 20, 1996, published as WO 97/24122 on July 10, 1997- PCT Application
No. PCT/USS6/20327, filed December 20, 1996, published a8 WO 97/24124 on July
10, 1997, PCT Application No. PCTAUSSR00490, filed January B, 1998, published
as WO 98730542 on July 16, 1998; PCT Application No. PCT/US98/19466, filed
Scpiember 18, 1998, published ax WO 99/15508 on Apsil 1, 1999; and PCT
Application No. PCT/US$9/28662, filcd December 3, 1999, published s WO

-4-
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00/33838 on June 15, 2000. The preferred compound in PCT Application WO
00733838 ix (5)-10,1 1 -dihydro-3{2-(5,6,7,8-tctrahydro- 1 B-naphthyridin2-yl)-1-
ethaxy]-SH-dibenzo{a,dJcyc loheptenc- 1 0-acetic acid. This compound is useful in
the method of this invention.

The sbove list of vitronectin receptor antagonists for use in the method of the
present invention were taken from published patent applications. Reference should
be made 1o exch patent application for its full disclosure, inchading the methods of
preparing the disclosed compounds, the entire disclosure of each patent application
being incorporuied herein by reference.

In accordance with the present inventiom, it has been found that the
tmipistration of a vitronectin receptor antagomist to & surgical paticnt inhibits or
amcliorates post-operalive adhesion formation.

Surgical intervention involves wounding the patient in order to effect a cure.
Onc unwanled result from surpery is post-operative adhesion formation. The term
"sdhesion™ as used herein refers to conglutination, the process of edherning or uniting
of two surfaces or parts. It has been reported that rdhesion development is a major
source of post-operati ve morbidity and mortality.

In the therapeutic use for the inhibition of adhesion formatian, the vitronectin
receplor antagonist i3 incorporated inio stardard pharmacewical compositions. [t
can be administered orally, parenterally, rectally, topically or transdermally.

Pharmaccutical corpositions of the vitronectin receptor antagonist may be
formulated as solutions ar lyophilized powders for parenteral administration.
Powders may be reconstituted by addition of a sujtable diluent or other
pharmacoutically eoceptable carrier prior to use. The liquid formulation may be a
buffered, isotonic, aqueous saiution. Examples of suitable difuents are sormat
tsotomic saline solution, standard 5% dextrose in water or buffered sodium or
ammonium acetate solution. Such formulation is especially suitable for parenteral
sdministration, but may also be used for gral administration or contained in a
metered dose inhaler or nebulizer for insufflation. It may be desirable to add
excipients such as polyvinylpyrrolidone, gefatin, hydroxy cellulose, scacia,
polyethylene glycol, mannitol, sodium chloride or sodium citrate.

Allernately, the vitronectin receptor antagonist may be encapsulated, tsbleted
ot prepared in a emulsion or syrup for oral administration. Pharmaceutically
acceptable solid or liquid carriers may be added 1o enhance or stabilize the
compasition, or Lo facilitate preparstion of the composition. Solid carriers include
starch, lactose, cafcium sulfate dihydrats, terra alba, magnesium stearate or stearic
acid, talc, pectin, xcacin, mgar or gelatin. Liquid carriers include syrup, peanut ofl,
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ofive 0il, saline and watcr, The carrier may abso include a sustained releasc matenial
soch as glyceryl monostearate or glyceryl distcarte, alons or with & wax. The
amount of solid carrier varies but, preferably, will be between about 20 mg to about
1 g per dosage unit. The pharmeceutical preparations are made following the
convendonal techniques of pharmacy involving milling, mixing, granulating, and
compressing, when neceasary, for tablet forms; or milling, mixing and filking for
hard gelatin capsule forms. When a liquid carrier is uscd, the preparatian will be in
the form of a syrup. elixir, emulsion or an aqueous or non-aquecus suspenaion.
Such a liquid formulation may be administered directly p.o. or filled into a soft
gelatin capaule.

Far rectal administration, the compounds of this invention may also be
combined with cxcipicnts such as cocoa butter, glyeernin, gelatin or polyethylene
glycols and molded into @ suppoaitory.

The compound is administered either orally or parenteraliy to the patient, in a
manner such that the concentration of drug is sufficient ta be effective, The
pharmaceutical compoaition containing the compound it administered at an ol
dosc of between shout 0.] to sbout 50 mg/kg in a manner consistent with the
condition of the paticnt. Preferably the eral dose woald be about 0.5 to about 20
mg/kg. For acuts tharapy, parenteral administration is preferred.  An intravenous
infusion of the peplide in 5% dextrose in water or normal seline, or a stmilar
formulation with suitable excipients, is mosi effective, although an intramuscular
bolus injection Is also usaful. Typically, the parenteral dose will be about 0.01 to
abot 100 mg/kg: preferably between 0.1 and 20 mg/kg. The compounda are
admimizstered one to four limes daily at a level to echicve a total daily dose of about
0.4 to about 400 mg/kg/day. The precise level and method by which the compounds
are administered is readily dstermined by one routinely skilled in the art by
comparing the blood Jevel of the agent to the coacentration required to have a
therapeutic effect.

No unecceptabls toxicological cffects are expected when eprosartan is
sdministered in accordance with the present invention.

- Macrialz and Methody -

The compounds of the instant invention are tested in known models of
adhesion formation. These test systems include a rabbit sidewall model of edhesion
formation as described in Rogers, et al., , Invest. Surg., 9:388-391 (1996) and
Rodgers, et al_, Fertility and Syrgery, 69(3:403-408 (1998); a rat model for
rdhesion formation as described in Harris, et al., Surgery, 117:663-669 (1995): and

-6-
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» rabbit animal mode] uzed to cxamine laparoscopic adhesion prevention. The rabbit
uterine homn model may also be used to tes! the use of the instant vitronectin
inhibiting compounds a3 nhibitory of adhesion formation. The experimental detaila
and results using this mode! are detailed below.

PROTOCOL:

Animaly New Zealand Whitte rabbits, 2.4-2.7 kg, ware purchased and
quarznlined for at least 2 dayz prior to use. The rabbits were rendomized into
Appmpriate control and treatment groups (see experi mental designs betow). The
rubbits were housad on a 1 2:12 Hght:dark cycle with food and water available pd
{ibijuns. Exch treatment group in all studics contained 8-10 animals.

Materinks: The sulures that weare used 1o closc the penitoneum and 1kin were 4-
0 Vieryl suture (Ethicon, Somerville, NJ). COMPOUND 1 is (S)-3-0x0-8-[3-
(pyridin-2-ylamiro)-1-propylaxy]-242,2,2-irifluoroethyl)-2,3,4, 5-tetrahydro- | H-2-
benzazcpine-4-acctic acid,

Adhesion Model: The animals that received COMPOUND | or vchicle
sccording 10 the cxperimental design ( below). The rabbits that received placebo at
surgery reccived two doscs of vehicle arally. Rabbits wene aneathetized with a
mixture of 53 mg/kg ketamine hydrochloride and 5 mg/kg Rompum intramuscularty.
Following preparation for sterile jrgery. a midline laparotomy was performed. The
utering homs were cxteriorized and traumatized by abrasion of the serosal surface with
gauze until punctate bleeding deweloped. Ischemia of both uterine horms wes induced
by remaval of the caliateral blood supply. The remaining blood supply to the uterine
homs was the ascending branches of the utero-vaginal arterial supply of the
myametrium, The midhine mosck and skin incision wers closed.

After 7 or 14 days, the mbbils wers terminated and adhesions were scored on 3
rite and rabbit basis. Specifically, the percentage of the area of the homs sdhereri to
vETious organs waa determined. In xdidition, the tenacity of the edhesions was scored
using the following system:

0= No Adhesions

l=  mild, easily disseciable adhesions

2m  modermue adhesions: non-dissectable, does not ear the organ

3= mm;mmmmmm

An overill score which took inlo account all of the 2bove data wes given to
each rebbit. The following scoring system was used:

0 No adhesions
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0.5+ Ught, filmy pelvic athesioas involving only onc organ, typically only
1 or 2 amal) adhesions

1.0+ U@meyﬂudmnotum“dmwmghdymen:min
than 0.3

15+ A,dhuimnslightlylou@ﬂ'IMmomutmdv:Mllming

2.0+ nglm;dhubm,aﬁulemnexm:iw.mimhmmm&nyh:n
adhesions 1o both bowel and bisdder

25+ Smu?.exwpuhudheﬂwmuauﬂlynmﬁhnyunnydmwd
mare extensive

3.0+ ngjwadlwﬁmsmmlmmumrtﬁmbmhhmumwadndw
the bowel and bladder, some movemen! of the urerus passible

35+ Same m 3, but adhesions slightly more extensive and tougher

40+ Severe adhesions, both homs aitached ta the bowel and bisdder, snable
1o move the uterus without tearing the adhcsions

The rabhils were scared by two independent cbservers tha were blinded 1o the
prior treatment of the animal. 1f thers waa disagrocment as to the acore to be assignod
to an indlvidual snimel, tha higher score wes given.

Siatixtical Analysis: The tonacity and overall scorca were analyzed by rank
order analysis and mnalysis of variance on the ranks. The percentage area of the homa
involved to the various organs were compared by Student's ¢ Lest

Experimenia] desieny

Postoperalively received two loading doses of 60 mg/kg COMPOUND |
onally prior 10 surgery. At the end of the procedure, the animals received either
nothing (surgical contral), or 12 ml of placebo (10% CMC) or one of two doses (1
mg/mi or 0.1 mg/ml) of COMPOUND 1 ot the site of surgical injury.

Local delivery srudy: via osmotic minipump - initial validation study. Dose:
0.1 and 1.0 mM (10 ul/hr for 7 days). COMPOUND 1 was sdministerad locally & the
site of uterine injury by an Alzet minicsmotic pump . A podycthylene catheter (Clay
Adarns potyethylene whing FE-60 (D 0,76 mm (0.030") OD 1.22 mm (0.048")) was
introduced Lrta the peritoneal cavity and sutured 1o the sidewall with 5-0 Ethilon
immediately following uterine injury. The catheter was then sitached to the pump and
the midline muscle incision was be closed around the cathater. The pump was filled
with 0.1 or 1 mM COMPOUND ! (delivered st 10 pl/hour for 7 days) and placed in
the subcutznoous rpace. The vehicle used to administer the drug was 8% cyclodexirin
for the high dose and 0.8% (or the low dose. Eight percent cyclodextrin was used in
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mlmpmnpsimphmndhwlhcmmnlmimﬂs. Animal were scrificed oa day 7 for
adhesion asaessment.
Qral agdminigrarion smdy: Priot 10 surgery, the rabbits recelved two loading
doses of COMPOUND 1 (60 mg/kg. § mg/ml in 0.1 N N2OH) orally 24 and 43
S houn prioe to suTgery. Immedintely before surgery, the rabbits received one
additional 60 mg/kg dose. The snimals then received 60 mp/xg COMPOUND 1 dhily
unti| necropay on day 14 after uterine surgery. Controls rabbity received wehicle by
thc same schedule.
Oral + local study: Two loading doses of COMPOUND 1 (60 mg/kg. po)
@ 10 were administered orally price to surgery. Following surgery 12 ml of a viscous
solution contsining SB 267268 (1 or 0.1 mg/ml in 10% CMC) was introduced st the
surgical site prior to closing the wound. The rabbits thet received placebo at surgery
received two doses of vehicle omlly followed by 12 mi of placebo (10% CMC) at the
surgical site. Surgica! controls rcosived no treatments before or after the surgxcal
15  procedure. Animals were sactificed at 7 day and 14 days

RESULTS:

SAMPLE DATA SET TAKEN FROM THE ORAL + GEL COMPOUND 1 STUDY.
20 Tabla 1. Data from Control Animals, 2 Week Necropay Time

% Hom Involved
_ Right Hom Left Hom
@ Bowel | Bladder | Itsclf Bowel | Bladder | Iteelf | Righa | Overall
40(2) {10(1) [30K2) |30(2) |40(2) [10K1) |[50(3) |3%2) [3.5
5O(2) 1 40(2) |50(2) |- S2) 1302) 160(2) [3.0

- 40(8) [60(2) {50(2) 4X3) 160(2) 150(2) 135

1) 170{1) 130(1) 18X1) J30{1) }70(1) 180(1) |30(1) |30

4x1) |- BO(2) | 20(1) |40(1) |- Sy janl) |25
40(2) 30(1) [20(1) |40(2) |- 1) J2(1) [25

(1) |40(1) 3K1) J30(2) |30(1) [40(1) |30(1) |32) |3.0

1(1) 131) 130(1) [40(2) [10¢1) [30(1) 1B50O(1) |40(2) |25

40(2) 1301 [40(1) [50(1) [40{2) 130(1) {4X1) [80(1) {30

20(1) 131) 1402) 150(2) |20(1) |30(1) 160(1) |&50(2) |3.0

2 70 | 37026 { 37,0140 | 350453 | 30.0:70 | 43024 | 37.0:4.0 | 66.5:2.8

A bthn i shie S nk e o il N o Tt 5 b a0 ST SRR IN DA Wil L < . 12 1t wk L A
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Table 2. Data from Placsbo Control Animals, 2 Week Necropey Time

% Hom Involved
Right Bom ' Laft Homn

Bowel | Bladder | lsdf | LeR | Bowel |Bladdes |lself | Right [ Ovenl

soe2) |50 |a0@) 40(2) |80(2) [80C1) [40(3) [402) 135

so() L1 |40 |son (8o [y 2oy 13y 120

: soy |10 (3o |- 3000 |- 30(1) |15

i 20() |- |- 20¢) |200m [1») |15
® A1) |4y |- (a0 ey e leo2) |30

5OC1) |11 | 30(1) BO(L) [30(1) |31 |20

30(1}

o) [30(1) J40(2) (S0{(1) |20(1) |1X1) |42 25

w1 o |- soc laoy Jixy lioy leeay (20
- - 30(1) j3yy |- - 41) [3{1) |18
- 40(1) |40(1) [40(1) |- 401) |- 40(1) 20
170058 | 770056 | 200056 (312029 | 17.0058 | 27096 [ 210550 | ;229 | 452459
5
Tuble 3. Duta from Treated Animals, | mg/mi COMPOUND |, 2 Week Nocropsy
Time
9% Hom Involved
Right Hom Lzft Homn
Bowel | Blsdder |liself  |Lef | Bowel | Bladder |Imeit | Ri Oventl
[ |- i - ] - : 0.5
® aon) |- o) |- 31 |- w1 |- 2.0
- - 3y |- - . 30(1) |- 10
10(1) |- 20(1) |- - - - 200 |- 10
30(2) |- 30(2)
1) J11)  |1X1)
10(1) | 20(1)
s0(1) |- ]
13040 | 4022 | (30e50

10




i0

w0 42083125

PCT/USOL/11228

Tabie 4. Data [rom Treated Animals, 0.1 mg/mi COMPOUND 1, 2 Week Necropry

Time
% Hom Involved
Right Horn Left Homn
Bowe| | Bludder | bself Left Bowel |Blsdder |Itgelf [Right | Ovenll
o)) |50 lso@ liot) j2001) |51 |30K2) |10(1) | 2.5
; - - A1) |- - 20(1) |40(1) [1.5
1(1) (1) [30(2) 110(1) |- 30(1) 2 25
- - 40(1)  131) |- - 40(1) 130(1) 115
- 11 |50(2) [30(2) |10(1) [10(1) |S(2) 1302) 12.0
10(1) _ |10(1) J10K1) |41 - 10(1) |- 40(1) 120
20(1) |- . . 20(1) |- 20(1) |- 1.0
. 10{1) - - - (1) |- 0.5
40(1) |- - 20¢1) [ 41) |- 201 1201y 1.6
- 1¢1) |20{(1) 110(1) |- - 21) 110{(1) 1.0
100042 | 9048 1160:50 |21.048 | 10042 [ 70:30 [220-34 (210148
Table 5. Dxta from Control Animals, 1 Week Necropay Time
% Hom I[nvolved
Right Horn Left Hom
Bowel | Bladder | Lxelf Left Bowel | Bladder | Ttself Right | Ovenil
SO(1) 130(1) |31) [40(1) (500)) |3X1) [30(1) [40(1) (3.0
S50(1) [30(2) |e6X1) |51 J5(1) [30(2) [60(1) |601) |3.5
(1) J20(1) [40(1) (50(1) [40(1) 20(1) J401) 161 3.0
BX2) 110(1) |40(1) |30(2) |602) [10(1) ]30(2) |30(2) }3.5
| 20(1) 1) 130(1) [40¢1) J20() [30(1) [40(2) }4)1) |3.0
30(1) [40(2) [4O(1) [40(1) [30(1) [40(2) |40(1) J4(1) (3.0
(1) |40(1) j401) |40 [S0(1) [40()) 801} [40(1) 25
S2) |- 1) [40(2) |50(2) |- 5O(1) 140(2) 130
- 4(1) [50(1) [40(2) |- 40(1) |50(1) |40¢2) |3.0
30(2) 130(1) 150(2) 140(2) |30(2) 130(1) |50{2) |40(2) |3.0
2 [ 270042 [41.0:3.]1 | 41.001.8 | 35.0:52 | 27.0:+42 | 420433 [ 410018 | 63,

-11-
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Table 6. Data from Piacebo Control Animals, 1 Week Necropsy Time
% Hom Involved
Right Horn Lzt Hom
Bowel | Bladder | s | Lcf Bowe! | Bladder | Inclf | Right | Ovenill
- 30(1) l40(1) 201 |- ) |40(1) |21 120
20(1)  |30(1) |40(1) |30(1) [20(1) {30(1) |41) [30()) 125
20(1)  [30(1) (30Q1) |4001) [2001) |30(1) [2001) |40(1) |2.0
801} |- 30(1) 130(1) (60(1) |- 30(1) 3y (3.0
- 40(2) 131 1)) |- 40(2) |60 |10(1) 125
L) J10{1) 1)) |20()) |20(1) ]10(1) [30(1) 1201) |20
- - 30(1) D 1 - 30(1) |81) |15
- 20(1) 142) [50(1) |- 201 140(2) |50(1) 126
40(1) |20(1) |40(2) |3X2) |401) 120(1) |- 30(2) {235
S0{1) [10{) |801) (21 ]30(1) [11) |3X1) [20(1) 2.0
19.0¢64 | 19043 §320a29 {28036 { 19064 | 19.0e43 | 310443 | 280:36 | 487239
Table 7. Dats from Trealad Animals, | mg/m] COMPOUND 1, 1 Weoek Necropsy
Time
% Hom Involved
Right Hom Left Hom

Bowel | Bladder | Juelf | Lef Bowe! | Bladder | [isalf Overall
0(1) |- 40(1) |- 30(1) 401 |- 2.0
- () |10 8D {2000 . 3(1) |15
3L ) - - 30(1) | 30%(1) 30(1) [so(1) |16
3X1) |- - - S(1) |- 201) |- 1.0
- - 21 [20(1) |- 20(1) 120(1) [10
1) |- - - - - ay |- 0.5
20() 11Ky - 10(1) |- 1) |11) |15
31} |- 20(1) 131) 131 |- - J) (18
20(1) 1041} - 202) [20(1) |- 10(1) [262) |15
20(1) |- 10(1) (10{1) |20(1) |- 101} 1.0
19.0:3.8 | 3.0e1.5 | 100342 | 13.014.0 | 18.0:4.2 | 0.0:00 | 18047 | 15.0:4.0 | 213439

-12-
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Table 8 Data from Treated Animals, 0.1 mg/ml COMPOUND 1, 2 Wecak INecropsy
Time

% Hom Invoived
Right Hom Left Hom

Bowel Biadder | ltsalf Left Bowel Bladder | Itself i QOvenall
- 1001) |- sy |- (1) |- 1.5
- 20(1) |- 201 |- 201) [So1) f20(1) |15
1K | - 101) |8y |- - - 30(1) |1.0
40(1) J30¢1) 130(1) |- 41 [3X1) |31) |- 20
3(1) (1) |- 1K) (31 (10(1) (30{1) [1(1) (1.5
1(1) 1)) Ji1o() {40(1) |1od1) (ioKly - 40Q1) |15
30(1) |- 1(1)  ]18o(l) | 30(1) |- 60(1) }301) |20
1- . sor) - : - 20(1) |- 1.0
- . 1D j20) |- - - 21y 0.6
1X1) - - 1(1) |- 30(1) |- 0.6

13.044.7 | 7.0¢14 i1 150449 | 150450 | 70034 230-58 | 150043 | 24 X

Tuble 9. Summary of Adhetion Incidence Duta

Group # Sites Adhesion Free % Siles Adhesion Free
Control 2 Weeks 4 100

Placebo 2 Weeks 17 21.28

| mg/ml COMPOUND 1 45 56.25

0.1 mg/m] COMPOUND 1 31 38.75

Control 1 Week 4 50

Placebo 1 Week 13 16.25

| mg/ml COMPOUND 1 36 450

0.1 mg/ml COMPOUND | 34 425

It is to be understood that the inveation is not imited to the embodiment
illustrated hereinabove and the right is reserved to the illustrated embodiment and all
modificaions coming within the scope of the following claims.

-13-
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The various references to journdls, putents and other publications which are
cited herein comprise the state of the art and are incorporated herein by reference as
though fully sct forth.

.14 .




10

15

W 8L083118

PCTIUSOY/11 RS
What is claimed is:

1. A method of inhibiting adhcsion formation which compriscs
adminissering to a subject in noed thereof sn effective amount of a compound of
formuls ():

rRi—0 4

wherein:

R! is R7, or A-Cgualkyl, A-Casalkenyl, A-Cz 4alkynyl, A-Caioxonlkenyl,
A-C3soxoalkynyl. A-C| _4amincalkyl, A-C3_4aminoalienyl, A-C3.4amincalkynyl,
optionally substituted by any accessible combination of one or more of R10ar R7;

A is H, Cyscycioalkyl, Het or Ar;

R7 i -CORY, -COCRLRY, -C(S)RY, -5(0)mOR’, -S{O}aNRR", -PO(OR),
PO(OR Yy, -NO3, or tetrazolyl;

each RE Independencly (s -OR', -NRR”, -NR'SOR", -NROR", or
OCRLCO{O)RY

R? is -OR', CN, -S(O)R’, -5{0O)NR 2, -C(O)R", C(O)NRY, or -COzR",

RI0is H, halo, -OR!], -ON, NRR!], -NO, -CFj, CF;$(0)-, -COsR’,
-CONR", A-Coppalkyl-, A-Cj goxoalkyl-, A-C) salkenyl-, A-Cygalkynyl-,
A-Cogtlkyloxy-, A-Cg.salkylamino- or A-Co.galkyl-S(O)y-;

R!Ljz R', -C(O)R", -C{OMNRY, -C(O)OR", -S(O)R", o -S(O)mNRY;

:PIEH X

Ry‘w—— N W—
R Nn ,: r
R a

Riis

- 15.
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(), @\
. |
R'/N\r} Y ’ Q" .
S Ay, r0 -
rm‘ﬁ/r«ur—~cn',—-w.*v-——
NR*

O

W is (CHRE)y-U- (CHRE)p-:

U i1 absent or CO, CRS,, C(=CRS3;), S(O), O, NR$, CRSORS,
CREORNCRS,, CRE,CRYORK), C{O)CRS;, CR3,C(C), CONRI, NRCO, OC(0),
C(OYO, C(SYO, OC(S), C(S)NRS, NREC(S). S(O);NR3, NRAS(O); N=N, NRENR1,
NRSCRS,), CRE,NRS, CR&0, OCRB;, CSC or CRE=CRA;

GisNRe, SorQ;

R¥is H, C)_galkyl, Het-Cq galkyl. C3.7cycloalkyl-Cq alkyl or Ar-Cg galkyl;

RE is RS, C(O)RS, or -C{O)OR;

R!is is H, C_galkyl, Het-Cq galkyl, C3-7cycloalkyl-Co galkyl, Ar- Cg galkyl,
or Cy.gulkyl substituted by one to three groups chosen [rom halogen, CN, NRS,,
ORS, SRA, CO;R¥, and CON(RE),;

Rfis H. C)_alkyl or Ar-Cg 4alkyl;

REis H, Cy_galkyl, Ar-Cq galiyl, Het-Cg galkyl, C3.7cycloalkyl-Co salky),
or (CH xCORRE; ’

Rb and R€ are independently selected from H, C)_galkyl, ArCp galkyl, Het-
Co.galkyl. or C3-gcycloalkyl-Cq galkyl, hatogen, CFy. ORY, S(ORRY, COR, NO;,
N(Rf), CONR®,, CH;N(RH,, or R and RS arc joined together to form a five or six
membered sromatic or non-aramatic carbocyclic or heterocyelic ring, optionally
substituted by up to throe substituents choscn from halogen, CFy, C;_(alkyl, OR,

-16-
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S(O)R', COR!, CO;R!, OH, NOy, N(RN,, CO(NRf), and CHaN(R ;o
methylencdioxy:

Q!. Q2. @ and Q* arx independendy N or C-RY, provided that no mare than
oncof Q1. Q2. QQand Q4 Is N:

R’is H, Cjgalky), Ar-Cosalkyl or Cy.ecycloalkyl-Cogalkyl:

R" is R’, <C(O)R"or -C(O)OR",

R™is H, C alkyl, Ar-Cg galkyl. Het-Co galkyl, or C3.6cycloalicyl-Co.
salky). halogen, CF, OR, S(O),R(, CORY, NOz. N(Rf); CO{NR1);, CHNR,;

RY is H, halo, -ORE, -SRS, -CN, -NRIR¥, -NO,, -CF;, CF45(0)-, -CO;RS,
-COR2 or -CONRS,, or C).galky] opticnally substituted by hato, -ORS, -SR¥, CN,
-NRIR", -NO,, -CF;, RS(0),~, -CO2RS, -CORE or -CONRE;

2is0, lor2;

his0, lor2;

kis0, 1 or2;

mis | or2,

ris0, lorZ;

1i50, 1 ar2;

uisQorl:and

visQorl;

or a pharmaceutically acceplable salt thereof,

2, The method of claim | wherein the compound is (S)-3-ox0-8-{3-
(pynidin-2-y|amino}- 1-propytoxy-2(2.2.2-trifluorocthy[)-2,3,4,5tctrahydro- 1H-2-
benzazcpinc-4-zcetic acid or & pharmacsutically accoptable salt thereof.

3. The method of clxim | wherein the compound is (S)-8-(2-{6-
(methylumino)pyridin-2-y1}- 1 -ethoxy]-3-0x0-2-(2,2 2-trifluoroethyf)-2,3,4.5-
tetrahydro- | H-2-benzzzepine-4-acetic acid or a pharmaceutically zcecptable salt
theroof.

4 A merhod of inhibiting sdhesion formation which comprises
administering (o a subject in nead thereof an effective amount of (§)-10.11-dihydro-
3-[245,6,7 B4etrahydro-1,B-naphthyridin-2-yl)- 1 -cthoxy]-SH-
dibenzo{a.d}cycloheptenc- | 0-acetic acid or a pharmaceutically acceptable salt
thereof.

-17-
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3. The use of 2 compoun of Lhe fotmula (Ix

RE=D

3  wheein:

R1liz R7, or A-Cp.ialkyl, A-Cygalkenyl, A-Ca4alkvay!, A-Cq.goxoatkenyl,
A-Cyqoxcalkynyl, A-Cy_gaminonlkyl, A-C3_gaminoalienyl, A-Cy 4neinoslkynyl,
aptionally substtuted by Eny enonssible combinacion of one or moss of R10 o RY;

10 A iz H Crgeysloalkyl, Het or A

R7 is «CORY, CACR" RS, -C(SHRB, -S(O)mOR", -5(O) MR R", -PG{OR,
-PO(OR 7}, ¥O1. or tatrezalyl;

cach R independently it -OR, -NRR™, -NRIOZR, -NROR', ar
<OCR ZO(O)RY

14 R%jz OR', -CN, S{O)R", -3{O}NR, -C(OIR", (QINRY, or LO:R"

R ig H, halo, ORI, .C¥, .NRRIL, -NO7, -CF;, CF3S$(0O)y-, -COsR’,
CONRY, A-Cp stlkyl-, A-C) goxoelkyl-, A-Coaalkomyd, A-Crealkymyl,

A-Cp saTkyboxy-, A-Cy gallylamme- ar A-Couweilkyl-S(O)~

R is R, -COIR’, ~CIONVR z, -CIONOR , S(O)yR . ar S(O}uNR:;

20
R (s
L8 [ R}
T X
R R N .
R‘
W N W
ﬁ_ o
R* ] a .
25
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& oM

©, (o),
R | |
R-’NYNY(CR"L_W—_ Q;,,N Y NR'— CR',— W——
Q:a-or"'J SARS o
. N s NR"— CR', — W —
(lan - NR!

W is (CHRE)y-U- (CHRE)b-;

U is absent or CO, CRE;, C(=CRE;), S(O), O. NRS, CRSORS,
CR&{ORK)CRZ,, CRE,CRKORE), C(O)CRE;, CR3,C(0), CONR!, NRICO, OC(0),
C(0)Q, C(S)0, OC(S), C(SYNRS, NRSC(S), S{O);NR3, NRAS(O); N=N, NRENRS,
NRECRA;, CR,NRE, CRS,0, OCRE,, CHC or CRI=CRS;

Gis NRS, S or O;

R is H, C}.galkyl, Het-Cq galkyl, C3-7eycloalkyl-Co galkyl or Ar-Co galkyi;

Rk is RS, -C(D)R8, or -C(OYORT;

Riis is H, C_galkyl, Het-Cqgalkyl, C3-7cycloaliy)-Co galkyl, Ar- Co galkyl,
or C|_ealky! substituted by one to three groups chosen from halogen, CN, NRS;,
ORS, SRS, CO,R8, and CON(RS),;

Rfis H, C; galkyl or Ar-Cg galkyl:

Reis H, C; galkyl, Ar-Co galkyl, Het-Co galkyl, C3.7¢cycloalkyl-Cg galkyl,
or (CHyyCO4RS;

RP and Re e independently selected from H, C)_gzlkyl, Ar-Co galkyl, Het-
Co.s2lkyl, or C3-gcycloalkyl-Co salkyl, halogen, CPy, OR', S(O)RY, COR!, NO;,
N(Rf);, CO(NR),, CH;N(RD;. or RP and R€ arr joined together to form a five or six
membered aromatic or non-&romatic carbocyclic or heterocyelic ring, optionally
substituted by up to three substituents chagen from halogen, CFy, C; 4alkyl. OR,
S(O)Rf, COR', COyRf, OH, NO,, N(Rf);, CO{NR;, and CH;N(Rf),; or
methylonedioxy;

-19-
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Q' QF, Q7 and Q4 are indapendently N ar C-RY, prowided that Bo more than
ons of Q!, @2, Q% and QF is N;
R'is H, C| golky], Ar-Cpgalky] ex Cy gycloalkyl-Co salkyl:
R™isR" -C{ONR"or -C{OOR
5 R"* I3 H, Cygalkyl, Ar-Cq galkyl, Hat-Cp galkyl, ar C3_geycloalkyl-Co.
¢ukyl, halogen, CF3, ORY, S(ONRE, CORT, NOy. N(RM,, COMNRI),, CHpN (RN
R¥ is H, halo, -ORB, -SBA, -CN, NR#RE, NQy. -CF4, CF35(0),-, COzRB,
-CORB or -CONRY,, or C7_gukyl optionally sobaticuted by hula, -ORE, -SR%, -CN,
-NRER", -NO,, -CF3, RS(O0)~ <CO;RE, -CORY or -CONREy
10 els 0, 1ord;
bis0, 1ar?2;
kiz@, 1 or 2;
mislor2;
rist. loc2;
15 slan, lard;
pigOorl; and
visDorl:
or 3 pharmaccutically acceptable sall thersof,
i the manufunepe of & medicament for the inhibisan af adhesion formation

6. The usz nccarding o claim S wheretn the campound iz (3)-3-0x048.
[3-{pyridin-2-ylamina)- i-propyloxy 22,2, 2-trifiecesetty))-2,3,4 S-tctmatydro- LH-
1-bonzazepime4-acetic ocid or a pharmaceutically accapiable s3lt thereof.

25 7. The uae according to cladm 5 wheseln e compound is (5)-8-246-
(methylamine)pyridin-2-y/]- 1-cthoxy]-1-ox0-2:(2,2.2- 1 Mluswoeth y]}- 2,34, 5-
(etrah ydim-1H-2-benzazepion-4-acetic ecid or & pharmxceutically acocptablo sah
thereod-

30 g The use of {8)- 10,1 ) dihydyo-3-[2-(3,6,7,B-teirah wdro- 1,8~
naphthyridine2.y1)-1 -ethexy]-SH-dlbenzo[a dicycloheptenc-10-aretic acid, oe a
pharmacentioally acceptable sak dercof, in the manofacture of 2 medicement for the
mhibition of adheslon formation. '
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Método de Jnhibir Js E ién de Ad) i
Campo del Inveng

B3tz inventa se relaciona con ¢l uso de antagonistas del receptor de la vitronecting
para inhibir la formacién de sdherencia.

Antceedentes de] Invenio

Las intcgrinas sm una superfamilia de receptores de adherencia celular que fijan
clcmentos citoesquel#icos intracclulares con moléculas de matriz extrucelular, Extos
receptores de adherencia de superficie celular incluye el o, (ef receptor de la
vitronecting). El receptor de la vitronectin @, fh estd expresado en varias cHulas,
inchiyendo células endotclinles, de milsculo liso, astcoclastos, y wmornlcs, y por [o tanto,
ticne una variedad de funciones. El receptor «, By expresado en la membrana de células
ostcociustos media 1a adherencia de los ofteoclastos con la matriz 6sea, un paso clave cn e
proceso do resorcidn Oses, Roxs, ot al., J. Biol, Chem,, 1987, 262, 7703. El receptor . P
expresado on células de musculo liso de sorta humans media su migracién hacia 1a '
ncointima, un proceso que puedc conducir s una restenosix despuds de una angioplastia
coronaria percutinca; Brown, ct al., Cardiowmscular Res., 1994, 28, 181S5. Adicionalmente,
Okada, et al,, Am. J. Puthol,, 1996, 149(1), 37 sugiere que ¢l a3 jucga un papel on la
integridad vascular y la remodelacién lucgo de wma isquemia focal dentro de una zona
infartada,

De mancra sorprendente, sc ha encontrado que los antagonistas de recepiores de la
vitroncctina scrian itiles en inhibir la furmacion de la adherencia. Particularmente, los
compuesios de eate invento soa utilea en ol tratamiento de adhcrencias pos- quinirgicas.

Resumen del Invento

El presente imvento proparciona a nuevo métexlo parm inhibir la formacién de
adherencia en un mamlifero, particularmente ¢n un humano, cl cual comprende administrar
a un ayjeto on necesidad del mismo, urn cantidad efectiva de un antagonista de roceptorcs
dc vitronectina

nipcid 2 vent

El presenic invenio es un méiodo terapéutico para inhibir la formacian de (a
adherencia y un método para ratar adherencias pos- quinirgicas, El método utiliza una
clase de antagoniatas quec han sido prepamdos y evaluadus como antegonisias de receptores
de Ja vironectina efectivos. Ejemplos de antagonistas de receplores de la vitronoectina
adecurdos incluyen, pera no catén limilados a los siguicntes;
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Fecres do benyaacping de ka fmiuls (L), descriing en 1u Solleitud PCT No.
PCTAISFIIA001, prescnmds ¢l 1 de octuhve de 1997, publicada como WO $8/14192 el 9
do abril de | 998:

—_— - e — .

Rl

Ke=p o
o
tcc,n

an donde

R' es R?, 0 A- C0- dalquile, A= C2- dalquenily, A- C2- 4alquinilo, A- C3-
doxoulquenilo, A- C3- 4oxonlquimlo, A- C1- daminoalquino, A- C3- 4aminoalquenilo, A-
Ci. 4amlnnl.l§u'mﬂo, opcionainients sbstitido por audiguier combinacidn accesibla de
uno o mis R o R";

A es HC3- ociclomlqudlo, Hevo Ar,

R7 ea ~-COR', - COCR' IR, - C(DIR, - H{OIMOR", - ${O)MNRR ™", - PQ{OR), -
FO(OR);, - N0, 0 teirazolilo;

Ceda R® independiemamene &5 ~OR', - NR'R”, - NR'SO4R", -NR'OR’, 0 -
OCR2CO{OIR";

R® es O, - CN, - S{O}R”, - (O} NR’z, - C(O)R’, CYOINR 'z, 0 COaR';

R"® ez H, hala, OR'', - CN, - NR'R'!, - NOy, - CFy. CR;%(0), - CO;R", - CONR',,
A- CO- Galquilo, AC1- Soxealquile- | A- U2- Sakyuenito, A- C2- Salquimila- , A- CO-
Galgintoxily, A- CO- Gulquiiaming, o A- CU- Gaiquilo- 3(0),-;

R;' es R, - CIOR’, - COINL', - C{ORNR '3, - CUOYOR”, - S(OkNR 'y,

R

—— i ——— - o ——
g

T e
Ko X
:ﬁ;“’“ 1
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Ca L m v T A M LTE L B . . i 7--1-!.““_-'_“_-:r—r.n-*lx_'a.-_\-\_\mﬂ - re
L. - EREY . *

fon (0,
e | |
R_/”\[#' W ol.d-‘“ l N~ — W —
B gt
. , O
N NRC=— CR! = WY e
Y '
h M

W es {CHR¥),- U- (CHR®-;

U catd pusente o O, CRY,, C(=R%), §{0}, O, NRZ, CRIOR®, CRYXORMCRY,
CRLCRYORM, C{O)CRE,;, CRLC(OL CONKR', NR'CO, 0CIO), C{O)O, E(S)0, OC(S),
CISINRY, NRIC(S), S(O)NR?, NR*5((0); N=N, NR¥NRE NRYCRE,, CRY,NRF, CR%0,
QCRY,, C=C o CRE=CRE,

GeiNR", Su(y

RF s H, C1- balguiln, Het- CO Galgquits, 63« Zeicloalquila- CO= Galgquile o Ar- CO-
Galgnile;

R¥ e RE, - C{OIRY, - CIOYORS;

R 95 1L, C Calquito, Het- CO- Galquilo, C3- Zeickalquil- CO- Gafgullo, Ar- CO-
flquilo, o Cl- dalguito suhwtiniido por entre unp v tres prupos elegldos de¢ haldgena, CN,
NRE;, ORF, SRE, CO,RE, y CON(R™):;

R en B, €1- Balquilo o Ar: C- Galguile;

R® ea H, C1- Balquito, Ar- CU- Salquilo, Het CO- Galquilo, C3- Teicloalquilo- CO-
falquilo, o (CHp ) CO;RY,

R" ¥ R° son independicntemente scleccionados do H, Ci- 6squile, A~ CO- alquilo,
Met- CO- 6alquilo, o C3- Seickoaleadl- CO- 6algudlo, hbdgeno, CFy, OR', X0k COR',
NO;, NRY2 COMNRTY,, CHaN(RY),, 0 R v R? cstdn midny juntas para formar um anibie
sromAlico 0 na sremitico carbociclica a hetemeiclico de cinco o scig omicmbyos,
opchoralmente anbstmuida por basta tres subslituyeniey elegidoa de balbgena, CF;, CL-
4qlquily, OR', SCOXR, COR!, CO:RY, OF, NOy, N(R s, CONR S, ¥ CHN(R,; o
metitendioxilor,

Q' ¢, Q° y & xom imdependienremante N o C- R, siempre v cuatdo na mas de
e onrre Q' &, Q! y QCI os N,

R’ e H, Cl- Galquibs, Ar 0 Galquito & C1- bcicloalquil- CO- Galquile:
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R e R’ -C(O)R' 0o -C(O)COR";

R'' s H, Cl- 6alguilo, Ar- CO- 6alyuilo, Het- CO- Galquilo, o C3- écicloalquilo-
CO- 6alquilo, halégeno, CFy, OR", COR", NO;, - N(R, CO(NR"),, CH;NR":;

R’ cs H, halo, - ORS, - SRS, - CN, - NRIRY, - NOa, CF3, CF33{0)s . CO;RE, - CORF
o -CONRY, o C1- 6alquiko opcianalmente substituido par halo, - ORF, - SRY, - CN, -
NRIR', - NOy, - CFy, R'S(O),- . - CO;RY, - COR® 0 —CONRY;;

aca0,102

besO, 102,

kesO,102;

mcslo2;

reaQ,1a02;

ges(, 102;

uesQoly

veaalOol;

o una sal farmacéuticamcnte acoptablc de los mismos.

Los compucstor preferidos de la formula () utilizados en el método de cste mvento
son dcido {S)- 3- oxo- & [3- (piridin- 2- imino)- 1- propiloxi]- 2- (2,2,2- triflvoroetil)-
2,3,4.5- tetrnhidro- 1 H- 2- benvazeping- 4- acético y &cido (S)- 8- [2- [6-
(metilamina)piridin- 2- il]- 1- etoxi]- 3- oxo- 2- (2,2,2- trifluoroetil)- 2, 3,4,5- tctrahidro-
1H- 2- benzazepina- 4- acético, o salos farmacéuticamente accptables de los mismos.

Ejemplos edicionales de antagonising de recepiores do vitroncctina utilizados en el
método de este invento incluyen aquclios antagonistas deseritos en: Solicitud PCT No.
PCT/US95/08306, presentada cn junio 29 de 1995, publiceda como WO 96/00730 en Enero
11 de 1996, Solicited PCT No, PCT/US95/081 46, presentoda cn Junio 29 de 1995,
publicada como WO 9600574 en Encro 11 de 1996; Salicitid FCT No. PCT/US96/11108,
presentada en Junio 28 de 1996, publicada como WQ 97/01540 en Enero 16, de 1997;
Solicitud PCT No. PC1/1JS%0/20748, presentada en Diciembre 20 de 1996, publicada coma
WQ 97/24119 en Julio 10 de 1997, Solicitud PCT No. PCT/US96/20744, presentada on
Dicicmbre 20 de 1996, publicada comn WO 97/24122 en Julio 10 de 1997, Solicitud PCT
Na. PCT/US96/20327, presontada cn Diciembre 20 de 1996, publicada como WO 97724124
en Julio 10 de 1997; Solicitud PCT No. PCT/USYB/NO490, presentada on Encro R de 1998,
publicada como WO 98730542 cn julio 16 de 1998; Solicitud PCT No. PCT/US98/19466,
presentada en Septicmbre 18 de 1998, puhlicada como WO 99/15508 en Abril 1, de 1999, y
Solicitud PCT No. PCTAIS99/28662, presontada en Dicicmbre 3 de 1999, publicada comn
WQ 0031838 en Junio 15 dc 2000, El compucsta preferida en ls Solicitud PCT WO
00733838 es cf Acido (S)- 10, 11- dihidro- 3- [2- (5,6,7,8- tctrahidro- 1,8- neftindin- 2- il)-
1- etnxi]- SH- dibenzo{a.d]ciclohepteno- 10- acético. Este compucsto ¢s (itil en el método
de estc invento.

La anterior lista de antagonistas dc recoptores de vitroncctina para utilizar en of
método del presente invente fueron tomados de las solicitudes de patentes publicadas. Se
dcbe hacer rcferencia a cada solicitud de paterte para su 1otal divulgacian, incluyendo los
metodos para preparar los compuestos divulgados, 1a divulgacién completa de cada
solicitud de patentc ca incorporada en la prosente comn referencia.

Scgin cl presente invento, 3¢ ha encontrado que 1a administracién de un antogonista
dc receptores de vitronectina a un paciente quirirgico inhibe o alivig la formacidn de
adherencias post- aperativa.



3s

40

La mlervencidn quiabrgion tnvolucra herir ) pacients con ¢l fin de efectuar un
curacioll. Un redmitado no deseado g purdr de 12 cirugla cs 1a femmaclén de adherenodas
post- operativa. I tétmiuo "adherencia”™ como se etiliza en lu prescate se refiere a
comglurinacidn, &l priceso de adhesidn o unica da dus supcriicies o partes. Sa ha reportada
que ¢ desarrollo d udhorenclas e ung ficnte principal do morbilidad y maorlelidad post-
operative

Ca £l yao terapéulico pama Ja inhibicidn dc foramcian de adherenciag, se Incorpora ¢l
antagonista de nevcptores de vilropecting sn bag compasiciney fyrmacéutivay, Este se nualy
administrar 4= forma oral, parenieml, rectal, Wpice © tranmlénmica.

Lae compoeicionca farmacénticas del sataygynista de receptores de vitronccthna
pusden scr formululng come seluckmcs o polvos hofilizados nars adminiftracion
parsnleral Los polvas ac puedes reconstituic mebiante la adicidn de v diluyente apropiado
T ot velikeuk frmacéuti camente axcptable anles de ot lizer. Ta formulacite Jiguida
puede ger ung sohickin emortigunds, ismidnica, acuora. Ejemplox de dilmpestx spropiados
som solucion sabina isotmca novmal, dextrosa cecindar al 5% e agua o salucidn
emortigua<du do accrato de sndio o ansoana. Tal formrolanidn cs specialmente apropiada
paza adminlstraciin parenteral pero rambién sc puede wilizar pam administmceién oral o
conlenida en un inhalador o nebulizad de dnais regnlada para msuflecm, Pusde acr
desoablc agreger uxcipiences lales como palivinilpirrelidana, gelation, lidroricelulosa,
acucig, glicol de polictibento, mawilol, clorum do sodio, o crato de godio,

Alsecnsdi vemcnntc, e anlugoiista de receplorag de vidrodcctina pucd o ser
encapsslado, entabletado o prépurado oo und emulsion o @prabe para alministracim omal Se
pueden ugrogar vehieulos sdlidos v Hquidos farmuoéuticamenle accptables pers mejorar o
estabdlizar la composicidn, o pama facililar le preparecion de 1o camposicldn, Ychioulos
$0hdod toelwyen slmbddn, luctass, dibidraio do smliea cdlcica, yezo, gstaarato dc magnenio
a xAdo cetairien, talco, peclina, acacia, agar o pelatine. Los vehiculos Uquidos mchuyen
jarabn, nccite de memi, aceize dx oliva, saline y agua. T vehiculo lambién pusde inclulr vn
malengl dc Hbevaciim sostenitla tal somo conocateareto de glieerilo o diesiearato de
aficertlo, s0lo a eon una cere. La canfidal tle vehiculo solido variu poro, preferiblemente,
astd entre 20 mg v 1 g aproximmdamcate por unidad de dasis. Lag pecparaclonex
farmacdulicas son hechas slgniendo s técnicis comvencionalea de macia que mmeolucran
tritrrec Lon, maczclodn, yranulacidn ¥ compresion, ceanda es nocesarky, para formas de
Leblctas; 0 Inkaactdn, mezclado y refleno para lormas de cégmulas de gadatine dura, Cuando
ge utiliza un vehiculo liquida, La preparucion estd en forma te un [arabe, glixir, emulzsio o
W 5UIpCHSMM 2rUcda o na wonode. Tal formmiwiin liguke pacde ser arthministrada
directamemtc por viz otal o Nemda on vnu cipenla & gelating dure.

Fara mdminlgiracién rectal, 108 compmentos de este invento wmbiés pueden ser
cwnbipados com cxcipteotes tales como manisce de cacan, glieering, gelatina o plicoles deo
patictitena y moldeadan on un supopstorlo.

El compursto es admamatrado de maneras oral o parenteral ak pacicnte, en ima forma
m! quc la conceniracidn del fimmaca sca suficienie pam ser afcotiva Ta composicion
farmaccutica que contiene ¢l compuasto cs admmatrada en una dosia oral sotre 0.1 y 50
mgky aproximadumcnte en una forna consstente con la condicion del pasicite.
Prefeciblemcente la dosis oral estard cotre 0.5 y 20 mg'kg aproximadamante. Para rerapi
wgude, se preficre adavmistraciSn paremteral. Una infusidn mtravenosa del péptido en
dextroel al 5% cn aguz o salina ooenoal, o unu formulackm sinflat con oxclpientes
apropiudos, c8 mis; efoethva, aunquc una inyeccion de bolo intramwrscular tambaca s diil.
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Tipicamente, la dosia parcnteral cotard entre 0.01 y 100 mg/kg; preferiblementc catre 0.1 y
20 mg/kg. Los compuestos son adminisirados entre una ¥ cuntro veces al dia o un nivel pars
lograr una dosis diaria entre 0.4 y 400 mg/kg/dia aproximadamente. El nive! preciso y
méindo mediante ¢ cual los compucstos son adminisiredos es ficilmenic determinado por
alguicn con experiencia en cl estado de la téonica al comparar el nivel sanguinen dc los
agenics con Ia concentracién roquerida parn obtencr un cfocto terapéutico.

No 30 esperan cfectns toxicoldgicos inaceptables cuando sz administra eprosarian
scgun el presente invento.

Matedialey ¥ Mctodos

Los compucstos dcl presente invento son probados en los modelos conocidos de
formacion de adherencias. Estos sistemas de prucha incluyen un modelo de pared Iatcral de
conejo de formacidn de adherencias tal como se deseribié en Rogery, §, Invest, Surg,,
9;188- 391 (1996) y Rodgers, Fortility and Surgery, 69(3):403- 408 (1998); un modcalo de
ratas pan |s formacidn de adherencins como s describié en Hammia, Suryery, 117:663- 669
(1995); y un modelo animal de conejo utilizado parm examimar iz prevencién de adhesidn
lapmroscopica, El modclo de cuemo vierino de concjo también &z puede ulilizar para probar
¢l uso de los presentes compuesios inhibidores de vitronectina como inhibidores de
formaciéa de adhcrencias, Los detallea y resultadns oxperimentales quc utilizan este
modelo son descritos en detalle a continuacidn.

PROTOCOLO

Animales: Concjos New Zealand While, 2.4- 2.7 kp, fucron compradas y sometidos
n coarentena duranic al menos 2 dias antes de utilizar. Los concjos fucron aleatoriamente
asigmadoes 8 grupos de control y tratamicnto epropiados (ver discfios experimentalces a
conlmuacion), Los congjos furron mantenidod en un ciclo 12:12 luz:oscuridad con alimento
y agus disponiblcs a discrecidn. Cada grupo de irmtamiento en toddos los estudios tuvo 8- 10
animalcs,

Matcriales: Las sutumas que fucron utilizadas para cerrar ef peritoneo y la piel fucron
suturas 4- 0 Vicryl (Ethicon, Somerville, NJ). E| COMPURSTO 1 es deido (S)- 3- oxo- 8-
{3- (piridin- 2- ilamino)- 1- propiloxi]- 2- (2,2,2- trifluoroetil)- 2,3,4,5- tetrahidro- 13- 2-
benzazepina- 4- acetico.

Modelo dg Adhcrengia: Los animales que recibicron ¢l compursto 1 o vehiculo
segun cl disefio experimental (a continuacidn). Los congjos que rocibieron placebo cn la
cirugfa recibieron dos dosis de vehiculo oral. Los conejon fueron anestexiados con una
mczohs de 55 mg/kg de hidrocloruro de quetamina y 5 mg/kg de Rompum de maners
intramuscular. Después de la preparacitn para Iz cirugia eatéril, se realizd una laparotomia
do linea media. Las cuernos uterinos fueran exterierizados y truumatizados mediante
obrasidn de In superficie serusa con gasa hasta que se dosarrollo sangrado puntcado. Sc
indujo isquemia de ambos cucmos uterinos mediante la remocidn del suministro sanguineo
colateral. El restante suministro sanguineo hacia las cucmos utcrinos fue las ramas
ascendentes del suministro dtero- vaginal arterinl dol miometrio, El mfsculo de lfnea media
y la incisidn do la piel fueren cermrados.

Después de 7 a 14 dias, los concjos fueron sacrificados y las adherencias fucron
clasificadas sobre una base de sitio y coneja. Especificamentc, se determind c] porcentaje
del drea de los cuernos adheridos a varios Srganos. Adomae, 1a tenacidad de las adherencias
foe regisirada utilizando cl siguicnte sistema:
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0= ninguna sdherencia

1 adherenclas suaves, faclimente disocables

2= adheroncias moderadas; no desgarma el drgano

3= adherencias denans; no disccables, desgama ¢l drgano al removorse.

Un rcsultado general el cual tomo en cuenta todos los datos anteriores fue dado para
cada concjo. Se utilizd ol siguiente sistema de puntaje:

0= no adheremciay

0.5+ adhcrenciax pélvicas tenues, leves que involucran solaments un drgano,
tfpicamente solo 1 o 2 adherencias pequeias.

1.0+ edhcrencias tenucs, leves, no cxtensas sungque levermneonte mais extensas que
0.5

1.5  nadherencias leverncate méa fuertes y mds extonsas que un puntajodc 1.

2.0+ Adberercias més fucrtes, un poco mas exiensgas, los cucrmos ulerinos

usualmente liencn adherencias tanto a intostino como a vejiya.

2.5+ lgual que 2, exceplo quc Jas wdhesiones uxualments no son tenues cn ningum

sitic y 50n mAs cxXtensns.

3.0+ Adherencias mas fuertcs que 2, més cxtensas, ambos cucmnos estin unidos o

intestino ¥ 2 vejiga, algin movimiento del fitero posible

3.5+ Igual que 3, pero las adherencins levemente méds extensas y fuertes,

4.0+ Adhcrencian scveras, ambos cuemaex unidos al intestino y vojiga, no sc puede

maovcr el utero sin rasgas las adherencias.

Los congjos fueron clasificados por dus observadores independientes que no
conocian ¢ tratamiento antcrior del animal. Si hubo desacucrdo en cuanto al puntzeje a rer
asignado a un animal individual, sz otorgd el mayor puntajc.

Apdlizig Estadistico: La wnacidad y resulmadox generales fucron analizados
mediante anilisis de onlen o rango y anflisis de varianya dc los rangos. El drea porcentual
de los cuernas mvolucrados con los difcrentes Srganoa fluc comparada mediantc la pruchs t
dc Studemt.

Pos- operativamente recibicron dos dosis de carga de 60 mg/kg del COMPUESTO |
oralmente antes de la cirugia. Al final del procedimicnto, los animales recibieron uno u otro
nada (control quinirgico), 0 12 ml de placebo (CMC al 10%) o una dr dos dosis (1 mg/ml o
0.1 mg/ml} del COMPUESTQ 1 cn el sitio dc Ja lexion quinirgica.

Estudin de [ theracion Local: via minibonwba axmética — estudio de validacitn
inicial. Dosgis: 0.1 y 1.0 mM (10 ul'hr durante 7 dfas). El COMPUESTO 1 fuc adminisirado
localmentc cn e gilio dc 1a lesidn uterina medianic una bomba miniosmdética Alzct. Se
introdujo un catéter de polietileno (tubo de polietileno Clay Adams PE- 60 didmetro intemo
0.76 mm, didmetro externo 1.22 mm cn la cavidad peritoneal y sc suturd s la pared |atcral
con 3.0 Ethilon inmediatamcente después de 1a lesién uterina. El oatéter lucgo fue fjadoala
hamba y la incisidn del miiscula medio fuc cormada alrededor de) catéter, La bomba se llenn
con 0.1 0 | mM del COMPUESTO 1 (liberndo a 10 ul/hora durante 7 dias) y colocado en el
espacio subcutanco. E! vehioulo ulilizado para administrar el firmaco fue ciclodextrina al
8% para la dosis alta y 0.8% para la dosis baja. Sc utilizd ciclodextrina al §% en
minibormnbas implantadas en los animales de camtrol. Lo animalen fucron sacrificadas ¢l
din 7 para evaluacidn de adherencia.



Esdudip do adminisicacifp oml: Anies de la chrugla, lus couejox racibleroa dos dosls
dc carga del COMPUESTO | {60 mecke, 3 mg/ml ¢n 0.1 N NaOH) de foomae oral 24 y 48
homs antes de 12 cirugia, lInmedistamente antes de la cirugia, los congcjos recibizren wen
dosis adiciona) de 60 mp/kg. Lucgo haa animales recibieron 60 mgkg dcl COMPUESTO 1
5  diariamente hasta ta necropsia oo el dia |4 después de la cimala oterine. Los conjos de
conrol recibieroa vehicubo cu ¢l mmmo horarla.

Ettodio aral + Iopgl Se admiinisirados dos dowis de carga del COMFPULESTO | (60
mg/kp,) 6c manera oral ankas dc 1a clrugie. Despuds de la cinigla se murndufo 12 mi douna
10 solucién viscosa contaniends SB 267268 {1 o 0.1 cop/mi en CMC al 10%) en ol sitlo
quirgrgico anlex de corrar 1a heridn, Los congjos que recibieron cl placehn en la cirugia
recitricron dos dosis do volsculka de fotina oral seguldo poc 12 ml de placeho (MO al 10%4)
en el xjtio quinkteicn. Toe controles guinivglcos v recibleron trutamlento antes o despues
del procedimicuto quirdrgico. Loa antmalcs fueron sacrificados ] dis 7 y el <lia 14.
15
RESULTADOS:
GRUPQ DB DATOS DT MUBRSTRA TOMADOS DEL ESTUDIK) DE
COMPUESTO GTL ORAL |

20 Tabhk |, Datos de Andmalcs de Comorol, Lienrpa de Nocropsia 2 semanas
% de cucmo involucrado

coerna dexcchio CRCIDO Lmpuierdo
lnegine | Yojga Poc sl Taquierdo | Tinestino | Vopga Per si Terecha el
o0 Mo
W07 0D 3633000 |a0(2) LI |50(3) 102 |35
;- 0 |40 sy |- 5002)  [30(2) [s%3) 3.0

- 402y |50y [so2) |- 403 Do [<x2) {35
3¢ [0y 130( 30 30y |0y f3ocy [300) [3.0
I E 0(2)  [20()  [a) |- 502y [2001) [2.5
2y |- N _20(1) 140(1) |- 401 3001y [23
001} J40()  [50CH)  |30E2) J3O(Ly [4)  |SO{1) 30y |30
1oy {30y {300y l4ocy  hioeny Dy (s (42) 123

42) 130(1) [40(1y |50(2) [20(D) [30(n) [eo{1y [30¢2) {30

2505, [30.017. |37.082, |37.044. [25.045. [20.087 |43.0+43. [37.0:k4, [66.512.
2 B 6 Q 2 0 14 0 B

25 Tabla 2. Detos de Animalea de Contrel Flacebo, Ticarpa de Necropsia 2 Scmanay
4% da roemo imvaluoeedo
cuemu derocho cusrny izquiendo

Iniestino | Yajiga Por & Lquinido | bdrsting | Volige !Ptrrid Dereche | Geweral |
salo wmly

30(2)__|S0(1)_140(2) 13002 |30(2) |00 400} |40(Z) |35
30(1y [10{1y_ [a0(2y _f30(0)  [30(y_ [10(1y _ 120(1) _[30(1) |20

WY i) 30y - ETONRE 30(1Y  [1.5
- 2000 |- 1001y J- 2001) (200 [ LS
L ONBENONNE A2y Hoy  [400) s T4y |30




- 50(1) 101} [3KI) - soq1)  [3K1y  {3o0(1) [2.0

30(n  [2001) 13(1) (40() J30(3) [20(1) {10y Jam2) J25
40() _[1o(l) |- 30(1) [4D) _,10(1) 10(1) [3o()) |2.0

- - 30(1) 1301} |- - 40(1) 3oy ]Ls

- 40(1) |40(1) |41) |- 401) |- 40(1) |20
17.025. [27.045. [20.04S. [32.042. [17.035. [27.015. |21.045. |32.042. {45.245.
8 6 6 A 0 9 9

A



Tabla 3. Dutos de Anomales tratados, | m/ml COMPUESTO 1, Tiempo de Necropsla 2
Sempias
%% de cuecnp myclucradn

teemno deracho clLiermy 1zquianlns
Talvettae [VYajiga  |[Pord Ixgiierda |incastine |Vaign  [Porw Derecho | Gemernd
» | seln sl
10 Jioy |- - . i P X S
20y |- 4001y |- 001y |- 40y |- 20
B . 30(1) - - - 30(1) - (]
10{4) - 2001) - - - 200 |- 10
W2 |- Ry 130 [y |- Ry [0 |25
- - - - L |- CUONRE 10
10(1) L) 10(1) - 11} |- - - 14
- ; - ) a2) [0 Tweey I- 1€
1) [20(1) - - - 20(1) 261) |- 1.0
3Ly |- - ¢ (XX - X1} 20(1) 1.5
13.044- 40422 113,250 |3.083.4 17045, [4.042.7 (13.044, |5.0£3.4 |21, 240,
Q p) 2 | b3
Tabla 4. Tratos de Animales ttadados, 0.1 mg/ml COMPUESTO |, Tiempo de Necropsia 2 -
Senanas
Y de cuermo involucradn
cmcrmo dercclio guermn izquienln
ﬁsmlho Yejige Por s Ixgeierdo | Intatine | Vegiga Par w Theccho | geneml
[ sola woln
2001 [50(1) 30(2) 11y [20(1) 5001 130(2) 10(1) 15
- - - 40(1) |- - 2001y 4001y T [1s
ICONEE 0 [3s@y ey |- I ETEREE
. - O EEGIRE - 2001} J3any |15
- 1001y | 30(2) 30(2) 1) 10(1) 0 10(2) 2.0
10( 1) 11) [CONBEONRE 1X1) - 40(1) 2.0
200 |- - . 20013 - 21y |- 1.0
B |- - - - w1y |- 0%
) |- - Wity a0y |- 21 12000 1.8
- 100 Jz00) 16 |- . 201 [ 10(1)_ 1.0
10044, 19.044.8 | 16.0+5. |21.04. 10044, | 72.045.0 |22.083. [21.064. |30.246.
) 0 g (2 6 8 2

10



Tabla 5, Datos de Animalcs de Control, Ticmpo de Necropsia 1 Semana
% de cuemno involucrado
cuerno derecho cucrno izquicrdo
[woeriino [Vejiga (:Li Tequierdn [ bntestina | Vejiga [po;oki [Derecho [Genenl |
S0 [30(1) 130(1) 40(1) s0()  [30(1) [30(1) [40(1) 3.0
(1) [30(1) [60(1) |s0(1) 1so(1) _[302) [60(1) [30(1) |3.5
A1) (20(1) 140(1) [S0(1) [40(1) |21) J4(1) {50(1) 3.0

60(2) [10(1) l40(1) [30(2) |50(2) ,10(1) ,30(2) ]30(2) [3.5

|2 2 1 8 2 12 13 8

20(1) [30(1) [30(1) _[a01) [20(1)  [30(1) [40(2) [4x() [3.0
() [402)_ |40 [40(1) [30(1) ~[402) [a0(1) [40(D) (3.0
(1) J4ony [40())  Teo(ny  [30(1) [40(1) T31) J4o(1) |26
02 |- () [402)  [502) |- s0() _|40(2) _[3.0
: a(l) [so() 402) |- a0(T) _[50(1) [40(2) [3.0
30@) [30(1)_[50(2) [aD() 30(2) [30() [50(2) |40(2) [3.0
15.045. 127.044. |41.043. [41.0t). [35.0%5. [27.0%4. [42.0%3. [41.0%]. |69.1421

Tabla 6. Datos de Animales dc Control Flacebo, 1iempo de Necropsia 1 Semana
% de cucrma involucsdo

cuono derecho cuerna izquierdo
fniestino | Vegiga Po‘ron' zquictdo |Intestino [ Vojiga 1Pur‘osi Dereeho | Gemeral |
[ 2] 20
- 30(1) 140(1) 20(1) |- (1) 1 40(1) 20(1) 2.0
(1) {30(1)  [4X(D) 30(1) 120(1)  130{1) {40(1) [3O(1) [2.5
20(1)  |30(1) _ [30(1) J40(1) [20(1) {30(1) '20(1) |40(1) [2.0
60(1) |- 30(1) j30(1) je0(l) |- ) 3y 13.0
- 140 3o iD= [e0@) [s00) [1o(1) |25
20019 [y 110y 2oy 200y [ioq) - [3o(1y  [20¢1) J2.0
- - 3oy [30(1) |- - 0(1)  [30(1) 1.8
- 201)  J40D)  [S0(1) |- 201)  [40¢2)  |50(1) |25
4o(1)  [20(1) [40() [30(2) ‘4o(l) [2001) |- 3N [2.5
IN1) 10(1) 3D 20(1)  13()) 10(1) |31y y20(1) 2.0
19.0£6. | 19.024. [32.042. |28.043. |19.046, ,19.044. 31.04.3 [28.0+3. |48.713.
4 3 9 |6 4 3 6 9

11



10

Tabla 7, Datos de Animales imtados, | mgml COMPUESTO 1, Tiempo do Necropsia |
Scmana
% de cuemo involucrada

cuerno derecho coerm: izquiendo
Iotostine | Vejiga  |Pursi | Bquicrda |Iatesting | Vejiga | Porai Dorcthn | General
solo mio
xi1y |- 40(1) |- oy |- () |- 2.0
- 100 [i( (3o f2om - |- ) |15
o) |- - 90(1) [31) - 30(1) |31y 1.6
(1) |- - - SONEE 20 |- 1.0
; ; 2000 [200) - - 20(1) [20(1) [1.0
i |- - 3 EUNEE 1.5
TONIIEONIE 1001} |- ONRITONIE
UM E 2001)  130¢)) [30(1) - - 3¢1) |13
2001 |1y |- 2000 2oy |- 1(1) 12002 [1.5
(1) |- 20(1) [10(1) J2001) |- - (1) |1.0
F.Oﬂ. 3.0£1.5 | 10.024. |15.044, | 18.044, (0.0£0.0 |18.024. [15.004. [21.343.
6 2 0 2 X 17 0 9

Tabla R. Datos de Animales Tratados, 0.1 mg/ml de COMPUESTO 1, Tiempo de
Necropsia 1 Semana
% de cucmo involucrado

cuerno derecho cuerno izquienlo
"Intemivzo | Vejiga |Perm | lrquerdo flintestino [Vejipn  [Porm Derecha | Genoral
oio 1ok
- ONRE 3(1) |- 40(1) |- 1.5

- 2(1) |- 2001 |- 20 J3o(1)  j20{1) |15
LONNE 161y [3o¢)) !. . . 3(1) 1.0
40(1)  [30¢1)  [3q)) |- OO NECONE 2.0
30(1)  [I1{1) |- LOSE.OEILOEE DIV T

1) [1oy Loy el  [1o¢1y  f1o1) |- 41) |15
EVONE 10(1)  [30(1)  jao(y |- Sy |3o(l) (2.0

- Yy |- - 20 |- 1.0

5 1) [200) |- - - 20(1) |05

() |- - - o - 30() |- 0.5
13.044. |7.043.4 [ 11.043. [ 15.024. | 15045, |7.043.4 |23.0%5. | 15.0%4. [22.044. |
7 5 8 0 6 R R
I l .

12
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Tahla 9. Resumen d¢ Datos de Incidencia de Adhercncias

Grupo # de Sitios libres de % de Sitios libres de
Adberencia Adherencia
Conirol 2 semanas R 10.0
Placcho 2 scmanea 17 21.25
1 mg/m! COMPUESTO 1 45 56.25
0.1 MG/ML COMPUESTO K} | 38.75
1
Contol | Scmans 4 50
Placeho 1 semana 13 16.25
I mg/ml COMPUESTO 1 36 45.0
0.1 MGML COMPUESTO 34 425

Sc debe entender que el invento no st hmitado a la realizacidn ilusirada
anteriormentc y el derecho estd reservado a la realizacidn ilustroda y tndas las
modificacioncs que estin dentro del alcance de las sipuientes reivindicaciones.

Las difercnica referenciag a diarios, patenics y otras publicaciones las cualcs ostdn

citadns en la presonte comprenden el esiado de Ta téenica y son incorporsias cat la presente
como referencin en xu Lotalidad,

13
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REIVINDICACIONES:

L Un método de inhibir la formacién de adherencin el cual compronde
administrar & un sujcto cn necesidad del mismo, una cantidad cfectiva de un compucsto de

In formula {T):

en donde:

R' ca R, 8 A- C0- 4alquilo, A- C2- 4alquenilo, A- C2- dalquinilo, A- C3-
4oxoalqoenilo, A- C3- 4oxoslquinilo, A- C1- 4amincalquino, A- C3- 4amincalquenilo, A-
C3- 4aminoalquinilo, opcionalmente substituido por cralquicr combinkcidn accosible de
uno o maa R o R';

A e1 H,C3- 6cicloalquilo, Het o A

R7 es -COR?, - COCR2R®, - C(S)RE, - S(OIMOR’, - S(OIMNRR*", - PO{OR), -
PO{OR), - NOy, o tetrazolilo,

Coda R? indopendicntemente es -OR', - NR'R”’, - NR'SO,R’, - NR'OR", 0 -
OCR'2CO{O)R";

R’ e OR', - CN, - S{(O)R’, - S(O)eNR;, - C(O)R’, C{O)NR'3, a0 CO;R";

R' es H, halo, OR'!, - ON, - NR'R¥, - NOy, - CF;, C1§(0), - COaR’, - CONR';,
A- (0- Galquilo, AC1- 6oxoalquilo-, A- C2- Galquenilo, A- C2- Salguinilo- , A- CO-
éalquiloxilo, A- CO- Galquilamino, 0 A- Cl- Galquilo- (O ;

R;’ esR', - CO)R’, - C{OINR", - C{O)NR*3, - C(QXOR’, - S{O),NR';:

R°on

"?'_Rr IG}-—w-—.

R N ]

Ib—w— N W
e H,]/

14
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Re | |
A Y
—_— ' x —_——
R.,“ ‘NYMA W n-guru L-CR" w
Qe r? Ry .
N NR—— R~ Y
Y '

W ¢s <(CHR®),- U- (CHR®):-;

U csth ausemte o CO, CR3,, C(=R™), (0. O, NRS, CR*ORS, CRYORNICR%,
CRL,CRXOR"Y), C(OYCRY,, CR&C(O), CONR', NR'CO, OC(0), C(OYO, C(S)0, OC(S),
C(SINR?, NREC(S), S(OX:NR" NR*S(O), N=N, NRENRY, NR'CR®;, CREL,NRY, CRR0,
OCRY;, C=C 0 CR&=CRY,

GesNR  Su

R cs H, Cl- Galquilo, Het- CO- 6alquilo, ¢3. 7eicloalquilo- CO- Galquito e Ar- CO-
Salquilo;

R® cs R, - C(O)RS, - C(O)ORY;

R! es H, C" *alquilo, Het- CO- Galquilo, C3- Teicloalquil- CO- Galquilo, Ar- CO-
6alquilo, o C1- 6alquilo substituido por entre uno y tros grupos elegidas de haldgeno, CN,
NRY;, OR?, SR®, CO;R", y CON(RYY;;

R’ ea H, Cl- Gaiquile o Ar- CO- 6alquilo;

R’ cs H, C1- 6alquilo, Ar- CG- Salquilo, Het- CO- Galquilo, C3- Teicloalquilo- CO-
balquito, o (CH RCORRY

R® y R* son independientementc seleccionados de H, C1- 6alquilo, Ar- CO- 6alquilo,
Het- CO- Galquila, o €3- Scicloalquil- CO- Galquilo, hatogeno, CF:s, OR', 5{(O%R", COR',
NOy, N(RNz, CO(NR,, CHaN(R,, 0 R® y R® estdn unidos juntos para formar un anillo
atomdlico o no aromitico carbociclico o heterociclico de cinco o seis micmbros,
opcionaimentc substituido por hasta tres substituyentes clegidos de halégeno, CF;, Cl-
dalquilo, OR", S(OXR', COR', COR’, OH, NO3, N(R™, CONRD,, y CHaN(RD: 0
metilendioxilo;

Qt, Q’, ?’ y Q* son independientemente N o C- R?, sicmpre y cuando no mas de
wmoenre @, Q°, Py Q' es N,

R’ en H, C1- Galquilo, Ar- CO- 6alquilo o C3- Geicloalquil- CO- 6alquilo;

15
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R”»es R, -C(O)R" 0 —-C(MOR";

R'" ¢s H, C1- 6alquiln, Ar- 00 Salqmiln, Het- C- 6alquilo, o C3- dclclonkmito-
CO- Galguilo, haldgene, Ciy, OR', COR', NGy, - MR, CONR)2 CHNR Y,

R es H, halo, - ORY, - 8RY, - €N, - NRERK, - NOy, CFRy, CFHO) - , CO.R", - COR®
o -O0ONRY;, 0 C1- Salquilo opcionatmonse substituido por hale, - ORF, - SRZ, - CN, -
WRER™, - NOy, - CFy, R'S(Q),- . - CO4RY, - COR® 0 -CONR'y;

aesD, 102

hes0, la?;

kes0,102,

me1o2:

tes, to2,

gm0, 102,

uesDol;y

vesQol;
o una 53l farmeoémicamemte azeptabla do bot mimmas.

2. El mctodo de la raivindicacion | en donde of compaasto o9 o Acido (R)- 3-
mo- 8- [3- {piridm- 2- Deminc)- I- propilnxl]- 2- (2.2.2- wiffueroctil)- 2,3,4,5- tetrah wiro-
LH- 2- henzazepine- 4- 2cdtico o una 12l fermacéuticamente aceptable del mismo.

\ ;| método de la refvindicacion | an donrde ¢l compuesto os el ackda (S)- 8-
[3- [6- (metlsmino)pitidin- 2- i1} 1- eloxi] 3- oro- 2- (2,2,2- riflucrootil)- 2,3,4,3-
wirehwdmo- 1H- 2- bonzasepina- 4- acético o ena sal farmacéuticamendc aceptable del
MIRMO,

4, Un mélodo par inhitir la formackin de adherencia € cuml comprende
adodertirar o un &nj ety en necesidad de memo, Una cantidud efectiva de dcidoe (3)- 10,11~
ditdvo- 3- [2- (5,6,7.3- wetmlidro- 1,8- nafiridin: 2- i- 1- ctox!]- SH-
dibenzofa,dicicioheptano- 10- actiico o una sal larmacéubcaments accptable dal misma.

5 T2l uso do un conpDesio de ln fdrmulr (1):

[ —_— —_——

R!

o
°
EW.H

R!es R, g A- C0- dalquilo, A- C2- 4alquenilo, A- C2- 4alquinilo, A- C3- 4oxoalquenilo,
A- C3- 4oxaabpainilo, A- Cl- 4aminoalquino, A- C3- 4aminculquenilo, A- C3-
dammincalquinlbe, apeicawlmyeais substituide por cualquier coinbinacion accesgbla douno o
mis R"™ o RY;

A es H,C3- 6cicloalguilo, Fet o Ar;

1

en tlonder
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15

20

25

30

35

4{)

45

R7 &5 —-CORY, - COCR2RY, . GISRY, - S(O)mOR”, - S{)MNRR"", - PO(OR), -
POIOR),, - N, 0 tetrazollia;

Cuda R® indcpendicntemeste =y <R, - NR'R", - NR'IOyR", - NR'OR’, ¢ -
OCR"2CIXOIR ;

R® ca OR', - CN, - S(O)R", - S{OLNR 3, - CIOIR', CIOWR';, & COR;

R cs H, hale, OR'!, - CN, -NR'R'!, . NOy, - CFy. CR&0), - COR', - CONR’,
A- CO- 6alquile, ACL- Soxoalyuilo- | A- C2- Galyucpils, A- €2- Galquinik- , A- CO-
BalquiToxilo, A- CO- 6akquilaming, o A- CO- fimlguilo- §{0)-;

R;' e R, - C(OHR', - CTOMNR', - CIOINR', - C{OYOR’, = §[0)aNR'y;

R cs

' " .
ZXZ_W‘_ g

N, A(CR) —W N i
YT Y
n%.- ‘ QQJ' P
r,uynn'—ca',—-wﬂ
{;.vhn‘ .

1?7



10

13

a5

3o

35

43

W os (CHRE),- 1 (CHR®),-;

U estd augentc o CO, CR%, C{=R%), S(O), O, NI, CRFQRY, CREY(ORMCKRS,
CRECREORY), C{O)CRE,, CRA,C(D), CONR' NR'CU, OC(0), CO)Q, TSY0. OCES),
CISINRE NR*C(S), XO);NR¥, NRES(Q]; N=N, NRINRE, NRCKY,, CRENR!, CRE0,
OCRE,, C=C o CR%=CRE,;

GaaNR",Su0:;

REes H, CL- falqulo, et OO Galquilo, <3~ Folcloakquilu- CO- fakquile o A CO-
Galquilo; .

R¥ e RE, - CYOIRY, - C(OH0OR":

) ea H, C" alowilo, Het- CO- alquiln, C3- Teicloelquil CO- Gulguilo, Ae CO-
tulquilo, 0 Cl- Srlquile subsuluido por entre uno v tres grupos clegldos e haléasao, CN,
NRY;, ORE, SRE, CO.RE vy CONR?),

R ea IT, C1- Gaiquita a Ar- CO- balyuilo;

R* <& H, C1- Balgquilo, Ar- CO- dalquils, Het- CO- Galgeilo, C3- Tuicioalquilo- CO-
balquiln, o (CHz3hCO:RE,

R’ y R® son indepoaticntemente scheccionaios de H, C1- 8alquito, Ar- O0- Galquila,
Het- CO- 6alquile, o C3- 6ric il- C0- elquile, heldgeno, CTy, OR, BIORRY, COR,
NOy, N(R'Y;. COMNR ", CHN®ED, 0 R® v RE catdn unidng juntos para frmar un anillo
arymAtioe © N0 wromatics carbociclice o helrockdico e cinco 0 Atk micmbros,
opciomalmente subgtituldo por hasta tres subrktity yonres elegidos de haldpeno, CFy, Cl-
dalquilo, GR', S(OURY, CORT, CORY, OH, N0y, MR, CONEY,, y CHNR 2 o
nmetilenchoxilo,

QL Q@ Qy Q‘1 son Independicntemente ¥ o C- R®, yicmprs y cusndo no mis do
umo entre O, %, QP y Q' ca N;

R’ «s H, C1- aakquilo. Ar- CO- Gakmlie o C3- Geiclowlquil- (0- alanilo;,

R™ e R’, - C(OJR' 0-C{O)OR;

R'" e H, Cl- 6alguile, Ar- O falquilo, Met CO- 6alyuilo, o (13- fuxdoalgudln-
CO- Salquilo, haldgene, CFy, OR', CORY, NO;, - NR:, COMNRY, CHINRY,;

R¥ es [T, halo, - ORE, - SR - CN, - NRERE, - NO,, CFs, CFa&Q)p- . CO;RE, - CORS
o -CONR%,, o C - Salquila apcionalmenie subatituide pot hada, - ORE, - SR, - CN, -
NRYR™, - NO, - CFy, R'S(()r-, - OO;RY, - CORY a -CONRE;;

ros(, 1n2;

besQ,102,

kesD,102;

maela?2,

resd, I n2,

ges(,1a02;

uei o lyy

veslol,

o una ml farmactuticamcnta acepisble de lox mismos,
cu la meamerctora de un medicemento para ishdnr (a formucidn de adherencia,

IR



10

6. El uso segin la reivindicacion S en donde ¢1 compucsto cs el &cido (S)- 3-
oxo- 8- [3- (piridin- 2- ilamino)- 1- propiloxi)- 2- (2,2,2- mfluometi)- 2,3,4,5- tetrahydro-
IH- 2- benznzepina- 4- acético o una s2l farmacéuticamcentc aceptable del mismo.

7. El ugo segin Ia reivindicacién S en donde £l compuesto es ¢ Acido (S)- 8-
[2- [6- (metilamino)pindin- 2- il]- 1- ctoxi]- 3- oxe- 2- (2,2,2- trifluoroetil)- 2.3 ,4,5-
tetrahydro- 1H- 2- benzazcpina- 4- acético o umu sal farmacéulicamentc sceptable del
mizmo.

8. El uso del écido (S)- 10,11- dihidro- 3- [2- (5,6,7,8- tetrahidro- 1,8-
naftindin- 2- il)- 1- stuxil- SH- diberwo(s,d|cicloheptono- 10~ acético, o una sal
farmacéuticamente accptable del mismo, en la manufactura de un medicamenio pars la
inhibjcidn de 1a formacidn e adhercncia.
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708 SWEDELAND ROAL, 1O PO 1527 INTEANATIONAL PRELIMINARY
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Whare a tranalation of the international applicution muut be frontaked it ac elected Offige, thal trapabyliun
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PATENT COOPERATION TREATY

PCT

[NTERNATIONAL PRELIMINABY EXAMINATION REPORT
(PCT Asticle 36 snd Rule 70)

A faar t's fide referenen See Notficsticn of Tnoumitd of [atsrmations)
pplicsars a7 4gea FOM FURTHER ACTION 360, B irer, ion Report (Porm PCT/IPEA/4LS)

Ps 1287 |
Taternatioosl spplivatics Ne. Iaternationsl filing duts (dey/month/pear] | Priority date (darn/ maath/ yanr) ]
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Applizant
SMITHELINE BEECHAM CORPORATION

L Thir interaational preliminary exsssinsson rcport has bosm prepared by this [aternatonal Prollmbuary
Examining Autharity and b fmuasmittad to the applirant acording fo Article 34

g This Rzl’om”uhar-Wor_;Lm
D This mpurt i Ao acompanied by ANNEXER, Lo, shasty of tho descripiton, elatms aadbr drawings whidh bavs
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(see Hule 7218 znd Section 607 of the AZministrativa Inntructices qrader the 1'0T)

Thews aonexss ronsiyt of & Inhlur__":_lhaeu
3. This report contains [ndirations relating o the follswing Hems
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0[] vriority ' |
I { ] Noo-ewtablishmen!.of repart with regard %o nevelty, inventive step o indnairial appHicabiliry ‘
v D l.ack of unisy of Laveuiion

. Bemoned rtatemen! under Article 3% with regard w0 aovelty, invnative step or indostrial appliesbily, '
citaliors and sxplrmationn sapporting sech statement

s1 [ tertin docama cibre
VIl [ | Cortatn defress tn the taborostional apptisation
VOl [x] Certatn cheervstiom on the hutsrmational sppliation

|
|
|
|
|

Duia of submission of the demand Lreta of compledon of thia rrpart
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. TION REPORY
INTERNATIONAL PRELIMINARY EXAMINA PCTIUSOUL 1215 J
L  Basls of the repert _{
1.mmmhmdumwum‘
E the international appiication s originslly filed
E the Joacription: o
pages 1-14 , 03 orgrally filed
pagss NONE , filed with the demand
pages NONE , filed wath the lener of
E the claims: : i
pogat 15-20 , af arigioally filed
pages NONB , 43 amended (togothwr with any Ralsment) coder Asticle 19
pages NONE . filod with the letsor of
[_E_] the drawings:
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2 With t0 the bnguage, all the tlerrts mariced shave were avasiabio or Azrsshed 1o this Authority m the nguogs in ik
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MMM.MWWhmMmhMW which &
[] the 1anguage af » tunsistion fumished for the purpases of inermtionn! search {aoder Rude 21.1¢h).
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o 551
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E he descripdon, puges NONB
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the drawngs, shertadiy _ NONE _

3. [ 1t sepon has boem drwwn 41 # (amnre of) Qe orenudmente hod ot been muade, since they have hacn comidered b go ,
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V. Ressoned saatement under Ardicle 335(2) sich regard 10 novelty, invendve step or industrial applicabilicy;
cliariom and expisnations supporting such staremeny

1. stniemaent

Nowity (N) Claiwa -4 YRH
Claima NONE NO

Inveative Siep (I5) Clajrm -4 YER
Cinims NONE NO

Iodwsirial Applionbilléy (IA) Clalme 19 TES

2. cilaclons and oxplanations (Ruile 70.7)
: Claimp 1-n maer rhe critwris under PCT Article 25(K} far povelty beesuse the prior art fuls to tanch the presendy
ol cmnd method of inhibiting adheslon furmation or nae of the presently claltnad tompounds in the mancfacters of & mediogment
uscful for inhibitday sdhexion formetien,

Clalms 1-8 moat the eriterin under POT Archele 82(3) far byvwative step because the prior art fells ta trach or seggent
the prewntdy cisimed method of inbibiring adherien fermxtion or use of the presently cduimed compeuads ia the mazufacture
of 2 medicament wwfn) for inkibiting adhevion frmation,

Claims 1-3 mart the criteris tnder PCT Ardela 35(¢} becausa the pracendy claimed method of ishbitlag sdhesinn
fsrmxtion md ase of tha presently tlaimed compounds {a the meaufacture of a medicumant usefltl for iahitdtng sdhesion
formaion would have spplicability in the medrcsl ladustry.
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odzfinica for the fallowing rezsop: go rtep is wet forth For scceplishiag the stared shjecrive of manofacmring & madicament.
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GARLOS R OLARTE
Apoderado
SMITHKLINE BEECHAM CORPORATION
ASUNTO: Racicacitn N° 03-90378
SoifcliLg ntemadionel PCTAUSAINZ{1 1285
Fecha inkio tase naciond 10/11/2003
Tramfe 011
Evento 379
AntUECKN 430
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Como resulBdn del sxanen de iowme, realzado con fundamenio el el aficulo 38 de |a DeclNdn 486 %

Gamisidn de la Comunidad Andina, articuls 27 del Tralado de Cooperacian en Matesia de Paisntes (PCT),

regla 61 bia del Reglamanto y Clrcular Unica e la Superintendencis de Induetria y Comeroin, 3¢ Iz oomu

que: -

0 La solicikud no conlieng |2 copia del dooumento en que oomsta 1a oegidn ded demche a [a patents deal
Imventor al solickanta o 2 BU causante. (Art. 28-k) Decisidn 486).

0 E soidfanie de presentar un nusve lituk qus permita identioar la materla de la cual trata la eoliciud,
ya que 8l ltub refacionedd no $e encusnira ¢on |8 pracision necesaria pem idendlficar claramenls o
chiety de la solchud de patenia, {(Regla 4.3 PCT, At 26-27 D-488, Ciroular unica 3.2.9).

0 Latecha de soficiud ntexmecional retacionada en ol psiiodic de (8 solicitud naoinal es incomacta.
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anteribrmenie snundados. En care de no dar ammplimienio al preseme requermsnit, la soliclud se
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Nolfiquese el presenis ofido conlome 8 Io digpuesta en @l numeral 5.2, Bena! e), det capirlo quinty ded
tituko pimerd da ta Gimular Unica N* 10 de 2001,

ESPEDES D= VERGEL
Jefe de 1 Dagexin da Nuevas Creaoiones.

T B 260

El anteror requerimienta fue nolificade por ligcidn en lsta de facha,
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