190 O000000I PO an 1 OO O O O O ooo @yoooooooo

O 0 20030 508352

(P2003[ 508352A)

(43)000 0015030 40 (2003.3.4)

(51)Int.CI" oooo Fi O0Oooon( O O)
0cOo070K 14/705 ZNA 0CO 00 70K 14/705 ZNA 00206000 405
0 A 60 10K 38/00 0 AD 60 10K 39/395 [ 40 B0 00 50 0
0000 39/395 0000 [0 40 BO 00 600 4
0000 0000 4500 [0 401 €O 00 800 4

O 000 45/00

OAO6010P 9700

g40coonsus

ooono 0040 bObooooonb e OODOOO

@eHOOOO 0 0 20010 509766(P20010] 509766)
(86)(22)0 0 O
(85000000
(86)0 00000
(87)0DD0O0O  W001/004157
@7ooooo 0 0 130 10 180 (2001.1.18)
@HOODO00000 60/143,581

(32000 00110 70 130 (1999.7.13)
(33)000000 00 USs)
GHOODD00000 60/152,495

(32000 0011090 20 (1999.9.2)
(33000000 00 USs)

0012070130 (2000.7.13)
0014010150 (2002.1.15)
PCT/US00/19095

(OO0 OoOoOooobODOOOb0OOOOoOoooooo
ooo
goooooogeooo7h43440000000
oooooODOOOO0O0O0O0Ooooooo
o370 0ogonoos1s

ooooo, oooo od.
ooooooo,.0000000 90028,0
oooo,00000 0000 7054
ooooo, oooo
ooooooo,0o0oo00o0 91301,0
ooo oOoOo,000 Oooo ooo
6443

ooo 0o o

(72) 000

(72)000

(74000 (040)

goooog

GAHOODODODOO0 D00D00ooopUOO0OODO0OO0U0DU00D0O0O0ODOOODDODOO00D0DUDOUOOUOOoOoOOO

00oo00o0oooo
(G7oooo
0000000C0C0C0C0OOROOOO000000000
0000000000 C0C0O0000000000000
0000000000 C0C0O0000000000000
0000000000 C0C000O00000000000
000000000000 0000000000000
000000000000 0000000000000
001550 0000000000000000000
0000000000000 000000000000
0000000000000 000000000000
00000000C0OROO0O0O00O0000NNNO0DO
00000000000O00000000000000
0000000000O00O000000000



(@) goboobooodoobod

goooooodd

guobod gobobbbdggubbobooguobbooooguono
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
gbbbbogoubboboogunboooggoubood

gouobbod gobbbobodggubbooogubobbooogobn
gg

ooo0obod0 OoboboboobopUoboUobDOobOoboboboboboog
googodan

oo0oobod Oobobobobouoooboboboboboboopd
gbodbugboobooboobobobonobo

00000 OOoUooboooboobbOoobboobbooobopobbOoOn
goudboudgouogboobooboobaon

Oooo0od pUbObOO0O0ObOObbDaUOpOObOOODOODOOO
googbogobod

000000 pUO0ODLODL0O0O0O0OD0cDOBOODODODODODOOO
gobobooooagn

guobod gobobbbdggubbobooguobbooooguono
gbbbbogouboooooguonbbooggubboooguboood
gooobooodd

gubbod gubbboogobubboogoubobood

gobbood gbobbobdoogubbooogobobbodad

gubbood gbbooogobbbooguobbod

gobbood ogbbbobdoogubbobogobobbodd

gboogbdd dobdoobdooboobooboobooboobod
gboogbouodgoogbooboobooban

gododgobdd dgbdogbodgbodgbodobuoobodgbooaobdad

gboogbdd dobooboobuoobuooboobodobodaassh
goudgboobooboobon



(©) goboobooodoobod

gubboooud gubboboogubossbbooggouoboooog
goobbbdogouobbooogoubbooaod

guboboood gbbbbdggubboogouobboooouon

guobood gbobbobdoggubbobooguobboooguoo
gobobobboogouoo

gubobood gbbbbdogouobbooooobbboooun

gubbood gbboboogobbboogubbboooon

gobbood bbbobogobobboooobobbbooounn

gboogbdd dobdoobdooboobooboobooboobod
googboogoogno

googbdd dobdoobdogbuogbuoobooboobooboad
ERN

godgbdd dgbdogbogbuodgbuogbogbogboooobad
googooon

gboogbdd dgbdogbdogbdogbuogbogbogboobad
gobbbbogooboooooouonbboooguonbboooguboooga
gobobbboogubobbooooboboboogun

gubbood gbbbobogouobbooooubooood

guobood gbobbobddggubbboodouobboooouoo
gg

guobood gbbbododggubboooguobboooguono
goobobooodd

goubbbood gbbboobdoggbobbooogubbboooounn

gobbood gobbbodoogtubbonsbooogoobobood
good

gboogbdd dogbdoobogbodboobuoobuooboooboad
gooopUbdboboboboboooboobuoboboboboboboog
oobobooobpUobbOO0OoboOoobOOobobDOoobOoobboOooboo

godugbdd dodobooboobooboobooboon



guooodd
guooodd

goooooodd

guooodd
guooodd

guon

gouboodd

gooobon
gooobon
gooobon
gooobon
goooobgn
gooobon
gooobon

goon

guooodd

guooood

guooodd
guooodd
guooodd
guoboodd
gouboodd
guboodd
gooobon

good

gooobon

goooobgn

O] goboobooodoobod

gubbooggubobbooguboboood
gubboooggbobobooooobboooguoo

ggbbboggubbboogubnboooguon
gubboogggobonsstouogguooood

gobboooggbbobooooobboooguon

gobobobbooobobbboooubbood

googbdoobooboobobobobobonon
gboogboobooboobobobobobonon
gbogboobooboobobobobobonon
gbodgbogbogbaobooboooba
godggbdogboobaobooboobda
googbodgbogbogbogbodgbogoad
gbodogbagbogbgisgbooboaoboobd

gubboooggbbobooooobboooguoo

gubbooogoubooooggonboood
gubobooogguboboogunboodad
guboboboogguboooogunboodad
gubbooggubbooogubbood
gubbooggubbooogubbood
gobboboggubbbooogobbbooguon
googbogobogobgansgbgobooboobd

gboddgbudgbogbogbogbogbogbogon

gougboobooboobooon

goddgbuodgbogbogbogbuagbogbago



®) goboobooodoobod

bbb boooggoubbooogouboood
g

guobood gbobbobddggubbboodouobboooouoo
gooooo

guobood gbbbododggubboooguobboooguono
gouobood

gobbood gbobobobodggubbobdogubobbooogobn
ERERN

godogbdd dodobooboobooboobooobon

gboogbdd dogbdoobogbodboobuoobuooboooboad
god

googbdd dgbogbogbogbuogbuogbogboobad
gbouogbudgbuogbouogboobooban

gbogbdd dgbdogbdogbodgbuogbogbodgbooobad
goudgbuodgbudbugbuodgbuodgbuogbogbaobogbogod

gubobood gbobbbdogoubbboooubobobooooubo
gooooo

gubobood gbobbobdggubbobooguboboboooouono
guooood

guobood gbobbobdoggubbobooguobboooguoo
gobboodogoubooogouboood

gubbood gbobbodoggubboodgguobbooogobn
gobobbbooggubbboooooboood

gobbood gbbbbdogoubbbobogubobbooogobn
goodboodbouodbuodbodbuodbooboobooboobooobga
god

googbdd dobdoobdogbuogbuoobooboobooboad
googod

godgbdd dgbdogbogbuodgbuogbogbogboooobad



) goboobooodoobod

guooood

gubobood gbobbobdggubbobooguboboboooouono
gobobboogguobooodg

gubbood gbbboogubbboooguooood

guobood gbbbododggubboooguobboooguono
gobbbbogdubobooogoubnbboooguonbbooogubood
gobobbboggoboooogun

gobbood gbbbbdogoubbbobogubobbooogobn
dgoogboodbouodbogboobuodbooboogogd

gboogbdd dogbdoobogbodboobuoobuooboooboad
googodan

googbdd dobdaobooboobooboobon

godgbdd dgbdogbogbuodgbuogbogbogboooobad
gouodbuodgbuodbudgbodgbudgbuoobogbooboogbogod
gougboooboobobboboo

gubobood gbobbbdogoubbboooubobobooooubo
goobboogouobbouoooouboboooood

gubobood gbobbobdggubbobooguboboboooouono
gooooodd

gubobboogdguobooodd

g gggbbobodogubobobooguubboooounbbooood
ggg

gubbobooggbbboogouobbooooonbobooood
gobbobbogtobbboggoobbooooonbobooooonbood
gouodbogooobooboobobobobobon
googoaon

googbdd dobdoobdogbuogbuoobooboobooboad
googod

godgbdd dgbdogbogbuodgbuogbogbogboooobad



©) goboobooodoobod

goon

gubobood gbobbobdggubbobooguboboboooouono
gooooo

guobood gbobbobdoggubbobooguobboooguoo
gobbbbodogguobobooooubo

gubbood gbobbodoggubboodgguobbooogobn

gubbood gbbboobdogouobbbodoogubbboooun

gubbbood gbbbbdogobobbbooobobbboooun

gboogbdd dobdoobdooboobooboobooboobod
googbogbooboobooon

googbdd dobdoobdogbuogbuoobooboobooboad
googodan

godgbdd dgbdogbogbuodgbuogbogbogboooobad
googogn

gboogbdd dgbdogbdogbdogbuogbogbogboobad
goobooodd

000000 pUObObL0O0O0O0ODObDObOObOObOObObDOOOO
goboboooodggon

gubobboboogguobooodad
oopUib0dbodbodbob0bU0obobooooooDoboobDobobobo
goooo
gooopUibodb0b0b0ob0obOoboooooDoboobDOobOobobo
U
gooobooboobooboboboboboooooobouobopOobOobO
goodoodbodbooboobuooboobooood
googoaon

googbdd dobdoobdogbuogbuoobooboobooboad
googod

godgbdd dgbdogbogbuodgbuogbogbogboooobad



®) goboobooodoobod

goon

gubobood gbobbobdggubbobooguboboboooouono
gooooo

guobood gbobbobdoggubbobooguobboooguoo
gobbbbodogguobobooooubo

gubbood gbobbodoggubboodgguobbooogobn

gubbood gbbboobdogouobbbodoogubbboooun

gubbbood gbbbbdogobobbbooobobbboooun

gboogbdd dobdoobdooboobooboobooboobod
googbogbooboobooon

googbdd dobdoobdogbuogbuoobooboobooboad
googodan

godgbdd dgbdogbogbuodgbuogbogbogboooobad
googogn

gboogbdoadgtb gbogbdogbdogbuogbodgbogboogbad
goooooodd

guboboodd tbbobdooubbboooubobboooouono
gobobboogguobooodad

guboboodd tbbobogoubbboooouobboooguono
goooooodd

guboboodd bbboodggginsggubobbogguonoood

gubboodd tbboboggubboboogubobbooogooo
gg



(©)) goboobooodoobod

guoooooooon
gogooo
godgoooo
00000000000 0e0/152,49500 0199909020 0 0D OO D 60/143
,0810 019990170 1300000 obboooooboooaon
goobooooogoss v.s.C.luiiogedddonoboooon
gooooog
goog
00 00O0ONational Institute of HealthD O O O 0O O 0 R29CA7413200 0O O O
goboboooogooo
goooog
goboooodgg
bbbt boooooboooga
Jo0pUi00d00db00b0b0b0o0D0oDobDobO0obOobobobooog
gobbbbdogouboooooouonbboooogonbbooogoboooga
guoooooooogd
godoooo
goooo
guoooobobobobuooogooooobboooooooon
goobooodeoco,oo0 bbb booodnnvarner, J.AL,
Brooks, P.C. O OO Cheresh, D.A.0 199500 Cell Adh. Commun. 3, 367-3740
guoobbbbbudoooooobobobbbuoooooooboon
gooboobbooooobobbooooubooooogouoboooddvarner O 19
95; Blood, C.H. 0 OO Zetter, B.R.[J199001 Biocim. Biophys. Acta. 1032:
89-118; Weirdner, N. 0O [J199200J. Natl. Cancer Inst.84:1875-1887; Weidner
, N. 00199100 . N. Engl. J. Med. 324:1-7; Brooks, P.C. 0O 1995(01J. Cli
n. Invest. 96:1815-1822; Brooks, P.C. [ [119940 Cell 79:1157-1164; Brook
s, P.C. 001990 Cell 85, 683-693; Brooks, P.C. [J[119980 Cell 92:391-4
ool bbguubbuoooubboboooubbbuooubDbbuoogn



(10) uoboooboooboaobod

guooooobuoogoooooobboooooooog
O000000000D00DO0O0OneovascularizationD DO 00000000
JO0O0O0o0o0Ododvarner O 19950 O

gooooo

00000000000 Oangiogenesis 0000000 0OOOOOOOOO

O000O00OoOgbogodvarner O 1995; Blood OO Zetter 1990; Weidne
r 0 1920000000000 oooogdonbobooooonboooooon
guoobbbbbtdoooooobobbobbboooooooboo
O OVarner O 1995; Blood OO O Zetter 1990; Weidner [0 199200000
gobbbbooooboobooooubobboooouonbobooogonboood
gobbbboooobotooooubobboooogonbobooogonboood
gobbbbooouboooooouonbboooguunbbuooogonboood
OOobobooobogbodvarner, J.A., Brooks, P.C. OO0 Cheresh, D.A.
(0199500 Cell Adh. Commun. 3, 367-3740 [

guooog

O00doodbooooooooooooooobooopoooooooon

d00doodboooboodoooogUOboooboooooooooooonog
guooobobobugooogouooooobbuooooooooo
guooobobbugooogoooooobboooooooon
0 O Folkmand O Cancer Biology, 3:89-960019920 0O UODOODOODOOOOO
guoobobbobbugoogoooboobbbuoooooooon
guoobbbbbudoooooobobobbbuoooooooboon
guoobbbbbtudooooooobbobbboooooooon
guoobbbbbtoodtdtaoa bbb ooooooon
0000000000000 000000000000Blood D OO Zetter 19
90; Moses [ [1199001 [0 Sciencell 248:1408-1410; Ingber [ (11988010 Lab. I
nvest.lJ 59:44-51;000000005,092,8850 UJ [05,112,94600 11 1 5,192,74
A0 00O0s,202,320 00000

goooog



11) uoboooboooboaobod

guooooooobuooogoooooboboooooooon
0000000000000 0000OVvarner O 1995; Blood O OO Zetter 19
90; Weidner 0 1992(J Weidner [ 1991; Brooks 0 1995; Brooks O 1994; Br
ooks 1 199700 0000000000 OO0OODO0OOO0ODOOODOOOOOn
guoobobbobbugoogoooboobbbuoooooooon
guoobbbbbudoooooobobobbbuoooooooboon
guoobbbbbtudooooooobbobbboooooooon
gouooobooobbood
gooooo
goooo
gobbboooobboboooooboboooooboboooooboooga
gobbbbooouboooooouonbboooguunbbuooogonboood
gobbbboodobootboooubobboooguubbuooogonbooog
gobbbboooubooooooubobboooogubobooogubooog
gobbbbdogouboooooouonbboooogonbbooogoboooga
guooooooooogoooooobbuoooooooog
guooooobuoogoooooobboooooooog
gooog
gogooo
guooobobbbobuoooooooboobbuoooooooon
guoobobbobbugoogoooboobbbuoooooooon
guoobbbbbuudoooooooooooon
gooooog
0000000000000 oobooobooobooopoOon
gobobobboodobobooooouonboooogonbobooogonooog
gobbbbooooboobooooubobboooouonbobooogonboood
J0o0doooboooboobooboobooboobooopgOobooog
gobbbbooouboooooouonbboooguunbbuooogonboood
pOOD00O0O0O0O0O0ODO0OD0ODOODO0ODODODLObDOODODODODODODOOn



12) uoboooboooboaobod

bbb booooounboood
guooog
gubboboogobobbooggoubobooouuoboooouboooa
gooodoobooboboboboboooboobooboobobopboboboog
goo0od0ooooboboboboboooooooobooboboboboop
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
goobood
gooood
gboodbodgbudgbouogbogbouodbuogbuogbuogbooboon
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
gooood
gboodbodgbuodgbugbodgboodgbuodgbuoobuogoogoagn
gboodgbogbooboobon
gubbbodogoboboboggouobobooooubobooooonboooga
bbb boooggoubbooogouboood
goobobboggubobboooouuobooood
guooboog
gubbooogubboboggoubbooouoobooooubood
gobbbbogoubbbooguonbboooguubboooon
gubboboogtobbbogguubbooooonboboooonboood
gg
goobog
goodoodood
goooboobooboboboboboboooobooboobobopOobO
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



(13) uoboooboooboaobod

gooodopgUo0b00b0b0b0oooobDooDobooboobobobooog
bbbt bboooggoubboooguboood
gobobobboogoooo
guobog
ooo0odoooopUObO0ObOobOobOobOonon
gooobo
gubbooogtobbbogguuobbooooonbobooooubood
gobbbboooobbbooogubnbboogonbbooogonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd
gouodbuodgbuodbudgbodgbudgbuoobogbooboogbogod
goudgbuodgbudbugbuodgbuodgbuogbogbaobogbogod
gobbbbogooboooooouonbboooguonbboooguboooga
bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
dboodbuodbuoobgog4ousoodboobooboobooboobg
goooo
gouoobog
gubboboogtobbbogguubbooooonboboooonboood
0000000000000 0D0ODUOEXp. Opin. Invest. Drugsdd 5, 323-33
st budougbogbooboobooboobooboobonon
goodboodbouodbuodbodbuodbooboobooboobooobga
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gboodbuodboodgboobooboobuoobooboboboob
goooog
gboodbodgbuodgbugbodgouodgbuodgbuogbuogbogboon



14 uoboooboooboaobod

guooooobuoogoooooobboooooooog
guooobobobugooogouooooobbuooooooooo
guooooboooooood
gooooo
guooboobbbudoooooooboobboooooooon
guoobbbbbudoooooobobobbbuoooooooboon
do2-kbO0 00 00dooooon
gooood
gobobooboooobobobooooobobooooooboooooonoboooa
gobbbbooooboobooooubobboooouonbobooogonboood
gobbbboooobotooooubobboooogonbobooogonboood
gobbbbooouboooooouonbboooguunbbuooogonboood
gobbbboodobootboooubobboooguubbuooogonbooog
gobbbboooubooooooubobboooogubobooogubooog
gobbbbdogouboooooouonbboooogonbbooogoboooga
guooooooooogoooooobbuoooooooog
guooooboobuoooooooboobouooooo
gogooo
guoooobobobobuooogooooobboooooooon
guoobobbobbudooogoooboobbbuoooooooon
O OE.C. Butcher, Cell, 67, 103300199101 ; T.A. Springer, Cell, 76, 3010
19947 ; D. Cox O *“ The Pharmacology of the Integrins.” Medicinal Resea
rch Rev. 14, 1950019940 00 0OV.W. Engleman OO ” Cell Adhesion Integrins
as Pharmaceutical Targets.” in Ann. Repts. in Medicinal Chemistry, Vol
. 31, J.A. Bristol O; Acad. Press, NY, 1996, p.1910 000
goooog
gobbboooobboboooooboboooooboboooooboooga
bbbt bboooounbbta oo g
000000000 Db0bL0ObO0OLO0D0ODO0bOD0obOD0obOObOOobOOobOOoooOog



(15) uoboooboooboaobod

bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
U
gouoobog
gboodbododbo2obudbodbouodboobuoobodyygobooon
gooooooobooosgoooopoboobobOobobobooooobo
goo0dbodbdedbdob0obOopUOUobobbUpUobobOobobOobog
god
gooood
gooobooboobobopobobopboboboooooboobooormo
O0b000oobo0obbOUdUoebOpUOboOpO0O0ODbOObODOODOODOO
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd
oobbopUOb0O0b0bOfUcbpUObOOODOODOOODOODOODLOO
goudgbuodgbudbugbuodgbuodgbuogbogbaobogbogod
goooooooopgb0b0b0boooopgOobO0bOUbOobUobOooog
goobobooogoooo
guooog
guboboooogooo
goodoobooboobobobobuoboouoopgoOobooboobabp O
goo0odoooobooboboboooobooboobooopbobobooog
gobbbbogdubobooogoubnbboooguonbbooogubood
goo0dodboobobdepO0booboobobobobOoboboboog
gooobooboobobobobobooooboobooboobobobUtoUp
goodboodbouodbuodbodbuodbooboobooboobooobga
ERN
gooood
O0b0o0oobodobbad0pO0ObbO0OObDOODbOOODOODOOOO
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



(16) uoboooboooboaobod

bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood

guobog
gubbbooggubbbogoubbbooogunbboodtdiilla
gpbodbodboobobobobobooobooboobooboboboboboog
gobbbbogoubobooogubboooguonbbooogubood
goobot gonsgdubobbooguonbboogoonbboooon
gboodbodboodbogbooboobgansgboobooboobon
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
U

goooog
gbod baisgbudgbugbogboobooboobobobaoobda
OO0b000oobOoOobonbD 0015500 D0boobboobbootboeOoplbmoO
goudgbuodgbudbugbuodgbuodgbuogbogbaobogbogod
gooooo

guooog
gubbooogubbobogguubobuoooouboboooouboooda
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
gobbbbodogguobobooooubo

gouobog
gubbooogtobbbogguuobbooooonbobooooubood
gobbbboooobbbooogubnbboogonbbooogonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
god

goooog
gbddgbogbugbagbogbaob oObissugbagobaobd



an uoboooboooboaobod

bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
gbbbbdggubooboogubnbbooguubbooouniissy
gobbbbogguboboogoubnbboooguoubbooogubood
gubobbbooggubooonsbuuoguobbooguuboooood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
gboodbouodoogbooboobooban
gooood
gboodbodgbodgbouogbogbouodgbuodgbuoobuogbooboon
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd
gouodbuodgbuodbudgbodgbudgbuoobogbooboogbogod
gobboooboobboooboobbooobooboopbOoobboUobOoO
gobbbbogooboooooouonbboooguonbboooguboooga
pOO00O00O0O0O0OD00OD0OD0OLOD0ODOODbDODLODbDOLODODOODODObDOn
gooooooobooboopboboooboobooboobobobobooog
guon
guobog
ooo0odooooboobooopb0bobooooooooooboobap
goodboobooboboboboboooboobouoopgboboboboboog
go0o0dodboOpO0Ob0ODbObDOODOODnO
goobog
gboodboodbodbogboobuodboobuoobuogbooboon
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gboodoogoogoban
goooog
gboodbodgbuodgbugbodgouodgbuodgbuogbuogbogboon



(18) uoboooboooboaobod

bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gooooodd
guobog
gubbooogobbobogguubboooouoboboooouboooda
gobobooogd bDosubobugguonbboogunbbboddnss
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
goodoodbodbooboobuooboobooood
gooood
gboodbodgbodgbouogbogbouodgbuodgbuoobuogbooboon
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd
googooon
goooog
gubbbodogoboboboggouobobooooubobooooonboooga
guooood
guooog
gubboboogobobbooggoubobooouuoboooouboooa
gubbbboggubboboooguonbboooguubboooguboood
gobbbbogguboboogoubnbboooguoubbooogubood
gobbooogoobooogoobobood
goobog
gobbobbogtobbboggoobbooooonbobooooonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
good
gooood
gboodbodgbudgouogbodgoudgbuogbuogbuogbogboooan
gboudbudgbuodgbugboobooboossougn



19 uoboooboooboaobod

guobbbooogobbobuoogoubobooouunboboooounboooa
gooodoooobobobobobooooopUoboobobobobooog
goo0odoooobobobobooooooopgbooboobobobooog
gubbbboggubboboooguonbboooguubboooguboood
gobbbbogguboboogoubnbboooguoubbooogubood
goboboogggissguon
goobog
gobbobbogtobbboggoobbooooonbobooooonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
gouodbuodbouogboagbagssougoad
goooog
gboodbodgbuodbudgbogbuodgbuodgbuogbuogboogobagn
gobbbbogooboooooouonbboooguonbboooguboooga
bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gobbbbdgouboboogubnbobooggoboossbooogod
gooooo
gouoobog
gubboboogtobbbogguubbooooonboboooonboood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gboodgbuodbouodgbuogboobodg gogsshogbooboobon
gouodgbodgboodgoogbogoogoda
gooood



(20) uoboooboooboaobod

gooboooodd
gubbooogubbobogguubobuoooouboboooouboooda
goo0ooooobobobobooooboooopUobobobobooog
gubbbboggubboboooguonbboooguubboooguboood
gobbbbogguboboogoubnbboooguoubbooogubood
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
god
gooood
gboodbodgbodgbouogbogbouodgbuodgbuoobuogbooboon
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
Oob00o0ouob0odbedpOb0O0bbO0OO0ODbDOODbDOOODOODOObOO
gboodbodgbuodgbugbodgboodgbuodgbuoobuogoogoagn
50000 googboogboogoogoogn
guooog
guobbbooogobbobuoogoubobooouunboboooounboooa
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
gobobbbdoggubobobooguuoboboooouon
gouoobog
gubboboogtobbbogguubbooooonboboooonboood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
googod
gooood
gboodbodgbodgbouogbogbouodgbuodgbuoobuogbooboon
goudbouogbogbooboobobbobbonbo
gboodbodgbuodgbugbodgouodgbuodgbuogbuogbogboon



1) uoboooboooboaobod

bbb boooggoubbooogouboood
gboogbooadgo” gbago’ go,0bo0booboobobobobbod
goboboboogouooood
guobog
gubbooogobbobogguubboooouoboboooouboooda
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
goodbodboodbogboobuooboobooboon
gooood
gboodgbdogoogbagboob” o,0booboobobobaoobda
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
O0000o0bOo0obboooboOobD4,342,5660 O Theofilopolousd O O Dix
ondougoudg’ ggbudgoboudgbuodgbugo” gbogobodgoad
goudgbuodgbudbugbuodgbuodgbuogbogbaobogbogod
gobbbbogooboooooouonbboooguonbboooguboooga
bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
goooo
guobog
gubbooogobbobogguubboooouoboboooouboooda
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
dgoogobdaood
gooood
gboodbodgbodgbouogbogbouodgbuodgbuoobuogbooboon
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



(22) uoboooboooboaobod

0000000000000 booboobOonoDonnokKohler
000 Milstein ONatured 256:495-4970 197500 00 0000000O0O0O0O
O000000doodoooooooooboooboooooooooodzola
[0 Monoclonal Antibodies: A Manual of Techniques(l CRC Press, Inc.[]1987
guoobobbobbugoogoooboobbbuoooooooon
00000000 0a0pUO00O0OD00O0ODOO0OOO0ODOO0ODOOODOOODOO
guooooooboood
gooood
O00000000oOoOoO000oooooo0o0oooooooooOoooo
O00000ooooo0o0ooooooo0oooooooooOooooooo
O00000oooooo0o0oooooooogooooo
oooogd
O000000oooooo00gooooooo0ooooooboooooOoooo
O0OooooobboobooooobobbDbi2ociX.sup.+D 00 0O0OOOODODOO
O00o00ooooooOo0oooooboooo0ooooooboobooOooooooo
(015800 O 0 OO [O15810 O O O American Type Culture Collection, Rockvill
e, d.000O000OO0OO0O0OOOOOO0OOO0OOO0OOOOOOOOOOOOn
0000 0O P3X63-Ag8.65301 1 I Sp2/0-Ag140 DO O O O O
gogooo
gobobooboooobobobooooobobooooooooiseooood
guoobobbobbugoogoooboobbbuoooooooon
guooot bbb ooobbbbbbbuuoooooooooo
guoobbbbbtudooooooobbobbboooooooon
guoobbbbbutooooooobobbobbooooooo
oooogd
O00000oooooo0o0ooooooo0ooooooooooOoooo
O00000O0ooooOo00ooooooo0ooooooooooooooon
O0000oooooo0o0ooooooo0oooooooooooooooo
O00000o0ooooOoO0o0ooooooOo0oOooooooooOooooooo



(23) uoboooboooboaobod

gobbbbdgoubbboooounbooooguobooog
guooog
gubboboogobobbooggoubobooouuoboooouboooa
gubbbboggubboboooguonbboooguubboooguboood
O00odod4s5¢g/l00000O0O0020 MO OO0OO0OO0ODO20000000
O00o0oooobooboboboboooonodDbulbecco O, Virol. 8:396,
1990 00 0b0buoboouoouoouobognBalb/cOn O
goobog
gboodboodbodbogboobuodboobuoobuogbooboon
J00000bo0boobodbuobOobOobOsSastry 0019890 O Proc. Natl. A
cad. Sci. USAL 86:5728-5732;01 0 O Huse 0 [019890J [J Sciencel] 246:1275-1
210 poudgougobugbaobooboobooboobooboon
gouodgbuodgooagod
goooog
gboodbodgbuodbudgbogbuodgbuodgbuogbuogboogobagn
gobbbbogooboooooouonbboooguonbboooguboooga
gobobbobogginsgggobooogguuboooooogn
guooog
gbboogggboboooggoissguboboooggoubooooood
goboboooodggn
gouoobog
gubboboogtobbbogguubbooooonboboooonboood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
gbougbuogbogbogbooboobobobobobobbobbon
gooood



24) uoboooboooboaobod

guooooooobuooogoooooboboooooooon
guooobobobugooogouooooobbuooooooooo
guooobobbugooogoooooobboooooooon
guoobobbobbudooogoooboobbbuoooooooon
guoobobbobbugoogoooboobbbuoooooooon
guoobbbbuougoooooooon
gooooog
guobbobbbbutoooooobobbbbuoooooooon
gobobobboodobobooooouonboooogonbobooogonooog
gobbbbooooboobooooubobboooouonbobooogonboood
gobbbbdoooobbobooguobooboooubobbouoooun
goooog
bbbt boooooboooga
gobbbbogoubobobooguuobobouooooubnboooa
gubbboogobboboggouobobuooooobobuouooouobooog
guooooooooogoooooobbuoooooooog
guooooobuoogoooooobboooooooog
guooboboobuuoooooooooobbuooooooo
gogooo
guooobobbbobuoooooooboobbuoooooooon
guoooooon
gooood
guobbobbbbutdoooooobobobobboooooooon
guoobbbbbtdoooooobobbobbboooooooboo
gooboboooooobooboooooobooooao
goooog
00000000000 0Ode Haard, H.J. 00199900 00J. Biol. Chem.O 27
4:18218-300 O O Winter, G. [0 0199400 O Annu. Rev. Immunol.0 12:433-5501
gobbbboodobootboooubobboooguubbuooogonbooog



(25) uoboooboooboaobod

bbb boooggoubbooogouboood
goooo
guooboog
gubboogggboboooguon
gubbooogobbobogguubboooouoboboooouboooda
bbbt bbaoaggbbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
gboodoogobooooan
gooood
gboodbodgbudgouogbodgoudgbuogbuogbuogbogboooan
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd
gouodbuodgbuodbudgbodgbudgbuoobogbooboogbogod
oobbooopOo0obbo0o0obOoobbo0oobDOoobOoobbDoObboUboO
gobbbbogooboooooouonbboooguonbboooguboooga
oooodoooopU0b0bO0b0ObO0O0O0U0DODooDobODObOOobODO
bbbt bboooggoubboooguboood
gobboboogouboboooguon
guobog
gubbooogobbobogguubboooouoboboooouboooda
0o0o00ooooboobobob0obuob0oooooubognoFields, S.001989
ONature 340:245-600 0 U 00 0O0O0OUO0ODO0O0OO0O0OOO0OOOOOOOnOd
gobbbboooobbbooogubnbboogonbbooogonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
gouodgbodbuodgouagbogoagog



(26) uoboooboooboaobod

guooog
gubbooogubbobogguubobuoooouboboooouboooda
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
gobbbbogguboboogoubnbboooguoubbooogubood
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
ERN
gooood
gboodbodgbuodgbugbodgboodgbuodgbuoobuogoogoagn
goudgbuodgbudbugbuodgbuodgbuogbogbaobogbogod
gobbbbogooboooooouonbboooguonbboooguboooga
0000000000000 0b00000D000Lownman H.B. 0019910 Bioch
emistry 30:10832-80 0 0000000 0OO0OO0O0OODODODOO0OO0ODOODOO
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
gobbbbogguboboogoubnbboooguoubbooogubood
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gooood
gboodbodgbudgouogbodgoudgbuogbuogbuogbogboooan
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



@n uoboooboooboaobod

bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
gobbbbogguboboogoubnbboooguoubbooogubood
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbboogoubbboooubbooogun
goobog
gboodboodbodbogboobuodboobuoobuogbooboon
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
goodbuodbodgbuogbogbuogbuooboobooobda
goooog
googoogoagno
gboodbodgbuodgbugbodgboodgbuodgbuoobuogoogoagn
goudgbuodgbudbugbuodgbuodgbuogbogbaobogbogod
goo0odoooobooboobpb0booooDoboobooboobobobooog
bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gooooodd
guobog
gubbooogobbobogguubboooouoboboooouboooda
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
goodgboodbouodbod’ ggbuoobuooboobuooboobooobda
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



(28) uoboooboooboaobod

bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gobobooooggon
guobog
gubbooogobbobogguubboooouoboboooouboooda
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd
gouodbuodgbuodbudgbodgbudgbuoobogbooboogbogod
goudgbuodgbudbugbuodgbuodgbuogbogbaobogbogod
gobbbbogooboooooouonbboooguonbboooguboooga
bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gobobboogguobooodg
guobog
gubbbooogooboooooubn
gubboboogtobbbogguubbooooonboboooonboood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
googodan
gooood
gooogo
gboodbodgbuodgbugbodgouodgbuodgbuogbuogbogboon



(29) uoboooboooboaobod

bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
gobbbbdoogubbboggduboooooubnbbooogun
gouobog
Ooo0dbodobdedpUOb0Ob0ObDObOO0ODODODOODODODODODLO
gobbbboooobbbooogubnbboogonbbooogonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
gboogbodboogbogbagoonsgbuggboobooboobon
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goimsudboudoogoogbogboobooboobooboobon
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd
O0b0b00UeU0OpbO0O0DbO0ODOOUODOODOOLODOODOODLOO
oobboooboobbooobotbedpbboobbOobbDOoOobbOUObOO
gobbbbogooboooooouonbboooguonbboooguboooga
bbb bboooounobooooggn
guooog
gubboboogobobbooggoubobooouuoboooouboooa
guooboood
gouoobog
gubboboogtobbbogguubbooooonboboooonboood
gubobbbogouboboogoubbbooguoubbood sogon
gobbbboooobbbooogubnbboogonbbooogonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



(30) uoboooboooboaobod

bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
ug
guobog
gubbooogobbobogguubboooouoboboooouboooda
goobooogoubooood
goobog
gobbobbogtobbboggoobbooooonbobooooonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
goudgoogoooboobooboboboobon
gooood
oobooooboobobooopOo0obbO0oUobOoobbOUOUobDooboboOoboo
gobbooobooboboooboobboooboobbOoboboDooboboUup OO
gouodbuodgbuodbudgbodgbudgbuoobogbooboogbogod
gobopUodbOo0obbO00bOo0boboOoUobDOoobOoobobDoObboUoboo
goo0oooooboobobobooooooooooboobobopgooog
bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
gobbbbogguboboogoubnbboooguoubbooogubood
gobboboogoobooogon
goobog
gobbobbogtobbboggoobbooooonbobooooonbood
goodgbooobooboobon
gboodbodgbudgbouogbogbouodbuogbuogbuogbooboon
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
gboudougoboobooboobobobobbon
gooood



(31) uoboooboooboaobod

godoooo
guoooobobobobuooogooooobbuoooooooon
guooobobbugooogoooooobboooooooon
guoobobbobbudooogoooboobbbuoooooooon
guoooooo
gooood
guobbobbbbutdoooooobobobobboooooooon
guoobbbbbtdoooooobobbobbboooooooboo
gobobobboodobobooooouonboooogonbobooogonooog
Ausprunk OO, Am. J. Pathol., 79:597-618[1 197500 00 00 O Ossonski [0, Cance
r Res., 40:2300-23090J 198001 U OO U O
goooog
bbbt boooooboooga
gobbbboooubooooooubobboooogubobooogubooog
gobobbbogobobbouooooubobouooood
godooo
guooooooobuooogoooooboboooooooon
guooobobobugooogouooooobbuooooooooo
guooobobbugooogoooooobboooooooon
guoobobbobbudooogoooboobbbuoooooooon
guoobobbobbugoogoooboobbbuoooooooon
goog
gooooog
guobbobbbbutoooooobobbbbuoooooooon
gobobobboodobobooooouonboooogonbobooogonooog
gobbbbooooboobooooubobboooouonbobooogonboood
00000000000 00000D Amato [0 00199400 Proc. Natl. Acad. Sci
. 91:4082-40850 U U O
goooog



(32) uoboooboooboaobod

guobbbooogobbobuoogoubobooouunboboooounboooa
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
gooboooodd
gouobog
gubbooogtobbbogguuobbooooonbobooooubood
gobobbbooooobo
gooood
gboodbodgbudgbouogbogbouodbuogbuogbuogbooboon
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
O00000Db0O0b0DOOYan O0O19930J. Clin. Invest. 91:986-99601 (1 O
U
goooog
gubbbodogoboboboggouobobooooubobooooonboooga
bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
gooboboogoubooodad
gouobog
gubbooogtobbbogguuobbooooonbobooooubood
gobbbboooobbbooogubnbboogonbbooogonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
googodan
gooood



33) uoboooboooboaobod

gooboooodd
gubbooogubbobogguubobuoooouboboooouboooda
gbbbbogouboooooguonbbooggubboooguboood
gooodooboopUob0b0obOobooobooboobooboboboboboog
gobbbbogguboboogoubnbboooguoubbooogubood
gobobobbogoobbooogun
goobog
gobbobbogtobbboggoobbooooonbobooooonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudouodgbuogbugbooboobooboobobbonobo
gooood
gboodbodgbuodgbugbodgboodgbuodgbuoobuogoogoagn
goudgbuodgbudbugbuodgbuodgbuogbogbaobogbogod
gobbbbogooboooooouonbboooguonbboooguboooga
bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
gobbbbogguboboogoubnbboooguoubbooogubood
goobboogguoboodd
goobog
gobbobbogtobbboggoobbooooonbobooooonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
googbouogouogoogoooood
gooood
gboodbodgbudgouogbodgoudgbuogbuogbuogbogboooan
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



(34 uoboooboooboaobod

bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gobboboogouboboooguon
guobog
gubbooogobbobogguubboooouoboboooouboooda
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
googbooobooboon
gooood
gboodbodgbodgbouogbogbouodgbuodgbuoobuogbooboon
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd
gouodbuodgbuodbudgbodgbudgbuoobogbooboogbogod
goudgbuodgbudbugbuodgbuodgbuogbogbaobogbogod
gobbbbogooboooooouonbboooguonbboooguboooga
bbb booooounboood
guooog
gubboboogobobbooggoubobooouuoboooouboooa
gubbbboggubboboooguonbboooguubboooguboood
gobbbboogubbooooouoboboggun
gouobog
gubbooogtobbbogguuobbooooonbobooooubood
gobbbboooobbbooogubnbboogonbbooogonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
gouodgbodgboodgoogbogoogoda
gooood



(35) uoboooboooboaobod

guobbbooogobbobuoogoubobooouunboboooounboooa
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
gubbboogoobboogoubboogouoood
gouoobog
gubboboogtobbbogguubbooooonboboooonboood
gobbbbogoubobooogubboooguonbbooogubood
gobobbboooobbobooogun
gooood
gboodbodgbudgbouogbogbouodbuogbuogbuogbooboon
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
gbouodbuodgbuodbugbogbuogbuooboobooobda
goooog
gboodbodgbuodbudgbogbuodgbuodgbuogbuogboogobagn
gobbbbogooboooooouonbboooguonbboooguboooga
bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
gobbobodgoubboogoubboogoubboooogoboo
gouobog
gubbooogtobbbogguuobbooooonbobooooubood
gobobboogguoboodn
gooood
gboodbodgbudgbouogbogbouodbuogbuogbuogbooboon
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



(36) uoboooboooboaobod

bbb boooggoubbooogouboood
gbodbdodbooboobuoobouobooboobouoboo2nb28d
gobobbbogggbobbootdgoooooaun
guobog
gubbooogobbobogguubboooouoboboooouboooda
gobbbbogdubobooogoubnbboooguonbbooogubood
gooodboobooboboboboboooooopgbooboboboboboog
gobbbboooobbbooogubnbboogonbbooogonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
o0 boboboooobooopgboboboboboboboooboobo
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd
gbouodbuogboobooboobobbobbobo
goooog
gubbbodogoboboboggouobobooooubobooooonboooga
bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
gobbbbogguboboogoubnbboooguoubbooogubood
gobbboogobbbodogoubbooooobbooooubood
goobog
gobbobbogtobbboggoobbooooonbobooooonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



@37 uoboooboooboaobod

bbb boooggoubbooogouboood
gooboboooguooo
guooboog
gubbooogubboboggoubbooouoobooooubood
gobbbbogguboboogoubnbboooguoubbooogubood
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
goooboooood
gooood
gboodbodgbodgbouogbogbouodgbuodgbuoobuogbooboon
gboudgoogobogoaogn
gooood
gboodbodgbuodgbugbodgboodgbuodgbuoobuogoogoagn
goudgbuodgbudbugbuodgbuodgbuogbogbaobogbogod
gobbbbogooboooooouonbboooguonbboooguboooga
bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
gobbbbogguboboogoubnbboooguoubbooogubood
gobobooogouoboooogoubbooood
goobog
gobbobbogtobbboggoobbooooonbobooooonbood
goodoogoooban
gooood
gboodbodgbodgbouogbogbouodgbuodgbuoobuogbooboon
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



(38) uoboooboooboaobod

bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
gobbbbogguboboogoubnbboooguoubbooogubood
gobbbbogdubobooogoubnbboooguonbbooogubood
gobobboogguoboodg
goobog

gboodboodbodbogboobuodboobuoobuogbooboon
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd
gouodbuodgbuodbudgbodgbudgbuoobogbooboogbogod
goudgbuodgbudbugbuodgbuodgbuogbogbaobogbogod
gobbbbogooboooooouonbboooguonbboooguboooga
bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
gobbbbogguboboogoubnbboooguoubbooogubood
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
googooon

gooood

godg

oo0oo0oob0o obooboooboobpUoUobooobbooboboooo
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



(39) uoboooboooboaobod

bbb boooggoubbooogouboood
goobbbdogouobbooogoubbooaod
guooboog
gubbooogubboboggoubbooouoobooooubood
gobbbbogguboboogoubnbboooguoubbooogubood
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
goodbodbouodbogbogbodgbz2zbamdbgdbogbooonogd
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
googodaood
goooog
gboodbodgbuodgbugbodgouodgbuodgbuogbuogbogboon
gouodbuodgbuodbudgbodgbudgbuoobogbooboogbogod
goudgbuodgbudbugbuodgbuodgbuogbogbaobogbogod
gobbbbogooboooooouonbboooguonbboooguboooga
bbb boooggoubbooogouboood
gooooooobooboopboboooboobooboobobobobooog
goo0odoooobooboboboooooobooboobobobopgooog
gubbbboggubboboooguonbboooguubboooguboood
guon
gouobog
gubbooogtobbbogguuobbooooonbobooooubood
gobobbbooggubobbbooooobn
gboodboodbodbogboobuodboobuoobuogbooboon
goooboobooboboobopbobooobooboboboboboboboog
goodgouodbuodgbuogbogbuodgbuoobuooood
goooog
googod



(40) uoboooboooboaobod

guooooooobuooogoooooboboooooooon
guooobobobugooogouooooobbuooooooooo
guooobobbugooogoooooobboooooooon
guoobobbobbudooogoooboobbbuoooooooon
guoobobbobbugoogoooboobbbuoooooooon
guooobboobbuoggooo
gooooog
guobbobbbbutoooooobobbbbuoooooooon
gobobobboodobobooooouonboooogonbobooogonooog
gobbbbooooboobooooubobboooouonbobooogonboood
JoodoodbOm-sicwn00goooo
goooog
bbbt boooooboooga
gobbbboooubooooooubobboooogubobooogubooog
goon
godooo
guooooooobuooogoooooboboooooooon
gooboobboooobooooooubboooogonboboooo.oabog
O00pgOO00O0000OmLOOO100p ¢g/mLO0OODOO0ODO 1 g/mLDO O 5p
/MO0 005 g/mMO000000000O00O00O0O0O0O0OOO0OO0O0ODOO0OO
0000000000000 000oo0booobooOo.1 mg/kgh O 300 mg/kg
O00000000.2 mg/kgld 00200 mg/kgld DO O OO OO OO0.5 mg/kgd 0020 mg
/kg0 000000
gooood
gobobooboooobobobooooobobooooooboooooonoboooa
gobbbbooooboobooooubobboooouonbobooogonboood
gobobobobdgz200oouobopMobosooodmd oo gdn1o0
pMOiImMO OO ooooooooogg
goooog



(41) uoboooboooboaobod

00000000000 00000000000000000000000C
000000000000000000000000000000000.100
000000pg000000000nO000200p ¢/ml0000000 1y g/l
00150p ¢/mL000000000000000000000500 g/mol0000
000000000000000000000000000000020000
D0OpNMOOO500000mO0000000100p MOMMOOOOOOO0O
000000000000000000000000000000000000
000000000000.1 mg/kgh 0300 mg/kgD OO0 000002 mg/kgd O 2
00 my/kg0 000000
0ooooQ
0000000000000000000000000000000000C0
000000000000000000000000000000000000
000000000000000000000000000000000000
00000000000000000000
0ooooO
000000000000 0000000000000000000000C0
000000000000000000000000000000000000
000000000000000000000000000000000000
000000000000000000000000000000000000
00000000000000000
0ooooQ
0000000000000000000000000000000000C0
000000000000000000000000000000000000
000000000000000000000000000000000000
000000000000000000000000000000000000
000000000000000000000000000000000000
0ooo
0ooooQ
0000000000000000000000000000000000C0



42) uoboooboooboaobod

bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
gobbbbogguboboogoubnbboooguoubbooogubood
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gooooo
gooood
gboodbodgbudgbouogbogbouodbuogbuogbuogbooboon
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd
gouodbuodgbuodbudgbodgbudgbuoobogbooboogbogod
gboodgbuodgbuodgboagbogoagog
guooog
guobbbooogobbobuoogoubobooouunboboooounboooa
bbbt bboooggoubboooguboood
goobooooggn
guobog
gbodbdoobdoobuoobooboo.cibuoobuoobuooboon
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gboodbodboogbogoboo.ocibuouoe.cabbogboobiood O
goooboooood
gooood
gboodbodgbodgbouogbogbouodgbuodgbuoobuogbooboon
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



43) uoboooboooboaobod

goddoboooodooboooouooodoouoooooooooogd
godooboooodooogoouoooooouooooooogd
godobodootdooodoouooodoooooouooooood
goddooooodoooooouoooooouooodoooooogd
0000000000000 oooogooonsyrigos,
K.N.[O 199900 Anticancer Res. 19:605-130 0 00000000 0O0OOOOOO
goddobodoodooodoouooodoodooodoooooogd
goddobodoodoonodoodooodoodooodooogoogd
gobobobboodobobooooouonboooogonbobooogonooog
gobobobboooubbobooouboboboooouoo
goooog
gooo
bbbt boooooboooga
gobbbboooubooooooubobboooogubobooogubooog
gobbbbdogouboooooouonbboooogonbbooogoboooga
0000000000 OReceptor Binding Techniques, Methods in Molecular
Biologyl 106, [0 M. Keen. Humana Press, 1999; Brooks [ [ 19980 (I Celll
92:391-400; Brooks U 0199601 [J Celll 85:683-693;01 UJ U Brooks [ [11993
O00J. Cell. Biol.O 122:1351-13590 0 0000000
goooon
godoobodootdoooddouooodoooooouooooood
goddoogoodoooooouoooddodooodoouooogd
godoobodoodoodoouooodoouooogd
godgon
gobobooboooobobobooooobobooooooboooooonoboooa
gobbbbooooboobooooubobboooouonbobooogonboood
gobbbboooobotooooubobboooogonbobooogonboood
gobbbbooouboooooouonbboooguunbbuooogonboood
gobobbbggobobobouoooouoboboooon



44) uoboooboooboaobod

oooooo
00000000000000000000000000000000000
000000000000000000000000000000000000
000000000000000000000000000000000000
000000000000000000000000000000000000
O
0ooooo
00000000000000000000000000
00000000000000000000000000000000000
000000000000000000000000000000000000
000000000000000000000000000000000000
000000000000000000000000000000000000
000000000000000000000000000000000000
000000000000000000000000000000000000
000000000000000000000000000000000000
000000000000000000000000000000000000
00000000000000000000000000
oooooo
00000000000000000000000000000000000
0oooooooo
0ooooo
000
0ooQ
aOBOOOO
000000000110 kDOOO0O0OO0000000000000000a O
pOO0D00O0O0D0O00DOOO0DOI00000 0000000000000
000000009 k00000000000 00000000000000
000000000000 O0BO0O0O000O0O000O0O0O00O0O0D0OO0O
D0000000eOBROD0Ig00O0O000O0O00000000O000O00O



(45) uoboooboooboaobod

O00ac OB O0OS0pID000O00O0O0O0O0O%kKOOO0OO0OO0OOOO0OO
U
gboooood
Ooo0dbodbdedpUOb0ObODbOO0OU0ODODODODODODODODLO
gooopogooekoOobobooooooooboobobobobooog
goooboooood
gooood
good
oUpUoboOoooonog
goooboobodobdobicbobd oboooobobdboabpbObnO
ovpUOOOoOoooooooboOo-oo0boboooobooboobobobn
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
Oobo00oob0ooboboooboobboUpUO0bbOObObDOObDbOObOO
OOobb00ooboobboooboobboooboobobogeokpobooooO
gboodbudbprod b0l oobooboobon
000000 il0D0D000O0bO0000D0oooOOprep-1000 0B OO0
w0000 000DO0DL0ODO0D00O00av BUO0OWWoUOODODO
0000000000000 dprep-200a 000w ODOOO
gboooood
O0000odbodboOpbO0Ob0Ob0ObOOOODoOkDDODOOOOODOODO
goodbuodbodbuoobuoobuoobooboobooboobooba
OoOpOU00000ODO0ODODODbDOODOO
gooood
good
Ooo0db0dbdoeUdpObObObObObDOOO
0000 obobobobobUobbobdbobOpbUOb0Uov OO0
gbudboudbuogbuogboobooboobooboobooboon
gouogbugbudgbouogbouoobuogbooboobooboobiulila
OpUb000db0O0bbO0U0b0OU0beUOpBO0OODbOOODOODOOLOO



(46) uoboooboooboaobod

bbbt blpguuuoog
Ooo0ooooobobdoeOpUOb0wwiID0O0O0ObO0ObO0ODbDObDObDObDOO
O00OavBO0Olpgooonoon
guobog
guoo
OooodbododboOpbOObOnO
coUUpU0b0boooooboobopgbUObUObObUObDObObODObODODObDOn
gOwopg/mOO00O00DOODOODObD2pg/MmIDODO0ODO0OOOOOOnDO
goodboodbouodbuodbodbuodbooboobooboobooobga
gooobooboobobobobobooobotbbabpoboboboboog
goodbuodgbodbogbooboobuot+xooboobon
goooog
godg
o0pUO00O0DLOO0OODODOUODOUObLDOOODOO
oc0pU0000O0OO0ODOODOUOODOODOOLODOODOODOOO
gobbbbogooboooooouonbboooguonbboooguboooga
doodbuoob2bddbooboobooboobooboobooobo
0100 ng/mIDO0O0O0O0O0O0OO0OOO0O0O0ODO0ODOODO0ODO0OOOODOODOO
googpoiooood oobuoobuoobooboooopygiooboonbg
gubbbboggubboboooguonbboooguubboooguboood
O00d00U0cU0OpfpUOObO0ODLOODOOOODODOODODODOODODODObOOO
goo0dbodbodbebOpbU0Ob0Ob0ooboobOobOobobOobobOoboog
gobbbboooubobooooubbbooogonbboooduilad
pOOb0OD2-3000000D00DO0c0OBOOOODO2-1000OOODOODO
gooopogosooso ng/midb0ooooooobooboobobobooog
gol1oo0100 ng/mi0 000000 bO0boooooooboobooboobon
gooood
godg
oobooooboobobooobbootbeOpbOoobboOoO



“n uoboooboooboaobod

guobbbooogobbobuoogoubobooouunboboooounboooa
gooodooooboobobobopbobooboobooboobobobobooog
gbbbbogouboooooguonbbooggubboooguboood
dbodbdodboobuoobuooboob2ouuboobooboobon
gooodoopUOb0obO0bO0b0obo0ooboobOoboobobobobooog
goooooooopgb0b0obobooobooboobooboboboboboog
gobbbbogoubobooogubboooguonbbooogubood
gooobooopgbobob0oboboooboobuoboboboboboboog
gboogbdoobooboobonoo
gooood
gooobooboobobobobopoboooooboobobobobobo
goodgbuodgbouodgbuogbogbuogbuooboobooobda
gooood
godg
gboodgboogbuodgbogbogoad
00000000 U0pO0DL0OD0ODOOOODODODOODODODODO
bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gobobooooggon
guobog
ooodoobooboboboboboboooooopgbooboOobOobOobO
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
goooboobooboboboboboooboobobobobobapog
gbouodouogbogbooboobooboobobobobbobobo
goooog
gboudgbuogbuogbuagboooago



(48) uoboooboooboaobod

gobbbbogoubbboogubobobooogouobobooa
goooo
gubboboogobobbooggoubobooouuoboooouboooa
gobbboogguobboogoono
gouoobog
gobbobboggubbbooogubbbboogouon
gubbobooggbbboogouobbooooonbobooood
goobog
gboodboodbodbogboobuodboobuoobuogbooboon
googodan
goddgbdogbooboobooboobuoboboboboobon
goooog
godg
gboddbogbogbaobogbagboobaoooad
gboodbogbliogbudgbuadgbouodbudgbuodgbudgbodgz40dn
giblop g boooggubboooooosdd
bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
gobbbbogguboboogoubnbboooguoubbooogubood
gobbbbogdubobooogoubnbboooguonbbooogubood
gsgioudboogod+xogoboonod
goodboobodobobdbabpbU0b0obooobooboobobOobOobO
goodoogoooban
gooood
godg
goudgboogbouodgoogooagod
gboodbodgbuodgbugbodgouodgbuodgbuogbuogbogboon



(49) uoboooboooboaobod

bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
+00uoogogn
gouoobog
gubboboogtobbbogguubbooooonboboooonboood
gubbbbogouboboogubboogginsgggubooogod
gobbbboooobbbooogubnbboogonbbooogonbood
gboodboogogansgbooobooboobooban
gooood
gooogo
OO0000U0o0OpLO0O0ODOODLOOODOOONS00O
god
oc0pUb000O0O0OO0ODOOODOUOODOOOWOpe/mIDOODOODOOO
OO0Oz2po/mIDO0000O0O0OOBBO00O00O00 O 00O0O0OODO0OODOO
gobbbbogooboooooouonbboooguonbboooguboooga
bbb boooggoubbooogouboood
+000dggubooogguboooogoubooogssuugaggooo
O0000ooooboobogoecdtUav pUODODODODODO
guobog
O00O00oOoooogsidde 00000 0ob0oboobobobonn
gubbbbogouboboogupssgubboooguuboooood
gobobbooggobooo
goobog
gooogo
googbogbooobissgoboooon
00000000005 x 10°00100000000000000000024
gouogbouodoodobdgsst2.0p gi10.0p gUs0.0p g oo
grdbudbdudbogbogbuobuoobuoobooboboboobon



(50) uoboooboooboaobod

gbooobooosbiiodboobdo+sobooboubooboobon
goooooon
gboooood
gbhooboooboogmssbogbgoboobooboobooboobo
goo0od0oooobobobobobooobodbtde0pUoboboboboog
goodboodboodbuoobuoobuoobuooboobooboobooobga
god
gooood
gboodboodbodbogboobuodboobuoobuogbooboon
goodgoooooooaon
gboodbodgbodgbouogbogbouodgbuodgbuoobuogbooboon
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd
gougbuodgbuodbogbogbogbuogbogbagn
goooo



(61) uoboooboooboaobod

SEQUENCE LISTING

<110>» University of Southern California
Brooks, Feter C,.
Hassanieh, Loubna
Rodriguez, Dorothy

<120> NOVEL METHOD AMD COMPOSITION FOR
INHIBITION OF ANGIOGENESIS USING ANTASCNISTS BASED ON MMP-2
AND BETA 1 INTEGRIMS

<130> 13761-T734PCT

<140> Hot Yet Assigned
<141>

<150> 08 60/143,581
<151> 1999-07-13

<150> US €0/152,495
<151> 1835-02-02

<160> 3

<170> Fast3EQ For Windows Version 4.0
<210> 1

<211> 10

212> PRT

<213> Artiticial Sequence

<220>
<223> Synthetic sequence, FRIE-1

<223> Binds to MMP-9 and beta 1 integrins.

<d00>» 1

Cys Arg Leu Arg Ser Gly Glu 2ro Gln Cys
1 5 i0

<210> 2

<211> 10

<212> PRT

<213> Artificial Segusnce

<220
<223> synthetic sequence, ARA

<223> Binds to MMP-9 and beta 1 integrins with
substantially reduced binding capacity comparsd to
the binding capacity cf FRIP-1 to MMP-9 and beta 1
integrins.

<400> 2
Cys Arg Ala Ala Ala Gly Glu Pro Gln Cys
1 ] 10

<ZL0> 3

<Z1ll> 10

<Z1li»> PRT

<Z13> Artificial Sequence

<220>
<Z23> Synthetic segquence, RAAA

<223> Binds to MMP-% and beta 1 integrins with
substantially reduced binding capacity compared to
the binding capacity of FRIP-1 t¢ MMP-9 and beta 1
integrins.

<400> 3
Cys Zrg Ala Ala Ala Ala ¢lu Pro Gln Cys
z 5 140
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Interr

nal Application No

PCT/US 00/19095

4. CLASSIFICATION OF $UBJECT MATTER

According ta Inemalional Patent Classification (IPG) orte both national dassiiicstion and IPG

IPC 7  ABIK33/385  A61K38/00  A61K31/00 BE1K31/7088 CO7K14/705
AGLKA7/48  AGLK51/00 GO1N33/53 AGLP3/00 A61P17/06
ABIP25/00 A61P35/00 ABLP35/04

B. FIELDS SEARCHED

Minimum documeniation searched (classificalion svsiem Toliowed Dy classifcalion symbols)

IPC 7 COVK

Documeniation searched other than minimum documentation 1o the exient Inat such decuments are included In the Tlekis searched

Elecirenic data pase consulted guring the inigrnational search {name of data base and, where praciical search teims used)

EPO-Internal, WPI Data, PAJ, MEDLINE, BIOSIS, CHEM ABS Data, STRAND

¢ BOGUMENTS CONSIBERED TO BE RELEVANT

Catsgory © | Cltalion of decument, with indication, where appropnate, of the relevan passages Redovant 1¢ ciaim No.
X VARNER J A ET AL: "ANTAGONISTS OF 1,3,6,
VASCULAR CELL INTEGRIN ALPHAGBETAl INHIBIT 8-12,
ANGIOGENESIS™ ' 17-20,
CIRCULATION,US,AMERICAN HEART ASSOCIATION, 53,54,
DALLAS, TX, 58,60,
vol. 98, no. 17, November 1998 (1998-11), 61,64,
page 4166 XP000857372 101-104
ISSN: 0009-7322
the whole document
X WO 95 14714 A {JOLLA CANCER RES FOUND) 1.,3.,6,
1 June 1985 (1995-06-01) g-12,18,
53,60,
101-104

page 3 —page 4; ¢laims 64-69; example VII

-/—

Further clocuments are listed in the continuation of box C.

Fatent famify membDers are listed in annex.

= Special categories of ciled documents

"A" documeni defining the general slate of the art which is not
consigered to be of particular relevance

"E" earlier doCUMAENT DUL published on or alier ihe inlernationat
filing date

*L* gocument which may threw doubtson priorty claim{s) or
which Is cited 10 estabiish the publigaiion daie of another
citalion or cther special reasan (as spetmes)

0" document reserning to an oral disclosuie, use, exfibition ar
alner maans

'P* doturnen publishad prior 1& the inlernationa! filing date but
later thar the priority date claimed

T later docurnent published afler the inlematicsal filing date
or priarity date and nol in conflict wih the application but
eited to understand the principle or theory undetdving the
inventian

'¥* documani of paricuiar reievancs; the claimed invention
cannol be consideted navat or cannat be considered to
nvolve an inveniive step when the document is iaken alone

¥ document of pariicular relevanca: the cleimed invention
cannot be considered 1o involve an inventive slep when the
documenl is combined with one or more othat such docli-
mentg, sich combination being abvious 10 2 poarsan skilled
inthe ari,

'&" cocumeani membar of the same paters famity

Date of [he actea compielion of the imemalional search

15 December 2000

Dede ot maliing of the international search repart

1501 84

Mame and mziing address of tiee 1I8A
Europsan Patant Office, P.B. 5818 Palentlzan 2
L ~ 2260 HV Rijpwijk
2 Tal, [+31-70) 340-2040, Tx. 31 651 epo nl,
Fax: (+31-70) M4D-3016

Authorized officer

von Ballmoos, P

Fomn PCT/IS&2 10 isecond sheet) [Juty 1582)
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C.{Continuation) DOCUMENTS CONSIDERED TO &E RELEVANT
Calerary © ] Citalion of dacument. wilh ingication share appropriste, of the relevant passages Relevant o daim Ne.
X KOIVUNEN E ET AL: "Tumer targeting with a 1.,9-12,
selective gelatinase inhibitor.® 18,28,
NATURE BIOTECHNOLOGY, {1999 AUG) 17 (8) 34,42,
768-74. 45-5Q,
XP0Q0941541 53,57,
58,60,
101-104
abstract
page 770, right-hand column, paragraph &
page 771, right-hand coiumn, Tast
paragraph
X LOZONSCHI L ET AL: “Controlling tumor 1,2,
angiogenesis and metastasis of CZ26 murine 9-12.,28,
celon adenocarcinoma by a new matrix 34,42,
metalloproteinase inhibitor, KB-R7785, in 4547,
two tumor models.” 50,53,
CENCER RESEARCH. (1999 MAR 15) 59 (6) 54,57,
1252-8. |, 58, R0,
XPODD941536 61,
101-104
abstract
page 1257
A BROOKS P C: "Role of integrins in 1-14,
angiogenesis.” 17-24,
EUROPEAN JOURNAL OF CANCER, (1996 DEC) 32A 27,28,
(14) 2423-9. REF: 67 , - 33,34,
XPO0O0S41543 42,
45-51,
53-104
the whole decument
P,X BROOKS, PETER C. {1): "MMP - 3 binds toc a 1-14,
Tigand Tnduced cryptic site within bl 17-24,
integrin: Role in angiogenesis and tumor 27,28,
grawth.” 33,34,
IN VITRO CELLULAR & DEVELOPMENTAL BIOLOGY 42,
BNIMAL, (MARCH, 2000) VOL. 36, NO. 3 PART 45-51,
2, PP. 29.A. PRINT. MEETING INFO.: MEETING 53-104
OF THE SOCIETY FOR IN VITRD BIOLOGY WORLD
CONGRESS ON IN YITRO BIOLOGY SAN DIEGO,
CALTFORNIA, USA JUNE 10-15, 2600 ,
XP000943742
the whole document
P.X WO 99 53139 A (UNIV CALIFORNTA :VARNER 1-14,
JUDITH A {US}) 17-24,
18 November 1999 (1999-11-18) 27,28,
33,34,
42,
45-B1,
53-104
the whole document
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Box| Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet)

This Intarmaticnal Search Repor nas not been Sstablished in respect of oertain claims under Asticle 17(2)(z] for the following reasons:

1. Ciaims Nos.:

because they reiate to subject ratter not requifed 10 be s2arched by s Authorily, namaly:

Although claims 53-76 (insofar as they relate toc an in vivo methed) are
directed to a methad of treatment of the human/animal body, the search has
baen carried out and based on the alleged effects of the compound/compositien.

2 [¥] cuime Nos. 15,16,25,26,29-32,35-41,43,44,52
because they relate ta pans of the Intemational Appication that do not cemply with the prescribed raguiremenis to such
an extent that no meaningful Internalional Search can be carried out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

2. D Claims Nas.:

hecause they are dependent claims and are not drafted in accordance with the second and third sentences of Rule &.4{8).

Box H Chservations where unlty of invention is lacking (Continuation of item 2 of first sheet)

This international Searching Autharty tound multiple inventions in this internationat application, as follows:

1. D As all recuired additional search fees wers Imely paid by the appli'cant, this International Search Report covers all
searchabiz claims.

2. D As all searchable claims couln be searched without effort justifying an acldifional fes, this Authority did not invite payment
of any additional tee.

3. As cnly some of the required additional search fess were timely paid by the applicant, this International Search Report
covers only hose claims for which fees were paid, specifically claims Nos.:

4. No reguired acditional search fzes wers imely paid by the applicant. Consequently, this Internatonal Search Report is
restricted 1o the invention first mentioned in the claims; it is covered by claims Nas.:
Bemark on Protest l:l The additional search fees werg accompanied by the: applicants protest.

D e profest apcompanied the payment of additional search fees.

Form PCTASAI210 {continualion of frst shaet {1)) {duly 19588)
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international Application ho. PCTAIS 00 49095

FURTHER INFORMATION CONTINGED FROM PCTASA/ 210

Continuation of Box 1.2

Clatms Nos.: 15,16,25,26,29-32,35-41,43,44,52

Claims 25,26,29.31,32,35,37-41,43 lack clarity (Article 6 PCT). An
attempi is made to define the polypeptide antaganist by reference to a
result to be achisved, namely by having a certain binding affinity. The
binding affinity is defined in terms of functional features which are
unclTear since it is net indicated under what conditions the affinity is
measured. This lack of clarity in the preseant case is such as to render &
meaningful search over the whole of the claimed scope impossible.
CansequentTy, the search has not been carried out for ciaims
2h,26,29,31,32,35,37-41,43 but only for thase parts of the claims which
appear to ba clear, supported and dtsclosed, namely thaese parts relating
to the peptide antagonist clearly characterized by its sequence
(dependent claims 27,28,33,34,42).

In claims 15,.16,30,36,44,52 an indication of the deposit accession number
is missing. According to Rule I3bis PCT, the information as to the
accessien number should have been given within 16 months from the
priortty date. Since, apart from the meaningless internal designation
(Art. 6 PCT), no information is available in the application, the search
could not be performed for claims 15,16,30,36,44,52.

The applicant’s attention is drawn to the fact that claims, or parts of
claims, relating to inventions in respect of which no international
search report has been established need not be the subject of an
international preliminary examination (Rule 66.1{e) PCT). The applicant
is advised that the EPO policy when acting as an International
Preliminary Examining Authority is normally not to carry out a
preliminary examination on matter which has not been searched. This is
the case irrespective of whether or not the claims are amended following
receipt of the search report or during any Chapter 11 procedure.
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Patent document Publication Faient family Publicaiion
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WO 9514714 A (1-06-1995 us B9B1478 A 08-11-1999
Al 682561 B 0%-10~1997
Al 1259695 A 13-06-1996
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EP 0906919 A 07-04-1999
JP °n09142 T 16-09-1997
us 5627263 A 06-05-1997
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