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

[0 [0 20031 506321
(P20030 506321A)
(43)000 0015020 180 (2003.2.18)

G Int.Ccl oooQ Fl 0000000( O O)
0coo0d 70K 16/18 ZNA 0cO0070K 16718 ZNA 0408000500
OAD 60 10K 39/395 OAD 60 10K 39/395 D D40c000805
0000 0000 N 040HO 00405
OAD6010P 25/28 O A 60 10P 25/28

Oco1020N 9700 OcO1020N  9/00

ooono 0OOod booboooooo oo ooboodg

@eHOOOO 0 0 20010 503623(P20010 503623) (D000 0O000000000000000000
00oo0oooO

(86)(22)0 0 O 0 0 120 60 150 (2000.6.15) 0000000000000000247200

(85) 000000 00130120 140 (2001.12.14) 0000000000000000 64

(86)000D000  PCT/US00/16551 (72000 00, 0000

(7)DDDDOOO  Wo00/077178 000000000000 0000213500

67HOOoO0oo 0 0 120 120 210 (2000.12.21) 000000000000 06900

GLOOODO0O0D 60/139,408 ZH000 000 000 OO

(B32)000 0 0 110 60 160 (1999.6.16)

(33000000 0O(Us)

goooog

GHOODDODO0OO0 D000opUOOoOOoODODOOOOoOOOOoon

(G7oooo
000000C0O0O0O0000000BR-0000000
0000000000 C0C0O0000000000000
00000000C0C0C0C0O0O0OROO00000000
0000000000 C0C000O00000000000
00000000C0C0C00R-00000000390
400400410 0004104200000000
000000000000 0000000000000
0000000C00C0000R-0000000000
0000000000000 000000000000
000000000000 0000000000000
00000000OR-000000000000000
00000000000O00000000000000
0000000000000000000000BO0
00000000000O000O00000000000
00000000000O000O00000000000
00000000O000000O00000000000
000000000O0O0O0O0O0O0O0000000000
00000000O0O0O0O0O0O0O0000000



(@) goboobooodoobod

goooooodd

00000 ObOOobobobOobooooogop-b0oboOooboOobog
goooooodd

OO000oQo0 p-00b0dbp0boOo3u4bobobobooooonog
gooboboogoubooodad

oooood p-0bdb0dbdbOo40040b0bOobOobooboonog
gobobbboogoubooood

oooobog p-0b0b0dbdbdb4fi4220b0bobobooooono
goodgboooooobaoobd

oooobod obobobobOoboooobobobobop-0obO
gboogbouogbouodboogbuogbouodgboobooboogbooobageris
AUO0OOO0O0bDOO0Uooooboouoooobop-booobooobooboo
googoodgoogno

oooo0od Ooobobooboobboooboobbooubop-ooO
gboudbuodbuodgbugbuoobuoobuooboobuodobodDELISAD
Oo00o00ooooboobooboboboooop-b0b0ob0obooooDooDo
gobobooooagn

guobod gobobbbdggubbobooguobbooooguono
go0opg-0b0db0oooopooboobooboobobobobobooooooog
guon

guobod gobbbododggubbboooguobboooguobo
ggg

gobbod gobbbobdodggubbboboguobbooogobn
goooop-0bobooobooboobooboobobobobobooooobo
gboogbdoobooboobonoo

Oofoooonbo bOovkv4o0bdp-0bobobobobooooobo
gouodgbuodbodgoogbogboogoba

Oooooodb ODbobooboobp-0bboO0Uoboobboobobooog
ERN



(©) goboobooodoobod

gop-00000000000000D0ODOooOn
gooooop-000000oboobooboobobobobobooooooo
gooooodd
guboboogguobood

O00oo0ob OOobobobOobop-b0ob0obOobOoboooboobog
ug
goooopg-0bobo0obobooboobooboobobobobuoboooooboo
ERERN
goooopg-obobooboboobooboobooboboboboboooboobo
gboodoogobooooan
goodgoogbooobaon

Oooooodob Ooboboobp-0b0O0bbOOUObDOoOobbOOobobDOoo
god
ooboooboobbop-cooboobbooboboobboobbooo
oobboooboop-00bo0ooboooboboobbDOooboobboOooDo
gobobooooggon
gobobooggoooood

oooooonbo p-000b00b00b0ObO0ObObOobOoboOoOooobnog
go0opg-0b0db0oooopooboobooboobobobobobooooooog
guon

gubbood gbbbodoggubboogouboboooouon

goubbood tbbboobdogduobbooogobbboooounn

ooooooob ooop-0ooob, ,00000000000000
gobobbbooggubobbbooooobn

oooobodob bOOobobop-0bobobobobOobooboobg
god
goooboopoobobop-0bobooboboboboboboooboobo
googboogood
ooboopg-cOo0bO00bOo0U0obDOoU0bbOObUbOOoOobOoobbOOooDo



O] goboobooodoobod

gobobobooguuoboboooogn
goboboooggooboooad

guobood gbobbobddggubbboodouobboooouoo
p-00000000b00Ob0ObO0ObUObUObObOObODUObODObDUobDOobOobOon
goooo

ooooooob ooooop,,. ., 0000000000b00O000DbO0O0
gg

oooobodob bobobobOoboop-bobOobOoboOooboobg
goodoodbodbooboobuooboobooood

oooobodob boboboboboop-bobOobOoboOooboobg
gbouodgoogoooboobd

Oooooodob Ooboboobp-0b0O0bbOOUObDOoOobbOOobobDOoo
god
gobboooboobboop-coboboobboobbDOoobooboboOooDo
googbogobod
goooop-0b0ooooooooobooboboboboooooooo
gobobobooguuoboboooogn
goboboooggooboooad

guobood gbobbobddggubbboodouobboooouoo
p-00000000b00Ob0ObObUObObbOObODUObODOobDUObDOobOOobOoD
goooo

oo0oodob OOobobobOobuop-0bobobOoboooboobog
gooobood
gooobooooboobop-0bobboboobobobuoboboooboobo
goodboodgboooboobooboobooboobobobobobo
gop-00b0b0oboooboobooboboboboboboboooboobo
gouodgbuodbodgoogbogboogoba
gboudgoogobogoaogn

Ooo0oo0odob OobobOouoboobop-coOO0oUobOoobbOOoboboodg



®) goboobooodoobod

guooood
gooodooooboobodp-0b00oboobo0obob0obobuobooooooo
g
goobboboogdguobooodg
gobobooogoobood

gubbood gbobbodoggubboodgguobbooogobn
U
goooboooobobobobobobooouooobouobouop-o0obO
goodbouodboodgouogbooooago
gooobooboop-00b0booboobooboboboboboboooboobo
gouodgbogbooboobon
gboudgoogobogoaogn

Oooooob Ooboboobp-0b00obbOOUOobOOoOobbOOobobooo
god
gobboooboobboooboobboouoop-0bb0oobOoOobboOoUoDO
gobbbbogooboooooouonbboooguonbboooguboooga
goboboboboogoooo
gobobboogguobooodad
gobobooogooboood

guobood gbobbobdoggubbobooguobboooguoo
gobbbooggubbboooubnboooggn

ooo0oodb bOOobOobobOobooooboooop-OoOoboObO
g3u4obupuonoooboodbuoobuoobooboobooboonbg

gobbood gbbbbdogoubbbobogubobbooogobn
ERN
gooobooboobobobobobobooooouobouoop-oooobo
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
googbuogboudgouogoooooad
oobooobopg-0b0o0bOo0U0obOOo0bbOOobUbOOoOobOoobbOOooDo



) goboobooodoobod

goobbooogguobooodd
goboboooggooboooad

guobood gbobbobddggubbboodouobboooouoo
gg
goo0dooooboobobobobobooooooooop-oooooboo
gobobbooggubobooogunDn
gobobbooggobooo
goboboboogoobood

gboogbdd dobdoobdooboobooboobooboobod
googobaood
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goodgbuodgbouodgbuogbogbuogbuooboobooobda
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd
googobooog
gboodgoogbagoobaon

000000 OO0obOobOop-0b00bO0bOobOobOoboOoobDOobDo
g

gubobood gbobbobdggubbobooguboboboooouono
goooooodd
gubbbboggubboboooguonbboooguubboooguboood
gobbbbogguboboogoubnbboooguoubbooogubood
U
gobbbbogoubobooogubboooguonbbooogubood
goobbooodd
googbooobooboon

oooobodob bobobop-0boboboboboboooboobo
god



©) goboobooodoobod

gobobooooagn
guooog

gooooo
gogon
gubbooogobbobogguubboooouoboboooouboooda
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
gooooopooboo3u4suoup-obobobobobooooooobooz
oobbooboosobobobooodkball OO OOOOOSelkoe et al.,J.of
Neurochemistry 46:1820(1980)1 00D 00000 ODODOOOOODOODO

gobbbbooouboooooouonbboooguunbbuooogonboood
goooodad
goooboog
-0000000pB-00000000D0ODODOODbOODbDObOUODObOOO
goddoboooodooboooouooodoouoooooooooodd
0000000020000 000€0 0 St George-Hyslop et al.,Science 235:
885(1987) 0 Kang et al.,Nature 325:733(1987)0 0000000000000
000doodoooboooboooboooboobooog-ooboooon
goddooooodoooooouoooooouooodoooooogd
O00OkbaOB -0 000000000 OOOOOOOOOO0O
godgon
-000000000O0O000ooDbobOo0ooooboobooooooon
dd0oooooooooooooooog-oobobooooooooooon
gobobobboodoboboooooubobooogdn21000ogooood
p-00000D00O0D0O0D0O0DDO0UDOODODDOSt George-Hyslop et
al.,Science 235:885(1987)0 Kang et al.,Nature 325:733(1987)0 00 00O

gbouogbuodbudbugbodgbuogbogbsog4otgbognoognogd
oobboooboobboooboobop-bOo0obobOOoOobOoOobboOoUoDo



®) goboobooodoobod

O0oodoop-ib0ddboooboooboooboooboobooboooboon
O Hardy,J. ,Nature Genetics 1:233(1992)0 000000 0O0O0OO0OOOOOO

Op-000000000000b000b000bO0oobOoobOoobOooDbOon
0000 O Scheuner et al.,Nature Med.2:864(1996)0 03 -0 000000O0O

000000000000 b0b0obooooooooboOobOondkowall et
al.,Proc.Natl.Acad.Sci. 88:7247(199)0 000000000 O0OO0OOOO

0B -0000000000000000000000000000
0ooooo
00000000000000000000000000000000000
00 00Jarrett et al.,Cell 73:1055(1993)00 0000000000000
0D000000000400043000000B-00000000008,_,,
ooog,. ,.0000p, ,,00000000000000000 rate-determi
ning nucleus0 00 O00000pR, ,,0000000000000000000
0D0000000000000000000000pR,.,, 0000000000
nooog,. ,,00000000000000000000000000000
ooooooooop,. ,,0000000008,.,,00008,.,,00000
000000000000000000000000000000000000
000000000000000000000000000000000000

0 0O 00 O Scheuner et al.,Nature Med.2:864(1996)0 0 0 000OR Ooo00d

1-42

op, .., 00b0oboo0ooooboooobo0ooboobooboooboooon
00000000 DOGravina et al.,J.of Biol.Chem.270:7013(1995)0 O

gooood

p-0b0b000ooooboboob0obobobobobobooobooboo
goodboodbouodbuodbodbuodbooboobooboobooobga
gooooop-0000ooboobooboboboboooooooooboop -g
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gooobooboobobobobobobooooouobouoboop-o0obO
oobboooboobbooobooboop-0DOobobDOoOobOoOobboOooDo
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



(©)) goboobooodoobod

bbb boooggoubbooogouboood
gooboboooouooood
gogon
ooodboobooboobobobobuobobobooooop-bobooO
gobbbbogguboboogoubnbboooguoubbooogubood
gooooobooboobop-0b0boboobobobobuobuoboooooboog
gboodbodboobogboensAbogbooboobooboobon
gooodp-00b0bo0oboboobooboobobobobobobooboobo
goooooboobobobp-cob0oboboboboboboooboobo
gbodgbuodgoodgboogoensabogoogboobooboobon
goopg-0bdboboobobooboobooboboboboboboooboobo
O0000o0bOo0obobO0oobboobboouobp-0bb0O0bbOOOs904onr4ao
g4agdoodp4ibugoodgougbuogbogougnoogboogod
goooog
gbodgbogbdoiggbuoobooboobooboobobobobobo
goooop-0b0ooooooooobooboboboboooooooo
gobbbbogibogoubobiobbboooououbbooogouboooga
bbbt bboooggoubboooguboood
gooodoooobooboobopg-0b0b0ob0obobobobobooooooo
000000l oooooooobooboobig-0b0obonoooas9y4on4o
d41i0 00410420 00000000000 bOO00bOoUbOobObOobODbOn
gouobog
gooodboobooboobobop-0bob0ob0oboboboboboboo
gooodp-00b0b00o0oboobooboobobobobobobooboobo
goooooboop-000b0oboobo0oboobobobobobooooobo
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
goodgoogbooobaon
goooog
oooboooboobobooop-00oboobbooUobooobbooboboooo



(10) uoboooboooboaobod

O000oooobooboobob0obop-0bob0ob0obobooooooog
gooodoooobooboboboboooooooooooboboboo -
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
guon
gouobog
ooodboobooboobobobobp-cob0obOoboboboboboo
gooobooooboop-0coboboboboboboboboooboobo
gooooobooboobop-0b0ob0oboobobobobobooooobo
gooobooboobobobobobobooooouop-bobooooobo
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
ooooooboobooooboobop-bOoobD,. ,,bO0-0D00O0OD0DOO
gouodgbuodgooagod
goooog
oobobooobooboboooop-0boobo0oobooobbooboboooo
O00o00oooobooboobop-0c0b00b00b0ob0ob0obDoooooDooDo
Jo00o00oooobooboobob0oboooooooop-00oooooDooog
bbbt bboooggoubboooguboood
goooooooopg-00b0dbooboobooboboboboooooooo
ooooooobooooooop,,., 00b000bobo0ooboobbo0ooon
gooodp-000000000oobo0oboobobobobobooooooo
goooopg-0booooboooobooboobn
goobog
goooboobooop-ooboboobobobobobobuoop-00bO
goodboodbouodbuodbodbuodbooboobooboobooobga
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
p-0U0b0dbdbdbobOobobUobobooboobDobDOobDOobOoboOon
gougbouodbuodgbuogbogbuogbuogbooood
gooood



11) uoboooboooboaobod

oo0o0od0ooooboobdbobopg-0b0b0ob0b0ob0oboboboon
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
go0odoooobooboboboboboooooop-0boboooooboo
gobbbbogdubobooogoubnbboooguonbbooogubood
gobobbbooggubbboooooboood

goobog

gboodboodbodbogboobuodboobuoobuogbooboon
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
oobboooboobop-0o0o0oU0obD0o0bbOOobbOOoOobOoOobboOoUoDo
gouodbuodgbuodbudgbodgbudgbuoobogbooboogbogod
goudbougbogbooboobobbobbobo
gogooodd

Oo0ooooooopg-00b0doobooboobooboboboboboon
gooodooooboobodp-0b0b0obo0oboobobobobobooooooo
gooodooooboobooop-c0b00b00obobobobobooooooog
gooodbooooboobooboboboop-0bobobUoboboooooog
go0opg-0b0db0bo0oboooboobooboobobobobobooooooog

gouobog

oooodb0obooboobobobobobop-oboboboboboboo
gooobooooboobop-0bobboboobobobuoboboooboobo
gooooobooboop-000ob0obo0oboobobobobobooooobo
gooobooboobop-0b0oboobobobobobn obboboboboog
gooobooboobobobobobobooooouobouobooop-oobO
oobboooboobboooboobboOouobooobooboooop-00O
gobboooboobboooboobboouoboooboobboooop-00O



12) uoboooboooboaobod

0000000000BR-0000000000000R-0000000000
00 (sequestering) 0 000000000000 00000R-0000000
000000000000000000000000000000000000
000000000000000000000000000000000000
000000000000000000000000000000000000
0ooooooo
0ooooo
00000000000000000000000000000000000
000000000000000000000000000000000000
0000000000O0R-0000000-0000000000000000
oooo0ooooo0Ooooooooop, , 0000000000000000
oop, ,,000000000000000000000B-00000000
000000000000000000000000000000000000
0000000BR-0000000000000000000D00O000OO0-
p-00000000000O00D00O0O00O0
0ooooo
000000000000000000000R-000000000000
000000000000000000000000000000000000
0O0O0R-0000000000000000000000000000000
000000000000000000000000000000000000
00
0ooooo
0000000000000000p-00000000000000000
00000000000000000000R-00000000000000
00000000000000000000000000B-00000000
000000000000000000BR-0000000000000000
00000000000000000000000000000B-00000
0000000000000000000000BR-000000000000
0D00000R-0000000000000000000000000000



(13) uoboooboooboaobod

000000000000000000000000000000000000
OD000p-000000000000000000000000000000
0000000000000R-0000000-00000000000000
ooooooooooop, ,,000000B,.,,0000000000000
000000000000000000000000000000000000
O00p-0000000000000000000000000000000
000000000000000000000000043000B8-00000
000000000000000000000000000000000000
0000000000000000000000000B-000000000
00000000000000000000000B-00000000000
0000000000

0ooooo
00000000000000000000000000000000000
000000000000000000000000000000000000
000000000000000000000000000000000000
000000000000000000000000000000000000
000000000000000000000000000000000000
000000000000000000000000000000000000
00000000000000000000000000000000DNADD
00000000000000

0ooooo
0000B-0000000000000000000000R-000000
000000000000000000000000000000000000
0000000000000R-000000000000000000000
0B -000000000000000000000000000000000
000000000000000000000000000000000000
000000000000000000000000000000000000
000000000000000000000000000000000000
0D0000000000000R-00000000000000000000



14 uoboooboooboaobod

bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
guooood
guobog
ooo0d0ooboobooboboboboboboboouoop-oboboon
gobbbbogdubobooogoubnbboooguonbbooogubood
gooodp-00b0000o0booboobooboobobobobobooooobo
gooobooooboobobobobp-0b0obobobobobooboobo
goodboodbouodbuodbodbuodbooboobooboobooobga
gooobooboobobobobop-cobobobobobobooboobo
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
googbugbooboobooon
goooog
oobobooobooboboooboobobooobooobooboboogop-00o
gobbbbogooboooooouonbboooguonbboooguboooga
bbb boooggoubbooogouboood
gooodooooboobooboboboboooooooop-oooooooo
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
gobbbbogguboboogoubnbboooguoubbooogubood
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
gooobooboobobobop-0b0obobobobobobooooboobo
goud gdbuodbuodgbudbuogbogigboobuoobogboooda
googodaood
goooog
gboodbodgbuodgbugbodgouodgbuodgbuogbuogbogboon



(15) uoboooboooboaobod

bbb boooggoubbooogouboood
OO000O0O0OELISAD0 D000 oop-0b0goobooboobobobooog
gbbbbogouboooooguonbbooggubboooguboood
OO0000oOoodELIsAD00dooooboopg-oboobobobobooog
gobobbbogguboobogoubbboooggubbooo-uooog
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
gooop-00b0000ooboboobobobobooooop-obooog
goooboobooboboboboboboop-boboboboooboobo
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
Op-0000000Db0O0bO0OU0bDO0bOOUbDOUDbDp-ObOOObOO
gobboooboobboooboobboooboooboup-DobboOooLDO
goudgbuodgbudbugbuodgbuodgbuogbogbaobogbogod
ELISAD 0D 0000 -00000000-0000000D0D0DO0bO0ObDOn
Jo00o00oooobooboobob0oboooooooooooop-o0ooo
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
gg
gouoobog

goopg-0bdb0obooooobooboobooboboboboboboboo
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
gboodboodboodboogboobuodbooboobooboOnb OEeLISA
googod

gooood

gboodbodgbudgouogbodgoudgbuogbuogbuogbogboooan

goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



(16) uoboooboooboaobod

bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
gobbbbogguboboogoubnbboooguoubbooogubood
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
U
gooood

gooop-00b0b0boooboobobobobobobobobobo
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
O00000Db0O0b0D0O0O0DbO0ORaso and Paulusl 19980 00220 0000 0O
OO0000O0bO0oOobobooOoDoy/ioz, 4510 0000 000D 0OODO0ODOOO
UO0odboudgoodobddlANTI-IDIOTYPE VACCINES TO ELICIT CATALYTIC A
NTIBODIES) D DU D OO0 OoOobooboooobooboboooobooobon

guooog

guobbbooogobbobuoogoubobooouunboboooounboooa
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
gobobbooggubbbooguobobooooubnbbooouonbo-
O0-0000000000bogoobdbstatyhODOogooooboooog
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gobobbbogoubobboogubbboooguoubbodorvoooon
goodboodbouodbuodbodbuodbooboobooboobooobga
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gboodgbuodgoogbogboock,buoobuoobuoobooboobon
googorudouodgbougbuogbogbuooboobooces,boobod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



an uoboooboooboaobod

O000000o0o0obobobooooogbodstraind0Donoooooog
gbodbdodbooboobooboobooboobuo-HUboob oo
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
gobbbbogoubbbooguonbboooguubboooon

gouobog

gubbooogtobbbogguuobbooooonbobooooubood

gobbbboooobbbooogubnbboogonbbooogonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd
gouodbuodgbuodbudgbodgbudgbuoobogbooboogbogod
goudgbuodgbudbugbuodgbuodgbuogbogbaobogbogod
gobbbbogooboooooouonbboooguonbboooguboooga
bbb boooggoubbooogouboood
goboboodgguoboboogoubobuoogouoboooood

guooboog

ooopg-0b0b0ooooooboobooboboboboboop-b0b0O

gooodooooboobobobobop-0bobobobobooooooboo
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
gop-00b00b0bo0ooboobooboboboboboboboooboobo
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gooop-00b0bo0oobooboobooboboboboboboooboobo
gboudgoogoooboobd

gooood



(18) uoboooboooboaobod

Oo00od0ooooboobobobobobooboooooooooop -0o00
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
gop-00b00b0bo0obooooobooboobobobobobooooooog
go0odoooobooboboboboboooooop-0boboooooboo
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
god

gooood
gboodbodgbuodgbugbodgboodgbuodgbuoobuogoogoagn
dgoogoboood
guooog
oood0oooobooboboboboooop-0obobobobOooO
gooodooooboobooboboboboooooooop-oooooooo
gbbbbogouboooooguonbbooggubboooguboood
goobbbooggubobboooouobooood
gouoobog
goooooopg-oboooboobooboobobobopg-obobobobO
O000000o0bo0oboobOobOobOdOmass actionD OO OOO0OOOOO
goopg-0bdboboobobooboobobobobobobobooboobo
goodboodbouodbuodbodbuodbooboobooboobooobga
gooobooboobooboboboboboooooobouoboobobop -o
gooobooboobobobobobobooooouobouobooop-oobO
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



19 uoboooboooboaobod

O00doodooooooboooooobooboop-oboobooooon
OO0 00Odisaggregation) 0 0 00000000000 O0OOOODOOODOOO
guoooboobboooooooooooobood
gooooo

00o0dooooooooo-g-0b00dboobooboooooobooon
O000dp-000000d000bo0boooboobooboobooobon
Op-0000000000000000000O00O00DO0O00bO0O0DbOOo0oDOn
00000000000 ooboooboobooboop-000b0O0
gobobobboodobobooooouonboooogonbobooogonooog
J0o0ooooboooboodboddraivend D000 ooo-p-000b0oonog
00o0doodp-000000b0o0b0o0bo0boUbooboobon
00000ooooobooDb-p-0b0b0000DODOooDOobOOobDODbp-00
000000000000 b0ob0ob0ooooooooooooop-oooo
0o0o0o00oooobo0ob0ob0oboooooDooDoooooboboboop -
goo0ooooobooboboob-g-00b0bD0bO0obUbOobOobOooog
O00doodoooooobooobooobooboooop-oboooon
O0ddoodooobooobooooooboobooog-ooboooon
00oddoodoop -0 booboooboooon
guooobobbugooogoooooobboooooooon
guoobobbobbudooogoooboobbbuoooooooon
0oodp-000dooonooooooooonog

gooood

guobbobbbbutdoooooobobobobboooooooon
guoobbbbbtdoooooobobbobbboooooooboo
gobobobboodobobooooouonboooogonbobooogonooog
gobbbbooooboobooooubobboooouonbobooogonboood
O0000oobooboobobobobBickel et al.,Proc.Natl.Acad.Sci.USA 9

0:2618-2622(1993) [ Broadwell et al.,Exp.Neurol.142:47-65(1996)0 OO (0 O O

goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



(20) uoboooboooboaobod

bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gubobbboogoubooboooubnbboooggubbooou-ooog
Oo0ooooooboobobob-ob0ob0obuobuoboboogdsainto et al.,

Proc.Natl .Acad.Sci.USA 92:10227-31(1995)(] Pardridge et al.,Pharm,Res.12:
807-816(1995) [ Broadwell et al.,Exp.Neurol.142:47-65(1996)0 (0 0 00 [0 0 [

goooopg-0booobbooooboboboboboooooop-ooog
goodboodbouodbuodbodbuodbooboobooboobooobga
goodboodbouodbuodbodbuodbooboobooboobooobga
Jo0o0oooobobobob0obuob0obodbogndDescamps et al.,Am
.J.Physiol.270:H1149-H1158(1996) ] Duffy et al.,Brain Res.420:32-38(1987)

0 Dehouck et al.,J.Cell.Biol.138:877-889(1997) [

goooog
oooooooo-p-000000DL00000D0D0OD0ODO0ODO0ODOODbOODO
gobbbbdogouboooooouonbboooogonbbooogoboooga
goddoboooodooboooouooodoouoooooooooodd
goddoboootoooodoooooouoo-oodoooooouoao
0000000 -0000000000000b00oboo00oonoOBickel et al.
,Proc.Natl.Acad.Sci.USA 90:2618-22(1993)[] Pardridge et al.,J.Pharmcol .Ex

p.Ther.259:66-70(1991)0] Saito et al.,Proc.Natl.Acad.Sci.USA 92:10227-31(

1995)0 Friden et al.,J.Pharmcol .Exp.Ther.278:1491-1498(1996)0 0 00 00 O

0000000000000 ooboodnoodnRaso et al.,J.
Biol.Chem.272:27623-27628(1997)1 Raso et al.,J.Biol.Chem.272:27618-27622

(1997)0 Raso,V.Anal .Biochem.222:297-304(1994) (1 Raso et al.,Cancer Res. 4

1:2073-2078(1981)0Raso et al ., 0 0 00000 0O0O0OOOOOODOOODOO
gobbbbooooboobooooubobboooouonbobooogonboood
000000000 Receptor mediated targeting of drugs) (08200 00 O G.Gre
goriadis,G.Post,J.Senior and A.Trouetd O O ONATOO OO OO O OOOOO
00 O 0OAdvanced Studies Inst.) 000000 ODO119-138(1984)0 0 00O O



1) uoboooboooboaobod

goddoboooodooboooouooodoouoooooooooogd
0oodoodooooooooooooo-p-000boobOoOp -000
00o0dooooop -0 oobooboobooobon
goddooooodoooooouoooooouooodoooooogd
ooodoooo1o*o1o’'vdodoooooooooooooooooog
[JManess et al.,Life Science 55:1643-1650(1994)0 Lerner et al.,Science 2

52:659-667(199) 0000000 O0ODOO0ODOO0O-0000D0O0O0ODOO0On
guoobbbbbtdoooooobobbobbboooooooboo
gobobobboodobobooooouonboooogonbobooogonooog
Broadwell et al.,Exp.Neurol.142:47-65(1996)[1 []

goooog
00000 -0b00o00oooooooboobo0bob0obobobooon
gobbbboodobootboooubobboooguubbuooogonbooog
gobbbboooubooooooubobboooogubobooogubooog
gobbbbdogouboooooouonbboooogonbbooogoboooga
OO00O0OFriden et al. 00000 0OOOS5,182,10700005,154,9240 0005
,833,9881 0 000 005,527, 5270 0 000000 ODDODO0O0O0OODODOOO0n
goooooooooood
gogooo
guooobobbbobuoooooooboobbuoooooooon
guoobobbobbugoogoooboobbbuoooooooon
guoobbbbbuutdoooouoobobobobbbuougooo
gooooog
guobbobbbbutoooooobobbbbuoooooooon
gobobobboodobobooooouonboooogonbobooogonooog
000000000000 000000OHolliger et al.,Proc.Natl.Acad.Sci.9

0:6444-6448(1993) 1 Milstein et al.,Nature 305:537(1983)C1 Mallander et al
.,J.Biol.Chem,269:199-206(1994)0 0 0000000 0OOODOOOOODOOO

goudgbodgbuogbugboobogbuoobooboobon



(22) uoboooboooboaobod

guooog

gubbooogubbobogguubobuoooouboboooouboooda
Oobbooob0oobbo0ooboobooboboooboobooOgr@bT), 00
gooodoooobooboboboboboooooooooboobobop-0o
gobbbbogguboboogoubnbboooguoubbooogubood
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbbddrbbbbooooubbboooggubbooogonbood
O0Fp' ODO000O00ODO0ODO0ODO0OOOODOODOOODObOODbDObObDObDOO
goodboodbouodbuodbodbuodbooboobooboobooobga
goooooboobobobuobUr@e), 000, 000b0oboboboog
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
O00000b0O00bo0o0boO0obobO0ouobboOooboogD Spiegelberg et a
l.,J.Exp.Med.121:323(1965)1 O

goooboog
O--00000000000DO0ODLO0OO0OOOD0OODODODODODOObOOD
-000oooooop-o0o0boodoooooooooooooooooon
0oodooooooog-oobooooooooobooo-g-oboooon
goddoboooodooboooouoooooouoooooouoooogd
O0000000OKang et al.,J.Pharm_Exp.Ther.269:344-350(1994))0 00 0O

Op-0b0b0b0oboobobooboobooboobobobuobobooooooog
gooodooooboobooboboboboouop-b0obobOoboooooboo
goodboobooboboboboboooobooooboobobobobop
-ggbbooggobboogoubbbodoooobbboooubbood
gooooop-00o00obobdboobobobobooooooogoo -og
goodboodbouodbuodbodbuodbooboobooboobooobga
gouodgbodbogoogbogoogoa
gooood

oobooooboooboooboobboo-p-00bbOO0U0obDOoUObbOOobOn

goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



(23) uoboooboooboaobod

O00o00oooobooboobobobp-00b0ob0ob0obobooooDooDo
O0000ooop-000db0dooboobOobOobOono(Scheuner et al.,Na
ture Med.2:864-870(199%6) 00 00000 0O0O0OOODOODOODOODOOODOO

goobooboooooboooooogbooooee.sunnooogonoood
O-p-00000000000O00O00OO0ODOO0OO
gooood
O00000oobooooooooo-g-0bo0booboooooobooon
0000000000000 oobooboobooboop -bo0
gobobobboodobobooooouonboooogonbobooogonooog
go0ooobooboobodgbododknof et al.,J.Immunol.161:692-701(199))

gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd
gouodbuodgbuodbudgbodgbudgbuoobogbooboogbogod
goudgbuodgbudbugbuodgbuodgbuogbogbaobogbogod
Oo00o0oooobooboobo-p-b0b00ooooDoosomg/miDODOng
doodbodbodbuoobuoobuoobuoobooboobooboobg
gooooon
gboooood
gbodbdodbdoobuoobuoobuoobuoobuoobooboobooon
goo0odoooobooboboboboboooooooop-oooooooboog
goodboodboodbuoobuoobuoobuooboobooboobooobga
goooopg-0boooboboooobobobuoop-bobobobooog
gooobooboobooboboboboboooup-bobobooboobo
b bodbdodbodbooboobooboobooboboboobon
U
gooood
oobobooobooboboooboobboooboobop-bOooboboOoOoo
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



24) uoboooboooboaobod

bbb boooggoubbooogouboood
Op-0bdb0obooOo)bobooouoooooboobobobobooog
gbbbbogouboooooguonbbooggubboooguboood
ggg

gouoobog

gop-00b00b0b0oo0ooboobobooboboboboboboboo

gobbbbogoubobooogubboooguonbbooogubood
gobobbbooggubobbbooooobn

gooood

gooogo
g

oooggoopg-n0000gggo

-0 0000000000000

3000 -0000000000O0BO0OOODOOODODOODODOODOOO
Op-0000000D0O00D0DO0O0DOO0ODODO0ODOOODOOODODO0ODOO
doooooooogp43-mer 000000000 O0OOOOOOOOOOOO
goddoboooodooboooouooodoouoooooooooogd
goddoboooodooboooouoooooouoooooouoooogd
godooogoodoo

goooon

Opbbb000doobooooooooooooooogUoOoooood

0000000000000 00dsSolomon et al.,Proc.Natl.Acad.Sci.USA 94

(8):4109(1997)[0 Solomon et al.,Proc.Natl.Acad.Sci.USA 93(1):452(1996)[]

gpbodbooboobobobobobooobooboboboboboboboog
goooboobooboboboboboooooopbooboboboboboog
gooobooboobobobobdocdysibobopbobobobooooonbo
gboodbuodbouodbuogboobuoobuooboobuoobo0bKiHo O
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
godd



(25) uoboooboooboaobod

goooon
Opdd00ddboodoodoodooooooboooooooooooon
O000d0oodCysODO0oopgUibddbDoobDooboobooboooboon
ook oooootdoooooooooooooooooooo
godgoodoooooodoonod
godgon
dpbbb000doobooooooooooooooooooooooa
O0000000O0Suzukt et al.,Science 264:1336(1994)01 00 00 0O O O O Cys[

gooobooopgboboboboboooboobuobooboboboboboog
goodbuodbudbuogbudeysbudnougnoogokimogooogogd
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
googooood

doodoagoagoagoagoaooggoggn

OO0OCysUODO0OpOLO0ObbO0OODbOObDOOUODbDOODbDKKKODOOOO
gobboooboobpUUbOoobbo0UoboOoobOobbDoObboUobboO
O000000KWHOODOoDooooOoooboboooooooooo 43-
merdJUDOUOOO0O0ODOO0O0OKMHOOOOOO
-00000000000000000000

OO0OBALB/cO 0D 0OD0ODOD0ODOODOODOKKH-OODOBOODOODOO
gubbbboggubboboooguonbboooguubboooguboood
goo0od0ooooboboboboboooooooobooboboboboop
gobboboogoobooogon

goobog
gooobooboobobobobobobooooboobg/ico 0 OboO
gopUi0Udb0-kKKWOOODOOOOobobobobooooobooboooboo/oo
00110000 OELISAOD D D0 000000 bOO0bO0bDO-KKiODOoooog
gooobooboobopUoboboboooboobooboboboboboboog
U
gooood



goon

£1 thRfaig agA7FM o4 2458 12B89 % ELISA

uoboooboooboaobod

TR
(O.D. 450nm)

waLkHiny

*EEMmE A
*HEMm:E B
I9A 1 HnE
WA 1 g

gouoobog

1/100
1/100
1/100
1/1000

0.666
0.527
3.465
2.764

goodooopgbdbob0ob0obobooooooboobDobobobo

gboodbodbodbooboobooboensAboobooboobon

goooboooobobobobobobouoou-opuobobooooopO

oooooooooooooooooooooooogt**o-o0p,.,, 0000

gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga

0000000000000 0o0ooOoOoooOoooot*?*o0-0p,.,,000000

goudgbuodbudbudgbuodgbugbuoobogbogboogbogod

ooooooobopg,.,,00boboobboooboog

goooog
gogg



@n

ﬁz 1ZSI'A51_43 ﬁﬁ 77‘&'{

Ry

uoboooboooboaobod

1B51-n8, 06

{cpm)
it B8 Hy 3,171
*tHg . Hy 2,903
6E2 15,938
6E2 1/10 9,379
3B1 12,078
3B1 1/10 3,353
8E3 10,789
8E3 1/10 3,249

gooood

?2s0-0p,.,,0000000000008UODOODODOOOOOOOOO

O00000OBiere et al.,J.of.Biol.Chem. 271(51):32916(1996))0 0000

gouodgbuodbuodbugbodgbugbuogbogboobogbogodgd

gobboopgbOo0obbo0ooboobbo0ooboOoobOoobobDoobbooboo

gbodbuodbuodgbuagboobuoobodo gboosAmbaobon

O-0p000*?*0-0p,. ,,00000000060mg/MIOOCCOOODODODOO

SO D U0D00O00oo0oooDoooboobobosbobobobooog

goo0odoooobobobobooooooooogboobobobooog

gobbbbogoubbboooguonbobooguubboooon

gouoobog
guon



(28) uoboooboooboaobod

£33  EMILETATY OBRETCTOREADPI-28, "

PI-A8, o fEE R
l‘ﬂé{l{f:
53:?}]”% . : (cpm) (}]ﬂif:é‘gﬂl:#?—é%)
po ] 8,560 -
+ 5A11 1 -2A8 64,589 79
BB + HSA* 3,102 -
+ 5A11 ¥1 -AB + HSA* 55,304 75

*60 mg/ml (-1 mM)TOHSA: 2x10¢ MTOH-Af 5A11: ~70,000 cpm
TOBI-88,_,, DFM

guooog
goooooogogon

ooooooooop,,-,.000oboobooooboooboooonoo
gubbbboggubboboooguonbboooguubboooguboood
Ko goooboooboogouoooooguonbbooooubbooooon
gobbbbogdubobooogoubnbboooguonbbooogubood
gbodbdodbooboobooboobooboensAbooboobon
ooooooobooop,. ., 000b0000000000000

gooood

OO000O00bo0obobo0oobOoUEIsAD D D00 nDooobooonop,. .,
gooobooboobobobobobobooooouoboobwop ioonbo
gboodgbuodgboudensAugoogoogoooboobooboobon
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd
ooooooobooop,. ,,000bb00U0bOO00bOobbDoObboobboO
gobbooobooboboooboobboooboooboobobDooboUobp O
gobbbbogooboooooouonbboooguonbboooguboooga
gobbbbogoubobooogosAniibboggguobooooogouooogd



(29) uoboooboooboaobod

goobobooogouooood

guooog

oooooooboopobOOo-0booobooboOoB,,.,. 0000KKHOODO

gbodbodboobuoobooboobouobenrsatibooboobon
ooop,. ,.,000000000000C000O000O0DOO0OODOOODOO0OOOO
gobbbbogdubobooogoubnbboooguonbbooogubood
gooooobooboboboboboooboobouopoboboboboboog
goooooo-opob0-00b0bo0ooboobooboboboboboboog
gooobooooopgbobobobooobooboobooboboboboboog
gbouodboudgboogboobooboobaoon

gooood
gogd

F4 IR -FKig AB A TFNICR T HInMmEDHESIZEE 9 5 ELISA

#4515k (0.D. 450 nm)

yeay)ik ) B %fd:ABPI.S

pogicdiib= 0.484

WA MmE 1.765
oooooo

00000000000000000000000000000000000
Doooo0ooo0O0O00000O0O0O0O0o0g,,.. ,,.00000008,.,,000
000000000000000000000000000000000000
000000000000000000000000000000000000
00000000000 000000000000000000000000
000000000000000000000000000R,.,,000000
000000000004000000000B000000000000000
nooop, ,,000000000000000000000000000000
0000000000000000000000000000000000,.
,,0000000000000000000000R,.,, 0000000000



(30) uoboooboooboaobod

0ooooo
0000000000R-00000000000000000000KHOO
000000000000000000000000000000000000
OD00000KHOOOOOOOOO0O0O000000000000000000
000000000000000000000000000000000000
00000000000R-KHOOOOOO00000000000000000
oooooooo-0pOOO0O0O0O0O0O0O0O0O0O0O0O0O0R,.,, 008, ,.00
B,..,00p,,0000pB, ., 00000000000000000000C
D000000ELISAD00O0O0O000000000000000000000
000000000000000000000000000000000000
00000000000000000000000000R 40-mer O O 43mer
00000000000000000000000000-0B0000000
000000000000000000000000000000000pOO0
000000000000

0ooooo
0ooo

K5 REBAELI A ICHEETIMAENRAKREZRET H1-HD ELISA

ELISA ZHAHEY (0.D. 450 mm)

ﬁﬁ’% Aﬂl.[‘ MI&H Aﬁu\ ABI.‘) Aﬁ).ﬂ
WA 1 ( XHE ) KuLH 0.076 0.038 0.064 0.042 0.066
Y%A 2 AB-KLH  HIT7h 3.013 1.258 3.191 2.337 2.598
Y9A 3 AB-KLH  BI7h 1.484 1.180 2.068 1.758 1.680
Y%A 4 AB-KLH  H9T7h 1.486 1.072 2.276 1.444 1.709
ooQoQoono

doodoagoagoagodn
goooboobooboobobobobop-cob0oboboboboboboo

gooobooboobobobobbaim D00 0pObObOoObObObOOO
goodgbuogbuodbuogbuodgbuogbuoobogboobogbogoodgd



(31) uoboooboooboaobod

O0O0O0O0OMacaca fascicularisOU OO0 00000000000 0OOOOOO0O

gooodp-00b0000000oobooboobobobobobooooDooo
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
gooooooo-opobo0ob0obooboobooboboboboobn
gouobog
goodboobooboobobobobobobobooooooop-0bob0O
gobbbboooobbbooogubnbboogonbbooogonbood
gooobooboobobobobo-p-000ob0obDOoboOobOobobobop
gboogbuodgboodgbogbdoensAbogoogboobooboobon
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudbouogbogbooboobobbobbonbo
gooood
godg

%6 28 FRHIEIELT- h=9{¥ Il (Macaca fascicularis)PIZHFHET HMAEHNKZE
AT D=8 D ELISA '

ELISA A &Y (0.D. 450 nm)

%I‘H*&E Z'T"/'l-ll' Aén 16 Mu.;s M‘ut m‘n 846’,4,_

Bl - FRHiETE 0.511 0.404 0.370 0.380 0.235

Af/Alum ( 15BE ) 2.115 1.687 0.671 2.393 2.479
goopood

gubbooogobbboggouobbooouuoboboooouboooa
goooooooboobobob-op-ob0boboobo0obobobobooog
gooooo-op-0bdb0ob0oboop-0ob0ob0obOobooooDoboo
gobbbbogoubobooogubboooguonbbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gouodbogooobooboobobobobobon

gooood
gboodbodgbodgbouogbogbouodgbuodgbuoobuogbooboon



(32) uoboooboooboaobod

bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
goo0odoobooboboboboboopgoOobooboobobobobooog
gobbbboogouboobboogunboooggn
0000000000 0-0000000000000

gooobo-0pb0ob0boooboobooboobobobobobobobo
oot***0-0p, ,, 000000000000 00O0O0OOOsIinkOCOODOOO
ooooo0o0ooooooooooooooootsc*o-gp,.,, 0000000
OO05A110-0p 0000000 obooboboboboboooboonbog
O00000000000000000D00O0000000000OO***0-0 ,.
,Loooooboobob-upobobobobobobobooooboobo
oobboooboobbooobpUobbO0oUobOOo0obOObObDOoObbOObOO
googbsAanpugoudgoodgoudgbouogbogbouogboogbogod
ooo0Do00o0o0ooooooopiooot***0-0p,.,,00000000ODDOO
gobboopbOo0obbo0o0boobboooboOoobOoobbDoobooboo
goooo

oooooog

good

R7 H-aphuklE. BEALHS PI-28, DB BEWIFS

MmehD'PI-28,
VAZU T TESILE ; (cpm/gm)
151-28,..0 B 27,300
151-pB,.0 + SALL f1-AB 278,900

gooood
googoogoodn

ooooboobo-p-0b0b0b0b0ob0oooobDoboobOobobobo
gooopooopg-ooooboboobobobobooop-obobooog
Oob000o0obOo0obooO0oobo0obbo0ooboooboOobobDopbObOOobOO



33) uoboooboooboaobod

bbb boooggoubbooogouboood
gobbobbogoubooobtogubnibbooogduibbeBecAg o
go0opg-0b0db0o0oopoobooboobooboboboboooooooo
OalumbDOO0O0OO0ODOODOODOOOOODOODOOOObOObDObOobOobooOog
U

gouobog

PTOOOODOOODOOM.influenz2) DO O0000O0000000O0O0O0O

gooooobooboobobob-obobobobobobuobodE.colid

gopTiouooboboobobop-0boboboboobpTooboong
googboodgboodgotigbuodbudbuoobogbogboogbodoogd
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
gboudgbogbooboobon
gooood

gbudgbugbugbuobuogboobobobdrscAgdbgnog
O0bb00oob0oobbo0ooboobbo0oobooobOodsBegU OB OO0
dboodbodbuodbuoobuoobuoobuoobooboobgosbosioog
doooboobogbo4s0budbooboobooboobuooboobg
dboodbuodboobuooboobodzmmib00dbO00b0OOUnOdUHBeA
gUODU00000OE.coi 000000000000 0OO0ODOODOO

guobog
gubbooogobbobogguubboooouoboboooouboooda
gobbbbogdubobooogoubnbboooguonbbooogubood
gobbbobdgobobbooooubboogooboood
gogoon

D00000040mer00B, ,,043nerd0p, ,,0000000000R 00
ooop,.,.00B,,-,.0000p,,-,.000000000Fmec000000
0000000000000000KPLC0D0000000000000000
000000000000000000000000R 43mer00000000
0000000O00Bachen] 000000000000000



(34 uoboooboooboaobod

-0000000000000000000000000000RO0ODbDOO

doodboodbuookKkHboobooboobuooboobceysugbooonog
pOO00O0L0O0O0O0OD00OD0ODO0ObO0ObOODbDObObDObLDODODODODObDOn
gubbbboggubboboooguonbboooguubboooguboood
gobbbbogguboboogoubnbboooguoubbooogubood
gbodbodbooboobooboob20boobkKiooboobon
goooooboobobopb0bobooobooboobooboboboboboog
gobbbbogoobobooogubn
p-000dpododpoopogboboboboooooopgbooboobobon

KtHD ogoogdzopgubodbudboobogboogoogoboognog
goooboobooboboboboboooboobuobobobor.p.boog
oobo0OoOos.p.00000DO0ODOOODOODOOLODOODOODOO
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd
oobopUOb0O0bbO0OO0bDOoObDOKKHDODOOoDOO

000000000000BALB/cO 0D 0DODOOKKH-00D0OBOODOOOOO
guooooooooogoooooobbuoooooooog
do0odoooooooodow.p.00db0o0boooboooooooooog
guooobobobugooogouooooobbuooooooooo
0000d0odooobooobooobooobooobooooerBSOdbOdd .v.O
guoooooooud
gooooog

Op0d00ddnoooboooooboob-0DpubOoUbOoUobOoODg
0000000000000 oobooooooooonog
guoobobbbbuuoooooooboboboobn
ELISA 00 d00d-ggdoboboododobobooooobobboooou-g
bbb booooonbobooooon
O OEngvall et al.,Immunochemistry 8:871-875(1971)0 [J

oooogogoop,.,,00008,.,,0000°000000000000

goodbuodbudbugrcdbugbuogbogbouogbouogbognodgd



(35) uoboooboooboaobod

O0000D000DO2000Ci/mmol D O Maggio et al.,Proc.Natl.Acad.Sci. 89:5462(1

992)00'?**0-0B,. ,,000002300000000000000-0B8 00
00000000000000000000000KO000000000000
00000000000000000000000000000000000%?
*0-0B,. ,,00000000

00000R-00000000000000000000B00000000

0000400000000 000000000000 O0OOORPLCOODOO
J000ooooooboooooobooooooor.smg/mid0odnooonog
000000000000 0daumdODOoOooO7.smO0O0O0O0O0O00O0O0O0ODOO0O
O0O0O0Oo0dAlhydrogelD 00000 OOOOOOO (Superfos Biosector
Oooooooooo7rsmlfd0odoooboooboobooboobon
0000000000200 1200000000alum000000O0OOOOOO
ggn
goooboog

goooooosmiTalum-0 000000000 OM.m)0DO0ODOOOOOO
dooooooooooooooo@.smhooodoooooooo@oog
O0)Hyooooooooooooooooooooobooboobooobono
goooooooooood
gouooooopogggioooooooooboooooooon

gpb0dbobbodboboboboboooboobooboobooobToboOog
O000O00OHBcAgU O OO OHBcAg O O OO O OO O Schodel et al., Infect.

and. Immun.57:1347-1350) 1 Schodel et al.,J.of Exper.Med.180:1037-1046(199
4) Schodel et al.,J.of Virology 66:106-114(1992)0 Milich et al.,Annals

New York Academy of Sciences:187-201(1993))0HBcAqO 0 OO OO OOOODO

goooopgobooboboboboboooboobuobooboboboboboog
goooboobooboobobtamconogooooboobobobonoog
OO000000OSuperdex 750 000 000O00OOOO0OO0OOOOOODOO
gbouodgbugbougboogbogbouodbuoobogbogboogbdgerPLe
goudougoogbooboobobobobbon



(36) uoboooboooboaobod

dnooooodgggoooodgigoooadgon

goooooggon

00000000000000000000000000000000000
pOO0O0O0O0ONDNONOOO000O0O0O0ONONONONONONOOOO0OOONOO
0ooooo
0RO00000-000000000000000000000000000
000000000000000000000000000000000000
D000000Stal00000000000000000Val,,0Val,,0Vval,,
Olle,,00001e,,0Ala,,00000000sicissile0 000000000
D0000000-CHOH-CH,-CO-NH-0 000 0000000000000000
0000000000 000000000000000000OCys0000
D000000000-000000000000-0000000000000
000000000000000000000000
000000
DRO00000000000000O0O0O0O0000000000000000
000000000000000000000000000000000000
000000000000000000000000000000000000
D00000PStal 0000000000000000000
0o0oooo
00 0OPhe,,0Phe,,0000Phe, OAla,, 000000000000000
0000000-CHOH-CH,-CO-NH-0 00 000000000000000000
0D00000BO0O000000000000000000Cys00000000
000000-000000000000KHOO000000000000-00
0D00000000000000000000000000000000000
000
000000
D000B 0000000000000 O000000000ROO0O0O0O000O
D00000000000000000000000000000000000
0D00000000000200000000)0000000000000000



@37 uoboooboooboaobod

goboboboboogoooo
guooog
Phe, ,OPhe, DUODOOOOOOODOC-CO-NH-)UDODOOODOOODOOODOO
0 -CHOH-CH,-CO-NH-OU D 0D Oobooooouobobobobobobooog
go0ooooopgb0ob0bO0bOoboooogoog-co-N-H)yooboboooog
UboooboobobobobobO-CHOH-CH, -CoO-NH-U D Onoobooboood
goo0odboobooboboboboboooboobooboobobopboboboog
gobobbbogoub-gubbboogubbboogoonbboooon
gooooobooboobopbOobobooonog
gooood
gboodbodgbodgbouogbogbouodgbuodgbuoobuogbooboon
gobbooobooboboooboobo0ooboobbOobobDoobboOobpO
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd
oobboooboobboooboobboooboobboobobopbboobOoO
goudgbuodgbudbugbuodgbuodgbuogbogbaobogbogod
gooooooobooopb0b0b@booboboboboooooDooDo
gooo,obg,"ooooboobooboboboboboboooonoonbg
o000y ooooooooooobooboboL,d4zwnooog 1,344]10
guooboog
goodpUibodbdbOob0obU0bUobooooooDUopUobOUOobDOobObO
Oobbo0ooboobobooobooobboooboooboOoooogdPhe,,dPhe,,
OobobooobogoCo-Ni-) DD DOOouboobonbooOon-CH,-NH,"-000
goooooboobobobobobooobooboobooboboboboop O
goooboobooboobobo-Co-nH-)yobobouoboobuoboboboboog
goodboodbouodbodib-CH,-NH,"-0D000bogoogoogboooogd
goooboobogbz2oeoodbobOo)yoobooboboboboboooooboo
googodaood
goooog
OpUO000dbO0O-0b00bbo00oboobboouobooobbooboboooo



(38) uoboooboooboaobod

oobooogoboogocly,Oval, DO00O00O0O0ODLOOOO0ODOOODOO0OOOO
goooboob-pPo, -NH-O0000000D00DOO0ODOOO0OO0OO0OODOnDOg
Oplb00ddb0oobobo0ooboOoooN-OobbO0O-Cysid0Leu,, OOOODOO
gubbbboggubboboooguonbboooguubboooguboood
gobbbbogguboboogoubnbboooguoubbooogubood
gobbobboogouboododg b bboooguoubbooogubood
gobbbbogoubobooogubboooguonbbooogubood
gobbbboooobbbooogubnbboogonbbooogonbood
dgoogboodbouodbogboobuodbooboogogd
gooood

gooopUibdboboboboboboooobDuopUobOobOobOobO
Oobboooboobboooboobboooboooboooboooboely,Ov
al,, 000000000 (-Co-NH-HUUODOOObDOOOoDbooobOo-Po, -NH-OO
gouodbuodgbuodbudgbodgbudgbuoobogbooboogbogod
OOpbO0db0o0obboooboobo-Co--)boobboooboobon
gboodgbod-po,-NR-ODO0 00000000000 00000god

guooog

gubbooogubbobogguubobuoooouboboooouboooda
pOO00O00O0O0O0OD00OD0OD0ObO0ObLDODbDObLUObDObLDODODODODObDOn
oobooogoocly,,Oval, D000 LOOOODLOOOODOOODOOOOOO
U
gogoooagggoooogggn

gbodbdobooboobooboobooboobokHoboob o
goo0dbooboobobobobuoboubBALB/cDODODODOODODOO
KLWOOOooOOoopUOooooboobooboboboooooooobooboo
goooboobooboboboboboooboorp.0bobobobobog
goooboobooboboboboboooboobuobobobobOBALB/cO O
OOdi.v.OPBSOOOOOOOOOODOOODLDOOO

gooood



(39) uoboooboooboaobod

guobbbooogobbobuoogoubobooouunboboooounboooa
O0000ooooboobobobosta)l0doopOoboobobobooog
O0b00o0oob0oobobooobooobopOOOPhe OPhe, DOODOOOODOO
oobbooobooboboooboboobooooboooboopoOogely, dval,,
gobbbbogguboboogoubnbboooguoubbooogubood
gobbbbogdubobooogoubnbboooguonbbooogubood

googo
ogooood
gooo
8
ERL-BEE  EmLi-fe BEMNGRARBE  £RSht-tik
24Fy Valyg-Valgg Valyg-Valyg 2B2, 2H6, 3F2, 4D3, 6A6, 1EA.
Valgg-lley, Valyy-liey, 11E9, 9D6, 5C7, 7C7, 1D12
HC41'A1342 , “C4I'Ala42
71:]}*75:‘/ - Phclg-PhCzo Phclg-Ph%o 6E2, 5All, 6F1 1. 253. 853, 5G4,
Zg"/ Ph%O-AlaZ| PhCzo'Alazl 4C7, 8D]2. 2C12. 4G7, 5C7. 3Cl.
4H9, 8E6, 1H2, 3Bl, 2HI11
ETH Phe,g-Phey, Phe,g-Phey 6E7, 6F6
'\070__’_".
me
ogooooo

0o0o00ooooogpgodooon

0-0p0000-00000R00000000000000000O0OOO
oooooooooooop,. ,.000000000000000000000
nooooooooooopg, ,,00008,.,,02°00000000000
D0000000000000HLCOOO0000000000000000-0
BOD0OOO-0RO000000000ONONONONONOOODOOOOOOOO
000000000000000000000000000% *0-0p8,.,,00
000000000000000000000000000000000000



(40) uoboooboooboaobod

0o
goooood
O00D000000005A1100000000-0p0000DO0O0OO?°0-
og, ., ,00b0oobobo0ooooboooboooboobobooobooobon
goo0odboobooboobopU0boboooboobooboobobobobooog
goooooooopgb0b0obobooobooboobooboboboboboog
googbodbuodbuoobodbuoobooboobooboobooobga
goooboobooboboboboopUuobooboobooboboboboboog
goodboodbouodbuodbodbuodbooboobooboobooobga
gooooobo-opooboboobooboobobobobobooog
gooood
Oobooooboooboooboobp-KKHOOODOOODOoODbbOOobOo
gboodgbuodbouodgbogbotensaugboogboobooboobon
g, .,.,0ibbdbbobooboooobboobboooboobpUoobboUobOoO
goudgbuodgbudbugbuodgbuodgbuogbogbaobogbogod
BRN
oooooog
gbodbdoobdoobuooboobuoobuoobuoobooboobooo
ooboooooboop,. ., 0000b000b000ob0o0ob0o0OnELISAD O
goodbuodbuoobuoobuoobuoobuooboobuooboobooba
ooboopoboOoobooooobooobooooboooboobo,.,, 00000
googoan
gooood
Ooooooboobobdwou iIDOb0b0b0ob0ob0bU0on0OELISAT
gboodbodbwdbogboogpessogbooboobooboobon
gboogbuodgboodgbogbdoensAbogoogboobooboobon
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
gobbooobooboboooboobbooobooobooboboopbboOobOoO



(41) uoboooboooboaobod

000000000000000000000BO0000000000O0O0OO
00000000000

0Dooooo
0000000000000-0p0000000000000000000
000000000000000000000000000000RO0000OO0
000000000000000000000000000000000B,_,,
00000000000000000000000-000B00000000
00000000000000000000000000BO0000O0O0O0DOO
000000000000000000000000000000000000
DOELISAD00O0OR, ,,00000000000000000000000
ooooooo'?*o-0p, ,.0000000000000000000000
00000000000000000000000

0ooooo
ELISsO00000-0000000000000p8,_,,0000000000
D00000RO000O0OOONON0NONNONONONNNNNNDNDNONONONONOODDO
0000000000RO0O0000000000000000000000O0
000000000000000000-00000000000000000
0000000000pROO00O000000000000000O0R,.,,000
0000000000000000000000BO000000000O0O0OO
000000000000000000000000000000000000
noooooooopg,.,,008,.,,0000B,.,,000000000000
00000000000000000

nDooooo
D0001E000000000000000000 (preference)d0000
000000000000000000000000000000000 O O
00000000BRO0O00O0O000000000000000000OODOO
noooop, ,,0000000000000000B 040000000000
000000000000000000000000000000000000
oooooooo0O000O0OOog,. ,,0000000000000000000



42) uoboooboooboaobod

oooop,. ,,00bodooooboobooooboog
gooogrcodpgoooonogoogon

O0***0-000p00000000DDODO0OO00O0OODODODODOOOOOO
gooo0oooobooboboboboboboooooooouopOobDUObDOL4
g2s0ouodoodboobodbuoobooboobooboobooba
gobbbbogdubobooogoubnbboooguonbbooogubood
000000o0boobobob0obob0o0oodbouobouobOobO-Sepharose
gobobbboogouboboooubbbooggobboo-boooon
O0000000DoOo000oooooooooooooooot***o0-o000
O000000000000000*0-0B -Sepharosed D0 DO OODODODOO
gooobooboobooboboboboboboboooooboobonOSephar
ocseU00O0O0OROOLODOOUODOOULDOUUDOULDOUODDOOLDOO
000000000000000000D0O00O00000000oooooOot?®
g-gbudbdudgbodgbogboobuoobooboobobobobobon
gouodgbuogbuodgbougbooooad

guooog
guobbbooogobbobuoogoubobooouunboboooounboooa
O0OPBSO00HyOODDODOOODOODODDOOOOOOODOODO 0-000
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
000000000000 0000000OD00000ooDooooOooot**o-o
gooodboobooboboboboboooboobooboobobobuopoboog
gobobbbooggubbboooooboood
goobog
gpoibobodbdboboboboboooobooboobobobobo
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
-0bob0ooooboobopUobobOoboboooobDobDobOoboOon
O0000o0b0o0obbo0ooboobboOooboOobDO-SepharoseD 00O OO
ooooooo***0-oooooooog,.,,0000pB0OODOOOY9-25000



43) uoboooboooboaobod

O01mer0 00000000000 DOOOCOOOOOOODOODO*** 0-0000
bbbt bboooggoubboooguboood
O000000ooooo0o0ooooooooooo***o0-0000ooooono
O00000000000D00D0OOPhosphoimager) D00 ODOODOODOOOOO
gobbbbogguboboogoubnbboooguoubbooogubood
gobopbOibooboboboboboooboobooboobopboboboboog
gobbooogoon

00o00ogoonogoogp -0000040d010 (disaggregation)

O00pO00d00O000O0OOO0O0OObOO0O0ODbOO0O0ObLOO0O0ObOOO0ODODOOoDOOOn
OO00O0O000OOSolomon et al.,Proc.Natl.Acad.Sci.USA 94:4109-12(1997)[

Solomon et al.,Proc.Natl _Acad.Sci.USA 93:452-5(1996) 00 0 0 00000 0O O

gobbbbooouboooooouonbboooguunbbuooogonboood
gobbbboodobootboooubobboooguubbuooogonbooog
000000 -opuoo00pooooooboobob0obobooooooooog
0o0000ooooboobob0obooopgoOUobooboobobobobooog
O Solomon et al.,Proc.Natl.Acad.Sci.USA 94:4109-12(1997)0 Solomon et al.

,Proc.Natl .Acad.Sci.USA 93:452-5(1996) O

guooog
gubboboogobobbooggoubobooouuoboooouboooa

O0000oooooopOOOO0**00000oooooooDoOogpOOO
gobbbbogguboboogoubnbboooguoubbooogubood
Oo00ooooboobogpesgsbAlIb-opooooboobooboboooog
go7p300-00b0fdbodboboboboo)ybobobobooooooboo
goooooodbobobobobobooouoooboubuop -oboosAa1n
gooopUiboobosoobobobooooobooboobobobobooog
gooobooboobobopUobobooobooboboboboboboboog
googoaon

goooog
godd



(44) gooooooobooooog
£9  T/I0-TNH-ABIKIZL D PI-AB, o REMD R AL

PpL.eD™ AR, Fmitehi-E

#hn (cpm) ( PBSXEND% )

PBS *E& 3,420 -

+ 5A11 #In-AS 676 80

+ 7D3 #1-TfR 2,458 27
gooogg

goooooooo-opofd-o00dogogogoooonog

O-0pb0db0db-opUOb0bO0bO0bO0U0OODUObDObDUObDOobDOobObO
goooooboobooboobobob-TRRUDOCODOOw30boonoonog
goooooooboo-TRROODO0ODO0OO0OOOD0b0bDoooonoonDg
gboogbodbouodboogbogbuodbuoobogbogbooobuodgnbRre
cht et al.,J.Neurosurg. 72:941-945(11990) 000000000 ODOODOO

goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd
ooboooooyp3oboobobo-opboobobooobboobobooobboobon
gbouodboogbuodbudgbogbodgbogbogoad
guooog
guobbbooogobbobuoogoubobooouunboboooounboooa
g-bggouobobboogubobbooguonbboooounbboooood
gbbbbogouboooooguonbbooggubboooguboood
gubbbboggubboboooguonbboooguubboooguboood
gogooo
gouobog
oooooooobo-opub0-00b0b00oodbooboobDOobobobo
gobbbboooobbbooogubnbboogonbbooogonbood



(45) uoboooboooboaobod

O000000o0oo0oob0ob0ob0oo0ooooogosA11000nD-0p o
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
O0000ooooboobd@uwlex))OoDgdoobooboobobobooog
doogboobuoobude-dbuooboobto-peoboooboonog
gobbbbogdubobooogoubnbboooguonbbooogubood
ggn

goobog

Oo0ooooooo***o-0po0ioooooo0ooo-opoooOoog

googoodgoogod

gooood
googo

R10 ZEREMAK~D AL S

BLAB, IEE
& (cpm)
Puiic 4,199
+$i-AB 23,301
+ H-AB/ML- L 74- 22,850

guooboog
gubbooogobbboggouobbooouuoboboooouboooa
gobbbbogguboboogoubnbboooguoubbooogubood
ooooo0ooogoooopoooooooooooot:*o-o0B,.,, 00000
goooopgobO0ob0obob0ob0obooobooboobooboboboboboog
gobbbbogoubobooogubboooguonbbooogubood
ooooooooooooooooooot**o-0p,.,,000CCoOooODOO
goodboodboodboobooboobooboobobobonob
gooood



(46) uoboooboooboaobod

goooo

11 —ERRERESENTE29-A8,,0 L1754 BHERADES

MR ORLE 151.A8, 55 (cpm)

=L 2,367

+Hi-ABMA- FSURITIULET - 11.476
0ooooo

goudoagoagoagod

OO00000Db0O0b0bO0o0boobbo0ooooobOoentry)yd oo
gbuodgbodgbodgbuogboobooboo-oboobobobobobon
gobobbbogouoobooounoooogun oo ooooboo o
OO0000OCATCC TIB 219) 0000 DOR17 217.1.30 000000 Cell. Immunol.
83:14-25(198/))I 00 D000 0000DODODOOOOYOooooooooo
goooodboaww.0bob0oboooooobooboobobobobooog
O000000oooo0o0oooooo***0-0000000000ooooon

00000 Omouse capillary depletion methodl O Friden et al.,J.Pharm.Ex

per.Ther.278:1491-1498(1996) 1 Triguero et al.,J.Neurochem.54:1882-1888(1
))YDooooooo
godoon

gobobooboooobobobooooobobooooooboooooonoboooa
0000000000000 oobooboooboooor.w.ognog
gobbbboooobotooooubobboooogonbobooogonboood
gobbbboooobotoooouboboooogonbobooooonbooog
O00000000000000Joachim et al.,Nature 341:6239:226-30(1989))

oobo0oobooboooboobooobooobboobbooobooDbog
gboodgbogbooboobon
000000doodoodonodonodonodonoooogoog




“n uoboooboooboaobod

guobbbooogobbobuoogoubobooouunboboooounboooa
bbbt bboooggoubboooguboood
gbbbbogouboooooguonbbooggubboooguboood
O00000oooooogoo**0-0000000000000000000O
gobbbbogguboboogoubnbboooguoubbooogubood
000000000000 0000000000000000DO*?°0-R17/5A11
gobbbbogoubobooogubboooguonbbooogubood
ooooooo***0-00000ooooooo0go0s.v.00000000OOO
200004800 00budbuodbuodbuoobuooboobuooboobon
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
god o ggbudbudgbuodgbuodgbuoobogbouogboogbogodgd
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd
goodbuodbudb2ab48bugnbuoboogougoogboogogd
gbouodbudbudbudgbuodgbudgbuobogbuagboagbda24D0d
gobbbbogooboooooouonbboooguonbboooguboooga
O000dO0o*** 0000000000000 00oooooooooooooon
O000000000000000000000000000*** Ind Sheldon e

t al.,Nucl.Med.Biol.18:519-526(1991))0 O O °°™Tc Texic et al.,Nucl .Med.

Biol.22:451-457(1995)) 0 00000000000 DOD0OOo0bOOobOobooDn
gobbbbogguboboogoubnbboooguoubbooogubood
oobboooboobobooobooboooboobboobboOoObrR@b™),)O
gobbbbogoubbboogubbboogoubboooon
do000ooooooogogogodr@by), d0dodn

gboodboodbodbogboobuodboobuoobuogbooboon
gooooobooboobobobobobobooooooboDoboobOobDOor
ab®), 0o obooboboboboouooobobouobobobobobobo
odpbO0o0b0o0obobo0o0obOoobbo0oUobDOoobbOobobDoOobbooboo
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



(48) uoboooboooboaobod

guouobibibibrUOODODO0O0O0OOOOOODLDOUO0O0O0O0O0O0OOOOOOFa
b0 000000000000 00000000DO0o0DoooDooooon
gouooooooogd
gooooo

O0b0o0oobooboboooboobbo0ooboobboOdr@bT),000Fy,
guoobbbbbudoooooobobobbbuoooooooboon
guoobbbbbtudooooooobbobbboooooooon
guoobbbbbtdoooooobobbobbboooooooboo
00000oodpoOdb0odboodbooobooboooboobooobooonog
goboboo-obbtboodubobboooubnbbooooonbbooooon
gobbbboooobotooooubobboooogonbobooogonboood
000000000000 DO00DbO0b000000D0D00O0OdRaso et al.,J.Biol
.Chem. 272:27623-27628(1997))0 00000000 O0OOODODOOOOODOOO
gobbbboooubooooooubobboooogubobooogubooog
gobbbbdogouboooooouonbboooogonbbooogoboooga
00000000000 00b00oobooboobonnSpiegelberg et al.,J
_Exp.Med.121:323(1965))0
gooon
gouogogpnooougoooooooooobboooooooon
O0OFmocO 0O OOODOOOOOOFRmocH OO OO O Stald O O N-Fmoc-(3S,4S)-
A-000-3-00000-6-000-00000000O00OFmoc-* DOOOOOOO
00 00"(PhSta)d O N-Fmoc-(3S,45)-4-0 0 0-3-00000-5-000000
gobobobboodoboooooounobooooogobooogrPLcOoog
guoobbbbbutooooooobobbobbooooooo

gooooo

gobbboooobboboogoobobooouoobooooooboooa

00000000000 0000000¢0OBartlett et al.,An.Chem.Society

22:4618-4624(1983) 1 Bartlett et al.,Biochemistry 26:8553-8561(1987)) [

OO0000oOobOoOoooON-O0D000-Cys-Met-val-GlyD OO DO UOODOOOFmoc



(49) uoboooboooboaobod

goddoboooodooboooouoooooN-gooodoooooogd
0000000000000 ooooooooboooodchz-000
0000000000000 000000000£0OBartlett et al.,An.Chem.So
ciety 22:4618-4624(1983)0 Bartlett et al.,Biochemistry 26:8553-8561(1987
NOOOOOFecOODODOOOOOOOOVal-vVal-lle-Ala-O00O0OO0OOO0O
ddooogUo0doboooooodThr 00000000 OoOOOOOOO
O0b000ob0oobbo0oobooobOdCbz-Gly-Po,  -NH-Val-Val-11e-Ala-[
goooclydvalUOODODODOOOoooooooo@oooooo)yooooad
O0000000000N-0000-Cys-Met-Val-GlyO OO OOHBUT-O0O O OO
0000000000000 b00b0o0b0oob0o0obo0obOoUbdcCbzd
gobbbboooobotooooubobboooogonbobooogonboood
gobbbbooouboooooouonbboooguunbbuooogonboood
gobbbbooobobooodooricbbogggunbbuoooguobooog
gobobobbooguboboboooouobooooa
guooog

O00000odooooooooopodbooobooooooooOonogdFm
ocUUOOnooUoobodooooodooooonddrmoet OO
0000000000000 oobooooooboooodd (Meyer
et al.,J.Med.Chem.38:3462-3468(1995) [J

gogoooagdgoooagdggiooooggguibbogoguboood

O000p0O000O0OO00O0OD0O0O0O-000KMKHOODOOOOOOOoOooDooooa
O Partis et al.,J.Pro.Chem.2:263-277(1983)0CysO0 0 00000 O0OOOO

guoobbbbbtudooooooobbobbboooooooon
guoobbbbbtdoooooobobbobbboooooooboo
gobobobboooubooboooubnbboooggobb2000UndKLHD
gobbbbooooboobooooubobboooouonbobooogonboood
O00000boobobobobOobdTaso et al.,Anal .Biochem.197:137-142

(1991))0
000000000000000000000000000000000000




(50) uoboooboooboaobod

OUOKH-OOOBO0O0O0DLO0ObO0OO00oDoooooboobobobooog
bbbt bboooggoubboooguboood
Oo00oo00oooobooan.v. 0000000000000 0O0DO0ODO0ODODBALB
/c00gopeSO 00 0O0O0bOObOObOOonn
gouoobog
ooodoobooboobobobobuoboooooobooboobooboDT.
p.Ubl00ODO0ODOODO0ODOObOObOOENSA 0D O-o0noogn
goooboobooboboboboboogBALB/cODObDODObOODNwv.O0
goodboodbouodbuodbodbuodbooboobooboobooobga
gouogbouodouogbouogboogoago
gooood
OpUb000b0O0bobO0ooboobboOoo-oDpUbOOoUobbOOobboOoOoo
gobooobooboboooboobpUOUbOOoOobbOObObDOoOobbOOobOO
gbodgbuogbogbooboobobobobobobobobbobbob
goadoadoagiigoagoagoogbogbooboobobobon

0000 -KkHOOOOOOoOooooooooooooooooooooog
Oo0oooo0oooooobooobooouoonss-1obogonouooooooog
O0000O00000000000OKoehler et al.,Nature 256:495(1975)0R.H

KennettO OO ODOOODOOOOOOOODOOOO Fusion Protocol .Monoclon
al Antibodiesl [JR.H.Kennett T.J.McKearnt [J O K.B.BechtolO O O OO OO
0000000000 365-3670 0 (1980)0 O

o-gpgooooooodp

oooop,.,,0%?*0000000000

1-40

O0000000000DO0DO0DO0O00O0DOrPLCOODO0ODODbOODOOoOoOg
000000000 02000Ci/0 00 00O OMaggio et al.,Proc.Natl.Acad.Sci.

89:5462-5466(1992) 0 0 0000000230 00 0boooooo-opobon
goo-0pb0boboobobooboobooboboboboboboooboobo
gouodbuodgbudgbuodgbuodgbudgbuoobogboobooobooobda
oo****0-0p,. ,.,0000000000000000000O0OCOODODOO
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



(k1) uoboooboooboaobod

gobobooooggon
Oo00pgO0dddnoooofdgoooo***0-00d0pooo0o0oOoo-000

gbbbbogouboooooguonbbooggubboooguboood
goo0dooboobobopUobUobobonMb2s0ogooboobobobooog
gobbbbogguboboogoubnbboooguoubbooogubood
O0000000oooo00d O0OooooooOooooo**oogoooon
gboodbodbuodbuodbodbuooboobogrPLcbooboobg
goooooopbUObdb0b0bU0b0o00oUdoUnoUnbdSepharosel U
goo0oboobooboboboboboooboobuoboobobooboppbooboog
O0000pHO O5000000000000000? 0-000000000
goooooboobobobobobuoboonsepharosel DO OOOB OO
goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
00002 0-0000000000000000000000O0DOODODOO
goooog
OpUbb0Ubb0o0oboboooboobbooobooboooboooboOoboo
gobbbbogooboooooouonbboooguonbboooguboooga
bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
gobbboogouobboogoubboogouboboooooubooo
Icogoopgoooiodooogndoobobobooboooooogonog

goo0odoobooboobobobooooopgbOoboobobobobooog
goodboooobooboobob-oboboobobobuobuopooooboo
googbodbuodbuoobodbuoobooboobooboobooobga
O00O0-Sepharosel DO O OOOODOOOOOOOOO***0-0B,.,,000
Opo0OOOe-2s00000** 0-000017-mer00000OOOO°0O-
gboodbuodboodbuogboobognb sAgdbdee2d b0 0O D O PEGH
goooboobodbdco-00boboobobobobobobooonoono
00000000000000***0-000000000000000D0DO0O
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



(52) uoboooboooboaobod

0000000000000 0D0O@OO0.5N HCID0.5N NaOHO DO O pHO O O
O0000oooooooo*** 0-00000000000000000000O
OO0 00OPhosphoimagern)J 000 00D0O0O0O0OO0OOOOOOODOODOOO

0o0o0oo-0pb00foiodoooonodogoenisAibgonoonoonog-

Opo0db00-oboo0opgbOibooboobo0ob0obOobUobobooooooboog
goooboobooboboboboboooopgboobooboboboboboog
goodoobooboboboboboooobooboobooboboboboop
gobbbboooobbbooogubnbboogonbbooogonbood
goodboodbouodbuodbodbuodbooboobooboobooobga
gooobooboobobobobpboooboobooboboboboboboog
googoogoogno
o0oogonoooooooonoooog-ppoboboooboobboOoooo

gboodbuod-gbogbugbuobuoobuoobuoobobobobobon
gouodbuodgbuodbudgbodgbudgbuoobogbooboogbogod
goudgbuodgbudbugbuodgbuodgbuogbogbaobogbogod
OOOooOWd),so,000goos-3oo0doboognisokbal DO DO OOODOO
000000000000 b0b0b0bo0tdrROOODODDODOOOODOOOO
gobodbuoobuoobooboobuodboobooboobooboooDoso
S-PAGED 0 00O UOgogsobicomg 0o booboobooboon
gobbboogguobboogoono

0 00000000nodndodndoooooooooo-o0oogonog

goodboodboodbuoobuoobuoobuooboobooboobooobga
googbodbuodbuoobodbuoobooboobooboobooobga
goodboodbouodbuodbodbuodbooboobooboobooobga
goodboodbouodbuodbodbuodbooboobooboobooobga
gouodgbuodbuodgbuogbuodgbuodbuoobooboobooboooga
goodgbuodbuodbuodgbodgbugbuoobogborPicogbognog
oobboooboobbooobooboooboobboobobDopbboOobOoO
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



(53) 0000000000000
O0ooooooboooooo-o0obobo000obobrOOOOOODODO

goboboooggooboooad

00000-0 000000000 000O00O0O00OOMNWalker et al.,Soc

.Neurosci .Abstr.21:257(1995),Zlokovic,B.V.,Life Science 59:1483-1497(199

OUI0DBUI0DIODNOODODOOOOODOOODOODOYankner et al.,Scien
ce 250:279-282(1990)01 Kowall et al.,Proc.Natl.Acad.Sci.88:7247-7251(1991

yoooooboobobuobooouoooboobooboboboboboooog
O00000poOO0O0O0OO00O00ODODOOoO0OOoOoooDoooOg*>*Oo-op
goodboodbuodbuodbodbuodbudprtobogbogboonog
peSLU U0 OUODOObDOObDOObbO0bbooboobooboobogness
O5A110-0p 0booooooooboobooboboomno-oonoonog
oobooooboo)yYooboouoooobooboboooboobooooo
goodgbuogbudgougoooooad

oooogopnoo-opoo-ogdnoogoogoonoooogoo-gopgod

gbodgbuodgboodgbogbooboobooboob-bobobobbon
O000000o00o0b0b0ob0ob0oobooo0bo0boUbDURaso et al.,J.
Biol .Chem.272:27623-27628(1997)0Raso et al.,0 0 0000000 0ODOOO

goddoboooodooboooouoooooouoooooouoooogd
O000000000000000O0OReceptor mediated targeting of drugs)
(0820 O O G.Gregoriadis,G.Post,J.Senior and A.Trouet, ] O OO NATOO O O O
OO0 OO00O0O0O 000 0Advanced Studies Inst.))0 0000 OO0 119-138(1
OO ooooooooooooooddTraut"sOOOo0ooooonO
goswePO OO o000 ooooooooobboodoooooooon
dooooooooosHddooooooooobboddoooooooon
-goboooovwobooooboobodooobbooooobobboooooboo
oo
Ab,-SH O Ab,-M — Ab, -S-Ab,

OO00O0poOos-300000000000000D0300kpa 00000 OOO

gobbbboodobootboooubobboooguubbuooogonbooog



(54) uoboooboooboaobod

gobobbbogoubobobooooubnboboooggubo-gnbooooon
goooooowrPCcODOD-O0p00000DO0ODODLOODOOODODODO
goooooooopgb0b0b0oboooboobooboobobobobooog
gubobobodogoubooogoubbooood
gouoobog

OO0o00o0oobogborG@e), 0000000000000 b0o0boobo0oon
gobbbbogotoboooogubboooguonbboodgtdrrebood
gobbbboooobbbooogubnbboogonbbooogonbood
0100kba)U O F(ab®), 000000000000 boobobobobooog
go0o0ouopoobobdbuobU0bUdRraso et al.,J.Immunol. 125:2610-2616

(80D oooooooopoodoDOooOooOobOobOoboOoodeooooog
O00000000000O00O00OoBrennan et al.,Science 229:81-83(1985)

YIOOOOOFa' 0000000000000 O0Fab'0000000000
Fab®,-SH + Fab",-SS-E — Fab",-SS-Fab", O E-SH
0000000000000 F@*),000000000000000000
s-2000 00000000000 00000000000000000000O
000000000000000000000000000000000000

000000000

00o0o0oo
00000000000000000000000000000000000
0000000000ROOOO0O00O0O00000Fv,-SS-Fv, (50kba)d 0 OO
00000000000RsO00000000000000000000000
00000000000000000000000000000050kbadd0
00000000000000000000

Fv,-SH + Fv,-SS-E - Fv,-SS-Fv, O E-SH

00O0O0F 000RO0OO0O0O000000000000000000000
000000000000000000000000000000000000
00000000000000000000000000000 (Raso et al.,J
_Biol.Chem.272:27623-27628(1997))0 00000 0000000000000




(55) uoboooboooboaobod

bbb boooggoubbooogouboood
bbbt bboooggoubboooguboood
U

0000000ooooofdgooooooggo** o-opooooooon

Ooo0odooboobobob-upob0obO0obUOPEGUbOODbDODbDODbDObDOO
goodoooboobooboobobbobobonoo
gooood

goodbdodbodbogboobuodbuooboobooboobooon
goodboodbouodbuodbodbuodbooboobooboobooobga
gbuodgbuodboodbogbogbuogbuoobuoobuoobuoobodobig
c-udbudbudbuec-bogbduboobobobobbobbonbn
12°0-0p00000R0O0O0O0O00000000000000000000O0

O0000000000000000O0ODOOO00Y* 0-0pooooooooon
gouodbuodgbuodbudgbodgbudgbuoobogbooboogbogod
goudgbuodgbudbugbuodgbuodgbuogbogbaobogbogod
opopoot**0-0p,.,,00000000000000000OCOOODODDOO
bbb boooggoubbooogouboood
g

Oo00ddooooooooo*** 00oo0o000oooooooddia.v.000
gubbbboggubboboooguonbboooguubboooguboood
000000 0-00000000000000000000DOFriden et al

.,J.Pharm.Exper.Ther.278:1491-1498(1996) (] Triguero et al.,J.Neurochem.54
:1882-1888(190)) D00 oboooooooooooooobooooana
goddobodoodoonodoodooodoodooodooogoogd
0o0o0doorw.w.0o0o0oooooboooboooboooboooooooboooog
gobbobboooobobtbooouonboboooooonboboooon

Joooooggdgoooogoodonboooogguobobooogonboood

goudgbuodbudbudgbuodgbugbuoobogbogboogbogod
goudgbuodgbudbugbuodgbudgbuogbogbogbogbogodgd



(56) uoboooboooboaobod

0'°*0-R17/5A110 000000000000000000000000000
000000000000000?*0-00000000000000i.v.00
00000000240004800000000000000000000000
0000000000000000000000000000000000-0
BOODI.v.0000'°*0-03000000000000000000000
000000000000000000000000000000000000
00000000000000000000000000
0000000000

0ooo

43000 -000000000(@B)0000O0000000000000O
0o

nooo
B-0000000-00000000000000000(R,.,,)0000
000000000000000

0ooo
B-0000000000000000000000O0C@p,,0,,)0000
00O0000000000000

nooo
B-000000000000000000000000000000000
0000000000(@R,,.,.)0

0ooo
og,.,,00008,.,,00p,,,000000000000000000
DELISAD0000000000000000

oooo
00000000000000000000000000000000000
000000000R-000000-0000000000000000000
0000000000000

nooo
00000000000000000000000000000000000



(CD) uoboooboooboaobod

O00doodooooooboooog-oobooboobooboooon
guooooobuouoooooooon
goog
0oop-00ddoodooooodooooooooooooog-000no
guooobbobobbudooooooooo
goog
00op-00ddboodboodnoodooonoooooooogp-0o00ono
guoobobbbbbuooooooooo
goooo
p-00000000000000bDO0O0bOpB-0b000bOo0bOo0bDOon
0B.,, .. 000000000000O000OO00OO0ODO0O0OO0
goooo
bbbt boooooboooga
gobbobbdogoubobboooubobboboooouoo
gooog
d0dpUoO0db00dboodbooooooboooboooooooooooon
gocly3gdvalaou O DO doooooooooooooooooooooop
guooooobuouoooooooon
goooo
O000doodoodoooooooooopgUOboobooooooooon
ooooop,.,.,00000b00bo0obo0ooboobobooopOoOoboOO
goobooboooooooooenisAioggnobooooogonooog
goooo
ooooooobooooboopoboobooboooobooo b ooobop,.,, 000
oooop,. ,,000000000ELISADDOOO0DOOODOO0OOO0O0n
goooo
p-0000000000000000O00O0O0DOO0ODbLOUbOOUObOO0OD
O0*2*0-0B -sepharose] 0000000000 DOOOOO
goooo



(58) uoboooboooboaobod

guobbbooogobbobuoogoubobooouunboboooounboooa
goooo
gouoog
gubbooogubboboggoubbooouoobooooubood
gobbbbodogguobobooooubo



uoboooboooboaobod

(59)

goon

I OId
0¥ 0¢ 02 01 I
(T:&81¢%) H°00-IVIAADDAWTOIIVDINSDAQIYAIATIDHHATADSAHEATVA - N°H



uoboooboooboaobod

(60)

goon

¢ OIA
qT 01 g I
(0 &&Ngog) opTuB-SA)-SLT-UTH-STH-STH-TRA-NTD-14]-A1)-10g-dsy-STH-B1y-ayd-n1y-eTy-dsy- oy



uoboooboooboaobod

(61)

goon

& O
G% 0% g1 01
(8 &047) oprue-£TD-T8A-dSY-n[)-BIY-8Ud-Yd- [BA-NAT-SAT-UTD-STH-STH- [BA-NTH-1L]-54)



uoboooboooboaobod

(62)

goon

v OIAd

ov Ge
(¥:=8M6%) H°0D-IYL-BIV-°TI-TBA-TBA-AT1D-A1D-TRA-39N-S4D



uoboooboooboaobod

(63)

goon

o~ ity A
sSxo~trity A
syo~Ersty O

til

Lt

S OIAd

Y063

E
=4
(X}

(4[4

SHZ

EESTETEr————RPSRR 15

S— {5

i

00
080
0
¢l
02
51

0t

wim

e
]

(wu 08¥ 00V ¥



uoboooboooboaobod

(64)

goon

9 914

H%0D-IYL-eTy-o1I-1T

o

oy qe
BA-TBA-ATD-AT1D-TBA-39-S4)

|



uoboooboooboaobod

(65)

goon

L OIA
62 02

354 -£19-T8A-dsy-n1d-BY-ayd-0yd-[BA-NET-SAT-

.

G 0T
UTH-STH-STH-TBA-NTD-14]-84)



uoboooboooboaobod

(66)

goon

8 OIA
A

BlV-24d-HN-0D

-N:Un

HO-3Ud-IeA

BlY-34d-HN-0D-34d-ICA




uoboooboooboaobod

(67)

goon

6 "OId

glV-34d-4+ CHN-THD

=34d

IEA

BlV-34d~-HN-0D-34d

ICA




uoboooboooboaobod

(68)

goooo

O "OI4d

JIL-BIV-I1-[BA-IBA-HN--*Od-A1D-K1D-[BA-1ON-SAD- 1143 L -N

oy 133

LBV -31I-[eA-[eA-~HN-0D--A1D-AID-TBA 1SN -SAD- 1£3 £ -N

,



uoboooboooboaobod

(69)

goooo

L3Anyyy

%l'

o, ¢
/,ﬁ_

——4HONH

\\O
4

\

dOH —

IT 914

-y

+''Z
’

\
e e
’ \

S O p
£\

— ¥HDO ¥DH —

uz

r&s

H / s N

() O 0
\\ zt: \\\

H o)



uoboooboooboaobod

(70)

goooo

Sl "OIA
A

[BA-TeA~HN--COd-£1D-£1D

BA-TeA-HN-0D-£19-£[D




uoboooboooboaobod

1111
L35
1y
ttos

£38

&I 'ODIA
YW A£-06rT

J [4h14

GY)

goooo

5 €285 888zg38 g =
— e g
J..nll.ﬁn-.IJ. II.I:...I..I!JJIII. |-uﬁ 000

- 05°0

- 00')

i i L

1 | U - 002

ﬁ 087

- 00°¢

SHO~-INY W
SHOERHEWN- Loy ioLLy-e O

(10U 05y "0°0) (1= 2 LEYSIT



uoboooboooboaobod

(72)

goooo

il

L1

138

806

PI "OId
WY L-00/2

1

6iLL
£
Y9
oy

SsO~ 0w 7
SHO~ iy |
SHOVERARW-<L4Y T

1413

9K

88z

Ay

00

— 0870

a.—

01

5

—0°¢

VI3

(WU 08§ “0°0) (17 +2%



73) uoboooboooboaobod

ooooo
1251_pB-SEPHAROSE % 1 Z 1= {1 -AB B RS 4L EEHLIK
800 ] | ] 1 | -
700 | —A— 385
0 — |~
—— 48
= 500 — =
3 —— RS
q 0 - L —E—H
& °
w300 - f
200 |
100 n
0 I I T I : s




D) uoboooboooboaobod

goooo

+ TD3/5A11 n77Y9b

ik

nLAMI 1] 1 lllll[ T LS L] Illll[
10 10! 10

Li74— -5t HaRa

FIG. 16



(75) uoboooboooboaobod

ooooo
—— RDEH
—@— EME ALyb
n-sn N N ) ) [ N N 3 1 | I S L 1 1 N 1 " 1
025 - [
S 1 !
; ]
ol ]
E 015 .
K ]
Iy n.w%+ -
] [
095 - ol
0.00 A
0 5 10 15 2 25
B Al

FIG. 17



(76) uoboooboooboaobod

gooooogg

INTERNATIONAL SEARCH REPORT International applicatian No.
PCTAIS00/1655)

A.  CLASSIFICATION OF SUBJECT MATTER
[PC(TY :CIZN 200
US CL  435/1885
According to [nternational Patent Clagsification (IPCY or to both national classification and 1PC

B. FIELDS SEARCHED
Minimum documentation searched (classification system followed by classification symbols}

U8, : 435/188.5

Documentatian searched other thao minimum documentation te the exient that such documents are ingluderd in 1he fields searched

Electronic dale base consulted during the infernational search {name of data base and, where practicable, search terms used}
CAPLUS & EAST

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication. where appropriate, of the relevant passages Relevant 1o claim No.
X WO 99/06066 (S. TRASCIATTL et al.} 11 February 1999, see 1-6
entire document.
A US 5,439,812 (BENKOVIC, et al.) 08 AUGUST 1995,see entire | 1-10, 33-36
document.

AP US 6,043,069 (KOENTGEN, et al.) 28 MARCH 2000, column 13, 1-10, 33-36
lines 17-32.

D Funther documents are listed in the continuation of Box C. D See patent family annex.

» Spocial easegonies of cited documents. T later 4 published after the i jonai filing date or priofiry
date and not sn conflics with the applicaiion but cited 10 understand the

AT document defining the general staie of the art which is not considered principle or theary underlying the nvention

1o he of paricular relevmee
g i ; i i "R docoment of particular . the claimed in cannal be
£ sartier docurmern published on of after he imtemational filing dae considered noved or ¢annol be considered to iNVOIVE a0 INYEREIVC step
"L document which may throw doubts o phienty claim(s) or which is when the decumest is taken alone

cited to establich the publication date of anotker citation ov other

specie) reason (as specified) "yt gdorument of parsicular relevance; Lhe clanned avenuon canndl be

X considered 1o invDIvE on inventive mcp when the documenmt is
o documens refemng to an oral disclasure. use, exhibition or otlier means combined with e ar more ether sech datumienis, such com:binacon
" . . eing obvieus 10 4 willed in the

"pt dogument published pricr to the internaticna fling date but farer than beiny IS 10 & person § ! an

the prionty date chsimed g Bheoment member of the same mtent famite
Daic of the actual completion of the internaiional seasch Date oi.n’?ilinbo{!thzeﬁrﬁﬁmﬁonal search repert

12 OCTORER 2000 /7.\
e Ws )
R B S LA R oo et oo ool WU N
oX =
VA




an uoboooboooboaobod
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Box [ Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet}

This intemational repart has nat been esiablished in respect of certain ciaims under Article 17{2)ia) for the following reasons:

1. D Claims MNos.:

because they retate to subject matter not required to be searched by this Awthority, namely:

2. D Claims Nos.:
because they refare 1o parts of the intemational applicaticn that o Dot comply with the prescribed requirements to such
an extent that no meaningful intemations! search can be carred out, specificaily:

3. D Claims Mos.:

because they are dependent claims and are not drafted in acrordance with the second and third sentences of Rule & 4(a}.

Box [I Observations where unity of invention is lacking (Continvation of item 2 of first shees)

This International Searching Autharity found multiple inventions in this internationa? application, as follows:

Please See Extra Sheat.

I. D As ell required additional search fees wers Gmely paid by the applicant, this international search report covers all svarchabie
claims.

2. D As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment
of any additional fee.

As onty some of the required additional scarch fees were timely paid by the applicant, this intsrasional search report covers
only those claims for which fees were paid. specifically claims Nos.:

0

4, No required additional search fees were timely paid by the applicant. Consequently, this international sesrch report is
restricied to the invention first mentioned in the ¢laims; it is covered by claims Nos.:
[-10, 33-36 ’

Hemark on Frotest D The additional search fees were accompanied by the applicant's protest.

Form FCTASA/2EG (commuaom%pgﬁm BpcarmpAniedahe payment of additioral search fees.
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INTERNATIONAL SEARCH REPORT [ tnternational application No.
PCTIUS00/6551

BOX I[. ORSERVATIONS WHERE UNITY OF INVEMTION WAS LACKING
This ISA faund multiple inventions as follows:

This application contains the following inventiens ot groups of inventions which are not so linked as to form a single
inventive concept under PCT Rule 13.1. Iu order for all inventions to be searched, the appropriate addittonal search feos
must be paid. :

Group 1, claims 1-10 and 33-36, drawn to a catalytic antibody which hydmlyzes B-amyloid, a vectorized antibody
with the ability t¢ cross the blood barrier and hydrolyze B-amyloid and a methed for gencrating antibodics.

Group I, claims 11-12, drawn to a method for sequestering free f-amyloid in the bleodstream.

Group 1], claims [3-22 and 27-32. drawn te & methed for reducing levels of flramyloid in the brain and
disaggregating amyloid plaques in the brain.

Group IV, claims 23-24, drawn 10 & method for preventing the formation of amyloid plaques in the brain.

Group ¥, claims 25-26, drawn fo a method for reducing levels of circulating B-amyloid in an animal.

The inventions lisied as Groups 1-V do not relate to a single inventive concept under PCT Rule 13} because, under
PCT Rule 13.2, they lack the same or cosresponding spocial techrical features for the following reasons: Group s

drawn i¢ a catelytic entibody and a method of generating antibodies. Groups 11-V involve vartous uses for the catalytic
antibody and each use is separate and distinct frem the others.

Form PCTASAS21D (extra sheet) ¢Tuly [T39R)
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