JP 2005-519582 A 2005.7.7

(19) BFREREHFT (JP) N NE. - N ()] ()L ELARES
$57%2005-519582
(P2005-5195824)
49 AEH TRITETHTH(2005.7.7)
(51) Int.CL." Fl F—va—F (B%)
cC12Q 1/02 Cl12Q 1/02 ZNA 4B0O24
A6 1K 38/00 AS81P 17/02 4BO50
AG 1K 38/43 AG1P 25/00 4B0O63
AG 1K 38/46 AG1P 31/00 4C084
A6 1K 38/53 AB81P 35/4 4HO45
BEMK KWK TREEZMKE (& B EH) BEECHS

) HEES 15 E2003-513408 (P2003-513408) |(71) HEEA 596115687
(86) (22) HERE FR14ETH18H (2002.7. 18) FARVFA AF4HN R¥E— O
(85) BRI B ERLI6EFELA 190 2004, 1.19) —Rl—=¥ar
(B6) EEEHEEHE S PCT/US2002/022809 TAVAERETHF 22—k VIHO2 1
B7) EEFLBES W02003/007794 15, RAMY, ¥Y%2w 2 - AFY—}
87 EELAME FR15E1 A 30H (2003. 1. 30) 55
(B BW&IEERES 60/306, 946 (74 LI A 100078282
(32) el SERLI3ETA20H (2001. 7. 20) FEL LUF HHR
(33)EBEIETEE  RE(LS) (T4 {LFEA 100062409
@ EEETRES 60/332,652 #FEL+ ZfF &M
(32) ®5&H ERRI3EILAI6H (2001.11.16) | (74 {LEA 100113413
(33)EBEIETEE  RE(LS) #EL AT EH
(1) EEIEERES 60/382,794
(32) &5 H SERR144E5H 220 (2002. 5. 22)
(33) BAEETERE HE US)

BREEIIRL
(64) [READEM] SREEFL L ERLEE
(57)0 000
00000000000 000000D0000000D0000000000000000
0000000000000 0000DD00000D0DD0000o0o0Do0Doo0o0o0ooooan
000000000000 000000D0D00000D000000D0O0DO0O00O0Ooooan
0000000000000 000D0DDO0000DDDO000O0DoDoDOoo0Oooooan
000000000000 000000D0D0000D00D0000O0Do0Do0Doo0o0o0ooooan
000000000000 0000D00000000D000000000000000a0
0000000000000 00000DD0000D0DD0000O0oDoDoo0o0oooon
000000000000 000000D0D0000D00DD00000DD0Do0Doo0o0oOoooan
00000000000 000000D0000000D0000000000000000
00

10



e R e [ [ A [
< [ e e [ e e e e [ [ [
e e R R [ [ A B [

OoooooooooooooogoQgdg

Ooooooooo0 oo oooo o0 oo oDoooo0oo0oo0ooooogogooao

OoOoooooooOgodg
OoOoooooooOgodg

OOo0ooooocooooooao

OOoo0oo0oo0ooao

OoOoo0oo0oo0ooao
OOoo0oo0oo0ooao

OoOoo0oo0oooao
OoOoo0oo0oo0ooao
O 0Oo0oo0oo0oao
O 0Oo0oo0oo0oao
O 0Oo0oo0oo0oao
O O0Oo0ooogoao
O 0Oo0oooao
O Oo0ooogoao
O Oo0ooogoao
O OooO0ooogoao
O OooO0oooao

O

OoOoo0oo0oooao
OoOoo0oo0oo0ooao
O0Ooo0oo0oo0ooao
O 0Oo0oo0oo0oao
O 0Oo0oo0oo0oao
O O0Oo0ooogoao
O 0Oo0oooao
O Oo0ooogoao
O Oo0ooogoao
O OooO0ooogoao
O OooO0oooao
O OooOoooao
O Ooo0oooao
O Ooo0oooao

O

O Ooo0ooOoo

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

O
O
O
O
O
O
O
O
O
O
O
O
O

O
O
O
O
O
O
O
O
O
O
O
O
O
O

O O0Oogogog
O Ooo0oooao
O OooOoooao
O Ooo0oooao
O Oooooao
O OooOoooao
OOoo0oooao
OOoo0oooao
OOoo0oooao
OOoo0oooao
OOoo0oooaoo
OOoo0oooaoo
OOoo0oooao
OOooooao
O Ooo0oooao
O Ooo0oooao
OOoo0oooao
OOoo0oooao
O oOooao

O Ooogoog
O Ooo0oooao
O Ooo0oooao
O Ooo0oooao
O Ooo0oooao
OOoo0oooao
OOoo0oooao
OOoo0ooooo
OOoo0oooaoo
O Ooo0oooao
O Ooo0oooao
OOoo0oooao
OOoo0oooao
O Ooo0oooao
O Ooo0oooao
OOoo0oooao
O Ooo0oooao
OOoo0oooao
O oOooao

(2)

JP

2005-519582

O
O
O
O
O
O

OOoo0oooao
O0Ooo0oooao
OOoo0oooao
O0Ooo0oo0oo0oao
O OooQgogoao
O 0Ooo0oo0oo0oao

O
O
O
O
O

2005.7.7

O0Ooo0oo0oo0oao
O0Ooo0oo0oo0oao
O 0Ooo0ooo0oao

10

20

30

40

50



Ooo0ooooooo Qo0 oo woo4ooooooooooDoDooooo oo oDoooo0o oo oo oo ooDoooQgodg

Ooo0ooooooo o0 ooDoDoooo0ooDooooogooao
I [ i [ |

Ooooooooo o0 oo oooogoogogoooo
Oooooooo o0 oo oooogoogoooo
Ooooooooo o oo oooogoogoooo
Oooooooooooooooogogogoooo
Oooooooooooooooogogogoooo

O
O
O
O
O

O
O
O
O
O
O

Ooooooooo o0 ooDooooo0oooooooogogooao
Ooooooooo o0 ooDoooooooooooogogogoao
OO oo0oooooooevYyoooooooDoooooooaog
OoooooooooooDoooooooooooogogooao

O 0ooo

Oo0oooooooooooooogod

O O

Ooo0ooOoOoo0gonod
Ooo0ooOoOoo0onobd
Oooo0oood
Oooo0oogoood

Ooo0ooOoOoo0gonod
Ooo0ooOoOoo0onobd
Oooo0oood
Oooo0oogoood

O 0ooo
O 0Ooo

O 0ooo

O
O
O

OJ
OJ
]
(]
O
O
O
O
O
O

O O0Oo0oogoao
O O0Oo0gogoao
O O0Oogogoao
O O0OoQgooao
O OoQgooao
O Ooogooao
O OooQgooao
O Ooogooao

o

O O0Oo0oogoao
O O0Oo0gogoao
O O0Oogogoao
O O0OoQgooao
O OoQgooao
O Ooogooao
O OooQgooao
O Ooogooao
O Ooogooao
O Ooogooao
O OooQgooao

)

O Ooooo
O Ooogoooao
O Ooogoooao
O Oooooo
O Ooogoooo
O 0Ooo0oooo
O 0Ooo0oooao
O 0Ooo0oooo
O 0Ooo0oooao
O 0Ooo0oooo
O 0Ooo0oooao
O 0Ooo0oooo
O 0Ooo0oooao
O 0Ooo0oooo
O 0Ooo0oooao
O 0Ooo0oooo
O 0Ooo0oooo
O 0Ooo0oooao
O Ooooo

O Ooooo
O 0OooQoooo
O OooQoooao
O 0Oooooao
O 0Ooo0oooao
O 0Ooo0oooo
O 0Ooo0oooao
O 0Ooo0oooo
O 0Ooo0oooao
O 0Ooo0oooo
O 0Ooo0oooo
O 0Ooo0oooao
O 0Ooo0oooao
O 0Ooo0oooao
O 0Ooo0oooao
O 0Ooo0oo0ooao
O 0Ooo0oo0ooao
O 0Ooo0oo0ooao

O
O
O
O
O
O

JP

2005-519582

oooogoad

O
O
O
O
O
O

2005.7.7

O 0Ooo0oo0ooao
O 0Ooo0oo0ooao

10

20

30

40

50



e R e [ [ A [

ey o ) R e [
I e = [ i Y Y i [ |
Ny R e [ s [ o

Ooo0ooooooo o0 oo oooo0o o0 oo oD oo oo o0ooooogooao
Oo0oooooooooooooogQgog

O 0ooo

O0O0oo0oo0oooao
O0Ooo0oo0oooao
OO0O0oo0oo0oooao
OO0Ooo0oo0oooao
OO0Oo0oo0oooao
OO0Oo0oo0oooao

OoOoooooogod
OoOoo0oo0ooood
OoOoo0oo0oooogod

OoOoo0oo0oo0ooao
O0Ooo0oo0oo0ooao
O 0Oo0oo0oo0oao
O 0Oo0oo0oo0oao
O O0Oo0ooogoao
O 0Oo0oooao
O Oo0ooogoao
O Oo0ooogoao
O OooO0ooogoao
O OooO0oooao
O OooOoooao

O

OoOoo0oo0oo0ooao
O0Ooo0oo0oo0ooao
O 0Oo0oo0oo0oao
O 0Oo0oo0oo0oao
O O0Oo0ooogoao
O 0Oo0oooao
O Oo0ooogoao
O Oo0ooogoao
O OooO0ooogoao
O OooO0oooao
O OooOoooao
O Ooo0oooao
O Ooo0oooao
O OooOoooao

O

O0Ooo0oo0oo0ooao

O
O

O
O
O
OJ

O
O
|
|
|

O oo O
O oo d
O oOood
O oOood
O Oood

O 0ooo

O 0ooo

|
|
|

O

O o0Oood

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

O
O
O
O
O

[ Y o
O OooOoooao
O Ooo0oooao
O Ooo0oooao
O Ooo0oooao
O Ooo0oooao
OOoo0oooao
OOoo0oooao
OOoo0oooao
OOoo0oooao
OOoo0oooo
OOoo0oooo
OOoo0oooo
OOoo0oooao
OOoo0oooao
O Ooo0oooao
OOoo0oooao
O Ooo0oooao
O oOooao

(4)

O Ooogoog
O Ooo0oooao
O Ooo0oooao
O Ooo0oooao
OOoo0oooao
O Ooo0oooao
OOoo0ooooo
OOoo0oooaoo
O Ooo0oooo
OOoo0oooao
O Ooo0oooao
OOoo0oooao
OOoo0oooao
O Ooo0oooao
O Ooo0oooao
OOoo0oooao
O0Ooo0oooao
O Ooo0oooao
O Oooao

JP

2005-519582

O
O
O
O
O
O

A 2005.7.7

ooooao

goooaod

OOoo0oooao
OOoo0oooao
O 0Ooo0ooo0oao
O0Ooo0oo0oo0oao
O OooQgoao

O
O
O
O
]

O0Ooo0oo0oo0oao
O 0Ooo0ooo0oao

10

20

30

40

50



e R e [ [ A [
e e ey e [ R e e [ [ A [
Ooo0ooooooo o0 oo oo oo0 oo oD oYvwouoooooooooDoDoooo oo oo oooooDooogdg

ey e R I e [ [ A B [
e e e R e e [ [ A [
) R [ R e e [ A B [

OoooooooQodg
OoooooooQgodg
OoooooooOodg
OO0 ooooogogdg
OO0 ooooogogdg
OO0 ooooogogdg
OO0 ooooogogdg
OoDoooooggg
OoDoooooggg
Oooooooggdg
OoooooogoQgg
OoooooogoQgg
OoooooogoQgg
Oooooooggg
OoooooogoQgg
OoooooogoQgg
OoooooogQgg
OoooooogoQgg
OooooooogoQgg
OooooooogoQgg
OoooooogoQgg
OooooooogoQgg
OooooooogoQgg
OooooooogoQgdg
OooooooogoQgg
OooooooogoQgdg
OooooooogooQgdg
OooooooogoQgdg
OooooooogoQgdg
OooooooogooQgdg
OooooooogogoQgodg
OooooooogoQodg
OooooooogoQodg
OooooooogoQodg

O
O

O
O
O
OJ
OJ
OJ
OJ
O
O
O
O

Ooooooooodg

O

O
O
O
OJ
OJ
OJ
OJ
O

O
O
O
|
|
|

OoOo0oooooooooooooQgogao
OOo0oooooooooooooOgoogao
OOo0oooooooooooooogoogoao

OO0Ooo0oo0oo0ooao
O0Ooo0oo0oo0ooaoo
O O0Oo0ooooao
O O0OoO0ooooao
O O0Oo0ooooao
O O0Oo0ooooao
O 0Oo0ooooao
O 0Oo0ooooao
O Oo0ooooao
O Ooo0ooooao
OOoo0ooooao
OOoooooao
O Ooooooao
OOoooooaog
OOoooooao
OOoooooao
OOoooooao
OOoooooao
OOoooooao
OoOoo0ooooao
OOoooooao
OoOoooooaoo
OoOoooooaoo
OoOoo0ooooaoo
OOoo0ooooao
OoOoooooaoo
OoOoo0ooooao
OoOoo0ooooaoo
OoOoo0ooooaoo
OoOoo0oo0oooaoo
OOoo0oo0oo0ooao
OoOoo0oo0oo0ooao

O
O
|

OO0 Do oDoooggogooooood
OO0 Do oDooogggogooooood
OO0 Do oDooogogoooooao
OO0 0o oDooogogoooooao
OO0 Do oDoooggogogoooao
OO0 Do oDooogogoogoooao
OO0 Do oDooogogoogoooao
OO0 Do oDooogogoogoooao
OO0 oDooDoooggogooooao
OO0 oo oooogogoooooao
OO0 oo oooogogoooooao
OO0 oo oooogoooooao
OO0 oo oooogogoooooao
OO0 oo oDooogogoooooo
OO0 oo oDooogogogoooooo
oo ooooooogooooooo
oo oooooogogoooooo
OO0 oDooDooogooooooo
OO0 ooooooogooooooo
OO0 oDooooogooooooo
oo oo oooogooooooo
OO0 oo ooooogooooooo
oo oo oooooOooooooo
oo ooooooogooooooo
OO0 ooooooooooooo
oo ooooooooooooo
OO0 ooooooooooooo
oo ooooooooooooao
OO0 ooooooooooooo
oo ooooooooooooo
Oo0ooooooooooooao

Q)

JP

2005-519582

ooogad

2005.7.7

O 0Ooo0goooao

10

20

30

40

50



e R e [ [ A [
e e ey e [ R e e [ [ A [
e e R R [ [ A B [
ey e R I e [ [ A B [

Ooooooooooooooooogoooao
Oo0ooooooooooooooooooao

oo o0oooooo0 oo o ooo o0 oo oDooooOoooooo
oo ooooooo oo o ooo o0 oo oDoooo0oooooo

OO0 oooooogooOoooao
oo oooooogoOoooao
OooooooogoOoooao
OO0 0o oDooodgogooao
OO0 0o oDooogogogooao
OO0 o0ooDooogogooao
OO0 oo oDooogogooao
PO 4Ooooooooggogog
OO0 oo oDooogogogooao
OO0 oo oDooogogooo
OO0 oo oDooogQgogoooao
OO0 oo oooogogoooao
OO0 0D o0 oogooogoao
OO0 o0 ooooogogogooo
OO0 oo oooogogoooo
OO0 oooooogoooo
OO0 oo oooogogoooo
OO0 oo oooogoooo
OO0 oo oooogogoooo
OO0 oo ooooQgoooo
OO0 oo oooogoooo
OO0 oo ooooQgoooo
OO0 oo oooogoooo
OO0 oo ooooQgoooo
OO0 oo ooooQgoooo
OO0 oo ooooQgoooo
OO0 oo ooooQgoooo
OO0 oooooogoooo
OO0 oo ooooQgoooo

[}

OooooooogooooOoao

Ooooooooooooooogooao
Ooooooooooooooogooao
OoooooooooooooogoOooao
OO0 o0DoDooodooooooggogoao
OO0 o0DoDooodgooooooggogoao
OO0 o0ooDooodgdgooooooggogoao
OO0 ooDooo4gogoooooogoggogoao
OO0 ooDooo4gogooooooggogoao
OO0 ooDooodgdoooooogoggogogoao
OOo0ooDooo4gogoooooogoggogogoao
Ooooooo4ogoooooogoggogogoao
OoooDooo4ogoooooogoggooao
Oooooooooooooogoggooao
Oooooooooooooogoggooao
Oooooooo0oooooogogooao
Oooooooooooooogoggooao

OooooooooooOoQdoao
OoooooooOooOonOod
Oooooooooodg
Oooooooogooodg
Oooooooogoood

OO0 oooogogdg
OOoooooggdg
OOoooooggdg
Ooooooggdg
Ooooooggdg
Oooooogogdg
OooooogoQgdg
OooooogQgdg
OooooogQgog
OooooogQgdg
OoooooogQgdg
OoooooogQgdg
OoooooogoQgdg
OooooooogoQgdg
OooooooogoQgog
OooooooogoQgoQg
OooooooogoQg-g
OoooooogoQgdg
Oooooo®©wQgdg
OooooooogoQgdg
OooooooogoQg-g
OoooooogQgdg
OooooooogoQgdg
OooooooogoQgQg
OooooooogQgdg
OooooooogooQgodg
OooooooogooQgodg
OooooooogoQgdg

(6)

OO0 oooooogooooooogogg
Oo0oooooogooooooogogg
Oo0ooooooooooooogogg
Oo0ooooooooooooogogg
Oo0ooooooooooooogogg
Oo0ooooooooooooogogg
Oo0ooooooooooooogoQgg
Oo0ooooooooooooogoQgdg
Oo0ooooooooooooogoQgg
Oo0ooooooooooooogoQgg
Oo0ooooooooooooogoQgdg
Oo0ooooooooooooogoQgg
Oo0ooooooooooooogQgg
Oo0ooooooooooooogoQgog
Oo0ooooooooooooogoQgdg
Oo0ooooooooooooogQgdg
Oo0oooooooooooooogogoQgdg
OoooooooooooooogogQgdg

JP

2005-519582

OoooooooQoooOooao
oo oo ooooQgoooo
oo ooooooQgooOoooo
oo ooooooQgogoooo
oo oooooogogoooo

2005.7.7

10

20

30

40

50



Ooo0ooooooo Qo0 oo oo owWQoooooooooDoDoooooooDoDooooo oo oo oo ooDoooogodg

e e ey e [ R e e [ [ A [
e e R R [ [ A B [
ey e R I e [ [ A B [
e e e R e e [ [ A [
) R [ R e e [ A B [

O 0Ooo0oo0ooao
O O0Oo0oo0ooao
O 0Oo0oo0ooao
O 0Oo0oooao
O O0Oo0gooao
O O0Oo0gooao
O Oo0gooao
O O0Oo0gooao
O O0Oo0oooao
O O0Oo0ogooao
O Oo0oooo
O Ooo0oooao
O Ooo0oooao
O Oooooao
O Ooo0oooao
O Ooo0oooo
O Ooo0oooo
O Ooo0oooo
O Ooo0oooao
O Ooo0oooao
O Ooo0oooo
O 0Ooo0oooo
O Ooo0oooo
O 0Ooo0oooo
O 0Ooo0oooo
O 0Ooo0oooo
O Ooo0oooo
O 0Ooo0oooao
O 0Ooo0oooao
O 0Ooo0oooo
O 0Ooo0oo0ooao
O 0Ooo0oo0ooao
O 0Ooo0oo0ooao
O 0Ooo0oo0ooao

O 0o oo
O 0o oOo o
O 0o oo
I Y [
I [ o Y
I o [
I Y [
O O ogo
I [ [
O O oo
O O oo
O O oo
O O oo
I [ [
O 0o oo
O 0o oo
O Ooogo
O 0o oo

Oooo0oooQgoao
OooooooOgoOoao
Oooo0oooQgoOoao
OO0 oooogQgogao
OO0 oooogQgogaog
OO0 oooogQgogao
OO0 ooooggogao
Ooooooggogao
Ooooooggogao
Ooooooggogao
Ooooooggogoao
Ooooooggogoao
OooooogQgoao
OooooogQgogoao
OooooogQgogoao
OooooogogQgogoao
OooooogQgoao
OooooogogQgogoao
OooooogogQgogoao
OoooooogogQgoao
OooooogoQgoao
OoooooQgoao
OooooogogQgogoao

O 0Ooo
O 0Ooo
O 0o o
OO oo
OO oo
OO oo
OO oo
O Oooo
O Oooo
O 0Oooo
O Oooo
O Oooo
O Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O Oooo
O 0Oooo
O oOooo
O oOooo
O Oooo
O 0Oooo
O 0Oooo
O O0ooo
O 0Oooo
O oOooo
O 0Oooo
O 0Oooo

OOooooooooOod
OoOoo0ooooOooOod
OOooooooooOod
OO0 oDooooggogdg
OO0 oooooggogg
OO0 oooooggogg
OO0 oooooggogdg
Oooooooggogog
Oooooooggogog
Oooooooggogog
Oooooooggogg
Oooooooggogog
Oooooooggogog
Oooooooggogog
OoooooogoggogoQg
Ooooooogogogoog
OoooooogogogogooQg
Ooooooogogogoog
Ooooooogogogogoog
Ooooooogoogogoog
Oooooooogogoog
Oooooooogogoog
OoooooogoQgogoog
OoooooogoQgogooQg
OoooooogQgogooQg
Oooooooogogoodg
OoooooooQgogooQg
OooooooQgogooQg
OooooooooQgogooQg
OooooooooQgogooQg
OoooooooogoogooQg

Ooo0oooooOooOooOooao

OoooooooOooOooOooOoao

OOo0oo0ooooOooOooOooOoao

Oooooooooogoogo

Ooooooooooogoogo

Ooooooooooogoogo

OO0 ooDooogoQgogoooao

OO0 ooDooogogQgogoooao

OOoDooDooogogQgogogooao

OO0 ooDooogoQgogogooao

OOoDooooogogogoooao

OoDooooogoQgogoooao

OO0 ooooogoQgQg®© oo
Ooooooogogoooao

P

OoooooogoQgogooao

OoooooogoQgoooao

OooooooQgoooao

OooooooQgoooao

O
O
O
O
O

Oooooooogooooao

OooooooQgoooao

OoooooooQgoooao

OoooooooQgoooao

JP

OooooooOoQg©ooao
OooooooQgoooao

2005-519582

O
O
O
O
O
O

Oooooooogod
Oooooooogod
Oooooooogod
Oooooooogod
Oooooooogod
Oooooooogod
Oooooooogod
Oooooooogod
Oooooooogod
Ooooooood
Ooooooood

OooooooQgoooao
OoooooooQooooao
OooooooOoQgoQo©oao
OoooooooQooooao
OoooooooQooooao

O
O
O
O
O

O
O
O
O
]

OoooooooQoooOooao

2005.7.7

OooooooooQgogogooQo
OooooooooQgoogoao
Oooooooooogoogoo
OooooooooOgoogoo

OooooooogooQgodg
OooooooogooQgodg
OooooooogoQgdg

10

20

30

40

50



Ooo0ooooooo o0 oo oooo0 oo oD oDoDoo o oo oDooooOoooooo
Ooo0ooooOooo o0 oo oooo0o oo oD oDoDoo o oo oDoooooOooooo
OooooovToooooooooooooooooooooooooooao

Ooo0oooOoooo0 oo oooo0o oo oDooo o oo oDoooooOooooao
Ooo0oooOooo o oo ooooooDoDooo o oo oDooooooooao
Ooo0oooooo oD oo oooo oo oDooo o oo oDoooooOooooao

OO0Oo0oo0oooao
OO0Oo0oo0oo0ooao
OO0Oo0oo0oo0ooao
O O0Oo0OoOoooao
O O0O0o0ooooao
O O0Oo0Oooooao
O O0Oo0ooooao
O O0Oo0ooooao
O O0Oo0ooooao
O O0Oo0ooooao
O O0Oo0ooooao
O O0Oo0ooooao
O O0Oo0ooooao
OO0Oo0ooooao
O Ooo0ooooao
OO0Ooo0ooooao
OOoo0ooooao

OoooooooogoogooOoo
Ooooooooogoogooao
OoooooooogoogooOoo
OO0 oDoDooogogogao
OO0 ooooogogogao
OO0 ooDooogogoao
OOoDooDooogogogoao
OOoooooogogogao
Ooooooogogoao
Ooooooogogoao
Ooooooogogoao
Oooooooogogoao
Oooooooogogoao
Oooooooogogoao
Oooooooogogoao
Oooooooogogogoao
Ooooooogogoog
Oooooooogogog
OooooooogoQgog
Oooooooogogog
OooooooogoQgog
Oooooooogogog
Oooooooogogog
OooooooogoQgog

Oooooooooogoogod
Oooooooooogoogodg
Oooooooooogoogod
O O ooogoooogoaag
OO0 oo oDooogogdg
O 0o oDoooggogdg
OO0 ooooooogogogg
OO0 ooooooogogogodg
OO0 oooooogoggogog
OO oooooogaoag
OO0 oooooogogogog
oo ooooogogogog
OO0 oooooogogog
OO0 oooooogogog

(8)

OoooooogoggogoQg
Ooooooogogogoog
OoooooogogogogooQg
Ooooooogogogoog
Ooooooogogogogoog
Ooooooogoogogoog
Oooooooogogoog
Oooooooogogoog
DT OO Ooooooog

OOoo0oooao
OOoo0oooo
O0Ooo0oooao
OOoo0oooao
O0Ooo0oooao
O0Ooo0oooao
O0Ooo0oooao
OOoo0oooao
O0Ooo0oooao
O0Ooo0oooao
O0Ooo0oooao
O0Ooo0oooao
O0Ooo0oooao
O0Ooo0oooao
O0Ooo0oo0ooao
O0Ooo0oo0ooao
O0Ooo0oo0ooao

JP

2005-519582

OooooooogoQgg
OooooooogoQgdg
OooooooogooQgdg
OooooooogoQgdg
OooooooogoQgdg
OooooooogooQgdg
OooooooogogoQgodg
OooooooogoQodg
OooooooogoQodg
OooooooogoQodg

OoooooogoQgogooQg
OoooooogQgogooQg
Oooooooogogoodg
OoooooooQgogooQg
DL OoOOoOoooooogdg
OooooooooQgogooQg
OooooooooQgogooQg
OoooooooogoogooQg
OooooooogoogooQg
OooooooogooQgooQg
Oo°oooooogoo

2005.7.7

10

20

30



0000

[ #N5F 58

" [cp1i AEEBRER

[

B3 HEE BLU 7ro—L4ERELE

"a2p¥ Er-ye

[

[ B2 EHAEUEARIE. ERtREE.

[ REAFFIR B SE R B

: o8Pl BN ERE

[ [avp3 EE=

- [CD31 BHEE

B EREEN &AL

L Tadsivp7 VS BESE  ZRHACAE

[ BB L

L2 LTI : FE S S E )

[ R

o | 2bl BlimiaiE. bRt

[ [P El, migs. &

[

C ovP2 &L vasShl FA LK

[ aMP2 (Macl) HERARS , MS

E LFA-1 eHREGY YT, HA

[ t LFA-TssvMacl B ERTE

Y TL—9 X%

[

[ | a4pl BEXE

L Ip1.B2 HEMES AT —

[

o | a5Bl BEBXIUODES

L ip4 PRI E S , _ ,

[ {3 % I 248 A4 (Junctional Epidermolysis bullosa)

[ Bl s4UR3 BEEEBEESHOR

L | GP Ha/lllb SHEEIRIER M

[

[ o2B1 1RG4 LIS PR

0

DO00DO00O000 D00D00O00O00O00O00000000000
00000000 D0000000000000000000000
DO0D0DO0OD0O00O D00DO00O0D0DO00O00O00O00O00O00O00O
Doooo0ao

DO00DO00O00O 0000000000000 O000000000
DO00DO0D0O000 D00D00DO00DO00O00O00O00O00O00O00O0
00000000 00

DOO0OO0ao

DO00DO00O000 DO00DO00O00O00O00O0000
00000000 D0000000000000000000000
DO0D0DO0OD0O00O D00DO00O0D0DO00O00O00O00O00O00O00O

9 JP 2005-519582 A 2005.7.7

10

20

30

40

50



e R e [ [ A [
e e ey e [ R e e [ [ A [
e e R R [ [ A B [
ey e R I e [ [ A B [

Ooooooooooooooooogoooao
Oo0ooooooooooooooooooao

Ooooooooood
Oo0ooooooood
OoOo0ooooooood
OO0 oooooogogdg
OO0 oooooogogdg
OO0 oooooogogdg
OO0 oooooogogg
OO0 oooooogogdg
OO0 oooooogogdg
OO0 oooooogogdg
OO0 oooooogogodg
OO0 oooooogogdg
OO0 oooooogogdg
Oo0oooooogogdg
OO0 oooooogogdg
Oo0oooooogogodg
OO0 oooooogogodg
OO0 oooooogoogodg
OO0 oooooogoogog
OO0 oooooogoogog
OoooooogoQgg
OooooooogoQgg
OooooooogoQgg
OooooooogoQgdg
OooooooogoQgg
OooooooogoQgdg
OooooooogooQgdg
OooooooogoQgdg
OooooooogoQgdg
OooooooogooQgdg
OooooooogogoQgodg
OooooooogoQodg
OooooooogoQodg
OooooooogoQodg

oo o0oooooo0 oo o ooo o0 oo oDooooOoooooo
oo ooooooo oo o ooo o0 oo oDoooo0oooooo

O 0Oo0oo0ooao
O 0Oo0oo0ooao
O 0Oo0oo0ooao
OO oQgogoao
OO oQgogoao
OO oQgogoao
O O0OoQgogooao
O OooQgogooao

O O0Ooo0ooOoo
O O0Ooo0ooo
O O0Oo0ooOoo
O O oOgoogo
O O o0goo
O O oO0ooo
O O oOgoo
O OoOgoo
O Oogoo
O OoOgoo
O Oogooo
O OooOooo
O OooOooo
O Ooooo
O Ooooo
O OooOooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O 0Ooo0ooo

OoOooooooooOodg
OoOoooooooOod
OOoooooooOod
OO0 ooooogogg
OO0 ooooogogg
OO0 ooooogogg
OO0 ooooogogg
OO0 ooooogogg
OOooooooogogg
OOooooooogogg
OOooooooogoQgg
Oooooooogogg
Oo0oooooogogg
Oooooooogogg
Oooooooogogg
OOooooooogogg
Oooooooogogg
OooooooogoQgg
OoooooooogoQgg
OooooooogoQgog
OooooooogoQgoog
OoooooooogoQgoog
Oooooooogogog
OoooooooogoQgg

O 0ooo
O 0ooo
O 0Ooo
O 0O oo
O 0Oooo
O 0O oo
OO oo
O Oooo
O 0Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo

O 0Ooo0ooOoo
O 0Ooo0ooOoo
O 0Oo0ooo
OO oOgoo
OO oOooo
O OoOooo
O OooOgoo
O OooOooo
O OooOooo
O OooOooo
O OooOooo
O OooOooo
O Ooooo
O Ooooo
O OooOooo
O Ooooo

O
O
O
OJ
OJ
OJ
OJ
O
O
O
O
O
O
O
O
O

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

0O 0o o
I |

O Ooogooao
O Ooogogooao
O Ooogooo
O Ooogooao
O Ooogooao
O Ooogooo
O Ooogooo
O Ooogooo
O 0Ooogooo
O 0Ooogooo
O 0Ooogooo
O 0Ooogoooo
O 0Ooogooo
O 0OooQgoooo
O 0OooQgoooo
O 0OooQoooo
O 0OooQoooo
O 0Ooogoooo
O 0OooQgoooao
O 0Ooo0oooo
O 0Ooo0oo0ooo
O 0Ooo0oo0ooo
O 0Ooo0goooo
O 0Ooo0oo0ooao

O d
O d

(10)

O Oooo

O Oooo

O Oooo

O Oooo

O Oooo

O
O

O
O

O Oooo

JP

O Oooo

2005-519582

oo ooooogooQgodg
oo ooooooQgdg
oo ooooooQgdg
oo ooooooQgodg
oo ooooooQgodg
Ooooooooodg
OooooooooQgodg
Ooooooooodg
Ooooooooodg
Ooooooooodg

O O
O O
O O
O O
O O
O O

O Oooo
O Oooo
O 0Oooo
O Oooo
O 0Oooo
O 0Oooo

O
O
O
(]
O

O O0ooo

2005.7.7

O 0o oo
O 0o oo
O 0o oo
O 0o oo

O 0Oooo

O 0Oooo

O 0Oooo

O 0Oooo

O

10

20

30

40

50



e R e [ [ A [
e e ey e [ R e e [ [ A [

Iy ) s e A [
I e [y ) ) A [
Ooo0ooooooo o0 oo oooo oD oo oo oo oo0 oo o ooo o oooooodg
Ooo0ooooooo o0 oo oooo oD oo oDoooo0 oo ooooooooooodg

OoooooooQodg
OoooooooQgodg
OoooooooOodg
OO0 ooooogogdg
OO0 ooooogogdg
OO0 ooooogogdg
OO0 ooooogogdg
OoDoooooggg
OoDoooooggg
Oooooooggdg
OoooooogoQgg
OoooooogoQgg
OoooooogoQgg
Oooooooggg
OoooooogoQgg
OoooooogoQgg
OoooooogQgg
OoooooogoQgg
OooooooogoQgg
OooooooogoQgg
OoooooogoQgg
OooooooogoQgg
OooooooogoQgg
OooooooogoQgdg
OooooooogoQgg
OooooooogoQgdg
OooooooogooQgdg
OooooooogoQgdg
OooooooogoQgdg
OooooooogooQgdg
OooooooogogoQgodg
OooooooogoQodg
OooooooogoQodg
OooooooogoQodg

oo oooooogogoo
Oooooooogogoo
oo oooooogogogoo
Oooooooooogogoo

OoooOoooooo

O
O
O
O
O
O
O
O
O
O
O
O

O
O
O
OJ
OJ
]
(]
O
O
O
O
O

O 0Oo0oo0ooao
O 0Oo0oo0ooao
O 0Oo0oo0ooao
OO oQgogoao

Oooo0oooQgoao
OooooooOgoOoao
Oooo0oooQgoOoao
OO0 oooogQgogao
OO0 oooogQgogaog
OO0 oooogQgogao
OO0 ooooggogao
Ooooooggogao
Ooooooggogao
Ooooooggogao
Ooooooggogoao
Ooooooggogoao
OooooogQgoao
OooooogQgogoao
OooooogQgogoao
OooooogogQgogoao
OooooogQgoao
OooooogogQgogoao
OooooogogQgogoao
OoooooogogQgoao
OooooogoQgoao
OoooooQgoao
OooooogogQgogoao
OoooooogogQgogoao
OoooooogoQgoo
OooooooQgoao
Ooo0ooooQgoao
OooooooQgoao
OoooooooQgoao

Oooo0oooOogoad
OoOoooooogoad
OoOoo0ooooOoOoad

Oooooooo

OoooOoooooo

Oooo0oooogo

OO0 oooood
OO0 oooood
OO0 ooooodg
OO0 ooooodg
OO0 ooooodg
O oo oooodg
Ooooooodg
Ooooooodg
OOoooooodg
Ooooooodg
Ooooooodg
Ooooooodg
Ooooooodg
Ooooooodg
Ooooooodg
Oooooooodg
Oooooooodg
Oooooooodg
Oooooooodg
Oooooooogdg
Oooooooodg
Oooooooodg
Oooooooodg
Oooooooodg
Oooooooodg
Oooooooogdg
Oooooooodg
Ooooooooodg
Ooooooood
Ooooooood
Ooooooood

Oooo0ooogo

OO oOooo
O OoOooo
O OooOgoo
O OooOooo
O OooOooo
O OooOooo
O OooOooo
O OooOooo
O Ooooo
O Ooooo
O OooOooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O 0Oooo
O O0ooo
O 0Oooo
O oOooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O O0ooo
O 0Oooo
O 0Oooo

Oooo0oooogo

OO0 oooooog

OO0 ooooog

O 0O0ooooog

O 0O0ogooooodg

O Ooogooooog

O Oo0ooooog

O oo ooooog

O Ooooooog

O oo oooog

OOo0oooooog

O oo oooog

Ooooooog

Ooooooog

Oooooooog

Ooooooog

Oooooooog

JP

Ooooooog

2005-519582

ooogad

O

Ooooooog

O

Ooooooog

O

Ooooooog

O

Ooooooog

Ooooooog

Ooooooog

Oooooooo

Oooooooogod
Oooooooogod
Oooooooogod
Ooooooood
Ooooooood

2005.7.7

ooogad

O

Ooooooooog

O

Oooooooo

O

Oooooooo

O

Ooooooooo

10

20

30

40

50



e R e [ [ A [

OooooooooQgooao
OooooooooQgooao
Ooooooooogooao

O 0Ooo0ooo
O 0Ooo0ooOoo
O 0ooo

Ooo0ooooooo oD oo oooo0o oo oD oD oo o0 oo oDoDooo0oooooooOgodg
OoOo0ooooooo oD oo ooooo00 oo oDoooo0 oo oDoocoooooooo
Ooo0ooooooo oD oo oooo o0 o oDoDoooo0 oo oDoooooooooo
Ooooooooo oD oo ooooo0 oo oDooo o0 oo ooooooooooo
OoooooooooooDooooo0oooDooooo0oooDoooooooooo.o

O 0Oo0oooao
O 0OoO0oo0ooao
I [ |
O 0O o0ooo
O 0O o0oo0oo
OO oQgogog
OO ogogog
Y Y |
Y Y |
s |
OO ogogog
s Y |
OO ogogog
O Ooogogog
O Ooogogoog
O Ooogogoog
[ Y |
O Ooogogoog
O Ooogogoog
O Ooogogoog
[ |
[ |
O 0Ooogoogoog
[ |
I [ |
I |
I |
I [ |
I |
I [y |
I [ |
Iy |
I [ |
I [y |
O 0o o0oogoo
I [ [ Iy |

Oooo0oooOooOgoao
OoOoooooOoogoao

O0Ooo0Oo0oood
O0Oo0Oo0oood
O0Ooo0Oo0oo0ood
O0Oo0oo0oood
OO0OoO0ooood
OO0OoO0ooood
OO0Oo0ooood
O0Oo0ooood
O0Ooo0ooood
O0Oo0ooood
O0Oo0ooood
O0Ooo0ooood
O0Oo0ooood
OO0Ooo0ooood
O0Ooo0ooood
O0Ooo0ooood
O0Ooo0ooood

O
O
O
OJ
OJ
OJ
OJ
O
O
O
O
O
O
O
O
O
O

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

O
O
O
O
O

Oooo0oooogoao
Oooooooogoo
OooOoo0oooogoao
OO0 ooogoQgogao
OO0 oooogoQgogao
Oo0oooogoQgogao
Oo0oooogQgogao
Oooooggogao
Oooooggogao
Oooooggogao
Ooooooggoao
Oooooggoao
OooooogQgoao
OoooogQgoao

O
O
O
OJ
OJ
]
(]
O
O
O
O
O
O
O

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

O 0ooo

OoOoooOooood
O0o0Dooooogod
OO0 oooood
OO0 ooooogod
OO0 ooooogod
OOo0oooooogod
Ooooooogod
OOoooooogod
OOoooooogod
OOoooooogod
Ooooooogod
Ooooooogod
Oooooood
Ooooooogod
Ooooooogodg
Ooooooodg
Oooooooogodg
Oooooooodg
Oooooooodg

O 0ooo

]
]
[

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

(12)

OOoooooogd
OOooooogd
Ooooooogdg
Ooooooogd
Ooooooogd
OOoooooogd
Ooooooogd
Ooooooogd
Oooooooogd
Oooooooogd
Ooooooogd
Oooooooogd
Oooooooogd
Ooooooogod
Oooooooogd
Oooo0oooogd
Ooooooogd
Oooooooogod
Oooooooogod
OoOoooooogod

O Ooo0oooo
O Ooo0oooao
O Ooo0oooao
O Ooo0oooo
O 0Ooo0oooo
O Ooo0oooo
O 0Ooo0oooo
O 0Ooo0oooo
O 0Ooo0oooo
O Ooo0oooo
O 0Ooo0oooao
O 0Ooo0oooao
O 0Ooo0oooo
O 0Ooo0oo0ooao
O 0Ooo0oo0ooao
O 0Ooo0oo0ooao
O 0Ooo0oo0ooao

L S R |
L S R |

Ooooooood
Oooooooodg
Ooooooood
Oooooooodg
Ooooooood
Oooooooodg
Oooooooodg
Oooooooodg
Oooooooodg
OOooooood
Ooooooood

O Oooo

JP

O Oooo

2005-519582

O
O
O
O
O
O

O
O
O
O
O
O

O
O
O
O
O

O
O
O
O
]

2005.7.7

10

20

30

40

50



e R e [ [ A [
e e ey e [ R e e [ [ A [
e e R R [ [ A B [

O O0Ooo0ooo
O 0Ooo0ooo
O 0Ooo0ooOoo

I e e e [ |
[

[ e A R [ |

Ooo0oo0oad
Ooo0oo0oad
Ooo0oo0oad
O o0Ooodd
O o0Oood
O o0Oood

Oooo0oooQgoao
OooooooOgoOoao
Oooo0oooQgoOoao
OO0 oooogQgogao
OO0 oooogQgogaog
OO0 oooogQgogao
OO0 ooooggogao
Ooooooggogao
Ooooooggogao
Ooooooggogao
Ooooooggogoao
Ooooooggogoao
OooooogQgoao
OooooogQgogoao
OooooogQgogoao
OooooogogQgogoao
OooooogQgoao
OooooogogQgogoao
OooooogogQgogoao
OoooooogogQgoao
OooooogoQgoao

Ooooocooooooooogogogoooao

OooOoo0ooood
Ooo0Ooo0ooood
OooOooO0ooood
OO0 o0oooogod
OOo0o0oooogod

O
O
O
|
|
|

O
O
O
OJ
OJ
OJ
OJ
OJ
O
O
O
O
O
O
O
O
O
O
O

OooooooooooooogoogoooOoao

OoooooooooooogooOooOooOoao

Oooooooooooooogooogoogo

O
O

Oo0oooooooooooogooogoogoo

Oo0ooooooooooogooogoogo

O Oo0ooogoao
O Oo0ooogoao
O OooO0ooogoao
O OooO0oooao
O OooOoooao
O Ooo0oooao
O Ooo0oooao
O OooOoooao
O Ooo0oooao
O Ooo0oooao
O Ooo0oooao
O Ooo0oooao
OOoo0oooao
OOoo0oooao
OOoo0oooao
OOoo0ooooo
OOoo0oooao
OOoo0oooao
OOoo0oooao
OOoo0oooao
O Ooo0oooao
O Ooo0oooao
OOoo0oooao
OOoo0oooao
O0Ooo0oooao
OOoo0oo0ooao
O0Ooo0oo0oo0oao
O0Ooo0oo0oo0oao
O0Ooo0oo0oo0oao

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

Oo0DoDooo4ooooDooogogooao

Oo0DoDooo4gogUoooooogogooao

OO0 oDoooo4gogogooooooggogog
OO0 ooooo4oogooooooggogog
OO0 ooooo4oooooooggogog
OOo0oDoooooooooooggogaog
OOo0ooooooooooooggogoQg
OOo0ooooooooooooggogoQg
OOo0ooooooooooooggogoQg
OOoooooooooooooggogaoQg
OOooooooooooooogoggogaoQg
OOoooooooooooooggogaoQg
OOooooooooooooogoggogaoQg
OooooooooooooogQgogoaoQg
OOoooooooooooooggogoaoQg
OoooooooooooooggogooQg
OOooooooooooooogoggogoaoQg
OOooooooooooooogQgogoaoQg
OooooooooooooogQgogoaoQg
OooooooooooooogogQgogoaoQg
OooooooooooooogogQgogoaoQg
OoooooooooooooQgogoaoQg
OooooooooooooogQgogaoQg
OooooooooooooogogQgogoaoQg
OooooooooooooogogogogoaoQg
OooooooooooooogQgogoaoQg
OoooooooooooooQgogaoQg
OoooooooooooooQgogoaoQg

(13)

O 0Ooo0ooooao

O

O

JP

OoooooogoQgoao
OooooogoQgogoao
OoooooogoQgoao
OoooooogooQgoao
OoooooQgoao
OoooooQgoao
OooooooQgoao
OooooooQgoao
OooooooQgoao
OooooooQgoao
OooooooQgoo
oo oooogoao

2005-519582

O
O
O
O
O
O

O
O
O
O
O

2005.7.7

10

20

30

40

50



a1 [ e e e e e o [

e e ey e [ R e e [ [ A [

Oo0oooooogoooao
OooooooooQgooao
Ooooooooogooao
Oooooooogooao
Ooooooooogooao

Ooo0ooooooo oD oo oooo0o oo oo oDooo0oo00 oo oDoooooooooogodg

OOoo0oooOod
OOoo0oooOod
OoOoo0ooood

0O

Oooooogood
O 00O ™

]

O0Oo0Oo0oood
o

OoooOoooooo
O 0O O

OoOooooood
OoOooooood
OoOooooood
O0o0Dooooogd
O0o0Dooooogd
OO0oooooogd
OOo0oooooogd
OOoooooogd

A0 OO0 O0o0ooooooooooooooooooooogoooOoao
a

afalalls
afalalls
(00 D00)Oo
oooooOo
oooo0oo

Ooo0oooOoooo0 oo oooo0o oo oDooo o oo oDoooooOooooao
Ooo0oooOooo o oo ooooooDoDooo o oo oDooooooooao

O0Ooo0Oo0oood
OO0Ooo0Oo0oood
O0Ooo0Oo0oood
O0O0o0Oo0ooogod
O0O0o0oo0ooogod
OO0 oooog™
OO0o0oo0oooogod
OO0Oo0oo0ooogod
O0Oo0oooogod
OO0Oo0oooogod
OO0Oo0oooogod
OO0Oo0oooogod
OOoOo0ooood
OO0Ooo0oooogod
Oo0oo0ooood
OO0o0oo0ooood
OOoo0ooood
OoOoo0ooood
OoOoo0ooood
OOoo0ooood
OoOoo0ooood
OoOoo0ooood
OoOoo0ooood
OOoo0ooood
OoOoo0ooood
OoOoo0oood
OOoo0oood
OOoo0ooood
Oo0oo0oood
Oo0oo0oood
OoOoo0oood
OOoo0oood
Oo0oo0oood
OoOoo0o0oood

Oooo0oogogood

Oo0oo0ogao
O 0Oood

|
|
O

Ooooogoood

alsRsNals
00O00)0

Ooooogoood

Oooo0ooogood

O O0Oo0ooooao
O O0Oo0ooooao
O O0Oo0ooooao
O O0Oo0ooooao
O Oo0ooooao
OOoo0ooooao
O Oooo

O OooOgoo

O Ooogooo

O Ooooo

O Ooooo

O Oooo

Oooooogdg

00O

O0Oo0ooood
O0Oo0ooood
OO0Oo0ooood
OO0 ™

O

O OO

Oooooogdg

Oooooogdg

O OoQgooooao
OOoooooogd
OOoooooogd
OOoooooogd
Ooooooogd
Ooooooogod
Ooooooogd
OOoooooogd
OoOoooooogd

OOooooogdg

O Ooo0ooooao
O Ooo0ooooao
OOoo0ooooao
O Ooo0ooooao
OOoo0ooooao
OOoo0ooooao
OOoo0ooooao
O Ooooos

(14)

googao

O

o
0O

O0Ooo0ooood

=]
O0Ooo0oooao

OO0Oo0ooood
O O o
O0Oo0ooood
O0O000Ow™™d™d
OO0Ooo0ooood
O 0Oooo

0oooooo
(0O0D00)Oo

O

O 0Ooo0ooooao
O 0Ooo0ooooao
O Ooo0ooooao
O OoOo0ooooo
O 0OooQgoooo
O 0OooQoooo
O 0OooQoooo
O 0OooQoooo
O 0OooQgoooo
T O OoOooo

OOoo0ooooao
OOoo0ooooao
OOoooooao
OOoooooao
OoOoo0ooooao
OoOoo0ooooao
OoOoooooaoo

O Ooo0oooao
O Ooo0oooo
O x OoOooo
O 0Ooo0oooo
O Ooo0oooo

O0Ooo0oooao

O0Ooo0oooao

O

O OO

JP

O 0Oooo

2005-519582 A

oooogoad

L B
O Ooo0oooo
O Ooo0oooo
O Ooo0oooao
O Ooo0oooo
O 0Ooo0oooo
O 0Ooo0oooo
O 0Ooo0oooao
O 0Ooo0oo0ooao
O 0Ooo0oo0ooao
O0Ooo0ooOooao

O

O
O

O

a
O
g
a

O
O

e S R i R |
e S R i R |

O
O

Do0ooo0ao
(0O000)o

O
O
O
O
O
O

O 0Ooo0oooo
O 0OooOoooao
O 0Ooo0oooao
O 0Ooo0goooao
(SO R [ [ A |
O 0Ooo0goooo
O 0Ooo0goooao

O O o
L sy [ |

00O
000 O
(00 D00)O0
Ooooooo
oooo0oo

O O0ooo
O 0Oooo

2005.7.7

O

O

10

20

30

40

50



I e [ e e [ [y Iy

A s [ [ e e e e e e A O |

Ooooooood
Ooooooood

A [ A e e e e e e A [ |

I [ A i [ O A Y Y A Y Y [ |

Ooo0ooooOooo o0 oo oooo0o o0 oo ooo o oo oDooooogoooo

oo oooooogogogoo
Oooooooooogogoo
Oooooooooogogooo
Oooooooooogoogooo
OO0 oooooogooxE

g
u

O
g
u
O
g
O
g
g
O
g
u

OooOoo0oooodgadg

o ooQgooogo
OO oooQgoao
OoOoOo0ooood
OooOoo0Ooood
OO0o0oooogod
OO0 o0oooogod
OOo0o0oooogod
OOo0o0oooogod
OoOoo0oooogod
OoOoo0oooogod
OoOoo0oooogod
OoOoo0oooogod
Oo0oo0oooogod
OoOoo0oooogod
OoOoo0oooogod
OoOoo0oooogod
OoOoo0oooogod
OoOoo0oooogod

[ |

Oo0oooooooogoooooao
Ooooooooodg
Ooooooooodg
Oooooooood
oo oo ooooogdg
OO0 oo ooooogdg
OO0 oo ooooogdg
OO0 oo ooooogdg

OO0 0o oDooogogogao
OO0 o0ooDooogogogao
OO0 o ooDooogogogao
OO0 o0ooDooogogogo
OO0 o0ooDooogogogao
OO0 oooDooogogogo
OO0 o0ooooogogogoo
OO0 o ooooogogoo
OO0 o0 ooooogogoo
OO0 oooooogogoo
OO0 oooooogogoao
OO0 o0oooDoooggQgogxE

gooboag
ugano

ud

OooOoo0ooooQdgadg
OooOoo0oooodgadg

[ |
[ |

Oooooogoood

OJ
OJ
]
(]
O
O
O
O
O
O
O
O
O
O

O
O
O
O
O
O
O
O
O
O
O
O
O
O

Oooooogoood

OoOoooogoood

g
U

Oo0ooooggdg
Ooooooggdg

g
u

OO0 ooooooogdg
OO0 ooooooogdg
OO0 ooooooogdg
OO0 oooooogdg
OO0 ooooooogdg
Oo0ooooogoogdg
Oo0ooooogoogdg
OO0 ooooogoogg
OO0 ooooogoogdg
OO0 ooooogogdg
oo ooooogoogg
oo ooooogooQgg
OooooooogooQgog
oo ooooogooQgg
oo ooooooQgg
oo ooooooQgog
oo ooooooQgodg
oo ooooogooQgodg
oo ooooooQgdg
oo ooooooQgdg
oo ooooooQgodg
oo ooooooQgodg
Ooooooooodg
OooooooooQgodg
Ooo0ooooooodg
Ooooooooodg
Ooooooooodg

googao
googao

OO0Oo0ooooaog
O0Ooo0ooooaog
OOoo0ooooaog
OOoo0ooooaog
OOoooooaog
OOoooooaog
OOoooooaog
OOoo0ooooaog
OOoooooaog
OOoo0ooooaog
T OO QOooOooo
OOoooooaog
OOoo0ooooog
OOoo0ooooaog
OOoo0oooao
o900 ood
OOoo0oooao
O Ooo0oooao
O Ooo0oooao
OOoo0oooao
OOoo0oooao
O0Ooo0oooao
OOoo0oo0ooao
O0Ooo0oo0oo0oao
O0Ooo0oo0oo0oao
O0Ooo0oo0oo0oao

(15)

g
u

g
u

O o0 o ooooogogoo
OO0 o ooooogogoo
OO0 o ooooogogogoo
OO0 o ooooogogooo
OO0 o ooooogogooo
OO0 o0 ooooogogooo

Ooooooooooooooogdg
Ooooooooooooooogdg
Ooooooooooooooogdg

oOoooooOooooOoOoooboOooooooaoo
oooooooouoooupwoooboooooao
gooogooano
goboodaoan

(&
o

[ Ry |

OoOoooood
Oo0o0ooood

O oOooo
OoOoooood

O oOooo
O oOooo
O oOooo
O oOooo

(00 O00)O
oooooao
oooooao

2005-519582

OO0 oooooogogoo
oo o ooooogogogoo
oo oooToogogooo
oo oooooogogoo
oo oooooogogoo
Ooo0oTT ooo0oogogoo
oo ooooooogogoo
oo ooooooogogQgoQgxE

gooad
gooad

OOoo0oooao
OOoo0oooao

a
u

O
O

2005.7.7

A OO0 Ooooooogoogoo

OooT® o0 ooogooao

O
yooooooooao
oooooooooao

goooaod
gooad

O

O

O

O

O

0oo0OoQ
oooo0oo
(00 D00)O0
oooooo
000

0

0

O

10

20

30

40



(16) JP 2005-519582 A 2005.7.7

oooooboad

L T e T e T e T e T e T e T e N s T s T e O e T e, T e, N e T e, T e, TR e, T e, IO e, TR e IO e IO e T e TR e T e T e T e T s B s Y e B e T e T e T s T e T e T e B e B e B e T e T e |

O

International application No.
INTERNATIONAL SEARCH REPORT

PCY/US02/22809

A.  CLASSIFICATION OF SUBJECT MATTER
IPC(7) ; Cl2Q 1/00: CO7K 7/00, 16/00, 17/00
Us CL 1 437/4, 7.1, 7.23, 7.4; 530/300, 350, 387.1,388.85
According to International Fatent Clagsification (TPC) or to both national classification and IPC

B, FIELDS SEARCHED

Minimumn documentation searched (classification system followed by classifieation symbols)
U.S. : 437/, 7.1, 7.23, 7.4; 530/300, 350, 387.1, 388.85

Documentation searched other than minimum documentation to the extent that such documents are included in the ficlds searched

Ftectronic data base consukied during the international search {name of data base and, where practicable, search terms used)
Please See Continuation Sheet

€. DOCUMENTS CONSIDERED TO BE RELEVANT

Category * Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X MORINI et al. The alpha 3 beta 1 integrin is associated with mammary carcinoma cell 1,2, 10-in-part
--- metastasts, invasion, and gelatinase B (MMP-9) activity. Int. J. Cancer. 2000, Vol. 87, | = =—eeeeeee
Y pages 336-342, see especiatly the abstract and pages 336, 338 and 339, S-in-part, G-in-part
A ROSS et al. Phenotypic mapping of human mesothelial cells. Adv, Peritoneal Diailysis. I, 4, 6-in-part, 10-in-
1998, Vol. 14, pages 25-30, see especially the abstract pari

Y CANNISTRA et al. Expression and Function of beta | and alpha v beta 3 integrins in 1, 2, 4, 5-in-part, 6-
Ovarian Cancer. Gynecologic Oncology. 1995, Vol. 58, pages 216255, see especially pages in-part, 10-in-part
217, 218 and 220,

Y BROOKS et al, Localization of matrix metalloproteinase MMP-2 to the sucface of invasive t, 4, 6-in-part, 10-in-
cells by interaction with integrin alpha v beta 3. Cell, 1996, Vol. 85, No. 5, pages 683-693, part
see especially the abstract.

Y ADACHI et al. Significance of Integrin alpha 5 gene expression as a prognostic factor in 1, 5-in-part, 6-in-part,
node-negative non-small cell lung cancer. Clinical Cancer Research. 2000. Vol. 6, pages T-in-part and 10-{n-pat:
96-101, see especially pages 97 and 98.

ﬁ Further documents are listed in the continuation of Box C,

|:] See patent family anpex,

- Special categorics of cited documents:

“A"  documen: defining the general state of the art which is not considersd to be
of panieular refevance

“B” earlier application or patent published on or after the intemationad filing date

“L”  document which may throw doubis on priority claim(s) or which is cited o
establish the publication date of anather citation or ather special reasan ¢as
specified)

“Q"  document referring to an oral disclosure, use, exhibition or other means

“P"  document published prior to the international fiting date but Jaier than the
priority date claimed

=TT later document published after the imemational filing dale or priovity
dare and not in conilict with the applicatien but cited to andersiand te
principle or theory underlying the invention

A [\ of p 5 the elaimed il ion canfior be
considered novel or cannot be considered o involve an inventive siep
wien the document is 1aken alone

=y document of particular relevance; the claimed inventinn cannot he
corsidered to invelve an inventive siep when the docament is
contbined with onc or mors other such documents, such combination
being obvious (o a person skilled In the ant

& +. docuntznt member of the same palent family

Date of the actual completion of the international search

04 April 2003 (04.04.2003)

Date of mailijg a‘ theE '[)ternational search report
(0 JUL 2003

Name and mailing address of the ISA/US
Comynissioner of Patents and Trademarks
Box PCT
Wazhington, D.C. 20231

Facsimile No. (703)305-3230

Authorized officer

Susan Ungar(%ﬂm&) Q M)«%'b) *&ﬂ
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Y SUZUKI et al. Aherations of Integrin Expression in Human Lung Cancer. Jpn. J. Cancer 1, S<n-part, 7, 10-in-

Res. February 1593. Vol. 84, pages 168-174, see especially page 169,

part
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INTERNATIONAL SEARCH REPORT Incernaional application No.
PCT/USD2/22809

Box I Observations where certain claims were found vmsearchable (Continunation of Ttem 1 of first sheet)

This international report has not been established in respect of certain ctaims under Article 17(2){a) for the following reasons:

1 L—_] Claim Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2. DO ClaimNos: 21and29
because they relate to parts of the international application that do uot comply with the prescribed requirements to such
an extent that no meaningfinl international search can ke carried out, specifically:
Please See Continuvation Sheet

3. D Claim Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box H Observations where umity of invention is lacking {Continuation of Item 2 of first sheet)

This Internarional Searching Authority found multiple inventions in this international application, as follows:
Please See Continuation Sheet

As all required additional search fees were timely paid by the applicant, this international search report covers all
searchable claims,

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

L1000

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

4 E No required additional search fees were timely paid by the applicant. Conseguenily, this international search report is
restricted to the tnvention first mentioned in the claims; it is covered by claims Nos.: Please See Continuation Sheet

Remark on Protest I:I The additional search fees were accompanied by the applicant’s protest.
D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheat(1)) (Tuly 1998)
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Continnation of Box I Reason 2:
Claim 21 is unsearchable because it is drawn to a method for inhibiting cancer metastasis comprising providing a compourd as defined in
claim 13. However, neither claim 13, nor claim 1 from which it depends define & compound.

Claim 29 is unsearchable because it is drawn to “the invasion complex”. It cannot be determined which invasion complex is being
claimed.

BOX I. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING
The inventions listed as Groups 1-157 do not relaie to & single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13,2, they lack the same or corresponding special technical features for the following reasons:

The techrical featute linking Groups 1-157 appears to be that they all relate to a method of identifying cancer in a patient comprising
isolating cells and tissue from a patient and idemifying an invasion complex associated with the cells or tissues (claim 1), wherein the
invasion complex is associated with or identified by an assay for cell migration (claim 2), wherein the invasion complex comprises a
homing component, a proteolytic enzyme and interacts with 2 ligand (claim 4) whetein the invasion complex is obtained by
immunoreactions with an antibody to integrin B-1, (claims 5 and 6), with an antibody to integrin B3 (claim 6), wherein the invasion
complex is over-expressed in tumor tissue as compared 1o normal cells or tissue (claim 7), wherein the invasion complex componerits are
selected from the group of integrin beta-1 and matrix metalloproteinase 2 (MMP-2) (claim 10).

HOWEVER, as drawn o claims 1, 2, 5 and 6 drawn 1o integrin B-1 and 10 drawn to integrin beta 1, Morini et al {Int. J. Cancer, 2000,
§7:336-342) teaches a method of identifying metastatic breast carcinoma comprising assaying alpha 3 beta 1 integrin which is a complex
associated with invasion and is elevated in several types of metastatic turnors (sez abstract). The reference further teaches that although
normal glandular breast epithelium and vascular wall tissue samples were consistently positive for alpha 3 beta 1 integrin, a subset of
primary breast carcinoma tissues were negative for alpha 3 beta 1 integrin (p. 338, col 2, first full paragraph) and that assay for the alpha
3 beta 1 integrin revealed that the afpha 3 beta 1 integrin for a subset of these carcinomas was significantly increased in tissue samples of
multiple metastatic lymph nodes, wherein the complex is obtained by immunoreaction with a monoclonal antibody which recognizes the
alpha 3 beta 1 heterodimer (p. 336, col 2, last sentence), wherein the complex is associated with assay for cell migration (p, 337, col 2,
see Chemotaxis assay). Although the reference does not specifically teach the method with an antibody to the beta 1 integrin unit of the
complex, Cannistra et al {(Gynecologic Oncology, 1995, 58:216-255) specifically teaches assay of primary cancer tissue for beta 1
integrin with antibody CD29 which is specific for beta 1 integrin {p. 217, col 1, Reagents), wherein the antibody binds to prepared
sections wherein the beta 1 is in complex with alpha 3 chain (see Table 1, page 22¢). The technical feature linking the groups appears to
lack an inventive step since one of ordinary skill in the art would substitute the antibody of Cannistra et al in the method of Morint ¢t al
because the antibody of Cannisira et al bas been shown to bind 1o the same complex as the antibody of Morini et al. Therefore, one
would have had a reasonable expectation of success in using saic antibody.

In addition, as drawn to claims 1, 4, 6 drawn to integrin beta 3 and 10 as drawn o matrix metalloproteinase 2 (MMP-2}, Cannistra et al
teach that a subset of primary ovarian cancer specimens over express alpha v beta 3 integrin, 2 complex associated with invasicn,
compared to beta 1 integrin (page 220, Table 2), Cannistra et al further teach that the alpha v beta 3 complex is obtained by
immunoreaction with an anti-CDB1 aniibody (217, col 2, top line). It is noted that Ross et al {(Advances in Peritoneal Dialysis, 1998,
14;25-30) specifically teach that CD6I is the beta 3 integrin chain (see abstract). Given this teaching the technical featuzre linking the
groups appears to Jack an inventive step since one of ordinary skill in the art would expect to identify primary ovarian cancer specimens
from patients by immunoassay for the over expression of alpha v beta 3 integrin compared to beta 1 integrin. Further, Brooks et al {Cell,
1996, 85(5), 683-689) teach that metalloproteinase MMP-2 binds directly to alpha v beta 3 integrin on the surface of invasive cells (see
abstract). The technical feature linking the proups appears to lack an inventive step since one of ordinary skill in the art would expect that
the alpha v beta 3 integrin of Cannistra et 21 would be in complex with MMP-2,

In addition, as drawn to claims 1, 5 and 6 as drawn to integrin beta 1, 7, and 10 as drawn to integrin beta 1, Adachi et al (Clinical
Cancer Research, 2000, 6:96-101) teach an Immunocassay for alpha 5 beta 1 (p. 97, col 1, first full paragraph) wherein the complex is
obtained with antibody to the alpha 5 unit {see Figure 2, page 98), wherein it was found that a subset of tumor specimens obtained from
node negative NSCLC patients over express the complex compared to normal controls (see page 97, Table 2). Given this teaching the
technical featurs {inking the groups appears to lack an inventive step since one of ordinary skill in the art would expect to identify node-
negative NSCLC patients by immunoassaying catcer tissue specimens for the over expression of the alpha 3 beta | complex. Although
the reference does not teach a method of identifying the alpha 5 beta 1 complex with antibody to the beta 1 unic in the complex, Suzuki et
al (Tpn. J. Cancer Res,, 1593, 84:168-174) specifically teaches an immunoassay for the beta 1 integrin subunit as well as for the alpha 5
integrin that forms a heterodimer with beta 1 integrin, wherein the amibodies bind to prepared sections wherein the beta 1 is in complex
with alpha 5 chain (p. 169, col 2). Tt is noted that alpha 5 beta 1 integrin is a homing component, MMP-2 is a proieolytic engyme and

that ir is known in the art that both interact with ligands. The technical feature linking the sroups appears to lack an inventive step since
Form PCT/ISA/210 (second sheet) (July 19598)
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one of ordinary skill in the art would substitute the antibody of Suzuki et al in the method of Morini &t al because the antibody of Suzuki
et al has been shown to bind to the same complex as the antibody of Adashi et al. Therefore, one would have had a reasonable
expectation of success in using said antibody. ’

The technical feature linking groups 1-157 lacks an inventive step and is not a contribution to the art because:(a) the combined references
of Morini et al and Cannistra et al, teach a method of identifying metastatic breast cancer in a patient comprising assaying tumor tissoe
for invasion complex, alpha 3, beta 1 integrin with antibody to beta 1 integrin, wherein the invasion complex is associated with or
identified by an assay for celi migration, wherein the invasion complex compenents include integrin beta 1;(b) the combined references
of Cannistra et al, Ross et al, Brooks et al, ieach a method of identifying primary ovarian cancer in a patient comprising immunoassay of
tumor tissue with antibody 1o beta 3 integrin for invasion comples alpha v beta 3 in complex with MMP-2, wherein the invasion
components include beta 3 integrin, wherein alpha3 betal wherein the enzyme is MMP-2, wherein both ate known to interact with
ligands: (c) the comtbined references of Adachi et al and Suzuki et al, teach a methed of identifying lung cancer in a patient comprising
assaying tumor tissue for invasion complex alpha 5 beta 1 with antibody to beta 1 integrin wherein the invasion complex components are
over-expressed in tumor as compared 1o normal tissue, wherein the invasion complex components include integrin beta 1.

Therefore, the technical feature linking the inventions of groups 1-157 does not constitute a special technical feature as defined by PCT
Ruie 13.2, as it does not define 2 contribution over the prior art.

It is noted that claims 5-7, 9-10, 15, 17, 19, 22 are each Markush claims and therefore subject to Markush praciice under Annex B,
section (f). Chemical compounds are regarded to have a similar nature wherein the compounds all have a common propesty or activity
and & common structure is present or all belong to a recognized ¢lass of chemical compounds in the art to which the invention pertains.
Far claims in the alternative, the requirement of a technical interrefationship and the same or corresponding special technical features as
defined in Rule 13.2 shall be considered to be met when the alternatives are of a similar nature.

The technical feature of Group 1 is considered 10 be a method of identifying cancer in a patient comprising identifying an invasion
complex associated with cells or tissue, wherein the invasion complex is assoclated with or identifted by assay for cell migration,
wherein the invasion compiex comprises a homing component, a proteolytic enzyme and interacts with a ligand, wherein the invasion
complex is obtained by immunoreactions with an antibody to integrin beta-1, imtegrin beta-3, wherein integrin beta-1, MMP-2, is a
complex component, wherein the complex components are over expressed,

The technical feature of Groups 2-26 is considerad to be a method of identifying cancer in a patient by identifying an invasion complex
associated with cells or tissue wherein the invasion complex is associated with or identified by assay for cell migration or turnorogenicity
whetein the complex is obtained by immunoreactions with an antibody to eight molecules different than thar of Group 1, wherein each of
the complexes identified has components which are over-expressed, under expressed or mutated in the cells or tissue as compared to
normal cells or tissue, It is noted that claims 5-6 are drawn to chemical compounds that do not meet the requirement for similar nawre.
Claim 6 does not meet the requirement because the alternatives are not of 2 similar nature,

The technical feature of Groups 27-44 is considered to be a method for identifying cancer in a patient comprising assaying for invasion
complex in cells or tissues from a patient wherein the invasion complex is associated with or identified by assay for cell migration or
tumorogenicity wherein the invasion complex is identified as nucleic acid sequences which encede a protein selected from the seventeen
proteins clairned in claim 9. Claim 9 is drawn to chemical compounds that do not mest the requirement for similar nature.

The technical feature of Groups 45-66 is considered to be an isclated invasion complex comprising more than one protein wherein the
invasion complex is associated with or identified by an assay for cell migration or is associated with or identified by an assay for
rumnorogenicity wherein the complex is obrained by immunoreactions with an antibody to seven different molecules, wherein each of the
complexes identified has components which are over-expressed, under expressed or mutated in the cells or tissue as compared to rormal
cells or tissue. It is noted that claim 15 is drawn to chemical compounds that do not meet the requirement for similar nature, Claim 17
does not meet the requirement because the aiternatives are not of a similar nature.

The technical feature of Groups 67-84 is considered to be an isolated invasion complex comprising more than one protein wherein the
invasion complex components are identified as nucleic acid sequences wherein the nucleic acid sequences encode a protein selected from
the seventeen encoded proteins claimed in claim 19. Claim 12 is drawn to chemical compounds that do not meet the reguirement for
stmilar nature,

The technical feature of Groups 85-102 is considered to be a method for identifying compounds useful in the diagnosis of cancer
metastasis comprising identifying compounds that interact with an invasion complex or one or more proteins of the invasion complex
wherein the invasion complex components are proteins, wherein seventeen proieins are claimed ia claim 28. Claim 28 is drawn to
chemical compounds that do not meet the requirement for similar nature,

The technical feature of Greups 103-120 is considered 1o be a method fer identifying compounds useful in the diagnosis of cancer
mesastasis comprising identifying compounds that interact with an invasion complex or one or more proteins of the invasion complex

Form PCT/ISA/210 {second sheet) (July 1958)
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wherein the invasion complex components are nucleic acids encoding proteins, wherein seventeen nucleic acids encoding proteins are
claimed in claim 27. Clzim 27 is drawn to chemical compounds that do not meet the requirement for similar nature.

El
The technical feature of Groups 121-138 is considered to be a2 method for identifying compounds useful in the inhibition of cancer
metastasis comprising identifying compounds that interact with an invasion complex or one or more proteins of the invasion complex
wherein the invasion complex components are proteins, wherein seventeen proteins are claimed in claim 28. Claim 28 is drawn to
chemical compounds that do not meet the requirement for similar nature.

The technical featurs of Groups 138-156 is constdered to be a method for identifying compounds useful in the inhibition of cancer
metastasis comprising identifying compounds that interact with an invasion complex or one or more proteins of the invasion complex
wherein the invasion complex components are nucleic acids encoding proteins, wherein seventeen nucleic acids eacoding proteins are
claimed in claim 27. Claim 27 is drawn to chemical compounds that do not meet the requirement for similar nature.

The technical feature of Group 157 is a diagnostic agent selectively reactive with an invasion complex or an isolated component thereof.

Accordingly groups 1-157 are iy so finked by the same or a corresponding special technical feature as to form a single general inveniive
concept.

This application contains the following inventions or groups of inventions, which are noi so linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be searched, the appropriate addivional search fees must be paid.

Group 1, claim(s) 1, 2, 4, S-in-part, 6-in-part, 7-in-part, 10-in-part drawn to a method for identifying cancer in a patient comprising
assaying for invasion complex in cells or tissues from a patient wherein the invasion complex is associated with or identified by an assay
for cell migration, wherein the invasion complex is obtained by immunoreactions with an antibody 1o integrin beta-1, integrin beta-3,
wherein integrin beta~-1, MMP-2, is a complex component, wherein the complex components are over expressed.

Group 2-26, claims(s) 1, 2, 3, 4, 5-in-part, &-in-part, 7-in-pact, 10-in-part, 13 drawn to a method for identifying cancer in 3 patient
comprising assaying for invasion complex or complex components in cells or tissues from a patient wherein the invasion complex is
associated with or identified by an assay for cell migration or is associated with or identified by an assay for tumorogenicity, wherein the
complex comprises a homing component, a proteolytic enZyme and interacts with a ligand, wherein the invasion complex is obtained by
immunoreactions with an antibody to one of the seven molecules in addition to integrin beta-1recited in claims 5 and 6, integrin beta-3 in
claim 6, wherein the complex components are any of the components or & combination thereof recited in claim 10 other than integrin
beta-land MMP-2, wherein the components are over expressed, under expressed or mutated in cells or tissues as compared to nortnal
cells or tissue. Tt is noted that the combination of each of the seven additional molecules recited in claims 5 and 6 with each of the
invasion complex component parameters recited in claim 7 results in 21 groups. Two additional groups are included herein, which are
drawn to (1) immunoreactions with antibody to integrin beta-1 wherein the complex components are under expressed, (2)
immunoreactions with antibody 1o integrin beta-1 wherein the complex components are mutated in cells or tissues as compared to normal
cells or tissue. Two additional groups are included herein, which are drawn to (1) immunoreactions with antibody to integrin beta-3
wherein the complex components are under expressed, (2) immunoreactions with antibody to integrin beta-3 wherein the complex
components are mutated in cells or tissues as compared to normal cells or tissue. Applicant is invited to pay additional fees for the
search of each of these 25 groups.

Group 27-44, claim(s) 1, 2, 3, 4, 8, 9-in-part, drawn to a mathod for idemifying cancer in a patient comprising assaying for invasion
complex in cells or tssues from a patient wherein the invasion complex is associated with or identified by an assay for cell migration or
is associated with or identified by an assay for tumorogenicity, wherein the invasion complex is identified as nucleic acid sequences
wherein the nucleic acid sequences encode a protein selected from the seventeen proteins claimed in claim 9. It is noted that each of the
nueleic acid sequences encoding a protein is a separate group. Applicant is invited to pay additional fees for the search of each of these
17 groups.

Group 45-66, claim(s) 11, 12, 14, 15-in-pert, 16, 17-in-part, 20 drawn to an isolated invasion complex comprising more than one protein
wherein the invasion complex is associated with or identified by an assay for cell migration or is associated with or identified by an assay
for tumorogenicity, wherein the invasion complex is obtained by immunoreactions with an antibody to one of the seven molecules recited
in claims 15 and 16, wherein the complex components are amy of the components or a combination thereof recited in claim 20, wherein
the components are over expressed, under expressed or mutated in cells or tissues as compared to normal cells or tissue. It is noted that
the combination of each of the seven malecules recited in claims 15 and 16 wirth each of the invasion complex component parameters
recited in clalm 17 results in 21 groups. Applicane is invited to pay additional fees for the search of each of these 21 groups.

Group 67-84, claim(s) 11,12, 14, 18, 19-in-part, drawn to an isolated invasion complex or portion thereof comprising more than cne
protein wherein the invasion complex compenents are identified as nucleic acid sequences wherein the nucleic acid sequences encode a
protein selected from the sevenieen encoded proteins claimed in claim 19, Each combination of nucleic acid, which includes one or more
of the seventeen claimed sequences encoding the more than one protein is a separate group. Thus, since there are seventeen claimed

Form PCT/ISA/210 (second sheet) (July 1998}
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sequences encoding the more than one protein, there are seventeen separate groups. Applicant is invited to pay additional fees for the
search of each of these 17 groups.

Group 85-102, claim(s) 22-in-part, 24-25, 28 drawn to a methad for identifying compounds useful in the diagnosis of cancer metastasis
comprising identifying compounds that interact with an invasion complex or one or more proteins of the invasion complex wherein the
invasicn complex components are proteins. Bach combination of one or more invasion complex components of the seventeen proteins
claimed in Claim 28 is a separate group. Thus, since there are saventeen claimed proteins, there are seventeen separate groups. Applicant
is Invited to pay additional fees for the search of each of these 17 groups.

Group 103-120, claim(s) 22-in-part, 24-27 drawn to a method for tdentifying compounds useful in the diagnosis of cancer metastasis
comprising identifying compounds that interact with an invasion complex or one or more proteins of the invasion complex protein
wherein the invasion complex compenents are identified as nucleic acid sequences wherein the nucleic acid sequences encode a protein
selected from the seventeen encoded proteins claimed in claim 27. Bach combination of nuclele acid, which includes one or more of the
seventeen claimed sequences encoding the more than one protein is a separate group. Thus, since there are seventeen claimed sequences
encoding the more than one protein, there are seventeen separate groups. Applicant is invited to pay additional fees for the search of each
of these 17 groups.

Group 121-138, claim(s) 22-in-part, 23-25, 28 drawn to a methed for identifying compounds useful in the inhibition of cancer metastasis
comprising identifying compounds that interact with an invasion complex or one or more proteins of the invasion complex wherein the
invasion complex components are proteins, Bach combination of one or more invasion complex components of the seventeen proteins
claimed in Claim 28 is a separate group. Thus, since there are seventeen claimed prateins, there are seventeen separate groups. Applicant
is invited to pay additional fees for the search of each of these 17 groups.

Group 1359-156, claim(s) 22-in-part, 23-27 drawn to a method for identifying compounds useful in the inhibition of cancer metastasis
comprising identifying compounds that interact with an invasion complex or one or more proteins of the invasion complex protein
wherein the invasion complex components are identified as nucleic acid sequences wherein the nucleic acid sequences encode a protein
selected from the seventeen encoded proteins claimed in claim 27, Each combination of nucleic acid, which includes one or more of the
seventeen claimed sequences encoding the more than one proiein is a separate group. Thus, since there are seventeen claimed sequences
encoding the more than one protein, there are seventeen separate groups. Applicant is invited to pay additional fees for the search of each
of these 17 groups.

Group 157, claim(s) 30-31, drawn to a diagniostic agent selectively reactive with an invasion complex or an solated component thereof.

Continuation of Box II Item 4;
1, 2, 4, 5-in-part, 6-in-part, 7-in-part, 10-in-part, see Group 1 of the multiple inventions for detail

Coniipvation of B. FIELDS SEARCHED Item 3:

BIOSIS, BIDTECHNO, CANCERLIT, CAPLUS, EMBASE, ESBIOBASE, JICST-EPLLUS, MEDLINE, PASCAL, SCISEARCH,
TOXCENTER, USPATFUL

search terms: invasion, complex, integrin B-1, integrin beta-3, MMP-2, lung, ovarian, over-expressed, breast, cancer, tumor, tumour,
Ashkar
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