JP 2014-526682 A 2014.10.6

(19) BFEHFEF(P) WARRBITFLEAN (1) SR HBARES
155%2014-526682
(P2014-5266824)
43 A%E FR2BE10H6H (2014.10.6)
(51) Int.CL. F1 F=va—F (%)
GO1N 33/68 (2006, 01) GO1N 33/68 2G045
GO1N 33/%0 (2006, 01) GO1N 33/50 S 4C1861
A61B 1/00 (2006.01) A61B 1/00 300A
EEFR FFER THEEHER KBER  (£60 B)
@1) HEES £ BE2014-529665 (P2014-529665) | (71) HEEA 514060422
(86) (22) HERE SERE238E9H 126 (2011.9.12) INVIATFA4IA INIAY—
85) BIFRSTIZME  FHR26E4H22H (2014.4.22) FAVAERE ~wHFi—kvv 02
86) EELESE  PCT/US2011/051269 185, 7L—y¥)—, aorE7F
87 EELHES  W02013/039477 ¥ ARY—=}F BIAL 60
87) EpELHAE FRR25E3H21H (2013.3.21) (74 1RF A 100078282
#E+ Uk FHE
(74 fREA 100113413
#E+L AT Ei#
(T4 LA 100181674
#E+ fRE S
(74) fKEEA 100181641
£E+ A KW
(74 LA 230113332
#EB+ Uk @BE
BEEICKS

(54) [FEFADOEF] BHAFEMRET 2 FEWILE

G7)0000

gboboobobooboboobooobooobooboobog
gbbogboboobobooboobooobooubooboad
oooooooooooooooboobooooooon
gboboobobooboobooobooobogoboobog
gboboooboobobooboooboooboooboobod

colorlc kavage ghycans lobsied with 4obee, HPLG slufed of 13.5min 0.1% TFA S.4ul
108211 _glyoams_1 516 (23.605) M3 [Ev-733016, 150, Eni] (0.050.200.00,

! inf
0.200,1400.00.4,Cmp): Sr{454:537)

oooooooooooooooboobooooooon
googboboobooboooboobooboobog
gbobooobobooboboobooobooobooboobog
ubbogbobooobooboobooooouboaboad
gdoooooooooooooboobooooooon

gboboobooboobobooobobooobbooboo



Iy e e e e ey e e e [ e s s [y

OO0 ooooQ0UoooDoooo oo oDoogog4gogooooogd

OO0 ooooooooooQg-g
OO0 oooogogoooooggg
OoooooooooooQgg
OO0 oooooooooogoggog

OooooooQgogoo

OO0 oDoogogUo0ooDooggUoUoDoDoogogooao
Oooooooo0ooDooooooooogooooao
OOo0ooDoooUo0ooDooggUooDooogogooao
Oooooooo o0 ooDooo o ooooogoogoooo
Oo0oooooUo0oooDoooooooogogooao

OoooooQogoooao
Oo0Ooo0oooogd
OooOoo0ooood
Ooo0oooogd
I B

O
O
O

O
O
O

O
O
O

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

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

O 0Oooo

(2)

JP 2014-526682 A 2014.10.6

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

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y
e e e ) e e e e e e A [ e s Y [

Iy e e ey e e ey sy s [ I B
I e e e ey e e e sy s s s [ A
Iy Ry e ey [ I
e e e e e ey e s s [ A

Oooooooo o0 oo oo oo oo oo oo oooo0oooooogog

Oo0ooooooooodg

Oooooogoooooogod

Oo0ooooooooodg

Oooooogoooooogod

Oo0oooooooood

O
O

O 0ooo
O Oooo
O 0Ooo

O
O

JP 2014-526682

oooao

2014.10.6

gooano

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y

OO0 ooooogo4Qgoooo
oo oooooQooooo
OO0 ooooogoggQgoooo
Oooooooogooooao
OO0 ooooogoQgoooo
Ooooooooogooooao

e s s e e e ) ey e e s e R
Iy [ ey ey e s e [
e e ey s e e s e R
Iy [ I e ey ey [ e s
e e ey e s e R

O Ooo0ooao

Oooooooo0ooooooooDooooooDooooooooodg

O0Ooo0oooo
O 0Oo0oo0ooao
O0Ooo0oooaoo
O 0Oo0Oooo
O0Ooo0oooaoo

O
O

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

(4)

JP 2014-526682

O
O
O
O
O
O
OJ

O
O
O
O
O
O
O

O
O
O

2014.10.6

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y

OO0 oooogoggogoooodg
oo oooooooooodg
OO0 ooooogoggogoooodg

OoOoo0ooood
OO0Ooo0oooodg
OOoooood

e e s e [ e sy e e e s e Y i Ay
Iy e e e e sy e e i
e e s e e e sy e e s e Yy o Ay
Iy e [ e e e sy e Iy
e e e e e sy e e s e i Ay
Iy e R e e sy e e

O oOoo0ooao
O oOoooo
O 0Ooo0ooao

O
O

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

O Oooo

O 0ooo

O Oooo

O o0ood

O Oooo

O O oo

O Oooo

O Oooo

O O0ooo

O Oooo

O O0ooo

O Oooo

)

JP 2014-526682 A 2014.10.6

oogooooooobood

ooobObO0OO0oooooao

ooooODbOO0OO0Oooooao

ooooODbOO0OO0oOooooano

uggoboooooobood

10

20

30

40

50



e ey e e e ey R e sy s [y I

e e e e e e e ey e e e e e e

O OoOooo
O Ooooo
O Ooooo
O

O
O

I e e ey e e A

OO0 oooooogogoo
oo oooooogoogooo
OO0 oooooogogoo
oo oooooogog-g
OO0 oooooogoQgog
Ooooooooog-g
OO0 oooooogoQgog
OO0 ooooogogog
oo oooooogoQgog
OO0 ooooogogog
oo oooooogoQgog
OO0 oooooggog
oo oooooogooQgoQg
OO0 oooooogogog
oo oooooogooQgo-g
OO0 oooooogogog
Ooooooooogo-g
OO0 oooooogoQgog
Ooooooooogodg
OO0 oooooogoQgog
OO0 ooooogogg
OO0 oooooogoQgog
OO0 ooooogogog
oo oooooogooQgoQg
OO0 oooooogogog
oo oooooogooQgoQg
OO0 oooooogogog
oo oooooogog-g
OO0 oooooogogog
Ooooooooog-g
OO0 oooooogoQgog
OO0 ooooogogog
oo oooooogoQgog
OO0 oooooggog
oo o ooooogoQgog
OO0 oooooggog
oo oooooogogoQgooQg

OO0o0ooDoooooooo4o0oooDooogoDoDooggoooao

OooooooooooooooooOgodg
Oo0oooooo0ooooogogoooogdg

O Ooo0ooo
O Ooooo
O OooOooao
O Ooooo
OO oOooo
O Ooooo
O OoOooog
O Ooooo
O OooOooo
O Ooooo
O Ooooo
O Ooo0ooo
O Ooooo
O 0Ooo0ooao
O Ooooo
O O0Oo0ooOoo
O Ooooo
O OoOooo
O Ooooo
O OoOooo
O Ooooo
O Ooooo
O Ooo0ooo
O Ooooo
O Ooo0ooo
O Ooooo
O OooOooao
O Ooooo
O OoOgooo
O Ooooo
OO oOooo
O Ooooo

Oooo0oooogoo
Ooooooggoao

O 0ooo

O o0Ooo

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

O
O

O Ooo0ooo
O Ooooo
O 0ooo
O Oooo

O
O
O
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
O
O
O

(6)

JP 2014-526682

ooooDDbD0Oano

O
O
O
O
O
O
OJ

O
O
O
O
O
O
O

O
O
(]
O
O
O
O

O

O

O

2014.10.6

oooao

(]
O
(]
O

O
O
O
O

O
O
O
O

O OooOooo
O Ooo0ooo

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y
e e e ) e e e e e e A [ e s Y [
Iy s ey ey e R e s [ [y
ey e e e s ey e e e e e e s s [y
Iy e [ [y
ey e e e e ey e e e e e s ) [y

O 0Ooo0ooo0oao
O Ooo0oooao
O 0Ooo0ooOoo0oao
O Ooo0oooao
O 0OoO0oooao
O 0Ooo0oooao
O O0Oo0oooao
O 0Ooo0oooao
O O0Oo0oooao
O 0Ooo0oooao
O Ooo0oooao
O 0Ooo0oo0oo0oao
O Ooo0oooo
O 0Ooo0oo0oo0oao
O Ooo0oooao
O O0Oo0ooO0oo0oao
O 0Ooo0oooao
O 0Oo0oooao
O 0Ooo0oooao
O Oo0oooao
O 0Ooo0oooao
O Ooo0oooao
O 0Ooo0oo0ooao
O Ooo0oooao
O 0Ooo0ooo0oao
O Ooo0oooo
O 0Ooo0ooOoo0oao
O Ooo0oooao
O 0Oo0oooao
O 0Ooo0oooao
O O0Oo0ooogoao
O Ooo0oooao
O O0Oo0oooao
O 0Ooo0oooao

OOo0oo0oooogoogoao

O O0ooo

[ |

O
O
O
O
OJ
O
OJ
O
O

OooooooOodg
Ooooooogdg
Oooooooodg
Oo0oooogg
O o0Doooogdg
Oooooooogdg
O oo ooogdg
OoooooooQgdg
O Oooooogdg
Oooooooogodg
O Oooooogdg
OooooooQgodg

OoooooogogQgoo

Ooooooood
Oo0oooooogdg
O 0o oooogdg
O o0 ooooogdg
O O0Doooogdg
O oooooogodg
O oo ooogdg
Ooooooogodg
O Oo0oooogdg
Ooooooogodg
O Ooooooogdg
Ooooooogodg
O o0ooooogdg
OooooOoooodg
Oo0oooooogdg

O

O
O
O
O
O

OoOoo0oooogdg
OooOoo0ooood
Oo0oooogd
OooOoo0ooood
Ooo0oooQgd
OOo0o0ooogdg
OooooooQod
OoOoo0ooogd
OooOoo0oooOod
OoOoo0oooogd
OooOoo0oooOod
OoO0oo0ooogdg
OooOoo0oooOod
OoOoo0oooogdg
OooOoo0ooood
Ooo0ooooogd
OOo0o0oooogdg
OooOoooooQgod
OoOoo0oooogd
OooOoo0ooooQod
OoOoo0oooogd
Oooo0ooood

€

Oooooogdg
OoOoo0ooogod
OoOoo0oooogd
Oooo0oood
OoOoo0oooogd
OooOoo0oood
OoOoo0oooogd
OooOoo0ooood
OoOoo0oooogdg
OooOoo0ooood
Oooooogod
Oooooogd
Ooooooogod
OOoo0oooogd
OoOoo0oooogod
OoOoo0oooogd
Oooo0oood

JP 2014-526682

2014.10.6

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y
e e e ) e e e e e e A [ e s Y [

Oo0ooooooooooooooooogodg
OO0 oooooUo0oooDoogooooogodg
Oooooooooooooooooogodg
Oo0oooooooooogooooogdg

Oo0oooooo0 oo ooo o0 oo ooo o0 ooDoDooogoogooo
OO0 ooOooo4o0ooDoooo oo oDooogUooooDoDoogogooao
Ooo0oooooo0 oo ooo oD oo ooo o0 ooDoooogogogooao
OOo0oooooo0ooooo oo oDooo oo oDooogogooao

O
O

O 0Ooo0ooo0oao

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

OoOoo0oooQgdg
Oooooogogg
OoOoo0oooodgadg
Ooooooogg
OO0 oooogoogdg
OooooooQgg

O
O
O
O
O
O

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

Ooooooogodg

O

O Ooo0oooao

OoOoo0oooogod
OoOoo0oood
OoOoo0oooogod
OO0oo0oooogd
OoOooooogod
OOoo0oooogd
OoOoo0oooogod
OOoOo0oooogd
OooOoo0oood
OOoo0oooogd
OooOoo0ooood
OOoo0oooogd
OooOoo0ooood
OoOoo0oooogod
I B [
OoOooooogd
OO0oo0oooogd
Ooooooogod
OoOoo0oooogd
Ooo0oo0oood
OOoo0oooogd
OooOoo0ooood
OoOoo0oooogd
OooOoo0ooood
OoOoo0oooogod
OoOoo0oood
OoOoo0oooogod
OO0 o0oooogd
OoOooooogod
OO0o0oo0oooogd
I [
OOoOo0oooogd
OooOoo0oood

O 0Ooo0ooOoo0oao

O Ooo0oooao

Oooo0ogoogno

]

O

(|

O Ooo0oooao

O Oo0oooao

O 0Oo0ooooog
O Ooo0ooooo
O O0Ooo0ooooaog
O Ooo0ooooao
O Oo0ooooaog
O Ooo0oo0oooao
O O0Oo0ooooaog
O Ooo0oo0oooao
O Oo0ooooaog
O OoOo0oo0oo0ooao
O Ooo0ooooo
O 0O0o0ooooaog
O Ooo0ooooao
O 0Oo0ooooaog
O Ooooooao
O Oo0ooooaog
O Ooo0ooooao
O O0oo0ooooaog
O Ooo0oo0oooao
O Ooo0ooooaog
O Ooo0oo0oo0ooao
O Ooo0ooooo
O 0o oooog
O Oooooooo
O O0Oo0ooooaog
O Ooo0ooooao
O O0Ooo0ooooaog
O Ooo0ooooao

O Ooo0oooao

O OooOoooao

O 0Ooo0oooao

O Ooo0oooao

O 0Ooo0oo0oo0oao

O Ooo0oooao

O 0Ooo0ooo0oao

O Ooo0oooao

O 0Ooo0ooOoo0oao

O Ooo0oooao

OoOoo0ooOgogano

[

|

|

O 0Ooo0oooao

O Ooo0oooao

O Ooo0oooao

O Ooo0oooao

JP 2014-526682

ooooDDbD0Oano

O 0Ooo0ooo0oao
O Ooo0oooao
O 0Ooo0ooo0oao
O Ooo0oooao
O 0Ooo0ooOoo0oao
O Ooo0oooao
O 0OoO0ooogoao

O
O
O
O
O
O
OJ

O Ooo0oooao

2014.10.6

O O0Oo0ooogoaog

O oOoooo
O Ooooo
O o0Ooo0ooo

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y
e e e ) e e e e e e A [ e s Y [
Iy s ey ey e R e s [ [y

e e e e sy e s e e ) e e [ Y Y
Iy ) R e Ry [ Iy
e [ e e ey s e e Y Iy

Ooooogogaog

OoooooOoogoao

OoooogogaoQg
O 0Oo0ooao
O 0Ooooo
O 0Oo0oo0oao
O 0Ooooo
O 0O oO0ooo
O Ooooo
O 0OoOooog
O 0Ooo0ooo
O 0Ooooo
O 0Ooo0ooao
O Ooooo
O 0Ooo0ooao
O 0Ooooo
O 0Oo0ooao
O 0Ooooo
O 0Oo0oo0oao
O Ooooo
OO oOooo
O 0Ooooao
O 0OoOooog
O 0Ooooao
O 0Ooooo
O 0Ooo0ooao
O Ooooo
O 0Oo0ooao
O Ooooo
O 0Oo0oo0oao
O 0Ooooo
OO oO0ooo
O Ooooo
O 0OoOooo
O 0Ooo0ooao

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

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

OooOoo0ooood
OoOoo0oooogdg
OooOoo0ooood
OooOoo0ooooQgdg
OoOoo0oooogd
OoOoo0oooogodg
OoOoo0ooogdg
Ooo0o0ooooQodg
OoOoo0oooogdg
Ooo0oo0ooodg
OoOoo0oooogdg
Ooo0Oo0ooodg
OoOoo0oooogdg
OooOoo0oooodg
OoOoo0oooogdg
OooOoo0ooood
Oo0o0oooogodg
OOo0o0oooogdg
Oo0o0o0oooogodg
OoOoo0ooogdg
Ooo0oo0oooodg
OoOoo0oooogdg
Ooo0o0o0ooodg
OoOoo0oooogdg
OooOoo0ooood
OooOoo0oooogdg
OooOoo0ooood
OooOoo0ooooQgdg

O
O
O
O
OJ
O
OJ
O
O
O

O o0Oooo

O oOooo

O o0Oooo

O oOooo

|

O

|

O Oooo

O 0Oooo

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

€))

ooao

O
O
O
O
O
O

|

O

O
O
O

JP 2014-526682

ooooDDbD0Oano

O0Oo0oooo
OOoo0oooaoo
O 0Ooo0oooao
O0Ooo0oooaoo
O0Oooooao
O0Ooo0oooaoo

O
O
O
O
O
O
OJ

O
O
O
O
O
O
OJ

O
O
O
O
O
O
O

O

2014.10.6

oooao

O 0Ooooo
O 0Ooo0ooao

O
O
O
O

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y
e e e ) e e e e e e A [ e s Y [
Iy s ey ey e R e s [ [y
ey e e e s ey e e e e e e s s [y
Iy e [ [y
ey e e e e ey e e e e e s ) [y

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

OoOoo0ooood
OOoooood
OoOoo0oo0oood
OoOoo0ooood

OoOooooooQgoo
Oo0ooooogQgoo
OoOooooooQgoo
OooooooogQgoo
OO0 oooogQgogao
OooooooogQgoo
OO0 oooooggogao
OooooooogogQgoo

O
O
O
O
O
O
O
O

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

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

Ooooocooooooao
Ooooooogogooooaog
OOoooocooooooao
Ooooooogoooooaog
OO0 ooDoogQgooooaog
Oooooooooooaog
OO0 ooDoogooooaog
Oooooooooooao
Oooooogooooaog
Ooooocooooooao
Oooooogogooooaog
Ooooocooooooao
Oooooogogooooaog
Ooooocooooooao
Oooooooooooaog
OOooooooooooao
Ooooooogoooooaog
OO0 ooDoogooooaog
Oooooooooooaog
OO0 oooogooooaog
Oooooooooooao
Oooooogooooaog
Oooooooooooao
Oooooogogooooaog
Ooooocooooooao
Oooooogogooooaog
OOoooocooooooao
Ooooooogoooooaog
OO0 oDoDoogogoooaog

OooOoo0ooood
Oo0oooogdg
OooOoo0ooood
OoOoo0ooooQgdg
OOoo0oooogdg
OoOoo0oooogodg
OOo0o0ooogdg
Ooo0oooOodg
OoOoo0oooogdg
Ooo0oo0ooodg
OoOoo0oooogdg
Ooo0o0ooood
OoOoo0oooogdg
OooOoo0ooood
OoOoo0ooooQgdg
Ooo0Ooo0ooood
OoOoo0oooogodg
OOo0oo0oooogdg
Oo0o0ooooQgodg
OoOoo0oooogdg
Ooo0oo0ooodg
OoOoo0oooogdg
Ooo0oo0oood
OoOoo0oooogdg
OooOoo0ooood
OoOoo0oooogdg
OooOoo0ooood
OoOoo0ooooQgdg
OO0oo0oooogdg
OoOoo0oooogodg
OOo0o0ooogdg
Ooo0oo0ooodg
OoOoo0oooogdg

|

OOooo0ogao

OoOoo0ood

OO0Oo0ood

Oo0Oo0ood

O0Ooo0ood

Oooooogogog
OooooooQgoo
Ooooooogogoo
Oooooooogoao
Ooooooogogoo
Ooooooogoo

O Oooo
O 0ooo
O Oooo
O 0O oo
O Oooo
O 0o oo
O Oooo
O Oooo
O Oooo
O Oooo
O O0ooo
O Oooo
O 0ooo
O Oooo
O 0O oo
O Oooo
O O oo
O 0Oooo
O Oooo

Oo0Oo0ood

OoOoo0ooodg

O0Oo0ood

OoOoo0oood

O0Oo0ood

OoOoo0oood

O oOooo
O 0Ooo
O 0Oooo
O 0Ooog
O 0Oooo
O Ooog
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Ooo
O Oooo
O 0Ooo
O 0Oooo
O 0Ooo
O 0Oooo

O 0Oo0ooOoo
O Ooooo
OO oOooo
O Ooooo
O OoOooo
O Ooooo
O Ooooo
O 0Ooo0ooao
O OooOooo
O 0Oo0ooo
O Ooooo
O 0Oo0ooOoo
O Ooooo
OO oO0ooog
O 0Ooooo
O 0OoOooog
O Ooooo
O OoOooo
O 0Ooo0ooao

|

O O

JP 2014-526682

oooooao

od

O

O

O

O

O O

oo ooooooQgooao
OO0 oooooggogooao
Ooooooooogooao
OO0 ooooogogogooao
Ooooooooogoooao

2014.10.6

oooao

O 0Oooog
O 0Oooo

O O

O0Ooo0oooao

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y
e e e ) e e e e e e A [ e s Y [
Iy s ey ey e R e s [ [y
ey e e e s ey e e e e e e s s [y
Iy e [ [y
ey e e e e ey e e e e e s ) [y

Ooooooooogoogo
OO0 ooooogogooQg
Ooooooooogoogoo
oo ooooogogoog
OO0 ooooogogog
oo ooooogogoQg
OO0 oooogogo
OooooooQgogoo
Oooooogogo
OooooooQgoo
Oooooogogoo
OooooooQgogoao
Ooooooogogoo
OooooooQgogoao
OooooooQgogoo
Oooooooogoogoao
OooooooQgogoo
OO0 oooogogao
oo ooooQgogoo
OO0 oooogogo
OooooooQgoo
Oooooogogoao
OooooooQgoao
Ooooooogogoao
OooooooQgogoo
Ooooooogogoo
Oooooooogogoao
oo oooogoo
OO0 oooogogaog
OooooooQgoo
OO0 oooogogo
OooooooQgogoo
Oooooogogo
OooooooQgoo

OoOooooooQgoogoao
Ooo0ooooogQgogoo
OoOooooooOgoogoao
Ooo0ooooogQgogoo
OO0 oooooggogog
Ooo0ooooogQgoo
OO0 oooooggogog
OooooooogogQgoo
OO0 oooooggogao
OooooooogoQgoo
Oo0oooooggogoo
OooooooogoQgoo

O 0Ooo0oo0ooao
O Ooo0oooao
O 0Ooo0oo0oo0oao
OOoo0oooao
O 0Oo0Ooogoao
OOoo0oooaoo
O Oo0oooao
O Ooo0oooao
O Ooo0oooao

O o0Oooo

O 0Ooo0oo0ooao
O 0Oooooo
O 0Oo0oo0ooao
O 0Ooo0oooo
OO o0gogoo
O 0OooOgoo
O O ogogo
O 0OooOooo
O O ogogo
O 0Ooo0gooo
O Ooogoo
O 0Ooo0gooo
O Ooogoo
O 0Ooo0ooo
O Ooogoo
O 0O o0ooo
O 0Ooogoo

Ooo0ooooOooOooao
Oo0ooogoQgooo
OooOooooOooOooao
Oo0oooogooao
OO0 o0ooogogoogoao
Oo0ooooooao
Oo0o0ooogoQgogoao
Oo0oooQogooao
Oo0ooogQgooao
Ooo0ooooooao
Oo0ooogoQgooao
Ooo0oooOoooao
Oo0ooogoogooao
OoooooOooOooao
Oo0oooogooao
OooOoooOooOooao
Oo0oooQgooao
Oo0o0ooogQgogoao

O oOooo

O o0Ooo

O oOooo

O Oooo

O 0Oooo

O 0Oooo

O 0Oooo

O oOooo

O 0Ooo0ooo
O Oooo

O o0Oooo

O oOooo

O O0ooo

O o0Ooo

oo oooogogoog
OoooooogoOgoao
oo oooogogoo
OooooooogoOgoao
OO0 oooogogoo
O oD oooogogog
oo oooogogoo
OO0 oooogogog
oo oooogogoo
OO0 oooogogog
OoooooooQgogoo
O o0oooogogoog
OoooooooQgoogoo
O o0 oooogogoo
Oooooooogoogo
oo oooogogoo
O 0D oooogogog
oo ooooogogoo
OO0 oooogogog
oo oooogogoo
OO0 oooogogog
oo oooooQgogoo

O Oooo

O oOooo

(11)

O O0ooo

O o0Ooo

O Oooo

O 0Oooo

O 0Oooo

O 0Ooo

O Oooo

O 0Oooo

O Oooo O oOood

O 0Ooo
O 0Oooo
O 0Ooo
O 0Oooo
O Oooo
O 0Ooo
O Oooo
O 0Oooo
O oOooo
O 0Ooo
O oOooo
OO oo
O 0Oooo
O 0Ooo
O 0Oooo
O 0Oooo
O 0Oooo

O Oooo

O oOooo

OooooogQgaQg

O Oooo

O 0Oooo

OoOooooggdg

O Oooo

O 0Oooo

I B s |

O Oooo

O oOooo

OoOooooggQg

JP 2014-526682

O O0ooo
O Oooo
O O0ooo
O Oooo
O 0Oooo
O Oooo
O 0O ogo

O o0Oooo
O oOooo
O o0Oooo
O oOooo
O o0Ooo
O oOooo
O 0Ooo

I |
OoooooggoQg
Oooo0ooogoQgaQ
OooooogogQg
I |
OoooooggaQg
OO0 ooogogdg

O Oooo

O 0Oooo

OoooooggoQg

2014.10.6

O O oo

O 0Ooo

OOoooogogdg

O 0Oooo

O
O
O

I B s [ |

O Oooo

OoOooooggdg

O 0Oooo

I B |

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y
e e e ) e e e e e e A [ e s Y [
Iy s ey ey e R e s [ [y
ey e e e s ey e e e e e e s s [y

Oooooooooooooooooogodg
Oo0oooooooooogooooogdg

OOoooood

Ooo0oooooo0 oo ooo oD oo ooo o0 ooDoooogogogooao
OOo0oooooo0ooooo oo oDooo oo oDooogogooao

Ooo0oooooooooooooooooogogoooOoao
OOo0oooooo0ooooooooooogoooao
Oo0oooooooooooooooooogoogoooOoao
Oo0oooooooooooooooogoooao
OO0 oDooggUgooDooggUooooogogogooao
OOo0ooooooooooooooooogogoooao
OO0 oDooggUoooDooggUooooogogooao
Oo0oooooo0ooooooooooogogoooao
OO0 ooDoogogUooooDooggooooogogoooao
Ooooooooooooooooooogogoooao
Oo0ooDoooooooooogooooogogoooao
Oo0oooooooooooooooooogogogoooao
Oo0ooooooooooooooDooogoooao
OoooooooooooooooooogoogoooOoao
Oooooooooooooooooogoooao
Oo0oooooooooooooooooogooOoooOoao
Oo0oooooooooooooooogoooao
OO0 oDooggUogooDooUogUooooogogoooao
Oo0ooooooo0ooooooooooogoooao
OO0 oDooggUoooDooggUooooogogoooao
Oo0ooooooo0ooooooooooogogoooao
OOo0ooooooUooooDoogogooooogogoooao
Oo0ooooooo0ooooooooooogogoooao
OOo0oooooUooooooooooogogoooao
Ooo0oooooooooooooooooogogoooOoao
Oo0ooooooooooooooDooogoooao
Oo0oooooooooooooooooogoogoooOoao
Oo0oooooooooooooooogoooao
OO0 0DoDooggUooDooggUooooogogooao
OOo0ooooooooooooooooogogoooao
OO0 oDooggUoooDooggUooooogogooao
Oo0ooooooo0ooDoooooooogogoooao
OO0 ooDoogogUooooDooggooooogogoooao
Oooooooo0ooooooooooogogoooao

O 0Ooo0ooo0oao
O Ooo0oooao
O 0Ooo0ooO0oo0oao
O Ooo0oooo
O 0Oo0oooao
O Ooo0oooao
O O0Oo0oooao

Ooooooodgooao

Oooooodgooao

O Ooooo

O o

Ooooooodgooao

[ I |

I I o

Ooooooodooao

OOooooodg

Oooooogoooogogoo

I B B

O o

OoooooodQgooao

[ B |

O 0Oooo

OO0 oooogodogoao

O 0O0ooood
OOoooood
O O0Oo0oooodg
OOoo0ooood
O Ooo0ooood

I I o

O oOoooo
O 0Ooooo
O oOoooo
O oOoooo
O oOoooo
O oOoooo
O 0Ooo0oo0oo
O oOoooo
O 0Ooo0ooao
OoOoooo
O 0Ooooo
O oOoooo
O 0Ooooao
O oOoooo
O Ooooo
O oOoooo
O oOoooo
O o0Ooooo
O oOoooo
O o0Ooo0oo0oao
O oOoooo
O 0Ooooo
OoOoooo
O 0Ooooo
O oOoooo
O 0Ooooo
O oOoooo

OoooooQgooao

Oo0oooodgogooao

OoooooodQgooao

Oooooodgooao

Ooooooodgooao

I I |

Oooooodgogooao

OOoo0oooodg
OO0Ooo0ooood

O

(12)

Ooooooodgooao

Ooooooogooao

OoOoo0ooogdg
OO0Ooo0ooo0ooad

O 0Oooo

Ooooooodgooano

OooooooQgooao

[ I |

OoOo0ooogoooogoo

O 0O0ooood
OOo0oooodg

O Ooogo

Ooooooogogogoao
Oooooogogoao
Oooo0ooogoogoao
Oooooogogoao
Oooo0ooogoogoo
Oooooogogoao
Oooo0ooogoogoao
Oooooogogogoao
OoOoo0oooogoao
Ooooooogogogoao
Oo0oo0oooogogoao
Ooooooogoggoao
Oooooogogoao
Ooooooogoogoao
Ooooooggoao
Oooo0ooogoogoao

[ o R |

OOoooood
OO0Oo0ooood
OOoo0ooood

JP 2014-526682

O Ooooo
O 0Oo0ooOoo

O

OOoo0ooood
]

OOo0ooood
OOo0ooood
O 0O0oooodg
OOo0o0oooodg
O O0O0ooood
OOooooodg
O O0Ooo0ooood
OOoooood

O
O

2014.10.6

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y
e e e ) e e e e e e A [ e s Y [
Iy s ey ey e R e s [ [y

O Oooo

e s e e e e e e ) e e e ey o A
e s R ey [y
e s e e e e e e [ o By

Ooo0oooogogooao
Oooooogogooao
OOoo0oooogoogooao
Oooooogogoao
OO0 o0o0ooodgogoao
Oooooogogogoao
OO0 oo0ooogogoao
Ooooooogogooao
OOo0oooodogoao
Ooooooogogooao
Oooooogogoao
Ooo0oooogogogogoao
Oooooogogooao
Oooo0ooogogooao
Oooooogogooao
OoOoo0oooogooOooao
Oooooogogoao
OO0 oo0ooodogoao
Oooooogogoao
OOo0oooodogoao
Ooooooogogooao
OOooooodgogoao
Ooooooogogogooao
Oooooogogoao
Ooo0oooogogooao
Oooooogogooao
OOoo0oooogoogooao
Oooooogogoao
OO0 o0o0ooodgogoao
Oooooogogogoao
OO0 oooodgogoao
Ooooooogogogoao
OOo0oooodogoao
Ooooooogogogogoao

O 0Oooo

Ooooooooooooodg

Ooooooooogogoooo

OoOoo0ooood
OOooooogod
OoOoo0o0oood
OoOoooood
OOoooood
OoOoooood
O0Oooooogod
OoOoooood
OOoo0oooogod
OoOoooood
OOooooogod
OoOoo0oood
OOooooogod
OoOoo0ooood
OOoooood
O0Ooo0Ooood
OOoooood
O0Oooooogod
OoOoooood
OOooooogod
OoOoo0ooood
OOooooogod
OoOoo0oood
OOoo0oooogod
OoOoo0ooood
OoOooooogod
OoOoo0o0oood
OoOoooood
O0Oooooogod
OoOoooood

Oooooooooooogodg

OO0 oooooQgoooo

Ooooooooooood
Oo0oooooooooogos

Ooo0ooooooogooOoooao

OO0 oooooQgoooo

OoooDooooooogoogodg

OoOooDooooogooogo

oo oooooooooodg
OO0 oooog4gogoooogs

oo oooooQgoooo

OO0 ooooogogogooo

oo oooooooooodg

oo oooooQgooooo

OO0 oooogogooooogodg

OO0 ooooogogooo

Oo0oooooooood

oo oooooogooooo

Oooooogoooooogod

OO0 ooooogogoooo

Oo0oooooooood

oo oooooogoogoooo

Ooooooooooogodg

OO0 ooooogogoooo

(13)

Oo0ooooooooood
Oo0oooogogQgoooo

OoooooooogooOoooao

O

OO0 oooooQgoooo

Oo0ooocooooood

OoooooooogooOoooao

Ooooooooooodg
OO0 ooogQgoooos

Oo0ooooQgoooao
OO0 oooodgoooao
Oo0ooooQgoooao
OO0 oooodQgoooao
Oo0ooooQgoooaoo
Oo0oooodQgoooao
Oo0ooooQgooooao
Oo0oooodQgoooao
Oo0ooooogogoooaoo
Oo0oooodQgoooaoo
Oo0ooooodgoooao
OoooooQgoooao
OO0 o0oooOodgogooao
Oo0ooooQgoooaoo
OO0 oooodQgogooao
Oo0ooooQgoooao
OO0 oooodQgoooao
Oo0ooooQgoooaoo

(]

Ooooooooooodg

OooDoogogoooogod

Oo0ooooooooodg

Oooooogoooooogod

JP 2014-526682

O O

Oo0ooooooooodg
Oooooogoooooogodg
Oo0oooooooood
Ooooooooooogodg
Oo0ooooooooood
Ooooooooooogodg
OO0 oDooogdgogaono

Ooooooooooodg

2014.10.6

Oo0oDoogogoooogod
Ooo0ooooQgooo

O Oo0gooao
O Ooo0oooao
O Oo0goooao
O 0Ooo0oooao

[ |

Oo0ooogogooooogod

Oo0oooooooood

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y
e e e ) e e e e e e A [ e s Y [
Iy s ey ey e R e s [ [y
ey e e e s ey e e e e e e s s [y
Iy e [ [y
ey e e e e ey e e e e e s ) [y

Ooooooooogooao
oo ooooogooao
Ooooooooogoogooao
oo ooooogooao
OO0 ooooogogoao
oo oooooogooao
OO0 ooooogogoao
oo oooooogooo
OO0 ooooogogooao
Ooooooooogoooo
OO0 ooooogogoo
Ooooooooogooao
OO0 ooooogogooo
Ooooooooogooao
oo oOoooe Oooogoogao

Ooooooo0ooooooooDooooooooodg
Oo0ooooo4oooooo4o0ooDooo4oooooogodg
Oo0oooooo0oooooooooooooooood
Oo0ooooo40ooooooo0oooDooooooooogodg
OO0 ooo0odUoooDoouoodUoooDooooUoooooogod
Oo0ooooo4o0oooooo0ooDooooooooogodg
OOo0Oo0oooodoooDoouo4ggooDooogogooooogod
Oo0oooooo0o0oooooo0oooDooooooooodg
OOo0OoDooodoooouoggooDooog4gogooooogod
Ooooooo0ooooooooDooooooooodg
OOo0ooOoooo4dooooo4ogooDooogogooooogod
Ooooooo0ooooooooDooooooooodg
Oo0ooooo4o0oooooooooDooooooooogodg
Ooooooo0oooooooooDoooooooood
Oooooo4o0ooooo4o0ooDooooooooogodg
OoOoooooo0doooooooooooooooood
Oooooo4o0oooooo0oooDooooooooogodg

O 0Ooo0ooao
O Ooooo
O 0Oo0ooOoao
O Ooooo
OO oO0ooog
O Ooooo
OO oOooog
O Ooo0ooo
O OoOooo
O 0Ooo0ooo
O Ooooo
O 0Ooo0ooao
O Ooooo
O 0Oo0ooOoao
O Ooooo
O 0Oo0ooOoo
O Ooo0ooo
OO oO0ooog
O Ooooo
O OoOooog
O Ooo0ooo
O OooOooo
O 0Ooo0ooo
O Ooooo
O 0Ooo0ooao
O OooOooo
O 0Oo0ooOoao
O Ooooo

O0Ooo0o0ooao
O0Ooo0oooao
O0Oo0Oo0ooao
O0Ooo0oooao
O 0Oo0Oo0ooo

O Ooooo
O OoOooao
O Ooooo
O OooOooo
O Ooo0ooo
O Ooooo
O Ooo0ooo
O Ooooo
O Ooo0ooOoao
O Ooooo
O Ooo0ooao
O Ooooo
O O oOooo
O Ooooo
O OoOgooo
O Ooooo
O Ooooo
O Ooo0ooao
O Ooooo
O Ooo0ooao
O Ooooao
O Ooo0ooao
O Ooooo
O O0OoOgoo
O Ooooo
O OoOooao
O Ooooo
O OooOooo
O 0Ooo0ooao

(14)

Ooooooooogoooao
oo oooooogooao
OO0 ooooogogoao
oo ooooogogooo
OO0 ooooogogoao
oo oooooogooo
OO0 ooooogogooao
Ooooooooogoooao
oo ooooogogooao
Ooooooooogooao
oo ooooogooao
Ooooooooogoogooao
oo ooooogooao
OO0 ooooogogoao
oo oooooogooao
OO0 ooooogogoao
oo oooooogooao
OO0 ooooogogooao
oo ooooooQgoooo

OO0 O0oDoo4dooDoDoooUoooDooggUogooood
Oo0oooooo0oooooo0oooooooooogodg
OO0o0oooo4dooooooUoooooogogoooogod
Oo0oooooooooooo0oooooooooodg
OO0ooooo0oooooo4oooooogogogoooogodg
Ooooooooooooooooooooooodg
OO0 ooooo0ooooooooooooogogoooogodg
Oo0oooooooooooooooooooooodg
OOo0ooooooooooo0oooooooooogodg
Oo0ooooooooooooooooooooood
OOo0ooooooooooo0ooooooooooogodg
OO0 0oDoodooDooDooUooDooggUogoooodg
Oo0ooooo0ooooooo0oooooooooogodg
OO0 o0ooo0dooDooooUooooDoogggogoooogodg
Oo0oooooooooooo0oooooooooogodg
OO0oooo40ooooooUoooooogogoooogodg
Ooooooooooooooooooooooodg

JP 2014-526682

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

2014.10.6

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y

OO0 oDooogo4gogooDoogooooogodg
Oo0ooooooooooooooooogodg
OO0 oooooUo0oooDoogooooogodg
Oooooooooooooooooogodg
Oo0oooooooooogooooogdg

OO0 oDooo40oooooo oo oDoDoooUoooDoDooggooao

Oooooooooooooooooo
OO0 ooDoooooooogogoooaog
Oooooooooooooooooao
Oo0ooooo4ooooogooooaog
Ooo0oooooooooooogoooao
Oooooooo0ooooogogooao
Oo0ooooooooooooogooao
Oo0oooooo0ooooogogogooao
OO0 0DoDoogg4doooDoogogoogoao
Oo0oooooo0ooooogoogooao
OO0 oDoDoogg4ogooooogogogogoao
Ooooooooooooogoogoooo
OO0 ooDooogo4ogooooogogooao
Oo0ooooooooooogoogoooo
Oo0ooooo4ooooogogooao
Oo0ooooooooooogoogoooao
Oo0ooooooooooogogooao
Oooooooooooooogoooao
Oo0oooooo0ooooogogogoooao
Oo0ooooooooooooogooOooao
Oo0oooooo0ooooogoogooao
OO0 O0DoDoogg4dogooooogogogogoao
Oo0oooooo0ooooogogogoooo
OO0 ooDoogog4ogoooooggooao
Ooooooooooooogoogoooo
OO0 ooooo4ooooogogooao
Oo0ooooooooooogoogoooo
Oo0ooooo4oooooogogooao
Ooo0oooooooooooogoooao
Oo0ooooooooooogogooao
Oo0ooooooooooooogooao
Oo0oooooo0ooooogogogooao
OO0 0DoDoogg4dgoooogogogogoao
Oo0oooooo0ooooogoogooao
OO0 oDoDoogg4Qogoooooggogoao
Oo0ooooooooooogogogooo
OO0 ooDooogo4ogooooogogooao
Ooooooooooooogoogoooao

Ooooooogooooao
Oo0ooooogogoooao
OoooooogooooOoao
Oooooogoooaoo

O 0Oo0ooo
O Ooooo
O 0Oo0ooOoo
O Ooooo
OO oO0ooog
O 0Ooooo
O OoOooo
O 0Ooooo
O Oooo
O 0Oooo
O 0Oooo
O 0ooo
O Oooo
O 0Oooo
O Oooo
O 0Ooo
O 0Oooo
O 0Ooo
O 0Oooo
O O0Ooo
O 0Oooo
O Oooo
O 0Oooo
O 0Oooo
O 0Ooo
O 0Oooo
O 0Ooo
O Oooo
OO oo
O 0Oooo
O 0Ooog
O 0Oooo
O Oooo
O 0Oooo

O o0Ooooo
O oOoooo
O o0Ooo0oo0oao
O oOoooo
O 0Ooooo
Q OO OO
O 0Ooooo
O oOoooo
O 0Ooooo
O oOoooo
O oOoooo
O oOoooo
O oOoooo
O 0Ooo0oo0oo
O oOoooo
O 0Ooo0ooao
OoOoooo
O 0Ooooo
O oOoooo
O 0Ooooao
O oOoooo
O Ooooo
O oOoooo
O oOoooo
O o0Ooooo
O oOoooo
O o0Ooo0oo0oao
O oOoooo
O 0Ooooo
OoOoooo
O 0Ooooo

Ooooooooooooogooao
Ooooo>-w4oooooogogooao

Oooo0ooo0oooOogooOg®™odg
Oo0ooooooooooogogg
OO0 o0DoDooogoggoogooooogogdg
Oo0oooooooooooogogoQgodg
OO0 ooDooogoggogooooogogdg
Oo0oooooooooooogoQgodg
OO0 ooooogogooooooggdg
Oo0ooooooooooogoogodg
Oo0ooooogoooooogogg
OooooooooooooQgodg
Oo0ooooogoooooogogdg
Ooo0oooooooooooooQodg
Oo0ooooooooooogogdg
Oo0ooooooooooooQgodg
Oo0ooooooooooogoQgodg
OO0 o0ooDooogoggogogogooooggdg
Ooo0oooooooooooogogoQgodg
OO0 ooooogogoooooggdg
Oo0oooooooooooogoQgodg
OO0 ooooogoooooogogg
Ooo0ooooooooooogooQgodg
Oo0ooooooooooogogdg
Ooo0oooooooooooodg
Oo0ooooooooooogogdg
Oo0oooooooooooooQodg
Oo0ooooooooooogogg
OO0 ooDoo©w4dogooooogogd
Oo0oooooooooooogogoQgodg
OO0 oo ooogoggogooooogogdg
Oo0ooooooooooogoQgodg
OO0 ooooogogooooooggdg
Ooo0ooooooooooogogodg

(15)

JP 2014-526682

2014.10.6

O 0Oooo
O Oooo
O 0Oooo

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y
e e e ) e e e e e e A [ e s Y [
Iy s ey ey e R e s [ [y

o000 ooco oo oDooogogoooooggogoog
OO0 0o oOooo0 o0 o0 oooooooooQgogoo
o000 oDooo0o oo oo oogoooooogogogoo

OO0 Ooooo0o4Q00ooDooUoo oD oDoDoo4gogoooDooogogogoao

Ooo0oooooo o0 oo ooo o0 oD oDooo0o oo oo ogogooo

Oo0ooooo4o0oooDooogogoooooogogog

O0Ooo0oooao

OoOoo0oood
OOoooood
OoOoo0oood
OOoooood
OO0Ooo0oooogod
OoOoooood
O0Oooooogod
OoOoo0oood
O0Ooo0oooogod
OoOoo0oood
OOoo0oooogod

O0Ooo0oo0ooao
O Ooo0oooao
O 0Oo0oo0ooao
O 0Ooo0oooao
O 0Oo0Oooo
OOoo0oooao
O 0Oo0Ooooao
O0Ooo0oooao
O OooOoooao
O0Ooo0oooao
O Ooo0oooo
O0Ooo0oo0ooao
O Ooo0oooao
O0Ooo0oo0ooao
OOoo0oooao

O 0o oo

Oooo0ooogooQgao
OoooogogaoQg
OooOoo0oooogoogoano

Oooooooooood

O 0Oooo
O Oooo
O 0ooo
O Oooo

O
O
O
O

O Oooo

Ooooooogooood

O 0o oo

Oooooooooood

O Oooo

Oooooogogao
OOo0o0oooogogaog
Ooooooogogao
OOo0ooogogaog
Oooooogogo
OoDoOooOooo<og

Oooooooooood

O oOood

Ooooooooooogoo

OJ
O
O

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

O
O
O

0O

Ooooooooooodg

(]

OO0 oDoogoggoooogod

O

O
O O ogo

Ooooooogoogooao
Oooooogogooao
Oooooooogooooo
Oooooogogooao
Oooooooogooooao
Oooooogogooao
Ooo0oooogoogooao
Ooooooogogogooao
OOoooooogooOooOooOoao
OoooooogogoQogooao
OO0 oooogQgooao
Ooooooogogogooao
OOooooogogooao
Ooooooogooooao
Oooooogogooao
Ooooooooooao
Oooooogogooao
Oooooooogoogooao
Ooooooogogogooao
OoOoo0ooooogoogogoOooOoao
OooooogoQogooao
OO0 ooDoogoQgooao
OooooogogoQogooao
OO0 oooogogooao
Ooooooogoogooao
Oooooogogooao
Ooooooogooooao

O 0o oo

Ooooooogogao
OooooogogaoQg
Ooooooogoogao
Ooooogogao
OooOoo0oooooOgao
Oooooogogao
I s Iy

O Oooo

O 0Ooo0oo0oo0oao
O Ooo0oooao
O 0Ooo0ooo0oao
O Ooo0oooo
O O0Oo0ooOoo0oao
O Ooo0oooo
O O0Oo0oooao
O 0Ooo0oooao
O O0Oo0oooao
O 0Ooo0oooao
O Ooo0oooao
O 0Ooo0oooao
O Ooo0oooao
O 0Ooo0ooo0oao
O Ooo0oooao
O 0Ooo0ooO0oo0oao
O Ooo0oooo
O O0Oo0oooao
O Ooo0oooao
O 0Oo0oooao
O 0Ooo0oooao
O Ooo0oooao
O 0Ooo0oooao

O 0o oo

O Oooo

(16)

O 0Oooo

O Oooo

O 0Ooo0ooo
O Ooooo
O OoOgoao
O 0Ooooo
O Ooogoo
O Ooooo
O Ooogooo
O Ooo0ooo
O Ooooao
O Ooo0ooo
O Ooooo
O 0Ooo0ooo
O Ooooo
O O0OoOgoao
O Ooooo
O Oogoao
O Ooooo
O Ooogoao
O 0Ooo0ooo

O 0o oo
O Oooo

Oooooogogao
OOo0ooogogaog
Ooooooogogao
OOo0o0ooogogaog
Oooooooggao
OoooogogaoQg
Ooooooogoogao
Oooooogogao
Oooo0ooogooQgao
Oooooogogao
OooOoo0oooogooOgoao

Ooo0ood

[

O 0o oo

O
O
O

JP 2014-526682

O
O
O
O
O
O
OJ

Oooooogogao
OO0 oooogogaog
Oooooogogao
OOo0ooogogaog
Ooooooogogao
OOo0ooogogaoQg
Ooooooogogao

O
O
O
O
O
O
O

O
OJ
O
O
O

O
O
O
O
O

2014.10.6

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y
e e e ) e e e e e e A [ e s Y [
Iy s ey ey e R e s [ [y

e e s e [y e e e sy e e [ ) s e Y
Iy e [y e e |

OO0 oDOoooo4Qo0 oo ooo oo oooogQgoo
Oo0oooooo0oooDooooooooogogogoo-g
Oo0ooooo4o0ooDooo oo oDooogoQgog
Oo0ooooooooooooooooooQgog
Oo0oooooo0ooDooo 4o ooooogoQgog
e ) s e e e e sy [
Oo0oooooo0 oo ooo o0 ooDooogoQgog
OO0 Do ooo4g0ooDooog Qoo ooooggog
Oo0oooooo0 oo ooo o oo ooogoQgog
OO0 oo ooo4Qo0ooDooogogoooooggog
Oo0ooooooo0 oo ooo o0 oo ooogoQgoog
OO0 ooooo4Qo0ooDooogogooooooggog
Ooooooocoo0 oo ooo o ooooogogQgooQg
Oo0oooooo0ooDooo oo oooogogog
OooooooooooooooooooQgoog
Oo0oooooo0oooDooo oo oooogQgog
Oo0ooooooooooooooooooQgo-g
Oo0oooooo0 oo ooo o0 ooooogoQgog
e e s e e e e sy [
Oo0oooooo0 oo ooo o0 ooDooogQgo-g
OO0 Do ooo4ddooDooogoooooogogog
Oo0oooooo0 oo ooo o ooDooogoQgo-g
OO0 ooooo4Qo0ooDooogogoooooggog
Oo0oooooo0 oo ooo o ooooogogoQgoo-g
Oo0oooooo0ooDooogoooooogogog
Oo0oooooo0oooDooooooooogogogoo-g
Oo0oooooo0ooDooo 4o ooDooogoQgog
Oo0ooooooooooooooooooQgog
Oo0oooooo0ooDooo 4o ooooogoQgog
e e ) s e e e e sy [ |
Oo0oooooo0 oo ooo o0 ooDooogoQgog
e e s e e e sy [
OO0 oooooo0 oo ooo o0 oo ooogoQgo-g
OO0 oo ooo4Qo0ooDooogogoooooggog
Ooo0ooooooo0 oo ooo o0 oo ooogoQgoog

OO0 oooogogogogoooogodg

Ooooooooooooodg

Ooooooogogooooogodg

Ooooooogogooooogod

O Ooo0ooo
O Ooooo
O 0Ooo0ooOoao
O Ooooo
O O oO0ooao
O Ooooo
O OoOgooo
O Ooooo
O Oooo
O Ooo0ooo.o
O Ooooo
O 0Ooo0ooao
O Ooooo
O Ooo0ooo
O Ooooo
O O0Oo0ooOoao
O Ooooo
O O oOgooo
O Ooooo
O OoOgooo
O Ooooo
O Ooooo
O Ooo0ooo
O Ooooo
O Ooo0ooo
O Ooooo
O 0Ooo0ooOoao
O Ooooo
O O oO0ooo
O Ooooo
O OoOgooo
O Ooooo
O Oooo
O Ooo0ooo

Ooooooooooooodg

O0Ooo0oo0ooao
OOooooao
O0Oo0oo0ooao
OOooooao
O 0Oo0Oooo
OOoo0oooaoo
O0Ooo0oooao
O0Ooo0oooaoo
O0Oooooao
O0Ooo0oooao
OOooooao
O0Ooo0oo0ooao
OOoo0oooao
O0Ooo0oo0ooao
OOooooao
O 0Oo0Oo0ooao
OOoo0oooaoo
O 0Oo0oooao
OOoo0oooaoo
O0Ooo0oooaog
O0Ooo0oooaoo
OOooooao
O0Ooo0oo0ooao
OOoo0oooao
O0Ooo0oo0ooao
O0Ooo0oooaoo
O0Oo0oo0ooao
OOooooao
O0Oo0oooo

Oooooooooooogodg

Ooooooooooood

oo oooooooooodg

OoooDooooooogoogodg

oo oooooooooodg

OO0 oo oogoggogoooogodg

oo oooooooooodg

OO0 oooogogooooogodg

Ooooooooooooodg

Oooooogogogogoooogodg

Oooooooooooodg

Ooooooogoogogoooogodg

a7

Ooooooooooooodg

Oo0oooooooooogodg

Oo0oooooooooood

oo oooooooooodg

OoooDooooooogoogodg

oo oooooooooodg

OO0 oooogoggogoooogodg

oo oooooooooodg

OO0 oooogogogogoooogodg

JP 2014-526682

Oooooooooooodg
Ooooooogogooooogodg
Ooooooooooooodg
Oooooooooooogodg
Ooooooooooood
oo oooooooooodg
OO0 oo oogggogooood

oo oooooooooodg

O Ooooo
O O0OoOgoao
O Ooooo
O Ooogooao
O 0Ooo0ooo

2014.10.6

OO0 oo oogoggogoooogod

Oooooooooooodg

OO0 oooogogooooogodg

Ooooooooooooodg

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y
e e e ) e e e e e e A [ e s Y [
Iy s ey ey e R e s [ [y
ey e e e s ey e e e e e e s s [y
Iy e [ [y

e e e e e ey e e e e ) s e e e e Y I

Ooooooooooooooooood
Oo0ooooooo0ooooogoooooogdg
Oooooooooooooooooood
Oo0oooooooooooogoooooogodg
OO0 Do oogogUooooDoogooooogod
Oo0oooooooooooooooogodg
e s e e A s
Oo0oooooooooooooooogodg
OO0 oooogoUo0oooDoogogooooogdg
Oo0oooooooooooooooogodg
Oo0oooooooooogogooooogodg
Oooooooooooooooooogodg
Oo0ooooooo0ooDooogogooooogdg
Ooooooooooooooooood
Oo0ooooooooooo0oooooogodg
Oooooooooooooooooood
Oo0ooooooo0oDoooo0oooooogodg
OO0 Do oogogUogooDoogogooooogodg
Oo0ooooooooooo0ooooogodg
OO0 ooogo4ogooDoogooooogodg
Oo0ooooooooDooooooooogodg
OO0 oooooUo0oooDoogooooogodg
Oooooooooooooooooogodg

O

Ooo0ooooooo0 oo ooo o oo ooooooooogodg
Oo0ooooo4oooooo oo oDooooooooogdg

oo oooooo oo oooo oo ooooogooooo
OO0 Do oODooOo0o oo oDoooUo0oDoDooOoQgooooo
e e e s s e I
OO0 oDoDooOo0 oo oDoooo0oDoDooOoQgoooo
e e e e A
OO0 o0DoDoDooo oD oo oooo0 oo oo oo oooo
e e e ey e e s s e A
oo o oDoooo oD oo ooo oo oooOoOgoooo
OO0 OooDoouo oo oDoooUo0ooDoDooogoggoooao
oo oooooo oo oooo oo ooooogooooo
OO0 ooDoouo oo oDoooUo0ooDoDooogoQgoooo
oo oooooo oo oooo oo ooooogooOoooo
e e e e I A
OoOoooooooooDoooo oo ooooogooooao
OO0 Do oDooo0 oo oDooo o0 oDoDoooOoQgoooo
e e e e e s e I
OO0 oDoDoooo oo oooo o0 oDoDoo oo oooo
e e e e s e A
OO0 o0ooDoooo oo oDooo o0 oDoDoo oo oooo
OO0 OooDooUo0 oo oDoooUoOooDoDoogoggoooao
OO0 oo oooo oo oooo oo oDooOogooooo
OO0 OooDoouo oo oDoooUo0ooDoDooogoggoooo
oo oooooo o oo oo o oo ooo0oogooooo
e e e e I A
oo oooooo oo oooo oo ooooogooooo
OO0 Do oODooOo0o oo oDoooUo0oDoDooOoQgooooo
e e s e e s e I
OO0 oDoDooOo0 oo oDoooo0oDoDooOoQgoooo
e e s e e e I
OO0 oDoDoDooo0 oD oo oDooOoo0oDoDoo oo oooo
e e e ey e e s s e A
OO0 o oo ooo oo oDooo oo oDooOoogogoooo

|

(18)

ooao

O

O

JP 2014-526682

oooooao

od

OoooooooDoooogooooogodg
Oooooooooooooooood
Ooooooooooooooooogodg
OoooooooDoooooooood
OoooooooDooooooooogodg
Oo0DoDoo40oDUooDoDoogogooooogd
OoooooooDooooooooogod
Oo0ooDoo4oDUooDoDoo4gogooooogod
Ooooooooooooooooogodg
Oo0ooDoooooDoDoo4gogooooogod
Ooooooooooooooooogodg

O

O

O

O

O

2014.10.6

ooan

O

O

O

O

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y
e e e ) e e e e e e A [ e s Y [
Iy s ey ey e R e s [ [y
ey e e e s ey e e e e e e s s [y
Iy e [ [y
ey e e e e ey e e e e e s ) [y

O 0Ooo0ooo

OoOoo0oood
OOoooood
OoOoo0oood
OOoooood
OO0Ooo0oooogod
OoOoooood
O0Oooooogod
OoOoo0oood
O0Ooo0oooogod
OoOoo0oood
OOoo0oooogod
OoOoo0oood
OOooooogod

OooooooooooOgodg
OooDoooooooogdg
Ooooooooooood
Oooooooooooogdg
OO0 oDoooogooooogdg
Ooooooooooogdg
OoDoDooo4gogoooogdg
Oooooooooooogdg
OooDooo4gogoooogdg
Ooooooooooogodg
Ooooooogoooogdg
OoooocoooooooOgodg
Ooooooooooogdg
OoooooooooooOgodg

O0Ooo0Oo0ooao
O0Ooo0oooao
O0Oo0Oo0ooao
O0Ooo0oooaoo
OO0Oo0Oo0ooo
O0Ooo0oooaoo
O0Oo0oo0ooaog
O0Ooo0oooao
O 0Oo0ooogoaog
O0Ooo0o0ooaoo
O Ooo0oooaog
O0Ooo0o0ooao
OOoo0oooao
O0Oo0Oo0ooao
O0Ooo0oooao
O 0Oo0Oo0ooao
O0Ooo0oooaoo
OO0Oo0oo0ooo
O0Ooo0oooaoo
O 0Oo0oo0oogoaog
O0Ooo0oooaoo
O0Ooo0oooao
O0Ooo0o0ooao
O0Ooo0oooao
O0Ooo0Oo0ooao
O0Ooo0oooao
O0Oo0Oo0ooao
O0Ooo0oooaoo
O0Oo0Oo0ooo
O0Ooo0oooaoo
O0Oo0oo0ooaog
O0Ooo0oooao
O 0Oo0ooogoaog
O0Ooo0oo0ooao

OoOoo0oo0oood
OOoo0ooood
OO0Ooo0oo0oood
OOoo0ooood
OO0 ooogod
OoOoo0ooood
O 0Oo0oooogod
OoOoo0ooood
O Ooo0oooogod
OoOoo0ooood
OOoo0ooood
OoOoo0oo0oood
OO0Ooooood
OoOoo0oo0oood
OOoo0ooood

O 0Ooo0oo0oo0oao
O Oooooao
O 0Ooo0oo0oo0oao
O Ooo0oooao
O Oo0ooogoao
O Ooo0oooao
O Oo0ooogoao
O Ooo0oooao
O Ooo0oooao
O0Ooo0oooao
O Ooo0oooao
O 0Ooo0oo0ooao
O Oooooao
O 0Ooo0oo0oo0oao
O Ooo0oooao
O 0Oo0oo0oo0oao
O Ooo0oooao
O Oo0oooao
O Ooo0oooao

O Ooooo

O 0Ooo0ooo

O 0Ooooo

Ooo0oo0ogao

O 0Ooooo

O O0Oogoao

O 0Ooooo

O Ooogoao

O 0Ooo0ooo

O Ooogooo

O Ooo0ooo
O Oooo

(19)

O 0Ooo0ooo0oao
O Ooo0oooo
O O0Oo0ooOoo0oao
O Ooo0oooo
O O0Oo0oooao
O 0Ooo0oooao
O O0Oo0oooao
O 0Ooo0oooao
O Ooo0oooao
O 0Ooo0oooao
O Ooo0oooao
O 0Ooo0ooo0oao
O Ooo0oooao
O 0Ooo0ooO0oo0oao
O Ooo0oooo
O O0Oo0oooao
O Ooo0oooao
O 0Oo0oooao
O 0Ooo0oooao
O Ooo0oooao
O 0Ooo0oooao

O O0ooo

Ooooooogogogoooao
Oo0ooooooogooOoooao
Ooooooogoogooooao
OO0 ooDooggogoooao
Ooooooooogoooao
OO0 oooooggogoooao
Oooooooooooao
OO0 ooooogogoooao
Oooooooogooooao
Oo0ooooogogogoooao
Oooooooooooao
Ooooooogoggoooao
Oooooooogooooao
Ooooooogoogooooao
OO0 ooDoooggoooao
OO0 ooooooQogoooao
OO0 ooDooggoooao
Ooooooooooooao
OO0 ooooggoooao
Oooooooooooao

O Oooo

O 0Oo0oo0ooao
O 0Oo0oooo
OO o0oooo
O O0Oo0oooo
O Oo0gooao
O 0Ooo0oooo
O Oo0gooo
O 0Oo0oo0ooao
O Oooooo
O 0Ooo0oooao
O 0Ooo0oooo
O 0Oo0oo0ooao
O 0Oo0oooo
OO oO0oooo
O 0Ooo0oooo
O Oo0gooao
O 0Ooo0oooo
O O0Oo0gooo
O O0Oo0oooo

O 0ooo

O Oooo

O o0ood

O Oooo

O Ooogoao
O 0Ooo0ooo
O Ooogoao
O 0Ooo0ooo
O Ooogoo
O 0Ooo0ooo
O 0Ooogooo
O 0Ooo0ooo
O 0Ooooo
OO oOgogao
O 0Ooooo
O Oogoao
O 0Ooooo
O Ooogoao
O 0Ooo0ooo

O 0o oo

O Oooo

O Oooo

JP 2014-526682

O 0Oooo
O Oooo
O 0Oooo
O Oooo
O 0ooo
O Oooo
O 0O oo

O 0Oooo

2014.10.6

O 0O oo

O 0Oooo

O Oooo

O 0Oooo

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y
e e e ) e e e e e e A [ e s Y [
Iy s ey ey e R e s [ [y
ey e e e s ey e e e e e e s s [y
Iy e [ [y
ey e e e e ey e e e e e s ) [y

O 0Ooo0ooo

OooooocOooOgao

oo oooooogoog-g
OO0 oooooogoQgog
Ooooooooogo-g
OO0 oooooogoQgoog
OO0 ooooogogog
oo oooooogoQg-g
OO0 ooooogogg
oo oooooogoQgog

Ooooooooo0ooooo o ooooogoogooao
Oo0oooooUo0ooDoooo0ooDoDooogogogooao
Ooooooooooooooooooooogooao
Oo0oooooo0ooDooo o0 oo ooogogogoooao
e s e e e e e s ) ey Y Y
Oo0ooDoooo0 oo ooo o0 oo ooogogogooo
OO0 OooogoQ0oDoDooUgogUoUooDoogogooao
Ooooooo o0 oo ooo o0 oo ooogoogoooo
e s e e e e e e ) sy Y o
Oo0ooooo o0 oo ooo o0 oo ooogoogoooo
OO0 oooooUo0 oo oooUo0ooooogogooao
Ooooooo o0 oo ooo o oo ooogoogogooo
OO0 ooooo4o0ooDoooo0oooDoogogooao
Oooooooooooooo o ooooogoogooao
Oo0oooooo0ooDooo o0 oo ooogogogogooao
OoooooooooooooooooooogooOooOoao
Oo0ooDooo4o0ooDooo o0 oDoDooogogogooao
e e e e e e e ) ey Y Y
Oo0oooooo0 oo ooo o0 oo ooogogogoooo
OO0 oooo4QgooDoogog U ooDoogogooao
Oo0oooooo0 oo ooo o0 oo ooogoogoooo
OO0 oDooooUo0 oo oogog oo ooDooggooao
Oooooooo0ooooo o oo ooogoogogooo
OO0 ooooo4o0ooDooo o ooooogogooao
Ooooooooo0ooooo o ooooogoogooao
Oo0ooooo4o0ooDoooo0oooooogogogooao
Ooooooooooooooooooooogooao
Oo0oooooo0ooDooo o0 oo ooogogogoooao
OO0 0o oogog U0 oDoDoDoggUUUooDoogogooao
Oo0ooDoooo0 oo ooo o0 oo ooogogogooo
OO0 OoooogoU00oDoDooUogUUooDoogogooao
Oooooooo0 oo ooo o0 oo ooogoogoooo
e s e e e e e e ) sy Y o
Oooooooo o0 oo ooo o0 oo ooogoogoooo

Ooooogogao

O Ooooo

OooooocOoogao

O 0Ooo0ooo

Ooo0oooQgogoao

O 0Ooooo

OoOooo0oogoood

Ooo0oo0ogao

OoooooQogogoao

O 0Ooooo

Oo0ooogogaog

O O0Oogoao

OoooooQgogoo

O 0Ooooo

Ooooogogaog

Ooooogogoao
Oooooooogooao
Ooooogogoao
Ooooooogoogooao
Oooooogogooao
OoooooOoogooao
Oooooogogooao
Oooo0ooOoogooao
Oooooogogooao
Ooooogogoao
OoooooQgoogooao
Ooooogogoao
OoooooQgoogooao
Ooooogogoao
Ooooooogoogooao
Ooooogogoao
OoooooOoogooao
Oooooogogooao
OoooooOoogogoao
Ooooogogooao
OO0 ooo4gogoao
Oooooogogooao
Ooooogogoao
OoooooQgogooao
Ooooogogoao
Ooooooogoogooao

O Ooogoao

OooooooOoogao

O 0Ooo0ooo

Ooooogogao

O Ooogooo

OoooooOoogao

O Ooo0ooo

Oooooogogao

O Ooooo

(20)

OoooooOoogao

O 0Ooo0ooo

Oooooogogoao

O Ooooo

OooooocOoogoao

O 0Ooo0ooo

OoooooQgogoao

O Ooooao

OoOoooogoood

Ooo0oo0ogao

OoooooQogogoo

O 0Ooooo

Ooooogogaog

O O0Oogoao

OoooooQgoogoao

O 0Ooooo

Ooooogogaog

O Ooogoo

JP 2014-526682

OoooooOoogoao
Ooooogogaog
OoOoo0oood
OoOoooood
OoOoo0oood
OOoooood
OO0Ooo0oooogod
OoOoooood
OOooooogod
OoOoo0oood
O0Ooo0oooogod
OoOoo0oood

O 0Ooo0ooo
O Ooogooao
O 0Ooo0ooo
O Ooooo
O 0Ooo0ooo
O 0Ooooo
OO oOgoao

O 0Ooooo

2014.10.6

O O0Oogoo

O Ooooo

O Ooogoao

O 0Ooo0ooo

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y
e e e ) e e e e e e A [ e s Y [

Oo0oooooo0oooooogoooo

Oooooogg
Oooooooodg
Ooooooogdg
Oooooooodg
Ooooooogdg
Oooooooodg
Oooooooogdg
OO0 ooooogg
Oooooooogg
OO0 oooogg
Oooooooogdg
O oOooooogdg
Oooooooogdg
OOooooogdg
OoooooooQgodg
Ooooooogdg
Oooooooodg
Ooooooogdg
Oooooooodg
Oooooooogg
OO0 oooogdg
Oooooooogdg
OO0 oooogg
Oooooooogdg
Oooooogg
Oooooooogodg
Ooooooogdg
Oooooooodg
Oooooooogdg
Oooooooodg
Oooooooogdg
OO0 ooooogg
Oooooooogg
OO0 ooooggdg
Oooooooogodg
O oOooooogdg
Oooooooogodg

Oooooooo0oooooo0ooDoooooooDooooooooogodg
OO0oooooooooo4o0oooDooooooDoDooogoooooogdg

OooooooooooQgoogao
Ooooooooooogogogao
OooooooooooOoogoao
Oooooooooooggogoao
OooooooooooOoogao
OooDooooooooQgogoao
OO0 O0Doooooooogogogog
OooDoooooooogoQgogoao
OO0 oooogogooooogogogog
OooooooooooQgogoao
OOooDoooooooogoggogaog
OooooooooooQogogao
Ooooooooooogogogao
OooooooooooQgoogao
Ooooooooooogogoao
OooooooooooOoogao
OooDoooooooogogoao
OooooooooooOoogao
OooDooooooooQgogoao
OO0 oDooogogooooogogogaog
OooDooooooooQgogoao
OO0 oooogoooooogogogaog
OooooooooooQgogoao
Ooooooooooogogogaog
OooooooooooOoogao
Ooooooooooogogao
OooooooooooOoogoao
OooDoooooooogogoao
OooooooooooOoogao
OooDooooooooQgogoao
OO0 o0Dooogooooogogogaog
OooDoooooooogoQgogoao
OO0 oDooogoooooogoggogog
OooooooooooQgogoao
OOooDoooooooogoggogaog
OooooooooooQgoogao

Oooooogogoao
Oooo0ooogoogoao
Oooooogogoao

OooooooooooooQgoo
Oo0ooooogooooooggogoo

OooooocoooooooQgogoao
Oooooo4o0ooooogoggoao
OooooooooooooQgogoao
Oooooooooooogogoao
OO0 oDooo4doooooggogog
OoooooooooooogogQgoao
Oo0oDooo4dooooogoggogaog
OooooooooooogQgoao
Oo0ooDooo4gQgooooogoggogaog
OooooooooooooQgoao
Oooooo4gogooooogoggogoao
OooooooooooooQgogoao
Ooooocooooooogoggogoao
OooooooooooooQgoao
Ooooooo0ooooogogoao
OooooooooooooQgogoao
OoooooooooooQgoao
OO0 oDooo4dooooogogogog
Oooooooo0oooooggoao
OoDoDooo4gogoooooggogaog
OooooooooooooQgoao
Oo0ooDooo4gogooooogoggogao
OooooocooooooogogQgoao
Oooooo4ogooooogoggogoao
OooooocoooooooQgogoao
Ooooooo0ooooogogoao
OooooooooooooQgogoao

O0Oo0ood

Oo0Oo0oodg

O0Oo0o0ood

Oo0Oo0ood

OOooo0ogao

OoOoo0ood

OO0Oo0ood

Oo0Oo0ood

OOoo0oood

A B

OoOoo0ood

I I

Oo0Oo0ooodg

(21)

O0Oo0ood

Oo0Oo0oood

O0Oo0o0ood

Oo0Oo0ood

OOoo0oo0oogao

Oo0Ooo0ood

O0Ooo0ood

Oo0Oo0ood

Oo0Oo0ood

JP 2014-526682

OoooooooooooOoooad
Oooooooooooogooodg

Oo0Oo0ood
Oo0Oo0oood
O0Oo0ood
Oo0Oo0oodg
O0Oo0o0ood
Oo0Oo0ood
OO0Oo0oood

OooooooooooQgogoao

OoOoo0ood

2014.10.6

OO0 oDoooogooooogogog

OO0Oo0oood

OoooocooooooQgogoao

Oo0Ooo0ood

OOooDoooooooogogaog

OOoo0oood

OooooooooooQgogoao

A

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y
e e e ) e e e e e e A [ e s Y [
Iy s ey ey e R e s [ [y
ey e e e s ey e e e e e e s s [y
Iy e [ [y

O Ooogooao
O 0Oooo

o e e ey e e B e s [ o

O 0Ooo0ooo0oao
O Ooo0oooao
O 0Ooo0ooO0oo0oao
O Ooo0oooo
O 0Oo0oooao
O Ooo0oooao
O O0Oo0oooao
O 0Ooo0oooao
O Ooo0oooao
O 0Ooo0oooao
O Ooo0oooao
O 0Ooo0oo0oo0oao
O Ooo0oooao
O 0Ooo0ooo0oao
O Ooo0oooo
O O0Oo0ooOoo0oao

Oooooooooooooooooooodg
Oo0ooooooooooooooooooogdg
Ooo0ooooooooooooooooood
OOo0oooooooooooooooooogodg
OO0 o0oDoogg4doooDoogg oo oooogod
Oo0oooooooooooooooooogodg
OO0 o0ooDoogog4UogooDoogogoogoooogd
Oooooooooooooooooooogodg
OOo0ooDoogog4ooooDoogogoooooogdg
Ooo0ooooooo0ooooooooooogodg
OOo0ooooo4ooooooogoooooogdg
Oooooooooooooooooooogodg
Oo0ooooo4ooooooooooooogodg
Ooo0ooooooooooooooooood
Oo0oooooooooooooooooogdg
Oo0ooooooooooooooooood
OOo0oooooooooooooooooogdg
OO0 o0oDoogg4oooDoogg oo oooogod
Oooooooo0ooooooooooogodg
OO0 ooDoogog4oooDoogogoooooogod
Oo0ooooooo0ooooooooooogodg
OOo0ooDooo4ooooooogogoooooogdg

Oooooooogooooao

(]
O
O
O
O
O
O
O
O
O
O
(]
O
O
O
O
O
O
O
O
O
O

O
O
O

oo ooooogogQgooooo

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

Ooooooooogogoooao

oo ooooogogQogoooo

OoooDooooogooogao

O

oo ooooogoQgoooo

OO0 ooooogog4Qgoooao

OooooooooQooooo

OO0 oooogQgoooaog

OoooooooQogoooao

oo ooooogogQgoooo

Ooooooooogoooao

oo ooooogogQgoooo

(22)

Ooooooooogogoooao

oo ooooogogQogoooo

OoooooooogooOoooao

OoOoooo
O 0Ooooo
O oOoooo
O 0Ooooao
O oOoooo
O Ooooo
O oOoooo
O oOoooo
O o0Ooooo
O oOoooo
O o0Ooo0oo0oao
O oOoooo
O 0Ooooo
OoOoooo
O 0Ooooo
O oOoooo
O 0Ooooo
O oOoooo

OoooooogogQgoooo

OoooDooooogooogao

|

oo ooooogoQgoooo

OO0 oooooggoooao

Oooooooogogoooo

OO0 oooogQgoooo

JP 2014-526682

Oo0ooooo o oooooooooodg
OO0 oDooooo0oooogooooogodg
Oo0oooooooooooooooodg
OO0 oooooo0ooooogoooooogodg
Oooooooooooooooooood
OO0 oDooooo0oDooogogoooooogodg
OO0 Do ooo0o 0o oDoogUogooooodg
OO0 oo oooo0ooooogoooooogodg
e s s e A
Oo0oooooo0oDooooooooodg
OO0 oDoooo4Qo0gooDoogooooogodg
oo oooooo0oooooooooodg

Oooooooogooooao
OO0 ooooogogQgoooo
Oo0ooooOooooaoo
Oo0oooogogQgoooao
OoO0oooogooOoooaoo
Oo0ooooQgoooao
OO0 oDoog4Qgoooao
Oo0ooooQogoooaoo
OO0 oDooggoooao
Oo0ooooogoooaoo
OOo0oooggoooao
Oo0oooooOooooaoo

O
O
(]
O
O
O
O

2014.10.6

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y
e e e ) e e e e e e A [ e s Y [

Ooo0oooooo0 oo ooo o0 oo oDoo o0 ooooogodg

Oooooooo0ooDooooooooogooooao
OOo0ooDoooUo0ooDooggUooDooogogooao
Oooooooo o0 ooDooo o ooooogoogoooo
Oo0oooooUo0oooDoooooooogogooao

OoOooOooood
OOooooodg
OOoo0ooo0ood
O Ooo0oooodg
O 0O0oOoooodg
OOooooodg
O 0O0oOooood
OOoooood
O Ooooood
OOoo0ooood
OOoooood
OOoooood
OOoooood
OOoo0ooood
OOooooodg
OOoo0ooood
OOooooodg
O O0O0oOooood
OOooooodg
O O0OooOooood
OoOoooood
O Ooo0ooood
OoOoo0ooood
OOooooodg
OoOooOooood
OOoooood
OOoo0ooo0ood
O Ooo0oooodg
O 0O0oOoooodg
OOooooodg
O 0O0oOooood
OOooooodg
O Ooooood
OOoo0ooood

Oo0ooooo4o0oo oo ooDooog4gogooooogdg

Ooo0ooooooo0 oo ooo o0 oo oDoo o ooooogog

OO0 ooooo4oooooo oo ooDooo4gogooooogdg

O
O
O
O
O

O
O
O
O

Oooo0oooogoQgoao
OoooooogQgoao
OoOoo0o0oooQgooOoao
OoooooogQgoao
OO0 oooogogogao
OoooooogQgoao
OO0 ooooggogao
OoooooogogQgoo
OOoooooggogao
Oooo0oooogogoQgoao
OOoooooogQgoao
Oooo0oooogoQgoao
OoooooogQgoo
OoOoo0oooooQgoo
OoooooogQgoao
OoOoo0o0ooogooOoao
OoooooogQgoo
OO0 ooooggogao
OooooooogogoQgoo
OO0 oooogQg x O

Ooooooooogoogooo

Ooooooogogoo
O oo ooogogo
Oooooooogoogo
oo oooogogoo
O 0D oooogogog
oo oooogogo
O oD oooogogog
oo oooogogo
O oD oooogogog
oo ooooogogoo
O o oooogogog
Ooooooogogo
O o0 oooogogog
Oooooooogogo
O o oooogogo
Oooooooogogoao
oo oooogogoo
O oD oooogogog
oo oooogogo
O oD oooogogog
oo oooogogoo
O o oooogogog
Ooooooogogoo
O oo ooogogog
Ooooooogogoo
O o0 oooogogog
Oooooooogoogo
oo oooogogoo
O 0D oooogogog
oo oooogogo

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

oo oooooogoogoo

Ooooooooogoogogoo

Oooooogogooao

Ooooogooogoo

Oooooogogooao

OO0 oooodogoao

Oooooogogooao

OOo0oooodgogoao

Ooooooogogooao

Oooooodgogoao

Ooooooogogooao

Oooooogogooao

(23)

ooao

Oooo0ooogogooao

O

Oooooogogooao

OooOoo0oooOgoogooao

Oooooogogooao

O

Ooo0ooogooogoo

Oooooogogooao

OO0 oooodgogoao

OoooooogogoQgoo
OOooooooggoao
OoooooooQgoao
OoooooogQgoao
Oooo0oooogoQgoao
OooT=T oOoo0ooogogoao
OoOoo0o0oooQgooOoao
OoooooogQgoao
OO0 oooogQgogao
T Oooooooogodg
OO0 ooooggogao
OoooooogogQgoo
OOoooooggogao
OooooooogogoQgoao

Oooooogooao

Oooooogogoao

JP 2014-526682

oooooao

od

Ooooooogooao
Oooooogogooao

O O
O O

O

Oooo0ooogogooao

O
O
O
O
OJ
O

O
O
O
O
O
O
O
O
O
O

O

Oooooogogooao

O

Oooo0ooogogooao

O

Oooooogogooao

O

Oooooogooogoo

Oooooogogooao

2014.10.6

ooan

O

OO0 oooodogoao

Ooooogogaog
Ooooooogogao
Oo0ooogogaog
OoooooOoogao

O

Oooooogogogoao

O

OOo0oooodgogoao

O

Ooooooogogooao

10

20

30

40

50



Oo0ooOoooo4o0oooooo0oooDooooooooogodg
OOo0oDooo4doooouoDooDoooggogooooogod
Ooooooo0oooooo0oooDooooooooodg
OOo0oOoooo4dooooo4gooDooogogooooogod
Ooooooo0o0oooooo0oooDooooooooodg
Oo0ooOoooo4odooooo4ooooDooogoooooogodg

Ooooooooooooogoogogooao
Oooooooooooogogogooao
OOoooooooooooogoogoooOoao
Oooooooooooogoooao
OO0 o0DoDooggooooodgogooao
Oooooooooooogoooao
OO0 o0oDoogogooooogogooao
Oooooooooooogogoooao
OO0 oDoDooogooooogogooao
Ooooooooooooogooooao
OOoooDoooooooogogooao
Ooooooooooooogooooao
Oooooooooooogogoooao
OOoooocoooooooogoogoooao
Oooooooooooogogoooao

O0Ooo0oo0ooao
O Ooo0oooao
O 0Oo0oo0oo0oao
OOoo0oooao
O 0Oo0Oooo
OOoo0oooao
O OooO0oooo
OOoo0oooao
O OooOoooao
O0Ooo0oooao
O Ooo0oooao
O0Ooo0oo0ooao
OOoo0oooao

(24)

O 0Ooo0ooo
O Ooooo
O 0Ooo0ooo
O Ooooo
O O0Oogoao
O 0Ooooo
O Ooogoao
O Ooo0ooo
O Ooogoo
O 0Ooo0ooo
O Ooooao
O 0Ooo0ooo
O Ooooao
O 0Ooo0ooo
O 0Ooooo
OO oOgoogao
O 0Ooooo
O O0Oogoo
O Ooooo
O Ooogoo
O 0Ooooo

Ooooooooooooooogoao
Oo0ooooooooooogogQgogoo
OO0 Do ooogQgoooooggogog
OoooooooooooogogQgoo
OO0 oDoooogogoooooggogog
Oo0ooooooooooogogQgoo
OO0 oDoooogogoooooggogoog
OoooooooooooooQgoo
OO0 ooooogooooooggogoo
OooooooooooooooQgoao
OO0 ooooooooooogoggogoo
Ooooooooooooooogogoao
Oo0ooooooooooogogQgoo
OO0 Do ooo4dgoooooggogog
Oo0ooooooooooogogQgogoo
OO0 Do ooogQgoooooggogog
Oo0ooooooooooogogQgoo
OO0 oDoooogogoooooggogog
Oo0ooooooooooogogoQgoo

JP 2014-526682

2014.10.6

10

20



(25)

JP 2014-526682 A 2014.10.6

Oo0Doo00oo
#F1
Mascot AT/
. T F RO
N FE
mCBI oi % B SE
- Yo7 | oA | oS
L3 JL 4 L6
AT BERS U < — ¥ B 2224 / 123ﬁ8 29426
24 13 34
— o o : N — - ! o 1189/
4506147 ZaFF— )27y 8 665/7 | 46/0 1
o T : st o o . , - 1002 /
4506145 Fusrr—FE) 1A FuF R0 E 239/2 | 64/0 o
29725633 BAEBHE 1 o piF{E 231/2 | 132/1 | 802/6
6679625 TITAF—EBEE L Ie ¥ N sE Sé “1414' 772/ 8
236460050 | TS AX—P3AER T L T a8 rYg 121971 1"&6 "l 76977
g 5 B o 945 / , g
118498350 | ¥ E U 7L v B2 0 244/2 | 72476
o g o s T 752/ T e
15559207 TS5 RE—F 24 LT R . 952/8 | 593/6
2 Ml LR XT e Bl Tl wH
54607080 Hfﬁ’g‘f’ RS R Bl e o 702/9 | 84/1 | 499/4
NI E
vUrFusAF—YREH L —F vt | ,
50363217 F_lj TETATREEAT V= FARF | eonro | 4673 | 29012
10280622 7 I 7 — BB o -2B RiIBR{E ND ND 388 /2
4505847 RAF Y N—F A2 # IB 258/3 | 639/8 | 384/5
4502085 BT = 7 —1 o 2A BIEEAR 95/1 | 193/3 | 365/2
4502997 HINVIRF R FH—F Al FiEER 454 /4 | 88/1 | 349/5
62526043 XE RS C AL TR LI E 696/9 | 440/3 | 343 /4
MRS TRE 1 T4 Y7+ —5 a BIBRE , . ‘
%" 7 . ! / 2 / 3
148539840 (DMBT1) 88/1 | 101/1 80/3
31377806 R ~—RE S a7 )RR 566/7 | ND 279/3

gooooad

10

20

30

40



(26) JP 2014-526682 A 2014.10.6

Ooooooo
Mascot A 27T/
ot BT F RO
NCBI . R
o g & VAV OAVA |
= Yo7 | 7| T
3 I 4 L6

o Y N(ERRATA )T ueT A4 —FHE ,
41152086 . i 2 I ND 269/3 | 276/2

%7 L— R B(ART LT I )AL 3—6 e
148539842 | FEMEMNIEE CTRE 1 74 ¥V 7 4+ — A b AIBEE ND ND 275/3
4507149 A—N—F X R ALF—F 1 7 ND 87/1 253/3
e 940 / . ,
113584 RecName:Full=Ig « -1 #4 C fHIK 10 53/1 204 /2
125145 RecName:Full=Ig « $§ C ik 659/9 | 106/1 | 180/1

NG PR B E M S T 5 LT ey s ; .
08986445 ’r;ﬂu;u [ HR B E M e B = oy 1 w4 Pl = 7 ND 219/3 135/0

NI E
218512088 | RecName:Full=Ig « -2 #8 C fEE 886/9 ND ND
119395750 i ol | ND 499 /7 ND
55956899 r7F 9 ND 395/3 ND
000000
0000000000000 0D00OO0D0D0DO0OO0D0OD0DOO0OO0D0DD0ODOO0OO0DO0ODODOO0O0OaO
0000000000000 0D0O0O0DD0D0O0O0D0DO0O0D0DO0OO0DOoOoDOoOOoOoOaO
0000000000000 0D0O0O0D0DD0O0O0O0D0D0DO0O0DO0D0DO0O0DOoOoDOoOOoOoDoOaO
0000000000000 0DO0OO0D0DD0DO0OO0ODO0DDO0OO0DDDOO0OO0DODODOO0O0OaO
0000000000000 0D00O0D0DD0DD0DO0O0D0DO0O0DO0DO0OO0DO0OOoDOoOO0onOaO
0000000000000 0D0O0OO0D0D0D0D0OO0D0D0DO0O0D0DO0OO0DoOoDOoOOoOoaO
0000000000000 0DO0OO0D0DDDD0O0DDDOO0DDDODO0OO0DODDOO0O0OaD
0000000000000 0D00OO0D0DD0D0DO0OO0DO0DO0OO0DO0ODODO0OO0DO0ODODOoOOOnOaO
0oooooo



27)

JP 2014-526682 A 2014.10.6

OooDooo
#2

Mascot A 27T/

_ BFERXTFF
T%CBI a®F | 4 rm (2%

P TN 25
148539342 BEMMEECTREL T A Y 74+ —5 b AiERE 1184 /13

119395750 | # 5 F 1 742 /9
10835000 HER U < — P RiTER 538/8
113584 RecName:Full=Ig o -1 $i C fE 506/6
31377806 RY v —fEr o7 ) SRR 47475
08986445 | Ma MR BEMAAREE ST S T LT u s 8T H 424/5
125817 RecName:Full=Ig « #{ V-III 18 HAH:Flags: /i BE{£E 382/5
125797 RecName:Full=lg « #i V-III fHi%K SIE 341/5
54607080 g VA X _XTFH—EBl LTy I E 340/5
236460050 | =T AL —E AT L T R0 328 /4
125145 RecName:Full=Ig « #H C fElEk 327/5
4502027 T E L a g AR, 319/3
33456 a7 o M8 239/3
118498350 | ¥E R U 7 B2 238/3
125811 RecName:Full=Ig & #H V-III fEIX VG:Flags:AIBEAE 2373
123843 RecName:Full=Ig H#{ V-III ik VH26:Flags: fi B £ 219/3
157266300 |7 5 =27 I ) T F X —PRiEEE 213/3

gooooad

10

20

30

40



(28)

JP 2014-526682 A 2014.10.6

ODoooo
Mascot A7/
BEBRXTFF
ECBIglﬁf PR L OF -
=
P25
563454 Ig EHH(VH4)V FHIR(VDI) 206/ 3
125788 RecName:Full=Ig « $4 V-II il TEW 202/3
4506147 Fur7T—¥v) 2 ruF N E 177/3
RecName:Full=Ig « #{ V-III #H% CLL; AltName:Full=V 7 -
125809 ,, it 149/3
~ FE -+ Flags:ATHEE
ODo0oooo
0000000000000 000D00000D0O00000O00000O0000a0
0000000000 D0O0O0O0O0D0a0
ODO0O0O0oD
OoDooooao
0000000000000 0000O000D00000D0O00a0
0000000000000 O000OD0D0O00D0DDO0O0DD0DO0DO0O0DDDO0DDaO
0000000000000 000D00000D000000O00000O0O0OOOan
0000000000000 000D00000D0O00000O00000O0000a0
0000000000000 000D00000DO0O00D0DO0O0O0DDOOoOooan
0000000000000 O00O0OD0D0O0O0D0DDO0OO0D0DD0OO0OO0ODDODODOaOn
0000000000000 000D00000D0O0O00D00O0O0O0D0O0DOOOoOan
0000000000000 000D00O000DO0O00D0D0O0O0O0DO0DOO0OooOan
0000000000000 O00OO0OD0D0DO0O0DDDO0OO0DD0DONDO0OO0ODDDODDaO
0000000000000 O0O0aD
ODoooo

O oooooogdg

O Oo0oooogdg

Ooooooogdg

10

20

30



(29)

JP 2014-526682 A 2014.10.6

o000
#F3
Mascot A 27T/
. BERRTF FO#
NCBIgi® | 5o <ym
= HoF | BT
1 5
08986445 JE IR R R E MRS S+ S T LT e X Ry | 767/10 127/1
4502085 g 7 = 7 — ¥ o 2A BIBR{E 619/8 ND
1684927 RyE a7 ) B 586/6 152 /1
50363217 e rA—ElER I V—FA A —1 550/4 268/2
40254482 EER T S 7 —F o 1A BIBR(E 548 /6 ND
298351713 | RecName:Full=Ig A -1 #§ C i 501/6 139/1
4507725 FZ v R A LT R 477/5 ND
236460050 | TIFRAEFZ—FIABER S L Ty s E 432/5 84/0
4502997 HIARF L RTF 2 —1 Al B 412/5 106/ 1
113584 RecName:Full=Ig « -1 #§ C ik 404 /4 214/3
4885165 AR F A 352 /4 66/ 1
I B 1H JEH A A e 2 A4S S (FE A B A 2R 2 e
— NG TR B E M e e 7y F 6CGERF R ERIE 249,73 XD
PEFTR)
4506147 FuFTFT—F¥tE) 27 Furr g 326/5 434/ 6
125145 RecName:Full=Ig « 8§ C fHk 291 /4 265/5
218512088 | RecName:Full=lg « -2 #4 C fEIK 272/3 ND
121039 RecName:Full=lg v -1 $f C % 265/3 ND
54607080 AL RX L _RTFX—FE Bl AL 7aZ o "2E | 263/2 ND
Ooo0Doo00oo
0000000000000 D0D0D000D0D0D0D0D0DD0D0DO00DO0DOoDO0OOoOoOaO
0000000000000 D0DDO0D0O0DDO0ODO0ODDODO0ODOO0ODODODOOO0aO
0000000000000 DD0000DDO0ODO0DD0DO0DDO0OO0ODODOOODOaO
0000000000000 D0D0D000D0D0D0D0D0DD0DDO00DO0ODODoDO0OOoOoO0an
0000000000000 D0DD0000D0DO0O0ODO0DO0DO0ODO0OOO0ODODOOOO0aO
0000000000000 D0DD0O0O00DDO0ODO0DD0DDODO0OO0ODODO0OOOO0aO
0000000000000 D0D000D0DO0DO0D0D0DO0DDO0O0DO0ODODoDO0OOoOOoOan
Ooo0ooo0ooOoo0oan
Ooo0oo00ao

Oooo0ooogod
OOoo0oooogd
OooOoo0oood

10

20

30

40



O

(30)

JP 2014-526682 A 2014.10.6

OooooodQgooao

000
#z4
Mascot A 27/
fc -~
NCBIgi &S | #L7HE ABZNTF RO
P 726
call) B i —PHEHR 7 L — F
50363217 J ¢7p 74T R A7 Fa 406 /3
AR —]
4885165 RS F LA 204 /3
4502027 FTATIvFLTaR 08 287/3
55956899 FFEY 287/4
4506147 FusT—EEV 2 Far g 3T
4502085 PEf T 25— o 2A BIER{E 217/3
00000
0000000000000 D00OO0D0O0OO0OO0DDO0ODO0OO0ODDODOOGOnDn
0000000000000 D0000D000D0DO0DO0ODO0DDOoDOoOOoGOaDn
0000000000000 0000000000D00O00O0O0O00O0nn
0000000000000 D0O0O0D0O0O0O0DDO0ODO0OO0ODDOOOGOnDn
0000000000000 D0D00D0D000DODO0ODO0DOO0DDODoDOoOOoGOaDn
0000000000000 000D0000D0O0O0DO0O0O0O0O0O0O0GO0an
0000000000000 D0DO0O0D0O0O0OO0DDO0ODO0ODOO0DDODOOGOnDn
0000000000000
oooo0

O 00O oood
OOoo0ooood
O 0O0oOooood
OOoo0ooood
O Ooo0ooood
OoOoo0ooood

10

20



(31) JP 2014-526682 A 2014.10.6

ODoooo
5
Mascot A 27/
FEa_TF FO#
NCBI gi & s
B FY IR KBNESRE: | HBRKCE > T
XoTExNE | REXIEY
VN2 TN
EUMEECRE 1 TA Y T4—5 | TAYT+—Aha ,
148539842 s ' 1184 /13
’ b AITBE{A RO L
. EMMEETRE 1 T4 74— A TAY T F—A
148539840 . 417/ 4
> a HifER{ bESROZ L
119395750 | ¥ 5 F > 1 159/2 742/9
10835000 | FéEfiek V) ~~— B RiTBR A 3719/37 538/8
113584 RecName:Full=Ig « -1 #§ C fiElf 958/9 506/ 6
R —fRE g7 1) B A‘L‘?g
sivises | DU Y REIRT ) AREFTE . P
f&
o | ERRMERRREEMREE ST 5 T
98986445 Lo BRI R 74/ 1 42475
RecName:Full=lg « # V-III f# 1K -
125817 3 ND 382/5
HAH:Flags:Bil BE {4
125797 RecName:Full=lg « 8 V-III #HI% SIE ND 341/5
BEB A VARF¥ L _RTFH—F¥ Bl 7 .
5 B 380/ 340/ 5
54607080 PRI 1389/ 17 340
T AF—FY A EETL 7o
236460050 il 4 3N T V7 2268 /27 328/4
NE
125145 RecName:Full=Ig « $H C fHlg 734/7 327/5
" ¥ hUF 2Bl
2 = 1] ='sun /2
118498350 | & U 7L B2 L BERD - L 238/3
% b1 7w
118498341 | %% kU 7+ Bl 881/7 B2 ZZMDZ
&
62526043 | XE RV T CTVHFURIE 1002 /10 ND
_ _ RecName:Full=lg « # V-III §§ 5 ;
125811 Py ' ND 237/3
VG:Flags: /i BE{£& .-

gooooad

10

20

30

40



(32)

JP 2014-526682 A 2014.10.6

000000
Mascot A2 7T/
HEBRAATF PO
NCBI gi & e
B FeTR KENESRE | BRI LT
FoTEsh: | SV
P T 7
1684927 SagiE w7 RN 371/4 221/2
RecName:Full=Ig H #f V-III 7 i
3843 )
123843 VH26-Flags BELHE 181/2 219/3
S =V T I )R H PR
isTEEn |2 2o 7w RE R 54475 213/3
&
: RecName:Full=leg « #4 V-II fE :
125788 & ND 202/3
> TEW ’
4502085 el T 2 57— o 2A HIBR{E 4258 /49 ND
10280622 7 27— B o -2B BIBE A 3916/ 45 ND
TF7AZ—E 3B gL T &
6679625 | =227 3B BT T R 1955/ 22 ND
}\ﬁ%
P AT Y 5 PPy B
4506147 kil AT VIR 1442 / 14 ND
RIE
4502997 HNARF AT FH—E Al HiERE 1168/ 14 ND
1ssso207 | =7 AP TR 2A TLTm ALy 959 /5 ND
=
PP I
S —— H NIRRT RTFHE—F A2(BERE) A 811/10 ND
Bk {4
29725633 BABHE 1 o BIBRE 714/8 ND
218512088 | RecName:Full=Ig « -2 $8 C fEIE 663 /6 ND
VLT NALTE R3-FA7x— k i _
_— —
7669492 S m H e 593/5 ND
. ZaTr Tl Fldnds —
4506145 SR 551/6 ND
5t S ] 28 T
157266300 | 7 7 =T R/ NI TS —ERIR 54475 ND
(£
298351713 | RecName:Full=Ig A -1 $8 C fEIg 322/4 ND
_ FE—A HERERESY RNV E 2T
203 304/3
119220569 |~ oyt 20T 04 ND
000000

10

20

30

40

50



(33)

JP 2014-526682 A 2014.10.6

Ooooo0ooOoo
Mascot A 27T/
- HEBRRTF RO
NCBI gi e
P s 7R KIBPEERE | BERIKIC L 5T
FoTlEENE | WEXKIZY
AT %
51593090 AF 13 EREER 293/3 ND
RecName:Full=Ig « #H V-III f# 5k P
1258 GOL:AltName:Full=Y 7 < F &+ 28873 KD
. JLTFFrRF—EI harv R 7 .
10334859 1B BB 265/3 ND

Ooooocoo0oooooQgooao

Oo0Doooo4dgooooogogdgogooao
OoooocoooooooQgooao
OooDooo4ogooooogoggooao
OoooocoooooooQgooao

Oooooo4oooooogoggooao

O
O
O
O
O
O
O
O
O
O
O
]
O
O
O

Ooooooooogooao
OoooooogogQgogoao
OoOooooooOgooao
OooooooogQgoo
OO0 oooogQgogo
OooooooogQgoo
O o0 oooogogao
OooooooQgoo
OO0 oooogogo
OooooooQgogoo
Oooooogogao
OooooooQgogoao
Ooooooogogo
Oooooooogogoao
Ooooooogogoo
Oooooooogoogoao
OooooooQgoo
OO0 oooogogaog
OooooooQgoo
O oD oooogogo
OoooooooQgogoo
Oo0ooooogogao
Ooooooodg
Ooooooogdg
OooooooOgodg
Ooooooogg
Oooooooodg
Ooooooogdg
OO0 oooogg
Oooooooogdg
OO0 oooogdg
OoooooooQgdg
O Oooooogdg
Oooooooogodg

10

20

30



(34) JP 2014-526682 A 2014.10.6
OooDooo
#z6
Mascot A 27/
. BRRRTTF
I;;CBI R %
YT 27
4502085 g7 27—+ o 2A RiIBR{E 2977/ 31
10280622 7 27— B o« -2B RiIEEE 2891/ 30
40254482 R T 2 T —F o 1A BIEEE 2472/ 26
50363217 Y T aFAF—EBHEFEANI L— FA X 28] 1316/ 12
236460050 | T RAFZ—V3ABB T L T rF L0 E 1299/ 13
15559207 TFRE—EIATVLTuF I8 1109 /11
6679625 TIZREZ—EIBERT VT X R E 987 /10
29725633 BARHE 1 o mTRE 57176
4507725 kTR A LF L FIERE S
4506147 TuFr—Eel 277 RsE 521/6
58331211 TZAEZ—E 2B AL FuF B 498 / 4
157266292 | 7 v Hh V) R A 7 7 4 —ERiBEE 491/7
113584 RecName:Full=Ig « -1 #8 C fEI 338/3
125145 RecName:Full=Ig « #{ C fH; 337/4
98986445 EREENFEREMRESS 5 7L 7 e NI g 329/3
218512088 | RecName:Full=Ig o -2 £4 C fElk 293 /3
—— ;3—;%5&3;}?;;211%4%_ﬂﬂ'ggw L—FK —

gooooad

10

20

30

40



(35)

JP 2014-526682 A 2014.10.6

oooooo
Mascot A 27T/
. BER_TTF
Ij%CBIglg BRI K%k
P T 27
4506145 TaFrr—Ee 1T Fuafdeni g 267/3
4502997 HNVRF T FH—E Al GIBEE 146/ 3
Oooooo
0000000000000 O0O0O0OOOODOOOODODOODODODODODOODOOOaO
000000000000 O0OOOODOODOODOODOO
OoooQoo
0oooOoOoo
0000000000000 O0OO0OO0O0OOOOOOODODODODODODODODOODOOOD
00O0000O0O0O0O0Ooan
0000000000000 D0D0DD0DODODOODODOOODODODODODODODODODODOOOaO
0000000000000 O0O0OOOOOOOOODODOODODODODODOODOOOaO
0000000000000 O0O0OOOOOOOODOODODODODODODODOODOOOO
0000000000000 D0DD0DD0DD0DODODODODODODODODODODODODODODoOoOoOOaOn
0000000000000 O0O0O0OOOODOOOODODOODODODODODOODOOOaO
0000000000000 ODOODODODOODODODOODODODODODODOD
OoooQon
0000000000000 D0D0O0DODODODODOODODODODOODODODODODODODOOOaO
00000000000 pO00000O0O0O0OO0O0OO0DODODODODODODODODODODOODOD
0000000000000 D0DD0DD0DDODODODODODODODODODODODODODODODOODoOOaO
00000x000000D00D0D0D0D0OD0OD0DDODOODODODODODODODODODOODOOOaO
00x 0000000000000 O0O0OO0O0ODOOODODODOODODODODODOODOOaO
00000000 p 000000000000 OODODODODODODODODODODODOOOD
0000000000000 D0DD0DDDODDODODODODODODODODODODODODODODOOoOOoOOOaO
00000p 0000000000 pPO0OO0O0D0D0O0DO0DODODODODODODODODODOOOD
0000000000000 O0OO0OO0O0OOOOOOODODODODODODODODOODOOOD
0000000000000 D0DD0DD0DDODODODODODODODODODODODODODODODOODoOOaO
0000000000000 D0D0DD0DODODODODODODODODODODODODODODODODODOOOaO
0000000000000 O0O0OOOOOOOOODODOODODODODODOODOOOaO
0000000000000 O0OO0OOOO0OOOOODODODODODODODODODODOODOD
000000000000 D0DD0DD0DD0DDODODODODOODODODODODODODODODODOODOOOaO
0000000000000 OOODOODODODoOOOD
oooooao

O Ooooo
O OooOooo
O Ooo0ooao

OooooooooooogQgoQg

OO0 ooDooogooooooggog

OoooooooooooogogQgoQg

10

20

30

40



(36) JP 2014-526682 A 2014.10.6

oooao
F* 7
Mascot 2 27T/
5 BR_TFFD
NCBIgi&S | #v"\7H ARGSTF PR
Y12 | 13
113584 RecName:Full=Ig « -1 #8 C fEk 3084 /29 2477 /24
31377806 R ~w—RET a7 ) o ZRIERERE 3065/ 36 898 /13
218512088 RecName:Full=lg « -2 $§ C fElK 2736/ 24 2225/18
125145 RecName:Full=Ig « #{ C fEiEk 477 /4 542/6
21489959 BEIa T T8 403/ 4 308/2
298351715 RecName:Full=Ig A -3 $4 C fEik 352/3 ND
298351713 RecName:Full=Tg A -1 44 C f8)% 31743 581/6
1684927 RET a7 R ND 636/6

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

Oooooooodg
O 0Ooogooo
O 0Ooo0ooo
O 0Ooooo
Y I Y
O 0Ooo0gooo
O O0Oogoao
O 0Ooooo
O Ooogoao
O 0Ooo0ooo
O Ooogoo
O 0Ooo0gooo
O Ooogoo
O 0Ooo0ooo
O Ooooo
O 0Ooo0ooo
O 0Ooooo
O O0Oogoao
O 0Ooooo
O Ooogoao
O 0Ooo0ooo
O 0Ooogoao
O 0Ooo0ooo
O 0Ooogooo
O 0Ooo0ooo
O Ooogooo
O 0Ooo0ooo
O 0Ooooo
Y Y
O 0Ooooo
O O0Oogoao
O 0Oooo
O 0Oooo
O o0Oooo

OoooooooooooooooooQgoooao
OO0 o0ooDoogogUoooDooggooooogoooao
Oooooooooooooooooogogoooao
OOo0ooDooouoooooogooooogoooao
Oooooooooooooooooogoooao
OOo0ooooouooooooooooogoooao

OoOooooooQooo
OooooogQgx® >»
OoOooooooOooOoao
OoooooogogQgoao
OO0 ooooggogaog
OoOoooooogQgoo
OO0 oooooggogaog
OooooooogoQgoo
O Ooooo x godgogao
OoooooooQgogogoR
OOoooooogQgogoo
OooT oog x ogo
OoooooogQgogoo
OoOooooooOooao
OooooT ogQgoao
OoOooooooOoogoao
OooooooogQgogoo
OO0 oooooggogaog
OooooooogQgoo
OO0 oooooggogog
OoOoooooogogQgoo
OOo0oooooggogoo
I O A |
OOo0ooooogQgoao
OoOooooooQooo
OoooooogQgogoo
OoOooooooOoogoo
OoooooogogQgoao
OO0 oooooggogaog
OoooooogogQgoo
OO0 oooooggogaog
OooooooogogQgoo
OOo0oooooggogao
OooooooogoQgooo



I s I

Ooooooo0oooooooooogQgoo
Oo0oODooo4oooDooUgogUogooooggoao
OoooooooooooooooogoQgoao
Oo0ooOoooo4oooooo4ogooooggoao
Ooooooooooooooooooogogoao
Oooooo4oooooog4ogooooggoao

Oo0oooooooooooogogoooao-o
Oooooooooooogogooao
Oo0ooooooooooogooao
OooooooooooogoQgooao
OO0 oDooog4ogooDooogogogogoao
Oooooooooooogogooao
Oo0DoDooogo4gogooDooogoggogooao
Oo0ooooooooooQgooao
Oo0oDooo4ogoooooggooao
Oooooooooooogooao
Oooooo4ogooooooggooao
Oo0oooooooooogooao
Oooooooooooogogooao
Oo0ooooooooooogooao
Oooooooooooogogooao
Oo0ooooooooooogoOooao
Oooooooooooogogooao
OO0 oDooogo4ogooooogogogogoao
OoooooooooooQgooao
Oo0DoDooo4gogoooo<=® goooao

(37) JP 2014-526682 A 2014.10.6

go0oo0ooo0ooooooo0ooo0ootoooooboobooboobooooooooooooodo
goooo0ooooocoooooooootouooooo oo oobootooooooooao
goooooooocobooooocooobooooooooooooboooooooOoodo
gooooooadd
Oo000o0oao
Ooa
#z8
Mascot A 27T/
BERATF FOK

NCBIgi &% | # 7 H

P TN 9
113584 RecName:Full=Ig « -1 $8 C 7EI 1183/ 14
31377806 R ~w—RES a7 2 RERERE 1149/ 14
218512088 RecName:Full=Ig « -2 $8 C 1EI 985/11
125145 RecName:Full=Ig « 8 C fEI 654/ 8
193806374 RecName:Full=Ig p $4 C fEEk 407/5
187950123 fayE a7 B 2R R 289/3
21489959 s S a7 T 249 /2

O

Oooooooooooogooao
OoDoDooo4ogoooooggooao
Oo0oooooooooogooao
Oooooo4oooooogoggooao
Oooooooooooogooao
Oooooooooooogogooao
Ooooooooooooogogoao
Ooooocoo0ooooogoggoao
OO0 oDooo4doooooggogog
Ooooooo0ooooogogQgogoao
Oo0oDooo4gogoooooggogao
OoooooooooooogoQgoao
Oo0oDooo4gogoooooggogo
Ooooooco4ooooooQgoao

10

20

30

40

50



(38)

JP 2014-526682 A 2014.10.6

ooooOobobooooooooooboboboooooooobbbOoooooooobobooooo
gooooogooobooooobobooooobobooobbooobobooobboogao
gooboooooboboboooobboooooooooboboooooboooonnb

googooao
oogogn
9
) Mascot A7/
iCBIgI% PR HERATF FOK
=2
A EEE
15834378 ¥~ = GroEL|Escherichia coli] 1294 /3
15803852 $iE Kl Tu[Escherichia coli] 1244 /7
157159481 4313 % <1 »» DnaK[Escherichia coli] 683 /3
123444102 Q—FEEI*T* Tu[Yersinia enterocolitica FEf& enterocolitica 518/3
8081]
gooooao
gogoboobooobobdooobbooobbooobbooobbooobboao
go0obooboobooboobooano
googooao
goooooad
goobooboboboobobobob0bo0obU0ob0bU0obbU0bUobUobobobobooooao
goobobobobobobobobU0obU0obU0obUobUobUobbooDoooooDoo
gogoboooooobobooobbooobbooobboooboobooobooodan
gogooboooobobdooobbooobbuoouobbooobbooobboao
gooboboboobobobobobU0obU0obUobUobUobOoboboooooooDonn
oo oooobobooobbooobboo o b booUoboDbobooobooodan
gogooobooobobooobbooobboooobbooobbooobboao
go0obobooboobobobobobobo0obUobU0obUobUobobooooooooDonn
0dooooooobooooobobooobboo o b boboooboobooobooaodad
gogoooboooboooobobooobboo b boooboboooboooao
goobobobobobobobobobobUobU0obU0obU0obUobUob oo oooooDon
gooboboboboobobobobobUobU0obU0obU0obDU0obUob oo oooooDono
gooooooooboooooobobooobboo b boboooboobobooogbooodd
gogooboooobobdooobbooobbuoouobbooobbooobboao
gooboboboobobobobobobobobo0ob0obU0obUobUobobooooao
googooao

Oooooooooooogdg
Oooooo4gogoooogd
Oooooooooooogodg

10

20

30

40



JP 2014-526682 A 2014.10.6

(39)

ooooooao

o o o o
— N o <t
Bs
(0107) 0eD il =2 Wl L¥T-TIT EEHEVE | &R BB LA E T A LFT90SE
3 “g—4LLa,s
T1Z-+61 ‘161 ‘881
‘08T 681 “€81 ‘181 H
‘6LT 8LT “9LT-TLI .
(0102) oeD e e B T e Wil stun s VRISTIY | 450 72 & O L A L8 CT96L99
“€9T-19T “LST “SST WAt A—gveT
‘€ST-1ST “LPT-SP1
B
(Z007) epewms il =2 W €61-tH1 6V/ILITY | 4 s 7 & O £ A L8 0S009+9€T
# Ve a—g¥ LT
€FT “THT OF1 “6€
CET-€€T “T€T 621 75 1
(6861) BIIO], iy g Wl Bl | 8TT OTI-8T1 911 0S/ZILY | o1 1y x% I8FFSTOr
=011 “LO1-501 ‘201 d— &S LB
‘667£6 ‘06798 “€8-8L
. IF1-9€1 €€1 “0€1 &1 gz 0
(1007) ewesos] B =2 Wi | -0TT '80T-S0T €01 SS/TEES - ,MWW_WM 5 TT908T01
T0T “001-$8 “€8-8L .y i e
- , . ) i e R R
sue H 4l €1- =T =
(0107) Suey H g Wl LET-RL 09/99/¢ VIO ALY LB ¢80T0StH
(£007) ssa11y el g Wl i T SL/GT69 | ) 7ELH A — (1 0005£80T
3 BN £y EHEIgHO Ko £L
Wxeg e b E Lo | 45U m&% A£LL G bBE | VUBEIL | B4y A £AUR Y | &8 BIION
¥ ) Ob<.L =% J0ISEIN | = 10SEI
01

gooooad



JP 2014-526682 A 2014.10.6

(40)

ooooooao

o o o o
— N o <t
—— . —— WHEIE TV 24— o
7) 18nsie (i ey -00F FEE 9T C
(L00D) T N Bl B Bl 6TH90F $7/970T £ o S B L66TOSY
S rerTE e e YE D B .
B VoI B E -1 1% SOF-98¢ 61/$90T b o By F8CETT
E 3
NS o
Gomwvo@. u_mmmm HHRY B Bl CET $8E-79€E €T/6TIT | ° T —¥ L A ) L] tP86ES8YI
: Rk I %X O S F
19¢
-9G€ “SHT “THT “0vT Bs
e =% WliE | -8€T 9€T TET 1€T [E/sCle | xem o Al T Y SH190St
GlT 9L e TiE (a3 "ad—L Lo,y
‘12T 61T LIT STT
Bovg
(L00T) Bnsie B-HH 1= Bl §GE-TEE VUSPIZ | o1 £ 19 a— 4 £ 080L09+S
Lvr A2 e Mo oL B S
(6867) emuuete X I o Heveign o
I_ H rl (= 7 rl K €
(1007) BIEY el g ] 1€£€-50¢ ST/ISET AE V. o o LOTESSST
(0007) L=gead £ "W
noyy ‘(+007) oS 5T - WA HH F0E-GLT LTYSHYT | —1 4 " EH A LTTE9E0S
(0107) WpuRULION e ok i ] e
(8007) oe1N 5E =7 b e vLT-85T “9ST-8HT 9T/LTST 14 2ns 5 sl I+€86+8T1
(8007) oe1q e k= Wl ¥LT-8HT LT/1T9T d 2l iyd 2% 0SE86HSTT
. HERI4HQ Bod £L
= HM %@@maof\ r - b m -
WX og S fEEE S | gy me A £L2 L BE | REB/L | B oy 7 gSURSHYE | &8 19 TON
! * Ob<_{ = % 10ISBIAl | = % J0ISEIA]

gooooad



JP 2014-526682 A 2014.10.6

(41)

ooooooao

o o o o
— N o <t
B HET-) Lt 996-€6¢ PI/1Z11 M5 5 SI{nLoWeNDoN SPISTI
(+007) pPass i e N d1 -
(L007) Arupe | 7eng e B Wl ZSS-0tS CIATLT BTV s (R LP8SOST
. _ G NH BTV 2 — -
-~ ﬁmzmuﬁ 2 Mwm H ﬁ € s i MW%ﬂmm_j b k. ¢ .
(LO0D) T W Bl 5 Wl 6£$-6T¢ 11/6T11 AN 06£9THLIT
(5007) wgsy | i ‘ B s, eui .
weA (boog) oves | EHEE A B HT 8TS8IS TOPIT | £ £ § S & Besgiy SPP98686
[ B Rl i L T R S
& o By g B B
Z) sue | = %] -Z0¢ 4 o £+097
(1107) Suepy - B | L1§-20S 91/L0F1 20 AR T +097579
=T 10$-L8t S1/16¢1 I b edy 0SLS6E6TT
= o YHEIH A — 4 £ L ——
5 =k @[\ o / -
(9007) Buery Lk =2 ZINT 98t-0LY 91/18S1 S LD L L 00£99TLET
69% 5
— G S e ; WirHL O —
=7 HIEE ) 14 99F ‘P07 66€ "L 91/6LLI o i) et e 880TIS81T
T6£-06€ "88€-98¢
(007) eZnos2(q A - 2 SOp-Stt 61/€8LT ¥ 908LLETE
Bl B4 E HT LT LY —2 (131
(9007) preae) Bl B Wl Frr-0€t LT/66LT | YHGIH 0 T 3 H & L €€95TL6T
L
H& %@QMQV\ E%E%Mﬂ@ ﬁ@o{m.fm% - M )
Wxeeg L TN 115 SO | 5 AUR TG d£LLvebtEE | REEB/L | B oy g UURHE | 58 15 TEDN
) : 0F<_L = % JOISBIN | = . 10ISBIA]

gooooad



JP 2014-526682 A 2014.10.6

(42)

ooooooao

o o o o
— N o <t

9—ye ¥
Wl e 2l L)

(6007) Aousery] gy oy B 1 I % [ RN L19-609 6/706 | — 1 £ ¥ 2 H 980TST1H
Pho£LLL Bk Pl s o
LYARIYR)A 0D

I+t - . .
m {5 = ) G 1H HKHE 493

(0107) MO st 1% e S 6/€06 | YHGIE &1 K HEH & 8FTSER0T
809 Bisvwigno

(0107) ePPoH &k WS | “€€T 97T ¥TT 1T 8106 | L AL 1 T—F¥ LK 06L96T0LT
617 81T SIEVIT LA RLEL EF

AT L09-866 6/5t6 e e 6689565€

B . . gL . ]

JrfTg=1 - 17 - -

(L00T) Z1u2g e B <ot EUT B L6S-L8S 11/256 o e STLLOSH
8Lz g

(9007) Surpreyq il YL O W B 986-6LS UTVOL | £3e R 582 L g F1S066501
Iyg g AT eE

. S :‘m . Egyses ol . —

Bl 8TE +TE SIE FIE 11/€801 -y mrimxh,uj TT1TTEESS
-T1€ 0T€-L0E “SOE #= € =<
(6002) Bty B

)¢ By ] gkl 2] -196 g - z

ums ‘(£L007) e85 b B/ 7 8LE-L9C T1/901T | of A £ T s 76+699/

" ALU LAUA &
E HR8I4HO Ko £L
= HW %@@MQV\ r - 1 w
WX ee B £ HE HOdH | 5 YU TG A £LLv G b EE | R3BBIL | B oy ZTEUURTHE | 58 19 1HON
) : 0b<_£ =% J0ISEIN | = % JOISEIN

gooooad



JP 2014-526682 A 2014.10.6

(43)

ooooooao

S Q = =

. Bivw g .

899-€99 ¥/TH9 A FALR S £ A, LTOTOSH

, (0102) W L *WT £99-099 $/9L9 0l 2-LEa 99876561

OeY (8007) SuBk | : v i

_— ) [ersT . "

659-9€9 PI9OL | ronilag 4 od 1 5 960805

T $S9-1€9 ‘S6t “L8F LISTL T Al dl 0T9ZE1LY

-— e e . ¥ O B R

S 14 059 “$79 “€79-819 B/09L | | % SRy €TLTSES6T
L —¥L

(6007) esewre L &N g BYRHIY O X E) 6+9-£19 LIOOL | A Vb L 1 &—L ¥ K L166T59TT
J#El A e —F¥0+
[—ye ¥
Bl B (2 xcoarLeg)d

(+007) ores Bl =2 U CRAYH TH9-¢€9 88 | ol — 1 £ ¥ £ H LRO6]FTET
Y L£L L Pl o et J
LYARAR)IA 02

- § g e e

(zo0?7) A1s0y 5 # +£9-979 6/SPR | . W S09505t
e W S8 | b v T

¢79-819 8/688 | M (L 04 XHY LT6FR91

& HRILWO WO £L
H& %@@MQV\ 1 - .ml ,—w -
Hrxee L VNl HodH | 4 YU TG dLLvGbEE | HEB/L | Boye X gSURHE | 8 151N
) ’ 0P<.L =% Y0ISEIN | = 7 JOISBIN

gooooad



JP 2014-526682 A 2014.10.6

(44)

ooooooao

o o o o
— N o <t
[ —E £
B Bl T0L-669 FIOS | A b T B 4ye " & 69507T6T1T
BT L — £
(1107) eyen T D ff 5 869-+69 C/SLS | . .. ‘ 060£65TS
| MENT €1 2£7
YHGNH €—re ¥ 'V
(0107) Suepy HgE BHY £69-069 eS|l —1 ¢ CIEEH A 0806590¢
— & L Ly AL
(8007) pewteyoj K BRI OB 689-589 S/H09 Lo —Fr 88E€CHR0S
: Cal e , & W DV itk £
- Y 23— & N
ojourewe ] L\ - /<
(rs61) A Bl SN £89-8.9 LISO9 | LY AL T6T99TLST
o \ HIf 24 _ .
7 2 4 M1H = /
(8007) 1Zen) iz ng 6£9-959 £/L09 O 450 £ B DT T9TOFTHST
) ¥ H
(88671) sddry BETIT HE ) 1t LL9-TL9 9/119 | ‘SSeLADIH X Hi III-A 618STI
[E2 S[=[[nJ:omWeNI2Y
o) Ol W W X 2
UsBIoqSTO) UBA EIES & T | 1L97699 ¥TS TTS ST | W A9 F & B HEY €10$6T0F
. ’ Iy B e o A R S
HE8I4HO ¥ £L
2 E? HEOR &y ; - S
WX ez B EEE Hodg |~ 6uus me d£LvQ B2 | WRERIL | B iy A LUURHYE | &8 19 1HON
* : 0F<_( =% J0ISBIl | = J0ISEy

gooooad



JP 2014-526682 A 2014.10.6

(45)

ooooooao

o o o o
— N o <

(9007) nH g oy 2NN 8€L-9€L /08t e PLOTIELST

3 : AUELyp-d—L 46X
(6661) zenoT S5 =N CEL-TEL viL6t OV (LY T9TOLOEST

_ _ ] g ) 7 —
271/ Ho [N = / T 76 ¢
(8007) UTIA Hz Bl ] TEL-8TL £/L6Y B e B8 B 5 690TF6ETT
; L ] o | FEE T A—8 T ¥ )
7 ) TIey I o i 7 7
(6007) wetd Yz g dsed ST LBLAETL /86t 2 o] P oo 52 6F1L0SH
e . - YiHL O g .

WY TTL61L W | v o Spampenexen 6£01Z1
(6007) Te[IIA =k 2T | STL HS9 €S9 “88t /08 49 ~£ L 4 €SLE0LGTT
(0107) ormysewe § 2 T LTEELL 9/90 R A 616+05t
69t-L9t "T6€ 88¢€ /0TS mgr o 3] 660€TT

Y FE N A1
(0861) eg SermE Liid A & 11L-90L G | Lfid#ted B "R 6S8FEE0T

— AL LA G
SOL-€OL Fiuns Qg "9 LT |  PSIIOEIST

(8861) sddryy ST [EOET Al vl
LL9-TLY 9/bSS | SSR[I'HVH XMl II-A L18STI

HE ¥ SI=[[]:SWENIY

B RO 41 HRISTHO ¥od £L
Wrxeg BOLBEH | Lo | ooy | L FLVEEEER  WUBBIL I B A LAUR TG | &R B IEON
; ) Ob<.L =% JOISEIN | = JOISEI

gooooad



JP 2014-526682 A 2014.10.6

(46)

ooooooao

o o o o
— N ™ <
(1107) wry i ; . — ; ,\ |- WA o
{(400Z) 1YEsOIg T - BTl O IE B 9L “T9L WY cemc 2Lk €981€0S
e B B \ Y Hl 3 [ e
HEE 1 | 09L 9L9 FL9 €LY 74287 . L8SLOLSL
Lo M (L0435
(9007) tpuasLn ] : iR e L gp—Ba g i e
(9007) nsImeIY | (p3 “gLY BBl O E B 6SL-SSL SWW\ L sy brpngx €905€80T
. i . TOM Xkl 1A o
) 14 9L9-TL9 STEV | g v Br_qmpomenpay €086TI
(LOOT) BPMSON | v o ! T o a0 e s
{(L007) WseAvqoyy | AURE W B g PSL-TSL VILEY | st | 6 e £6SETETE
(6002) TeIIIN &k xT 8TL '#§9 "€69 ¢/ V9 £ £ 4 6£81€0S
Haye - \ )i E
0SLbtL 9/9tF 06LLSSLIT
A & W /B T )eTaiok
(1107) | HZELE " |
umaspetey (1107) | kA=) & =2 WS ,%u EPL-ObL 4354 TAMLEMNG TOPESHee
W (F007) 018 | gl »Olk% AT
el e B HIS ¥kl [1I-A .
) 14 6£L "9L9-TLY SLY | v 5 Sr_qmgomenpay L6LSTT
D WBEOM 4y RSO WA £L
Wxezg e L EE Qi \myﬁwﬂmﬁ A£LCEHTZ | HBBIL | B oy gAUR Y | S8 BIEON
) ) OF<.L =% 103SBN | = J0ISEIN

gooooad



JP 2014-526682 A 2014.10.6

(47)

ooooooao

S Q = =
(EXuXd% Td @
YWEB L 51y
R s w2 98/-+8L €9 |~ A X EDAa—LTF L 8FLETE6T
Gl A S
o TN 8y AL
YA T 7 —F £
(T17027) 1215125 ez g T €8/ “T8L 0L9 "8IS VISLE | A bt 1 -+ LL B3l S6TETO6T
M 2R e O 0 R R 5l
(8007) Suerf e B H oY T 1%L °08L T/LLE EAL LA €TTOCPSII
(£002) Hred e A 6LL 1/6LE € LT 10899t9
: (0002) Bl QA—L o ga 8LL-GLL ¥/r8¢ V AL 72 GOTES88tH
so3 “(8661) ordny] g : -
(T007) st L T . . _ﬁm VLL- 1L €/€6€ I AL 9bT8ILETT
S CBHRY CE e
e o CE &yer .
I Wl OLL 6T T/S6E . J 19TL0S90T
= : SR A —s (| C
) ‘ Hiscngo I
(27 TN ikl % 5 ]
(£002) 310M\ #NE BRI X E) 69799/ ¥/L0F PAL O AL 2L SP1E0SH
e Y Q7 —+ £
o nw m §9L-€9L OV | KA b La—L &1y 860096L8T
= = AL VOO A L h
e WBROM £r0 HRI4HO B £L
Wx g L -1 S | ~ %Miw%% A £LLCEBR | RBYIL | Hiy” £ UR Y |48 18 T19DN
¢ * 0b<_L =% JOISEIN | &= 3 J10ISEIA

gooooad



JP 2014-526682 A 2014.10.6

(48)

ooooDoboo0ood

o o o o
— N ™ <

(ran)
CE -} 1L . on7 ChEOC
HE-Y G +08-708 €90C | et AGHA) MG E 51 rSre9s

Y4
HEE - 14 108 “008 “96L €/61T | 'SSRLI'9THA Mkl IIT-A EPRETT

HEE S[=[[ng:PWeNdyg

¥ i
W1 66L "86L “09L €/61¢€ | IHSBRLDA MrHl TII-A 118521

ﬂ M wHH:SnH”vEmZuvM_”
HE-Y 1 LOLF6L P/ESE | HEIN A2 (1 L0 4 FHY OCHES

Mosmw A B

SI2ATIS (1102 Ty o S I SEBHE
sueyz (0107) ¥ .w“m == t6L-T16L £/19¢ e BT 0SS90E0T
suery ‘(9007) Suenyg + A
L ) - / s ﬁﬁmm ru =
HE-Y 14 06LL8L PI9E | g 1 Spqmpomenpey | TLEO08E6T
g EHRISWO B £L
2 E? MEOH £y : o i e
Wrxzg B L EE SO | < syutme A £LLe 8% | RBRIL | By g THE | &8 B TEON
) ) OF<.L =% J10ISBIN | = JOISEIN

gooooad

ooooOobOobOo0oooooocooboboboooooooobboOooboooooobbooood

goooboooooobboo

50



(49)

JP 2014-526682 A 2014.10.6

000000
sfsRsRsR=Rsls
00000000000 0000
0000000000000 000000000000000000000000
0000000000000 000000000000000000000000
000000000000 0000000000000000000000000
000000000000 0000000000000000000000000
x 0OOODOODO0ODO0ODO0OO0O0O00O00O000000000000000000
0000000000000 000000000000000000000000
000000000000 0000000000000000000000000
0000000000000 000000000000000000000000
0000000000000 000000000000000000000000
000000000000 0000000000000000000000000
0000000000000 000000000000000000000000
0000000000000 000O00000000000000000000
000000
ooooao
#F 11
Mascot A 2T [FER~_TF KD
NCBI gi . =
B g & BRI E
oS

119395750 | #5F > 1 549 /7
15559207 TH5RE—V AT L TR RIE 546 /5

TT AH—F 3 3 Qs dia -0 oL ,
236460050 ,%:7 7 A BT TR sy 532/4
55056899 rS5F9 44475
125145 RecName:Full=Ig « #H C fEimk 396/ 5

g 1] e 2 P - & s
4506147 A A B b T e 344 /4

=8

FaTrT—EEl 1 FLFaF s
4506145 éTj? A8 LB wg ety 320/5
118498350 | & MV 7 v B2 208 /3

TS5 A% —+F 3B S L & N
6679625 g7 o 3B Hzf‘iﬂiﬁf = v 7 286 /3
000000

Ooooooogogoooao
OOoooooggooao
Ooooooogooooo

ooooOobOoOo0oooooocoobOboboooooooobOboOoooooooobboooodd

g
gooooao

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y
e e e e e s e e e e A e e S A s s [

Iy s ey ey e R e s [ [y
ey e e e s ey e e e e e e s s [y
Iy e [ [y

s e e e [ [y o

O o0Oooo

Iy s e [y
OoOo0ooooooQo oo oo oo oooo oo oDoDoDoo4ogoooooogdg

(]
O
O
O
O

O
O
O
O
O

OoOoo0ooood
OOoo0ooood
O 0Ooo0oo0oo0oao
O Ooo0oooao
O Oo0ooogoao
O Ooo0oooao
O Oo0ooogoao
O Ooo0oooao
O Ooo0oooao
O0Ooo0oooao
O Ooo0oooao
O 0Ooo0oo0ooao
O Oooooao
O 0Ooo0oo0oo0oao
O Ooo0oooao

O oOooo

Ooooooooo0ooooo o0 oo oooo0ooDoDooooooooodg

O o0Oooo

Oo0ooooooQo0 oo oo o0 oo ooo oD oDoDoDoo4ogooooogdg

O oOooo

e s e e e e B s [ |
OoOooooooooooo o0 oo ooo oo oDoooooooogdg
Oo0oooo0o4UooooUUdUoDoDoDoUUUoDoD*®EToggggoooogdg
OoOooooooooooo o0 oo ooo oD oDoDooooooooogdg
Oo0oOooooU0ooDooUoUD oo oDoUgUUoDoDooogggoooogdg
OoOooooooooooo o0 oDoDooooooDoDooooooooogodg
OOoooooUooooooo o0 oDoDooooUoooDoDoooogogoooogdg
OoOoooooo0oooooo0oDoDooooooDoDooooooooogodg
Oooooo4ooooooo oD oo oooo U oDoDoDooooooogg
Oooooooooooooo0ooooooooDoooooooooogodg
OoOooooo4oooooo o0 oo oooo oo oDoDoooooooogdg
e e e = 1 A Oy |
OoOooooooooDooo0o o0 oDoDooo oo oDoooooooogdg
e s s e e e e e ) e A s [ |
OoOooooooooooo o0 oo ooooDoDoDooooooooogdg
s s e e e ) e A s [ |
Ooooooo0oooooo00ooDoooo0DooDoDoooooooao

O Oooo

O 0Oooo

O 0Oooo

O o0Ooo

O oOooo

O o0Oooo

O oOooo

O o0Oooo

O oOooo

(50)

O o0Oooo

O oOooo

O 0Ooo0ooo
O 0Ooooo
O O ogogao
O 0Ooooo
O Ooogoao
O Oooo

O 0Ooo

O oOooo

O Oooo

O oOooo

O 0Oooo

O o0Oooo

OOo0oOoooUo0ooooo00 oo ooUooUoUooDoDoogogogoooaog

O Oooo

O oOooo

JP 2014-526682

Ooooooooooooo00ooDooooooDooooooooao
OooDooo4oooo*T®T o000 ooooooooDo<©®ogooooaog
Ooooooo0oooooo oo oDooooooDooooooooao
e e e e [ e |
Oooooooooooooooooooooooooooooao
Oooooooooooo o0 oo ooo oo oDoDooogoooooaog
s s s e e e e e e s e |

O O0ooo
O Oooo
O O0ooo
O Oooo
O 0Oooo
O Oooo
O 0O oo

- O0o
O oOooo
O o0Oooo
O oOooo
O o0Oooo
O oOooo
O 0Oooo

Ooooooo0oooDooo o0 oo ooo oD ooDooooooooaog

O Oooo

O 0Oooo

2014.10.6

e s e e e e B |

O O ogoo

O 0Oooo

Ooooooo0ooooo o0 ooDooooDooDooooooooao

O O0ooo

O o0Ooo

OOo0oOoooo0o40oooooo40D oo ooUogUUooDoDoogooooaog

O Oooo

O oOooo

OoOoooooo0ooooo o0 oo oooo0oooDooooooooao

O 0Oooo

O o0Oooo

10

20

30

40

50



OoOooooooo0ooooo4o0ooDooo0 o0 oo ooooDoDoDoooooDooooQgoao
e s e s e e ) e ) e [ [ o
Oooooooo0o0oooooo00 oo ooo0o o0 oo ooo oD oDoDoooooDoooQgogoao
OOo0oooo40o0oooooUdooooUooUDoDoDoDoUoUUoDoDoDoggoooDooogoggogao
Oooooocoo0oooooo0 oo ooo o0 oo ooooooDoDoooooDoooQgogoao

O
O

ooo
KB DS ik

OoOooooo4oooooo00ooDooUoo oD oooDoDoooDUoooDoDoogogooao

OOo0oo0oooogoogoao

O
O

O
O

O 0o oo

OoOoo0ooood
OOoooood
O0Ooo0oo0oood
OoOoo0ooood
O0O0oo0ooood
OoOoo0ooood

O0Ooo0oo0ooao

Oooooogogoao

O Oooo

O Oooooao

OOoo0o0ooogoogoao

O 0o oo

O 0Ooo0oo0ooao

OooooogoQgoao

O Oooo

OOoo0oooaoo

O Ooooooooogoo

O oOood

OoOoo0oo0ogao

Oooooogogoao

O Oooo

OOoo0oooaoo

OooOood | Oooooogoooogoo

O Oo0oooao
O 0Oo0oooao
O Oo0gooo
O O0Oo0oo0ooao
O Oo0oooo
O 0Oo0oo0ooao
O 0Oo0oooo
O 0Oo0oo0oo0oao
O O0Oo0oooo
O Oo0OooOooao
O O0Oo0oooo
O Oo0gooao
O Oo0oooo
O Oo0gooao
O O0Oo0oooao
O Oo0oooao
O 0Oo0oo0ooao
O Ooo0oooo
O 0Oo0oo0ooao
O O0Oo0oooo
O 0Oo0ooO0oo0oao
O O0Oo0oooo
O Oo0ooOooao
O O0Oo0oooo
O Oo0gooo
O 0Oo0oooo
O Oo0gooo
O O0Oo0oooo

OoOoo0oo0odgao

OoooooogogoQgoao

O 0o oo

OOoo0oooaoo

OOo0ooooodgogoao

O O ogo

O Ooo0ooogoao

Oooooogogogoao

O 0Oooo

O0Ooo0oooao

Oooooogogoao

O Oooo

O Oooooao

OOoo0oooogoogoao

O 0o oo

O0Ooo0oo0ooao

OooooogoQgoao

O Oooo

O Ooogooo

(51)

OOoo0oooogogogoao

O 0o oo

O 0Ooo0ooo

OooooogoQgoao

O Oooo

O Ooooo

O0o0DoooogoQgogao
OooooooQgoo
Oo0ooooogoQgogao
OoooooogoQgoo
Ooooooggogao
Oooo0oooQgoo
Ooooooggoao
Oooo0oooQgoo
Oooooooggoo
Oooo0oooQgoao
Ooooooogogoo
Oooo0oooQgoao
OoooooogoQgoo
Oo0oDoooogQgogao
OooooooQgoo
Oo0oooooggogao
OooooooQgoo
Ooooooggogao
Oooo0oooQgoo

Ooood

Ooo0oo0ogao

OO oo

O Ooooo

O o0ood

Ooo0oo0ogao

O 0o oo

O 0Ooooo

I [ o [

O O0Oogoao

O 0Oooo

O 0Ooo0ooo

O O oo

O Ooogoao

JP 2014-526682

O 0o oo
O O oo
O 0o oo
O Oooo
O 0o oo
O Oooo
I [ o Y

O Ooo0ooo
O Ooogoo
O 0Ooo0ooo
O Ooooo
O 0Ooo0ooo
O Ooooo
I Y I o Y

O Oooo

O 0Ooo0ooo

2014.10.6

Ooo0ood

I I o [y

Chen, R., S. Pan, et al. (2007). "Comparison of pancreas juice proteins from cancer versus
pancreatitis using quantitative proteomic analysis.” Pancreas 34(1): 70-9,
Chen, R., S. Pan, et al. (2010). "Elevated level of anterior gradient-2 in pancreatic juice
from patients with pre-malignant pancreatic neoplasia.” Mol Cancer 9: 149,
Chen, R., S. Pan, et al. (20006). "Quantitative proteomic profiling of pancreatic cancer
juice.” Proteomics 6(13): 3871-9.

gooooad

O 0Oooo

O 0Ooooo

O
O

O Ooogoo

O 0Ooo0ooo

10

20

30

40



(52) JP 2014-526682 A 2014.10.6

uggoao

Gao, J., F. Zhu, et al. (2010). "Identification of pancreatic juice proteins as biomarkers of
pancreatic cancer.” Oncol Rep 23(6): 1683-92.

Gomez-Lazaro, M., C. Rinn, et al. (2010). "Proteomic analysis of zymogen granules."
Expert Rev Proteomics 7(5): 735-47.

Gronborg, M., J. Bunkenborg, et al. (2004). "Comprehensive proteomic analysis of
human pancreatic juice.” J Proteome Res 3(5): 1042-55.

Paulo, J. A., L. S. Lee, et al. (2010). "Identification of pancreas-specific proteins in
endoscopically {endoscopic pancreatic function test) collected pancreatic fluid with liquid
chromatography--tandem mass spectrometry.” Pancreas 39(6): 889-96.

Zhou, L., Z. Lu, et al. (2007). "Comparative proteomic analysis of human pancreatic
Juice: methodological study.” Proteomics 7(8): 1345-55.

EOBE XM

Akakura, N., M. Kobayashi, et al. (2001). "Constitutive expression of hypoxia-inducible
factor-lalpha renders pancreatic cancer cells resistant to apoptosis induced by hypoxia
and nutrient deprivation." Cancer Res 61(17): 6548-54.

Bark, C. J. (1980). "Mitochondrial Creatine Kinase.” Journal of the American Medical
Association 243(20): 2058-2060.

Belinsky, G. S., T. V. Rajan, et al. (2007). "Expression of secretory phospholipase A2 in
colon tamor cells potentiates tumor growth.” Mol Carcinog 46(2): 106-16.

Bresalier, R. 5., J. C. Byrd, et al. (2004). "A circulating ligand for galectin-3 is a
haptoglobin-related  glycoprotein  elevated in  individuals with colon cancer.”
Gastroenterology 127(3): 741-8.

Cavard, C., B. Terris, et al. £2006). "Overexpression of regenerating islet-derived | alpha
and 3 alpha genes in human primary liver tumors with beta-catenin mutations.” Oncogene
25(4): 599-608.

Cui, L., F. Li, et al. (2010). "Screening and Verification of Differentially Expressed
Proteins from Pancreatic Cancer Tissue.” Chinese Journal of Chemistry 28(6): 884-890.
DeSouza, L., Gi. Diehl, et al. (2005). "Search for cancer markers from endometrial tissues
using differentially labeled tags iTRAQ and cICAT with multidimensional liquid
chromatography and tandem mass spectrometry.” J Proteome Res 4(2): 377-86.

Egea, L., L. Aguilera, et al. (2007). "Role of secreted glyceraldehyde-3-phosphate
dehydrogenase in the infection mechanism of enterohemorrhagic and enteropathogenic
Escherichia coli: interaction of the extracellular enzyme with human plasminogen and
fibrinogen." Int ] Biochem Cell Biol 39(6): 1190-203.

Fentz, A, K., M. Sporl, et al. (2007). "Detection of colorectal adenoma and cancer based
on transthyretin and C3a-desArg serum levels.” Proteomics Clin Appl 1(6): 536-44.
Friess, H., J. Ding. et al. (2003). "Microarray-based identification of differentially
expressed growth- and metastasis-associated genes in pancreatic cancer.” Cell Mol Life
Sci 60(6): 1180-99.

Gao, J., F. Zhu, et al. (2010). "ldentification of pancreatic juice proteins as biomarkers of
pancreatic cancer.” Oncol Rep 23(6): 1683-92.

Gazi, M. H., M. He, et al. {(2008). "Downregulation of 1gG Fc binding protein (Ic
gammaBP) in prostate cancer.” Cancer Biol Ther 7(1): 70-5.

Gerstel, D., F. Wegwitz, et al. (2011). "CEACAMI creates a pro-angiogenic tumor
microenvironment that supports tumor vessel maturation.” Oncogene.

Grisendi, S., C. Mecucci, et al. (2006). "Nucleophosmin and cancer.” Nat Rev Cancer
6(7): 493-505.

gooooad

10

20

30

40



(53) JP 2014-526682 A 2014.10.6

uggoao

Gu, N., T. Adachi, et al. {2006). "Sucrase-isomaltase gene expression is inhibited by
mutant hepatocyte nuclear factor (HNF)-1lalpha and mutant HNF-Ibeta in Caco-2 cells.” ]
Nutr Sci Vitaminol (Tokyo) 52(2): 105-12.

Harding, T. C., M. Nguven, et al. (2006). Humeral immue response induced to filamin B
in patients with metastatic hormone-refractory prostate cancer (HRPC) treated with a
GM-CSF-transduced allogeneic prostate cancer vaccine {GVAX(R)). AACR.

Hockla, A., D. C. Radisky, et al. {2010). "Mesotrypsin promotes malignant growth of
breast cancer cells through shedding of CD109."” Breast Cancer Res Treat 124(1): 27-38.
Huang, K. C., D. C. Park, et al. (2006). "Selenium binding protein 1 in ovarian cancer.”
Int J Cancer 118(10): 2433-40.

Jiang, H. B., M. Xu, et al, (2008). "Pancreatic stellate cells promote proliferation and
invasiveness of human pancreatic cancer cells via galectin-3." World J Gastroenterol
14(13): 2023-8.

Kang, J. U., S. H. Koo. et al. (2010). "AMY2A: a possible tumor-suppressor gene of
Ip21.1 loss in gastric carcinoma.”™ Int ] Oncol 36(6): 1429-35,

Kim, G. E., H. 1. Bae, et al. (2002). "Aberrant expression of MUCSAC and MUC6 gastric
mucins and sialyl Tn antigen in intraepithelial neoplasms of the pancreas.”
Gastroenterology 123(4): 1052-60.

Kim, Y. S., J. A. Jung, et al. (2011). "Galectin-3 binding protein promotes cell motility in
colon cancer by stimulating the shedding of protein tyrosine phosphatase kappa by
proprotein convertase 5." Biochem Biophys Res Commun 404(1): 96-102.

Kipps, T. 1., E. Tomhave, et al. (1988). "Autoantibody-associated kappa light chain
variable region gene expressed in chronic lymphocytic leukemia with little or no somatic
mutation. Implications for etiology and immunotherapy.” J Exp Med 167(3): 840-52.
Kobayashi, D., S. Koshida, et al. (2007). "Olfactomedin 4 promotes S-phase transition in
proliferation of pancreatic cancer cells.” Cancer Sci 98(3): 334-40.

Kos, J., M. Krasovec, et al. (2000). "Cysteine proteinase inhibitors stefin A, stefin B, and
cystatin C in sera from patients with colorectal cancer: relation to prognosis.” Clin Cancer
Res 6(2): 505-11.

Koshida, S., D. Kobayashi, et al. (2007). "Specific overexpression of
OLFM4(GW112/HGC-1) mRNA in colon, breast and lung cancer tissues detected using
guantitative analysis.” Cancer Sei 98(3): 315-20.

Koyama, 1., S. Komine, et al. (2001). "alpha-Amylase expressed in human liver is
encoded by the AMY-2B gene identified in tumorous tissues.” Clin Chim Acta 309(1):
73-83.

Krasnov, G. S., N. Oparina, et al. (2009). "[Colorectal cancer 2D-proteomics:
identification of altered protein expression].” Mol Biol (Mosk) 43(2): 348-56.

Kuopio, T., A. Kankaanranta, et al. (1998). "Cysteine proteinase inhibitor cystatin A in
breast cancer.” Cancer Res 58(3): 432-6.

Kuramitsu, Y. and K. Nakamura (2006). "Proteomic analysis of cancer tissues: shedding
light on carcinogenesis and possible biomarkers.” Proteomics 6(20): 5650-61.

Liang, X., J. Zhao, et al. (2006). "Quantification of membrane and membrane-bound
proteins in normal and malignant breast cancer cells isolated from the same patient with
primary breast carcinoma.” ] Proteome Res 5(10): 2632-41.

Lin, H. H., C. J. Liao, et al. (2011). "Lipocalin-2-induced cytokine production enhances
endometrial carcinoma cell survival and migration.” Int J Biol Sci 7(1): 74-86.

Lottaz, D., C. A, Maurer, et al, (1999). "Nonpolarized secretion of human meprin alpha in
colorectal cancer generates an increased proteolytic potential in the stroma.” Cancer Res
59(5): 1127-33.

goooooao

10

20

30

40

50



(54) JP 2014-526682 A 2014.10.6

uggoao

Mahadevan, N. R., J. Rodvold, et al. (2011). "ER stress drives Lipocalin 2 upregulation in
prostate cancer cells in an NF-kappaB-dependent manner.” BMC Cancer 11: 229,

Maher, D. M., B. K. Gupta, et al. (2011). "Mucin 13: structure, function, and potential
roles in cancer pathogenesis.” Mol Cancer Res 9(5): 531-7,

Matsugi, S., T. Hamada, et al. (2007). "Serum carboxypeptidase A activity as a biomarker
for early-stage pancreatic carcinoma.” Clin Chim Acta 378(1-2): 147-53.

Miao, Q., Y. Sun, et al. (2008). "Chymotrypsin B cached in rat liver lysosomes and
involved in apoptotic regulation through a mitochondrial pathway.” J Biol Chem 283(13):
8218-28.

Millar, E. K., P. H. Graham, et al. (2009). "Prediction of local recurrence, distant
metastases, and death after breast-conserving therapy in early-stage invasive breast cancer
using a five-biomarker panel.” J Clin Oncol 27(28): 4701-8.

Mohammad, H. S., K. Kurokohchi, et al. (2008). "Annexin A2 expression and
phosphorylation are up-regulated in hepatocellular carcinoma.” Int J Oncol 33(6): 1157-
63.

Normandin, K., B. Peant, et al. (2010). "Protease inhibitor SERPINA1 expression in
epithelial ovarian cancer.” Clin Exp Metastasis 27(1): 55-69.

Park, H. U., J. W. Kim, et al. (2003). "Aberrant expression of MUC3 and MUC4
membrane-associated mucins and sialyl Le(x) antigen in pancreatic intraepithelial
neoplasia.” Pancreas 26(3): e48-54.

Pham, T. M., Y. Fujino, et al. (2009). "Relationship between serum levels of superoxide
dismutase activity and subsequent risk of cancer mortality: Findings from a nested case-
control study within the Japan Collaborative Cohort Study.” Asian Pac J Cancer Prev 10
Suppl: 69-73,

Rosty, C., L. Christa, et al. (2002). "ldentification of hepatocarcinoma-intestine-
pancreas/pancreatitis-associated protein I as a biomarker for pancreatic ductal
adenocarcinoma by protein biochip technology.” Cancer Res 62(6): 1868-75.

Sasaki, K., K. Sato, et al. (2002). "Peptidomics-based approach reveals the secretion of
the 29-residue COOH-terminal fragment of the putative tumor suppressor protein
DMBTI from pancreatic adenocarcinoma cell lines." Cancer Res 62(17): 4894-§8.

Sato, N., N. Fukushima, et al. (2004). "Gene expression profiling identifies genes
associated with invasive intraductal papillary mucinous neoplasms of the pancreas.” Am J
Pathol 164¢3): 903-14.

Shimada. S., K. Yamaguchi, et al, (2002). "Pancreatic elastase IIIA and its variants are
expressed in pancreatic carcinoma cells.” Int J Mol Med 10(5): 599-603.

Shin, Y. K., B. C. Yoo, et al. (2009). "Upregulation of glycolytic enzymes in proteins
secreted from human colon cancer cells with 5-fluorouracil resistance.” Electrophoresis
30(12): 2182-92.

Silvers, A, L., L. Lin, et al, (2010). "Decreased selenium-binding protein 1 in esophageal
adenocarcinoma results from posttranscriptional and epigenetic regulation and affects
chemosensitivity.” Clin Cancer Res 16(7): 2009-21.

Sved, P., K. F. Scott, et al. (2004). "Oncogenic action of secreted phospholipase A2 in
prostate cancer.” Cancer Res 64(19): 6934-40.

Tamesa, M. S., Y. Kuramitsu, et al. (2009). "Detection of autoantibodies against
cyclophilin A and triosephosphate isomerase in sera from breast cancer patients by
proteomic analysis.” Electrophoresis 30(12): 2168-81.

Terris, B., E. Blaveri, et al. (2002). "Characterization of gene expression profiles in
intraductal papillary-mucinous tamors of the pancreas.” Am J Pathol 160(5): 1745-54.

gooooad

10

20

30

40



O

OOoooood
O Ooo0oooo

(55) JP 2014-526682 A 2014.10.6

ooao

Tomita, N., A, Horii, et al. (1989). "A novel type of human alpha-amylase produced in
lung carcinoid tumor.” Gene 76(1): 11-8.

van Gisbergen, K. P., C. A. Aarnoudse, et al. (2003). "Dendritic cells recognize tumor-
specific glycosylation of carcinoembryonic antigen on colorectal cancer cells through
dendritic cell-specific intercellular adhesion molecule-3-grabbing nonintegrin.” Cancer
Res 65(13): 5935-44.

Vilen, S. T., P. Nyberg, et al. {2008). "Intracellular co-localization of trypsin-2 and matrix
metalloprotease-9: possible proteolytic cascade of trypsin-2, MMP-9 and enterokinase in
carcinoma.” Exp Cell Res 314(4): 914-26.

Wang, H., W. Sha, et al. (2011). "Effect of chymotrypsin C and related proteins on
pancreatic cancer cell migration.” Acta Biochim Biophys Sin (Shanghai) 43(5): 362-71.
Wang, Y., H. Jiang, et al. (2010). "Alpha 1 antichymotrypsin is aberrantly expressed
during melanoma progression and predicts poor survival for patients with metastatic
melanoma.” Pigment Cell Melanoma Res 23(4): 575-8.

Wolf, M., I. Clark-Lewis, et al. (2003). "Cathepsin D specifically cleaves the chemokines
macrophage inflammatory protein-1 alpha, macrophage inflammatory protein-1 beta, and
SLC that are expressed in human breast cancer.” Am J Pathol 162(4): 1183-90.

Xiao, J., W. N. Lee, et al. (2010). "Profiling pancreatic cancer-secreted proteome using
15N amino acids and serum-free media.”" Pancreas 39{(1): e17-23.

Yamamoto, H., M. Tanaka, et al. (1984). "Intestinal-type alkaline phosphatase produced
by human hepatoblastoma cell line HUH-6 clone 5." Cancer Res 44(1): 339-44.
Yamamura, H., M. Tatsuta, et al. (1989). "Effectiveness of discriminant analysis of serum
CA 19-9 and elastase 1 in diagnosis of pancreatic carcinoma." Pancreas 4(4): 401-5,
Yamashiro, Y., K. Takei, et al. (2010). "Ectopic coexpression of keratin 8 and 18
promotes invasion of transformed keratinocytes and is induced in patients with cutaneous
squamous cell carcinoma.” Biochem Biophys Res Commun 399(3): 365-72,

Yang, X. R, Y. Xu, et al. (2008). "Cytokeratin 10 and cytokeratin 19: predictive markers
for poor prognosis in hepatocellular carcinoma patients after curative resection.” Clin
Cancer Res 14(12): 3850-9,

Zhang, 1., W. G. Dong, et al. (2011). "Reduced selenium-binding protein 1 is associated
with poor survival rate in gastric carcinoma.” Med Oncol 28(2): 481-7.

Zhang, P., C. Zhang, et al. (2010). "The expression of selenium-binding protein 1 is
decreased in uterine leiomyoma." Diagn Pathol 5: 80.

Zheng, H., H. Takahashi, et al. {2006). "MUC6 down-regulation correlates with gastric
carcinema progression and a poor prognesis: an immunohistochemical study with tissue
microarrays.” J Cancer Res Clin Oncol 132(12): 817-23.

Zhou, H., M. E. Ortiz-Pallardo, et al. (2000). "Is heterozygous alpha-1-antitrypsin
deficiency type PIZ a risk factor for primary liver carcinoma?” Cancer 88(12): 2668-76.

ooooOao

OOoo0oooaoo
O Oooooao
O 0Ooo0ooo

gooooooobobobooogoooboogoobobooobobboooooboooobno
goooooooboooooooboooooboboooobbooooboboooooban
gogbobooooobobooouoobooouoboobooooobbooooboboooooan
goocobobbooooooooobbboooooooobbbobooooooao
goooooooobooooobooooboboboooobbooooboboooooban

10

20

30

40



JP 2014-526682 A 2014.10.6

(56)

gooao

ooono

007 00°¢E 00°7¢ 00'l¢ 00°0¢ 00'6Z 00'8¢ 00°/¢ 00'97 00°GZ 00'v¢ 00'¢T 007 00°1Z 00°07
e vt} TRV s )
67°¢C
69°9¢
%
8G'y
44
S3 SW J0L 18 N o _ 001
ZT0gopewT/zs T 1142901
YEING 0 MHA4LNY HEH%OS GHENSLO s /TS
ODNXIH .
(Y—rr2)Y—riy @ \ %N\
x—rc W
EUPZIR 4
008z 00/Z 0092 00G¢ OOvZ 006 002 00lZ 000 0061 008l ~00ZL ~009. 00GL OOVl 001 00ZL 0011 000

(£8SwSp)wD H(dwd 'y 00 007 | 002°0°00°002'050"

.—_‘...E.::

199l
»

018 w
" -

4
08060}

wusl
653021 40804
> "

L

A

PORUC
CHEY Aﬂ
S
' E@\. oo

0) [1u3 ‘0S4 ‘910s82-A3] €W (509°€Z) 914G 1T sup2AIBT|1z9071!
YEITY OVAL% L 0 O IdHYARALES 'S AHN L H KB EE2 00qe

goooao

2014526682000001 . app




(57)

gogooodoagdo

INTERNATIONAL SEARCH REPORT

JP 2014-526682 A 2014.10.6

International application No.
PCT/US2011/051269

A. CLASSIFICATION OF SUBJECT MATTER

GOLN 33/50(2006.01)i, GOIN 33/68(2006.01}i, C120 1/68(2606.01)i

According to International Patent Classification (IPC) or fo both national classification and TPC

B FIELDS SEARCHED

Minimum documentation searched {classification system followed by classification symbaols)
GO1N 33/50; GOIN 33/533; GOIN 33/53; C12Q 1/68; GOIN 33/68; C12M 1/34; A61B 5/00

Korean utility models and applications for utility models
Japanese utility models and applications for utility models

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

molecule

Electranic data base consulted during the international search (name of data base and, where practicable, search terms used)
eK OMPASS(KTPO internal) & Keywords: assess, physiological, state, subject, gastrointestinal, lavage, fluid, fecal, sample, and target

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

Y U3 2008-0311707 Al (XIA, LIJUN) 17 December 2009 2,5,55-57

A See abstract; paragraphs 34-36,138-151; claims 1-2; figs. 1-7. 40-42

Y US 05331973 A (FIEDLER, PAUL N. et al.) 26 July 1894 2,5,55-57

A See abstract; col. 2, line 50 — ¢ol. 3, line 54; claim 1. 40-42

A US 2008-0299555 Al (NITTA, HIROAKI et al.) 04 December 2008 2,5,40-42 5557
See abstract; paragraphs 84-96; claim 1.

A US 08057166 A (CHILDS, MARY ANN et al.) 02 May 2000 2,5,40-42 ,55-57
See abstract; col. 3, line 61 - col. 5, line 57; claim 1; fig. 1.

A US 2010-03043097 Al (BURNS, MORGAN C. et al.) 02 December 2010 2,5,40-42 ,55-57

See abstract; paragraphs 63-69; claim 1; figs. 1-2.

|:| Further documents are listed in the continuation of Box C.

g See patent family annex.

* Special categories of cited documents:

"A" document defining the general state of the art which is not considered
10 be of particular relevance

"E"  carlier application or patetit but published on or after the international
filing date

"L"  documnent which may throw doubts on priority claim(s) or which is
cited ta establish the publication date of citation or other
special reason (as specified)

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

"P*  document published prior to the international filing date but later
than the priority date claimed

“T" later document published afier the international filing date or priority
date and not in conflict with the application but cited to understand
the principle or theory underlying the invention

document of particular relevance; the claimed invention canmot be
considered novel or cannot be considered to involve an inventive
step when the document is taken alone

decument of particular relevance; the claimed invention canmot be
considered to involve an inventive step when the document is
combined with one ot more other such decuments,such combination
being obvious to a person skilled in the art

document member of the same patent family

wygn

wyn

ngr

Date of the actual completion of the international search

23 APRIL 2012 (23.04.2012)

Date of mailing of the international search report

24 APRIL 2012 (24.04.2012)

Name and mailing address of the IRA/KR

Korean Intellectual Property Office
Government Complex-Dagjeon, 189 Cheongsa-ro,
Seo-gu, Daejeon 302-701, Republic of Korea

Facsimile No. 82-42-472-7140

Authorized officer

BYUN, SUNG CHEAL

82-42-481-3262

Telephane No.

Form PCT/ISA/210 (second sheet) (July 200%)



(58) JP 2014-526682 A 2014.10.6

INTERNATIONAL SEARCH REPORT Internaticnal application No.
PCT/US2011/051269

Box Ne. I1 Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

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

1. & Claims Nos.: 13-4 6-39
because they relate to subject matter not required to be searched by this Authority, namely:

Claims 1, 3-4, and 6-39 pertain to diagnostic metheds, and thus relate to a subject matter which this International Searching
Authority is not required to search under Article 17(2)Xa)() and Rule 39.1{(iv) PCT.

2. Claims Nos.: 8,10,12,14-16,30,32,34-36,50,52,60,62 64
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful internaticnal search can be carried out, specifically:

The claims refer to a multiple dependent claim that refers to other multiple dependent claims. Therefore, the meaning of the
technical feature to which they refer is vague and unclear.

3. @ Claims Nos.: 7,9,11,13,17-19,23-29,31,33,37-39,43-49,51,53-54,58-39,6 1,63,63-66
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. ITI  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

1. I:l As all required addtional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

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

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

4. I:l No required additional search fees were timely paid by the applicant. Consequently, this international search report is
testricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest El The additional search fees were accompanied by the applicant's protest and, where applicable, the
payment of a protest fee,
The additional search fees were accompanied by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.
I:l No pratest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)



(59)

INTERNATIONAL SEARCH REPORT

Information on patent family members

JP 2014-526682 A 2014.10.6

International application No.

PCT/US2011/051269
Patent document Publication Patent family Publication
cited in search report date member(s) date
Us 20090311707 Al 17.12.2008 EP 2310852 Al 20.04,2011
WO 2009-155355 Al 23.12.2008
US 05331973 A 26.07.1994 EP 0693901 A1l 02.01.,2003
WO 94-21104 A3 29.09.1994
US 2008-0250555 Al 04.12.2008 JP 2008-208654 A 11.12.2008
US 06057166 A 02.05.2000 EP 0868665 Al 12.06. 2002
EP 0868665 A4 272,11,2000
JP 2000-502452 A 29,02,2000
WO 97-23781 A1l 03,07, 1997
US 2010-0304397 Al 02.12.2010 None

Form PCT/ISA/210 (patent family annex) (July 2009)



(60) JP 2014-526682 A 2014.10.6

gooooboooood

@enooooooo  Ap(BW,GH,GM,KE,LR,LS,MW,MZ,NA,SD,SL,SZ,TZ,UG,ZM,ZW) ,EA(AM,AZ,BY ,KG,KZ ,MD,RU, TJ, T
M),EP(AL,AT,BE,BG,CH,CY,CZ,DE,DK,EE,ES,FI ,FR,GB,GR,HR,HU, IE, IS, IT,LT,LU,LV,MC,MK,MT,NL,NO,PL,PT,RO,R
S,SE,SI,SK,SM, TR) ,0A(BF,BJ,CF,CG,CI,CM,GA,GN,GQ,GW,ML ,MR,NE, SN, TD, TG) , AE,AG,AL ,AM,AO,AT,,AU,AZ,,BA,BB,
BG,BH,BR,BW,BY,BZ,CA,CH,CL,CN,CO,CR,CU,CZ,DE,DK,DM,D0,DZ,EC, EE, EG,ES,FI,GB,GD,GE,GH,GM, GT ,HN, HR , HU, 1
D,IL,IN,1S,JP,KE,KG,KM,KN,KP,KR,KZ,LA,LC,LK,LR,LS,LT,LU,LY,MA,MD,ME, MG, MK, MN, MW, MX,MY ,MZ ,NA,NG,NI,NO
,NZ,O0M,PE,PG,PH,PL,PT,QA,RO,RS,RU,RW,SC,SD, SE, SG, SK, SL,SM, ST, SV, SY, TH,TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ,

VC,UN,ZA

(72000

(72000

(72000

(72000

ooooooooo
oboobObO0O0o0oooooooOobbOoooooooooOobbOoooooooobOboobooooon
ooooObDoOO0o0oooooooobObbO0o0oooon

ooooooooo
oboobObOO0o0ooooooooOobboooooooooOobbOoooooooobObOoboooOoon
ooooDboO0o0oooooooobbOo0ooOooo

ooooooboooooo
oboooObOOO00ooooooooOobbOoooooooooboboboooooooooboboOobooooon
ooooODOoO0o0oOoooOooooObbOo0ooOooon

ooooooboooooo
ooooObOOoO0oooooooooOobbOoooooooooboboboooooooooboboobobooooon
ooooOboOO0o0ooooooooOobbOo0oooaon

OOO0O0(@O) 26045 AA26 CBO4 DA36
OO0 OO 4C161 AA04 JJ09



THMBW(EF)

RE(EFR)AGE)

FRI&R B A

RHA

IPCH 35

ok

CPCH k5

ok
Jo

FI%)
F-TERMZ RS

REA(B)

H b2 FF SRRk
HAEREEEE

E)

R RANKHES RS R ATRERN
EMAEY. E-EXEART , FENASYI R B EARNEE

HHE D T

TRl ME S FH 5%
JP2014526682A NI (»&E)B
JP2014529665 FiEH

JVIATAERIIILIILE*F

NZRILILA A
OyAh—2+v+

A RLZAALOA
TFTANIMIZ YD
INZRI, LA A
Oyh— v+
dRLZ A, A0OR
T4 NI, vy D

GO1N33/68 GO1N33/50 A61B1/00

patsnap

2014-10-06

2011-09-12

AG61B10/0045 A61B1/31 A61B5/425 A61B10/0038 A61B2010/0061 GO1N33/68 GO1N33/6803

GO01N33/68 GO1N33/50.S A61B1/00.300.A

2G045/AA26 2G045/CB04 2G045/DA36 4C161/AA04 4C161/JJ09

BEARBRT
R FH TakashiSatoshi
BIKRN
ITE:N s

JP2014526682A5

Espacenet

 MENLERD FHERAMLS

e {

§ Fata daui
& Tatih
o e [arviom)

1 weree


https://share-analytics.zhihuiya.com/view/159a1b61-a4f0-4ad8-99da-ab87285c1ddc
https://worldwide.espacenet.com/patent/search/family/047883559/publication/JP2014526682A?q=JP2014526682A

