JP 2016-509674 A 2016.3.31

(19) BFREREHFT (JP) N NE. - N ()] ()L EARES
153%2016-509674
(P2016-5096744)
43 AEE  FRBE3H31E (2016.3.31)
(51) Int.CL. F1 F=7I2—F (%)
GO1N 33/48 m.m’) GO1N 33/48 P 2G045
GO1N 33/53 m.m’) GO1N 33/53 Y 2G052
GO 1N 33/543 (2006.01) GO1N 33/48 A 4B0O29
GO1IN 1/3 (2006.01) GO1N 33/543 525U 4B0O63
ct12Q 1/68 (2006, 01) GO1IN 33/543 525W
FEMK AWK TRBEWR AWK (220 B BEECHRS
@21 HEES $FEE2015-554129 (P2015-554129) | (71) HER A 591003013
(86) (22) HEEH ERE26F1H22H (2014.1. 22) I7. R77—5 nia T—H—
(35) BIRRZ B H B SERR27TEEIR17H (2015.9.17) F. HOFFMANN—-—LA ROCH
(36) EREHFEE S PCT/EP2014 /051157 E AKTIENGESELLSCHAF
B7) B HES w02014/114650 T
(87 BEELAHAE FERE26FTHI1H (2014.7.31) 2R =TI AF—407 O/n—EIL -
Bl ESTEEESES  13162579.2 T TFT—rILAPTYE2124
32)&EH SERR255E1 F 248 (2013.1.24) (74) fCE A 100140109
(33) EFIETEE BN EP) #B+ T #RE
74H HRE A 100075270
#BE I B
(74 fRE A 100101373
#EB+ MR EE
(74) fCE A 100118902
#E+ UK 12
BRE ;S

G4) [REOE] REIALFFPETYIE»H7A2urfsra LB ORT — qP CRAW

G7)0000
0000000000000000000000000
0000000000000000000000000
0000000000000000000000000
0000000000000000000000000
0000000000000000000000000
0000000000000000000000000
0000000000000000000000000
0000000000000000000000000
0000000000000000000000000
0000000000000000000000000
0000000000000000000000000
0000000000000000000000000
00000000000

0000O0o0oo

Fig.1

coneaniration [ngsul]

sis

... 5pectral.

W not stained

\ CD31 staining
without Nacl

#£031 stelning
with Nacl

:

%ﬁ&,é%m_




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

Oo0oDoooogogooDooogoggoUgooooodg

e e s e e ) e e e Y Y Ay

OO0 oD ooooo0 oo ooo o0 oo ooogQgoo
OO0 Do oDooo oo oDooogog4goooog
oo o oo ooo oo ooooooooog

OO0 ooooogogooo

O 0Ooo0oooao
O Ooo0oooao
O 0Ooo0oooao

Ooooocooooooogogoooodg
OooDoDooo0ooooogoggoooodg
Ooooocoooooooogogoooodg
Oooooooooooogoggogoooodg

OoOoo0oooogodgaQ

O
O

O

O oOoo0ooo
O oOoooo
O o0Ooo0oo0oao
O oOoooo
O 0Ooooo
O oOoooo
O Ooooo
O oOoooo
O Ooooo

O

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

(2)

JP 2016-509674

2016.3.31

10

20

30

40

50



Ooo0oooooo0 oo ooo o0 oo oooo0DooDooooooooogodg

=
o/
OV IOloDooooooooooooDoooDoDooDoDoDoooooooogoaog

O

Oooooooooooaog
OOooooogogooao

=)
vl:ll:ll:l
O O ogo

O

O

Ooo0oooooo0o0 oo oo o0 oo oDoooo0DooDoDoooooooodg
Oo0ooooo4ooooooo oo ooooUoDooDooog4gogooooogod
Ooo0ooooooo0 oo ooo o0 oo ooo o0 oo ooo o ooooodg
Oo0ooooo4oooooo oo oo oooUoDooDooo oo oooogodg

OooooooOgodg

Ooooooo0oooooQgoooao
OOoDoDooo4ogooooogogooao
Ooooocooooooogogoooao
OooDoDoooooooogoooao

Ooo0oooogoogoao
OoooooogoQgoo
OOoo0ooooogoao
OoooooogoQgoao
OO0 oooogogogao
OoooooogQgoao
OO0 oooogogogao
OoooooogogoQgoao
OOooooogogogao
Ooooooogogogoao

O 0Ooo0oooao

OoooooogoooOoao

OooooooQgodg
Oooooooogg
Ooooooogodg
Oooooooogg
OOo0Doooogg
Ooooooogg
OOo0ooooogdg
OooooooQgdg
OOooooogdg
OooooooQgdg
Oooooogdg
Oooooogdg
Oooooooogg
OooooooQgdg
Oooooooogg
OoOooooogoadg

O Ooo0ooao
O Ooooo
O 0Ooo0ooao
O Ooooao
O O0OoOgooao
O Ooooo
O O0Oogoao
O Ooooo
O Ooogoao

O
O
O
O
O
O

O 0Ooooo
O 0Oo0oo0oao
O 0Ooooo

O
O
O
OJ

O
O
O

Oooooooogdg

OooooooOgodg

Oooooooogdg

|

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

Oooo0ogoood

Oooooooogdg

OOo0Doooogdg
O Oooo
O Oooo
O Oooo

O
O
O

000
(FFPE

O 0Oooo

O

I Y N B (Y

O 0o oo

[ R |

(

e

O (Formalin fixation and paraffin

3)

O

O

ooooao
mountingl
ooDooao
Ooooao
ooooao
ooooao
OoDooao

0

O

O

O

O

O

O

O

O

JP 2016-509674 A 2016.3.31

ooaon

ooooboDboood

oooao

gboboboooobboodd

gbooboooooobooogooao

goobooooooooooooban

go

OOoooooogdg
Ooooooogogdg
Ooooooogg
OooooooQgodg
Oooooooogg
Ooooooogodg
Oooooooogg
Oo0Dooooogg
Ooooooogg
OO0 ooooogg
O Ooo0ooooaoo
O O0Oo0ooooaog
O Ooo0ooooaoo

embedding)O

uogobbooooobooooobboooooboood
issue)J 0 0D0O0OCDOOOO0OODODODOODOOOO

g
a
O
O
a

O 0o oo

OOoooogogo© »ooog
OoOOo0oDo0 =000

O0Ooo0Oo0ooao
OOoo0oooaoo
O 0Oo0ooOoo
O Ooo0ooo
OO oO0ooog
O Ooooo
O OoOooog

O

O
O
O
O

O 0o oo

O

O
O
O
O

O 0o oo

O
g
g

g
a
O
O
a

O Oooo

O
g
u

O0o0ooao
O0o00o0o
O0o0oD0Oo
O0o0oDOoo
(Lohmann et

O 0o oo

O
g
u

O

O Oooo

O
a
u

O

O o0Oood

O
0
U

O

O 0o oo

O
g
u

O

oo
oo
oo
oo
al,

Ooooooooobao
goooooooobd
ooooooooooog
ooooooooood
Methods. 2013 Jan; 59(

0o0oooDoooooooooao
0ooDoooDoooooDooooao
(laser capture micro-dissectio
(pre-amplification)dJ 0 O OO

goooooOboobooooooao
goobooooooboooooban
gboboboooooboogooao

ope retrievaDO 00D OO OODODOOOOO

O

O0Ooo0oooaoo
O 0Ooo0oooao
O0Ooo0oo0ooao
O0Ooo0oooao
O0Ooo0oo0ooao
O0Ooo0oooao
O 0Oo0oo0ooao
O0Ooo0oooaoo
O 0Oo0oooo
O0Ooo0oooaoo
O 0Oo0oooo
O0Ooo0oooaoo
O Ooo0oooao
O0Ooo0oo0ooaoo

10

20

30

40

50



OoOoooood

e R e s e e s e e e (2 e e e [ Y i

(4)

JP 2016-509674 A

OoDoooo
OoDoooo
OoDoooo
OoDoooo
Gjerdrum et
OoDoooo
OoDoooao

O
g
u
O
g

O 0Oo0ooogoao
OOoo0oooaoo
O Oo0oooao
OOoo0oooao
O Ooo0oooao
O0Ooo0oooao

O

2016.3.31

O 0Oooo

al

[ |

Pathol 2004 (13))0 000 0O
0O0O00000O0O0O0O00000

(Brown et al., RNA Journal 200

doooooOoOoo0ooo0ooooooDoODOoODU0U0DO0O0Oo0ooDoDoDDODOoDOoOOoDOooOooOooooOaD
ooooao
jJodooooDOoU0oo0oUoUoUoooooDoDOoDUODUUOUOooDoDoDoDoOoooOoOod
JooooDoDOoooooooooDoOFresh Frozen)D OO OO OGOGOd
oooooDoDoDo0ooo0ooooooDoDoDoDoDoOoooooDoDoDoooOod
jJoooo0ooDoU0oo0oO0oUoUoooooDoDUoDU0oDUUUooooDoDoOooDoOogd
0 (Buckanovich et al., Cancer Biol Ther. 2006 Jun; 5(6):635-42;
Diagn Mol Pathol 2004 (13), p- 224-233) 000000000000
oodo Jooo0o0oo0ODO000o0oo0ooooDoDoDo0oooUoooooooOoao
ooo ooooDoDOoUoUoUoUoooDooDooooao
ooao O
ooo ooooDoDDoDoDo0ooooooooDoDoDooooooooDooOoao
ooo JooooDoo0oU0O0oUodooooDooDUoooUoooooDooOoao
ooao Jo0o0oDoDDoDOoU0oO0oooooooDOoO0oO00Od Qultra-fast)d
ooao oooooDoDoDUooooooooDoDoDooooooooooOoao
oodo Jooo0o0oDDoDo0oU0o0oUodooooDoDoDUoooUoOooxoooOoao
ooao jooooDoDoU0oUoUodUooooDoDoDUUoUoUoUooooDooOoao
ooao 000000 ((Gjerdrum et al., Diagn Mol
oodo Jooo0oo0oDDODO0o0oO0oOoooooooooOogao
ooo JooooDoDOoU0oUoooooooDoooga
(15), p- 2364-2374) 0 0 000 00D0DO0ODO0DO0DO0O0O0OO0COODDODODODOOOOOODOO
O ooooDoDDODOo0o0oo0ooooooDDoDoDooooooooaon

OO0 ooogogUooooDooU U oDoDoo4UoooDooogogoooao
Ooo0ooooooQo0 oo ooo o0 oD oDooo0oooDooogogogoo

OO0 oooo0oUooooDooUoo oo oDoDoo4ggooDooogogoooao

Iy e s A [ I
OO0 ooooo4oooooo oo ooDooo4gogooooogdg

Oooooooodg
Ooooooogdg

goao

O

O

O0Ooo0oo0ooao

O 0o oo

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

0 Lohmann et al,

0 Brown et al.

ugogoano

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

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
OooOoo0oooodg

ud

O Oooo
O O oo

O

O Oooo

0

O
O
O
O
O
O
O
O
O
OJ

Methods. 2013 Jan; 59(1)
0 Buckanovich et al., Cancer Biol Ther. 2006 Jun; 5(6):635-42
0 Gjerdrum et al., Diagn Mol Pathol 2004 (13), p- 224-233

» RNA Journal 2009 (15), p-. 2364-2374

O

O
O
O
O
O
O
O
O

O
OJ
O
OJ
O
O

O

O

10

30

40

50



O 0Ooo0ooo

OOo0oooooooooo4gogoooooggogo

OooooooooooOoogoao

Q
e e e e s Y Y Y e e s e e e e e e e Y Y

N
Q

DDDDDDDDDDQ

O

(]

OO0 oDoooogogogoooogg
15 [ [ ¢ [ e e e e [ e A |

O
|:, H

O oOoo0ooao

O O0ooo

OOoo0ooood

O oo O oo

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 Ooogoo
O oOoooogogoooodg

OoOoo0ooood

(5) JP 2016-509674 A 2016.3.31

00000000000 oo0o0ooU0oDo0DOooOo0DooDooOoDOooDoooDOan
0000000000000 o0oDU0o0DD0DO0oo0D0Do0oDoDoDoDOooDooODOaOn
00000000000 o0oDoDU0oDoDOooo0DoDooDoDOooDOooODOOo
ooooooao

ooo
ooo0oo0ooU0oooDO0oo0o0ooDUoDDODO0ooDO0DoDUooDoDOooDOooDDOO
00000000000+ 000000000O0DO0ODOO0ODOO0O0OODOOO
OoDo0o0o0ooDo0oooDo0ooo0ooDooDoDOooDoDooDooDoDOooDoooDOan
00000000000 o0ooDU0oDODO0ooO0DooDooDoDOooDOooODDOOo
ooo0oo0ooU0oooDo0oo0oOooDUoDDODO0ooU0ooDUooDoDUOooDOooDDOO
O0Do0o0oDO0oooDoooooo0on

00000000000 oo0oDoDU0oDDODOooD0DoDOooDoDOooDOooODOOo
ooooo0ooU0oooDOoo0OooDUoDDODO0OoDU0DoDUooDoDOooDOooODDOO
000000000+ 000000000O00DO0DDO0ODO0OO0ODOD0DO0DODOO
00000000 ooDo0ooo0oDoDU0ooDoDOooo0DoDooDoDOooDoooDOan
ooooo0ooD0oooDOoo0ooDU0ooDoDOooDo0DoDooDoDoOooDOooDOOo
0000000000000 oo0DU0oDOo0DO0ooOo0DoDoOoOoOoDOooDooOoDOan
O0Do0o0oDo0ooDoDooooo0oo

00000000 ooDo0oo0oDoDU0ooDoDOooo0DooDooDoDOooDooDOao
minolevulinate synthase )0 0 000 0O00ODDOOOODDOOODOAO
0000000000000 O0D0DU0o0D+0000D00D00D0OD0D0O0ODOO0OO
00000000000 oo0oDoDU0oDDODOooD0DoDOooDoDOooDOooODOOo
ooo0oo0ooU0oooDO0oo0o0ooDUoDDODO0ooDO0DoDUooDoDOooDOooDDOO
00000000000 oo0ooDUoDo0DO0oOoD0DoODUooODOoDOoDOooODOan
OoDo0oo0DooDo0DoDooDoDooDoooDoooog

00000000000 o0ooDU0oDODO0ooO0DooDooDoDOooDOooODDOOo
00000000000 oo0ooDUooo0DOoooDooDooOoDOooDooOoDOan
0000000000000 o0oDU0o0DD0DO0oo0D0Do0oDoDoDoDOooDooODOaOn
oo

ooooooao

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

O

an” 000" the" DO0O0DODOODODOOOODOODODOOODODODODODO
gooan

goooooooobooboo* o boboooobbobooooboboooobobooao
ugogoboocooobboooobooooo* o oobboooooboobooad
ooocoobobooooooooobbobooooooooooo* oooor
gooo" oogobboogao
goocoobooboooooooooboboboooooooobobbOooooooao
gooooogooboboboooobobooobboboooobbooobboo
gooooooobobboooobooooobboooobobooooobooad
ugogobooooobboooobooooboooobbooooboobooOoad
gPCR DODODODOODOOODOCot start PCR) DO ODODOOO0OOODO
gd



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

O Oo0ooooaog
[y ey I e e ey Iy o

Iy e ey s e sy e s ey o
e e e e s ey e s e e s e e s e e Y i

O

O 0Oooo

O

e e s o Y

OO0 oDoooo4o0oooogogogooooogodg

e B e e s e e sy e |

O Ooo0oo0oooao

O

O 0Ooo0ooo

(]
O

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

O
O
O
O
OJ
O
O
O
O
O

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

O
O
O
O

O
O
O
O
O
O
O
O

O
O
O
O
O
O

O
O
O
O
OJ
O

OooOoo0ooood
OoO0oo0oooogdg
OooOoo0ooood
Ooo0ooooQgdg
OOo0o0oooogd
Oooooodg

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

O

O Ooooo

O OO

O Oooo

O

nt attachment)O
ocooooooao
Oooooooao

Ooooooooogooooao
oo ooooogoQgooooo
OO0 oo ooogo4Qgogoooao
oo oooooQgoooao

O 0Ooooo

Ooo0oogao

O
O
O
O
O
O
O
(]

O 0Ooooo
O 0O oo

O
O
O

O O

OO0 oooogg

O 0Ooooo

O
O
O
O

O
O
O
O

O0Ooo0oooaoo
O Ooo0oooao
O0Ooo0oo0ooaoo
O 0Ooo0oooao
O0Ooo0oo0ooao
O0Ooo0oooao
O0Ooo0Oo0ooao
OOoo0oooaoo
O 0Oo0Oo0ooao

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

oo oooooQgoooo
OO0 ooooogogQgoooo
oo oooooQooooo
OO0 ooooogoQgoooo
Ooooooooogooooao
OO0 ooooogogQgoooo
Ooooooooogooooao
oo ooooogoQogoooo
OoooooooogooOoooao
oo oooooQgoooo
OO0 oo ooogo4Qgogoooao
oo oooooQgoooo
OO0 ooooogo4gQgoooao
oo oooooQgooooo
OO0 ooooogoggQgoooo
Ooooooooogooooo
OO0 ooooogogQgoooo
Ooooooooogooooao
OO0 ooooogogQgoooo
Ooooooooogooooao
oo ooooogoQgooooo

O Ooogoo
O 0Oooo

O

O
O
O
O
O
O
O

O Ooogoo

O Ooo0ooo

O 0Oooo
O 0Oooo
O o0Oooo
O oOooo
O 0Ooo
O 0Oooo
O 0Ooo
O oOooo
O 0Oooo
O 0Oooo
O oOooo
O o0Oooo
O 0Oooo
O 0Oooo
O oOooo

O
O
O
O
O

O 0Oooo

O 0Ooo

(6)

O 0Oooo

O 0Ooo

O oOooo

JP 2016-509674 A 2016.3.31

O 0Oooo
O o0Oooo
O 0Oooo
O 0Oooo
O oOooo
O 0Oooo
O 0Oooo
O o0Oooo
O oOooo

O d
[ |
O d
[ |
O d
[ |
O d
[ |
O O

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

(macrodissection)”
O0o0oo0oo0ooooo

(membrane slide)” O

O

O
g
a
u

goooboooooao
ooooDobooOo0ood
gooooogao
googooooogao
gogooooagao

O Oood

oooboDobooOo0ood
gooooogao
ogogoao

(microdissection)”’

O 0Oooo
O 0Oooo
O 0Ooo
O o0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O o0Oooo

10

O
O
O
O
O
O
O
O

O
O
O
O
O
O
O
O

20

goooooao
gooobooogao

30

O0Ooo0oooaoo
O 0Oo0oooo
O0Ooo0oooaoo
O 0Oo0oooo
O0Ooo0oooaoo
O Ooo0oooao
O0Ooo0oo0ooaoo

gogoooaad
oooboOoOo0o0od
gooobooogao

40

OoOooooogod
O Oo0oooogd
Ooooooogdg

OOoOo0oooogd
Ooooooogodg

Oooo0oogoood

(near covale
gogoooad
ooobooano
ODoooo00 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

OO0 o0DOoOooo4Qo0ooDoogog Qoo oooggoao

O 0Oo0oo0ooao
O Ooo0oooao
O 0Ooo0ooo

S i L Y Y [ B

OOoooooggdg

Iy ) ey ) e
e e e e ) e s e A e R |

Ooooooooogoogooao
oo oooooogooo
Ooooooooogoogooao
oo oooooogooo
OO0 ooooogogoao
oo oooooogooo
OO0 ooooogogoao
oo oooooogoogooo
OO0 ooooogogogoao
oo oooooogooo
OO0 oooooogogogoo
Ooooooooogoogooao
oo oooooogoogooo

O
O
O
O
O
O
O
O
O
O

O
O
O
O
O
O
O
O
O
O

OOoo0ooood
OoOoo0oooogd
OoOoo0oood
OOoo0oooogod
O 0Oo0Oo0ooo

O Ooo0ooo
O Ooooo

OOoooooogodg

O 0ooo
O oOooo
O 0ooo

O

O Ooooooaog

O Ooooo

O 0Ooo

O Ooooo
OO oO0ooo
O OooOooo
O OoOooo
O Ooooo
O OooOooo
O Ooo0ooo
O Ooooo
O Ooo0ooo
O Ooooo
O Ooo0ooao
O Ooooo
O O0Oo0ooOoao
O Ooooo
O OoOgooo
O Ooooo
O OoOooo
O Ooooo
O Ooooo
O Ooo0ooo
O Ooooo
O Ooo0ooo
O Ooooo
O 0Ooo0ooOoao

Oooooood
Oo0ooooogdg
O 0O0Dooooogdg
O oo oooogdg
O oo oooogdg
O o0ooooogdg
O oo oooogdg
Ooooooogodg
O Oooooogdg
Ooooooogdg
O Ooooooogdg
Oooooood
O o0oooooogdg
OooooOoooodg
O oo oooogdg
OO0 ooooogdg
O o0ooooogdg
O Ooooooogdg
Ooooooogdg
O Oo0oooogdg

O 0Ooo0ooo

O

O 0Ooooo

O O0Ooo
O 0Oooo
O 0Ooo
O 0Oooo
O Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O Oooo
O 0ooo
O oOooo

Ooo0oo0ogao

OoOoo0oooogod
OO0o0oo0oooogd
Oo0oo0oooogod
OOoo0oooogd
Oooo0oood
OOoo0oooogod

O 0Ooooo

O O0Oogoao

O 0Ooooo

O Ooogoao

O 0Ooo0ooo

O Ooogooo

O
O
O
O
O
O
O

O
O
O
O
O
O
O

O 0Ooo0oo0ooao
O Ooo0oooao
O 0Ooo0oo0oo0oao
O Ooo0oooao
O 0Oo0oo0oo0oao
O Ooo0oooao
O Oo0oooao
O Ooo0oooao
O Ooo0oooao
O Ooo0oooao
O Ooo0oooao
O 0Ooo0oo0ooao
O Ooo0oooao
O 0Ooo0oo0oo0oao
O Ooo0oooao
O 0Ooo0oo0oo0oao
O Ooo0oooo
O 0Oo0oooao
O Ooo0oooao
O Oo0ooogoao
O Ooo0oooao
O Ooo0oooao
O0Ooo0oooao

O Ooo0ooo

O Ooooo

OooO0Oo0ooood

O

O
oo oooooogogogooo

OooooooooogooOoao
oo oooooogooao
OO0 ooooogogoao
oo oooooogooo
OO0 ooooogogoao
oo oooooogooo

O 0Ooo0ooo

€

O Ooooo

O

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

O 0Ooo0ooo

O Ooooao

Ooo0oo0ogao

oooao
(locked
Oooao

OoOoo0ooogoogdg

O

O
Ooooooooogoogooao

oo ooooogogooao
Ooooooooogoogooao
oo oooooogooao

O 0Ooooo
O O0Oogoao
O 0Ooooo
O Ooogoo

JP 2016-509674 A 2016.3.31

O0oagao
nucleic
Oo0agao

Oooooooaod
acid) 0O QO0O0
Oo0ooooooao

O Oooo
O 0O ogo
O Oooo
O O oo
O 0Oooo
O Oooo
O 0Oooo

Oooooooooao
Oo0ooooooooao
Oooooooooao
(editing)0 OO OO
Oooooooooao
OooooooDooao
OooooooDoooao

Ooo0oo0ooood
OoOoo0oooogd

O 0ooo
= O

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

OooO0Oo0oood
Ooo0o0oooQodg

O
O

O
oo oooooogooo

OO0 ooooogogoao
oo oooooogooo
OO0 ooooogogoao
O

OO0 ooooogogogoao
oo oooooogoooo

O 0Ooo0ooo
O Ooogooao
O 0Ooo0ooo
O Ooooo
O 0Ooo0ooo
O 0Ooooo
OO oOgoao
O 0Ooooo
O O0Oogoo
O Ooooo
O Ooogoao
O 0Ooo0ooo

10

20

30

40

50



OO0o0oooodooooo4ddUoooooUoooD oo oDooggogao
Ooo0oooooo0ooooooo00 oo oo oo ooooooDooogoQgoao
Oo0o0ooDooo0ooooo4DooooooUD oo oo ooDoogogoao

Ooooooooooooooooooooooodg
OOoooDooo0ooooooo0oooooogogoooodg

OO0 ooDooggoooao
OooooooooQooooao
OO0 ooooogoggoooao
Ooooooooogooooao

R e e sy e
Ooooooogoggogoooao

0

O

O

Ooooooogodg
O Ooooooogdg
O O0Oo0oo0oooao
O O0Oo0ooooaog
O O0Oo0oo0oo0ooao
O Oo0o0ooooaog
O O0Oo0ooooog
O Oo0o0ooooaog
O O0Oo0ooooaog
O Oo0o0ooooao
O O0Oo0ooooaog
O Ooo0ooooao
O Oo0ooooaog
O Ooo0oo0oooao
O O0Oooooaog
O O0Ooo0ooooao
O Oo0o0ooooaog
O O0Ooo0oo0oo0ooao
O Ooo0ooooao
O 0Oo0ooooaog
O O0o0ooooao
O O0Oo0ooooaog
O Ooo0ooooo
O Oo0ooooaog
O Oo0oo0ooooao
O O0Oo0ooooaog
O O0Oo0oo0oooao
O Ooo0ooooaog
O O0Oo0oo0oo0ooao
O Oo0o0ooooaog
O O0O0o0ooooog
O Oo0o0ooooaog
O O0Oo0ooooaog
O Ooo0ooooao

O

OooOoo0ooood
OoOoo0oooogd
OooOoo0ooood
OoOooooogod
OOoo0oooogd
Oooooogod
OOoo0oooogd

Ooooooooogooao
Ooooooogoggooao
OooooooooQgooao
Oooooooogogogooao
OO0 ooDooggogoao
Oooooooogogogooao
OO0 ooDoooggogogoao
Ooooooooogooao
OoDoooooggogooao
Ooooooooogoooao
Oooooooggooao
OooooooooQgooao
Ooooooogoggooao
Ooooooooogooao
OooooooogogQgooao
Oooooooooooao
OooooooogoQgooao
OO0 ooooggogooao
OooooooogogoQgooao
OO0 oooooggogooao
OoooooooQgooao
Oooooooggogooao
Ooooooooogoooao
Oo0ooooogoggogooao
Ooooooooogooao
Oooooooogoggooao
OooooooooQgooao
Oooooooogogogooao
OO0 ooDoooggogoao

[ |
O Od

O 0Ooo0ooao
O Ooooo
O 0Ooo0ooOoao
O Ooooo
OO oO0ooo
O Ooo= 0O
T OgoQgodg
O Ooooo
O OooOooo
O Ooo0ooo
O Ooooo
O 0Ooo0ooo
O Ooooo
O 0Ooo0ooOoao
O Ooooo

O 0o oo
O Oooo

uogao

emperature heat
Oooooooao

[ |
[ |
O d
[ |

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

O00oano
induced
0000

O Ooo0oooao
O Ooo0oooao
O0Ooo0oooao
O Ooo0oooao
O0Ooo0oo0ooao
O Ooo0oooao
O 0Ooo0oo0oo0oao
O Ooo0oooao
O 0Oo0oo0oo0oao
O Ooo0oooao
O Oo0oooao
OOoo0oooao
O Ooo0oooao
OOoo0oooao
O Ooo0oooao

O d
[ |
O d
[ |

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

oooo
epitope
oooo

(3)

O d
[ |
O O
[ |
O O
[ |

O 0ooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O 0Oooo
O Oooo
O 0Oooo
[ e I B
O 0ooo
O Oooo
O 0Oooo
O Oooo
O 0Oooo
O Oooo
O Oooo
O Oooo

X O oOoodg
O 0o oo
O 0o oo
O 0o oo
O Oooo
O 0o oo

oopoooao
retrieval)O
oooooaog

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 Oooo

O
OJ
O
O
O

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

|

Ooo0Oood

O 0o oo

O O oo

O Oooo

O
O
O
O
O
O
O
OJ
O
OJ

JP 2016-509674

O
a
u

O
g
u

O
g
u

O
g
u

O
g
u

one-stepl
0 0 0O two-stepl
ooooDoood

O O o
[ Ry

O

0

|

O

O
O
O
O

oo o ooooogoQgg
OO0 o ooooggg
oo o ooooogoQgog
OO0 o ooooggg
OO0 oooooogooQgoog

2016.3.31

O Oo0oooao
OOoo0oooao

O O0Oo0ooooaog
O Oo0o0ooooao

O Ooo0oooao
O0Ooo0oooao

O
O
O

O
O
O

(low-t
000
aogd

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

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

O 0Oo0oooao
O 0Ooo0oooo
O 0Oo0oo0ooao
O 0Oo0oooo
OO o0ooOooo
O O0Oo0oooo
O Oo0gooo
O O0Oo0oooao
O Oo0ogooo
O 0Ooo0oooo
O Ooo0goooo
O 0Oo0oooao
O Oo0oooo
O 0Oo0oo0ooao
O 0Ooo0oooo
O O0Oo0oo0ooao
O 0Oo0oooo
OO o0oooo
O 0Oo0oooo
O Oo0Qgooo
O 0Ooo0oooo
O Oo0gooo
O 0Oo0oo0ooo

O 0Ooo0ooao
O oOoooo
O 0Ooo0ooao
OoOoooo
O 0Ooo0ooo
OoOoooo

O 0Ooo0ooao
O Ooooo
O 0Oo0ooOoao
O Ooooo
OO oO0ooog
O Ooooo

O Ooo0ooo
O Ooooo
O 0Ooo0ooOoao
O Ooooo
O O oO0ooao
O Ooooo
O OoOgooo
O Ooooo

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
OJ
O
OJ
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

OOooOooood
OOooooog
OOoo0ooooo
OOooooog
O 0o ooodg
OOooooog
O O0Oo0oooodg
OOooooogdg
O Oooooodg
OOoo0ooood
O Ooo0oooodg
OoOooOooood
OOooooog
OOooOooood
OOooooog
OOooOooOoo0ooo
OOooooog
O 0O0o0oooodg
OOoo0oooogdg
O O0OoOoooodg
OOoooood
O Oooooog
OoOoooooQd
O Oooooog
OOooOooood
O Oooooog
OOoo0ooooo
OOooooog
O 0O0oOoooog
OOooooog

|

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

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

O O oo

O Oooo

O Oooo

O Oooo

O Oooo

€))

ooao

O 0o oo

O Oooo

O 0o oo

O
O
O
O
O
O
O

O Oooo

|

O o0Oood

|

O Oooo

O O oo

O Oooo

O 0o oo

JP 2016-509674

oooooao

O

O Ooooo
O 0Oo0ooao
O Ooooo
O 0Oo0oo0oao
O 0Ooooo
OO oO0ooo
O Ooooo
O 0OoOooo
O 0Ooo0ooao

O 0Oooo
O Oooo

O O
O O

O

O O0ooo

O
O

(]
O

O

O Oooo

O

O 0o oo

O

O Oooo

|

O
|

O O oOood

|

O Oooo

2016.3.31

oooao

O 0Ooooo
O 0Ooo0ooao

O Oooo
O O0ooo

O O oo
O Oooo
O O oo
O Oooo

OOoo0ooodg
OoOoo0oood
OOoo0ooog
O0Ooo0oood

10

20

30

40

50



Ooo0ooooogQgoo

-
o/

Iy e ey e ey e e s [ Ay

e e e ) e e e e e e A [ e s Y [

Oo0ooooooooooooooooogodg
OO0 oDoooo4o0oooooggoooo
Oo0oooooooooooogoooao
OO0 oooooo0ooooogoggogoooao

OOoooood
OOooooodg
OOoo0ooood
OOo0o0oooodg
O 0O0oOooood
OOo0oooodg
O 0O0ooood
OOo0ooood
O Oo0oooodg
OoOoo0ooood
OO0Oo0ooood
OoOoo0ooood
OOoo0ooood
OOoo0ooood
OOooooodg
OO0Ooo0ooood
OOooooodg
O O0O0o0oooodg
OOooooodg
O O0Ooooood
OOoooood
OO0O0o0ooood
OOoo0ooood
OOoo0ooood
OOoooood
OOoo0ooood
OOoo0ooood
OOo0o0oooodg
O 0O0o0ooood
OOo0oooodg
O O0ooood
OOooooodg
O Oo0oooodg
OOoo0ooood

Oo0oooooo0 oo ooo o0 oo ooo o0 ooDoDooogoogooo

O
O

e e e s e e ) ey e e o Ay
I e s e

OOo0oooooo0ooooo oo oDooo oo oDooogogooao

= O O00000a0n0

~
>
o
X
Q
N
o

O
O
O

t

OooooocOooOgao

Oo0oooooooooQgdg
Ooooooooooogogogdg
Oo0oooooooooogdg
Oo0oooooooooogogogdg
OoDoDoooooooogoogdg
OoooooooooogQgdg
Oo0oDoooooooogoggdg
OoooooooooooQgdg
Oo0oDoogogoooooggdg
Oo0oooooooooQgdg
Oooooooooooggdg
Oo0oooooooooQgdg
Ooooooooooogoggg
Oo0ooooooooogdg
Ooooooooooogogogg
Oo0ooooooooooOgdg
OoooooooooogogoQgdg
Oo0DoDoooooooogoogdg
OoooooooooogogQgdg
Oo0DoDooooooooggdg
Oo0ooooooooogQgdg
Oo0ooooooooooggdg
Oo0oooooooooQgdg
Oooooooooooggdg
Oo0oooooooooQgdg

O 0Ooo0ooo

O 0Ooo0ooao
O oOoooo
O 0Ooo0oo0oao
O oOoooo
O 0OoOooo
O oOoooo
O 0Ooooo
O oOoooo
O Ooooo
O oOoooo
O oOoooo
O oOoo0ooao
O oOoooo
O 0Ooo0ooao
O oOoooo
O 0Ooo0oo0oao
O oOoooo
O 0Ooooo
O oOoooo
O 0Ooooo
O oOoooo
O 0Ooooo
OoOoo0ooao
O oOoooo
O 0Ooo0ooao

z

Ooooogogao

oo ooo=gO 4d0ooood

OooooocOoogao

OOoo0oo0oood

ng)

O

O O
O O

Ooo0oooQgogoao

Ooo0oooQgooao

OoOooo0oogoood

Ooooogoooogogoodg

(Fast

O
O
O

OoooooQogogoao

OwoDoooooooood

Oo0ooogogaog

U
O
U
t
0
g
g
U
0
g
U
u
g

(10)

OoooooQgogoo
O0Ooo0oooogod
OoOoo0oood
OOoo0oooogod
OoOoo0oood
OOooooogod
OoOoo0Ooood
OooOoooood
O0Ooo0Ooood
OoOoooood
OO0Ooo0oooogod
OoOoooood
OOooooogod
OoOoo0oood
OOoo0oooogod
OoOoo0oood
O0Ooo0oooogod
OoOoo0oood
OoOoooood
OoOoo0oood
OOoooood
OO0Ooo0oooogod
OoOoooood
OOooooogod
OoOoo0oood
O0Ooo0oooogod
OoOoo0oood

OO0 ooooogogog
Ooo0oooQogooo
OO0 ooooogogog
oo oooooogogoo

O

Ooooooogoogoooo
OOooooogogooao
Oooooooooooo
Ooooooogogogooao
Ooooooooogooao
Ooooooogogogooao
Ooooooooogooao
Ooooooogoogooao
OoooooooogooOooao
Ooooooogooooao

goooao

(Fast
lued) D D0 O0O0D0D0O0OO0D0ODOO (Fast Garnet)

OoooogoQgogooao
Ooo0ooooOoooo
OO0 ooooogogog
Ooooooooogooao

O

JP 2016-509674

O

Red)O

O

Ooooooogogoooog
OOoo0oooooOoooOoaoo
Ooooooogogoao

OO0 ooooogogoog
Ooooooooogoogoo
OO0 ooooogogog

O

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

~
=y
c
3

O

O

O

OoOoooooooooog e

O OO

Ooooooogooood
OO0 oDooogog4gooood
Oooooooooood
OO0 oooogoggooood
Oooooooooood

O
0
O
4
O
0
U
O

o
sy
<

Ooooooogogoooaoo
OOooooodgogooao
Ooooooogooooaoo
OOooooogogoao
Ooooooogogogoao

2016.3.31

chambe

(]
O

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

OOoooood
OOooooodg
OOoo0ooood
OOo0o0oooodg
O 0O0oOooood
OOo0oooodg
O 0O0ooood
OOo0ooood
O Oo0oooodg
OoOoo0ooood
OO0Oo0ooood
OoOoo0ooood
OOoo0ooood
OOoo0ooood
OOooooodg
OO0Ooo0ooood
OOooooodg
O O0O0o0oooodg
OOooooodg
O O0Ooooood
OOoooood
OO0O0o0ooood
OOoo0ooood
OOoo0ooood
OOoooood
OOoo0ooood
OOoo0ooood
OOo0o0oooodg
O 0O0o0ooood
OOo0oooodg
O O0ooood
OOooooodg
O Oo0oooodg
OOoo0ooood

O
O
O
O
O
O
O
O
O

O
O
O
O
O
O
O
O
O

Ooo0oooOoogoao
Oo0ooogoQgogoao
OooOooooOoogoao
Ooo0oooQgogoao
OOo0ooogo-gogao
Oo0oooQgogoao
Oo0o0ooogQgogao
OooO0oooQgoao
Oo0o0oooggogao
OooO0oooQgogoao
Oo0ooogQgogao
Ooo0oooOoogoao
Oo0ooogoQgogoao
OooO0oooOoogoao
Oo0oooQgogoao
OooOooooOoogoao
Oo0oooQgogoao
OOo0o0ooogQgogao
Ooo0oooQgoao
OOo0o0oooggogao
Ooo0oooQgoao
OoOoo0ooogQgogao
Ooo0oooQoogoao
Oo0ooogogogao
Ooo0oooOoogoao
Oo0ooogoQgogao

Ooooocoooooooogogoadg
OooDooooooooogogaoQg
Oo0oooooooooooogogaQg
OooDooooooooogogaoQg

OooooooooooQgdg
Ooooooooooogogg
Oo0ooooooooooQgdg
OoooooooooogogoQgg
OO0 oDooogoooooogdg
OoooooooooogooQgdg
OoDoDoogogogoooooggdg
OoooooooooooQgdg
Oo0oDooooooooggg
OoooooooooooQgg
Oooooooooooggg
OooooooooooQgodg
Ooooooooooogogogg
OooooooooooQgodg
OoooooooooogogoQgg
Oo0ooooooooooOodg
OoooooooooogooQgg
OO0 oDoogogooooogoogdg
OoooooooooogogoQgg
Oo0oDoogogogooooggg
OooooooooooQgdg

e S R W

OooDooooooooogogoaoQg
OO0 OoDooogogogoooogogdg
Oooooooooooogogoaodg
OO0 oDooo4ogooooogogog
OoooocooooooogogQg
OooDoooogooooogogoQg
OoooocooooooogogaQg
OooDooooooooogogaoQg
Oo0oooocoooooooogoQgoaQg
OooooooooooogogaoQg

Oooooogoooogooodg

(11)

ooao

O

O

0O

OOooooooooood

OooooooooooogogaoQg
OO0 OoDooogogooooogogdg
OooDooooooooogogaoQg
OO0 oDooogogogoooogogog
OoooocooooooogogoaoQg
OooDooooooooogogog
OoooocooooooogogoaoQg
OooDooooooooogogaoQg
OoooocoooooooogogoaQg
OooDooooooooogogaoQg

O

DO oo ooooog

OooooooooooQgdg
Oooooooooooggg
OooooooooooQgodg
OoooooooooogogoQgg
Oo0oooooooooogodg
OoooooooooogoQgg
OO0 oDoogogoooooogdg
OoooooooooogogoQgdg
OoDoDoogogoooooggg
OoooooooooooQgdg

O 0Oooo

JP 2016-509674

oooooao

od

O

O

O

OoOoo0oood
OOoo0oooogod
O0O0o0oooogod
OoOoo0oooogod
OO0Oo0oooogd
OoOoo0ooogod
OOoo0oooogd
OooOoo0oood

Oooooooooooogodgaog

O

OoooooooooogQgaoQg

O

OoooDooooooogoodg

OoooooooooogQgaoQg

2016.3.31

ooan

O

OO0 o0ooDoogogooooggog

O

OooooooooooogQgaoQg

O

OO0 ooDoogogooooggaog

Oooooogooooaog
Ooooocooooooao

O

OooooooooooogoQgoQg

10

20

30

40

50



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

O Ooogooao

OOo0oooooooooooooooDoDoo4ogooooogogaog

O

OoooDoooooooggaoQg

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

OooO0Oo0ooood
OoOooooogdg
Ooo0Ooo0oooodg
OoOoo0ooooQgdg
OO0oo0oooogd

Ooooooooogoogoo
OO0 ooooogogooQg
Ooooooooogoogoo
oo ooooogogooQg
OO0 ooooogogog
oo ooooogogoog
OO0 ooooogogog
oo oooooogogooQg
OO0 ooooogogog
oo ooooooQgoogooQo
OO0 ooooogogog
Ooooooooogogoo
OO0 ooooogogooQg
Ooooooooogoogoo
oo ooooogogoog
Ooooooooogoogoo
oo oooooogogooQg
OO0 ooooogogog
oo ooooogogooQg
OO0 ooooogogog
oo oooooogogoQg
OO0 ooooogogog
OooooooooQgoogoo
OO0 ooooogogoQg
Ooooooooogoogoo
OO0 ooooogogooQg
Ooooooooogoogoo
oo ooooogogooQg
OO0 ooooogogog
oo ooooogogoog
OO0 ooooogogog

(]
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 0Ooo0oooao
O 0Ooo0oooao
O 0Oo0oo0ooao
O 0Oo0oooo
OO o0gooao
O 0Ooo0oooo
O Oo0ogooo

O 0Ooo0oo0oo0oao
O 0Ooo0oooo
O 0Oo0oo0oo0oao
O 0Ooo0oooo
O O0Oo0oooao
O 0Ooo0oooo
O Oo0oooao
O 0Ooo0oooao
O Oo0oooao
O 0Ooo0ooo
O Ooogooo
O 0Ooo0ooo
O Ooogooo
O 0Ooo0ooo
O 0Ooogooo
O 0Ooo0ooo
O 0Ooooo
O O ogogao
O 0Ooooo
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 0Ooo0ooo

O Ooooo

O 0Ooo0ooo

O 0Ooooo

Ooo0oo0ogao

O0Ooo0oooao
O 0Oo0oooao
O0Ooo0oooaoo
OOoo0ooogoaog
O0Ooo0oo0ooao
O Oooooaog
O0Ooo0oo0ooao
O0Ooo0oooao
O0Oo0Oo0ooao
OOoo0oooao
O0Oo0oo0ooao
O0Ooo0oooao
O0Oo0oooo
OOoo0oooaoo
O 0OoO0ooogoaog
O0Ooo0oooao
O0Ooo0ooogoao
O0Ooo0oo0ooaoo
O0Ooo0oooao
O0Ooo0oo0ooao
O0Ooo0oooao
O0Oo0Oo0ooao
O0Ooo0oooao
O 0Oo0Oo0ooo
O0Ooo0oooao
O 0Oo0Oooaog
O0Ooo0oooao
OOoo0ooogoaog
O0Ooo0oooao

O 0Ooooo

O O0Oogoao

O 0Ooooao
O 0Ooooo
O 0Ooo0ooao
O Ooooo
O 0Ooo0ooao
O Ooooo
O 0Ooo0ooao
O 0Ooooo
O 0Oo0oo0oao
O 0Ooooo
O 0OoOooo
O 0Ooooo
O 0OoOooog
O 0Ooo0ooao
O 0Ooooo
O 0Oooo
O oOooo
O 0Oooo
O 0Oooo
O 0Ooo
O oOooo
O 0Ooo
O 0Oooo
O 0Ooo
O 0Oooo
O 0Oooo
O o0Ooo

O 0Ooooo

O Ooogoao

O 0Ooo0ooo

O Ooogooo

O Ooo0ooo

O Ooooo

(12)

O 0Ooo0ooo

O Ooooo
O 0ooo

O Oooo

(|

O o0ood

O Oooo

O 0o oo

O Oooo

O Oooo

JP 2016-509674

O
O
(]
O
O
O
O

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

O
O

O 0Oooo

2016.3.31

O
O
O
O

O 0O oo

Ooo0oooQogooo
Oo0ooogoQgooao
Ooo0oooOoooo

O 0Oooo

O Oooo

O 0Oooo

10

20

30

40

50



O 0Ooo0oooao

OoooDo*T®T 0oooooQgooood

Oo0oooooOo0 oo oo o0 oo oDoo o oooogo

e s e e A s
Ooooooooo0oDooooooooogodg
Oo0ooiooouo0ooDoDoogogooooogodg
Ooooooooooooooooooogodg

O Oooo

OO0 oOoDoouog4oooooo oo oDoDoogUoUooDoDooggooao
Oo0oooooo0 oo ooo oD oo oooo0ooDooo®=o0oooao
Oo0ooooo4d0ooooooUoooDoDooggoooooggaog
Ooo0ooooooo0ooooo oD oDoDooooooooogogogoQg
Oo0ooooo4oooooooUoooDoDoogogooooogogaog
Ooo0ooooooo0ooooooooDooooooooogodg
Oo0oooooooooooo oo oDooooooooogdg
Ooooooooooooooooooooooooood
Oo0ooooooooooo oo oDooooooooogdg
OO0 oooggddUooooooUUUooDooUggUoooooogd

Oo0oooooooooooooooogoooos

O
O
O

OoooooooooogogQgogo

(]
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 0Oooo

O Oooo

O 0ooo

O Oooo

|

]

O o0ood

O OO

O 0Oooo

OO0 oDoougog4UoooooUUUoDoDooUoggoooooogd
Ooo0ooooooo0 oo ooo o0 oDoDooooooooogdg
Oo0oooogog4o0ooooUoogoDoDoDoogggogooooogd
Oo0ooooooo0 oo ooo o0 oDoDooooooooogodg
Oo0ooooo4o0ooooo oo oDooogogoooooogdg
Ooo0ooooooo0 oo ooo o0 oDoDooooooooogodg
Oo0oooooooooooooooDoDoooogooooogdg
Ooo0oooooooooooo o ooooooooooogodg
Oo0oooooooooooo oo oDoooogooooogdg
Ooo0oooooooxooooooooooooooood
Oo0oooooooooooo oo oDooooooooogdg
OO0 ooogog4QoooDoogog*®E 0o ooggogooooogd

O 0O oo

O Oooo

O Oooo

O Oooo

O Oooo

O
O
O
O
O
O
O

O 0Oooo

O Oooo

(13)

ooao

O O0ooo

O

O Oooo

O 0ooo

O Oooo

O

[

O o0ood

Oo0ooooooo0 oo ooo oD ooDooooooooogdg
Oo0ooDoougog4QoooO X ooooooooogogogoooooogd
Ooo0ooooooo0 oo oo o0 oDoDooooooooogodg
Oo0oooouo4o0ooooooooDoDoogoggogooooogdg
Ooo0ooooooo0 oo ooo o0 oD oDooooooooogog
Oo0ooooooooooo4oooDoDooogogoooooogdg
Ooo0ooooooo0ooooo o ooooooooooogodg
Oo0ooooo4o0ooooo oo oDoooogoooooogdg
Ooo0ooooooooooooooooooooooood
Oo0oooooooooooo oo oDooooooooogdg
OO0 oDoogg4dd*®Ti0ooooggUgoooDooogUgoooooogd
Oo0ooooooooooooDoDoDooooooooogdg
OO0 oDoougog4oooooUgUgoooDooUoggogooooogd
Ooo0ooooooo0 oo ooo o0 oDoDooooooooogodg
Oo0ooDooog4ogooDT®Toogoooooogogooaos

O Oooo

O 0o oo

O Oooo

O Oooo

JP 2016-509674

oooooao

od

O 0Oooo
O Oooo

O

O 0Oooo

O

O Oooo

O

O 0ooo

O

O Oooo

O

O o0ood

O 0Oooo

2016.3.31

ooan

O

O
O
O
O

O

O

O

O

Ooo0oooooo o0 oo ooooDoDoDooooooooogodg

10

20

30

40

50



OoooooooooooooDooogogogooao
Oo0ooDoooUo0oooDooUgUogoDooogogooao
Oooooooooooooooooogogogoooao
OOo0DoDoooUo0ooDoDoooooDooogogooao

Oooooooooooooooooogoogoooao

OoooooooooooooDooogogooao

Oo0ooooOooooaoo
Oo0oooogogoooao
Oo0oooooOgooooaoo
Oo0ooooQgoooao
OO0 oooogo4Qgoooao
Oo0ooooQgoooao
OO0 ooooggoooao
Oo0ooooooooao
Oo0oooogoggoooao
Oo0ooooOooOooooaoo
Oo0oooogoggoooao
Oo0oooogogoooaoo
Oo0oooogoQgoooao
Oo0ooooOooooaoo

OoooooooQgoogoo
O o0oooogogoo
Oooooooogoogo
oo oooogogoo
O 0D oooogogog
oo ooooogogoo
OO0 oooogogog
oo ooooogogoo
OO0 oooogogog
oo ooooogogoo
O o0oooogogog
Ooooooogogoo
oo oooogogoog
OoooooogoOgoao
oo oooogogoo

40,00

35,00

5yt St BE W BE 43 4T

30,00

25,00

20,00

FREE  Ing/u)

15,00

7

10,00

5,00

o

0,00 -

\

L)

\cp31 Yufn,
NaCl 4L
zcos1 Y,
NaCl &b

oooao

35,00

RT-qPCR

37,00 1
35,00 1

2 33,00 1

o

)

© 31,00 1
29,00 1

27,00

25,00 ~

N\

HPRT

» JERE

—  Nco31 Hufs

NaCI 4E1_
 coa1 Yl
NaClH Y

(14)

OoOoooogooodg
Oooo0oo0ooood

OoooooogoQgoao
OO0 o0o0ooogogogao
Ooooooogogoao
OO0 oooogoQgogao
Ooooooogogogoo
OO0 ooooggoao
Oooooooogogogoao
Oooooogogoao
Oooo0oooogoogoao
Oooooogogoao
Oooo0oooogoogoao
OoooooogoQgoao
OOoo0oooogoogoao
Ooooooogogoao
OO0 oooodgogogao
Oooooogogoao
OO0 oooogogogao
Oooooooogogoao
OOooooogogoao
Ooooooogogogoao

goao

JP 2016-509674

OO0 ooo-gogaog
OoooooQogogoo
Ooooogogaog
OoooooQgoogoao
Ooooogogaog
OoooooOoogoao
Ooooogogaog
OooooocOooOgao
Oooooogogao
OooooocOoogao
Ooo0oooQgogoao
OO0 ooo-gogaog

O

A 2016.3.31

OoooooQogogoao
Oo0ooo-gogaog
Ooooooogogoao

39,00

RT-qPCR

35,00

12 33,00

a

© 31,00 7
29,00
27,00 1

25,00

7/

2
3

= JEE
N co37 Hufh,
NaCl L

/ CD31 Yufa
NeCl A9

Ooooogogaog

OoooooOgoogoao

10

20



JP 2016-509674 A 2016.3.31

(15)

ooono

A)

~—#%— 1/HPRT

! \M\ M
s

w 9 @n o
aazzwmso

MR TREY

B)

<—%— 2/ HPRT

i
m

N g

T

ﬁ
m//////z

%7

é/_
/
/

N
n.d.

Bili&hg

n.d.:

///Jﬁ/;

P

22222222222

111111111

R




(16) JP 2016-509674 A 2016.3.31

gogooodoagdo

INTERNATIONAL SEARCH REPORT

International application No

PCT/EP2014/051157

A. CLASSIFICATION OF SUBJECT MATTER

INV. GOIN1/30
ADD.

Aovarding to Intermational Patent Classifioation {IPC) or to both national slassification and IPC

B. FIELDS SEARCHED
Minimum documentation searched (classification system followed by classification symbals)

Documentation searched other than minimum doecumentation to the extent that such documents are included in the fiskle searched

Elactronic data base Ited during the intematicnal search {name of data basa and, where practicable, search terms used)

EPO-Internal, WPI Data, BIOSIS

C. DOCUMENTS CONSIDERED TO BE RELEVANT

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

A J. A. RAMOS-VARA: '"Technical Aspects of 1-15
Immunohistochemistry",

VETERINARY PATHOLOGY,

vol. 42, no. 4, 1 July 2005 (2005-07-81),
pages 405-426, XP055083524,

ISSN: 0300-9858, DOI: 10.1354/vp.42-4-405
page 411, column 2

_/--

Further documents are listed in the oontinuation of Box C. See patent family annex.

* Special categories of cited documents :

*T* later deoument published after the intemational filing date or priornity
date and not in oonflict with the applioation but oited 10 understand

"A" decument defining the general state of the art which is not considered 1he prinoiple or theory underlying the invention

to be of particular relevancs
"E" earfier application or petent but published on or after the international " document of particular relevance; the claimed invention cannot ba
filing date oonsidered novel or cannot be oonsidered to involve an inventive
"Lt duuugentwhioh mngthruw doubte on porfiaril'y olaim{s) DrWhigIril‘liE step when the dooument is taken alone
ciled to blish the publication date ather citation or other w " . ; f "
. Pe Y" document of particular relevance; tha claimed invention cannat be
spscial raason (ae specifiec) eonaidered to invalve an invertive atep when the document ia

"O" gooument referring to an oral disclosure, use, exhibition or other combined with one or more other such dosuments, such combination
mMeans bsing obvious to a persan skilled in the art
"P* documesnt publishad prior ta the intemational filing dats but later than
the priority date olaimed & dooument member of the same patent family
Date of the actual carnplstion of the ink tional search Dats of mailing of the intsmational saarch repart
21 March 2014 0170472014
Name and mailing address of the ISA/ Authorized officer

Eurcpean Patent Offioe, P.E. 5813 Patentlaan 2
NL - 2280 HV Rijswijk

Tel, (+31.70) 340-2040, ,
1 F:x:(;-‘l-m-i?g) 340-3018 Aslund, Fredrik

Femn PCT/ASA210 (secand aheet) {(April 2005)

page 1 of 3



(17) JP 2016-509674 A 2016.3.31

INTERNATIONAL SEARCH REPORT

International application No

PCT/EP2014/051157

C{Continualion). DOCUMENTS CONSIDERED TO BE RELEYANT

Category® | Citation of dooument, with indioation, where appropriate, of the relevant passages Relevant to alaim No.

A CAM Y ET AL: "IMMUNOLOCALIZATION OF 1-15
ACIDIC AND BASIC FIBROBLAST GROWTH FACTORS
DURING MOUSE ODONTOGENESIS",

INTERNATIONAL JOURNAL OF DEVELOPMENTAL
BIOLOGY, UNIVERSITY OF THE BASQUE COUNTRY
PRES, LEIODA, ES,

vol. 36, no. 3,

1 September 1992 (1992-09-01), pages
381-389, XP002046898,

ISSN: 0214-6282

table 2

A FOLKVORD J M ET AL: "OPTIMIZATION OF 1-15
IMMUNOHISTOCHEMICAL TECHNIQUES TO DETECT
EXTRACELLULAR MATRIX PROTEINS IN FIXED
SKIN SPECIMENS",

JOURNAL OF HISTOCHEMISTRY AND
CYTOCHEMISTRY,

vol. 37, no. 1, 1989, pages 105-114,
XPO02698210,

ISSN: 0022-1554

abstract

A THEOPHILE KATHARINA ET AL: "Amplification 1-15
of mRNA from laser-microdissected single
or clustered cells in formalin-fixed and
paraffin-embedded tissues for application
in quantitative real-time PCR",

DIAGNOSTIC MOLECULAR PATHOLOGY,

vol. 17, no. 2, June 2008 (2008-06), pages
101-106, XPOO8162690,

ISSN: 1052-9551

A MACABEO-ONG M ET AL: “EFFECT OF DURATION 1-15
OF FIXATION DN QUANTITATIVE REVERSE
TRANSCRIPTION POLYMERASE CHAIN REACTION
ANALYSES",

MODERN PATHOLOGY, NATURE PUBLISHING GROUP,
us,

vol. 15, no. 9,

1 September 2002 (2002-09-01), pages
979-987, XPODB8D31983,

ISSN: 09893-3952, DOI:
10.1097/01.MP.0000026054.62220. FC

A GILBERT M T P ET AL: "The isolation of 1-15
nucleic acids from fixed,
paraffin-embedded tissues-which methods
are useful when",

PLOS ONE, PUBLIC LIBRARY OF SCIENCE, US,
vol. 2, no. 6, 20 June 2007 (2007-06-20),
page eb37, XP0O02547508,

ISSN: 1932-6203, DOI:
10.1371/J0URNAL.PONE.G000537

Femn PCT/ASA210 {continuation of aecond aheet) (April 2005)

page 2 of 3



(18)

INTERNATIONAL SEARCH REPORT

JP 2016-509674 A 2016.3.31

International application No

PCT/EP2014/051157
C{Continualion). DOCUMENTS CONSIDERED TO BE RELEYANT
Category® | Citation of dooument, with indioation, where appropriate, of the relevant passages Relevant to alaim No.
A WO 00/06780 Al (AMBION INC [US]; LADER 1-15
ERIC S [US]}) 10 February 2000 (2000-062-10)
page 12; example 16
A HAISHIMA ATSUKO ET AL: "Detection of 1,2

Bc1-2 mRNA and its product in the
glomerular podocytes of the normal rat
kidney",

EXPERIMENTAL AND TOXICOLOGIC PATHOLOGY,
vol, 64, no. 6, September 2012 (2012-09),
pages 633-637, XP002698144,

Femn PCT/ASA210 {continuation of aecond aheet) (April 2005)

page 3 of 3



(19) JP 2016-509674 A 2016.3.31

INTERNATIONAL SEARCH REPORT

Information on patant tamlly membars

International application No

PCT/EP2014/051157
Patent dooument Publication Patent family Publication
oited in search report date member(s} date
WO 0006780 Al 10-62-2000 AT 315665 T 15-02-2066
AT 466957 T 15-05-2010
AU 745943 B2 11-04-2002
AU 5461699 A 21-02-2000
CA 2298841 Al 10-02-2000
DE 69929445 T2 14-09-2006
DK 1019545 T3 29-05-2006
EP 1019545 Al 19-07-2000
EP 1657313 A2 17-05-2066
ES 2255293 T3 16-06-2006
JP 4554080 B2 29-09-2010
JP 2002521071 A 16-07-2002
us 6204375 B1 20-03-2001
US 20801016312 Al 23-08-2001
US 2803114651 Al 19-06-2003
US 2010028852 Al 04-02-2010
US 20812270316 Al 25-19-2012
WO 0006780 Al 10-02-2000

Femn PCTASA210 {patent family annex) (April 2005)



(20) JP 2016-509674 A 2016.3.31

gooooboooood

(51)Int.CI.

oooo
oooo
oooo
oooo
oooo

oo oooooobooooo
1/34 (2006.01) gdgdg 1/30 oooo goooo
1/26 (2006.01) oooo 1/68 gooo goooo
ooog 1/34 gooo ooooo
oooo 1/34 oooo goooo
oooo 1/26 gooo goooo

@enooooooo  ApP(BW,GH,GM,KE,LR,LS,MW,MZ ,NA,RW,SD, SL,SZ,TZ,UG,2ZM,ZW) ,EA(AM,AZ,,BY ,KG,KZ,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,KM, ML ,MR,NE, SN, TD, TG) , AE, AG, AL ,AM, A0, AT ,AU,AZ ,BA,
BB,BG,BH,BN,BR,BW,BY,BZ,CA,CH,CL,CN,C0,CR,CU,CZ,DE,DK,DM,DO,DZ,EC,EE,EG,ES,FI,GB,GD, GE, GH,GM,GT,HN,H
R,HU, ID, IL, IN, IR, 1S, JP,KE,KG,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,0M,PA,PE,PG,PH,PL,PT,QA,RO,RS,RU,RW,SA,SC,SD, SE, SG, SK, SL, M, ST, SV, SY, TH, TJ, TM, TN, TR, TT,TZ,

UA,UG,US

(72000

(72000

(72000

(72000

(72000

(72000

ooooOoboooooo
goooobooooooobbooooooobboooooooboboboog
ggoooobooood
ooooOobooOOo0ooooooooobboooooon
ooooooogo
gogooboboooooooboooooobbobooooooobon
uggooobooadagad
oboooObObOO00ooooooooOobbo0oooooooobobOoooooooooon
gogoooooood
uoobooboooooobbboooooboboooooobooooaa
gooooooo
goooboboooooooboboooouoboboooooooboboon

O0000(00) 26045 BALL BAl4 BB22 BB24 CBOl DAl4
0000 OO 26052 AA33 AB20 AD12 BAO2 BA19 FAOL FAO9 GA30

0000 OO 4B029 AAO7 AAOS AAO9 BB11 BB16 BB17 BB20 CCO1 CCO3 CCO8
0000 OO0 FA12 GBO9 HAL0

0000 OO 4B063 QA13 QA20 QQO8 QQ28 QQ42 Q052 QQ53 QQ79 QROS QR32
0000 OO0 QR35 QR36 QR48 QRS5 QR77 QS25 QS33 QXO1



THMBW(EF)

RE(EFR)AGE)

FRI&R B A

RBA

IPCHRS

ok

CPCH%S

o
g
b3
Jo

F-TERMZ K5

REAGE)

L 5E4X
H AT SR
S\EREERE

BE(X)

patsnap
REFEHNFFPETY A M E MY EIM BHIRT-g PCRS 47

JP2016509674A NI (AE)E 2016-03-31

JP2015554129 RiEH 2014-01-22

FEXE-FRALA

N—LARFRUTR
ANOLRTYKLT
O-X> HE—%
E-AXUHE—%
SARR—IUTY
SUH—EZS

N=L RFRUHR
AOLKNFYRLT
O—<>¥E—%
E-AY HE—%
YARR—AUTY
IUA—EZH

GO01N33/48 GO1N33/53 GO1N33/543 GO1N1/30 C12Q1/68 C12M1/34 C12M1/26
C12Q1/6806 C12Q1/6841 C12Q1/686 GO1N1/30 C12Q2527/101 C12Q2563/137

GO1N33/48.P GO1N33/53.Y GO1N33/48.A GO1N33/543.525.U GO1N33/543.525.W G01N1/30 C12Q1
/68.A C12M1/34.F C12M1/34.Z C12M1/26

2G045/BA11 2G045/BA14 2G045/BB22 2G045/BB24 2G045/CB01 2G045/DA14 2G052/AA33 2G052
/AB20 2G052/AD12 2G052/BA02 2G052/BA19 2G052/FA01 2G052/FAQ09 2G052/GA30 4B029/AA07
4B029/AA08 4B029/AA09 4B029/BB11 4B029/BB16 4B029/BB17 4B029/BB20 4B029/CC01 4B029
/CCO03 4B029/CCO8 4B029/FA12 4B029/GB09 4B029/HA10 4B063/QA13 4B063/QA20 4B063/QQ08
4B063/QQ28 4B063/QQ42 4B063/QQ52 4B063/QQ53 4B063/QQ79 4B063/QR08 4B063/QR32 4B063
/QR35 4B063/QR36 4B063/QR48 4B063/QR55 4B063/QR77 4B063/QS25 4B063/QS33 4B063/QX01

R ZR

TR
WAE

2013152579 2013-01-24 EP
JP6220405B2

Espacenet

ARARNBROMEENAEVENALY R RTRERALMERCNEE  HEBHE a) HIRESAXZEY ; b) BRIMEE
NAESENAN, FIFEEEERAXFYLENSR , o) \ABROMEEH BBEAEFHNARN R FERBENSR ,
d) BEEE S Y LELUECRUMNAR FEHES0-70°CTIR12-24/0eY |, H He ) BEEEEFXZFY LNARFRE ,
HhEDHYRe ) A0.5-3.0MELPHHT. E.HE ARAESRATREZGENRFE, HEEF]E1


https://share-analytics.zhihuiya.com/view/85061981-7cce-4931-aaca-770e4b7e7fc4
https://worldwide.espacenet.com/patent/search/family/047630185/publication/JP2016509674A?q=JP2016509674A

RUGEES 015554120 P2IL5-554129)
B6) (Q)EEE  FARBEIRLA QK1)
B ERTRER  ERVEALE QOB..10)
B6) B &S PCI/EP014/051157

7 E MR H02014/114650
BIERAKE  TABEIRIIA Q147,30

B EEEEEER 13152570,

(32) d%A THRGELAUA Q013,129

B WEEERE WS )

(1B 591009013
L7, K77v-7 DY1 T=h=
F. HOFFMANN-LA ROCH
E AKTIENGESELLSCHAF
T
M A y=TAF-40700=%k+
TVT=alA 50124
(OREA 100140108
#EL NG R
(OREA 10007270
R M F
(REA 100101373
#EL MW RE
(OREA 100118902
#Bf Lt
REELHRC




