JP 2007-537430 A 2007.12.20

(19) B EEHEFT (UP) 2 R T L HA) (I SHFLELAESS
153R2007-537430
(P2007-537430A)
) AEH TR19E12H20H (2007, 12, 20)
(51) Int.Cl. F1l FT—7a—F (%)
GO1IN 33/53 m.m’) GO1N 33/53 D 4HO45
CO7K 14/70 (2006.01) CO7K 14/70 ZNA
EERR FK PHEEWR £WK (& 2 H)
CHHEES $FEE2007-512086 (P2007-512086) | (71) HERA. 501154389
(86) (22) HEEE ERITESHLLE (2005.5.11) N— T P—N— - LTLh LA T
(65) BIEACIBMEA  FRIEIH5H (2007, 1.5) BFALIHELT T b
(86) EEHEEE PCT/EP2005 /005090 FA4w-D—-16761 -~—=wEAF
87 EELHEE Ww02005/114222 N7 AL NTSa p =25
87 EELAHMABE EREITEIZALIH (2005.12.1) THE A 100064908
(1) s iEERES  04090191.0 £#E+ = IER
32)&EH SERE164E5H 130 (2004, 5. 13) (74) fCE A 100089037
(3 @RETEE  BONEHT EP) #EL EE B

(T4 {LE A 100108453

#EL ML BE
(74) fRE A 100110364

HEL L BFHR

BRI

(64) [READER] ERSHCEI5I 777 ) Y ORBREELT/ 237 0l OER

GnHOoooo
0000000000000000000000/00
0000000000000000000000000
0000000000000000000000000
0000000000000/00000000000
0000000000000000000000000
0000000/00000000000000000
0000000000000000000000000 atars Nercpeptido
000000000000000/00000000/0
0000000000000000000000000 etease
0D0000000000000000000000/C
0000000000000000000000000
0000000000000000000000000
0000000000000000000000000

AIDSO 0000000000000 000000000
0000000000000000000000000
0000000000000000000/00000
0000000000000/00000000000
0000000000000000000000000
0000000000000000000000000

Neuropeptide synthesis

Secretory
Granules



e R e [ [ A [

Ooooooooooooooogodg
Oo0ooooooooooooogodg
Oo0ooooooooooooogodg

O
a
O
g
a

(2) JP 2007-537430 A 2007.12.20

ooooooao

oooo
oooooooooooooooboooboboboooobobocooooooooooooao
oooooooooooooobobooobobDbooooo

oooaod

ex vivoOOODODOOODOODODDOOODODDODODODODODOODODOODOODODOO

O

O 0o o0oogoo

O
O

gobooboobogobogobogobi1boogobooodao

ugooad
oooil1obos0o00ooooooobobooboboboboOoObooboboboboooz20b0b00O0000
goboboobooboobooboolgoboooooao

oooaog
gobilibgos01gogooboobooboobooboobooboobooboobi1loboboDbDo
oooao
gobooboobogoboobogogobooboooobooboobobbobobooboobo

/00o0o00oooog0oooooooboboooopbooobopobooooooooboooo/o OO

O

OoooocooooooooogogQgog

OoooooogoQgdg

tooooooooouooooobobobilocoooood
OO
oooooan
gooboon
oo
1io0ge0O OO
100600000
100600000
O od
oooooano
ioorv0O0Oa0
O0100 70
oo
ooooooooiocovyooooobobobobOOoODbODDODDODDOOOOOOOOOOoOoOg
ljooooogoooooooooboboobobboobooosoooOoOan
oooao
oooi1bbobobooOOO0OO0OO0OOCOOO0OOO0OO0OO0OO0OOoOoOoOoooooobooooooOod

OJ
O
(]
(]
O

750000000
00010 0dsd

O

oo
ogoadod

O
O

0 sod
goooooboao

O
O
O
O
O
O
O
O
O

O0Ooo0oo0ooao
O0Ooo0oo0ooao

O

O

O

O

O

O

O

O

O
O
O
O
O
O
O
O
O

oo
ogood

O

oo
ogd

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

OJ
OJ
OJ
OJ
OJ
O
O
O
O

O
O
O
O
O
O
O
O
O

uoano
oo
oono

O

oood
oo

O
O
O
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
O
O
O

O Ooo0oono
O

O
O

gobobooboobogobiloobooboboo

O
O
O

oil-5000000000COOOCOOOOO0OO0OO0OOOOO1I0000
ooosoboblnoooooOooboooooogoo

O
O
O

O
O
O

Ooo0Do0o-fp00O0O00O0CDODOOODODOODOOODOODOI1I0O
oooosobobnooooobobbooooooo

oo ooooooodg
O
O
O

OooooooooogoOoao
OOoooooooodg

ooooooooogo/0c000000DD0DU0oU0oO0ogogOoOooooooao
g ocoooooooooooooooooooooooooooo/ogooO
/0000000COD00O0DbDO0oO0oobObO0OooObOO0oobobDooboDbDoooboDOOo
oooooogogoogo/00000bbbooOooooooooobbDbDDODOOn
uobobouobouobouobouoobooogobooooboobooobobooobooboooboaodo
oooooooAIDSOogooooobooboboboobDbooooboobooooooao
gooboooboobogobogoobogoobooooooobooboooboobobooooboaoao

10

20

30

40

50



3) JP 2007-537430 A 2007.12.20

/0000000000 O0ODODO0O0ooODbO0DOooDbD10bO13o0b00o0ooboboDO0oOooDbDOoOoDn

a
O
g
a
O
g
u
O
a
O
g
a
O
g
u
O
a
O
g
a
O
g
\'%

O

Ooo0ooooocoo o0 oo oooo0oooooogooao

Oo0oooooooooooogogoooao
Oooooocoooooooogogogoooao
Oo0oooooooooooogogogoooao
Oooooooooooooogogoooao

Oo0oooooooogoOoooao

ooooooOoo-fpOO0ODOO0OO0OOCDOOODOOODOODODODOO
oo010bbu4ooo0o0o00o0booooooo

ooboooobDooooboooooD-fpODO0OOCDOOODOODODODOO
goboboobooboooboogoobooobobi1oogkoogooobooobao

gooboooboobibooobogooooooboooobooobooooboao

l-5s000000ob0o00ooboboobobooobooboboooboboowyoanan

ooo-fpOOOODODOODODODOODOOODOOODOODODODOO
0170 0o0oogogao

Ooo0O/00000

Oooog/0o

/0000

/0 00170 0190 0O

oooogad
oooooooao
0oooooogao
oooogad
oooooooao
ooooooogao
ooooao
oooooad
oooi1o00v70d
ooooao
oooogad
Dooooooad
ooooag
oooogad
Oooooooao
oooooooao
oooogad
oooooooao
0oooooogao
oooogad
oooooooao
0oodd

itro0 0000
oooooad
-00gdl00gogooooao
ooooooao

-0o0o0o0obo0oobogobn
-ubooboobogobad
oooooooooao

-00oo0oo0oo0oo0oooooooo/o

g
O
g

I [y |

Oooooooooodg

O

oo
OO

O O
O O
O O
O O

O O
O O
O O
O O

O

O

ooooooogooao
02100000000

ooaod
ooaod

O

O

ooooooooOov/oooboOooboboOoO0oi1o0o0vr0oO
001900 oODODOO0OOO0OCOCO0OOooooOogoo

O
O
O
O
O
O
O
O
O

o100 7d
ooooogoo

O

oooooooad
Ooo0ooggoaogin

O
O
O
O
O
O
O
O
O
O

gboooobooboooboooboooboobobooboooan

gbooooooboobooboboonb
oooov/00ooboooo/o0O

O

g
ocoogooo/s00O

O

ooooooo/0c0ooooouoo/0boooOoOO
gooad
O

oooilioooooooooooooooooooao
gbooobobooboboobobobobob221000 2200

gbooooboobobo2300b0oobooOo0n0an

oooooooobobz2400000000

-fp00O0O0O0OO0OOOOCODOOOODDODOOODODOODOGO
Oo0oooooooogooo

oooooooboooo-fpOODO0OOCDOODODODOODOGO
gboooogoobobooboboobbz210bz2e00000000

/0000000000 o0o00og0ooo010ge00obDOoooo0OO

10

20

30

40



4) JP 2007-537430 A 2007.12.20

coboooooOooooOobOooooboooboooobOooobOooooOooo/0b00ODOO
gcoooooOooooOoooooboooooDooooDogoooDOo/000boDOooooOOd
cooooooooo/00OD00D0DO0ODODODODODOOODDODODODODODODODOODO?R?21002
000 o0bo0o0oboobogaob

oooooboad

OCODO0O0D0OD0OD0O0O0D0OD0O000OD0 DOODODDODOOWet-ENK)Y DODODODO DOODODODOO
OLeu-ENKO O DOODO OO0ODODO0ODODO0 OODO0OO ODODOODOODDOMet-ENK-Arg-
PheD OODODDOOOOD ODODOODODOO ODOODO ODOOO OOOOQDOMet-ENK-Arg-6
ly-L,euD 0000000210020 0000000000000O0

oooooobao
o-oooboOoOO0OO0OO0cO0cO0OO0OO0oO0oo0ooo1yoo9DoDboooooobODbODOOOOO10On0
gooogad
-boo1yog19oooooooooboboobooDoDDboObobo1o0b0o0b0bO0oobODDbODbODOO0Onan

UO00DO0U0DO0OAOODOPENK-AUD D40 00O0OO0OO0ODODOODODODOO

O (Met-ENK)OD OO OO OO0OD0OOOOOOLeu-ENKODDOOOODO DODOOO
O O0D0O00 ODOD0OO0O0OD0DOOMet-ENK-Arg-PheD 00 O0D0D0O0OC0ODOO0 OOO
OO0 ODDODDODDODO 0000 O0O0O0O0OMet-ENK-Arg-Gly-LeuD OO OO0 O0O0o0o0oan0O
I A 6 N 0 Y I R R W A W R A W O W A
Met-ENKO O O O 10 O Leu-ENKDO Met-ENK-Arg-PheO O O Met-ENK-Arg-Gly-LeuD O O O
OO0 0O Met-ENK-Arg-Phed O O Met-ENK-Arg-Gly-Leud O 0O 0O O Met-ENKOD O OO O OO

g

a

oad

goooooboobooboobooboo

ugoboooboobdd

ooooogoado

goooaoano
coooooooooboboooobooooboooobobooooo/00b0O0bDbDOOoOO0ODOOO
ooooooogooooooo/000c0oogooooooooooooboDboDbDDbDOOn
ocoooooO0oOoooOO0OooooBOO0OFrRODODOCODOODOD-0CDO0O0O00DOAO(ENK-FfP)O
oooooooooACO0OO0OO0OO0OOoOoUOoooolIcOooboooooooooooooao
ooooobooboobooboobooboboao

ugoodaogano
ocobooooooooOooOooooboooboOo/0o0obOobOO0DOobODbDODOobODOODODDDOO
ocoooooOooooOoooooooooDooooDOooooDooooooooooo/g
coooooOo/000O0DODO0O0ODODODO0DOODODODODODODODOODOODODDOODODOO
ooooooogoooooooooo/0000oooooooooobobDDbDDbDDOOO
uoboboobooboobouoboobooobooooooobooobooboooboooboaoaoan
oooooooooooooboADSOCoObODOOOOOOOOO0OOoOOoOoOooooooooan
goobooobooboobogobogobooboooobooboobobobobooboboobooanb
coo/0000O0OO0O0O0CDODO0OODODODODOODODODODODODOODODODODODDOODODOO
oodad

goooaoano
oooooooooooooooboobooboobobooooobobooooooooooooooao
s00boo0ooboo0oboobogogobobosobbobbobbobobooboboboboOooeongon
oobooobooboobogab

oooooao
oooooogogooooooooooobobobo/00obobobobobobob/000oooooan
uobooboobouobouoobouoobooobooooboboooboobobooboooboooan
ooooooad

goooaoano

oooooao

oooogoao

goooaoano

oad

oo

o

O



(3

JP 2007-537430 A 2007.12.20

ocoboooobooooooooboooobOooobobooobDooobOoooDboDbooooo
O0ODO0O0O0DODO00OD0OD0OD0O0OO0D0ODO0OOOOPENK-AODDODOONOODOOODODODROUO(enkelytin)
ocoooooOOosbO0O0O0DOUODDCOODOODODOODODOODODDOODODODOODO(syn
enkephalin)d 0 OO

O

cCc Oo0ooooooOooogao

-

OoOo0ooooooooooDoooooooDoooogoooao

O

I e [ [ [ i [ O e O [ O Y |

u

O

I [ e [ [ [ O e |

Ooo0oooooooo0ooooooooooDoooogoooao

O

Oooooooooooao

0o
0o0oo0oooDO0ooooD0oDoooDo0DU0ooooDUooooDoDoooDOoooDoDooooao
PENKDOOODODDODODOODDODODODODODOODODODOODODODOOODODOOOOOO
O00oo

oo

0000000000000 o0D0DU0DooDoDo0DoooDoDo0ooDoDOoDooDoDOooooOan
00o0oo0ooD0oo0oooOD0DOoooDo0DU0ooooDU0ooooDoDoooDoDooDoDooooOaOo
Met-ENKO OBOODDODODODOTODODDODDODDODDDODDDDOOLeu-ENKOOOODODOT
OD0D0DO0O0D0TODO0DOO0ODODODODOMet-ENKD O DO ODOOOOOOODORO
0o0oo0oooDO0ooooD0oDoooDo0DU0ooooDUooooDoDoooDOoooDoDooooao
000000000000 oo0D0DU0oooDo0DU0DoooDoDo0oooDoDoooDooooao
0o

0 00O0O0O0O0DO Streptococcus aureusd Bacillus megateriumd O O Micrococcus |

=00 oo0o0oogoogao

Ooooooooooooooooooooogogoooao
OoooooooQgodg

O

o =

O
oo

NK-m-RNAO O
ugoodaogano
ooooogoado

et-

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

O
O
O
OJ
OJ
O
(]
(]

gobobooboobogogbnn

OO0OO0O0O0D0OD0O0O0D0OD0O0OO0D0ODO0O0OO0O0ODOOO0O0DOdO0dEscherichia coliCD 00O
oooooouoooooooooooboobobooboboboDbODboOOoOoboboooooooao
gobobooboobogobogogbooboooboobooboobooboboboboobao

ooooooooooboboobobooOoobobooooooao
gbooboooboboobobDOob0DbDOMet-ENKODODOODODO
gboooooobooobooboobooboooboaoadd
uoooooooooooboobDboooan

000000 Met-ENK-Arg-Gly-LeuOD DO OODOOOOO

OO0o0oooooo40000C0OO0OMet-ENKDODODDDODOOODODAO

gobouobouobouoboouooooboodm-RNACODODDOOODOODODOOO

et-ENK-Arg-Gly-LeuD OO DO ODO0D0OODO

oooooouoooooooooopPLOODODDDODOOOOOOOOOOOO
Met-ENKD DO ODODOODODDODOODODOODOODDOODOODOODO?L0

gooboooboobogoban

goboboobooboobobogogoboooao
uobouobouobooooogooado

gobooobooboooboooooodao
oooooooooooooooooao
ENKDOODODOoOooOoobogobogano
uoobooobooboooboooooodao
oooooooooooooooooao
goobooboobano

oooooooooooooooooao

gooooobooobooobao
gooaao

ooooooooooooao
OOOPENK-ODOOOODOAO

ogooOoaononPENK-ODOORDO
oooooooooonoaoePE

PENK-AD O OO DODOOOOADO

10

20

30

40

50



(6) JP 2007-537430 A 2007.12.20

ooooogoado

O Met-ENKO Met-ENK-Arg-Phe0 D0 OO DOOOOCDOO ODOOCOBOOOFROODOODOO
ooooooooooooooooobooboan

oooogoao
ooooooooooooobz2c000oooooo0o-cocococooooooooooOoan
oooooooooooooobobooobobobooooobobooooooN-oooooooao
goobooobooboobogobogobooboooobooboobobobobooboboobooanb
uobooboobouobouoobouoobooobooooboboooboobobooboooboooan
oooooooooooooooobooboobobbooooobobooooooooooooooao
uoooo-obooboobogoobooboooboooobooooboboobobbooboboooboao
oooooooooooooooboobooboobobooooobobooooooooooooooao
oooooboobogobogobogogboobnn

goooaoano

ODODO0O00OD0OD0O00D0OD000D00120015000000000 (ex vivo)DO

oooooao
uobooboobouobouoobouoobooobooooboboooboobobooboooboooan
OoOoooDbODO0O0OD0DDODO0O0Do0DDODO0O0OO0ODODO0O0OO0ODODO0ODO0DO0O0ODOD0ODODO0OMet-ENK-Arg-Phe
ooooogoc-ooooooosoooooOooooooooooboboboDboDDbDDbDDbDDOOO
oooooooooooooooooboboboooboDoODoOOoOonbo
OO00O0oO0O0oO0oo0oo0oooo0o00DbDPENK-O0119-1590 00 0 O Stark et al., 20000 O
gobooobooboaod

oooooao
goobooobooboobogobogobooboooobooboobobobobooboboobooanb

-00000000(ENK-fp) DO DO OO

20

O0O00O0O00OQ0adsSstarck, M., Danielsson, 0., Griffith, A.J., Jornvall, H., Johann
sson, J. (2001): “ Peptide repertoire of human cerebrospinal fluid: novel proteo
lytic fragments of neuroendocrine proteins” Journal of Chromatography Vol. 754

oo oooooo o0 oo oooo o0 oo ooogoe

o

OOo0oooooooooDoooooooooogdg
OOo0oooooooooDoooooooooogdg
Oo0ooooooooooooooooooao

357-367

O

O

Ooooooooooooooogoao
Oooooooooooooogodg

O

O
O

oo
ooond

O

O o0ooo0oao
O o0ooo0oao
Ooo0ooogao
OooOooogao
i O B A
O Oood

[
[
|
|
|

O 0Ooo

O 0o o

OO oo
O
O
O
O
O

]
]
[
]

O
O
O
OJ
OJ

ooooan

guobouobouoboooboooouooboooboobooobooooboad

X

vivoOOOQoODQOoooooooooooooooooooood

0
O
0
0

0

g
u
O

oooooooooooboooboboboooobooooooao
gobogooooobooooboboobobboboboobooboo
gboooooboooooobooobooobobooboooboaoadd
oooooooooao

invivoOOOOOOODOOOODOOOODOoOoooOOoOoao

gooooooooooboobobobooooboooooodg
ooooooooooooobbbooobobobobooooao

ooooooooooooobobooboooobooooooao
ooooooooooboboobobooOoobobooooooao

gbooooboobooooooooobbooobobooboooboaoan

30

40

50



-~ [ e [ e e e e e [ o [ |

(7]

O 0Ooo0oo0ooao

O

I e e e R [ A R [ |
I e R [ A R [ |

O

O

) JP 2007-537430 A 2007.12.20

ooooooouoooooooooooboooboobobobobooOoOoOboboooooooag
g
OoOo0oo0ooo0OD0O0oo0DOO0O0oo0DODO0O0O0O/00000000000000OMet-ENKOO
goobooboobogobogoboobnn

uoano
coooooooooboOooooboboooboo/ob0bObO0oOobODbODO0DOobODOODn
ex vivoO OO OQOoOOoOODODODDDOOOOOOODODODOOoOo4oOooooooooao
goboouoboobad

ooad
OoOooooDOooooO0oOooO0anvivoOODODOGOOOOOoOooOoDOoooDoDooo
CinvivoOOODODOOODOODODDOODODODOODODODODOODODODODODODOOO
gooboobooboobogobogoboooboobooboobooan

uoano
UoooooooooooooboboboboboDbDDODOOoOOO0OOOOMet-ENKODDOODOODO
ooooooogoooooooboo/oooooooooobobooboDbDDbDDbDDOOO
uobooobogobad

oooooooooooooao

ooano
coooooooobooboooobOooooOoboOooooOoooboooboboooooov
goobobooboobogoobogogbogogobooboooboobooboboboboobooonon
coooooooooOogooo/0c000o0bDO0oOg/00obobO0ooobDOoOoooOOd
coooooooooboOooooboboooobooboboooobobooooDbOo/0O0O00
gooboobooboobogobogooboooobooobooboobobboboboobooonn
oooooououooooooooooboboboboboDbDDboboODDOoOOoOOOAIDSODOOO0OO0OO0
ooooooouoooooooooooboooboobobobobooOoOoOboboooooooag
ocoooooooooOoooooooo/0c0D00b0DO0ODbODO0O0DOoDODOoOooODOOO
/00000000000 DOO0oo0ooDoboOoooao

oono
coooooo/0000bDO0O0OoDODO0O0OO0ODO0DO0OOODDODOO0OODODODOoOODODOOO
ooad
gooboobooboobogobogooboooobooobooboobobboboboobooonn
oooooououooooooooooysoobbobbODDbODDODOOOOOOOO0OO0OOOsod
ooooooooogoooooosesobbbbODbODODDOOOOOOOOOOOOOO
g

ooad
goobobooboobogoobogogbogogobooboooboobooboboboboobooonon
uobooboobooboobooobooooboooooobobbooobobooooooan
OoODO0oo0oo0DOD0O0D0D0OD0O0D0OD0ODO00O0O0OD0O0O0oOOb0ODO0OOD0DOODLimus polyphem
goobooboobogobogobogogoboooobooobooboobobbobobooboooann
uobouoboobouobouoobooooooooooboooboboobooobooodan
ODO0O0OO0ODO0OODODOLimus polyphemusO OODODODOODOOODOODODODOO
gobobooboobooboobogogobooooboooobooboobobboobooooboooan
oooooooooooooooooao

oono
uoboobooboobouobooboobooboo40DO0OO0ODO0OO0OnDnDePST:

PTE180 PRR160O PDR18O0 0 0D O O 2-50 0100 00C0COCOO0OO0OO0OO0OO0OO0OO0OO0OOOOOO
goooboooboobogoboi1ogoobogobogogoboooobooobobooboboboboooan
ooooooz200-pP571000000O0OD0ODODOO0OOCOOOOOOOOOOOOOSRODO-PT
El1s0 0 00uooooooooboobobobobobobODbOOO0OO0OD0400-PRRIGODDOODOOODODO
Oooo0ooooooooooooobosoOo-pPORISOODODODDODODODODODODDDDODODODRDO

10

20

30

40



(8) JP 2007-537430 A 2007.12.20

I e A A 0 R A W A W A O B V= oo}
lyphemus0 OO0 O0OOOO0DOODOODOOOOOOODODOOODOOOODOGOOOPTEL8O PRR
l60 PDRISOD D 0D ODOOOOOOOOOOOOPSSVMAIODDODODODDODOOOOOOOOOOOO

O
O

e ey R o e Iy
e e e R R e Iy

O

Ooooooooo0ooooeserPo0 000D O0DOO0o0O0O0o0 o oog

OoooooooQgooao

Oo0ooooooooooooogogg

O

Ooooooooooooood
OOo0ooooooooooooodg

O

Oo0oooooooooooao

O

O

g
O
g
u
O
g

O

oond
o000
oond
oond

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

O
O
O
OJ

oond
o000

O
O
O
O

gooogbano
ugooboodgaoad

OoooooooooooooQgodg

ooooooan

goooogoband
O

gooo
gooad
oooad
gooao

O oOood
O 0ood
O o0ood
O o0Oood

iooogao

g
g
O
g
u

O0Ooo0oo0oo0ooao

g
O
g
g

O

g
gooad
oooao
gooo
u

O 0o O
O 0o O
[
O 0o O

oo0ooDU0ooooOD0ooooDooooDoooopoooooOood
000000 o0oo0oo0ooooDoDDDO0OO0OD0aOoPierceddd
O00O0O0O0D0OOdPierce(Boston, USA)O SulfoLink-GelO
oooDooooDooooooo

O OO
O OO

ooooooooooooobobOooobooooooao
oooooooooooobobboooboboooooao

[ |
[ |

ooooPTEISODOOOCOOOOOOOUOOOOOOoOoOoOOOO

gboooooobooboobobobobobobooboobao
gboooboooobooobooboobooboooboad

O O
O O

loooooooooooooobooobDbooOonban

ooooooooooobooboboboooooooooooao

goobooobogoobogobogogbogogbooboobooboobobobobobooboo

P5710 PTE180 PRR160 PDRISO D D O O DO OO DOOO
gboobioogogobooboboobobooobobooooad
uoooooooooooooobobobobobooO0oO0oano
i000bo0oobooobooooooooooboboooan

O Ooogo
O Ooogo
O Oooo

gboooboooooooboobobbooobobooboooboooan
ooooooooooooooboboboboboo0oO0oO0ano
googoao

O
O
O

ooooooooooooooobobobobobooooboboooooooooooooao

-fp0 0000000 DO0Oex vivoDOOOOQOOOOODODOODODOODS BabO O

ooooooan
gooboogban
g

O
g
g
O
goobooobog
gobooagogbod
g

oooooooao
120 0 1500 0 0O
gooooboad
O

oooOO0oooOoOO0oOoooOOoOoo-fpOD0OO0ODOOODOGDOO?24
oooooooooooooobobobDoDoDoD-fp0O00O0OnO

0ooooooooooob0an vivoO OO Ooooooooao
ooooooooboz2d0b0DD0OD0OOOOOOOOO0OOOO

-fp00O0O0O0OO0OOOOCODOOOODDODOOODODOODOGO
OO0O0oO0oO0OOinvivoDOO20OOOOOODODDDDOODRO
g o

goobooboobogogbogoobogooboooobooobobbobobboboboobooo
/00000000 0OMet-ENKODODOOODODOOOCDODODOODOODODOOODODOO
oooooooao
ooano

10

20

30

40

50



) JP 2007-537430 A 2007.12.20

ocoboooilgooobooobOoooobOooobboooobooooo/0000b0DbODDOODOO
gs/00000C0CDOO0O0OOCDOODODDOOODODODUOOODIOB3CDOODODOODOODOO
ooooooooooooobooboobobobobooooob40bObODbODbDDbD40O0O0O0O00O0OO0
oooooboobogobogobogobooboobooboobbobboboboooboonon
3000000 DO0O0oo0DOD0U0o0DO0U0OOo0DO0DOOCODO0OUOOENK-fPpOODODOOODOOD
oooooooooooooooobobobillooooooooooobOobObODbODDODODOOOnDOO
OO0OO0DO0OO0OUOUOOOENK-fpOOOOODODODDODDDDDDODDOOODODGO gooooobooao
ooooootee00nooobobobobobObODDODDDDODOODODODRO ugobooobadal.
rqbooooooooooooooooobooonocoornooao oooooood
a gboooooooboooboooboooan ooooooaoaaod
ooooooooooooooOOooOino Iioooooano
gboboooogogobobooboboooboonb goooooooaod
giigmooooogogoooobooooboobobbooobooooaoaao
ID00o0oo0oo0ooooooooooooooooao

O 0OooQgoooo
O 0Ooo0oooo

O o0ooo0oao
O o0ooo0oao
O o0ooo0oao
OooOooogao
OooOooogao
OooOoooQgao

[
O
O
[
[
|

gboogobooobooobooboobbooboobooboad
ooooooooooao

0oO0o00O0O0O0O0o0o
0Doo00oDo0O00ooOooo
00 74pg/ml0 0 00O

O
O
O

oooooooooooooobobooOoOoOano
60 0950 0 0 109pg/mIO OO DODODODODOAO

O
O
O

gooboooboobog
gobouoboogobod

O
O
O

oooooooo/ccoboooooogoo
gboooboooboobooboooboaad

Oo0oooooooooooooao
O
O
O
O
O
O

O
O
O

00
00O

ooaod
ooaod

oooooooooooooobobooOoOoOano
gbooboowoooogooboboobbooobooonn
ad uoan mlO O 0O 1500 0450p g0 0 00DO0O0O0OO
830 oo O g1ivyoooooooooboobobobooO0oO0an
-gbooobogogssoogobooboooobooobobooboboboDb-b-0000
oooooooogooiso0coobobooooooooooooao
ooooooooooooo ooDooooODO0OO0oo-fpOO
-fp0 0000 OO0DOOO/O gooooboooboooboad
0 ooooao O-fpOOOOODOOODOO
googao gooooboooobooobao

a

O

g

O
g
u

O 0Ooo
O O0Ooo
O 0Oooo
O Oooo

gooagao gboooobooobooaoan
goooao oooooooooooano
gooogao -fpOOOO0O0OO0OOOOO
/0000000000 O0DOOoooooooboao

OOoo0ooooao
O Oo0ooooao

Ooooooooo oo oooo oo ooDoooooooDoooogQgog
OOoo0ooooao

Ooooooooo oo oooo oo ooDooooooooooogogQgog
OooooooooooooooooooooooooooooogQgog

Oo0oooooooooooooao
Ooo0ooooooooood
OOoo0ooooooooood
OOo0oo0ooooooooood
OO0 o0DoDoogogoogoooogod

OO0 ooooogogdg
O OoO0ooogoao
OO oOgooo
O OoO0ooogoao
O Ooo0ooogoao
O Ooo0oooao
O OooOooogoao
O Oooooao

O
g
u
O
g
u

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

ooooooooooooao
-fpO0 000010
goboobooobooooooobooboboobooooan

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

O0Ooo0oo0oo0ooao
O 0Oo0oo0ooao
O 0Oooo
O o0ooo
O 0Ooo
O 0Ooo
O 0Ooo
O
O
O
O

uobouobouobouooboouogooooooobooobbooobooobooboad
-fp0000O0OO0O0ODODODOODOD7O00000D0O00O0GO oad
OCoOO0O0OO0DoODO0OoOooOO0oOoo»>>109pmol/ID 0O 0CDOOOOCDOOODOGOT750

OoOooooooo0ooooooo00 oo oDooooDooDoDoooo0ooDoDoDooooooooao

OooooooQgdg

O
O
O
O
O

Iy e ) R Iy Iy
O
O
O
O

Oooooooogoogodg

o
[«
O
O
O
O



(10) JP 2007-537430 A 2007.12.20

O0O0D0-fp00000O000O000O000O00O0O181.50 0 434pmol/10 O O O ENK-fp
0000000000000 O000048pmol/ID 00000000000 O0DOOO171.5
OO0O0251pmol/1I0 0000020000000 00000

0Do0o0oO0aOo

000000000000 D0O0D0/00000/0000000000000000000
0000000000000 00000000/0000000000000000
00000

0Do0oooao

000000000000

(a)0 0O

0000000000040 000000O0O0O0O0O0ORPS710 PTEL8O PRR16O O O PDR18O O
1000000000 JderinidBerlin, Germanyd 0000000 O00O0O0O0O00ODOP5710 00
PTEIB0 0000 O0O0O00O-fpOOOOOOOPIRIBOODODODUODUODODOOOOoOoOoooOoOO
0220000000 QgoooOokoooboobobobooooOofobO0Oo0oUoOogogogooooooao
O0O0O0O0ooooooao(Cyso)o

ooooogod

(o O

00000000000 0O0PTEL8O PRR1I60O O O PDR18O O Limulus polyphemusO O O O O
0o0oo00o0oogoooooooobobbooboDbDDoDOoOOOCQCQC0O0OU0UU0UUOUUOUOOgOggeLtd. Mic
ropharm(Carmarthenshire, Great Britain)D OO 0O O 0O O O 0O PENK-OO DO O P5710 00O
000000 goooooooooobooDoDDDDODDODODOO0OQODOOOOdBiIoGenes(Berlin, G
ermany)0 O O Limulus polyphemusO D OO D OO0ODOODDOODODOODODOODOOODOGO

goobooobooboobogobogobooboooobooboobobobobooboboobooanb
uogbobooboobogoboooboogao

ooooogoado

goooboooboooboganb
oooooooooooooooboobooboobobooooobobooooooooooooooao
OO00O0O0oO0oO0oo0oo0oooo0on0nCcys(0)-0000PTEL80 PRR1I6O O O PDR18O O Pierce(Bos

ton, USA) O OO OOODOOOSulfoLink-GelOOOOODOOODODOUOPIierceDO0ODODOO
oooooooao
Oo0oo0oo0oo0oooooooooooooDbismmx 8OmmOOOSmIODODODODDDODODODODO
OoOO0oO0oooOO0oOoooOoPBSOOODODODOODOODOOO136mM NaCIO 1.5mM KHy,PO,O 20.4m
Na,HPO,*2H,00 2.7mM KCIO pH7.20 00 OO0 D O0OOCDOOO5SmgO0OOO0OO0DOOD
peSO 00 O0O0O0O0O0OO0OOOODOODODDODDODDDODOOOOOOOOOOOOOOoOooOoOn
OCoOO0oO0ooDO11s0000000Db0000DbO00b0DbOO0O0DO0ODO0DO0OODODOOO0aDoSsOs3mIO
BSOODODDDODDODDOOOOOOODODODUOUOUOOoOoOoOooooosSmIOsOMM L-ODODOOOAO
a uoboobooboobogogobooooboisgboooooooboooboboooboad
ODODO0O0oO0ODO0OODODOOSmIOIM NaCID OO 60000 O00O0O0OOPBSODO
O

2s5miDODO00OOCDODOOODOOODODOOODODODOOODDODOODODDODOODOGO
goboobooboobo-ocobooboooobooooboboobobooonan
OoODO0oOoo0DODO0oOoooOOoOoooOOz2somiOPBSOODOOOOCODOODODDOO
O00oO0oO0oOoooooooooosomvobO(pH2.2) D0 0000000
ocoooooOoOdOmwmigooooooDOoooooooooooooooo
oooao Perbio(Bonn, Germany)OBCA-O0 0O DODDOOOOCDOOOODOOODODOO
O>Img/mIDD0D0D0OCOCOOOO0OO0OO0OO0OO0OO0OO0OOOODODODODODOOOODDODDDDDDODOGO
oooeesOOO0OO0OCOCOO0OOOOOOOOOOOoOoODOOODODDODDDDODDODOOOGOGDOnO
oooogoag

goooaoano

Ooooooood
OooooooogoQgdg
OooooooogoQgdg
OooooooogoQgdg
Oooo0oooQgoao

Oooooooooo Yoo =sogoao
O0Oo0oo0ooao

10

20

30

40

50



(11) JP 2007-537430 A 2007.12.20

Oooooooooao

PENK-O OO OPS710000000D0DO0DDDDDDOODOOOODODODODUOOOOGeOOO
0000000000000 O0D0O0O0OD0O0OdMilipore(Schwalbach, Germany)O 25ml0O
OO00O0O0oO0oO0ooooooon0D0aOnProsep-GOODODODO Kronlab(Sinsheim, Germany)
Eco-plus-ColumnO 10mmx 1256mm0O O O O O O O O

ooooao

0oooooooooo/00oO

O0OO0OOOPS710PRRIGO OO PDRISODODODDODDOODODOOOOOUOUOOOOOOOOAOStar
tubed 12mmx 75mm0 Greinerd Germany0 0D 000D O O0DOODOODOODOODOOOPB
Ss000o0o0o0oooDooDDoDe.7pg/mlD000OO0OODODODDDODOODOOOGORS300u 1000
oooooogogooooooboz2ygbbbDOO0OOCDOOCOCOQOO0OUODUODUOUO20O0OooOooOoOO
000000 oooooo4mlOPBSO30 000000 OOOODODDODDDDOOOGOG GOOO
oood

oooooad

OPTEISOD DO DODOOOPBSOOImg/mIDDDDDODODOOODODO0DODOOOOOOODOOOOO
-N-O000D00-0000000(M@O0OD0OO0O0OCOImg/mlO In VentO Hennigsdorfd Ger
many)D 0O ODDODDDODDODDODDOOOCOOOOOOO200pI1000004p IDDODDDODOORO
ooooogogoooooo20b0b0b0o0DbDD0DD00D00000 00000 goooooooaon
OOoOd4op IOSOMOCOO0OO0OOCOOCOOCOUCOUCOODOUOUOUOODODODODODDODDODDODDDDDDOODOOS
ioSil 400-0 0000 0O O O BioRadd MunichO GermanyD O O O OHPLCO O OO OOOAO
0o0oo0oooogoooooooooooeBsO00ooooooonOanO

oooooad

0000000 ooooooooDoDoDoDoDoDoDoDoao
30goooooobooboooDoDoOOoOOoOoOOosoboDboOooODDODDODDODDODODOOCOOCOOO0DUODUOUOooOd
oooo0ooooooooooosoooo0ogogooooooooooboboDbDbDoDOoOo
Oo0oooooooooooo

Oo0ooOooogogoooooobobobiloop IDOOOOCOOUODUUOUUOOOOOOa2ongOO
OO0200p IOPBSO OO O OOI0OMM EDTADD DD DD DD 0D OO0 OOOOOOOOO
40 0200000000000 D0OD0OO0O0COCOCOCOOCOOOOOOOmI PBSOOOOSOO
0000000 gooooooobobboboboDbDbDoOOoOOOCOOO0OU0OO0OU0OOggagBerth
LB 952T/16) 0 0 0 0 0 000000000 ODOOOoOOaO

oood

ooooooogooooooooboboooboboobooboooobo40DbDbOO

ooad
ooooooOogoggoggogooooooboboboooobooooooObobooboUooooo
0000030000000 00U0U000o0oooooooooDoDoDoDoDDDOaOaO
I0 00000000 ogoooooboooooDoDoDoDooQoOOoO0oUoUOoOoieoDoOan
O oooo0o0o0oogogogooouoooooobooboooboooboboooboi1ooooOooOoao
Ooo-fp0OODDDODOODODDODODODODUODUODODODOOOOOOOOOOO?2800
Ooad 0000000 gogogoooooooooooooaoO-fpOo0OnO
OO 000000000 OoooooooooooooboboeebDOOOO
00 0000000 gogoooooool.y0oogogoooooooao
1o o000 ggoooooooooooooboobooooOn
0o 00000000000 ooooooooooDoDoDoDoDDoDDDOaO
ooooooogooginooonIoooogoggooooooao

OO0O0Oo0oo0oooao

e O

e [ [ O Y B Y i
Ooooooooooooooogogooao

OooooooooQgooao
O 0Oo0oo0ooao

OoOoo0oOgogo

gd
oliooooooooooooOoobooooooooooooooooao
gobooboobogoobogobooooboobooobDicobooobobobnanb
uyogbouobouooboogoboouogoooooooboboobobbooobooboaodo
oooooogoao

I e O Y i [ |
O 0Oo0ooOoo

Oo0ooooocoogoooao
Oo0oooooooogoOoooao

10

20

30

40

50



(12) JP 2007-537430 A 2007.12.20

rel. TR : FARPISREREYE GFiEBRASDEID 2 Fo— L 0EOHE (100%
FETE) TR ARME) . 2 TOMEIE. EEETHS (=5) |

Ratio BRSSO RICONT, BEOEME (%) LRETAI S bo—E
(%) DHE

O00oano
[
[ #Z1 B 3EEREDEEFAW- o T 7 ) OB SRS ORIE
[
[ 1(P571/ IL (PRR16/ Tl (PRR16/
[ ETR LS
[ it | PTELS) PTEIS PTE18)
[
[ oA A rzl IR ratio Rel. IR ratio Rel IR ratio
: ao hu—n | 100 1.0 305 227 1
[ ¥ 1
[ i 6.622 66,2 | 792 2,6 388,5 1,7
[ i 4
[ Frvade— | 172 1.7 482 1.6 289 1.3
[ W
i
E CSF 78278 2828 | 8,5 0,028 4.5 0,0199
[
[
[
[
[

O
oooooao
ocooooobODOooooODOooo-fpODO0OODOODODOOODOOD
oooooooao
gps7i-0000O0O0COCOOOOOOOOOOOOOOOOOOOODODOGDEPTE-18000
oooooogogooooooobooboobooboboboooobobobo0ogogoOoOogoooooooao

30 0o0oano

oooooao

ooano

Oio0p IDDODODOOOOOOOOOOODODOOODOODDODOODODOODODODOAO?20ngO
ODODOOOD100p I PBSOOOODOO10mM EDTAD OO OO OOODOODODODZ20004000
OCoOoOoooO0OoooOO0oOooooooooOoOgmiOoPBSOOO0OSOOOCDOOODOOO
OCoOO0oO0ooo0OD0O0O0OO0O0O0O00ObOO0O0OO0ODbOO0OO0obODbDOOOD0DaO ((Berthold LB 952T/16)0
gooooobooboobogoboobao

goooaoano

oooooooooao
oooooooo-fpOOODODODODODODUODODOOOOoUOoOoOoDODODOODODDDDDDDOOO
O Jerini(BerlinO Germany)D0 D OO0 OO0O0OOOOCOOCDOOOODOOODOOODDOO
ooooooODO0O0oooOO0oooOO0oO0oooOobOO0ooboDbOOoOosoobobooooboDboDOoOooD-fpO
ocoooooOooooDOooooOo-fpOOOQODOOODOOODOO1Ipmol/ID O OO
oooooao

0000000 oooooooobobobobDbDDbDDbDDODOOO0OD0OD0ODOENK-fpOOO
OCOO0OOOODO0OOOOOENK-fpOOOODOODOODODOOeOOODO000000O00O00O00O
ODo9500 0400 0 100pmol/O00000CDOO0ODOENK-fpODODOODODODOO

oooooao

OCOO0OO0OD0D0ODO0OO0O0O0DO0C(CSF)OODODOENK-fpODOO
ODODO0O0OD0ODO0O0OD0D0OD0O0OD0D0OM=39)0000ENK-fpOODOOOCDODDOODODODODOODO96
23pmol/10 000 0OCSF-000O0O0DOOOOCDODOOODOOODOODODOODODOGODZ30



ooooooooao
gooooobogan
ooooooooao
p-00DbO0O0oDb0od
gooooobogan

Oo0oo0ogao
Oo0oo0ogano

Oo0oo0ogao

(13)

JP 2007-537430 A 2007.12.20

O0OO0O00OD0O0DO0OO0OD0OO0OOO0OOMmIODO 15000450 g0 00O
Ooo0oo0osg3ooooooooowyooooooboDDDOOOO
ooo-0boobooOO0OO0OO0O3800b0ooooooooooooaon-
gbobooobobowocboboboooboobobo
ooooooooooooooooooan
oooOo/00000000000OC

ogooboogd
gooboad

U
u

O-fpO000O00O0DO0O0O0ODOO0OO0O-fpO

ooano
uoano

N-fpO

O

Ooo0oooQodg

[0O0DO]

L e T e T e R e |

OoooDoDoooooo0®ooooob

Ooooooooodg

O
O

O 0Ooo0goooao
O 0Ooo0oo0ooao
I [y |
O 0o oOoo

oobobooboobogban

ooond
O

ooond
ooonO

r0o0aag

O 0Ooo0ooo

O0Ooo0oo0oo0oao

O
g
u
O
g

0 O ENK-fpO
0Doo00O00
000000
00

O

ooooano

0 500

|
|

O d
O d
O d
O d
O d

O

O
O

O
O

g
u
0
g

O

O
O
O
O
O

O

u
0
g

O
O

O

O

ooooooooooooao

0oggggags>109pmol/lO
0750 00000ENK-fpO O

5000500000000
gv/ODooOoOOoOOO0O0OOo-fpO
gbooaoobobooaobaay7shd

O 0O0EK

groo
ooogoaod

oooad
gooad
gooad

OD0O0O00D181.500434pmol/ID O O00OENK-fpOOOODODOOODOOODOO
l48pmol/1ID 0000000 DOOOCDOOO0OI1171.5000251pmol/10 0000
200000000000
goooaoano

Starck, M., Danielsson, O., Griffith, A.J., Jrnvall, H., Johannsson, J. (2001):
“Peptide repertoire of human cerebrospinal fluid: novel proteolytic fragments of

neuroendocrine proteins”. Journal of Chromatography Vol. 754, p. 357-367

goooobogan
ooooao
goboi1gooboobogobogobogooboobooobooooboboboboobooan
uouobouoboobouobouobouooboooooooboooboobooboiloonan
ooooz2000-pPS71000000O0OODODODODDOOOOOOOOOOOOOOSOOO-

O

O

Ooooooooodg

oo ooooooogodg

O
g
g
O
g
u
O
g
O
g

TEISO OO O0DO0DO0DO0oU0oOoOooooooobobooboDbDDbDDbDDDO40 00O -PRRIGODDODOODOADO

booouoouooooooobosooo-pRIBOODODOOOODODDODODODODRDO

gd

20000000
3000000
A0 00000
ugoooadgano
50 0 ENK-fpO
600 o0o0o0omnO
fbo0oooan

[

goooad
ooooan
ooobog

O O

oooooan
Oo0oo0oD0oO0onDO
oooooan

OOOENK-fpO OO OQOGO

gooad

O0ex vivoOODOOGOQORDO
gooooboooboboboobooan

ooooooooooao
OODOENK-fpOOOOCODOOOOOO
ooooooooooooobooboboDoODoOoOo0ano

I-1110 d

10

20

30

40



JP 2007-537430 A 2007.12.20

(14)

gooad

ooogag

TR,

Yeve

204

M LLNHBARUOFH-YY “RULHOMe < &L

1
[

17814

Eﬁ.

S a L

112

d£L>ra—==

Y

—

i

Y £ovngs d£LvR—F=

)

d £Lrn—= =g

d£Lmns

- FWPT- 2L

AL£Lrn—r=

l e d£LvnsLAL

n

PN Y

WL £L DT

BUd-Bv-juIPW EFT-  LET
ppndedod pEZ- €12

HuF-197 0

TT- 90T

gopadadoig €0Z- €61

Hu3-1BKW 0

6T~ 98T

. zoppdadoid €87~ 27
na1-A9-BIv-yuI-1oM 89T~ ZOT
15504 65T— 61T

NIPH 08~ S

upeydoyusuds €4~ 1

EEE A2

(SHBI4H) (PERI4TH)

(BTG WIS ADNSISIH a) KO DIATHMAMISIN YY)

ﬂus ﬂwuﬁmzsﬂmﬁgmm _nm&ﬁﬁv_ 4_§>§as _‘_.gzmaqs«a
[+ 7 154 0z 114 74

(C&RI4H) (&R N475)

H8VALd INGS COHHSHIING 24 ) ¥INTIT SENY TS 1LS4)
| 1 | | | | |

o8y oLy 091 sy ot Er ot
TRAINAATA WODINISOANN WHHDAWYT] HSIIDISNIY USLHADIR DISTOTEND LIMDNISITH SIDIWAIV I NIGVRATIA SILYOADSII

1 | | | ! I |

WADDADID S HVIETDISH HTOUWIDDAY HSAITINGSS GOHHSUTING DIITIINTIA SSNYISAGTI YONWADOAY N IESONYI

|
o1t

o8 oL 09 os o 0f (4 114 T

40—~ (L L4 ATOL

(L& $478)

gooao

oooao

M
2 £ =
£ 2
g
E
o N
A.m —
by
2
Rind
3
-
Y & ¢
g8 £ 4
o #
m
2 F o8
o M W
<8 £ &
N O%
n B *
g g g E 2 LN®)
g E -
h TV X HYCH B
o) b
14 14 114 13 91 143 fas o1 8 9 14 (4 0
. . . . \ . . . . X 0
j:74
0s
74
<}0‘|.I|Q|\b(< o0
£ (P=U “FW-VIQT) FRIEOATA BOQYIGA (Lo s ixmn L

o FERE SIS B0

@

ERUESErEAe



JP 2007-537430 A 2007.12.20

gooad

(15)

ooogag

(1/10ud) 3530d3-Ng

F¥ VT L— g iR

SLT- 08T ost - Sz1 S71-001 00t -6L SL-0§ 0s-52 §T-0
— , 11
o
— 4
%S
o
L4 0§
BRp %
09
(081 = u)
o YEHHOFBU-INTG AW T D1 — A=
66 =U g=u op = u ¥ =Uu 801 = U 001 = u
HHFE o B . VBT o AR WHRETS ® v—n Az e
= 1
N B :
- m L[] . . “
] . d <
"~ N SR S S, S
= . - wdes
~{ L : &
S s Sasnasen
g i ; _
® A\kTTTTo - 2 P B - PP A
= b . < .
i m . '
: £
2 * &
. . q m
.
; Pl
O H . s
} J - O m .
g g g g g : .
: : m 1 .
104 dy_ -1
T s AR CHIxEY O FHFAIINIG L SF 2K G T3

ENK-fpi# B (pmol/1)




(16) JP 2007-537430 A 2007.12.20

oooogoag
2007537430000001.app




m — —m ™~ ~—m ~— = @ @ @ @ @ @ @ @ ™@ ™@ ™@ & & /& & /& /& /s /e, /s /e /e, /e /e /e e /e e e e e e e e e e e e

an

oooooboagd

INTERNATIONAL SEARCH REFORT

JP 2007-537430 A 2007.12.20

Intei Appiication No

PCT/EP2005/005090

A._CLASSIFICATION OF SUBJECT MATTER
IPC 7 GOIN33/94 C07K16/00

Accotding to Intarnational Patent Classification {IPC) or tc both nationel classlfication and IPC

B. FIELDS SEARCHED

IPC 7 GOIN CO7K

Minlmurn documentation searched (classification system foiowed by dlasslfication symbols)

Documentetion searchad othar than minimum documentadion 1o the gxtent that such documants ate included in the fields searched

Electronic data base consulled during the international search (name of date base and, where practical, search teyms used)

EPO-Internal, EMBASE, BIOSIS, WPI Data, PAJ

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category ®

Chation of document, with Indication, where appropriale, of the relevant passages

Relavant to clalm No.

KOCH T R ET AL:

DISEASES”
DIGESTIVE DISEASES AND SCIEMNCES,

XP008035980
TSSN: 0163-2116
abstract

Results
tables 2,5

"DISTRIBUTION AND
QUANTITATION OF GUT NEUROPEPTIDES IN
NORMAL INTESTINE AND INFLAMMATORY BOWEL

vol. 32, no. 4, 1987, pages 369-

Materials and Methods: Met-ENK RIA

1-30

376,

S

m Further docurnants are listed in the continuation of box C.

IE Patent famlly membars are listed In annex.

© Special categories of cited documeanits :

A" document deflningthe gansral state of the art which Is not
consldered to be of partioular relevance

*E* earlier document but published on or after the infernational
filing date

*L* dogument which may thtow doubls on priorty claimi{s) or
which is cited to estabiish the publication date of another
chtation or other spaclal reason (as specified)

"Q" dacument referring to an oral disciosure, use, axhibition or
other means

*P* dooument published prior to The Intsmational flling date but
later than the priority date clatmexd

"T* Iater document publlshed after the Intesnational flling date
or priority date and nat In conflict with the application but
::ﬂed to inderstand the principle or theory underiying the
nvention

"X* document of particular relevancs; the claimed Invention
cannhol be consldered novel or cannot be considerad Yo
Involve an ventive stap whan the documant is takan alona

*Y" document of particular relevance; the claimed invention
cannot be derad to involve an i i when the
document I combined with ene or more cther such docu—
!'n?'rl\‘ts,aﬁuch combination baing obvious to a person skifed
inthe art.

"&' document member of tha same patent farnily

Date of ihe actual completlon of the International search

26 October 2005

Date of malllhg of the Intemational saarch report

03/11/2005

Name and mailing address of the 1SA
European Patent Office, P.B, 5818 Patentlaan 2
L — 2280 HV Blswijic
Tel, (+31-70) 340-2040, Tx. 31 651 apo nl,
Fax: &4+31-70) 340-3016

Authorized officer

Vanhalst, K

Fomm PCTASA/Z1C (gacond shast) (January 2004)

page 1 of 4



L T e T e T e T e T e T e T T T s T e O e T e T e, T e, TR s T e, T e T e T e, IO e, T e, T e, IO e, O e IO e, TR e T e T e T e T s TR e T s R s B O e T e T e T e T e T s T s T e T e T e B

(18)

INTERNATIONAL SEARCH REPORT

JP 2007-537430 A 2007

_Im Application Ne

PCT/EP2005,/005090

C.(Contirustion) DOCUMENTS CONSIDERED TO BE RELEVANT

Gategory ° | Cilation of document, with Indication, where appropriate, of the relevant passages

Relevant fo clalm No,

X SMITH R ET AL: "Studies on circulating
met-enkephalin and beta-endorphin: normatl
subjects and patients with renal and
adrenal disease.”

CLINICAL EMNDOCRINOLOGY. SEP 1981,

vol. 15, no. 3, September 1981 (1981-09},
pages 291-300, XP008035979

ISSN: 0300-0664

abstract

Results. patient studies

Discussien: p299, lines 10-28

figures 4,5

X STACHURA Z ET AL: "Concentration of
enkephalins 1in cerebrospinal fluid of
patients after severe head injury"
NEUROPEPTIDES,

vol. 31, no, 1, 1997, pages 78-81,
XP008035983

ISSN: 0143-4179

abstract

Materials and Methods: Enkephalin
concentration measurement

Results

table 1

Discussion

X SMITH R ET AL: ™EFFECT OF LIVER AND RENAL
DYSFUNCTION ON CIRCULATING METHIONINE
ENKEPHALIN IMMUNOREACTIVITY"
NEUROSCIENCE LETTERS,

vol. 60, no. 3, 1985, pages 301-305,
XP002298586

ISSN: 0304-3940

the whole document

X AUGOOD S J ET AL: "Reduction in
enkephalin and substance P messenger RNA
in the striatum of early grade
Huntington’s disease: A detailed cellular
in situ hybridization study”
NEUROSCIENCE,

vol. 72, no. 4, 1996, pages 1023-1036,
XP001029312

ISSN: 0306-4522

abstract

Experimental Procedures: in-situ
hybridisation

Results: Enkephalin gene expression
Discussion

)

1-30

1-30

1-30

1,2,7,8,
14,15,
20,21,
26,28

Farm PCTASA/21¢ (continuation of sacond sheet) (Jennary 20043

page 2 of 4

.12.20



L T e T e T e T e T e T e T T T s T e O e T e T e, T e, TR s T e, T e T e T e, IO e, T e, T e, IO e, O e IO e, TR e T e T e T e T s TR e T s R s B O e T e T e T e T e T s T s T e T e T e B

(19)

INTERNATIONAL SEARCH REPORT

JP 2007-537430 A 2007.12.20

Intem.nl Application No

PCT/EP2005/005090

C.{Continvation) DOCUMENTS CONSIDERED TO BE RELEVANT

Catepory * | Gitalion of document, with indication, where appropriale, of the releveint passages

Relevant to clalm No,

X BOTTGER ANGELIKA ET AL: "Proenkephalin is
& nuclear protein responsive to growth
arrest and differeniiation signais”
JOURNAL OF CELLl. BIOLOGY,

vol. 130, no. 6, 1995, pages 1251-1262,
XP002298587

ISSN: 0021-9525

Resuits: Restricted Revelation of
Proenkephlin Epitopes

abstract

figure 2

X PATENT ABSTRACTS OF JAPAN

vol. 0123, no. 61 (P-763),

28 September 1988 (1988-09-28)

& JP 63 111465 A (AGENCY OF IND SCIENCE &
TECHNOL), 16 May 1988 (1988-05-16)
abstract

X WO 03/035907 A (VENTURA CARLO ;
GIUDICEANDREA FEDERICO {IT}; TESTI
GIANDOMENICO (IT)) 1 May 2003 (2003-05-01)

ahstract

claims 1-27

page 1, 1ine 1 - page 11, line 8

X EP 1 284 297 A (WARNER LAMBERT CO)

19 February 2003 {(2003-02-19)

abstract; table X

page 22, paragraph 90 - page 23, paragraph
96

X EP 1 104 808 A (GENSET 3A)

6 June 2001 (2001-06-06)

abstract

claims 1-63

sequence 5253

paragraph ‘00141 - paragraph ‘011Q!

X HONG J S ET AL: T"Measurement of
beta-endorphin and enkephalins In
biological tissues and fluids.”

METHODS IN ENZYMOLDGY. 1983,

vol. 103, 1983, pages 547-664, XP008035986
ISSN: 0076-6879

abstract

production of antibedies

RIA procedures for Enkaphalins and beta
Enderphins

e

13,15,
16,19

1-30

1!2!798!
14,15,
20,21,
26,28

1,17,20,
30

17-19,30

Farm POTASA/210 {cartinuatlion of sscend shaet) (Jauary 2004)

page 3 of 4



L T e T e T e T e T e T e T T T s T e O e T e T e, T e, TR s T e, T e T e T e, IO e, T e, T e, IO e, O e IO e, TR e T e T e T e T s TR e T s R s B O e T e T e T e T e T s T s T e T e T e B

(20)

INTERNATIONAL SEARCH REPORT

JP 2007-537430 A 2007.12.20

Inta'ﬂ'amppﬂcntl‘on No

PCT/EP2005/005090

C.{Continuation) DOCUMENTS CONSIDERED TQ BE RELEVANT

Category ° | Gitation of document, with Indication, where appropniate, of tha relavant passages

Ralsvant 1o claim No.

X DATABASE BIOSIS *Online!

BIOSCIENCES INFORMATION SERVICE,
PHILADELPHIA, PA, US; 2001,

ABDEL-RAHMAN HOSNA M: "Evaluation of
plasma lecithin—cholestero] acyl
transferase and methionine enkephalin for
early detection and prognostic prediction
of hepatic dysfunction®

XP0080Q35982

Database accession no. PREV200100438929
abstract

& CLINICAL CHEMISTRY AND LABORATORY
MEDICINE,

vol. 39, no. Special Supplement, 2001,
page 5338,

14TH IFCC~FESCC EUROPEAN COMGRESS OF
CLINICAL CHEMISTRY AND LABORATORY
MEDICINEAND 5TH CZECH NATIOM: PRAGUE,
CZECHOSLOVAKIA; MAY 26-31, 2001

ISSH: 1434-6621

X SABOL S L ET AL: "In vitro biosynthesis
and processing of immunologically
identified methionine-enkephalin precursor
protein"

JOURNAL OF BIOLOGICAL CHEMISTRY 1983
UNITED STATES, ‘

vol. 258, no. 4, 1983, pages 2697-2704,
XP002298589

Materials and Methods

abstract

X BOETTGER V ET AL: "COMPREHENSIVE EPITOPE
ANALYSIS OF MONOCLONAL ANTI-PROENKEPHALIN
ANTIBODIES USING PHAGE DISPLAY LIBRARIES
AND SYNTHETIC PEPTIDES: REVELATION OF
ANTIBODY FINE SPECIFICITIES CAUSED BY
SOMATIC MUTATIONS IN THE VARIABLE REGION
GENES™

JOURNAL OF MOLECULAR BIOLOGY, LONDON, 6B,
vol. 247, 14 fpril 1995 (1995-04-14),
pages 932-946, XP001120351

ISSM: 0022-2836

abstract

A KRAEMER W J ET AL: "Changes 1n plasma
proenkephalin peptide F and catecholamine
levels during graded exercise in men"
PROCEEDINGS OF THE NATIONAL ACADEMY OF
SCIENCES OF THE UNITED STATES OF AMERICA
1985 UNITED STATES,

vol. 82, no. 18, 1985, pages 6349-6351,
XP002298590

abstract

13,15,
16,19

13,15,
16,19

13,15,
16,19

Farm PCTASA/210 (seniinuaticn of sacond sheet) (Januany 2004)

page 4 of 4



(21) JP 2007-537430 A 2007.12.20

ntsMiational apphication No.

INTERNATIONAL SEARCH REPORT PCT/EP2005/005090

Box I Observations where certain claims were found unsearchable (COntIm.iation of item: 2 of first sheet)

This Intemnational Search Report has not been established In respect of certaln claims under Article 17(2)(a) for the following reasons:

1. Claims Nos.:
because they relate to sublect matter not requlred to be searched by this Authority, namaly:

Although claims 1 and 20 are directed to a diagnoestic methods practised on the

human/anima? body (Article 52(4) EPC), the search has been carried cut in as
far as the subject-matter refers to in vitro methods.

2. D Claims Nos.:
because they relate to parts of the [nternational Application that do not comply with the preseribed reguirements to such
an extent that no meaningful Intemational Search can he carried out, specifically:

3. ]___l Claims Mos.:
because they are depandent claims and are not drafied in accordance with the second and third sentences of Rule 6.4(a).

Box Il Obhservations where unity of inventlon is lacking {Continuation of kem 3 of first sheet)

This Intemational Searching Autherity found muliiple inventions in this intemational application, as follows:

1. As all requirad additional search fees were imely paid by the applicant, this Intemational Search Repot covers all
searchable clalms.

2. I:l As all searchable clalms could ba ssarched without effort justifying an additional fee, this Authority did not Invite payment
of any additional fee.

3, D Ag only some of the required addifional search tees were timely paid by tha applicant, this Inlemationsl Search Report
covers only those clalms for which fees were paid, specifically claims Nos.:

4, D No required additlonal search feas were timely paid by the applicant. Consaguently, this Interational Search Report s
rastricled Yo the invention first mentloned In the claims; It Is covered by clalms Nos.:

Remark on Protest D The additional saarch fees were accompanied by the applicant’s proest.

D No protest accompanied tha payment of addilonal search fees.

L T e T e T e T e T e T e T T T s T e O e T e T e, T e, TR s T e, T e T e T e, IO e, T e, T e, IO e, O e IO e, TR e T e T e T e T s TR e T s R s B O e T e T e T e T e T s T s T e T e T e B

Form PCTASA/210 (centinuation of first shest (2)) {(January 2004)



(22) JP 2007-537430 A 2007.12.20

L T e T e T e T e T e T e T T T s T e O e T e T e, T e, TR s T e, T e T e T e, IO e, T e, T e, IO e, O e IO e, TR e T e T e T e T s TR e T s R s B O e T e T e T e T e T s T s T e T e T e B

INTERNATIONAL SEARCH REPORT m pReS——
Information on patent family members PCT/EP 2005/005090
Patent document Publication Patant family Publication
cited in ssarch report date member(s) date
JP 63111465 A 16-05-1988 JpP 1841422 C 12-05-1994
JP 5067180 B 24-09-1993
WO 03035907 A 01-05-2003 IT MI20012205 Al 22-04-2003
EP 1284297 A 19-02-2003 CA 2391642 Al 27-01-2003
JP 2003159059 A 03-06-2003
Us 2003134301 Al 17-07-2003
EP 1104808 A 06-06-2001 CA 2311201 Al 05-02-2001
JP 2002010789 A 15-01-2002

Famm PCTASA/21D (patent famlly annex) {January 2004}



(23) JP 2007-537430 A 2007.12.20

ooooogooooo

@éGnooooooo  AP(BW,GH,GM,KE,LS,MW,MZ,NA,SD,SL,SZ,TZ,UG,ZM, ZW) ,EA(AM,AZ,BY ,KG,KZ ,MD,RU, TJ, TM) ,
EP(AT,BE,BG,CH,CY,CZ,DE,DK,EE,ES,FI ,FR,GB,GR,HU, IE, IS, IT,LT,LU,MC,NL,PL,PT,RO, SE,SI,SK,TR) ,0A(BF,BJ,
CF,CG,CI,CM,GA,GN,GQ,GW,ML,MR,NE,SN,TD, TG) ,AE,AG, AL ,AM,AT ,AU,AZ,BA, BB, BG,BR,BW,BY,BZ,CA,CH,CN,CO,CR,
cu,cz,DbE,DK,DM,DZ,EC, EE,EG,ES,FI,GB,GD,GE,GH,GM,HR,HU, ID, IL, IN, IS, JP,KE,KG,KM,KP,KR,KZ,LC, LK, LR, LS, L
T,LU,LV,MA,MD,MG, MK, MN, MW, MX ,MZ ,NA,NG,NI ,NO,NZ,OM, PG,PH,PL,PT,RO,RU,SC,SD, SE, SG, SK, SL,SM, SY, TJ, TM, TN
,TR,TT,TZ,UA,UG,US,UZ,VC,UN,YU,ZA, ZM, ZW

(72000 OOopoOooooooood
oooooooooooobooobooooooooooooooon

(2)000 0OO00ooODoDoOoooOo
ooooooooooooooooooooooooooooooooooon

OO0OD0O0O (@ DO) 4H045 AA11 AA30 CA45 DA33 EAS0 FA1S

ooooood
oooooooooooooboobooooooooooooooooooboooboOoOobobo0o0oOooooooooooo
ooooooooooo



THMBW(EF)

[ i (S RIR) A ()
e (S IR) A (%)

FRI&R BB A

S\ EREERE

BEGF)

Bk RR BT AN/ E R BREEF D H P AR
JP2007537430A

JP2007512086

o LR A D 22 7]

KRR IMS B 1323 B

YRLTPARILVII>
VR

7
7 L7IINAR
LT7ARILII>

p%
RLT7-INLVAB

k
K

NN

patsnap

2007-12-20

2005-05-11

GO01N33/53 CO7K14/70 CO7K16/00 C07K16/26 GO1N33/94

C07K16/26 GO1N2333/70

GO01N33/53.D C07K14/70.ZNA

4H045/AA11 4H045/AA30 4H045/CA45 4H045/DA33 4HO045/EA50 4HO45/FA15

Ei
"Lz

2004090191 2004-05-13 EP
JP4976282B2

Espacenet

RRASRASHPNER , BAFN/HEDHEFNADHN M, ER
ity ARARER , NALRREWAE AT AN/ E R B gk
BX, ERPREHMRRETT M , UK, P IRBERERAER , #E%

HEE | HERKHE , B

RXBIEE , TEVKRE , BERMm , 2F

DAVERIN , BHDRE , RERSGER/ER , BBEERMHBE , Bt

B, Rk, RRESE , ABEMOIE  BENAE  RE , LER
MeE/EEE | - INRERRE  SRAEKRE  SRUEL , #ER
B, RMEXTR , BRREAR , ARNREERR , BIRE=ZKMEME
B, BRABRBRR , BRE , B, ER , BHERK , Bl
fh, BIELMHNMG , EE  AHEMER | DIERBENORME 2E
BRAOIERRE , BMERER , BK  SREAR T EUTE

F3ET7 B T Y42 18 /P E MR R MR AE |, SIERIRD A2 i 1%

B, AXRERETEREEARREFBREASHWHG , EEMABH
M MERER R, REARARSH , RRET — W LR A T2 M8

HH=,

Neuropeptide wynthesls
| n mr
= — . — - e
Taryt e
bk b b o
Propapios | it g | EEEETER e
S l Meworetls
Muturs Heurcpeptide ErE Secratery
e Py Grunibas
ol pe EEEE Com


https://share-analytics.zhihuiya.com/view/99f6e4c2-26b5-45d4-8591-e1d37826e1de
https://worldwide.espacenet.com/patent/search/family/034928803/publication/JP2007537430A?q=JP2007537430A

