JP 2005-292087 A 2005.10.20

(19) B EEHEFT (UP) @2 MW F L ]A) (1) s53F B A P2 2
$5B82005-292087
(P2005-292087A)
(43 ABME  TR17E10820H (2005. 10. 20)
(51) Int.CL." Fl F—7a—F (%)
GO1N 33/53 GO1N 33/53 S 2G045
CO7TH 19/18 GO1N 33/53 U 2G054
COT7TK 16/44 CO7H 19/16 4B0O24
C12N 5/10 CO7K 16/44 4B0O64
C12N 15/02 GO1N 21/78 C 4B0O65
BEWR AHER HREOH 2% OL (£28 8 BRECHE
CHHEES $FEE2004-111373 (P2004-111373) |(71) HER A 000001926

(22) WEER

ERL165E4RA5H (2004.4.5)

(71) B BB A

(T4 REA

(72) JeER&E

EERMERAST

KIEFABRTPREZEENNITH1&E8E

502337583

FT=T A FFTws - 42— R1 A4

Fw R

TAVAERE HVT7H+AZTIH 94
555 ZV—%Frb HA¥FE—FFLT
6536

100077012

#EL By #

EH ®A

KEFAETREERMSTEL 2E4 8
RIFRAEERA TN

BRI

(54) [FEBADEFR]

(57O

O Ooo0ooooao
O 0Ooo0oooo

O O0Oo0ooooao
Oooooooodg
Oooooooodg
Oooooooodg
OOo0ooooao
O Ooo0ooooao

5 —FAFY -5 —AFLFATTF /TR

05 -0000-5 -0000000000WTA)ODODoOoOoOoOoODDD
gbooooobobobobobooobooboboboboooobao

oooooooooboogoao

gboooooobooboboboboooboobobobobooooobo
gboooooobooboboboobooobooboboboboooobao

ogoo



(2) JP 2005-292087 A 2005.10.20

ooooooooao
oooooo

5 -0b0OD0O-5 -00o0ooooooooboboobODboOooooboboboooooooao
oooooo

5 -0000-5 -0bobooOooOoOoOoOoOoOoO0oo
Ss-00o0o0oo0oooouoooooooooooao
oooogoo

oooooao
tooooogoo.oiyc 000D OoUoUOoOoOoOoooooooooao
oooooo

5 -000D0-5 - 0000000000000
s-00000O0O0oou0ogogoooooooooao

O

ooogoo0cooooooooooo
Ao ooooooooooooooao

o

O

gooolo0cooooooooooo
Ao o oooooooooooao

o

ooooodd
0o00o)o
0oooad
H\H(O—R
N
nO
N =N

ﬁﬁﬁﬁﬁﬁﬁﬁ
-~
A\

0(@OOn01000000-C(=0)-0R0000000000)I00000O000
oooooao
O0ooO(N0ODO0DO0OD0DODO0DO0OO0OO0OD0OnN0S000000000000000
oooooao

RODODOODOND

0000
[ 0]
[
. N )
"0
L
0000000000000 000
DoOoooo
5 -0000-5 -0000000000000000000000000000000«0
00000000000
Dooooo
Dooo@i)oo
0000
[ T T

N = o]
E <1
[sﬁh’ N ()
[~
: wo  OH
0

(0oonO100DO0OO0OOXoODODOOODOODODDO)Y OOOOQODOOODODOODDODDOO



I e ) e [ i L [ O Y Y [ |

OOoo0oo0oooao
OoOoo0oo0oooao
OoOoo0oo0oo0ooao
O0Ooo0oo0oooao
OoOoo0oo0oo0ooao
OOoo0ooo0ooao

OooooooogooQgodg

Ooo0ooooooo o0 oo oooo0 oo oDooo o ooDoooogogo-g

I [y e e A B
Ooo0ooooOoooo0 oo oooo0 oo oDooo oD ooDoDoooooDoDoooooooosOd

O
O
O

3) JP 2005-292087 A 2005.10.20

MHooooooo0oooo0o0Odn0s0000OO0O0OO0ODODODODODO

O

Oooooocooo0ooooooo oo oDooooo oo oDooooooooooogoogoaog

O

OoOooooo0ooooooUooooooooDoooDoDo o0 ToDooooooogooao

O
O

O

gd

OoOoo0ooooOod

gobooboobooobooooboboooboobooooan

goobooobooobogogoboogogoboogoobooboobooboobobboobooboo

ooooooooooooooobooobobobDbOoOooboobooooogoao

-5 -Jgb0o0ooobooboboooboboobobobobobobobobooboonb

ooano
O

ERM PO

O

O
O

Oooooooooooooooooooood
O
O

5 -0
uogano

70700 booboobboobobooobobobanb

oooooooooooooooooboobDboOoOOobobooooooag

O

oo

oad

od

od

oo

gboooooobobooboboonb

ooooooooooboboobobooOoobobooooooao

ooooooooooao

ooooooooooooooao

gboooobooooooooadao

ELISAD 00D D O0ODODOobODbDOoboDbDOon

od

od

u o

uooooooooooooobooboboboODo0oOo0ano

oooooooooooboooboboboooobooooooao

ooooooooooboboobobooOoobobooooooao

gooooooooooboobobobooooboooooodg

-b0ooooogogogoo@ovTtAab DD DOHY)YOOOOooOO
gboooooobobooboobooobooaoao

10

20

30

40

50



4) JP 2005-292087 A 2005.10.20
ooooooogooooo@osppSO0DO)yY OO0 oooooao
ooooogogoooooooooooooDoDoDoDoooooo0UoUoUoooooooooao
goooogogogogogooooobobobooobobooooOofofofOoU0oUoUoUogoggooogooao
0000000 ooooooooDoDoDoDoDoDoDoDoDoo0o0o0Do0o0Dooooooooooao
goooodogogogogoooooooboooooooooooooU0oUoUoUooggoooooao
oooooogogoooooooboboobooboboboooofobobo0UooOogOogogoooooao
oooaod
oood
[ H
[ A~ NH, HZN/\/\/N\/\/NH2
[ H,N
[ TrLY ARV
[ \_/

[

: ARNWED LB~

[

[

[ NH, NH,

[ N </I\N

| .7 o
J@ be

OH

[

[ dcSAM MTA

O

ooooogoad

0000000 ooooooooDoDoDoDoDoDoDoDoDoo0o0o0Do0o0Dooooooooooao
0D0S-00000000D0O0(00deSAMDODODDO)0'cOODODOODODOOODOOODODO
ooooooogooooooooobobooboooboboooooobopo20bobbobobDDDODOOO
O0O0DO0OO0OOHPLCOOOODOOODODDODDODDDDDDODDO3DODO0ODO0ODO0ODODODDDDDODODOAO
goooogogggooooooboboooooooOoOofofooU0oUoUoUogoggogoogooao
Oooooooooao

oooooad
O00O0O0OoogooooooRrRIACOOOSPDSOD DD ODODOOODODDODDDDDODODOGO
0o0o00ooog4,5,6000000000000O0DODO0DO0DODODODODODODODODDDODODOGODO
goooodgogogogoooooooooooooDosS -O00o0o-5 -0ODoooOoOoOao
oooooogogoooooooboboobooboboboooofobobo0UooOogOogogoooooao
(titer)D 2,0000 0000 000O0O0ODOO5 -0000-5" -000000D0ODD0ODDOOOODOO
goooogogggoggs-oooooboooooDoOOoOQOQOOOoU0UUUgU1wooooooooao
Ooo0o0o0ooooooooooooboboboDoDbDDDoOELISADODDDODDODODDDDDOOOGO
ooooogogoooooooooooooDoDoDoDoooooo0UoUoUoooooooooao
Oooooooad

ODODO0OOO0DOOdJ.Biol.Chem 19690 O O 2440 O p682

0O00O0O0O0O0O0Od0OdBiochem.J 0O 19780 0O O 1690 O p709

O0000O0D0OOOd Journal of Chromatographyd 19810 0O O 2260 O p208
O0000O0O0O0O00O0Jdournal of Chromatographyd 19880 0O 0O 4400 O pl41
O0O00O0O0OOdOdJ.Biochem.Mol.Biol.19970 O O 300 O p403
O0O0O0O0O0O0O0O0OJ.Biochem.Mol.Biol.19970 O O 300 O p443

ooooooao

10

20

30

40

50



00000000000 O0D0O0O
000000

Do0ooO0aOo
000000000
00000000000 O000
Dooooao
000000000
000000000
000000000
000000000

Dooo

0000

[ NH,

[ N>y

[ 0 <N INJ

[/s\_/§ 7’ vy

[ XN OH

L
O@OO0OX0DO0OOOOOOoOOOoO0O)
0000

[

[ </N l =N c

[ N N¢J

[ o am
[ HO CH

0

(00oo0OnO100DO0O0OO0DOXoDOODODDOOOODOOO)

oooooao

oooboooboobooboobogoboobooboobDbao

(01

5 -0D0D0OD0O-5 -000000o0oO0oOOODODD0OO0O0OO00AO

(01

5 -0b00O0O-5 -00000o0o0bObOoObODDOD0OD0OO0OO0O0:O
S-0b0i0goboobbooboobboobbobo.1wbiDO

ooooo
[O1

ooooogogoo.omyOOODoooopb]joooooooboan

(01

5 -0b0D0OD0O-5 -00000o0o0booOoObODbODOO0O0OO00:nb
S-00000000DO0U0oo0ouoooooooooo.1wbo DO

[01
0000 ()0

JP 2005-292087 A 2005.10.20

ooowTADODODODODOOOOOOOOOUOUOUOOOOoOooooooooao
oooooooogogooooooooooao

OO0OO0OO0OO0OErlangerd 019640 00 OMTAOD OO OO OOOOOOO
ocooo@Qvywyooooooooooooboooopoooobooooao
ODOo0OowMTAODODOODODODODOODODODOODOOOQIHODOoOooOO
gogowrtAODODOOobOoooogooooobooboboooboooboao 10

20

30
0000000000
1000 00000000000
OoO0OO0[0]o0O0O0O000
oooO

40

oo 0 oooooooogoo
ooooooooooao



(6) JP 2005-292087 A 2005.10.20

ooogag

[
[
[ o]

/N Y
[ <1
[ . §
et
: HO OH
O((oonODl000D0O0O0-C(=O0)-0ROO0DODODODODOOOO)ODODOODDOODOO
[01
Oo0oMHoooDooobOO0oo0oo0DO0oo0ooOnDS00000O0O0O0O0OO
(01
RODOODOCIDDO
Ooo0oo0oao

[0

)

. —N an

[

.0
ooooo[oljooooooad
[C1]

5 -0000-%5 -gbooobooooboboobbobobobbobobobobooboobao
gobooboobad

[O1]
0oooQiyoo
Dooo
[ N .
N = o
; am
: o N (m
P
[ HO OH
O
(00D0n01000000X0O0OD0O0O0OO0OO0O0D000)IOD0O0000[D]000000
0
[00O]

ooo(INOOD0OO0O0O00DO0O0O0OO0ONDS00000([0]0000000
[0 o1l

000000000000 0000D000000[00]0000000

[0 o1
O0[0]0O0[00]00000000000000000C0[0]00000000000
O

(0ol
O0[0]0O0[00]00000000000000000C0[0]00[0]0000000
000000000 OO

[0 o1l

5 -J000-5 -0000000000000000000000000000000
000000000

10

20

30

40

50



[0o]

O0000FERM P-197070

(0ol
OO0[0O0]000
ooooooao
(001
Ooooo0DOoOooo
(0Ol
0ooooooao
000[00]10
(0ol
Ooooo0DOo0o0oo
[0O1]
oooooooo
(0ol

O

0O O

g
g

00 [O0]00[C]0

(001
oooooooo
(001
oooooooo
[00]
oooooooo
oDjJjoooooo
(001
oooooooo
oDooooo
(001

O

OoOoooooooodg
I [y |
O 0O o0ooOoo
O 0Oo0ooOgoo
Y Y |
OO ogogog
OO ogogog
OO ogogog
OO ogogog

O
O
-
O

Ooooooooodg

O
O
O
O

S-0

oo
oo

OoOooQovyoooooooooooooooogoao
Ooooooooo0ooDooooooooooodg
OO ooooooooooeeooooooooogogogooao
OO oooooooogooeoooDoooooogogooao

OooooooooQgoOooao

O
g
O
g
g
O
g
u
O
g

O

O
|

O 0Ooo
O oOood

g
O

0
O

O

O

O

) JP 2005-292087 A 2005.10.20

oo[ooljooooooooood

0000000000000 [0]00([0]00O00000

[0]O0[0]0000O0O0000000

goooooooooobobooboboobooooobooooooao

OO0[0O0]000000

oooooooOoboljoooooo

gugbouobooooooboooooboa

ELISAD 00D OO0 [OO0]Joocooon

oooooooooooobobDboopooljooooogoo

O

O

oooooooOoooooooboobooooboobooooboDbaoro

000000000000 [00]00[00]000000

00000000000 [00]0O0[00]0000000

ugboos -ogoo-5 -boogooboaoobobooaoobooaodhob
ELISAD0D 000 0o0oooooooooboboboDo0oOoan
gbooooboobooooooooobbooobobooboooboaoan
ooooooooooooao

goao

-boooouooouooooooobooooboboboboboDoODbO0O0an
gobooboobogogoogs-ocgoboooobobooboobooboboan

-5

ooooooooooooooooooobooboboboDOoODbOOO0Oan

-uboooboooboobobooboobooboobooaooan
ooooooooooooooooao

O

goboobogobogooboogogobooboobooboobobobooboooboao

oooooouooouoooooooos-ocooooooOOoOOO0Oaon

O

o¢sAanoooooooooooobooooboooobooooao

O(0ODOcross reactivityD O OO O0O)Doo0DoOoOoOoDOoOOoDOOOOOaO
0o0oooDoD0ooooD0oooDO0U0ooDo0DUooDoODOoDoooODoDooooDOoOoao
0000000000000 ooDO0DU0ooDoDoDoDoooODoDooDoDooooD0Ood

O

10

20

30

40

50



Oo0oooooooo0 oo ooooooooooogodg

QD
I O S [ [ [ [

OoOoooooogod

Oooooooooo0ooDooooo0 oo ooooogogooao

Oo0ooooooooooooogogg
Oo0ooooooooooooogogg

Oo0oooooooo0ooooooooooooogodg

re

(8) JP 2005-292087 A 2005.10.20

ooooooouoooooooooooboooboobobobobooOoOoOboboooooooag
OOO0OOOMTAOdeSAMO OO OO OOOMWWO OOooooDOooooooooooao
oooooouooooooooooobobooboobobboDboOoOOoOObOOoOOooooooao
oooooooooooooooooao

ood

ooooooogogs -0obob-s -oooooooooooobobbos-0000
oooooouogogogooooooooooboooboobobboboooOoOboboooooooo
oooooouooooooooooobobooobobbDboooos -ooog-5 -
oooooouoooouoooobleoboooooooon0 s-ooooood

ooooooogooooawooooooboobbDbDbDbDDbOOOODODODDODODOOoDoOooo
ooooooogs -0bobobo-s -ooooooooooooboboboDbo0oOo0ao
goooooboobogobos -0gbo-5 -0boogbooobooboobbobobao
0 e ey I I 6 6 A B I 0 I R 1 B
ooooooooooooooooobooboobooOOoOooboboooo.0I¥ODODDOODOO

oooooooao

ood
OO(titer)DOOOCOCOOOOO0DOUODOODUOOODODODODODODODDODDDDDDOOGO
o000 0oogogogooooooooooooDoDoDoDoDoDooDooDoDooDoDooOoad
gooooogogogooooobobboooobooooobobooogoood

ooad

OO0 (ffinity)J] 000 O0O00ooooooooDoDoDoODoOoOOoOoOoOoooooodd
OOMTAD D DD DGS0%OI OOOMITAODOOOdcSAMDO OO ICS0OD DD ODODGOoOoOoO
OO000O0IC500 O logisticO DO DODODDDDODODORodbardd O Synposium on RIA
lated procedures in medicine, P165, Int0 Atomic Energy Agency, 19740 0O O
O

ooad
ooooooOogoggoggogooooooboboboooobooooooObobooboUooooo
00000000 ooooooooooDoDoDoDoDoDoDoDoDooDoo0Do0Do0DooDooOoaod
gooo0ooogogogggoooooooooooooDoDoDoDooooooooood
oooooogogogogooos -Obbbb- -OOoooooobooboDbDboDbDDoOoo
0000000000 ooooooooooDoDoDoDoDoDoDoDoDoDoDoDo0DoDoDooOoao
gooo0oo0ogoggogggogooooooobooooooDoDoDooObobooUoooood
ooad
ooooooOogoggoggogooooooboboboooobooooooObobooboUooooo
00000000 ooooooooooDoDoDoDoDoDoDoDoDooDoo0Do0Do0DooDooOoaod
gooo0ooogogogggoooooooooooooDoDoDoDooooooooood
ooooooogogogogoooooooboboobooobopoboboooooboboboboooooo
0000000000 ooooooooooDoDoDoDoDoDoDoDoDoDoDoDo0DoDoDooOoao
0ooo0o0ooogogoggoooooooooao

oood

o000 0oogogogooooooooooooDoDoDoDoDoDooDooDoDooDoDooOoad
ooooooOogoggoggogooooooboboboooobooooooObobooboUooooo
0000000 ooooooHoooUooooOooooUoeOONODODODODOOOQ
gooo0ooogogogggoooooooooooooDoDoDoDooooooooood
ooooooogogogogoooooooboboobooobopoboboooooboboboboooooo
00000000 ooooololo0 oo oo ooooooDoDoDoDoDDoDDOOao
gooo0oo0ogoggogggogooooooobooooooDoDoDooObobooUoooood
ooooooogoooooooobooboooboobooboobooobo(@obooooDboDboDboDOOo
00000000 goooooooo)yoooogoooooooooo(w) ooooao

10

20

30

40



) JP 2005-292087 A 2005.10.20

ooooooad
oooo

N
v

A
.

HO OH 10

(00D0On01000000-C(=0)-0R0D0D0DO0O0DODOO0O00)
000

oo U™

H. 0.
N/\/\/\n/ N
N 0

iy |\N o}
¢ 1 J %)

o N
,541

o Y 20

g — — — m M & .

ooad

gooboobooboobogobogooboooobooobooboobobboboboobooonn
oooouoooooooooooboboboboDbDDboObooOoOooBSADDDODDODODODODODRDO
BTcO 00 0DD0DO0O0DO0ODOODO0DO0ODODODODODOKLH) ODODOoooOOoOoooDooooO0OOo

000

O0oOo

000

000

O0O00D0DO0O00D0O0O0O0O00

Dooo0oao

0000000000000 0D0O00OO0OO0O00OODO0O0DODO0OO0ODOODOOOOoOoOooaOn
0000000000000 0DO0OOO0DO0O0ODO0DOoODOoOOQosS -0000-5 -000
0000000000000 0D0O00D00O00D0O0O0DO0DO0O0D0DO0O0DOOoOOoOoOoDaO 30
0O000D00000O0O0ODO0OO0DO0S -0000-5 -000000000000000
0000000000000 00000D0O000DO0O0O0O0OO0 oooai)oo

0000

[

f STl

[ N >y ©

[ </NIJ

[ 0 N m

[ HO OH 40

O

(000On0D100DO0DUO0DODXOODDODODOODDODOODODDO)Y Y ooooODOoDoooDOoOOoooOdao
O0D0O00On010100 00000000000 0CDODO0DOOnOSO0D0O0OOO0ODODDOOOOGO
Xx0o0ooooooDooooDooooDooooooao

oooooao
0oooooO0oooOO0ooooDo0DU0oooOoDU0oooDU0DoooDoDoooDoDooDoDoDoooaOo

O O AntibodiesOd A Laboratory ManualO (1989)0 Cold Spring Harbor Laboratory Press
0000000000000 D0D00D0D0D0D0DO0DD0DD0D0DO0DO0ODDODO0DO0ODODODO0OdAntibodiesOA
Laboratory ManualO (1989)0 Cold Spring Harbor Laboratory PressO0 0D 00O O0O0O0O
ooooogogoooooooooooooDoDoDoDoooooo0UoUoUoooooooooao 50



Oooooooo0ooooooo0ooDoooooooooao
Oooooooo0ooooooooooDoooooooooao
OoooooooooooooooooDoooooogooao
Z 00 oo ooo0ooo0D oo ooUo0ooooooooogao

=
OoOooooocooooooog:e

>

«

mOoOo0DoooooDoooD oo ooogooogaoaog

e s e [ S e e S e e

OO oDooooDowgogooooooooooogoog =
e

OoOooooood

(10) JP 2005-292087 A 2005.10.20

ooooooooooooooobooobobODboOoOOoboboboooooao
gobooboobogogbogoboooboobooboboooboooboonon
goboobooboooboooobooooboboobobooooboooboooan
ooooooooooooooobobooboboDboooan

O 0Oooo
O o0ooo
O 0Ooo

gogbouobouobouoobooooboooobooobobooobooobooodan
oooooooooooooooooboobDboOoOOobobooooooag
(PBSYODO0O0O0O0DODODOODODODODODDOODODDODODODDODDOODOGO
ooooooz203nooooobobobooObODbODOOOOOOOOOoOo
goosogliocopgb0b0obbgobboboboobobooobononn
goboobooboooboooobooooboboobobooooboooboooan
O oooooooooooooooobobooobDboOoOOoboboboooooao
bl oooooooboobooobobobobobboboboboboobooboo
uobouobouobouooboouogooooooobooobbooobooobooboad
O

O 0Oo0oo0oo0oao

Oo0oooooooooooao
O0Ooo0Oo0oood

O0Ooo0o0oood

gobooboobooobooooboooobooboboooobooobao
oooooouooouoooooooooooooboDboOoODODOO0Oan
goboobogobogogoboogoobooobobobobboobooobao
goobooobogao

O 0ooo
O 0ooo
O 0oo o
O 0O oo
O 0Ooo

000000000000 D0O0O0D0DO0O00DO0O0O0(O0O0)00
(00D00D000)00O000O0(@OO00O00O0Ohybridona)d
5° -0000-5 -000000000000000000000
000000000000 D0O0D0D0DO0O00DO0O0D0DO0O0O0O0O0O0O
00000000000 O000O00O0O(Kohler, G. and Milste
, 495-497.(19750 0 O )O

Ooo0oo0ogao

o g
g
o0
g g
00
256

5

ooooooooao
goooobogao
goooobogano
ooooooano

ooooooooooooooboboboboboo0oO0oO0ano
g o oo ogooooaon
oooooooooooboboboboobOoOs3nenonan

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

O
O
0
O

oooooan
ooooano

©
_,>D

O 0Ooo0oo0ooao

O 0Oo0oo0ooao

O 0Oo0oo0ooOoao

O O0Oo0gooao

O O0Oo0gooao

O O0Oo0gooao

O Oo0oooo

OOoooooogod
OoOoooooogod
Ooooooogod
O oooooogod
Ooooooogod
OoOoo0oooogod
OoOoo0oooogod
OoOoo0oooogod
OoOoo0oooogod
OoOoo0oooogod
OoOoo0oooogod
OoOoo0oooogod
OoOoo0oooogod
Oo0o0ooood
OoOoo0oooogod
Oo0oo0ooood
OoOoo0oood
Oo0o0oood
OoOoo0oood
Oo0o0oood
Ooo0oood
OooOoo0oood
Oooo0oood
OooOoo0ooood
A [ B
éDDDDDD

O
O
O

HATOD O OooOOoooOooOooooobooboobooooboobooboao
goboobooobooooooobooooooboboooboobooooboaoan
oooooooooouoooooooooooooboDboOOoODODOO0Oan

e e O Y Y
O
O O
O
OJ

O O0ooo
O
O
O

u
tooooouooooooooooooboboobobbooooboooooooao
LisAoooooooobobobobooooboboboboooooooooooooao



(11) JP 2005-292087 A 2005.10.20

oooooooooooooooobooboobobbooooobobooooooooooooooao
5 -0000-5 -O0boODbODbO0O0O0O0O0O0O0O0D0DU0DU0UO0oO0oUOUOoOELISADDDDDODOOO
oooooooooooooooos -ObobODO0O-5 -000000O00O0OO0ODOOD0OO0OO0OO0AO
ooobooboobogobogogboobogobooboobooonb
goooaoano
ooooooooooooooboboooboobobooooobobooooooooooooooao
goobooobooboobogobogobooboooobooboobobobobooboboobooanb
uobooboobouobouoobouoobooobooooboboooboobobooboooboooan
oooooooooooooooobooboobobbooooobobooooooooooooooao
uoboboobooboobooboooboooboooooooboboooboboooboooboooan 10
oooooooooooooobao
oooogoao
coooooooooOoboOoooboooooooooboDOooooDoooooOoooooOo(E@mo
OOMTA-7H8) 0 OO DO OOODOOOOG-[5-(2,5-0000000D0O0O0-1-000D00O0)O
ooo]l-5 -0000-5 -0000o0o0o0o0ooooKmkHOoooooooooooooao
ooooooooooooobobobboobobobobooooboboooooogoeos3o20000O
ocobooob ooobooobO0OO0OD DooboooDbOooo(@@WoooooDbDO011-1-1 00
O 6)0 O O Mouse hybridoma MTA-7H80 0 OO0 0 O0O0ODOOOOCOOOOCDOOODODO FERM
P-197070 00000000 O0OODODODODDODOOOOOCOOOOOOOOOoOooOooOooOooOon
oooooboobogobogobogobooboobooboobbobboboboooboonon 20
uoboboobooboobouoboobooobooooooobooobooboooboooboaoaoan
ooooooooooooobobobooboboObobooobobobooooooda
oooooao
uobouoboobouobouobouoboooboooobooobooodan

(1)0DD0DD0O00D0D0S-0000000000000000000.1%00000000.01%
oooo0oo
(2)00000000000I1g6,(0)I0D000
(3)0 00000 50kbal O O 27kDa

O

c OO0 oooQgood

o

OooooooooQgooao
OoooooooQgooao

O

SO0 o0oo0ooQgogoo

()

OO oooooooooo0 e o0 ooooogogoao

OO ooooooooooee o000 oooOoogoao

Oooooooooooo o=, 000000000

Ooooooooogooao

OO0 o0o0ooogog-g
°SC OO oOoooooag

(7]
=

O 0Ooo0ooOoo

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

oooooZoooooooao
OoOoooe boooooogoag

Oooo0oogoood

O oOood

OO0 oo0o=2o0o0ggoooao
e Y Y Y Y Y I R
OO0 oooDooogoggogoooaog
OO0 oooDooogoggogoooaog
OO0 ooOoo®ooogogogogoao

O

ITCO tetramethylrhodamin isothiocyanated O O O O

0000000000000 DDD0OO0DDO0OO0OO0O0ODDOD 30
0000000000000 DDOO0O0O0O0OO0ODOOD
0000019940 0000000000000000
0000000000000 DDD0DO0DDO0DO0OO0OO0ODDOD
0000000000000 DDOO0OO0DO0OO0ODOOD
0000000000000 DDO0OO0ODO0DO0OO0ODOOD
O0B-00000000000O00D0O0O000OO0OD
00D0DD0DD00OO0O00O000O0DODODOOOO0O0OFITeO fl
0O AO O 0O O wheat germ agglutinind WGAO O O O
oo0oD ooooDooootcot?®ooiHoO
OooD0oD OOo0DD0D0D0D0O00O00OD0ODDOOn
O O 0

f
O
a
u 40
O
g o gbooooboooboobooooad g

g
u
O
a

[ i R |
O OO

uoano
ogoad
ooano
uono

gooaoan
oooood
gooooan
gooad

O Oooo

O

O
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
[ I |
[ I |
[ B |
[ I |
[ I |
[ I |

goooooooobooooboaoas -gboboao-5s -00a0 50



I e e e e O i O O

n

“ OO0 oOoooooOoogogoao

>

OOoooooooogooooao

Proxi

Ooooooooo0ooooooooooooogodg
Oooooooooooooooooooooodg

O

O

ooano
ooad
oono
uoano
FRETO
ooano
uoano
FRETO
Homogeneous
O O O HTRFO
gooogogao
gooaoano

O

OOo0ooooooOoOgod
OOo0oooooooOoOgod
OOo0oooooooOoOgd

O

O

O
u

OOo0oooooooooooooOooooooogogoOod
OooOoooooQgadg

Oooooo0oo 3 oo ooooo oo oo oooooogoood
O 0Ooo0oo0oo0oao

O Ooo0ooo
O

ooad

gd

ogoboag

O

OooOoo0ooooQdgadg

O 0Oo0ooo

O 0Ooo0ooo

O O0Oogogog

O Oo0ooogoao

O OoO0ooogoao
OOo0o0oooogod
OOo0o0oooogod

O

O

OooOoo0oooodgadg

O

O

OoOoooogoood

O

ity Assayl
O (fluorescence
O0oDoooooo

O

OoOooo0oogoood

O

O

OoOoooogoood

0

g
U

Oooooogogdg

gooogano
oooooan
oogno

g
U

Ooooooggdg

googao

O

O Oooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo

O

0

O

O

O

(12)

g
u

000000000000 0000000000000000000000
000000000000 0000D000000000000000000
000000000000 0000000000000000000000
O0DO0ODO(IA)DODDOOOOODO(ELISA)D0O000000(FIA)DOO
(RINDODODODODODOOOOOOTR-FIADOODODOOOOOOOOOOOODO
00000000000 00000000000000000000000

gooooooobobooboobooboo
u

Oo0o0oooo0oO0oO0oELISA DD 0O O0OOOOE
ooooooooooobooboooooano
gooooboboobbooobooboobao
gbooooboobobbooobooboooboad
UoooooooooEeELIsA0ooonog

20000000 bOO0O0DOO0oO0DbOoO0bOooOobOooboan
oooOooooOoooo(@OoOorMRPOOOD)YDODOOOOO
gooooooooooboobobobooooboooooodg

oooooooooooboooboboboooobooooooao
gobogooooobooooboboobobboboboobooboo
gboooooboooooobooobooobobooboooboaoadd
ooooooooooboboobobooOoobobooooooao
goooooooboobooobobobobooboboobooboo

000000000000 O0DO0OO0OOoSPAO (Scintillati
00O 00O (fluorescence polarization;
resonance energy transfer;

FPY OO ODOOO
OOFRETOODOO)DOOOO

gbooboooboOoOOgrRETOODDOOODDOODDOOODOOOO
oooooooobz2c0cooooooooooooooao

ooooooouoooooooobooobooboboDboOoOoOobooboooooOoao

Time-Resolved Fluorescenced O O ,

HTREO O ODOoOoODOooOooOoooaoaao

ODODO0O0OO0ODODO0O0OD0ODODDO0OOD0OOXLe6s (D ODODDODODODODODODOODOOD
OooooO0o)ooooooooooboooboDbDDDOOOFRRETOOODOOO
OOOHTRFO OO OO0O0O0O0o0oooooooOoO337ynam0O0OonooooOonOan
e20nmI 0 0000000000000 DODODODDODDOOOOCOOOXwee50000O0O00AO
goboobooboXxeees0 0o oooooooobooobobooboboonan
XLees50 0 e65nm 0 0 0 000 O0O0O0O0O0OOOODODDODDODOOOOOOOOOOO
(6200 665NnmM)0 00 OC0DOOODODODOOOODOODOODODODODODODODODODOCM@OO
ocoogo)y ooooooooooooooooooooDooooDooooooo
ooooao

ooooououooooooooooooboDboDDoOoOoospPADDDODODDODDODOODRDO
SPAOD 0 0OSPAO0D DD OOOOOOOOORIDODODDDOOOOCCOOOOOOOO
ooospADDODDDDOOOOODOODDODODUOUODOOOOOBOOSPADDODOOOO
uobobouobouobouobouoobooogobooooboobooobobooobooboooboaodo
oooooouooooooooooobooboboobobODbooobobobooooooao

oad

JP 2005-292087 A 2005.10.20

10

20

30

40

50



OooDo0ooDooooDeoooooooooao
Ooooooooo0oooooo oo oo ooooooDoDeEocoo0oooooogodg

[ 1 e e e e e e e e A [ Oy |

I O L i i [ Y Y
Oo0ooooooogoooao

(]

~+
O O Py
=
O O a
O O o

oood
ooad
oodad
02/058

OOoo0oo0oooao
O0Ooo0oo0ooao
O0Ooo0oo0ooao

2

(13)

JP 2005-292087 A 2005.10.20

gspebsSuoooooosS-ooooOoOOoOOOOCOOO0OO0ooOooOoOoao
oooooooooooooboobobbboooboboboboooooao
-oooooooooooooooooos -oooobo-5 -0
oooooooooooobooboboboboooboboboboooooao

Oooooooo

O0Do0oooooo

5 -00D0O0-5

Oo0o0oooooad
Oo0Do0DoooDoooooo

0oo
O0D0o0o0oDoDooooDooooooao
0Oo0D0o0ooDoDooooDooooDooo
Oo0D0o0oo0DoD0ooooDooooDOooo
O00O0O0O0ogggdesavo oo oo
OD0D0O0O0pH7. 400 0)0000O00O0O
0o0ooooouooooooooooghbs
O0D0o0oooDooooDooooDooao
O0D0o0o0oDoD0ooooDooooDOooo
O0D0o0o0oDoDooooDooooooao
0o
Oo0D0o0oo0DoD0ooooDooooDOooo
ooooogogogs -0ooao-s
ooooooDooos -oooao-5
O0Do0o0ooDoooooooooao
O0-5

ooooooDooos -oooao-5
0ooooooooogbs -0o0oao
glo0o0oDoDOoDOoODs30000O000O0n
Oo0D0o0oo0DoD0ooooDooooDOooo
0o
Oo0D0o0o0DoD0oooDoDooooDOooo
O00oooDooooDooooooao
O0D0o0oooDooooDooooDooao
O0D0o0o0oDoD0ooooDooooDOooo
0o
0Oo0D0o0ooDoDooooDooooDooo
Oo0D0o0oo0DoD0ooooDooooDOooo
O0D0o0o0DoDO0oooDoDoooDoDOooo
ODOo@¢MsSC) D0 ooDooooooo
O O basic fibroblast growth facto
O0D0o0oooDooooDooooDooao
O0D0o0o0oDoD0ooooDooooDOooo
oA D00 O0O0Oooooooooao
00000000000 OooADOD
Oo0D0o0oo0DoD0ooooDooooDOooo
300

0o
O00oooDooooDooooooao
OoDoooDoDoooao

0oo

0o
0Oo0D0o0ooDoDooooDooooDooo
o)y oooo]l-5 -0000-5 -00

r

g
u
O
g
O

u
O
g

g
u
O
g
O

-0

u
O
g

goooooooboobooboo
gboooboboooboooboooboaad
gooooooooooboboboDbOoano
oH)yooooooooooooo@mo 10
oooooooooooboooDbOoan
goo-5 -00o0oo0oboobobooaon
gbooooooobooobooooaoada
oooooooooooobobo0bOoano
goooobooano

ooooooooooooobobobo0booano
-00ooooo0oooooooooooooao
-boooouooooooooooooao

gooooooobooboooboooboo 20
-ubooboooboooobobooboboooboboooboobooobooooboad

-booooooooooooooooao
-goboboobooboboboobaoao

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

O Oooo

O Ooooo

O
O

OoooooogQgogoaoQg
Ooooooe goQgogooQg

so000O0O0OOOOOOOoOooOooOooOodd
ogagad

O

30

Oo0ooo O
ooooooao
Ooooooao
osteogenic fac
oooooao
oo
oo
oo
oo 40
O wo

O

O 0Oooo

OoooooogoQgogoaoQg
OoooooogQgogooQg
OoooooogoQgogooQg
OoooooogQgogooQg
OoooooogQgogooQg
OoooooogQgogooQg
OoooooogogQgogoo

OoOoOoooeeoogao
OoOoo0oooao
O 0Ooooo
O oOoooo
O oOoo0ooo
O oOoo0ooo

O Ooooo

O6-[5-(2,5-0 00000000 -1-
ooooooooboosoooogod
50



(14) JP 2005-292087 A 2005.10.20
O
Ooooo0ooaoano
Ooo00o0ooao
[
[ 2 OMe 2 NH, NH,
N~ N OM NZ N N7 j\_N N? N
A ¢ L Il i
[ kN J TsOH kN J TsCl k\N J CH,SNa Me—S l\\N J
[ HO\S; pMF | HOTN\ O Pyridine TSO@ DMF-McOH W
[ R s % & 3 K A
HO OH 0._0 0.0 o. 0
[ PaS et X
[ 1 2 3 4 10
[ MW 267.24 MW 307.31 MW 447.46 MW 337.40
[ H:N/\/\/\mOEl ]'H\J/\/\/\COOEl
[ B"™>"~"COOE N* N N7 N
NaH LM 0.IN HCl LI
[ : 2N NaOH
> Me—S N —— Me—S N _—
[ DMF 0 THF 0 MeOH
[ oz G
o_ .0 HO OH
[ X
[ 5 6
: MW 479.59 MW 439.53
[ o 20
[ HN">"""cooH 3 “NM/\”/O\S-J}
[ NN HO-N:; WSCD-HCl N;K/[__N o o
S p é N J
[ Me—s—\N - Mc—S—N
[ 0 DMF 0
C HO OH HO OH
[
[ 7 8
[ MW 411.48 MW 508.55
O
Ooo0o0oooao 30
o2 ,3 -0O00000O0O0OOO0OOooooaoao
Oooooaono
E NH, NH,
OMe
N~ N N~ N
[ | | >< TsOH | |
M >~
R ome S
[ HO 0 = HO o)
[ \— DMF /
[ HO OH Oxo
[ 1 :2 40
[
09 -D-00 0000000000 (DOO0O0D0) (1) (6.68 g, 25 mmol) DO OO OO
0000000 (00ml) 00002,2-000000000 (13 g, 125 mmol, 5 mol eq
) 00O0D0p-00DDODODDODOD (1.199¢g, 6.26 mmol) OODODODODOODODOODOOO
ooooveco70 00O OOOO40°coOonO30mlD000ODO0OOOOOOOOOS5%
000000000000 (125000000150 mIDO000OO0O00O0DO200 00000
go0Oosomi0O00C20060mI000C00C0O0D0O0DDOOC0ODOO0O0DOODDODOO0DOOOOOO
0o0oDo0o0oDoo0ooDoobDoooDoooDoooooon0 (ca. 8 g)O150 mIO O DO OO DO
000000000000 00000s5000000°CO3000000000000000
oodooooDoooDoooDoooDoooDooooDoooooo?2 (4.1 9, 13.3 mmol, 53% 50
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yooodo

IR (Nujol, cm ') 3350 (sh), 3240, 3180, 1685 (s).

'H NMR (200MHz, CDCl;) d: 1.38 (3H, s), 1.65 (3H, s), 3.72 - 3.86 (1H, m), 3.95

- 4.02 (1H, m), 4.55 (1H, s), 5.10 - 5.25 (2H, m), 5.86 (3H, d, J = 4.8 Hz), 6.5
7 (1H, dd, J = 1.8, 11.4 Hz), 7.84 (1H, s), 8.32 (1H, s).

oooooao

D2 ,3 -00000000-5 -(p-000000000)00000000

goodad

NH, NH,
N”’:[T—N N7 N
kﬁql ) TsCl Kﬁql J

H0\<S7V - Tsoxﬁ

\_/ Pyridine p—

q;<§) q><f)

2 3
02 ,3 -0000000000000 (2) (4.0g, 13 mmol)D0 00000040 mlO O
0000000 -20°C0p-00000000O0DO0000O0O (2.97 g, ca. 15.6 mmol, 1.2 mo
l eq.) DO0O0DDOD6MIDDODDODODDOODDOODDOODDOODO40 O DOODODO
0000000000000 0D0O0D0O0D0O0DO0OO0OO0O (4.0ml) O-20°CO00015000
Oo0oDooo (ooml) bOoODO8OMIDOODDODODO200000000d30OS50 mIO
Oo0080 mlOS%Y DO O20000050mIDO000O0ODOO30000000O0O00O0O0OnO
0 I e 0 T B A B A W R W R W R
OO00000 (Merck silica gel No. 9385, 230-400 mesh: 50 g) O D OO DOOODOAO
Oo0ooooDoooDooooon (ca. 6g) D0 O0D0DO0OOO0ODDOODDOODDOODOOOAO
003 (4.49 g, 9.75 mmol, 75%)0 0 0 O
"H NMR (200MHz, CDCl, + D,0) & : 1.37 (3H, s), 1.59 (3H, s), 2.40 (3H, s), 4.20
- 4.36 (2H, m), 4.44 - 4.53 (1H, m), 5.05 (1H, dd, J=3.4, 6.2 Hz), 5.34 (1H, dd,
J=1.8, 6.2 Hz), 6.05 (1H, d, J = 18 Hz), 7.19 (2H, d, J = 8.4 Hz), 7.63 (2H,
d, J = 8.4 Hz), 7.84 (1H, s), 8.23 (1H, s).
gooogoao
g2 ,3 -0oboobob-5 -0000-% -0000Db0DO0oU0oboboooao
googad
: NH2 NH2
: N~ N N* N
[ Lk M CH,SNa L
[ Ts0 No ;Me—sw
[ DMF-MeOH
[ 0._0 0_,0
[ 8 X
[ 3 4
a
Oo0ooooDoooooDoOo (5.0 g, 71.4 mmol, 8.24 mol eq.) DO O DOOODOOODO
0O- 00000 (2:1,35al)oo0o0oooooo’°co?2 ,3 -0O00O0DO0OOO-5
" (p-000000D0O0D)DOODDO (3) (4g, 8.67mmol) DOOOODDDODODOOO
0000O0s°c03000000000noos30°co00n20mMIOOO0OODOOOO
ooogs0oml00O0O0D0OODi1I00mIO0D00OOD0OO22000000000050 mlODO
Oo03os50ni00000002000000000000000000000O0O00OD0OAO
oodoooooooDoooDoooDoooDoooDoooDoooDoooDooOo4 (2.8 g, ca. 8.
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3 mmol, 95%) O OO O

"H NMR (200MHz, CDCly) & : 1.41 (3H, s), 1.62 (3H, s), 2.11 (3H, s), 2.67 - 2.91
(2H, m), 4.36 - 4.48 (1H, m), 5.07 (1H, dd, J = 2.2, 3.4 Hz), 5.52 (1H, dd, J =
2.2, 6.2 Hz), 5.64 (2H, br), 6.09 (1H, d, J = 2.2 Hz), 7.93 (1H, s), 8.36 (1H,

s).

O0o0ooao

oeé-(b-0 00 ODO0DO0DODODOODOD)-27 ,3 -0O00DOOODOOO-5 -O0O0O0O-5 -0
godooooooooon

00000

‘E?z N HN™""cooe
’d
— N NaH . N
Me—S$ 0 2 - Me—S N
DMF 0
XK %
4 5

L T e T s T e T e T e T e B e |

O
02 ,3 -00000000-5 -0000-5 -0000000000 (4) (1.50 g, 4.
45 mmol) 0D OD0OODODOODOOODOD (0ml) 00000000000 OO0OOOOOO
(112 mg, 4.67 mmol) 000D DO0O0ODO0D02000000000000000006-00
000000000 (1.04 g, 4.67 mmol) 00D O0DOO0ODO0OO0OOOO (3ml) OO0
0000000000000 000100000060°C020000000000060 ml
0000000040 m00000002000000000030nl000030030 nl
000000020000 0000000000000000000000000O00O
0000000000000 000000O0000O0 (Merck silica gel, Lobar column s
ize B) 00O0On-0000 -00000 (1:1)0000000000000000
005 (1.4 g, 2.92 mmol, 62.5%)0 0 0O
H NMR (200MHz, CDCl;) & : 1.25 (3H, t, J = 7.0 Hz), 1.40 (3H, s), 1.45 - 1.53 (
2H, m), 1.62 (3H, s), 1.64 - 1.79 (4H, m), 2.10 (3H, s), 2.31 (2H, t, J = 7.2 Hz
), 2.68 - 2.90 (2H, m), 3.56 - 3.76 (2H, m), 4.09 (2H, q, J = 7.0 Hz), 4.36 - 4.
45 (1H, m), 5.08 (1H, dd, J = 3.2, 6.6 Hz), 5.53 (1H, dd, J = 1.8, 6.2 Hz), 5.86
(1H, br), 6.07 (1H, d, J = 1.8 Hz), 7.86 (1H, s), 8.36 (1H, s).
000000
O6-(5-0000000000O000)-5 -0000-5 -0000000000000
00000

[
: HN"""""C00Et HN""""C00Et
[ N7 —N N7 N

s j 0.1 N HCl k\l i
[ Me—S—\N Me—S—\ N
: 0 THF o)
[ S % S

0.0 HO OH

t X
[ 5 6

O

06-(5-0000000000000)-2 ,3 -00000000-5 -0000-5 -0
000000000 (5) (700 mg, 1.46 mmol) DO0.INODO (5 ml) 0OOODOOOOO
O (10ml) 000ODOTLCODOOODODOODOOD 50°C0000000000000S50°CO
O1mO0O00000D0O000000O05% 000000000000 (10 ml)0000 20
mMODOOODODODODO0DO0O0O0O0O000010ml0002005mMIDO000O000000O000
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ooooooO0oDoooO0oooDoUoooOoDU0ooooDoDUoooDUoDU0oooDoooDoDoDoooao
O0O0O0Ogggd (Merck silica gel, Lobar column size A x 2) ODODODOOOOOODO-0O
o000 (3 : 1)DooooDO0DOoOoODU0DO0OO0DDODOODOOG®6 (250 mg, 0.569 mmol, 39%)
oood

"H NMR (200MHz, CDCl; + D,0) & : 1.25 (3H, t, J = 7.2 Hz), 1.38 - 1.56 (2H, m),
1.59 - 1.81 (4H, m), 2.18 (3H, s), 2.31 (2H, t, J = 7.2 Hz), 2.85 (2H, d, J = 5.
4 Hz), 3.53 - 3.78 (2H, m), 4.12 (2H, q, J = 7.2 Hz), 4.32 - 4.45 (2H, m), 4.54
(1H, t, J = 5.2 Hz), 5.94 (1H, d, J = 4.8 Hz), 8.00 (1H, s), 8.29 (1lH, s).
oooooao

oe6-(5-000D0D0ODOODODODO)-5 -0D00OO- -OD00O0O0OO0ODODUODUODOOOO
Oo0ooo

: HN """ C00Et HN” ""C00H
[
[ NN NN

KN J 2 N NaOH/MeOH KN 3
[ Me—S » Me—S

0 0

[
[ HO OH HO OH
[ 6 7
[

06-(5-0000000000000)-5 -0000-5 -0000000000 (6) (25
0 mg, 0.569 mmol)J2 N DOOODDOCOOO (Im)DODODOOO0 (nl) 000000
0D060°C01000000000000030°CO00001mMIDOO0OO0O00O3mi000
000000000000 (pH 3) DO0O0OODDOOO (240 mg, 4 mmol) DD D O0O0DOODO
0000000007 (223 mg, 0.541 mmol, 95%)0 0 O O

"H NMR (200MHz, DMSO-d6) & : 1.23 - 1.41 (2H, m), 1.44 - 1.68 (4H, m), 2.06 (3H,
s), 2.20 (2H, t, J = 7.2 Hz), 2.47 - 2.58 (2H, m), 2.72 - 2.94 (2H, m), 3.98 -
4.08 (1H, m), 4.13 (1H, t, J = 5.4 Hz), 4.750 (IH, t, J = 5.4 Hz), 5.50 (3H, br
), 5.90 (1H, d, J = 1.8 Hz), 7.82 (1H, br), 8.21 (1H, s), 8.36 (1H, s).
000000

06-[5-(2,5-000000000-1-00000)0000]-5 -0000-5 -0000
000000000

DOoooOo

[ AN 0 Q

[ HN COOH HN™""-0-N
N N HO-N J WSCD-HCI o

[ s L N 0

[ Me—S—\ N 0 - S “N /

[ 0 DMF Me— 0

[ HO oH HO OH

[ 7 8

L

ON-O00D0D0DD0DO0OD0OD0ODO0OO0ODODO 25 mg, 1.08 mmol)D O O01-000-3-(3-000000
Ooooo)dooogoodg (wsebo HCl, 207 mg, 1.08 mmol) DODODDOODOOODOO
oo (2ml) 0OO0D0O6-(5-00000O00DOOO)-5 -0000O-5 -00O0ODOOOGOaO
OO0 (7) (223 mg, 0.541 mmol) 00 O0O0O0ODODDODOOOO (2ml) 000000000
000030000000 00000040°CcO0300300000000000000O00O025
mlDOOODODODOO0OO0O2ml000C0000200000000010mMIO00020 05 mlO
0 I e e e e A R W R W R
Oo0oDo0o0ooDoooDoooDoobooOobood (Merck silica gel, Lobar column size A
x 2) 0dooDO0ooooDO0-0000 3:1)yooooDUooooDUoooDUooooDOoOoOGOESs
(231 mg, 0.455 mmol, 80%)0 O O O
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H NMR (200MHz, CDCl;) & : 1.50 - 1.64 (2H, m), 1.68 - 1.90 (4H, m), 2.18 (3H, s
), 2.63 (2H, t, J = 7.2 Hz), 2.77 - 2.89 (6H, m), 3.47 (LH, br), 3.68 (2H, br),
4.35 - 4.51 (2H, m), 4.57 (1H, t, J = 5.4 Hz), 5.91 (1H, d, J = 6.0 Hz), 6.01 (1
H, br), 6.46 (1H, br), 7.97 (1H, s), 8.29 (1H, s).

ooooodd
oooooao
o6-3-000)doOoo-5 -0000-5 -00000ODODOODOoOODOOaO
0
gooooag?2
oooaoao
E NH, NH, HN"""NHBOC
A 2
- S I
[ |\\ J 3 steps \N NaH k\ )
N — Me—S o — . Me—S N
[Hom\xitj DMF o
[ ST —
F 2 0 O R >
[ HO OH el ?><?
[ 1 4 9
[ Mw267.24 MW 337.40 MW 494 61
[ HN">""NH, HN"""NH,
E CF,COOH E: ! JT 2N H.SO {: .
> Me—S N —_ 50, —— Me—S N o
: CH,CL °
[ S § %
[ ?><? HO OH
[ 10 11
[ MW 394.49 MW 354.4
a
OoooOoooao

O6-(3-tert-0 0 00O0O0O0ODOOO))YOOO-22 ,3 -0000DO0O00O0O-5 -00
oo-5 -O0000000C0CO0O0000

00000
[ NH, NN HN">""NHBOC
[ Br NHBOC
[ lQN j NaH L M

— Mo N
NS e TN
[ Sz R

o_ 0 S

[ o_ 0O
[ X X
[ 4 9
0

o2 ,3 -00000000O0-5 -0000O-5 -00000O0O0Oogg (4) (338 mg, 1
mmol) OODODOODODODOODDODOOD (2ml) ODO0DODOQCODO0DOODODOODOOODO (31
mg, 1.28 mmol) 00000000 D2000000000003-(tert-000000D0
ODoDoDoo) ooDooooDOoOd (310 mg, 1.3 mmol) DODODODODODODODODOOODO (0.3
ml) 000000000000 O00D00D0O0ODO0ODO0O1000000e60°c020000
Oo0ooooog20miD00000O0O020mMIDOD0ODD0ODOOOD2000000000010 ml
Oooo300i1o0mi0000000DO0DODODO0DODODODODOODODOODODOODDODOOOOGO
0000000000000 oDoDU0DooDoDU0DOooDDoDOoDOooDOOO0 (Merck silica gel,

Lobar column size A) 0 00 On-0000-00000 (2 :3)0000o0ogoood

10

20

30

40



(19) JP 2005-292087 A 2005.10.20

000000009 (242 mg, 0.5 mmol, 50%)0 0 0O O
“H NMR (200MHz, CDCl,) & : 1.40 (3H, s), 1.46 (9H, s), 1.62 (3H, s), 1.75 - 1.90
(2H, m), 2.11 (3H, s), 2.67 - 2.91 (2H, m), 3.22 (2H, dd, J = 6.0, 12.2 Hz), 3.
73 (2H, br), 4.35 - 4.46 (1H, m), 5.08 (1H, dd, J = 3.0, 6.2 Hz), 5.26 (lH, br),
5.52 (1H, dd, J = 2.2, 6.2 Hz), 6.07 (LH, d, J = 2.2 Hz), 6.18 (LH, br), 7.87 (
1H, s), 8.36 (LH, s).
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H NMR (200MHz, CD,0D)& : 1.80 - 1.95 (2H, m), 2.12 (3H, s), 2.80 (2H, t, J = 7.
0 Hz), 2.91 (2H, t, J = 6.0 Hz), 3.70 (2H, br), 4.23 (1H, dd, J = 5.8, 10.2 Hz),
4.33 (1H, t, J = 4.8 Hz), 4.68 - 5.00 (6H, m), 6.00 (1H, d, J = 5.2 Hz), 8.26 (
1H, s), 8.28 (1H, s).
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