JP 2009-530300 A 2009.8.27

(19) BFREREHFT (JP) X XIS L HA) ()L EARES
$37%2009-530300
(P2009-5303004)
439 AEH FR21E£8H27H (2009.8.27)
(51) Int.CI. F1 F—=a—F (%)
CO7D 513/04 {2006.01) CO7D 513/04 338 4C0O72
A6 1K 31/5377 (2006.01) CO7D 513/04 CSP 4C0O84
ABG1K 31/429  (2006.01) A6 1K 31/5377 4C0O886
A6 1K 31/496  (2006.01) AB1K 31/429
AG 1K 31/454  (2006.01) AB1K 31/4%
SEWR FWR TRESWR AWK (£ 96 B BEECHES
(2l HEES 5 EE2009-500500 (P2009-500500) | (71) HEEA 508278239
(86) (22) B EEH SERR194E3H 160 (2007. 3. 16) TLE, EFARZI A ILKETF
(85) BIRR LB B ERR20511H13H (2008.11.13) b g
(86) B HEES PCT/US2007/006613 TANVAERE 92121 HV7x1
BN EERLHES ¥02007/109120 =7 ¥ FaIT VAL S
(87 EEAHMAB SERR194E9H 27H (2007.9.27) L4 HEoLaoLF 4215
@) BT EEREE 60/743, 543 (74 1R A 100097456
(32) ®scH SERRISE3A1TH (2006.3.17) #HE+ HI #®
(32) @RETEE  KE (1S T RIAE LUk TAFTE

TAVAGRE 92130 HV7x0
=7 ¥ F4IrIT FTal{ 7
TANA avnh 5015

BARIIHRS

54) [(REAOEM] RERZEET 3 LDO4 24V 0F7 V= L&Y
670000 o
0000000000000000000000000
D000000000000000000000000 5 ®]
0000100000000000000000000 gm_
Ooo0o0oooo :
0000000 T oM

0 T T T T T T —

0 10 20 30 4 50 60



(2) JP 2009-530300 A 2009.8.27

ooooDbDooood
ooocooao
ooocoobobobooooooooobbbooooooooobbobobooooooooboao

oooooooU0oooDUoooDoooooUoooDoooDoo@M)uooo
ggoao

RB
2
R4__z3/z\z1—'://\/| b(Rz)m
¥ = /RO
<8
””QK | /;L~GRUn
[0DOD
00O0Obo0OODDOOODDOOOODO ;
0 XO 0O -S-0-NR>-00-0-000 ;
0z'0O0Zz°WO0O00000000-NR®)-0-(CH),0-0-0-s-000000000 ;
0 z20 0 -C(0)-0 O -C(S)-0 0 O ;
OmO 0102000000 ;
OnD 0103000000 ;
0000000104000 000 ;
OR00DD0O0O0O0DDO0OO0ODODDOOONODODOOOODODOOONODDOOOODDOOOOO
oooooag;
O0ORDODODODODDODOOOODODOOODOOOODODOOODDODOOODDOOODO
0000000000000 000000000000000000000000000A0
0000000000000 000000000000000000000000000a0
00000 -RPOR’O -R®SR’0 -R®S(0)RB0 -R®N(R?),0 -R®-0R®0OR’0 -RECNO -R®C(O)R’O -

REC(S)R’O -R8C(NR)R’D -RC(O)OR’0 -REC(S)OR’0 -RSC(NR7)OR’D -R®C(OIN(R"),0 -ReC
(SNR) L0 -REC(NRDIN(R) L0 -RSC(OIN(RIREN(R?) 0 -REC(0)SRED -REC(S)SRET -REC(N
R7)SRE0 -R®S(0)OR’0 -R®S(0) N(R")>0 -RES(0O) NRDIN(R") 0 -RES(0) {N(RIN=C(R")>
0 -R®S(0)N(R")C(OIREO -ROS(0)N(R"IC(OIN(R")O -R®S(0) N(RDIC(NRDIN(R) O -REN(
R7)C(O)RBO -RBN(R")C(0)ORBO -R®N(R”)C(0)SRBO -ReN(R")C(NR")SR®O -REN(R")C(S)SR®
0 -RSN(R7)C(OIN(R?) 0 -REN(R)C(NRIN(R") -0 -REN(R?)C(SIN(R") >0 -REN(R”)S(0)R®
0 -R®0C(0)RED -RBOC(NRP)REDO -RBOC(S)RBI -RCOC(O)ORBO -RECOC(NR7)ORBO -R®0OC(S)OR®
0 -R®0C(0)SREO -R®OC(OIN(R),0 -RSOC(NRIN(R),0 -ROC(SIN(R?),0 -ROORCN(R?),0 -
RESRON(R"),0 -REN(R7IREN(R7),0 -R®C(O)R®C(O)R”I -RCC(OIRPC(S)R’O -REC(OY)RC(NR")
R70 -R®C(0O)RPC(O)OR’O -REC(OYRPC(S)OR’O -REC(OIRCC(NRYOR’O -REC(OIR®C(OIN(R") -
0 -R®C(O)RPC(SIN(R?),0 -RBC(O)RPC(NRIN(R") 0 -RCC(O)RZC(0)SRBD -RCC(O)RZC(S)SR®
0 -RSC(0)RPC(NR7)YSRBO -RBORPOR’ 1 -RCC(OIREN(RIREN(R”) 0 -REC(OYREN(R7)IR®OR”0 O
-R6C(OON(RNHR®ORD D0 DO0DODODODODOO ;

0OtD 01002000 ;
0O0OR000D0D0DODOODODODODODODODODODOODGODDO-o0RY2O-sSRY2O -N
(R®),0 -S(0)R*30 -C(0)R 20 -C(0)0R*20 -C(OIN(RT2),0 -C(0)SR*20 O -N(R*2)S(0)(R
SooooDooooao;
ORPD0DO0DO0ODDODOODODODODODODODODDOODODO-0RY20-SRY20 -N(R
12y,0 -S(0)R*30 -C(0)R*20 -C(0)OR™20 -C(OY)N(R*2),0 -C(0)SR*20 O -N(R*2)S(0)R*3
ooao;
ORMODODO0DO0ODDODOOODDODOOODOOOODODOOODDDOOODDODOOODO
0000000000000 000000000000000000000000000
0000000000000 0000D0D00O0O000oOoaOg;
O0ORODODO0DO0ODDOOODDOOOODODODOODODOOOOD ;

10

20

30

40

50



O
O
O
O

sy [ |

(3) JP 2009-530300 A 2009.8.27

ORSODODODCOCOOODODDODODODDODODDODOOOOOOOODODODODONODDONDOOOOO
000000000000 000000000O0 ;
ORODODODO()IO(@GIIDDODODDDDOD
(DRAOD0DCCO00O0DDNODNDNDDDDOOOOCOOONONODONDNONONDDDOOOOO
0000000000000 00000000000O000000000000000
0000000000000 0000000000C0O000000000000000
0000000000000 00000000000000000000000000
0000000000000 000000000O0000000000000000O0
(iD200(RHO0D0D00000DNONONDOODOOOODDNDONDNONDNDODOOOOOO

goobooooboboooobboooboooobno;
REOODODODODODO0DO0DO0DO0DO0DO0DO0DODODODODODODODODODOODODODOOO0O0O0OOoOoOooOoQao
uogoboboooooooooobobooooobooobobooooboooobbooodo
oooobOoboo0oDoooooooOobobobooooooocoobbobooooooooboao
goooboooooobooooobooooboooobobooooboboooobbooao
gogobbooooooooooboooooobooooobooooaonb ;s
OR°D0OD0DODDODDODODODODODODODODODODDDDDDDDDDDDODDODODODODOOD
gooboboooobooooboboag ;s

ORZO 0000000000000 O0O0DO0DOODODOOOOOOOOO0O0OOOOooao
oooobOobOOoO0oDoooooooOobobbooooooocoobbbobooooooboooobooao
ooooboboooooooooOobobbooooooooobboboooooooobooao
gogooboooooobooooooboooooboooobobooooboboooobbooao
I A A A I A

R°00D0000O0DDO0O0ODDODOONODDODOODDODOOODDODOODDOOOD
0000000000000 00000000000000000000000000a0
0000000000000 0000000000D0000O00000O0o0ooOooOan
0000000000000 D0000O0D00DO0DO0O0DD0DO0DO0O0Do0DOoDOo0O0ooooOooOan
0000000000000 00000000000000000a0g;

00

(i)-ZZ7273°RY0 0 -NHCO)BUD 0D 0O ODRMODODDODODOODODOOODO ;
(i1)-Z'Z?Z°R'0 0 -C(O)OR, (0 O 0DDR,=00000000)I0000O0RCODOODO
0000000000000 000000000000a0d ;

(iii)-2'7%Z%R*0 0 -NHC(O)C(O)OR (0 00O R,=00000000)J100000RYM
Doo0o0D0DO0oO0oo0ooooag;

(iv)-z'7?z°R*0 0 -CH,C(O)OR,(0 0 0 OR,=00000000)100000RMDODO
0000000000000 000;

(V) -Z'72Z3R0 0 -0C(O)CH;,0 00D DDORMDODDDDDDDDDDDDDDDOOD
Ooooo]o

ooooao

o@Mmoooooogooicooooo
oaddg

R3
2 /-
R4_ 23 Zsz1 / l

—

(RIm

= RO
N/ ’A% ;
AR

@

10

20

30

40

50



4) JP 2009-530300 A 2009.8.27

OoDoooo
Ooo()ODDOO0DDDDODNDDDODODDDNDODODDD1I0000000
ODO0O0O0O
Ooo(DOO0OO0ODODODOODDODOODDIOO0O000D0DO
OoDOoO00oo
Ooo()DDOODO0ODDDONDODDODOOND1ID000000
OopDoooo
ORI O0O0O0DDDODODODONDODODODONDODODOOODODOOODODOOODODOOOO
00010000000
000000 10
ORMO0O00DDDODODOOODODDI0O0000D
Ooo0DaOo
""’b (R9)
o) R 0-4
L [ 2
/ o A~ 0 N SN
(R4 + (R4 ,
R1o)04
O o ~IGT, :
A )S36) 210
R")o4

[COOOR 000000 OOOOOOOOOOOOOOOOOOOOOOOOOOGOGO
ooooobobooOooooooooobboooooooobobbobobooooooboooDb oo
ocooocoooOooooooooooo]o

ooocooao

OR*O0D0DDDDDDDDD6OOOOODO

Yg—a S8 Wé oo />—é

U—é 1 é::/ma Rw\’>—é

U—g U—wg RB& g />-% | 0
f@— e Y&—é \‘/S‘%&ZE(S

[CO0O0D0DRDDO0DO0O0DODODOODDODOODDODOODDODOODDOOODDOO
goobobooooobooooboooboobobooobboooooboboooobobooooonan
ocooooooOoooooooobobooo]o

goooogao 50



a
a

L
O

O
g
g

O
O

O
O

0 -z1z2z3-0 0 -N(R®)C(O)N(R®)-0 -N(R®)C(0)-0 -C(O)N(R®)-0O -0C(0)-0 -C(0)0-0 -N(R

(5) JP 2009-530300 A 2009.8.27

RAODIDODDODDNDDODDODOS80OODOO
Oogdg
1
R‘IG R 0
g
0.7 3

N

O0O0ORPOD0DODODO0OOODODOOOODDOODOODDODOODDOOODDI]O

gooooad

RCOODDDDODDOODtert-0 0 0000000000000 p-0000000000
gooouobboogod

gooooad

RAOODODODODOOOOOOOSONDODDDOD
ooao

-

<)\ﬁ/ 3-

gooood

SYCSIN(R®) -0 -C(SIN(R®)-0 -N(R®)C(S)-0 -C(S)0-0 0 -0C(S)-0 0 O D ORI OO00OO

O
O

O

Ooooooogogo

O

L

0 KO O -C(0)-0 -(CHx)q-0 ~(CH2)q0-0 ~(CH2)q0(CH2) =0 ~(CH,) 4C(0)-0 ~C(OINH(CH,)
-0 ~C(OINH(CH) gNH(CH,) =0 ~(CH2) qC(OINH(CH,) -0 ~O(CH,) -0 -0C(0)-0 -0C(0) (CH,)

Oo0oOoogoa

0000000000000 000000000D010020000000
Oo0oooo
-R4Zz372710 O RAN(R®)C(O)-0 O RN(R®C(S)-0 D 0 DR 00D O0DODODODOOD
0000000000010 000000
Oo0oooo0
OO0b0ODODODODODODOXO0-S-0000000120000000
Oooooo
RAODODODODDDODOODDDOOODDODOOODDODOODDODOODDOOODDOO
0000000000000 00000000000000000000000000a0
0000000005 006000000000000000D0140000000
ODoo0oo0ooo
RIODODO0OO0DDDOOO0OO0ODODA5000000
0Ooao

g—K—N Y

p )

ooao

-000ooo0ooao;

YO O-0-000 ;

p0 0001000 ;

D0 00002003000 17]0

oooooo
2-000[d000000003-00-N-{4-[7-(2-00000-4-00-0000)-00

10

20

30

40

50



oo
od
aad
oo
od

oooOao
ooDaOo

goggao

oooooo
oooooo
O@nIoo
oooooo
000

Ooo0oooooooooooggg

[0DOO

(6

goooobobooboi1eooocooOo0OnO

000-4-00000{4-[7-(3-0 0000 -4-00 -3-00 0O
0[2,1-b]00000-2-00]1-0000300000000

-R*z37270 O -R*N(R®)C(O)N(R®)-0 O -R*N(R®)C(S)N(R®)O O O

gbboooobbooooobolbooooobn

goboboo1oooooooooooboboogao
gboboboooobboooooooooobooooagao

RO
/.
7N o
5—(R)n
R2 =
N
X3 ’ 2>"x
A AL AR
H H
(1)

0 X0 O -S-0 -N(R®)-0 0 -0-0 0 O ;

OXMOX2O0X*oOX*0 000000000 -CR®)-0-C(R®),-0 -N-0O -N(R*®)-0 -0-0 0 -

JP 2009-530300 A 2009.8.27

[dD000O0[2,1-b]J00000-2-00]1-00003}000000 ;
2-000-4-000000000-00000-5-000004{4-[7-(2-0000 0 -4-0
-0000)-000[d0J000[2,1-b]00000-2-00]-00003000 ;00
2-(4-000-0000)4-000-00000-5-000004{4-[7-(2-000 00 -4-0
-0000)-000[dD000[2.,1-b]00000-2-00]1-00003000

-0000)-000 [d]
OooedD0OO0O0O0O0

S-000000@OoOoOXMoXx2ox3ox0oD0D0D200000000000000020
oxXxcoooo-o-obO-s-O00O0OO0OO0) ;

gogooano

Iy [y
OoOoo0oo0ogao

gogooano

gooodoooan;

goooao;

OnORPORMDRZODREOOROOODODIDODOOODOODOOO]O

goooogao

RI°CO0DDODO0DO0DDODOODDODOODDODOONDDOOODDOOODDOO
gooooooooboooobooooboboooobooooboboooobobooao

RO DDDDDDDDDDDDDDDDDDDDDDDDDDDDDDODDDDD
oooobobooooooooobbooooooooboobbbbooooooobooob oo

10
OORDO0O00O0O0O0O
0000 OoooDooo
0Oo0o0oooooo

20
30
40

co@aInooooooobogzoogoooooooogoooooDoooooooooooDd
ooocooboboooooooooobobbooooooocooobobobobooooooooobooao



) JP 2009-530300 A 2009.8.27

oood
RO
G
o R
RZ
R10 N
R10 | />—’X
‘X1’ N/U\N S
H H ’
(1
[OODO
0 XO O -S-0 -N(R®)-0 0 -0-000 ;
Oxoo-cR™-00-N-O00O0 ;
0X?00-0-00-S-000 ;
O0O0O0OR®00O0O0O0O000000000000000000O00O00O000000
0000000000000 00D00D00D0O0D00D0D0D0DO0DO0DO0DO0DO0DO0DO0DO0DO0DOOOO
000000000000 O0OODOOOO ;
O0O0O0OnORPORIMRPORAI ORI OODODIDOODODODOODOODN]O
ooooooao
DR ODODODODODODODODODODODODODODODODODODODODODODODODODODODODODDODODDODODDODOOO
0000000000000 000000000000DO0DO0DO0DO0DO0DO0DO0OD0DO0DODOOOODO
00000000 D0-RPOR’D -R®SR’O -R®S(0)R®0 -R®N(R”),0 -ROC(O)R’DO -R®C(S)R’O -

REC(NR7)R”O -ROC(0)OR”O -REC(OIN(RIREN(R?),0 -REOC(O)R’O -REC(NR)OR”O -REC(O)N
(R0 -REN(R7)C(O)RBO -REORPN(R”) 0 -RESREN(R”) 0 -REN(R)R®N(R"),0 -R®-0OR°0R”
0 -R®-0R®N(R),0 -R®C(O)R®N(RIRON(R),0 -RC(O)R®N(RRP0R’D O -RCC(OIN(R7)R®OR
‘0000000000000 000000
t0 1002000 ;
ORPODDODOODDODODOODDODOOODDODOODODODOODDODOODODDOOOD
0000000000000 D00000000a0;
ORODDODO@GIOGHDODOODDDOODOD
(NDR/A00O0DDODONONDDODOONDODODOONDDODOONDDODOODDODOODODOO
0000000000000 00000000000000000000000000a0
0000000000000 0000000000D0000O000O0O0O0ooooOoan
0000000000000 00000000O0O0D0DO0DO0O0o0DO0DOo0DOoO0ooooOoOan
0000000000000 000000000000000000000000a0
(iD200RHOODO0O0DODODO0OODODOOODODOOODODODOODODOOOODOO

gugobobooooobobboooooboooooodad;
230 A o o o  w  w R m
gooobooooooobooooobooooboooobobooooboboooobbooao
gogobobooooobooooobobooooobooooboboooooboooobbooado
ooobObOO0OO0oDO0oooooooObobbooooooocoobbbobooooooooobooao
gooobooboooooboobooooboooobobooooboboogoonb s
OR0D0DDODDODDDODDOODODODDODODOODODDODODODDDODDDODDODODDODOD
oooObObOO0O0oo0oooooobbOooooooz2cO000000
oooooao

RO O -R®0R’0 -ROSR’0 -R®S(0) R0 -RON(R"),0 -R®C(O)R’O -ROC(S)R’O -RCC(NR)HR”
-R6C(0)OR”O -ROC(OIN(RIRON(R") 0 -RCOC(O)R”O -RCC(NR")OR’ -RCC(OIN(R),0 -R®
N(R7)C(0)RBO -RPOREN(R"),0 -R®SREN(R7),0 -REN(RIREN(R),0 -R®ORP0OR’ [ -RCOR®N(R”

Ooooooo0ooooooooooogogoao
OJ
O
OJ

10

20

30

40

50



(8) JP 2009-530300 A 2009.8.27

)0 -RCC(O)RON(RIREN(R?) 0 -REC(O)REN(R)IRPOR’O O -RSC(OIN(RPIRP0R’0 O O ;
00RO 000000 OOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

0000000000000 O0D0D000O0O00O00;
OR00D0D0I000000000000O0O0O0O0ODDNO0O0O0O0O0O0ODONOO0O0O0an
0000000000000 O0O0O0O000O0O0O0O0O0D0O0O000O0O0O0O0O0000000
0000000000000 O0OODOO0O00O0OO0OO0OOOODOOO00OOO0OO0OO0OO0O0O00O0O0O
0000000000000 O0O0000000000000000000000000a0
0000000000000 O0O0O0O000O0O0O0O0O0D0O0O000O0O0O0O0O0000000
0000000000000 O0O0O0000200000000000000000000
0000000000000 0000000000000000000000000 220
0ooooon
oooooo0ao
O0D@Na)l0000000200000000000000000000000000
0000000000000 O0O000000O000O0000000000000000a0
0000
0oooao
RO _,
/"\ R
S
RA__N
10
R R10 l />'/X
2 Q [ Xgs N
X2 T
H H ,
(llla)
O
0ooOoo0o00ao
OOD@QVWOODODODO000021000000000000000000000000000
0000000000000 O0O0O0O000O0O0O0O0O0D0O0000O000O0O000000
ooooao
RO
27
i K\
2 Sy N/\
RGN
10
R R10 [ p—X %‘W)Y
e
» e
XTONT N
H H
(v)
[0DO0D

0 KO O -(CHy) -0 -C(0)O -(CH,)o0-0 -(CH5) 40(CHL) -0 -(CH5)(C(0) -0 -(CH,) C(OINH(
CH5) -0 —C(OINH(CH,) -0 -0(CHy) -0 -0C(0)-0 -0C(0)(CH) -0 O 0000000 ;

0 X0 O -S-0 -N(R®)-0 0 -0-0 00O ;

Oxoo-cR™-00-N-O00OO ;

0X?00-0-00-S-000 ;

0 YO O -0-0 -S-0 -S(0)-0 -S(0)>-0 -N(R**)-0 -C(H)R*>-0 0 -C(0)-0 0 O ;



9) JP 2009-530300 A 2009.8.27

Oq0 0104000000 ;
OpOOoO0200 0000 ;
OR00D0DDO0DO0DO0ODOOOODODOOODODOOODDODOOODDODOOODDOOO
0000000000000 o0o0O0ooooooao ;

OR0 00000000 DOO0OO0ODDOOODDDOOODDOOODDDOOOODDOGOO
0000000000000 000000000000O0O0O0O0DO0S()LRE0-CO)RT2D
-C(0)OR™20 -C(O)N(R*2),0 O -C(O)SR*?0 O O ;

ORS00 D0DD0DO0D0O0O0O0DDOO0OO0OOODODOOOODDOOOOODODOOODODDODOOOODOGOO
0000000000000 000000000O0000O0O00DD00O0O0o0DoDOooo0oan
0 -0RM™20 -SR*20 -N(R12),0 -S(0)R*30 -C(0)R*20 -C(0)OR*20 -C(OIN(R'?),0 -C(0)SR*
20 0 -N(R*2)S(0)R*™0 0 O ;

0tD10 02000 ;
ORPORZODREORPORZOR®OOXIODODODIDODOOOODOODN]O

Oo0oooo0

X0 -N-DO0O0O0OX20-0-0000000250000000

ODoo0oooo0

YO-NR™O OO R™0O000000-SOLRP000;:;t010020000R¥O0 000
D0oo0o000O0250000000

Oooooo

R0 DDDDODODDODDOD-SOR®¥000;t020000R®¥0 0000000000
270000000

ooooooao

00O ODDODO0DO0O0200000000000000000000000DO0DDOOO0
0000000000000 00000000000000000000000a0d
0ooooo

Oo0o0ooooQgdg

-h{——\Y
\'f6p

10
Xj:R ~ 1
N

V)

[0DOD
0 KO O -0(CHy) -0 -C(0)O -C(OINH(CH,) -0 —(CH2) 40-0 O -(CH,)40(CH) -0 O O ;
OpOOod200 0000 ;

00quO0000104000000 ;

Oxoo-N-O000 ;

OXx200-0-000 ;

0 Yo O -0-0 -S-0 -N(R¥™-0 0 -C(H)R*™®-00 DO ;

OmOOo010 0O 2000 ;

ORMOODODODDODOODODODODOOOD-C(O)ORY20O -C(O)SRT20 -C(OY)NRY20 O -S(O
d)R¥PO0 0O ;

OR®00D00O0DO0ODODDODOODOODOOODOODOO ;
OR®¥00O0D00O00D0OO0ODOODOODOODON ;
0t0 10 0 20 0O O 10

ooooooao

10

20

30

40

50



(10) JP 2009-530300 A 2009.8.27

OCoO(va)ooooogoo20000nod
goooano

K—N Y
n/

10
R Z e
e O

KO O -0(CH) -0 -(CH,)40-0 -(CHy) -0 O -(CHL)40(CHy) -0 0 O ;

OgqD 00001040 00 ;

YO O -0-0 -S-0 0 -N(R¥™-0 0 0O ;

R0 DDDDDDDDODDODDDODDODDODDOD-SO)R¥=00D0;
R°00D0D0000D0DO0OO0;

to 010 02000 10

Oo0oooo0

RIODDOOODDOO-RPOR?O -RON(R?),0 -R8C(0)OR’1 -R®OR®OR” [ ~RSOREN(R?) 0

—
O
O
O

Ooooooogg

-REC(OIN(RDREN(R?) 0 -REC(OIREN(R7)IR®POR’ O -RSC(OY)N(RIRP0R’D O O ;
OR/U0O0C0COCOOOOOOOOOOOONOONOONOONOONONOOOOOOOOOOOO
0000000000000 00000000000000000000O0O0OO0OO0OOaO
0000000000000 00000000000000O0O0O0O0O0O0O0Oo0OoOOoOOan
00000000000 0000000000000000O0O0O0O0O0O0O0Oo0OoOOooOOan
0000000000000 D0O0O0OD0O0OD0ODODODODODOD200000000
ooooooao
ORlOUO0DU0U0O0O0OCOUOONONONONONONONONONONONONONONONONONDONONDOOOOODOOOOO
000000000310 000000

ooooooao

0000000000000 0O0O0O0O0O010000000

03-Q-{4-[3-G-tert-0 0 0-000000003-00)-00007]1-00003000 [d
J0000[2,1-b]00000-7-00)N-(2-00000-4-00-000)-0000

o ;

03-Q-{4-[3-G-tert-0 0 0-000000003-00)-00007]-00003F000 [d
J0000[2,1-b]00000-7-00)-N-(2-00000-1-00-000)-0000000
o ;

03-Q-{4-[3-G-tert-0 0 0-000000003-00)-00007]-00003000 [d
J0000[2,1-b]00000-7-00)-N-(2-00000-1-00-000)-0000000
O ;

01-(G-tert-0 0 0-000000003-00)-3-{4-[7-(4-000-00000-1-00)-
00O0[dIDO0O00([2,1-b]J00000-2-0071-00003%00;

01-G-tert-0 00 -000000003-00)-3-@{7-[2-(4-000-00000-1-0
0)-0O0O0O0]-00C0[d00C0O0[2,1-b]J00000-2-0030000)-00 ;
01-G-tert-0 0 0-000000003-00)-3-{4-[7-(2-00000-1-00-00001
-OODO[MIDOOO([2,1-b]J0 0000 -2-00]1-00003¥00 ;

01-G-tert-0 0 0-000000003-00)-3-{4-[7-(3-00000-4-00-00001
0)-0O0OO[MJO000[2,1-b]00000-2-00]-0000300 ;

01-G-tert-0 0 0-000000003-00)-3-@A{7-[3-(¢4-000-00000-1-0
0)-00O0OOOD]-000[dIDC0O00[2,1-b]J0 0000 -2-0030000)-00 ;



1)

OoOoo0oooo

JP 2009-530300 A 2009.8.27

1-(G-tert-0 00 -000000003-00)-3-U-{7-[3-(¢-00000000-000
0-1-00)-00000]-000([d0000([2,1-b]00000-2-0030000)-0

N-(5-tert-0 00 -000000003-00)-N-(A-{7-[3-(4-000-000 00 -1-0
IOODO]0OOO([2,1-b][1,3]00000000-2-003000)00 ;
1-(5-tert-0 00 -000000003-00)-3-{4-[7-(3-00000-4-00-3-000

-0000)-000[dD000[2,1-b]00000-2-007-00003¥00 ;
03-G-tert-0 0 0-000000003-00)-1-000-1-{4-[7-(3-0000 0 -4-00
-0000)-000[dJ000[2,1-b]00000-2-00]-0000300 ;
01-G-tert-0 0 0 -000000003-00)-3-{4-[7-(3-00000-4-00-0000O
-OOO[MDOC0O[2,1-b]00000-2-007]-0000 300 ;

ON-(G-tert-0 0 0-000000003-00)-N-{4-[7-(2-00000-4-00-000
0)J 000 [2,1-b][1,3]00000000-2-00]1000030;

01-G-tert-0 00 -000000003-00)-3-[4(7-00000-4-00 -000 [d]C
0O0O0[2,1-b]J000C00-2-00)-00007-00 ;
ON-(-tert-0 0 0-000000003-00)-N-{4-[7-(B-00000-1-00-000
0)JODOO[2,1-b][1,3]00000000-2-0071000030;

ON-(G-tert-0 00 -000000003-00)-N-{4-[65-(2-00000-4-00-000
0)JO0O00[2,1-b][1,3]00000000-2-00]000030;

0 2-Q-{4-[3-G-tert-0 0 0-0000000
0000 [2,1-b]0 000 0 -7-0 0 )-N-(2-0
0 2-Q-{4-[3-G-tert-0 0 0-0000000
10000 [2,1-b]0 000 O -7-0 0 )-N-(2-0
0 2--{4-[3-G-tert-0 0 0-0000000
J00C0O0[2,1-b]0 000 O -7-0 0 )-N-(2-0

O
a
u
O
g

O

3-0
00
3-0
oo
3-0
00

0)-0000]-00003000 [d
0-4-00-000)-000000 ;
0)-00O00]-00003000 [d
0-1-00-000)-000000 ;
0)-00O0OO0]-00003000 [d

0-1-00-000)-00000~0;

01-G-tert-0 00 -000000003-00)-3-@{7-[2-4-000-0000 0 -1-0
0)2-000-000]1-000[dD0000[2,1-b]00000-2-0030000)-000

OooooooQgdg

1-(5-tert-0 00 -000000003-00)-3-[4-(7-00000-4-00000-00
0[2,1-b][1,3]00000000-2-00)-00007-00 ;

1-(G-tert-0 00 -000000003-00)-3-{4-[7-(4-000-00000-1-000
0)-0O0O0O[dJ00C0[2,1-b]00000-2-00]-0000 300 ;

1-(5-tert-0 00 -000000003-00)-3-[4-(7-00000-1-00000-00
[dlD000[2,1-b]000C0C0-2-00)-00007-00 ;

1-(5-tert-0 00 -000000003-00)-3-{4-[7-(2-00000-4-00-2-000

-000)-000[d0000[2,1-b]00000-2-00]1-0000 }-00 ;

00 [2,1-b]00D000-7-00000 (2-0

00[2,1-b]0 0000 -7-000 00 (2-0

OoooooooooogogQgoao

00 [2,1-b]00D000-7-00000 (2-0

1-G-tert-0 00 -000000003-00)3-{4-[7-(2-0 0000 -4-00 -000)-
000[2,1-b][1,3]00000000-2-00]1-00003¥00 ;

1-(5-tert-0 00 -000000003-00)-3-{4-[7-(2-00000-1-00-000)-
000 [2,1-b][1,3]00000000-2-00]1-0000300 ;

1-(5-tert-0 00 -0 0000000 3-00)-3-@{7-[2-4-000-0000 0 -1-0
)-0O0O]-0000[2,1-b][1,3]00000000-2-003¥1000)-00;
N-(5-tert-0 0 0-000000003-00)-N-{4-[6-(2-00000-4-00-000
Y1 OOOI[2,1-b][1,3]00000000-2-00]100003O0;

2-{4-[3-(5-tert-0 0 0 -0 00000003-00)-00007]1-00003%000 [d]O

oobo0o0-4-00-000)-000 ;

2-{4-[3-(5-tert-0 00 -000000003-00)-00007]-00003%000[d]O

oopoo-1-00-000)-000;

2-{4-[3-(5-tert-0 00 -000000003-00)-000071-00003%000 [d]O

oboboobo-1-00-000)-000 ;

10

20

30

40

50



(12) JP 2009-530300 A 2009.8.27

02-{4-[3-(G-tert-0 0 0 -0 00000003-00)-00007]1-00003%000 [d]C
00O0[2,1-b]00000-7-00000(@-0000000-000)-000 ;
01-G-tert-0 0 0-000000003-00)-3-{4-[7-(¢-000-00000-1-000O
00)-000[dD0C0O0[2,1-b]J00000-2-00]1-0000300 ;

01-G-tert-0 0 0-000000003-00)-3-{4-[7-(CO0O000-1-00000)-0
OO0[dDO0C0O0[2,1-b]J00000-2-00]1-0000300 ;00

01-G-tert-0 0 0-000000003-00)-3-{4-[7-(4-000-00000-1-000O
0O0)-00C0[dDO0CO0[2,1-b]00000-2-00]-00003000

0Doo0oooo

0000000000000 0O0O00DO0O01000000

01-G-tert-0 00 -000000003-00)3-[4(7-00000-000[d]000C0CT
2,1-b]J00O000-2-00)-00007-00 ;

01-G-tert-0 0 0-000000003-00)-3-[4-(7-0000-000[d]0O000[2,
1-b]0 000 O0-2-00)-00007-00 ;

01-(G-tert-0 00 -000000003-00)-3-{4-[7-(2-0000000-0000)-
00O0[d0OO0O00[2,1-b]J00000-2-0071-00003%00;

O{2-[4-{[G-tert-0 000000000 O03-00)I00]00000¥MOO0)IOO
0]J0O000([2.1-b][1,3]00000000-7-00310000 ;
03-{2-[4-{[G-tert-0 0 00000000 03-00)I00]000003¥O00)IO
00]0000[2,1-b][1,3]00000000-7-007300 ;
000000-2-000002-{4-[3-G-tert-000-000000003-00)-0000
]1-00003}000[d]J0000[2,1-b]J00000-7-000000 ;
03-{2-M4-{[G-tert-0 0 00 00000003-00)I00]1000003¥00)IO
00]J0000[2,1-b][1,3]00000000-7-003} 0000000 ;
03-{2-[4-{[G-tert-0 0 00000000 03-00)I00]000003¥O00)IO
00]J0000[2,1-b][1.3]00000000-7-0030 0000
03-2-{4-[3-G-tert-0 0 0 -0 00000003-00)-00007]1-00003¥00C0 [d
J0O00O0[2,1-b]000C00-7-00)-N,N-O0000-00000000 ;
02-Q-{4-[3-G-tert-0 0 0-000000003-00)-0000]1-00003F000 [d
1J0000[2,1-b]00000-7-00)-N-(2-0000000-000)-000000 ;
03-Q-{4-[3-G-tert-0 00 -0 00000003-00)-00007]1-0000300C0 [d
J0000[2,1-b]00000-7-00)N-(2-0000000-000)-00000000 ;
02-000-3-000-002-{4-[3-(G-tert-000-000000003-00)-0000 ]
000000000 [2,1-b]00000-7-000000 ;

2-{4-[3-(5-tert-0 00 -000000003-00)-000071-00003%000 [d]O
0O0[2.1-b]00000-7-0000000000000000

2-{4-[3-(5-tert-0 00 -0 0 0000O003-00)-00007]1-00003%000 [d]C
00[2,1-b]0000C0-7-000000

oooooo

01-G-tert-0 0 0-000000003-00)-3-[4-(7-0000-000[d]0O000[2,
1-b]0 0000 -2-00)-00007-00 ;00

01-G-tert-0 0 0-000000003-00)-3-[4-(7-000-000 [d]0C OO0 [2,1-
b]JDODOOO-2-00)-00007-00

O Ooooo

oooooOobooooooobobobomooooDoDooo

oooobDoDao
ooocooboobooOoboooooobolooooocoobobboboooooooobobbOoooooo
ooooObDooao

oooobDoDao
ooocooboboooooooooobobboboooooboooobobobobooooooboooobooao
ooocooboobooboooooooooobobbooooooooobobobobooooooooobooao

10

20

30

40



OoooooooooooOooao
Oooooooogooogoo

T
O

R

OoooooOooooodg
OO0 o0oo0oogQgogoao
Ooo0ooogoooao
OO0o0ooogogooao
Ooo0oooooao
OO0o0oogogoooao

O

@)

OO0 oooooooooogoQgg
OO0 o0DoDoogogooooogogg
Oo0oooooooooogogQgog

O Oo0oooao
O 0Ooo0oooao

O

O

uaggoano
gooono
gogono
agogoano
gooaon

~
O
O
o/

Ooooogogoo0ogao
Iy A N [y
Oooo0oogooogao
Iy A N [y

Oo0oooodgooaoo
[

0

O

0

O

O Ooooo
O OoOooo
O
O

O

O 0O0o0ooooaog
OOoo0ooooo
O

0

Ooo0oo0ooQogogoao

[ |

O
O

ooao
oo0o

oggao

FLT3O O O O
0 CSF-1RO O

(13) JP 2009-530300 A 2009.8.27

360 0 0000

lDo0oo0ooooooooObbooooooocoobboood

goooobObooboooooooobobbooooooi1ooo
goooooobobooobbooobbooobDbossy

iooo0ooobooooooboboooobbooooboboooobao

UOKITOOOOOORETOOOODOODOPDGFRO OO O O O VEG
goooooobbo3sed3sou4o0n0o0o0goooooan

gigogooooooobobooooobooboooooboogoobobooooobao

goooobOobobobooooooooobbbobooooooooDbDb20nn
ooobooDDbD420 0000000
ooan

ooDoooOOoo0O0oO0oODO0O0DOOob0bOO0oO0OO0O0O0O0D0DdOmidazolothiazole D
erivatives For The Treatment Of Disease)d 0 0 0O 0O 20060 30 170 0 0 0 O0OCDODOO
OD0OOeo/7435430 D 000 O0O0O0OoO0OooDO0oOoDOooO0oooDoooooooooooDOd
ocooooooooooo
oooo0o0no

O
O

OO0ooooogoogg
OoooooooQgdg
OOooooogogg
OooooooQgdg
Oooooogogg

ogoao

ceptor) (PDGFR) [
ooooooaoao

O
O

O
a
u

O
g
U

gogbobooooobboooobboooooboooobbooooodan
ooooobOobOoOoooooooooobboboooooooooobooboao
gooboi1lbooooboboooobboooobobooobDbOoo
(PKOOOODODODODODODODDODOOODODODUODDOODODODODODDOO
uogbobobodooobbooobbooooobboooobbooooodan
Ooo0o0o0ooOD0ooDOoob0o0o0o@KYOODDODODODOODOOoODOD
oooobooooobobboooobboooobbooobbooooan
uooobobobooobobboooobboooooboooobbooooodan
OCOoO@PTKOODOODODOOODODDODODODDODODODOODODODDODDOO
oooobooooobbooobboooobbooobboooooboao
goobobooooobooooboooooboooooobooao

0000000000 O0OO00DODOQd (platelet growth factor re
0o0o0ooDDoDO0o0o0oo0oooooDoDoDoDoDooo0oooDooDooOoao
OO0OQ0OD0ODOOPDGRRO D OO OOOOOODDODOOOOO (Kumabe
0 O 0O O O Oncogene,7:627-633(1992);0stmand O HeldinO O O O Cancer Res.80:1-38(20
o)) 0O OOOoODDOOAO (chronic myelomonocytic leukemia)(CMML)O O O OO O O

10

20

30

40

50



(14) JP 2009-530300 A 2009.8.27

OPDGFR-o0 0000 OO OOODODODOOOO (Magnusson O O O O Blood 100:1088-1091(
2002))0 0 0 0 0O O O O O (gastrointestinal tumor)(GIST)O O O O O O (HeinrichO O
O O O Science 299:708-710(2003))0 0 0 0 0 0 0 C00CDODOOOOOOODODO (CoolsO
0O00OD0ON.Engl.J_Med.348:1201-1214(2003))0 O PDGFR-a D OO OO OO OO OOOAO
ooooOoODOO0oO0oOoooooOoODoDDODOOPDGFR-pOODODODOOODODUOUOUODOODODOO
gooooobOoOoooooooobDboOoOoooUooobopbDbpbobooOooUoooboooDb oo
00000000 (Pietras O O O O Cancer Cell 3:439-443(2003);Pietras 0 O O OC
ancer Res.62:5476-5484(2002))0 PDGFR- 0 0D OO OO DODDODDODODODOOOODOODODOO
oooo0DObOO0O0O0oOo0ooo0Q0bDbObOO0oDOoUOoUUooOOoDDbD100ODDODOOPDPGFR-B OO
OO0O0oOoDDDOO0OO0O0O(Bergers OO0 0O0OJ.Clin_.Invest.111(9):1287-1295(2003);Saharin
end] 00O O0OJ.Clin.Invest.111:1277-1280(2003)0 0 0 0O O O O )O

oooooao

OPDGFRO O OO COOD20000DDO0O0OFI3(FIKZOOOODOO)H)YoOOoooooDboaOo
oooooDoODo0U0o0oo0oooooDoDoDoDo0Do0U0o00oooDoDoDoDoDo0Doo0oooDooDoDoOoao
AMLO O 0O 0O 0O 0O O 0O (Medicinal Chemistry(2004)4(3):255-2710 Medicinal Chemistry(2
004)82:100-1070 O HeinrichO O O O O ;Kiyoill 0 O O O Int.J.Hematol (2005)82:85-92)
0oooDDoDoDO0O)H)D10 000000000 FB300000DD0D0OD0DO0DO0DO0O0ooDooDoDOan
OAMLO OO0 O0O0D0ODDDOO0O0O0O0OO0DOO ((LevisD 00O OO Int.J_Hematol.(2005)82:10
o-107CODOOOO0ODNMIF3OOOOCODODDODOODODUOUODODODDODDDODOODOOUOOOGO
OoO0O0ODDOOO0DO0O0O0oO0oO0oDO0OO0ODDOO0OOO@endriticcel)(CO)0 0 OoOoooDOO
ooooDoDoOOoooooooooDoDoDoDooooooT-00D0000000ODOoOOoODODOOao0
oooooODoOOoOO0oO0ooFI33DO0ODDODCODOOODOCODODODDODODODODOUOUOOODODDOO
00100000 o0oDDbO0OO0U0UO0OFIL3DODOCEP-7O1IDDDODOO0OOOODDOODDDOO
000000000000 00O0O0OO0OA0O (experimental autoimmune encephalomyelitis)(
EAB) 00 0O0O0DDODOO0OO0DO0OOOODODDODDODDODOOOOOoooOoODDOO Whartenby O

0 O O PNAS(2005)102:16741-16746)0 0 0 0 000 )0 0000000000 CO 0000
0000000000000 000O000000000000FI30000000000
0000000000000 0000000O0O0O00000000000000O00O0FIt3
0000000000000 (Rollandd O O O O J.Immunol.(2005)174:3067-30710 O O
0000)0

Ooo0oQ0oO

OPDGFRO D 00D D0D030000000000C0COODO0O0-1000 (colony-stimulating

Ffactor-1 receptor)(CSF-1R) (0 0 0D DO OODODDOOOODODOOOOO (macrophage colon
y stimulating factor receptor)(M-CSFR)O O fmsO 0 0 00O 000D DO0DOOODODDOOO
0000000000000 O0O00O0DO0DO0DOO0OO0aO (KacinskiO O O (1997)0 Mol _.Repor
t.Dev.46:71-74)0 0000000000 0OODODOOODOODODODODOODODODODODOO
oooOoCFs-100D0DD0DD0D00O0D0OO0DOO0ODDDODUODO0DOODO0DO0DDODDDODDODODODOOOOaO
000000000 (Haran-Gherall O O (1997)0 Blood 89:2537-2545)0 0O 0O O O CSF-10
0000000000000 O0Oo00DOoODoDO0oOoODO0OD0DO0OO0OO0 RollandD OO0 0O O J-Immunol.
(2005)174:3067-3071)0

OoDoooao

OKit(COOOODODODODODOOOOSCFROOPDGFROOD OO D ODODDOI1I0O00O0OODOO
O000kitD OO OO0O0DDODDOOOO0ODODOAQOAO (gastrointestinal stromal tumor)(GIST)
00o00DD0DD0DO0D0D0O0O0o0ooOoOoDD uensingd O 0O O (2004)0 Cancer Investigation
22(1D):106-116)0 000 c-ADID D0 000000 DOODDOOOOOODODODORDOEFERDAD O
RPTKO OO OO OGIleevec(U D ODODN@OOODOODODODODOOSTA571)0 O 20020 O KitO
OOGISTOOOOFADCDOOOODODDODODODOOODODOOGISTOODDODOOODODKIED OO
0000000 (Giorgil O Verweijd O OO O Mol Cancer Ther 4(3):495-501(2005))0 K
it 0000000 oDo0ooo0oo0oooDoo/Z0C00000D0D0O0O0DO0ODOO/00D000Q0O
OD0OO0000O0D00O0 (Blume-JdensenO O O O Nature 411(17):355-365(2001))0 KitD O O

10

20

30

40

50



(15) JP 2009-530300 A 2009.8.27

gogoobooooobooooboobooobboo oo oboooDbooooDoboooao
OD0DO0000O0 (Curtaind OO OO J Clin.Oncol.24(26):4340-4346(2006))0

oooooo

O00O0O0DDDOO0O0000OdDO (vascular endothelial growth factor receptor) (VEGFR)O
0000000000000 U0RIKUDD1I0 D OO ODODO0ODOODODODOOVEGFD OO OO
OO0VEGFRI(FITID D 0D D O O)OOVEGFR2(KDRO D O OO O )00 DODOOODOODODODO
gooooboooobooooooooooboboo oo oo o0oDbooooobooodad
O000O0ODO0O0OO0OVEGFR2ODODODODDODODDODODDODO0OODUODODO0OODO0oDbODUOoboDobuobouobobooao
O 000 (von Hippel Landaw)(VHL)O O OO OO0 O0ODODODDODODODODOOODOODODODDOOO
0 I 1 T I I I A A R 0 A B R N O MV R B A B AR B AR AV
EGFR20 0 0 0 O O O O (PazO O zhuCl O O O Frontiers in Bioscience 10:1415-1439(200
5))0

oOoDoooo

OVEGFRO OO OODODDDI1I00D0ODDDOOVEGRR3(FI4U 0D D 0o Oo)0oooooooOoao
ooo@ooooo)oooooDooDoooDo0oDo0DooDUooOoDOooDOoDOooODoDooDoOooaOo
OCOOOCOVEGFRAU DO ODODODODODODDODODODODODODODDUODODDUOODODODODODODDODOO
O0O00DD0O (Stackerd O O O O Nature Rev 2:573-583(2002)0 0 0 00 O0O)OOOAO
OoOo0oo0ooo0oDooo0Do0ooDo0DooDooDoDo0oDo0DooDooDDOooDoDooODoDooDooaOo
0000000000 (StackerO O O O O Current Pharmaceutical Design 10:65-74(200
4);Achend O O O O British Journal of Cancer 94:1355-1360(2006))0 0 0O O O O O )O
oooooao

ORetOODODDODODOOODDOOODODODO (multiple endocrine neoplasia)2A0d 0O 2B(MENS 2
ADO2) 00000 boOoboboboooOodoooobbbOoooooooboobbobooooo
ODO0ODO0D1I00ORTIKDOOORetD OO O ODODODD@ODDDDOODODOO)Y ODOOGOOOO
0000000000000 0RetUODDODDDODOODODODODODODODORIKODOODODOOO
ooooDbODbOO0oO0oOoUoUooo0Oo0DbDDbOU0UDUOoUUoOL0bODbDDbDbODbOO0OO0OU0OUOOstocko OO
0 O Cancer Res 63:5559-5563(2003);Cariomagnod 0O O O O Journal of the National Ca
ncer Institute 98(5):326-334(2006))0

goooono
ooooooo0oooDOooo0DOooU0ooDUoooDO0oDO0ooDUooDDO0ooDOoDooODUooDUOoLoOaO
gooobooooobooooobooooo bbb o oo booooooooao
gogoobooooobtboooobbooobboo oo bbooobbooobbooo
ooooo0ooo0ooDOooo0DOooU0oooDUoooDO0oDo0DooDUooDDUooDoDooODOooDDOooOaO
000000000000 00S-000000 (Vousden O O O FASEB Journal,7:872087
o(lee3)H DD O OoooDDoDOoOOoOODNADDODODODDDOOODDS-oo0oDoooonan
0oo0oo0oo0oooDOooo0Doo0ooDUoooDO0oDO0DooDU0ooDDOooDOoDooODOoDoOoDOooOaO
godooboooooboooooboboooboboo oo oDbobooobobobooooboooao
0000000000 0O0O0ODODO((Stonel O O O O Cancer Research,56:3199-3202(1996) ;K
ohnO O O O O Journal of Cellular Biochemistry,54:44-452(1994))0

ooDoooo

000 O0ORIKUOODDDODOGOUODODDODOOODOoDODoooooboouobobuooobooboodo
gogoobboooobbooobbodoobbO0U0ORIKDDOOUODDODDOOODORTKO OO
ooooo0oo0oooDOoooDoo0oooDoooDOooDOo0ooDUooDoDOooDoDooODOooDoDoOooaOo
N I 1 e e I e I A O A ¢
TKOUODODooooooooooboboooobbooobobobooobbooobboodd
Oooooo
OoOO0o0oo0o0ooDU0ooo0Do0ooOU0oooDoooDOoPKDODODODDOOODODODODODDODODO
gooobooooobobooooboobooobbooooPKDOODODDODODO4OOoDOoOOOOoo
gogpkKbOOoootobtoooobbdooobboouooobbuouobobbuouoobbooo
ooDooao



(16) JP 2009-530300 A 2009.8.27

goooogao

ooocooao

@o)

goooooooboogoobooobobbooobobooobbooobboooooban
uogoboboooooooooobobooooobooobobooooboooobbooodo

O
ocoooooo0oooDOooooboOoooDooo@Muoooono
ooonD

R3

2 /-
R4_23/Z\Z1-"‘/‘\ I b(Rz)m
A RO

LY
\<x | _—®")n

o

)
0o
O0O0OblODDOOODDOOOODO ;
0 XO 0O -S-0-N(R>-00-0-000 ;
0z'0O0Zz®WO0O0D0O000000-NR®)-0-(CH),0-0-0-s-000000000 ;
0 z20 0 -C(0)-0 O -C(S)-0 0 O ;
OmO 0102000000 ;
OnD 0103000000 ;
00qi00000104000000 ;
OR00DD00O0O0O0DDO0OO0ODODDOOONODODOODOODDOOONODDOOOODDOOOOO
oooooag;
0ooo0ooo
O0OROODO0DO0OODODDOOOODOODOOODOODOOOODODOOODODDODOOOODOOOOO
0000000000000 000000000000000000000000000a0
0000000000000 000O0O00O00O0O00DO0DO0O0O00DDO0O0O0oDoDOoOOoooan
0

0000 -RPOR’D -R®SR’0 -R®S(0)RB(0 0 0 O 0 10 0 20 O O )O -R®N(R”),0 -R®0OR®
OR’0 -R®CNO -R®C(0)R”O -ROC(S)R’O -REC(NRP)R”O -REC(0)OR’DO -ROC(S)OR’O -REC(NR?)
OR“0 -R®C(OIN(R?),0 -REC(SIN(R"),0 -REC(NRIN(R?),0 -REC(OIN(RIREN(R?),0 -R6C(O
)SRB0O -ReC(S)SRB0 -R®C(NR7)SREO -R®S(0),OR’ (0 0 0O O t0 10 0 20 O O )0 -R8S(0)N(
R)L(00 OO t010 020 0 0 )0 -R9S(O)NQRDN(R)(0 O 00 t0 10020 00 )0 -R®
S(0){N(RIN=C(R"),0 -RES(0)N(R’)C(O)RE(0 0 O O t0 10 O 20 O O )0 -R®S(0)N(R")C
(ONRD(@O OO D0 td 10 020 0 0 )0 -R8SO)NRDCINRDNRDL(O O O 0O t0 10 0 2
0 0 O )0 -R®N(R7)C(0)RBO -REN(R)C(0)ORBO -REN(R7)C(0)SREO -R®N(R)C(NRY)SRBD -R
SN(R”)C(S)SRBI -ReN(R7)C(OIN(R") -0 -REN(RT)C(NRDIN(R") O -REN(R7)C(SIN(R") O -R®
N(R)S(0).RE(0 O O O t0 10 O 20 0O O )O -R®0C(0)RED -R®OC(NR”)H)RED -RBOC(S)RED -R®
0C(0)OREO -R®OC(NR”)ORB -RCOC(S)ORED -ROOC(0)SRED -RCOC(OIN(R”),0 -RCOC(NRIN(R
7y,0 -REOC(SIN(R?) .0 -RBOREN(R") 00 -RESRON(R?),0 -REN(R7)RON(R"),0 -RCC(O)ROC(0)
R’0 -R®C(O)RSC(S)R’O -RC(OY)RSC(NRIR’O -REC(O)RSC(0)OR’O -REC(O)ROC(S)OR’D -REC
(0)RPC(NR)OR’D -R®C(O)RPC(OIN(R”) 0 -REC(OIRPC(SIN(R?),0 -R®C(OY)RPC(NRIN(R") >
0 -R®C(O)R®C(0)SRBO -R®C(O)RZC(S)SREO -REC(0)RPC(NR7)SRED -R®C(0)T -RCC(OIRON(R’
YREN(R?) 0 -REC(O)REN(R7)IR®OR’O O -R®C(O)N(RNHR°OR/I D 0D 00D O ODOOOOOO ;
0ooooao

00RO 0D0O0DODOODODODODODODODODODOODGODNDO-0RY2O -sSRY2O -N
(R¥@),0 -S(0)R*™>(C0 0 0 0 t0O 10 0 20 0 0 )OJ -C(0)R*20 -C(0)OR20 -C(OIN(R2),0 -
C(0)SR*™0 0 -NR™®)S(O) R 00 0t01002000)I 00000000 ;
ORPD0DO0DODODDODOODODODODODODODODDOODODO-0RY20 -SRY20 -N(R

10

20

30

40

50



17 JP 2009-530300 A 2009.8.27

12y,0 -S(0) R0 0 0 0O t0O 10 O 20 O O )0 -C(0)R20 -C(0)OR™20 -C(OIN(R?2),0 -C(

0)SR*™?0 0 -NR™)S(O)RB@ 0000100200 0)0 00 ;
RAOODO0DO0DO0000000000O0O0DOONDONONODOOOONOOOOOO0OoOoOoooaoao
0000000000000 O0ODODODODODODODODODODODODODODODODDODODODODODODODOD
0000000000000 O0O0ODODOOOODOOOOaO;
ORS00 000000 DODODODODODOODODODOODOODOOOOO ;
OR®0DD0DO0DODODODODODODODODODODODODODODODDODODODODDDODODODDDODODODODODODRD
0000000000000 DODODOOOODOOO ;
ORDDODDOO(GDIOGIDIODDODDODDODOO
(DRA00000O0O0D0O0O0O0O0O0O0ODONODODODONODONODOODONONDOONDONOOOOGOGO

goooobooooobooooobooooobooooboboooobobooooboboooao
uogoboboooooooooobobooooobooobobooooboooobbooodo
oooobOoboo0oDoooooooOobobobooooooocoobbobooooooooboao
goooboboooooboooobobooooboboooobobooooboboooobDboo

(G200 RHODO0DODDODDOOODODDOOODODODOOODODDOODOODDODOOOOO

0
0

0

0

0

0

0

0

0

0

O

0

0

0000000000000 0O00O0O0D0O0DO0O0D0DOaO ;0

oooooao
ORP00DDU0O0ODDDUOONODODDOOONODODOOODODODOOONDODDOOOODDOOOOO
0000000000000 000000000O0000O0O00DD00O0O0o0DoDOooo0oan
0000000000000 0D00O0O00DO00OO0O0DODO0OO0O0DDDO0OO0ODOoDOoOOoooaO
0000000000000 000000000000000000000000000A0
0000000000000 000000000000000o0o0ag,;
O0OR0DDOD0DO0ODDOOOOODODOOODOOOODDDOOODODDOOOODDODOOODOO
0000000000 0oO0oooooao;
O0OR™20O00000O00D00OO0OODODOOOODODOOODOODOOODODOOOODODOOO
0000000000000 000000000O00D0D00O00DO0D0O0O0o0DoDOooo0oao
0000000000000 000000000000000000000000000A0
0000000000000 000000000000000000000000000
0000000000000 0000000D0O0D00DO0DO0O0D0DoDOoDOoO0ooGoag;
0ooooo

ORS00 00000000 DO0OO0ONO0DDOOOODDDOOOOODOOODODDODOOOOOGOaO
0000000000000 0000000000000000000000000000
0000000000000 0000O00O00O0O0D0DO0DO0O0O00DO0DO0O0Oo0DoDOoOoo0oan
0000000000000 000000000000000000000000000
0000000000000 00000000000000000000a0

0ooooao

0000000000000 000000000000000000000000000A0
0000000000000 000000000000000000000000000
0oo00oDOoO0oooooao

O (i)-Z172Z3R40 0 -NHC(O)BUO DO OO ORI ODODOODODOOOODOODO ;

00 (ii)-2'2?°z°R*0 0 -C(O)OR, (00 0D0OR,=00000000)I00000ROCODODO
0000000000000 000000000D000O00aon;

0 (iii)-2'Z%Z°R*0 0 -NHC(0)C(O)OR (0 00O R,=0 0000000 )31 00000RYMD
0o0oo0o0oDO0oo0ooooooao;

0 (iv)-Z'Z?z°R*0 0 -CH,C(O)OR, (D 0 D0 O0OR,=00000000)I0000RMO OO0
000000000000 00a0;

0(v) -Z'Z2Z3R40 0 -0C(O)CH,0 0 000D DORMODDDDDDDODODDDDDDODDOD
00000

0ooooo

0000000000000 0DD00O0O0000O0O0o0DoDOoOo@IODD0DO0OOoOoOooGoaOo

10

20

30

40

50



(18) JP 2009-530300 A 2009.8.27

ocooocooo0oooDOoooooOoooDoooDO0oooooUoooDoooDOooooEoo
ocooooooboooobOoooooboooooobDOooDoDOoooooOOooDoobooDoooWEM

cobooooobooobDOooooboboooOOooDbDOoDbDbOOoboooobooobDobobooooo A

Yboooooouoooooogao

O

s v e e o

OoOoooooogooobgoo oo ooogooogood

OO0 ooogogdg
OOoooood
OOoooogogdg
OoooogQgoQg
OOooooggdg
OOoo0oooogod

O

O
O

0.5y MO 250nMO 100nMO

O
g
g
U

000100000000000000000000000000000
0000000000000 0000000004pMIO00000000

0 50nMO0 0 O ECgod IC5,0 0 00O D0D00DOD0O0
0000000000000 D00000000000000000000
0000000000000 00000000000000000000
0000000000000 (@)IO00000000000000000
000000000 D000501000000000000000 20050

ico0boobOOoOoOoOooOO0oOoDODOoDDbDDbOOobOO0oOooOOooDDbDOoDDbODOobOD@ODlY ODOD

3DDDDDDDDDDDD

Oooooooooooooooooooo0ooDoDoooooooog

I s [ [y

OoooooQgogao

0
O

OO0 oo oooo0ooooogoQgogooo

O
O

00O
(M6) 0
O0(ALLOODO0O00(@-00)00(@-00)I0000000000000000

000000000000 000O00WL-00000000(-000000-B-00)

ooooo0ooUoooDOoo@oHYyooopooooooo
uagoano
ooocoobobooOoooooooobOboboboooooooobbbooooooooooboao
iogoooooobobooooobobooooboboooobbooooobobooobDboo

gboboboooobobooiloooooobooooobboooooboooobooaa
oooocooboboobooooooooboboboboooooooobbboooooan

0

g
U
0
g
t
0
g
g
U
0
g
U
0
[

Ooooodgogaog

O
O

0
0
0

0

O Oooo

OoOoo0ooood

O O oo

O Oooo

O

ogobooboooooboboogogoboooobobbooobobooooobooboodd
oco(KobOoo)H)ooooo1mooooooobooooooooDbo
oooobOOO00oDoooooooObObbOoooooooooboboboooo
goooooooao
coooooooooDoooob@UuooboooboooboooOooDO
ooooODbDOoOOoOoooOo);0cocbooboo0oo0ooooooobboOono;on
oogooboooobobbooooobobooooobboooooboboooooboobooboao
ugdg;gug;gougbobbououoobbdoooobboouooboboooooboOoo
oo

oooooboO;0co0co0s;0o0o0ooobbbb0oooooooooboboao

;;0oooooboogoobbooobbooooboboooobobooogao

0

uggoboooobboooagdo

oooooboooo;bbo0o0o;00bo0o0o(@obooOoOoOooooobo);0bao
;; 0oooo(@UuoooooooooooooooooopoDoooogH)Yyoooao

O oOoooo
O 0Ooooo
O oOoooao

O
O
O

[ Ry
O Oooo

O

oooooooobobooooooocoobbobooooooooboooao
gobobooooboboogoobooooobboooooboogogbDbno
gboboboooobbooooooooboooooboooboon
(goboooooooobOO0oobDUoboboOoooooDUOoooOooOo)H)oo
gooooooao

O 0Oooo

oooooobooboooooooooooboboboooooobooobooao
ooooobOobOoOoo0oDoooooooobobbooooooooooobooboao

O O
O O

0000000000000 000000000O0O0000AML(MO)O
(MDOODODODO0DODOOOM2)D00000000 (M30 0 M30 O [M3V])
OMOO0O0O0D0DD0O00000MAOO[MAEDOCOOODOOOMS)DOO0
OoDoO00OM7)D000000000000000000000000

10

20

30

40



O

O
O
O
O

OOoooooaog
O O0Oo0Ooooao

O

00
00
00
00
B)O
00
c)O
00O
00
D)O
0O

oo oooooooooodg

~
wn
(@)
T
Py
o/

|
O
OoOoooooooooooooooogao

Oo0oooQgoao
O 0Oo0oo0ooo

oo

splastic syndrome)
goooooao
ooooooao
tumor) (GIST)[O
0oood
oooao
Oo0ooaod

OO0 =-n0O0

OooOooodd
O o0ooOon0oaod

O

O

O

Ooooooo0ooooooooooogQgog

r) (PDGF) [

ud

O 0Ooogoo

O O ogogog

O 0Ooogoo

Ooooooggogao
OoooooogoQgoo
Ooooooggogao
OooooooQgoo
Ooooooggoao
OoooooooQgoo
Ooooooggoao
Oooo0oooQgoo
Oooooogoggoo
Oooo0oooQgoo
Ooooooggoo
Oooo0oooQgoo
OoooooogQgoo
Oooo0oooogoo
OoooooogogQgoo
Oooo0oooogoo

OoOoo0ooOogao

0
O
0
0
O
O
0 0
mi

O

0

O

O

L2-0ooooooo@oooood

(B-0000O0CODODODO0O0)D

0

gooboooobbooogao
gboobooooobbooaooao
ooooobObooooooan
goobooooboboooogoao

OO0 o0oooo40ooooogogogooooogoogdg

Ooooooogoogoao
Ooooogogoao
Ooooooogoogoao

0

O

O
O
O

O0Ooo0oooaoo
O 0Oo0oooaog
O0Ooo0oooaoo
OooOoooaog-e
O 0Ooooao
O OooOooo
O 0Ooo0ooao
O Ooooo
O 0Ooo0ooo

O

0

O

uoao

(]

O

O

O

O OO

(19)

oH)ooooog-ooooOoo-B-0O00)OAD0OL3-
ooobooboood

000000000000 000O000O0O000
000000000000 000O0000O000
000000000000 000O0000O000
00000000000 OO00O (acute myelogeno
us leukemia)(AML)O B-0 0000 O0COO0O0O0C0OO0O0O0O0O0O0O0O0OO0O0O0OO0O0T-00

OO00D0DDODO0OO0O00DO0ODO0OO0OO000O0O0OdaO0aO0chronic myelogenous leukemia)(CML)O

gooboboboooobbooooooooobobobooooobooooboboboao
gboboooobboooooooobboooooboooobb

;;0oboo0ooboooobobooobbooooboooobboo

Oo0ooooQgooaoo
Oo0ooooQgooao

oo oMMOODoDoOoOoooogogoao

MDS)[O

O

OO0 oomoogogooooooggg

u
O
g
a

Oo0oooogodgogooao

O

O Ooo0ooooao

ooocooboOoooooooooboboboooooooboao
ooooobooooooooobooooooooboao
ooooooao

ooocoooOobobobooooooano

Ki
u
O
g
u
O

O

t
u
O
g
g
O

O

O OooQgoooo

O 0Oo0ooao
O Ooooo
O 0Oo0ooao

O

O

O

0000000000 (stem cell factor receptor)

gogboboooobobboooooboooooan
goocooboooooooooooobooao
gooooooobobooooooboooooan
goobooooooboboooooboooooan
goocooboobooooooooooobooao
goooooooboooobooooobno

(acute myelogenous leukemia(AML)O O OO OO OOO
gogoboboooobooboboooobobobooobbooobao
0000000000000 0000000O0O0 (myelody

O

O

O

oooboboooobbooobboooobbooobboo
coooooooooooooooov/swboOobobooooono
ooooOao

O00000O00D0OD0OO0OO0Od (gastrointestinal stroma

O

O

O

O

gooooooobbooooobooooobao

O 00O (platelet-derived growth facto
OoooO0ooUooooooooooooao
ocoooOooooooooooooooao
coooooooooooooooooao
00o0o0ooDo0ooooooooDooooao
Ooooooooooooooooooao
ocoooooooooooooooooao

(acute lymphoblastic leukemia)(ALL)O
O000000d (chronic myelogenous leuke

ay@cm)yooooooooogooooooooDoooooOoT-0DOO0DODODODO0OODOD

0000000000000 0D00O00D0OD00000aO0 (hypereosinophilic leukemia)(H
ESY D000 0000OO00ODDODDODODODODOOODODODDODOOOOd (chronic eosinophilic
leukemia)(CEL) O OO0 ODODODODDODOQODOODODODDODODODDODODODOODODODODODODOO
ooooo0ooo0ooDOooo0DOooU0oooDUoooDO0oDo0DooDUooDDUooDoDooODOooDDOooOaO

JP 2009-530300 A 2009.8.27

10

20

30

40



OooooooooooooooOoooOoooOoooOhoooDoDoooOooooooDoooooooooooOoooOod
e ) e A A

Oo0ooooQgoooao
OO0 oOooogodoooao
OoooooQgoooao
OO0 oooogodQgoooao

OoOoo0ooog
OOoo0ooodg
OoOoo0ooogd
OOoo0ooog
I B
OoOoo0ooog
O0Ooo0oooand
OoOoo0ooog
I B
OoOoo0ooodg

oo oooooogoQgog
OO0 oo oooggg
OO0 oooooogoQgog
OO0 oooooggog

O 0Ooo0goo
O O ogogo
O 0OooOgooo
O O ogogo
O 0Ooo0gooo
O Ooogogoo
O 0Ooo0gooo
O Ooogoo
O 0Ooo0ooo
O Ooogoo

O

Oo0oooooo0ooDooo oD ooDooooooooao
OO0 oDooggUoooDooUogUooDoDoo4goooodg
OOo0ooooo0oooooooooDooo4ogoooog

OO0 ooDoogog4UoooDoogogogoooaog

Oooooooogdg
OOooooogg
OooooooQgdg
OOooooogdg
OoooooooQgdg
OOoooooogdg
OooooooQgodg
OOooooogdg
OooooooQgodg
Oooooogdg

O

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

goooooao

0

O

OOoo0ooood
O O0Oo0ooood
OOoo0ooood
O O0Oo0ooood
OoOoo0ooood
O Ooo0ooood
OOoo0ooood
OO0Ooo0ooood
OoOoo0ooood
O0Ooo0ooood

O

O

O

O

O

O

O

O

O

(20)

JP 2009-530300 A 2009.8.27

ooobDbOO0DO0oooooobobboboooooooboao
ooobObOOO0OO0ooooocoooboboboooooooao
ooobObOO0OO0oooooobObboboooooooao
ooobDDbOoOoOoooobooobooogoo

FIt-30 0 00000 ooDoooDooooooooao
00000000 ooDoooooDooooooooao
Oo0o0o00oooDo0oooDoooDooDoooDoooooao
0Oo0o000ooD0oooDoooDooDoooDoooooao
Oo0ooo0oo0oooUoooDoooooooooooooao
/00000000000 O0O0O0OOODODDODODO0DO0DO0UODOoDOoODODDODODODO0O0O0OOOO
0000000 (acute myelogenous leukemia)(AML)O OO D OO ODODDOOOODOADO
(chronic myeloid leukemia)(CML)O OO OO0 O0DODDODODOOODDODOOOODOOOO
0 0O 0O O (acute lymphoblastic leukenmia)(ALL) D 0D 000 0O O QOOOT-0O
oopoooDoooooB-000O0D0DODODODDODODDODOODODODODODODDODOO
oooooDO0ooo0ooU0oooDOoooDO0ooDO0oooDUooDoODUOooDoDooDOooDDOooaO
/0 0000000000000 000ODODDDODO0D0DO0O0O0o0DoDoDoDoODoOoOoO0od
oooooDooo0ooDo0oooDooDoDo0oDoDooDooDoODOooo0DooDoDooDooaOo
ooooO0oooDOoo/000000D0D0O0DO0O0O0O0OO0ODOODOO

/0000000000 DO

Oo0o0O0OoooO
VEGFR-O0 0 O O OO
ooooooooao
ooo0oooooao
ooooooooao
ooooooooao
ooooooooo
Ooooo0ooooao
CSF-1R-(O O
ooooooooao
ooooooooao
ooooooooo
ooooooooao
ooooooooao
ooooooooo
Ooooo0ooooao

OoOoo0ooood
O 0O0oO0Ooood
OOoo0ooood
O O0Oo0ooood
OOoo0ooood
O O0Oo0ooood
OOoooood
O O0Oo0ooood
OOoo0ooood
OO0Ooo0ooood
OoOoo0ooood
OO0Ooo0ooood
OOoo0ooood

OOoooood

OOoo0ooood
OoOoo0ooood

fms-) DO ODODDODOQOODOOOODODO

gogoobooooooboogdd
ooobODbOO0O00o0oooooao
goooooooobobogo
googoooooooboboogodo
\/0000000CDO0O0DO0O0OGO

gooooooooboboogo
gooooooooboboogodo

\s000000C0CO0O0OO0O0O0ODODDOOOODOODO0OODODODODODODODOODOO
goooooboooooooooooboboooooooobobboboooo
gooboooobobooooboooobobbooooboooobbooo
os0O0O00O0O0D0OO0OOCODOOCODODOOODO

O 0Oooo

goooooobboood

100000000

Ret-0
Oooao
Oooao
0ooao
Oooao
Oooao

OoOoo0ooog
I B
OoOoo0oooog
O0Oo0Oo0ooao
OoOoo0ooog
O0Ooo0Oo0ooa.o
OoOoo0ooog
OO o0oooog
I o B
OO0oOo0ooog
OoOoo0ooogdg
O0Oo0ooodg
I B
OOoo0ooog
I B
OOoo0ooog
I B
OoOoo0ooog
I B
OoOoo0ooog
I B

10

20

30

40

50



2A0 0 280 O O O

OoOooo0ogao
O o0Ooo0o0oa.

i0o0goooogao
ugaddg

Oooooogogoao
OO0 ooodgogoao
Ooooooogogoao

(21) JP 2009-530300 A 2009.8.27

gogooboooooboboooobooooobboooboboboogoobobogoao
ugogboboboooobboooobooooobboooobboooooan

0

O
gooooobooboboboooooooobicooobbbOoooooooooDbao
0

0
goooooobobobooooooooobbobooooooooobobbooooo

oooobOobooOooooooocobobobooooooooobbbooooooooobooboao

ioooooooogoooboboooobobooooboooobbooobbobooobboo

goobooboooooboboooblooboooooboooooboooooooooonnb
ugogoboboooooboouooboooobobbooobbooooobboooobboooooan
ooocoobobooooooooobbbooooooooobobbobobooooooooboao
gooooooobooooboooobobbooobbooobbooobbooooboan
gogoboboooooboboouoobolbooooboooobboooooooooboOod
gooocooao

goooooooboboogogobooobob ool obboooobooboobooobDboo
gooobooooooboooooboooboobobooooobbooooobboooobooooonan
ooocooOobooooooooooboDbboOoooooooooboObobobOooooonn
ooocoobobobooooooooobbbooooooooobbobobooooooooboao
gobi1gooooooban

gooodadad
ooocooboobooboooooooooobobbooooooooobobobobooooooooobooao
gooooooobobooogogoboilbooooboboooobboooobooboooobboo
gogoboooooobooooobooobobboooobboooblmoooooobobooan
ooocooObOoOO0oO0oooooan

goooogao
goooooooboooobooobobboooobboooobboooboboooooan
gugoboboooooboouoouoboouooobboouobbooooobboooboboooooao
ooocoobobobooooooooobbbooooooooobbobobooooooooboao
gooobooooobobooogogobooobobobooobobooobbooobbilbb0OoO
gogobobooooobooogogoboooooan

gooocooao
gooooooooboooiwgogoooogoobolboooobbooobbooooobono
goobobooooobooooobooobobobooobbooooboboooobobooooonan
ocooocoooooobDOoooobOoooDoobOoboOoo@HYODboooobooDbooao
gooooooooboogogooboogoboboboooboboooobboooboboooooboao
ocooocooooooDOooooooooDoooDO0o@oooDUoooDooooooooDOd

oH)>ooooooooooboooooooobooooobooao
ooocooboboboooooooooobobboboooooooobboboboooooooooboao

goooooooan

gogoboobooooobooooobbooodd

oooooo
(Coooo)

ooooobobooooooooobbboooooooooDbbobboooooobobooDboo
co@HoooooooboooooooobDooobooobooooDoobDOooboooooDO
ooocoobobobooooooooobbbooooooooobbobobooooooooboao
oooooboboooooooooobbboooooooboobbobobOooooooobooDao

OooooQooO
(A.0D0)

10

20

30

40

50



(22) JP 2009-530300 A 2009.8.27

goooooooboooobooobobboooobboooobboooboboooooan
ooocooobooboooooooooobobbobooooooooobobobobooooooooobooao
goocooboboooooooobobobooooooooobboOoboooilbboooooOooan
gooooooobooogogoboooobobooooboooobbooobDboo
gooodadad
ooocooboobObOO0oDoooooobOboboboooooooobbbOobOoDoooobiloioooan
gooooooooboogooboooboboboooboboooobbooobboooboao
ocooocoooO0On-0DO0CO0O0O1-00000CDO@@so-0000))In-OCOOON-0D0O0OCOO
1,1-0000000-0DO00H0O0O0D0OO0

goooogao
goooooooobooooobooooboboboooobboooobbo0oi1lmoobobooao

ooobcz2ooooobobboboooooocobobbbobooooooobobboooooon
gcoooobooooooooobbobotoooooo-1-ooooobO-1-0co0O0DbODbDbO0O-=-2
-ogoooboboo-1,4-00000000000

gooodaad
ooocooboobO0oo0oDoooooobOoboboboooooooobbOoboDooo1loooooan
gobzoiocooogooobooooobooooboooobbooobooboooobDboo
ocoocooooooooooooobooooosoooo-1oooooo-1-ooooboboo-3
-0oo0b0D00000a0

ooao
gogoboboooooobooooobbooooobooboooobobbooooobooooboboboao
ibsgoocooboobobooooooooobobbobooooooooboboboooooooboao
ooobOoOO0OO0On-0D0O0COOODODOOO0OOOOOODODDOOODOOO20000
goooooooobbogoo

ugaddg
ooobOobOO0OO0DO0ooooobooobooboboooooooobobbobooooooooDba
gsoooooooooboboooobooooboooobbooooboobobooobDboo
ooobo220o0oooobObbbOoOooooooobbbboooooooboDbbbOooooonob
ooocoo-1-0cooobbOO0-2-000000000C0CO0DDO0DO0OO0OOOO0OO0OOODODODOGO
200oco0obObOO0Ob0OO0oOooooooobboobOoon

gooooao
ooocoobobobooooooRrROOO0oOoooobODDbObOODOoDOooooooD-oREODODODODOO
ooooobObOO0Oo0oDooooooobOoboboboooooRrROODOO0OOoOoDOoOODODDbODOODOOOOO
goobooooobobooogoobobo-oRO0DODbODOOOOn
gooooooobooooooooooobooooobooooboboooobooooboba
osgooooooooOobbooooooocoobobbobooooooooobobboooooono
gooboz20o0o0o00ooboboboogobobooooboooobboooboobooobboo
ocoooob-1-0o0Oo0ODbDDbDOO0-2-0D00000001-00000O0CDD-8-000DOO
ooocooboobbOoboooooooobooboboboo20bb0b000o0oooooDobObObOO0oOooOooon
O

gooooao
gooboooooboooRrROOR"™"ODO00O0O0ODODOO0OCOO0ODODODOOOOOOOODODOOOO
ooO-NR"R*"OCO0D0DOO0OO0OO0OOOOOODODDOOOOOOOOOODODOORTOOR® O
goooooooboboogoooboooobboboooboboooobbooobDboOooOonb-N
RPR*"O00D0OO0O0O0DODOO

ooocooao
ocooooooOoooDOooo@ooOos-0DO0b0DO0O0oO0OO0O0DDODO0OODDOOODODODDODODO
ocooH)ooooooo(@ooooooDooogoooooDUoooDoooDooboooDooao
co;0o0oo0ooo0oobOoboooooooDOoooOo)YyooooDoo@oooooDO
ooocooboobooboooooooooobobbooooooooobobobobooooooooobooao

Oooooogod
OO0oo0oooogd
Oooooogod

10

20

30

40



000000000000 000)IOOO@OOO0O
00O00JM-2160CI1-973) 0000000000 (@O0
0D)0000O0O0O00(@OOOO0OOOODOONDDOOOO
00000)000DO0O0DO0DDOODODO(@OOOOOOn
DO0O0@OO0OSutent(O0O0D0)IOOOOOO0OO)D
(000000000000 00000000)IO0O00
000000000000 00O0O0O0O0OO0O0

Ooooooo0ooooooooooogdg
OO0 o0ooo4dooDooog4gogoooogdg
Oooooooooooooooooogdg
OO0 o0ooodfdooooogog4goooogdg
Oooooooooooogodg

OO0 oooooggooao

O 0Oooo

O 0Oooo

O Oooo

O Oooo

O 0Oooo

O Oooo

O 0Oooo

OOoo0oooao

Ooo0ooooooooooooooooooOo
OoOoooooooooooooogogoogoo

OooDooe=soOoo0o0ooogg

'—\
O
al
|

gogao
aogao
ooo

|
OO0 oDooogog4o0ooDoog4goooao
Oooooooooooogoooaoo
OO0 oDooogUo0ooooggoooao

OoOoo0oo0odgdao

g

ooooOobObOO0ooooooboao
(00000 -TNFO O O TNFO

goooooao

O

O

OOoo0oooao
O Oo0oooo
O 0Oooo
O 0Oooo
O Oooo
O Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O Oooo
O 0Oooo
O Oooo
O 0Oooo
O Oooo
O 0Oooo

O

O oOoooo
O Ooooao
O o0Ooooo
O 0Ooooo
O o0oooo
O oOoooao
O oOoo0ooao

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

a
u
O

O

g
U
O

O

a
u

goooao

O

g
U

OoooooQo
0 )0 COX-10
Dooooo

a
u

g
u

O

Ra

O
O

O

u
O
g

O

ugdaao

ooooOoOoOo0ooao
ooobObO0O0o0ooaod
ooobDDooooo
ooooODbooOooao
ooobOboOoOoO0ooao

O oOoooo
O o0Ooo0ooao

O

a
u

O
O

O oOoooo
O oOoooao

O 0Oooo
O 0Oooo

(23)

OOoo0ooooaog
O 0O0oOooooaog
OOoooooao
O 0O0o0ooooaog
OOoo0ooooao
O 0O0ooooaog
OOoo0ooooo
O O0Ooooooaog
OOoooooao

ooocoooOoooao
ooocoOoDiIL)oo

O

O

O

O

O

goooao
(NSAID)@ OODOoooooooouoooooao
cox-2oooOoOOoOoOoooooooboooOoOooOon

gooocooObbooooooooobbooood

JP 2009-530300

OOoo0oooaog

O
O

A 2009.8.27

Doooo
Doooo
Doooo
YD OOO
Doooo
Doooo

ooooOao
ooooDao

dilooooooocoobObobob0ooooooan

ooocobDboOooooooooobooboooooo
ooocooobobooooooooooboooood
ooocooboOooooooooobobooood

oooocooooooooo@UOOOOOODOO
-R,Rp(0 00 O0O0O0OOCODOOODODOOOOOOODODOGO
goooooobbooobbooooab
UO-R,R,OOOOOCOOOOODOOCOCOOODOODOGODGDO-=-0RR
LZobooooooocoobbbooooooooobobbbooooooooobooooo

g
u

t
u

g
u

O

O
O Oooo
O 0Ooo
O Oooo
O 0Ooo

O O

O O O
O OO
[ i Ry
O OO

O00OFrDCIOBroOd

1I0040ag
vyioogooooooobooooboboooagado

oooobObOO0oo0oDoooooooObobbooooooooobobobooodd
-2-000000000000
goboboooobobbooooobilbbooooobooooboooooonan
ooooobooboooooooooooboboooil-oobo-2-000ooobOaO

DoO0O0s3011000000000
0000000000 O00000
00000000000 O0O0O00
00O0[2.2.2100000000

Uoo0obDODbOO0O0000o0000nD0Ry
UO-RRquOoooooboooogdd
ooobODbOO0OO0oo0ooooao

ooocoobobooooooooooboboboooooooboao
gooosgilsooocoobooboooooooooboao
oooooboooooooooboboooooooboao
ooooooo;ococoobobbobooooooooobooboao
;oo oboob400CODbODDOOOO,0b00000

10

20

30

40

50



oooooDoboOon0oao
ooocoooboooao
ooocooboboooao
oooooooooo

10 00 O [1,2-a]0

O

e e e e 2 e e e e e e O e s [ O |

[4,6]0 00 0O [1,

OoOoo0ooog
O 0OoOooo
O oOoooo

ey e e [ I R
OoooOoooooooOoooooooooooooOoooooooooooooOoad

0

O

O

O

00000
00000
00000
00000
00000
00000
00000
00000
1,4-0 00
0Doo000
00000
00000
00000
00000
00000
00000
00000
00000
00000
00000
00000
00000
00000
00000
00000
000

00000
00000
00000
000

00000
0 -OR Rl
00000
000

00000
00000
00000
00000

O0Ooo0ooog
OoOoo0ooogdg
OO0Oo0ooog
OoOoo0ooog
OOoo0ooodg

O

O

OoooooooooooooDooooooooQgdg
Oo0oODooo4doooouoo4gooDoDoogg4gooooogd

O I I |
(] [ o R |

[ |
O d

O Oooo

OO0 oooogodNdNoOoooOoaog

OOoo0ooog

&
Oo0oooogogoooaoo
Oo0oooogogQgoooao
Oo0oooogooooaoo
Oo0oooogogQgoooao
Oo0oooogogoooaoo
Oo0oooogog4Qgoooao
Oooooogogoooao
OooooogodQgoooao
Oo0ooooogoooaoo
Oo0ooooQgoooao
Oo0ooooogooooao
OooooogoQgoooao
Oo0ooooogooOoooaoo
OoooooQgoooao
Oo0oooooOooOoooOoaoo
OoooooQgoooao
OO0 oOooogodgoooao
Oo0ooooQgoooao
OO0 oDooogodgoooao
OoooooQgoooao
OO0 oooogogdQgoooao
Oo0ooooQgoooao
OO0 oooogo4Qgoooao
Oo0ooooQgoooao
Oooo©odoooao

Oooooooo0ooooo oo oDoDoooo0oooDooooooooao

O
O
O

O
O
O
O
O
O

O
O
O
O
O
O
O

O
O
O
O
O
O
O

s e e e e e |

OoOoooooo0oooooo0oooDoooo0oDoDooooooooao

OOo0ooooooooooo0ooooooo0ooDoDoogogooooaog
Ooooooooooooo0ooooooooDoooooooao
OO0 oooo4ooooooo0oDoDooooo0ooDoDoogooooaog
Ooooooooooooooooooooooooooooao
OOoooooooooooUo0DooDooo0oo0ooDoDoogogooooaog
Ooooooooooooooooooooooooooooao
OOooooo4oooooo4o0oDoDooooo0ooDoDooogogooooaog
Ooooooooooooooooooooooooooooao
Ooooooooooooo0DooDooo0o0oDoDoooooooog
Oo0oooooooooooo0ooooooooooooooooao
OOoooooooooooo0ooDoooo0oo0ooDoDoooooooao
Oo0ooooooooooooDoooooooooooooooao
OOoooooooooooo0Dooooo0o0ooDoDoooooooao
OO0 o0oooodooooDUooUoDoDooUUgoD®©woDodQooooaog

Oooooooooooooooooogdg
OO0 o0ooDoodgdgUooDoDooggooooogdg
Ooooooooooooooooooogdg
OOo0ooDooddoooDooggooooogdg
Ooooooooooooooooooogdg
I e Y O

a

oo

O
O
O
O
O
O
O

(24)

JP 2009-530300

Ooooooogdg
OO0ooooogogdg
OooooooQgdg
OOooooogoogdg
OooooooQgg
OOooooogogdg
OooooooQgg
OOoooooggdg
Oooo0oooQgdg
OOoooooggdg
OooooooQgdg

N

e

Ooooooooooooooooooogdg
OOoDooDoo4odooooogogooooogdg
Oooooooooooooooooogdg
OOoooDoooooooogogooooogdg
Ooooooooooooooooooogdg
P OO0 0 oo ooooocgogooooogdg

0000000000
-R.Re00O0D00O0
0000000000

A 2009.8.27

oo
oad
oad

-00000000000an0

W oOOoDoooooooooooooooogooQo

0RO OO

gogooao

UO-RReOODODOODODDODDOOODOOOOOOODODOOGO

O

gooooooobobbooogooboboooobobooo

O 0Ooo0oooao
O Ooo0oooaog
O0Ooo0oo0ooao
O Oooooao
O 0Ooo0oo0ooao

-0oo00a0

ooooOao
ooooao
ooooao
ooooOao

10

20

30

40



OOoocoooooooooooooooOoo.o
Oo0ooooooOoooDoooogogoogoo

py)
X
O

O

Oo0ooOooooo0ooooo4o0ooDooooooooogodg

oo oooooogoQgog
OO0 oo oooggg
OO0 oooooogoQgog
OO0 oooooggog

O
O
O
O

0oo
0o00o
000
1C5o0
0oo
000
00O
0Doo
00O

O O0Oo0oooogod

0

Oo0Ooo0oooo
OO0Oo0oooog
I B
OOooooaog
O0Ooo0oooao

O
O
O
O
O

O
O
O
(]
O

O 0Oo0oooo
O Oo0oooao
O 0Ooo0oooo
O Oo0gooo

O

O

O

O

O

—OR_R.O

a
u
O
g

O

gooooao

-N(RY)(R®)O -SR*O

Ot0 10 0 20 O 0O )HO

oooao

goggao

goooan
R0 00O
ooooao
goooano
R¥O O R*0O
ooooaon
goooan
R¥O O R*O
ooooaon
goooan
RO O OO
gooboand
ooooao
RVO O OO
goonoan
ooooaon
goooano
goooan
ooooaon
ooooao
goooan
gooboand
ooooaon

OoooooogogoQg

OOoo0oooao
O Oooooog
I B
O0Ooo0oooaog
O0Ooo0Oooao
OOoo0oooaog
O0Ooo0oooao

OoOoo0ooog
OOoo0ooodg
OoOoo0ooogd
OOoo0ooog
I B
OoOoo0ooog
O0Ooo0oooand
OoOoo0ooog
I B
OoOoo0ooodg
O0Ooo0oo0ooao
OoOoo0ooog
O0Ooo0oooao

Oooooggdg

OooooogogoQg

OOo0oooggdg

OOoo0oo0oood
OOoo0oooogod
O0Ooo0o0oood
OOoo0oooogod
O0Ooo0oo0oood
OOoo0ooood
O 0Oooo
O Oooo
O 0ooo
O Oooo
O 0ooo
O Oooo
O 0Oo o
O Oooo
O 0O oo
O Oooo
O 0Ooo
O Oooo
OO oo
O 0Oooo

O

O
OoOooooaog
O0Ooo0oooao
OOoo0oooaog
I B
OoOooooaog
O0Ooo0oooao

[ o R |
[ B |
[ o R |
I B |

uoao

goao
uoao
ogoo
goao

O O0Oo0oo0ooo
O Ooo0oooo
O 0Oo0oo0ooao
O Ooo0oooo
O 0Oo0oo0ooao

ogooao

O
O
O
O

O
O
O
O

O
O
O
O

O

O

gooooao

O O
O O

O
O
O

O

O

(25) JP 2009-530300 A 2009.8.27

goooooooboboooooboooooobooboao
ooocoboObobooooooooooboooood
gooocoobObbooooooooobooood
goooooobbooooboooboboboo
ugogoboboooobobbooooobooooboobod
goocooboobooooooooooooao
ROODOOOODDODO0ODO0DO0O0O0O0O0O0DO00AO0Rg
ooocooDbODb0OO0OO0-R,ReOO00O00O00O00RDC
goobooooobboooooboogoboboboo

U-RRel 0odoooooOboooooddaoan
ooocoboOboOoooooooooboooodd
goooao
gooboboooobboooooboooooooboad
ooocooOboOooosooooooboooood
g

ooocooboOooooooooobobooood

0000000000000 0000000O0O -0
~C(IHR*O -C(I)OR*O -C(IHN(RYY(RZ)T -C(I)SR*0 -S(0)RV(O O
~0C(J)R*O -0C(JI)OR*D -0C(IIN(RY)(RZ)DO -0C(I)SR*D -N(RX)C(JI
YRX0 =N(R™X)C(I)OR*T -N(RX)C(IHNRY)(RZ)T -N(RX)C(I)SR*D -Si(RY)50 -N(RX)S(0) RV
0 -N(R¥)S(0) .N(RY) (RF)D -S(0)N(RY) (RF)T -P(0) (RV) 20 ~OP(0) (RV),0 ~C(IIN(RZ)S(0)
SRYO —C(DNRN(RX)S(0),RVD -C(RX)=N(ORX)0 O -C(R*)=NN(R¥)(R®) 0 0000000
00100000000000000000000000000000000
0000000000000 00O000O00OO0O0O0O000

O O

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

OO oo
O
O
O
O
O
O
(]
O
(]

gooooooobboooobooooboboDboo
gooboooooobood
JOOOONR*D OSODDOODO

[
=
~ O
3
S O
~ O
X
< O
O O
O O
O O
O O

gooooooan

goooao
oooono
oooono
goooao

OO0Oo0ooodg
OoOoo0ooog
OO o0oooog
I o B
OO0oOo0ooog
OoOoo0ooogdg
O0Oo0ooodg
I B

O o0Oooo
O 0Oooo
O o0Oooo

10

30

40

50



(26) JP 2009-530300 A 2009.8.27

00000000000 000000000000000000-RYOR<D -RUN(RY)(RZ)D
—RYSR*0 -RYC(J)R*0 -RUC(JI)OR*T -RUC(IIN(RY)(RZ)D -RUC(JI)SR*O -RYS(0) RY(D 0 O O
t0 10 0 20 O O )0 -RYOC(JIYR*D -RYOC(I)OR*O -RUOC(IIN(RY) (RZ)T -RUOC(JI)SR*O -RUN(
R¥)C(IIR*O -RUN(R)C(IYOR*O -RUN(RX)C(IHN(RY)(RZ)T -RUN(RX)C(JI)SR*0 -RUSi (R™) 5
—RUN(RX)S(0) ,R"O -RUN(R¥)S(0),N(RY) (RZ)DO -RYS(0),N(RY)(RZ)0O -RYP(0) (RY),0 -RYOP(
0) (RV) .0 —RUC(IIN(RX)IS(0) RV -RUC(IIN(RXIN(RX)S(0) ,RYD -RUC(RX)=N(OR*)0 O -RUC(
RY=NNRY)(RZI 00 D00D0DO0O0O0O0OCOC01000000000000000000000

goobobooooobooooobooobobobooobbooooboboooobobooooonan
ooocooao

O0ORYOOODODODODDODODODODODODOOOOOOOO
O0ORVOUODODODODODODODOODODODODODOOOOODODODDODOODOODUODODODODOODOOOOO
ugogoboboooooboouooboooobobbooobbooooobboooobboooooan
0000000000000 0000000-0R0O0-NRHRHOOODO

gooooao
ORMOOUOUOOoOoOoOoOOooOUoUoooOooooUoUoooooDooUUoDoDoOooDoOooOooUao
ooocooboobooboooooooooobobbooooooooobobobobooooooooobooao
goooooooboogao

OO0OR 0000000000 DDO0DD0O0ODO0DU0DU0D0DDO0DO0DODO0DODUUODODOoDODODOODOOo
ooocooobooboooooooooobobboboooooooobobobobooooooooobooao
oooobObOOooooooooboboooooao

goooogao
ORYOUR*D0O0OOODOUOUOUOODDODOCOOOOUUODODODODOOUUUDODODODDODOOUOUOO
ooocooboobooboooooooooobobbooooooooobobobobooooooooobooao
gooobooooobooooboooboboboooobobooo
ORYOUOR*OU0O0OO0OODOODOUOUOODODOOOOOUDUODODODODODODODUUDDODDODODDODOOOOO
oooooao

0OJOOOONR*DOSODOOD

goooogag
gugoboboooooboouoouoboouooobboouobbooooobboooboboooooao
ooocoobobobooooooooobbbooooooooobbobobooooooooboao
ogooao

oooobDbOO0OOo=00000
ooocooboobooboooooooooobobbooooooooobobobobooooooooobooao
goooooooboogoobooobobobooobobooobbooobboooobono
goobobooooobooooobooobobobooobbooooboboooobobooooonan
ooocooobooboooooooooobobboboooooooobobobobooooooooobooao
gooooooooboogogooboogoboboboooboboooobboooboboooooboao
gooboooooboooobooooobooboao

gooodadad
ooocooboboboooooooooobobboboooooooobboboboooooooooboao
N.N*-ODODDODO0O0oobboooobooobboooooboooooboooboboooan
goobobooooobooooobooobobobooobboooobbooooaoN-DOO0O0on0an
ooocooboooN~Oooooobbbtoooool-ocO-ooboobobb-2-00000
-1*-0o0g0goob-0obboo0ogoobobooobbooooboboooobobooooboboogao
ocooocooooo(@ooooooOo)obgoooooUoos;ocbgooooooooDOd
ooocooobooOobooooooooboobobobooooooooobobOo;cO0bbbOO0oOooooan
goooobboooooooobboboboooooooobboboooo;00o0o0ooOooanb
gogooooooooogooboo;coooboboooobboooobooobooobboao
ugogoboboooooboouooboooobobbooobbooooobboooobboooooan
oooooboobooOooooooooobooboboboooooooooboboOo,cb0bbb0OO0oooooan



Oooooogogoao
OO0 ooodgogoao
Ooooooogogoao
OO0 ooogogoao
Oooooogogoao
Oo0Dooogogoao

O

OooDooooooooogoooao

OoooooooooooooooooooOooOoo.o
OOo0ooooooOoooDoo oo oogogoogoo
Ooooooooooooooogoogoog

O

O

OooocooooooooooogooOoabo
Oo0ooooooooogooogogoo
OOo0oocooocooooboooobooOoaod
Ooo0ooooooooooogooog

(2005)Medi
ew YorkO OO OO

O

OoOoo0ooood
O0Ooo0oooogod
O0Ooo0oooao

Oooooooogdg
OO0 oooogdg
OOoo0oooodg

O

Ooooooo0ooooogooao

0

Oo0DoDooo4Qgooooogogogooao

O
O
O
O

O Oooo
O Oooo
O Oooo
O Oooo

O

O 0Oooo

]
O

O Oooo
O 0Oooo

27) JP 2009-530300 A 2009.8.27

goooboooobobooooobboooobboooobbooao
gooao

]
O
O
O
O
O

goooooobbooooboooboboboo
ugogoboboooobobbooooobooooboobod
ooocooObOooooooooobbooood
gooooooobao

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

OCooo0oOo0ooO0oooDOoooOobOO0oOooODOooDbDOooboDOoobocec=COR@DOODO
rROODOODOODODODODODOOOOOOOOODODOOOODODOOOODbDOOObLDDbDOOOno

u
O
g
g
U
O
g
ud
d

od
o0
0od
od
ud
oo
ogd
ud
cina

oooo
0000
0ooo
oooo
0000
(HPLC)O
00O

OooOoo0oood
O Oooogoog
O o0oooo
O Ooooo

O
O
O
O

a
O
g
a
u
O
a
u
al

g

ocoooo0oo0oooDOooOoooU0oooDOoooOooOoooDUoo)YODOoooooDoDoo
OCoOoo0oo0oooO0oooOO0oo0O0O0obO0oOoDOooO0oO0obOO0oOoDObDOgce=ceCcORrE@d
ROODDOODODODOOOOODODOODOOOOOOOODODDODODOODOOooOoooboooODbOaO
oooo0oooU0oooDOooOo0ooU0oooDOooOoDOooOoooDUoooDO)oooDoDOoO

goobooooboboogooooboooobboooobooooboboogoo
gboobooooboboooooooooobooboooooboooooboboooao
oooooooboao
goooooboboooooooooooboboooooooobobbooooo
iooooobooooooboooooboooooobooooboboooooban
ooooo@UoooooDoobooooooOoooDOooboboooooo)oo

gboobooboooobboooobobooooboooobboooao

iooooooooocoobobobooooooobooobobooooo

O Oooooao
O 0Ooo0ooo

O

Chemis

0 )0

Ooooooooooogodg

O

Ooooogogooooogod
Oo0ooooooooodg

O
O

000000000 oUoooDooDoDOooooooooDoOooao
000000000 oDo0DooDooDoDOooDOoDooDoDoDoDOooaOo
oooooDooo0ooDoooDooDoDOooDoDooDoDooDoOooao
oooooDOoo0oooDU0oooDOoooDooDoooDoooDooao
00000000000 ooDooDoDOooDoDooDoDooDoOooao
0000000000000 O0ooOOOO0@O0D0Nogradyd
istry A Biochemical Approach,Oxford University Press,N
ROOODODODDODODODDODODDOOODOODODO-SROOOOOAO
Oo0oooDo0ooo0DooROODODODODOODOODODOODOODOO
ooo-sR00ooooooao
0oDooo0Do0ooOo0ooDU0oooDooDoDOooDoDooDoDooDOooaOo
oopooooooo(@o)oooooooooooooDod
oooows)oooooooooooDoDooooooooao
OoDoooDo0oooooDoooDooDoDOooDoooDoDooDoOooao
ooDoooDooo0oooDoooDoooDooDoooDoooDooao
000000000 oUoooDooDoDOooooooooDoOooao
000000000 oDo0DooDooDoDO0ooDOoDOooODo0DoODOoOOoDaO
0oDooo0DO0oo0oooDU0oooDOooDoDOooDoooDoooDOooao
oopoooooao

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

/000
ooocooobooboobooooooooobobboboooooooao

10

20

30

40

50



OoOoo0oooo
OO0Oo0oooog
Oo0Ooo0oooo

O

(28)

goobboooobobboooobboao
ooooODbOoOoO0ooooooooooan
ooao
gooboooobbooooboDbo
uogoboooobbooooboboad
L-0oob-0000000000a0

gooboobooooobooooobooddddb-0
ooocoooboobooooooooooobooao
goooooob-000gobooooobnn
ipboodoooofdL-0op-0c00o0OoooDOooOoDOobO0ooDooboDOoooooooDO

ugogoboboooooboouooboooobobbooobbooooobboooobboooooan

goooao

g
u
O
LOogooooooboooobLbhDbD
a
O
g

00
oo

O

O
O

ggad
gdadg
ooao
ggag
L-0 0O
oo
od

O Ooooo
O O oO0ooo
O OoOo0ooooaoo
O O0Oo0ooooo
O Ooo0ooooo

do (O
000

JP 2009-530300 A 2009.8.27

20000b00000000D0D©O
ooooODbOO0OO0O0o0ooooan

oogdg
udd
ooao

0ooo
Oooo
Oooo
Ooooooao
oooooao
dAlad dSerO
O0Ooodid

0ooooOoO
oooooao
0oooooao
0ooo0O0O0O
Oa -000

dvald 0 )0

(0OO0O0dIP

oopboo@®uooooooboooboooooboooDooboooooooDbDO

10

20

30

000000000 ()IDDDDDONODOOO0ONONDNDNNONDNONDoOONOoOooOoOOOOn
0

000000

0000000000000 00DO0O0O0O0O0O0O0O0O0000000D0D0O0O0O0O0OO0O0On
000000000 @IDN(EG)IODDD0DONONDNDNDNDNDNNDNDNDDDONDOOOOOOO
Oooo000O0OO

00000 @)DOEIR-00EG)-000@-00(@-01000000000000 (s
ynthone) D 0 000D OO0 O0O0O0O0O0000O0DO0OO0O0O0OOOOOO0O0O0HPLCODODODOODO
0000000000000

000000

0000000000000 000000000O00000000D0D0O0o0oo0OOoO0On
0000000750000 000080000000008000000009%00000
0009000000009 0000000930000000094000000009
000000009 I0DNDNONDND9TNO0000O000eSINON000OC098.5000
0000090 00000009.20000000099.50000000099.6000010
000099.70000000099.800000000099.00000000000000
000000000000

Ooo0oQ0oO

0000000000000 00000000(@O000000000)0010000
0000000000000 000000O000001000000000000000
Oooo0o0O0O0OO0O000

0000000000000 0000000C0O0O000000000000000000
ooooo

0000000000000 0000O000000O0000000DDOooOoOoOoOoO0On
0000000000000 00000000O0O0O00000000000000000
0000 O IUPAC-1UBD O O (Biochem.1972,11:942-9440 0 0 000 0)0 00 O O O
000000

(B.0O0)

00000000000 00000000000@IO0O000

0000




(29) JP 2009-530300 A 2009.8.27

Oooooo
000

OOblOOOO0O0O0O0O0O0O0O0OO;

XO 0O -S-0 -N(R®)-0 O -0-0 0 O ;
z'002z30000000000-NR®-0-(CHy),0-0-0-s-000000000;
Z20 0 -c(0)-0 O -C(S)-0 0 O ;

mDO102000000 ;

n0 0103000000 ;

OglO0O0000104000000;

RPOUODODODODO0DO0DO0DO0DO0DO0DO0DODODODODODODODODODODOO0DODODODO0DO0DO0DOOOOOOQOaOo
Ooo0oao;

Oooooao
ORMOODODDODDODODODOODOOOODOOODODODODODODODODODODODODODDODODODODODOD
0000000000000 DOODODODODODODODODODODODODODODODDODODODODODODDORD
0000000000000 O0O0OO0O0OO0OD0ODOOOODODODODODODODDODDODODODDOO0aD
0000 -RPOR’DO -R®SR’0 -R®S(0)R®(0 0 0 0O t0 10 0 20 O O )0 -RN(R”),0 -RECN

OO0 oDoooooooooogoogogooo

-R8C(0)R’O -REC(S)R’O -R®C(NR)YR’DO -RBC(0)OR’O -R®C(S)OR’O -RCC(NR7)OR’D -REC(
0)N(R") 00 -REC(S)N(R") 0 -REC(NRIN(R"),0 -RCC(OIN(RTIRON(R?),0 -R®C(0)SRBD -RSC
(S)SRB0 -R®C(NR7)SR30 -R®S(0),OR’(0 0 O O t0 10 0O 20 0O O )O -R8S(0)NR" (0 O
00010 020 00 )0 -RPSO){NRDIN(R)(O OO O t0 10 0 20 O 0 )0 -R®S(0)N(R’
IN=C(R"),0 -R®S(0)N(R)C(O)RE(0 0 O O t0 10 0O 20 O O )O -R®S(0)N(RDC(OIN(R"),
(000010020 0 0 )0 -R8S(0)NRDCNRHN(RDH(O 000 t0 1002000 )0 -
REN(R7)C(O)REO -REBN(R7)C(O)ORED -REBN(R7)C(O)SRED -RBN(R)C(NRV)ISRBO -REN(R)C(S)
SR®0 -ReN(R7)C(OIN(R") 0 -REN(R)C(NRIN(R") 0 -REN(R*IC(SIN(R") -0 -ReN(R”)S(0)
RE(U OO D O 10 O 20 O O )0 -R®0C(O)RBI -REOC(NRRBO -R®OC(S)RED -RE0OC(0)ORED
-R®OC(NR7)ORBO -R®0OC(S)ORBO -REOC(0)SRED -RSOC(OIN(R?),0 -RCOC(NRIN(R),00 -R®OC
(SON(R?) 5,0 -ROORPN(R”),0 -RESREN(R”),0 -REN(RRN(R”),0 -REC(0)RPC(0)R’D -ReC(O
YRPC(S)R’O -REC(OYRPC(NR)IR’O -REC(O)RSC(0)OR” -REC(O)RSC(S)OR”1 -RCC(O)RSC(NR”
)OR’0 -R®C(O)RPC(OIN(R?) 0 -REC(OIRPC(SIN(R"),00 -REC(OYRPC(NRIN(R”) 0 -RCC(O)R®
C(O)SRB0 -R8C(0)RSC(S)SR®O O -R6C(O)RSC(NRHSRE D D 0 DD O D ODOOOO ;
oooooaQd
O0ORP00D00DDO0O0OO0DDOOOODDOOOODDOOOODDOOO-0rRY2O-SRY20 -N
(R*),0 -S(0)R™=(@ 0D O td 10 O 20 0 O )O -C(O)R20 -C(O)OR20 -C(OIN(RT®),0 -
C(0)SR™20 0 -NR™)S(O) R 0000100200 0)I 00000000 ;
ORPD0DD0DO0OODDOODODOODODOOODDODOODDOODOD-0RYO-SRY20O -N(R
12y,0 -S(0) R 0 0O tO 10 O 20 0 O )O -C(O)R20 -C(0)0R*20 -C(OIN(R®),0 -C(
0)SR*™20 0 -NR™)S(O) RO 0000 1002000)01 00000000 ;

Dooo0QoO
ORMOCOOO0ODDODDNONDDNODDODOOOOOOODODDODONODNONODODOOOOOOOOO
0000000000000 0000000O0O0D000000000000000000
0000000000000 0000000000000,;
OOoRPS0OOO0O0D0O0ODODDODODOOOOOOOOODO0O0O0O0 ;
O0OROOODOODODODODODODODODODODOOOOODODODODODODODODOOOOOOOOOO
0000000000000 000000O00O0O ;

Dooo0QoO

O0OROOOOO(@G)IOGIHDIODODODDDDDDD
O(@G)RODODODNDNDNDNDNDNDNODODODOOOOODDDNDDNDNDNDNODOODOOOOODOONO

gooooooooboooooobooobobboooboboooobboooboboooooban
ugogoboboooooboouooboooobobbooobbooooobboooobboooooan
ooocooboobooboooooooooobobbooooooooobobobobooooooooobooao

10

20

30

40

50



sy e e

- \J/
N~ O

Ooo0oooQgogao

(30) JP 2009-530300 A 2009.8.27

ooooboboOoooooooobbboboooooooobbbooooooobooDnO
(iND200RHODO0O0O0O0O00O0O0O0O0O0OO0OODOOODOOOOOOOOOOOGOGO

ooobObO0o0oooooooobObbOooooooooans;

goonoan
REOODODODODODODODO0DODODODODODODOOOOOODOOOOOOOOOOOOOOOGOaGO
oooobObOO0OO0oDo0oooooooOobObbOooooooocobobbbobooooooooobooao
goooooooobooogoooboooobobooobobooooboboboooobbooo
uogobobooooobooocooboboooooboooobobooooobooooboboooao
oooobObOO0OO0oDO0oooooooobobobooooooooooooonoag;,
ORPODDODOODODODOODDODOOODDODOODDODOODDODOODODOOOD
gooboboooooboooooboboaoag s

gooboand
OR™2OO0O0DO0O00000000000000000000O00000000O0000
goooboooooobooooobooooboooobobooooboboooobbooao
gogobobooooooooooboooooboooobobooooobooooboboooado
oooobObOO0OO0oDo0oooooooOobObbOooooooocobobbbobooooooooobooao
gooobooooooboboooobboooobooboooobbooobboooobno;
goooan

R0 0DD0D0D0DD0ODDODDODODDODDDDDDODDODDDODODDDODODODODODDDOD

0000000000000 D00D0DO0O0O0D0DO0DO0O0DDO0DO0O0DDOoDOoOO0ooDoDOoOan
0000000000000 00000000000000000000000000a0
0000000000000 000000000O0D000O0O0D00DOo0O0O0ooooOooan
0000000000000 0000O00DO0DO0O0O0O0DOoDOoOOooooaOg;

ooooao

0Ooao

(i)-z'7273R40 -NHC(O)BUO D 0 OO0 ORI ODO0DODODODOODODOOOO ;
(i1)-z'7°z°R0 0 -C(O)OR,(0 0 0 OR,,HOD O OO OOO0O0)IOO0O0O0ORMOOD
0000000000000 000000000000000an;

(iii)-2'Z7Z%R*0 O -NHC(0)C(O)OR, (0 0D 0O R,=HO O OO ODOOOO)IOOO0O0OR:
0000000000000 ;0

(iv)-z'7?z°R*0 0 -CH,C(O)OR,(0 0 0 OR,=HOOD OO OO O0O0O0)IOO0O0ORMDOD
000000000000 000a0;

(V) -Z'Z2Z3R0 0 -0CO)CH,0 00D DDORMODDDDDDDDDDDDDDDDDOD
Oooooo

ooooao

0000000000000 D0000O00000O0D0DO0DO0O0O0O0DOoDOoO0ooooOoOan
0000000000000 000000000000000000000000a0
0000000000000 00000000000o0o0Oo@UODo0Do0DOooooag
0000000000000 0000000000D0000000000000@)o
0000000000000 000000D0D00O00D0DO0O0DoDoDOoooDoDoooo
0000000000000 00000000000000000000000000 (
Do000D000O0O000O0O0o0a0

0000000000 -21Z2Z23R41000000000000000000000O00A0
00000-zZ72z3R40 0000000000000 000000

ooooao

000000000 O0ORMODDODOONDDODONDONDDODOODDODOODDOOOD
0000000000000 D00D0DO0O0O0D0DO0DO0O0DDO0DO0O0DDOoDOoOO0ooDoDOoOan
ORI 0D0D00OO0DODODOONDODOOODODOOODODODOODODOOODDOOOODN
0000000000000 000000000O0D000O0O0D00DOo0O0O0ooooOooan
0000000000000 000000010000000000004100 200 30

10

20

30

40



OooOooo0oo0ooOoood
Ooooooogoood
Ooo0Oo0oooboogooOoao
OooOooooogogogo

O 0Ooo0oo0oo0oand
O Ooooogog
O 0Ooo0oo0oo0ond
O Ooooogodg

O 0oo0oo0oono
OoOo0oo0ogoao

(31) JP 2009-530300 A 2009.8.27

400 0000000000000 000000ORO000DDOOODS3012000

0o
oo
0o
0o
RA0
0o
0000000 DRMOO0DDDODOOODDODOOODDOOOO

ooooObO0OO0DO0oooo0ol1oooooooobobbboooooan
O0D0ORMODDDDDDODDOS01000000000000
RAODDODODDDDOOS01200000000000000
iooobobooooooocobboobooooooooobooooo
ooosde0b0000ooooooO0OaO

O oOoooo
O Ooooo
O oOoooo
O 0Ooooo
O oOoooo
O oOoooo

10

“JL 10
o/——\N-_ N4 (R Jo-4
\, ¢ | N <
/ ////' /

O
RO% > (R0

\/ 10)0—4
E I\)Y L3S —<
~ R‘lO)

(> S e e e A w w
oooobooOoOooooooooDbbOoooooooobDboboooooooboao
ooooDbboO0ooooooooDbao

00

0000000 DRMODODDDDODDODODODODODODODODOD

20

0 R10

R10 R10
Yg—é SN § % ?DTN>~§

HN— 30

R10

>j’é,s/ %HN/ QRS;/}"%
U—é U‘é Z—ﬁ—é HN< />’“§

R10 R’O U,

Yg—é HN\S é ’\ é \N(.Ng—é N\S. 40

U§ Rﬂ) ’

oggoao
RI00DDDDDDDDODDDODDDDDDODDDDDDDDDDODDODODDODDOD
ooocooboboOoooooooooboboboboooooooobobbooooooboooooboao
gooboooooobboooobao

ogogoano

0000000000000 0D0D0DO0DD0DO0DODODODODOOOO@OO0O0O0O0O0aOnR*
ooocooObOoOoO0oooooooao



ggao

OoOoo0oOogano

oo
od
ad

Oooooogoogooao

[y
o
|
O o0ooOooOooaad
O Ooo0oo0oo0goaod

O Ooooo
I Y o Y
O Oooo

O

O
0
4

O oOood

O

gooao
RI°CO0DDDODO0DO0DODODOODDODOONDDODOONDDOOODDOOODDOO
gogoobooooobooooboooobooboooooboooooboooobboooao
0000000000000 0D0DO0DO0DO0DD0DODODODODOOR®Y0OO0O0O0O0O0O0O0OOO0O
0000000000000 0D0DD0DD0DO0D0DDODODOOOR®Y0OO0O0O0O0O0OO0OO tert-
0000000000000 p-00000000DO0O0D0O0O0ODODODOOODODODOR®O
tert-0 000000

0

(32) JP 2009-530300 A 2009.8.27

\T’43'"§ SNV é RT/J>*_% O~y 2»_§

1o 10

R10
U—é s/ éHN/% s->_§

10 R1o

z_ﬁ—e U—é b—é e
R10 o R10
yg_g })N/g_é T U}f&é

000000 O0ORMOOOODDOO

RI°0D0DDDDDDDDDDDDDDDDDDDODDODODODODODODOOOOORYOO

O

g
a
u

[ i R

O

0

g
O
4

0
4
O

O

00000000000 OoOR®OO0DO0O0DO0DU0DODO0OO0O0OO0OODONDODODOOOOR
DO0O0DOoDO0OoOOoOR®0O0OOO0OOO

O000DO0ORMODODDODODODODODO

O~ N" 3-

O000DO0O0ORWO-RPORN(RR))L,D DD ODDODODODRODODDDDDDDOOD
0000000000000 000000000000O0O0O0O0O0Oo0OOan
0

200 (RHODOOODDDOOOODDOOODDOODOODDODOOODDODOODODOOOOD

ooocooObOOoO0oooooooobbboooooooooaon

10

20

30

40

50



(33) JP 2009-530300 A 2009.8.27

ORUU0UDUCUCDCDODODUODODODODODODODODOOODODONDODONDODODONDODONDODODODODDODODODDOOO
ooocooboOoOooooooan
goooooao

00000000000 O0ORYMDODOOODODOOO
ggoao

g—K—N Y

\_pfp,

0000KDDO-C0)-0 -(CHz) -0 -(CH,)40-0 —(CH,) ;0(CH,) -0 —(CH,) (C(0)-0 -C(O)NH
(CH) -0 ~COINH(CH,) GNH(CH,) -0 =(CHL) ;C(OINH(CH,) -0 -O(CH,) -0 -0C(0)-0 -0C(0
Y(CH) -0 00000000 ;

0 YO O -0-0 -S-0 -S(0)-0 -S(0)>-0 -N(R**)-0 -C(H)R*>-0 0 -C(0)-0 0 O ;

p 0002000000 ;

Ogl00000104000000 ;

Oooooo

R0 0DD0D0D0ODODODODODODODODODDODDDDDDODDODODDODDDODODODDODDODODRD

0000000000000 0000000000D00SO)R=@000tD100 20

0 )0 -C(0)R*20 -C(0)ORM20 -C(O)N(RT2),0 O -C(0)SR*™20 O O ;

RSODDDDODODODODODODODDODDODDDDODDODDODDODODDDODDODDODDODDOD

0000000000000 0000000000000000000000Q0-0R2

-SR*20 -N(R*2),0 -S(0) R 0 0 0O t0 10 0O 20 0O O )O -C(0)R*20 -C(0)0RT20 -C(0
N(R2),0 -C(0)SR*™?0 0 -N(R*™)S(0) L= 000D 1002000)000 ;

Oooooo
R2000000000000000000000D0DODDODDODODODODODODODODODN
0000000000000 000000000O0000O0O0O0O0O0O0OoOOoOOan
0000000000000 000000000000O0O00OO0O0OO0OO0OO0OO0OOOO
0000000000000 000000000000000000O0O0O0OO0O0Oan
0000000000000 000O0O0O0O0O0O0O0O0D0OOOOOOoOoOaO;
0ood
R0 D0DD0DD0D0D0D0DD0DDDDDDDDDDDDDDDODDDDODODDODODODODODOD
0000000000000 O00DO0OD0OD0OD0ODODOOODOODODODDODDODDODDOO0aD
0000000000000 O0OD0OO0OODODODODOOOOODODODDODODDDODOOaD
000000000000 DODODODODODODODODODODODODODODODODODODDOODODODOD
0000000000000 O0O0O0OOOOOOOOODOODOODOOOaO
O
O

Ooooooooogoooogoog

O Ooooo

00
00000000ORMODODDDODODODOO-RPOR’D -RON(R?),0 -R®C(O)OR’O -R®
OR®0R”[0 -R®0R°N(R"),0 -RCC(OIN(RIREN(R?) 0 -RSC(O)REN(R?IRP0R’0 O -RCC(OIN(RV)R

I e e [ O Y Y [ |

O
|

SOR‘00 00RO OOONONONONODONODONONONONDONDONONOOONDODOOOOOOOOOOOO
ooocoobbobooooooooobbbooooooooobbobobooooooooboao
gooooooooboooooobooooboboboooobbooooobbooooboboooooan
ugogobobooooobooooboooobobbooobboooobboooobbooooonan
ooooobObOO0oO0oooooocobObobobooooooooboDbOon

goooogao

0000000000 0RODDOOO0OOODOOOOODDOOOODDOOODODOOODOD
ooocooObOoOoboDoooooooobooooo

goobooooobobodgl3q 00000 bbo0ooo0obbOog0102030040 00
gooboooobobookKbooooooooano

gooodaad

00000000000 X0O0-Ss-000000000000000X300-NR®DH-(@OOR



(34) JP 2009-530300 A 2009.8.27

500000000000 )I0O00O0O0000000000X00-0-0000
00000000000 -22222%-0 0 -NHC(O)NH-0O -NHC(O)N(CH5)-0 -N(CH5)C(O)NH-O -C
(O)NH-O -NHC(0)-0 -NCH,C(O)NH-O0 0000000000000 -z2*2223-0 0 -NHC(O)NH-

Ooo0o0on
oooooao
0000000000000 o0Do0DO0o0o0DoDoDOo0o0DbDoDoDa)ypooooooano
Ooo00on

o 3

C )

R4____N/ \N,— l b(R%m
H H X == RO

N

N D
N |
‘*@K:][:;;r~u?ﬁn

k]

gooooooooooboobooboo0oboo0oboobooooooooOoodn
ooooOooao
0o0o0oDooo0ooDoDoOo0o0oDoDoOoooDoDoDOoooDoDoo0@aooooooodd
Oo00o0oOoao
RO
/-
7N e
(R,
2
RGN
| p—X
e
R4 N
\N N X
H H ,
pgoooooooooouooboobobo0obobobooooooOoodn
Ooo0o0o0ooOoao
Oooooooooooootbootbooboo0oooboob0o0oboooooooooooOooanOoao
goooooooo0o ;0000000000000 oD oo oUUooooo0ooOoao
0o0o0ooDoooooDooo@Qpooooboodd
Oooooao
RO
/-
Z \l‘.._ R1
5 (R,
2
RGN
x3‘x4 l />'/X
X%(:/\\ O Z _‘._R3 N
\X1 N/lkN . ;
H H
Q)
Oo0o0oo0oa
Oooao

[ i R

X0 0 -S-0 -N(R®)-0 0 -0-0 0 O ;

OXMOX20X*o0X*0O 000000000 -CR®)-0-C(R®),-0 -N-0O -N(R*®)-0 -0-0 0 -
S-000000000@ooOXMoXx2ox3ox* 0002000000000 00000
2000000X00000-0-00-S-00000000) ;

> S A A e s A s s s s R
0000000000000 0000000000000000000O0O0O0O0Oo0DOoOaO



(35) JP 2009-530300 A 2009.8.27

0ooO0oO0oO0oO0oO0oO0oOoooooao;
OOR®0 000000000 00000000000000O00O00O0000O0000
000000000000 000000000O000000O0O0O0O0O0O0O0Oo0OoOOoOoOan
0oo0oO0oO0oO0oO0oO0oOoooao;

OnORPORMRPODRED OO (NDNDIODDOODOODODODODODODOODOD

oooooao

0000000000000 000000000000000@D@OO0nDo03000
yoooooooOoOoOoOoOoOoOoOoOoOoOoOoOoOoOoOooooooooo@n@Ooondo
03000)d0000

0000000000000 0000000000000000@D@O0R20O0R3O
0000000000000 00000000000000000000)0000d
0ooooo
0000000000000 000000O00O0O0DODO0O0O0DDODO0OO0O0DoDOoOOoOooaO
0000000000000 000000000000000000000000000
0000000 oooooo@IDiIoDoooooo
ooooo
RO
Z
~ "_(R1)n
RZ N
R10 R10 l />/X.
2 o Z L_RS N
‘X1’ N/U\N S,
H H
{11)]

0ooooo
oooo
0 XO O -S-0 -N(R®-0 0 -0-0 00 ;
Oxoo-cR™-00-N-O00O0 ;
0X200-0-00-S-000 ;
00000 0ORP0OO0D0DO0DO0OO0OOODOOODODDOOOODODDOOODDODODOODOODOOO
0000000000000 000000000000000000000000000
0000000000000 00000a0;
0000000 nORORIORZORAEIROOXOODO(NDIODODODODODODODODOO
0
0ooooo
0

O
O
|
O

ooDoooOOooO0oO0ooO0oooDOooboobOooDoAmR)YIooooooo



goooano

Ooooooogoao
OO0 oooogogogao
Ooooooogogoo

lZD

O

(36)

JP 2009-530300 A 2009.8.27

"\
R2__N
10
R o
heBe
XISNT NS
H H

0Do0O0O0O0O0O0oO0O0oO
000

OoooOooOoo00n
X20 -0-0 0 0)0 O
OooooOooOoOoD
OoooOoooo0
000

OO0O00OO0OO0OO0OO0O0O0

O 0Oooo
O Oooo
O 0Oooo

O

O

OO0ORDO00OO0O0OO0OOODO

(lla)
Oo0o0oooooooan
oooooooooan

gooooooboao
gooooooboand

OQIno0o0O00
0oo0o0o0O00O0O000

-N(R*3),0 -S(0) RS 00 0 t0 10 0 20 0 0 )0
2),0 -C(0)SR*?0 0 O -N(R*¥)S(0)R*™3(0 0 0 O tO 10
00oRUO0DO0DO0OO0OOOODODOOOODOOOOOOOO

0Doo0ooo
OO0O0O0@i)@ooxto-N-0

0000 @i)(@ooRrR200R30
0ooOoOooOo)doooao

00000000000 -0rRY20O -SR
-C(0)RY20 -C(0)OR 2O -C(OIN(RY
02000)0000000000
00000000000 D0O0O0aOo

ocooocoooO0ooDOoooobO0oooDooooooooDooOD@AnD@oonooos3goO
ybooooooooooooooobboooooooooDoDbDooooanpn@oonoo

O

I s [ [

O Ooo0ooooogo

O
O
O
0
4
O

O
4

g)0oooO
O00oao
Oo0o00oo0oooooboo0o0oo0oooob oo oooo b0 oo oooDooDbooooaoan
goooooooooooooooooooooooooooooooooooodao
0o0o0oDoOo0oooDoDooooDoDooooDoo@vwoooooooao
Oooa
RO
273
i K\
2 S Naﬂﬁ
RGN
R | p—X (T#’Y
10 ¥ P
gftj:R Q /Ei:}%z;;
. a9
X1 N)kN N
H H
(V)
oooao
OO

KO O -(CHz) -0 -(CH5)40-0 -(CH2)4O0(CHL) -0 —(CH) 4C(0)-0 -(CHL) C(OINH(CH,) -
-0(CH,) -0 -0C(0)-0 -0C(0)(CH) -0 00000000 ;
XO O -S-0 -N(R®-0 0 -0-000 ;

x0 0O -c(R®-00-N-000 ;

X200 -0-00-S-000 ;

10

20

30

40

50



(37) JP 2009-530300 A 2009.8.27

YO O -0-0 -S-0 -S(0)-0 -S(0),-0 -N(R**)-0 -C(H)R*™>-0 0O -C(0)-0 O O ;
p0o020 00000 ;

D0 0000104000000 ;

ooooao
R°00DD0OO0O0DDOONONDDOONODDODOONDODODOODDODOODDOOOOD
0000000000000 D0DD0O0OO0O00DaO;
RMOODDDUODODODODDODO0OO0OODO0DDOO0OO0O0ODO0ODO0DO0OO0DODODO0OO0OODODOOOOoOooOOoan
0000000000000 000000000000D0000S)R>O 0000
10 0 20 O O )O -C(O)R*™0O -C(O)ORT20 -C(OIN(RY3),0 O C-(0)SR*™@0 0O O ;
OR®00D0DD0DD0D0O0DO0DOD0OO0ODODDOOODODDOOODODDOOODODDOODOODOGOO 10
0000000000000 000000000000000000000000000
0 -OR*20 -SRM20 -N(R'2),0 -S(0)R*™3(0 00 O t0O 10 O 20 O O )0 -C(O)R*20 -C(0)OR*
20 -C(O)N(R'2),0 -C(0)SR*™20 0 -NR*™)S(O)R=B@ 0000100200 0)0 00 ;

Ooooooogg

O0D0DO0OO0DO0OO0ORPORPDRBIRP O R™2ORT™®00OX0 00 MDHIDOODDOODODODODDOODOD
0o
0ooooao
0000000000 O0OR™OOOODODOOO-SOLS@OO0O0010020000RSE
00000000 0000000000000R™MODODOODODDDOOOD-S(0)LRS3(
0000t 20000R®B0 000000000
0000000000000 000000000O00D0DO0O0O00Aav)(@oaoxto-N-00 20
0O0OX20-0-000)0000D0
0ooooo
0000000000000 000000000O0000000Av)(@OOoR200R30
0000000000000 0000000000000000000)000an
0000000000000 0000000000000000av)@OooRr200R30
00o00D00O0O0o0Do)Doooao
oooooao
0000000000000 000000000000@va)do0o0o0oooooooao
0000000000000 00000000000000000000000000an
0000000000000 0DD00O0O00O0O0O0O0DO0DO0O0O0DDODO0OO0OoDoDoOoOoOan 30
0ooooo
RO
273
7K
R\ Y NN
| »>—X K/Y
2 ~ ‘i"‘Ra N>/
Rizgfz“z1 = |
40
00000
0000000000000 000000000000@vb)D0O00DD0O0OO0O000O0O0
0000000000000 000O0O00O00O0O00DO0DO0O0O00DDO0O0O0oDoDOoOOoooan
0000000000000 00000000000000000000000000a0



Ooo0oooao
R2
X Fe
R4 b
\N N [
H H
Ooo0oo0ooao
O
a
0o0o0ooooooDo@M\VMHWoooooooad
Ooo0o0o0oao

RZ
R1C | fs,,x
XTR1 OO = N/
T [
X2 +R3
x4 N’H\N ¥
H H

0 0 0 KO O -0(CH) -0 ~(CH2)0-0 —(CH) 40(CHL) -0 O ~(CH) -0 O O ;

ooooao
pd 0002000000 ;

Ol 0000104000000 ;
x0 0o -c(R®-00-N-000 ;
X200 -0-00 -S-000 ;

02000 ;

goooand

OO0 oooooQgooooodg

JP 2009-530300

K-h{-\Y
o

A 2009.8.27

gooobooooooooooooboooooboooobobooooboooobobooao
uogouooboobooooobobooooobooooooboouobobooooboouoobboadoa

YO O -0-0 -S-0 -S(0)-0 -S(0),-0 -N(R**)-0 -C(H)R*>-0 0 -C(0)-0 0 O O md O 0O 1

RCOCODDDDDDDODODDDDDDDDDDDDDDDDDDDDDDDDDDD
ooooboboOoooooooooboooog;

R0 DDDODODDODDODODODDODDODDDODDODDDDDDODDDDDDDDDDD
0000000000000 O0OO0OO0OO0O0O0O000000O0O0O0DODS()LR>30-C(O)R2D
-C(0)OR™20 -C(O)N(R*2),0 O -C(0)SR*20 O O

OR®OD0DD0D0O00000000000000000O0000000000000000
0000000000000 00000000000000O000O0O0OO0OO0OO0O0O0OOOO
0 -OR*20 -SR20 -N(R*2),0 -S(0)R*™3(0 0 0O O t0O 10 O 20 O O )0 -C(0)R20 -C(0)OR*
20 -C(OON(R*2),0 -C(0)SR*™20 O -N(R*®)S(0) A= 000 t011002000)000 ;
O0O0O0O0O0O0ORORAMWMRZORP0ODXO OO (MIDOODODODODDODODODOD

gooooao

ocooocooooooDOoooOooooooooDoooDOoooooevnHDooooDOd

10

20

30

40



ooooo
K—N Y
_/
R% N
R10 ! é>,,x
= § Cret
X B
~ 2 \
XT"SNTN
H H
(V1)
0ooo0ooo
000 0KD O -0(CHy) -0 -(CH3)0-0 O -(CH,)40(CHy) -0 O O ;0
00000001040 00000 ;
0vyoOo-0-0-S-00-NR¥™-000 ;
OR 00000000 ODO0OODOODOODOO ;
OR™MODODOODDDODOODDDODOODDOODOD-SO)L™=00D0;
ORS00 000000 DO0D0DOO0;
0Otoo0o100200 00
0ooooao
0000000000000 0000000000000000EWNDOIOOO
0000KDO=-(CHy)g-000 ;
00qi 0000104000 ;
0vyoo-0-0-S-00-NR¥™-0O00OO ;
OR™OODDODDODDODDODDODDODODODODOOO0OO0D0O0O0O0O0O0-SOLB@OO0O001002000
YYaooao
0ooooaQd
0000000000000 00000000000000O00CWIla)Ddooooooao
0000000000000 0D00000DO0O0O0O0DO0DO0O0O0DDDO0OO0ODOoDOoOOoOO0oDaO
00oo000O0O0o0o0ooooao
ooooo
K-N Y
\—/
RE__N
| X
= o) N
X2
H H
(Via)
0000000000000 000000000000000000A0
0ooooo
0000000000000 000O0o0o0oDooooo@VIDIOODDODOOOoDoGOaOn
0000000000000 000000000000000000000000000A0
ooooooooao

(39) JP 2009-530300 A 2009.8.27

10

20

30

40



(40) JP 2009-530300 A 2009.8.27

goooano

RZ , N>/x
VY,
= | N
7R

4
R\Z3' 22“‘21 =

0000000000000 000D00D00000000000O0an
00000000000 -2Y22z3-R*0 O -NHC(O)NH-R?D O -C(O)NHR?D O O O
oooooao
0000000000000 D0D0DO0DO0O0O00O0DOooDOoOQVa)D00o0o0oooooooao
0000000000000 D000D0000D00000D0DO0O00DO0D0O0O0O0DOoDOooGOan
oooooDoooan
ooooo
K—~N/—\Y
./
R2 N
[y
9 /.L~R3N
R‘LN/U\N\'

H H ,
0000000000000 D0D0O0DO0DO0OO0ODODODOoOODOan
0000000000000 D0D0DO0DO0O0DO0D0DO0DO0ODO0DO0DO0DO0ODO0OOo0DOoDOoODOoOoGOan
0000000000000 D000D0000D00000D0DO0O00DO0D0O0O0O0DOoDOooGOan
0000000000000 0D0O0D0O0D0O0D0DO0DO0ODO0ODOOOoODaO
oooooao
0000000000000 O00A0BOOCOODOO



(41)

JP 2009-530300 A 2009

oooao
N
[ 3
R4~23‘22-Z1
FA
L& ES R’ 2757 R'
D3 “NHC(O)N(CHj)- / N\
~CH,CH,CHoN o)
o\N P
El /- \ -C(O)NH- /7 \
d N -CH,CH,C(ON o)
i \_/
- “vin, -CH,C(O)NH- /\
{ 2 -OCH,CH,N 0
N
o /
-C(O)NH-
E3 8 o ©) -OCH,CH,N \o
A —
N
-
~C(O)NH-
E4 ©) -OCHgCHgN[ \0
2 —
N
if\ s
Cl
F1 © -NHC(O)NH- OCH,CH Nf \o
O, N
R -NHC(O)NH- / 0\
_______@_g OCH,CH.N O
F3 O "NHC(O)NH- OCH,CH N/ \o
< 2 2™\ /
o
F8 N %, | -NHC(ONH- OCH,CH N b
p, :©/ 2L TI2IN ;
'S

goooooaon

.8.

27

10

20

30

40

50



(42)

JP 2009-530300 A 2009.8.27

Oo0oao
O ——
'~ N
NN Q\\L s
N
Ra
Rb
#B
{LE&EMES R? R®
B13 /\ H
~OCH2CH2N\ /o
B14 -C(O)OCH,CH; H

goooooaon

10



(43)

JP 2009-530300 A 2009.8.27

oooao
Rb
RE R
N
QI%S
= e} N
o]
Suy
H
7C
L&Y R? R (64i7) Re(5fir)
Al H H H
A2 F H H
A3 Me H H
A4 -OH H H
AS -OCH3 H H
A6 3 N\ H H
—N o)
n__/
A7 / 0\ H H
§—~N N—
n_/
Bl QOCH,CH N/ \O H H
rAdiyl \ /
B2 -OCH,CH;N(CH,CH3), H H
B3 / H H
-OCH,CH,N
B4 H H
-OCH,CH,N N—
n_/
B5 H H
% ° NH;
o
B6 HN H H
% ©
Q
B7 N/ \ H H
~OCH,CH,CHl o)
\_/
B8 / \ H H
-OCH,CH,CH,N S
B9 / \ H H
'OCHQCHZCHQN\ /N‘“"*

10

20

30

40



(44) JP 2009-530300 A 2009.8.27
B10 /7 \ H H
~0OCH,CH,CHoN NSO»CH3
\n_/
B11 H H /N
-OCH2CHN O
\n_/
B12 H / N\ IH
-OCH,CHoN O
Cl1 ~CH,C(O)YOCH,CH; H H
Cc2 - CH,C(O)OH H H
C3 -CH,CH,C(O)OCH,CH; H H
C4 -CH,CH,C(O)OH H H
c5 7\ H H
-CH,CH,C(O}N NCH,CH
\_/
C6 H H
~CH,CH,C(O)N
C7 / \ H H
~CH,CH,C{O)N 0
\__/
c8 CH;CH,C(O)N(CH,CHy),3 H
co 7—\ H
~CHyCHC(O)NHCH,CHN g
_/
C10 7 H H
~CHyCH2C(O)NHCH,CH N
cnu -CHgCHgC(O)NHCHzCHzN@ H H
Ci2 CH,CH,C(O)NHCH,CH,N(ED),
ci3 7\
~-CHoC(O)NHCHLCHN Q
\__/
Ci4 H H
~CHC(O)NHCH,CHoN
C15 H H
-CH3C(O)NHCHLCHoN
Cl6 -CHZC(O)NHC H,CH,N (Et)g H H

10

20

30

40



(45)

JP 2009-530300 A 2009.8.27

C17 /7 \ H
-CHaC(O)N NCH5>CH34
N_/
C18 H
-CHsC(O)N O
C19 H
—C(O)NHCchHgN/ \O
\_/
C20 H
-C(O)NHCH,CH,N
\
c21 'C(O)NHCHQCHQNG H
Cc22 -C(O)NHCH,CH,N(Et),
C23 /7 \
-C(O)N NCH,CHg
C24 /T \ H
-C(O)N NH
C25 / \ H
-C(O)N NCH3
___/
C26 -C(O)OCH;CH;
C27 -C(O)OH
D1 / \
~CH;CHCH, N NCHoCH3
D3 / § H
-CHchchzN o)
\_/
D4 H
'CHchECHzN
\
D35 H
43H20H2M/ \b
\_/
D6 H
-CH,CHN >
D7 / \ H
-CH,CHa N NCH,CHa
\_/
D8 / H
-CHaN \O
\_/
D9 /7 \ H
"CHzN NCHQCHQ,
\__/
D10 H
-CHoN
\ >
Oo0oooo

goobobooooobobboooooboooobbooodd

03--{4-[3-G-tert-0 00 -0 00000003-00)-000071-0000 3000 [d
J0000([2,1-b]0000D0-7-00)N-(2-00000-4-00-000)-0000000

10

20

30

40

50



(46) JP 2009-530300 A 2009.8.27

O ;

03-Q-{4-[3-G-tert-0 0 0-000000003-00)-0000300003F000 [d
J0000[2,1-b]00000-7-00)-N-(2-00000-1-00-000)-0000000
O ;

03-Q-{4-[3-G-tert-0 0 0-000000003-00)-00007]-00003000 [d
J0000[2,1-b]00000-7-00)-N-(2-00000-1-00-000)-0000000
O ;

03--{4-[3-G-tert-0 0 0-000000003-00)-00007]-0000300C0 [d
J0000[2,1-b]00000-7-00)N-(2-0000000-000)-00000000 ;
01-G-tert-0 00 -000000003-00)-3-{4-[7-(4-000-00000-1-00 )-
O0O0[dIDO0O00([2,1-b]J00000-2-00]1-00003%00;

01-G-tert-0 0 0-000000003-00)-3-@{7-[2-@-000-00000-1-0
0)-0000]-000[d0000[2,1-b]J00000-2-003}0000)-00 ;
01-G-tert-0 0 0-000000003-00)-3-{4-[7-(2-00000-1-00-00001
-OODO[MIDOOO0([2,1-b]J00000-2-00]1-00003¥00 ;

01-G-tert-0 0 0-000000003-00)-3-{4-[7-(3-00000-4-00-00001
0)-0OO[MDO00C0[2,1-b]00000-2-007-0000 300 ;

01-G-tert-0 0 0-000000003-00)-3-@{7-[3-(4-000-00000-1-0
)-0O0ODODO0]-000[d0000[2,1-b]00000-2-003%0000)-00 ;
1-(5-tert-0 00 -000000003-00)-3-U-{7-[3-(¢4-00000000-000
0-1-00)-00000]-000[d0000[2,1-b]00000-2-0030000)-0
N-(5-tert-0 0 0-000000003-00)-N-(AA{7-[3-(4-000-000 00 -1-0
YIOOO]0OOO([2,1-b][1,3]00000000-2-003¥000)00 ;
1-(5-tert-0 00 -000000003-00)-3-{4-[7-(3-00000-4-00-3-000
-0000)-000[d0000[2,1-b]00000-2-00]-0000300 ;
03-G-tert-0 0 0-000000003-00)-1-000 -1-{4-[7-(3-0000 0 -4-00
-0000)-000[dJ000[2,1-b]00000-2-00]-0000300 ;
01-G-tert-0 0 0-000000003-00)-3-{4-[7-(3-00000-4-00-00001
-OODO[MIDOO0O0([2,1-b]J00000-2-00]1-0000300 ;

ON-(G-tert-0 00 -000000003-00)-N-{4-[7-(2-00000-4-00-000
0)JO0O00[2,1-b][1.,3]00000000-2-00]1000030;

01-G-tert-0 0 0-000000003-00)-3-[4-(7-00000-4-00 -000 [d]O
000[2,1-b]000C0C0-2-00)-00007-00 ;

ON-(-tert-0 00 -000000003-00)-N-{4-[7-(3-00000-1-00-000
0)JO0O00[2,1-b][1,3]00000000-2-00]000030;

ON-G-tert-0 00 -000000003-00)-N-{4-[5-(2-00000-4-00-000
0)J OO0 [2,1-b][1,3]00000000-2-00]000030;

OoOoooood

02-Q-{4-[3-G-tert-0 0 0-000000003-00)-00007]-00003F000 [d
J0000[2,1-b]00000-7-00)-N-(2-00000-4-00-000)-000000 ;
02--{4-[3-G-tert-0 0 0-000000003-00)-00007]1-00003¥00C0 [d
J000O0[2,1-b]00000-7-00)N-(2-00000-1-00-000)-000000 ;
02-Q-{4-[3-G-tert-0 0 0-000000003-00)-000071-00003000 [d
J0000[2,1-b]00000-7-00)N-(2-00000-1-00-000)-000000 ;

01-G-tert-0 0 0-000000003-00)-3-@{7-[2-(4-000-00000-1-0
0)2-000-000]1-000([d0000([2,1-b]00000-2-0030000)-00 ;
01-(G5-tert-0 00 -0 00000003-00)-3-[4-(7-00000-000[d]0000TC[
2,1-b]00000-2-00)-00007-00;

01-(GG-tert-0 0 0 -0 00000003-00)-3-[4-(7-0000-000[d]0CCO [2,
1-b]J00000-2-00)-00007-00 ;

10

20

30

40

50



(47) JP 2009-530300 A 2009.8.27

O1-(-tert-0 00 -00000O0OO03-00)-3-{4-[7-(2-0000000-0000)-
oof0doooQoI2,1-pjo00bbb -2-0O01-00003F0O0 ;

O{2-4-{I[G-tert-0 0000 00OO0OCOD3-00D)IDD]JoODODDOYYODHYODOODO
OJjuood[2,1-b][1, 3]0 0000000 -7-00}YyYyO000Q0aO ;
O3-{2-[4-{[(G-tert-0D 0000 O0O0QODDO3-00>)DOOJoODOOOYOO)HD O
oo0looo0orE2,1-bi[1,3yjooogooooob-7-00 300 ;
ooooDoDOo-2-000002-{4-[3-(-tert-000-000000003-00)-0000
]1-000030 00O @dUood[2,1-bjdoobo-7y-oooooao;
O3-{2-4-{I[(G-tert-0D 0000 O0OQ0QCODDO3-00>)DOO]JoODDOOOYOO)HYODO
0o0jjuoodod[2,1-bh][1,.3ju 0000000 -7-00}YyYOoOOooOoOOaO;
O3-{2-4-{[(G-tert-0 0000 0O0OQODDO3-00D)IODO]JOODOOOF OO O
(i o [~ o ) N [ C [ o I o Y M
O3-C2-{4-[83-(G-tert-0 00 -O0D0DDODOODOOS-O00)-ODDO]J-OOOOYODOD
J0 o000 [2,1-b]J00D0D0DO0-7-00)-N,N-OD000-00000000 ;
O2z2-C-{4-[3-(G-tert-0 00 -0O0O00O0OOO3-0O0)-0DO0O0O0]-0O0CO¥OOOIM
j0o0odo2,1-bjoo00 -7-00)-N-(2-0C00CO0CDDDO-0O0DO0)H>)-ODODOOOO;
02-000-3-000-002-{4-[3-G-tert-0 00 -000000O0OD3-00)-0000C]
-00o0D03o0O0O0@dood[2,1-b]J000Q0Q0-7-00Q0o0OaO;
0l1-¢-0dddoood[2,1-bjoooiobbb-2-00-00gdgd)-3-(G-tert-00gd-00
ooooODDbD3-00)-00;

O1l1-(-tert-0 00 -00000O0O0OO03-00)-3-4-(7-0000-000[d]O00O0O0O0[2,
1-pjCO0D0DO00O-2-00)-0000O07]1-00 ;00

Ol1-(G-tert-0 00 -0D0O0O0O0O0OO3-00)-3-4(7-000-0000@dIODOO0O[2,1-
bjJoO0oDOoDD-2-00)-00007-000

goooooao
oooo0oDbODbO0O0oOo0oOoUoo0o0bODbDbbOU0oUOoUoUooOoDboDbDDbOOOgdPDbGFRa O PDGFRB
OCSF-1IRO c-kitO OFIL3A0 0 000D D0 OOO0ODDOOOODODO (platelet derived growth
factor receptor)(PDGFR) 0 0 0 O 0D D DODDDODODODODOODODODOODODOOOOO
gooooOoOOoOooodooooobDDbOoOoUoUodooobDbDbobO oo ooooDb oo
O00-0000000000-1(kinase insert domain-receptor fetal liver kinase-1)(
KDR/FLK-1)O flk-1RO FIk-40 O fmsO O 0O 0O 0O 0O O O O 1(Ffms-like tyrosine kinase 1)(
fFlt-DHO OO0 00000000 (Fetus liver kinased)(D FIkODHO OO ODODODOOODOADO
goooooDbbOOoooooooboao

oooooao

0000000000000 o0DoDDODODO0O0O0O0o0oooOoODDOO0OO0OOddEGFR(epithelial gr
owth factor receptor)(0 0 0 OO OO O O )J HER2O HER3D O HER4O O O O O HERO O O

000000 ooooDOooo0oDo0ooo0DooDoooDUOooDOoDOoooooooao

00000000 oD0oo0DO0DO0oo0D0Do0ooDo0oo0Do0DO0o0DO0Do0oDoDU0ooDDO0oOoDOo0DOoo0Do0DoOoODOoOoDaO
0 10 0 0 (insulin-like growth factor 1 receptor)(IGF-1R) 0 0 0 00 OO OOOOADO
(insulin recepton)(IR)D 0000 O0OO0OODDDODOOODDDOOODDODOOO

OoDoooao
0OoDo0oo0oo0o0DoDOooo0DooD0DooDooDoDO0oDo0DooDoDUooDDOooDOoDooDoDooDooaOo
(vascular endothelial growth factor)(O VEGFO ) D O OO0 OO ODODOOOODODOOO

Oooooooao
ooo0o0DDoDoOO000oodooo0oDoDoDO0O0O0O0Udoo0OoDDDO00O0OOdOOoDFRFGERLIO FGF
R20 FGFR3O O FGFR4D 0 O 0O 0O O O O O FGF1O FGF20 FGF30O FGF40 FGF50 FGF60 O FGF7O
0000D0O000D0OD0OO0OQd (Fibroblast growth factor)(O FGFO ) O OO O OO D DOOO
00000000 ooDooooao

oooooo

0000000000000 O0O000D0Do0D0OO0D0DO0DD0D0DO0DDUODc-MetDODOOODOO

10

20

30

40

50



Ooooooogg
OO0 oooogoogdg
OoooooQgg

yn[J

O O o
O OO

ile

g
u

O

OOooooog
O 0O0oooodg
OOooooog
O O0Oo0oooao
OOoo0oooog

(c.0o0oooooo)

Oooo0Oooooo
Oo0o0O0ooooo
Ooo0O0o0oooo
OoooOooooo
ODoo0O0OoooaO

Oo0ooOooooo0ooooo4o0ooDooooooooogodg
OO0 O0Dooo0odUoooDoouUoodUoooDoogogooooood
Oo0ooooo4o0oooooo0ooDooooooooogodg

OOooooooooooooogoogoogoogao-
OOo0oocoOooooooooooooobonOgoao

Oo0DoDooo4Qgooooogogogooao

O oOoooo
O 0Ooooo
O oOoooo
O 0Ooooo
OoOoooo
O oOoooo
O oOoo0ooo
O oOoooo
O oOoo0ooao
O oOoooo
O o0Ooo0ooao
O oOoooo
O 0Ooo0ooao
O oOoooo
O 0Ooo0ooao
O oOoooo
O 0Ooo0oo0oao

0
U

O

gogdg

g
oggoano

Oo0ooooooooao
3(fms-like tyrosine
Oo0oooao
Oo0oooooooao
LckO BIKkO HckO FgrO O

(48)

oooDobDoOO0ooDooooooDbao
ooobODbOOoO0Oo0o0od
oooObODbOO0o0oooooboobObooooan

O

oooooooboboooooan

gooooooobooogoonb

kinase 3)(FLT-30 0 0 0 )OO

gooooooobobooogoonb
YyykOOOOSrecOOOOOOADO

00000000 oDoDOooo0DooD0oooDoooDooOoo
110 sterileD camkD 0 OO0 000 @OODOO0COODOO
OH)DAGCOD DD 0000 @UUDODUOU0UOoDOoDDADODDDDDODODOOGODODOOOOd

oooooceMeCco oD o oo0d(edkUmap 0 OO0 ODO0DODO0DDODODDODODODODODODODOC
IK)O sterile 200 0 00O 0O 0O O O O O FrkO BtkO CskO AblO Zap700 FesO FpsO FakD Jak
AckD (CODDODODODO0DODODODOODDODODOODNDMIDOO0DODODOODOODODIOODOOO

O
0

0
g
U
0
g

0

ooooao
ooooDao
ooooao
ooooOao

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

O Ooo0gooo
O O ogoog
O 0Ooogooo
O Ooogoog
O 0Ooo0gooo
O Ooogoog
[ I |

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

O Ooooo
O oOoo0ooo
O Ooooo
O oOoooo

gboboooooobooooooban

oo
00
oo
oo

O oOooo

oooooao
oono

O 0Oooo
O
O
O

O 0Ooo
O 0Oooo

O O

oono
oono
ooao
ooao

ooao
OoonD

O
O

O 0Oooo
O 0Ooo

[ |

JP 2009-530300 A 2009.8.27

0
0

O
O

O
O
O
O

O
O

OAbIDOO0O0OO0DOO

O0OfmsO0 00000
oooooooboao

0 O SrcO YesO FynO L
goooooooboboao

0 0 sterile 200 ster
Oooooooooaoan

goooooboboao
gooooooboad
gboooooobod
oad

ooooooDbao b
01o0o0o0oooooao

giguoobbooouooboocouooboogogooboan
goocooboboooooooooboboboooooooao
;;0ooo0oooboogoobooobboboooobos;obboo0oooboboooboboboo
gboboboooobbooooboouoboboooobbooobboooooan
ooooboobObooooooooooboobobbooooooao

iooooooooooooobbooooooooobobooan
ooooOboOO0ooooooooobobobobooooooooooao
gogoboooooboboboooobilbbbooooboooobnoD

gogooan

i0oo0o0oo0oooooocobboooooooooobooboboooo

a
g
O
g

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

O
O

O
O

O
O
O
O

(multilamellar vesicle)(MLV)O

oooono
ooooaon

ooooaon
ooooaon
ooooDnD
oooonon

O
O

O
O
O
O

gooooooobobooooooboooooan

ooooooooboao
gooooooboao

gooooooao
gooooooao
oooobooooao
gooooooao

O oOoooo
O o0Ooo0ooao

10

30

40

50



(49) JP 2009-530300 A 2009.8.27

O
O

gooooooooooUoooDOooooooooDoooDOoooooOoooDOooD@a
ycooooooooooooooboooooooooooDooboooobooao
obDo0ooDOOoo0OO0oOobOO0oo(eBS)JO0O0O0ODO0DO0DDODODODOODODODODDODODO
gobobooooboboooooobooooboboooobbooobbooooboan
ooooooboooepeSODODO0O0OOO0OOOO

w
O

gooboooobbogod
oooboooooboad
oooooboOoo0oooao

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

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

uoogobobooooobod
ooooobooogod
gooboooobboooobooobioobooobboo

O 0Oooo
O 0Oooo
O 0Oooo
O Oooo

OO0 D o0oooo4goooDooogogogoao
O 0Oooo
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

OO0 oDoooooooooogogogooao

Oo0o0O0ODDDOO0O0O00O0OO00O0.1ng/mLO O O 500 100p g/MLO OO0 O DO DO O

aad ocoooo0oooooDOoooOooo0oooUooDbDO0oDi1000000kgD OO
Omgd O 2000mg 000 O0O0O0O0OO0OOOCOODODOOOOOOOOOOODOOOOO

O01mgd O 1000mg0 0D OO0 OO0 OO0OOOODODOO10mgd O 500mgd O 20mgd O 250m
gdooOD25mg0 D 100mg0 0 D D OO0 O0DODODDODOO0OO0DO0O0O0OO0OOoODOoODDDbOOO0OO0Oooooao
ooocooObOO0oDoooooooboboboboO0ooooob0O0Db1imgd 20mgd 25mgd 50mgd 100mg
0 250mgd 500mg0d 1000mgd O 2000mg0 0 0 D0 O O OoOoOoOOOO0OOO0OO0OO0OO0OOOOODOOO
gooobooooobooooboogogosomg 0000000 oboboooobboon
a

a
O
O
g
u
O 0
O U
a t
O 0
g g
a g
u U
O 0
a g
u U
O 0
g g
a g
.0

O

OoocoOooooooooooooog e
oo oD oo oDooooooogoooogooao

ioogooooooooboboooooboobooo0oooboboooobobooooobao

OooooooQgoo
OOooooogogdg
OooooooQgdg
OOoooooggdg
Oooo0oooQgdg
OOoooooggdg
Oooo0oooQgdg
OoOooooogoogdg
Oooo0oooQgdg
OOooooogoogdg
OoOoo0ooodgdg
Oooooogogg
OoOoo0ooodgdg
OooooogoQgg
OoOoo0ooodgdg
OooooogooQgdg
OoOoo0ooodoadg
OooooooQgg
OoOoo0oooodgadg
OooooooQgg
OO0 oooogoogdg
OooooooQgdg
O 0O0o0ooooaog
O Oo0o0ooooao
O 0Oo0ooooog
O Oo0ooooo
O O0Oooooaog
O Ooo0ooooao
O Ooo0ooooaog
O Ooooooao
O Oo0ooooaog
O Ooo0ooooao
O Ooo0ooooaog
O Ooo0oo0oooao

gooboooobobooooooooobbooooboooobobooo
gboboboooobboooooooooobooooboboooobobooao
gbbobboooobbooooobobooooooooonb

iDoooooooocobobboboooooooocobbbobooooooan
g gooooo
iooagao
gooooao
gooooo
gooooad

OoooOoooooooooooooogoogogog
O

Oo0oooooo0oooDooooooooogodg
OO0 oDoogogUooooDoogog oo oooogod

OoooooogoQgoo

u
O
g
t

O Ooooo
O Ooooo
O Ooooo
O Ooogooo
O Ooo0ooo
O Ooooo
O 0Ooo0ooo
O Ooooo
O Ooo0ooao
O Ooooo
O Ooo0ooo
O Ooooo
O Ooo0ooao
O Ooooo
O 0Ooo0ooao
O Ooooo
O 0Ooo0ooao
O Ooooo
OO oOgoo
O Ooooo
O OoOgooao
O Ooooo
O OoOgooo
O Ooooo
O Oooao
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

gooooao
gooooad
ugogoboboooobboooobbooooobbooooboboooooboobOoo

OoOooooooooooo4o0DoDoDoooooDooogogoao
Oo0ooogogdoUooDooUUoDoDoooUUoDooogogoao
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

Oo0ooooo4o0oooooo0ooDooooooooogodg

O 0Ooo
O 0Oooo
O 0Oooo



ooooonoD
ooocooao
goooooao
ooooooD

(50)

JP 2009-530300 A 2009.8.27

oogoboooooboboooooboobooooobobbooobobooooboboooao
ooooOobOoOoO0oooooooobbboooooooobboboooooooboao
ooobOboOO0oooooooobboooooooobObboooooooboao
;;booooobobooooobboogoobooboooooboboboobo;obobbooo
OoOO0o00O0ooO0O0oDOO0oooO0oo0O0OoDOO0;00b00000000D ethylenediaminetet

raacetic acid)(EDTA DD 0 OO0 ODOOO;0000CO0O0ODOO0OO0DDOOOOOOODORO
;;0ooo0ooobooogoooboogooboboooobooobbbooobbooobno
uogobobooooobooocooboboooooboooobobooooobooooboboooao
oooobOobOO0O0DO0oooooobolooooooobobooooooooooboobooo

goooan
goooobooooobooooobooooobooooboboooobobooooboboooao

s e e e s .. I Ry s [
OO0 o0ooo0o4dUooDooUoUddUooDoDoDUoUdUooDoDoogooooao

Ooooooooooooo0oooogogogoooaog

OO0 oooodgoooao
OoooooQgoooao
Ooooo-gogoao
OoooooQgogoao

OoOoo0ooog
OO0Oo0ooodg
OoOoo0ooog
O0Ooo0ooog
OoOoo0ooogdg
OO0Oo0ooog
OoOoo0ooog
OOoo0ooodg
OoOoo0ooogd
OOoo0ooog
I B
OoOoo0ooog

0000000000000 000000000000000000000
methylsulfoxide)(DMSO)OD 0 O 00 DD 00000 OO TWEEN(D O O O )0

O

O o0oo0on0oo
I I R B

O

OO0 ooooogogoao
oo oooooQgooao
OO0 ooooogogogoao
oo oooooogogooQg

O 0O0o0ooood
OOo0ooood
O Oooooodg
OOoo0ooood
O O0Oo0ooood

O
O
O
O

«

O
O
O
O
O
O

goooboooooboboogooboooobbooobbooooban

O

0

@ H0o

g
a
O

oo
go
oad

oo

oooobooobooboobooooooooobboboooooooao
oooooobDoboooooooooobobbooooooooao
ooobooooboobooooooooooobobooooooooan
oooooobooboobooooooocoobbobobooooooano

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

gboboboooobbooooboooobboooooboooobbooadd
goooooboooooooooobobooooooooobobbooooo
-0o0og0oooboobooooobobooooobooboooooboooobbooobaon
gooboboboooobobboooobooooobobooooboboao
oooobOoOO0oO0oDoooooooobboboooooooboao
gogoboi1lboogooboogogbobobooooboogao
oooobooooobobobooooboooobooooboboao
uogboboooobboogoouoboouooooooobod
iooboboo0ooooooocobobobobooooooooooboao
gooboooobobooooboooobooooboDboo
iooggboobobooobobobodooobooooboobboooobboooobooooooban
goooooobobobooooooooobbobooooooooobobbooooo

goao

ooan
goo
uoao
uoao

»NO 0

0 -00 0000 LUPRON DEPOT(O
gbobobooooobooooonbonb
ob-b-(-H)-3-0000D0O0ob0o0oooooboobbo-o0
-ogooobooboooobboogobobicoboobboboooboboooonn
oogoboooooboboooobooooan
ooobODbOOO0oO0oooooooooboo0oan

O

g

OOoooood
O0Ooo0ooood

gogoboooobboogao

00000000000 O000
0Ooo0000O0O00oO0OO0Oo0oo
00000000000 O00O0
D(@OOO0oDO0O0E-00000
00O00L-0000000L-0

00
370
oo
OO0
oo
o0

ooobObbOooooooooooobao
oooobDboOooooooooooDboao

0 )

ggd

O
g
g
u
O

O OoOo0oooao
O 0Ooooo

od

00
g
ad
ud
0O

gooobao

0DoO0O0O0O0O0O0O0ooQ0
Dooo0oo0o0o0ooO
0Do0O0O0O0O0O0O0O0on
0DoO0O00o)Dooo @
DoO0000O0O0O0O0a0

-0o0goooooobboo
OoH)oOooOooDOoDo -0

O 0Ooo0oooao
O Ooo0ooood
Oooooood
O Ooo0ooood
OoOoo0ooood
O Ooo0ooood
I B

os-siooooobObobobooooooooobooooo
ooooObOOO0oO0oDooooooobobbooooooooano

10

20

30

40

50



(51) JP 2009-530300 A 2009.8.27
000000000000 00O0000O0O0O00O0O0O0O0O0O0O0ODODONOoOOoONOoOoGooaO
0OoO0o00oo
Do.0050 01000 00 0000000000000 O0O0O0DOO0O0ODOOOOOOOOOOO
0000000000000 0O00000O0O00O0O0O0DO0DO0DNONDOoODONOoOoOoooooaO
000000000000 00O0000O0O000O0O000O0O000O0O0O0O0OO0OO0O0OoGoaO
000000000000 0000000O00000000O0000O000000000
0000000000000 0O00000D00D0O0ONO0DO0DODNONDOoODONOoDOoOoOooooaO
000000000000 00O0000O0O000O0O00O0O0O0O0D0DO0ODO0OOO0OoOoGoaO
000000000000 00O0O0000O0000O0000O0000O00O00O0O0OoGoaO
0000000000000 0O00D00O0O0N0D0OOONONOOONONOoDOoODONooOoOooOooaO
000000000000 00O0000O0O0O00O0O0O0O0O0O0O0ODODONOoOOoONOoOoGooaO
000000000000 00O0O0O00O0O00o0.00l001000000000000000
0.10080000000007500900000000000000
0Ooo0o0o0oo
000000000000 00O0O0O00O0O000O0O00O0O0O0O0D0DO0O0O0OOO0OoOoGooaO
000000000000 000O0O000O000000000000000
0000000000000 0OO00D00OO0ODN0DO0OO0ONONO0DOONONODOODONOoOoOoNOooooaO
000000000000 00O00O00O0O000O0O0O0O0O0O0O0DDOODONOOoOoOoOoGooaO
000000000000 000O000O0O00O00O00O00O00000100000000
000000000000 000000000000000O0000000000000
000000000000 00O00000O000O0O00O0O0D0O0ODO0ODONOoOOoOoOooGooaO
000000000000 00O0000O0O000O0O000O0O000O0O0O0O0OO0OO0O0OoGoaO
0oo0dO
0Ooo0o0o0oo
(1.00000000)
000000000000 00O0O0000O0000O0000O0000O0O0O0DOO0O0oooaO
0000000000000 0OO00D00OO0ODN0DO0OO0ONONO0DOONONODOODONOoOoOoNOooooaO
000000000000 00O0000O0O0O00O0O0O0O0O0O0O0ODODONOoOOoONOoOoGooaO
000000000000 00O000000000O0000O00O00O0O0O0DOO0OooGoaO
000000000000 00000000000O00000000
0Ooo0o0o0oo
000000000000 00000000000O0000O0000O00O00O0O0O0oaO
000000000000 0000000O00000000O0000O000000000
0000000000000 0O00O0O0O0ODNO0DO0OO0ONONO0DOONONDOODONOoOoOoOooooaO
0Doooooo
0Dooooo
0000000000000 0O00D00O0O0N0D0OOONONOOONONOoDOoODONooOoOooOooaO
000000000000 00O0000O0O0O00O0O0O0O0O0O0O0ODODONOoOOoONOoOoGooaO
000000000000 000000000000000O0 (lycopodium)D 0000 O
000000000000 0000000000000000000000000000
0000000000000 0O00O00O0O0O00O0D0O0DO0DO0ODONDODONOoOOoOoOooooaO
000000000000 00O0000O0O000O0O00O0O0O0O0D0DO0ODO0OOO0OoOoGoaO
000000000000 000000000000000O0000000000000
0000000000000 0OO00D00OO0ODN0DO0OO0ONONO0DOONONODOODONOoOoOoNOooooaO
000000000000 O00O0O0O00OFOOCOOODOOONODOOD;00000000
00000000000 FOOCIOOOONONOOONONONOONONONDOOODONDOOOOOO
000000000000 000000000000000O0000000000000
000000000000 0000000O000O0O00O0O0D0O0DOODONOoOOoOoOooooaO
000000000000 00O0000O0O000O0O000O0O000O0O0O0O0OO0OO0O0OoGoaO
000000000000 0000000O00000000O0000O000000000

10

20

30

40



oono
ooao
ooao
ooo
40000

O

Ooooooo0oooooooooogogQgdg
OO0 o0DooDo40oooo4oggogoooogoggg

I

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

2

OO0 ooDooooooooQgg

g
U
0
g
t
0
g
g
U
0
g
U
0
g

Iy ) R e e ey e e ) I Iy
e A e e e e e s e s e Y

OoooOooooooooooOoooooooooooooooooooOoooO
Iy ey e [ I A

O 0Ooo0oooao
O Oo0oooao

(52) JP 2009-530300 A 2009.8.27

O Ooooo
O OoOooo
O Ooooo
O OooOooo
O Ooooo
O OooOooo
O 0Ooooo
O Ooooo
O Ooo0ooo
O Ooooo
O 0Ooo0ooao
O Ooooo
O 0Ooo0ooao
O Ooooo
O 0Oo0ooao
O Ooooo
O 0Oo0ooOoo
O Oooo
O 0ooo
O Oooo
O 0O oo
O Oooo
O 0O oo
O Oooo
O O oo
O Oooo
O Oooo
O Oooo
O 0o oo
O 0Oooo
O Oooo
O Oooo
O Oooo
O 0Oooo

O O
O O
O O
O O
O O
0O O
O O
0O O
O O
0O O
O O
O Od
O O
O d
O O
O d
O O
O O
O O
O O
O O
O d
O O
O O
O O

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

O

O

O

O

O

O

O

O

O

O

O

OJ

O

]

O

[

O

O

O

O

O

O

O

O

(]

O 0Oo0oooao
O OoOgooao
O O0Oo0oooao
O Oo0gooo
O 0Ooo0oooao
O Oo0oooao
O 0Oo0oo0ooao
O OooQgoooo
O 0Oo0oo0ooao
O Ooo0oooo
O O0Oo0oo0ooao
O O0Oo0oooo
O 0Oo0oooao
O Oo0oooo
O 0Oo0oooao
O 0Ooo0oooo
O 0Oo0ooOooao
O 0Oo0oooo
O O0Oo0oo0ooao
O 0Oo0oooo
O O o0oooao
O 0Ooo0oooo
OO o0oooao
O 0Ooooo
O 0OoOooo
O 0Ooooao
O 0OooOooo
O 0Ooooao
O 0Ooooo
O 0Ooo0ooao
O 0Ooooo
O 0Ooo0ooao
O Ooooo
O 0Ooo0ooao

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

oo
ooobDDbDOoOOoooooesnbonobnoboononogod

O 0Oooo
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
]

O O0Oogoao
O Ooooao
O Ooogoao
O Ooooo
O Ooogooao
O 0Ooo0ooo
O Ooogooao
O 0Ooo0ooo
O Ooooao
O 0Ooo0ooao

ioogoooogdo
goooooboboao
gooooooboao

OoooooogoQgoao
Ooooooggoao
OoooooogoQgoao
Oooooggoao
Ooooooogoogoo
Ooooooggoao
Oooo0ooogoQgoao
Ooooooggoao
Oooo0ooogogoao
OooooogQgoao
Oooo0ooogoao
OooooogQgoao
Oooo0oooogoao
Oooooogogoao
Oooo0oooogoao
OoooooogoQgoao
OoOoo0oooogoo
OoooooogogQgoao
OoO0oo0oooogoao
OoooooogogQgoao
OOooooogogogao
OoooooogQgoao
Oooooogogoao
OoooooogogQgoao

gogoooogooboboogoooboooobboooboboogoobobobogoao

\s0000000O0O0DO00OO0DODODODOOODODOODOODODODODODODOO

ooooOobOoOO0oooooocoobObboooooooobOboboooooooboao
O

uogobobooooobbooooobooooobbooooboobooooobbooado
ooobOobOoOO0oooooooobboooooooobOboboooooooboao
gogoobooooobobooooboboooobboooboboooobobogoao

imoooooooboboooooboooooboooooooboooooboooobooboooaann

Ooo0oooQgogao
OOo0ooogo-gogaog
Ooo0oooQgogoao
OOo0ooogo-gogao
Ooo0oooQgogao
OOo0ooogo-gogao

O 0Ooo0oooao
O Oo0oooao
O 0Ooo0oooao
O Oo0ooogoao
O 0Ooo0oooao
O Ooo0oooao
O 0Ooo0oooao
O Ooo0oooao
O o0Ooo0ooo
O oOoooo
O o0Ooo0ooao
O oOoooo
O o0Ooo0ooao
O oOoooo
O o0Ooo0ooao
O oOoooo
O 0Ooooao
O oOoooo
O 0Ooo0ooao
O oOoooo
O 0Ooooog
O oOoooo
O Ooooo
O oOoooo
O 0Ooooo
O oOoooo
O 0Ooooao
O oOoooo
O Ooooo
O o0Ooooao
O oOoooo
O o0Ooo0ooo
O oOoooo
O o0Ooo0ooao

10

20

30

40

50



OooOoooooOooobod
Oooooooogogoodg

T
|

D

OoooooooooooooDoDoDooooooooao

OO0 oooooggooao

Oooooogod
OOoo0ooogd
OoOoo0ooogod
OOoo0oooogd
OooOoo0oood
OOoo0ooogd
Oooo0oood
OoOoo0oooogd
OooOoo0ooood
O ooooogd
Oooooood

Ooooooooooooogoog
Ooo0oo0oOooooOod

O

O

Ooooooo4o0ooooo400oooDoooDoooDoDoDo DU oDooo LoD oDoDoo0oDoDooogooao
e s ) e e e e e s e s Y Y
OoooooooooooUo0Dooooo0 oD oo ooo0ooDooogoooao

OO0 o0Dooo4doooooUogoooogoogdg
Ooooocoo0oooooogoooodg
OO0 oDooo4doooogoggooood

OO0 oooooggogoao
OooooooogooQgooao
OO0 oooooggogogoao
Ooooooooogooao
OO0 oooooggogooao
OooooooooQgooao
Ooooooogoggogooao
OooooooooQgooao
Oooooooggooao
OooooooooQgooao
Oooooooggooao
OoooooooQgooao
Oooooooggooao
Ooooooooogooao
Ooooooogogogooao
Ooooooooogoooao
Oooooooogoggooao
Ooooooooogooao
Ooooooogoogooao
OoooooooogoOooao
OooooooogooQgooao
OO0 ooDoooggogoao
Oooooooogoogooao
OO0 oooooggogogoao
Oooooooogogogooao
OO0 oooooggogooao
OooooooogooQgooao
OO0 oooooggogooao
OooooooooQgooao
Oooooooggogooao
OooooooooQgooao
Oooooooggooao
Ooooooooogooao
Oo0oooooggooao
OooooooooQgooao

(53) JP 2009-530300 A 2009.8.27

coooooooobooooooooobobboboooooobooooboobooooo
goooobooboobobooooooooobbbooooooooobbboooodo

0

0

0

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

O Ooooo
O OoOooo
O OO

OooOooood
OOoo0ooodg

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

-750-0 0 000000 @

OoOoo0ooood
O Ooo0oooao

O

goobbooooboboooooboooooan
ooobODbOO0OO0DO0oooobooobbooogao
gooboooobbooooboooonob
uad
ooobODbO0o0oooooboobObbooogao
ocooo@UoUoooooooooo)oooao
gogoboboooobboooooboooooan
ooobODbOO0OO0DO0oooobooobbooogao
goobos;bboo0ooboboo11,2-00000
ooooODbOOoO0ooooooobODboOoo-350-

-550-0 000 00o0ob0ODDbO000o0oooan

3so 5500 0 7son D000 ooOoOO0oOobDObOOO

oh)ooooooopooooooo-ooDpoo-oooooooDpooo;o
oooooo@GHDOUOODOOODOoOOooODLODOooOOoODOEGBHADODOD
EOCO0O0DDODO0OO0O000O0OO0OOOODDbDOO0DO0DOoOooOoooobDDbObOO0oOn

O

O Ooooo
O OooOooo
O 0Ooooao
O OooOooog
O 0Ooo0ooo
O OooOooo
O 0Ooo0ooao
O OooOooo
O 0Ooo0ooao
O Ooooo
O 0Ooo0ooOoao
O OooOooo
O 0Oo0ooOoao
O OooOooo
O 0Oo0ooOoo
O Ooooo
O 0Oo0ooOoo
O Ooooo
OO oO0ooo
O Ooooo

gooboooobboo
gbooboooobbaod

.0O00O0DO0O0O0O0DDOOOODO)
gooboooooboboogooboooobooban

ugogobobooooobboooooboooaodo

O
O

ooocoobObOOoooooooooobooooan

gooboooobboooobooooan
gogobiobbooooooooobbooad

0Oooooooooon
0001000000

0o0o0ooDoo0ooo
0ooOooDoo0ooon
(0o0O0Oooo)Ioao

OO oO0ooo
O Ooooo

O Oooo
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
O
OJ
O
OJ
O
O
O
O
O
O
O
O
O

10

20

30

40

50



(54) JP 2009-530300 A 2009.8.27

00000000 oD0oo0DO0DO0oo0D0Do0ooDo0oo0Do0DO0o0DO0Do0oDoDU0ooDDO0oOoDOo0DOoo0Do0DoOoODOoOoDaO
OoOO0o00oo0o0oDOooo0Do0oo0DooDoooDO0oDO0DOoDoDU0ooDDOooDOo0DO0Oo0OpHODOOOaO
ooooooo0oooDOooo0DOooU0ooDUoooDO0oDO0ooDUooDDO0ooDOoDooODUooDUOoLoOaO
0000000000 oo0Do0ooD0DooDooDo0DO0oDO0DooDU0ooODO0oOoDOoDO0ooODOoDoOoDOOoOaO
0oo0oo0oo0oDOooo0Do0oo0DooDoooDO0oDo0DOoDU0ooDDO0ooDOoDOooODOoDoODOoOoaO
0000000 -p-000000000 ¢(hydroxypropyl-beta-cyclodextrin)(HPBCD)O O
0o0o0oo0DoDDoD0000o0o0o0o0DoDoDoDO00O000o0o0ooDDDO0O0O0O0OOlnO0Ods5od 0 HPB
cb0o00o0DOooDO0ODO0o0DOoDU0OoDDODO0OOo0O0ODO0OO0oDO0DO0DlIADD3005001000002000H
PBCOO O OO OO

Oooooao

00000000 oD0oo0DO0DO0oo0D0Do0ooDo0oo0Do0DO0o0DO0Do0oDoDU0ooDDO0oOoDOo0DOoo0Do0DoOoODOoOoDaO
0oo0oo0oo0oDOooo0Do0oo0DooDoooDO0oDo0DOoDU0ooDDO0ooDOoDOooODOoDoODOoOoaO
ooooooo0oooDOoooDooO0oooDoooDO0oDo0oooDUooDoDOoooDooODOooDoOooaOo
000000000 DO0ooo0Do0oDU0ooDo0ooDo0DO0o0DO0DooDU0ooODOooDOoDOooDoDoOooDoOooOaOo
0Ooooo0oo0oooDOoooDo0oo0DooDooDoDODO0o0Do0DooDO0D-Do0D0DO0oo0oDooDoooDOd
ooooo0ooo0ooDOooo0DOooU0oooDUoooDO0oDo0DooDUooDDUooDoDooODOooDDOooOaO
000000000 DoDU0ooo0Do0ooU0ooDU0ooo0DO0o0DO0DooDUooODOooDOoDOooDoDoOooDoOooOaOo
OoOo0o0o0oo0oDooDooDoDo0oo0DooDoooDODO0o0DOo0o0ooD0D;Do0o0DOoo0o0DooDoood
ooooo0oo0oooDUoooDO0ooU0ooDUoooDUO0oDo0Do0ooDU0DooDUooDOoDOooDoo/0DO
ocoooooooooDOoo/000000DODOODODODODODDUODODO/O0O0DOODODDODOO
00000000 oDO0ooDo0Do0ooDo0DooDooDo0DO0o0Do0DooDo0oooDOooDOoDo0oo0DoDoOoDooaO
0oo0oo0oo0oDOooo0Do0oo0DooDoooDO0oDo0DOoDU0ooDDO0ooDOoDOooODOoDoODOoOoaO
ooooo0ooo0ooDOooo0DOooU0oooDUoooDO0oDo0DooDUooDDUooDoDooODOooDDOooOaO
oooooDoOo/Z000000000000D0D0DO00O0O/OO0OO0OOO/Z0000000OO
Ooo0o0o0ooo0oooDOoooO/0 0000000000000 0O0ODODOOODODOOODOO
ooooo0oo0oooDOoooDoo0ooDoooDO0oDo0DooDU0ooDDOooDOoDooODOoDoOoDoOoaO
000000000 DoDU0ooo0Do0ooU0ooDU0ooo0DO0o0DO0DooDUooODOooDOoDOooDoDoOooDoOooOaOo
Oo0DO0o0o0ooDoooDoooooDoooog

oooooo
ooooooo0oooDOooo0DOooU0ooDUoooDO0oDO0ooDUooDDO0ooDOoDooODUooDUOoLoOaO
000000000 DO0ooo0Do0oDU0ooDo0ooDo0DO0o0DO0DooDU0ooODOooDOoDOooDoDoOooDoOooOaOo
OoDo0oo0oo0ooDooo0Do0oo0DooDoooDOooDOo0DoDoDUooDDOooDOoDooODoDoOoDoOooaO
ooooo0ooo0ooDOooo0DOooU0oooDUoooDO0oDo0DooDUooDDUooDoDooODOooDDOooOaO
Oo0O0oo0oooo0oooDooOoDooDooooao

Oooooo

000000000 DoD0ooo0DOd0o0oD0oooDU0Oo0DO0Do0ooDU0DOoODOooODDODOO0O0O0DODag (pho
sphate buffered saline)(PBS) 0 0 0 00 DDODODO0DODODOODODODDODODODOOOODOGO
00000000 oDo0oDo0DO0o00ooDo0oD0o0DO0DO00D0DO0oDoDoDOoDOoOoDO0DoOoDOOo
0oo0oo0oo0oDOooo0Do0oo0DooDoooDO0oDo0DOoDU0ooDDO0ooDOoDOooODOoDoODOoOoaO
ooooooo0oooDOooOoDooO0ooDoooODO0oDOoooDU0ooDDOooDOoDooODOooDOooaO
00000000000 o00O0o0DU0o0ooDooo0DO0o0DO0DooDUooDoDOooDoDooDoooOog
Oooooo
ooooo0oo0oooDOoooDoo0oooDoooDOooDOo0ooDUooDoDOooDoDooODOooDoDoOooaOo
000000000 DoDU0ooo0Do0ooU0ooDU0ooo0DO0o0DO0DooDUooODOooDOoDOooDoDoOooDoOooOaOo
00000000 oDO0ooDo0Do0oD0Do0ooDo0ooDo0DO0oDO0DOo0oDU0oDOoDDO0oOoDO0DO0ODODO0DOoODODaO
0oo0oo0oo0oooDOooo0Doo0ooDUoooDO0oDO0DooDU0ooDDOooDOoDooODOoDoOoDOooOaO
ooooooo0oooDOooo0DOooU0ooDUoooDO0oDO0ooDUooDDO0ooDOoDooODUooDUOoLoOaO
00000000 o0DO0ooDo0Do0o0D0Do0ooDo0o0D0p-0D00D000DOO0DODODOODODODOGO
0oo0oo0oo0oDOooo0Do0oo0DooDoooDO0oDo0DOoDU0ooDDO0ooDOoDOooODOoDoODOoOoaO
ooooo0ooo0ooDOooo0DOooU0oooDUoooDO0oDo0DooDUooDDUooDoDooODOooDDOooOaO

10

20

30

40

50



uoao
ooaon
ogoao
goao
EDTAL

OOoo0ooooo

O d
[ |
O d

oo oooogogoo
O o oooogogog
oo oooooQgogoo
OO0 oooogogog
oo ooooQgogoo
O oo ooogogoQg
Oooooooogogo
O Oo0oooogogog

O
O
O

~ O
DD
o

[ R

Ooooooogoogoao
Ooooogogoao
OoooooogoQgQg
OOooooogogooao
OoooooogooooOoao
Oooooogoooao
Ooooooogooooao
Oooooogoooao
OoooooooooOoaoo
OoOoOooOoooogooono

O Ooooo
O OoOooo
O OooOooo
O OoOooao
O Ooo0ooo
O OooOooo
O Ooo0ooo
O Ooooo
O Ooo0ooao
O Ooooo
O Ooo0ooao
O Ooooo
O Ooo0ooao

e A s e s e e e e [ s e o B |
O Ooooo

OoOo0ooooo4o0ooooo4o00 oo ooo oD ooDoDoooDoooDoDooo0oooooaog
e s e s e e e e e s e Y o A |
OoOooOooooo0ooooo4o00 oo ooo oD ooDooooDUoooDoDoooooooao
s e A s e s e e e s e |
OoOo0ooOooooo0ooooo4o00 oo oooo0D oo oDoooDoooDoDooo0ooooaono

(3.000000)

oooooooooan
gogoooooooand
ooocoobooooao
oooooooobooano
gooooooooan
ooocoobOoo0o0oao
goooooooobooao
goooooooooan
O-p-000000ODO0
ooocooboboooao
ooobobOo0odpHD OO
gogoooooooand
ooocoobooooao

(55)

JP 2009-530300 A 2009.8.27

oooboobooooobboooobboooooboboooboboooooan
ooooobOooOobooooooooobbbooooooooooboboao
ooooboboooooooooobobboboooooooooboboao
O8(TWEEN(D O DO O)H)80)J 0 0ooUoopoDoooooooDoo
uogbobobodooobbooobbooooobboooobbooooodan
ooocoobOOoOOoOoDoodpHOOOO0ODOOOOOO

O
O

OooooooooooQgg
Oooooogooooooggdg

O
O

ooooOao

O

OooooooQgog

(hydroxypropyl-beta-cyclodextrin) (HPBCD)[O
Ooo0o0ooo0oooDoooDoooooooao
Oo0o0o00ooDo0oooDoooDoooDooooao
Oo0o0o00ooD0ooDoDoooDOoooDooooao
Oo0o0o00oo0oooDoooDoooDooooao

O

O
O
O
O
O
O
O

O
O
O
O
O
O
O
O
O
O

O O oo

O

O

O oOoooao
O oOoooo
O oOoooao
O oOoooo
O oOoooao
O oOoooo
O 0Ooo0ooao
O oOoooo

O
O
O
O
O
O
O
O

O
O
(]
O
O
O
O
O
O

O 0o oo

O

O

O Oooo

O

O

O
O
O
O

=

Oooo0oooogoao
Oooooogogoao
OoOoo0ooooQgaQg

O 0o oo

O

O

O Oooo

O

O

O 0o oo

O

O
IS
N
=
O

OooooogoQgoao

O Oooo

O

O

OOoo0ooooOoogoooOoao
Oooooogogogoao
Oooo0oooogoao
OooooogQgoQg
OoOoo0oooodgad
OooooogQgQg
Oooooogogdg
OooooogQg™g
Ooooooggdg
OooooogQg™g
Oooooggdg

O 0o oo

O 0o oo

O

O
O

900

O Oooo

O Oooo

O

O 0o oo

O 0o oo

O

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

oooobobooOooooooocoooao
wwioOoOOooooooooDi1ioboooao
iDo0oooooooooboboooood

OOoooood
O O0Oo0ooood
OOoo0ooood
OO0Ooo0ooood
OoOoo0ooood
OO0Ooo0ooood
OOoo0ooood
OOoo0ooood
OoOoo0ooood

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

O

O

O Oooo O
O O ogo OJ
O Oooo O
O O ogo OJ
O Oooo O
O O oo OJ
O 0o oo O
O O oo O
Oo0ooooQgooao O
O

O

O

O

O

O

od
ad
oad
gd

goooooooooan

Oo0oooodgogooao
OooooooQgooao
Oo0oooogogooao
OoooooQgooao
Oooooodgogooao
OoooooQgooao

10

20

30

40

50



(56) JP 2009-530300 A 2009.8.27

0000010 00 O (100 1000mgd 1000 500mgd 100 500mgl 500 250mgd O 250 100mg)d
000000000000 000O0000O0000D040000000000000000
Doooo

0Doo0o0oo

000000000000 00O0000O0O000O0O000O0O000O0O0O0O0OO0OO0O0OoGoaO
0000000000 WMODOOOO0O00O0O0000O000O0O010 50mgd O 50 35mgd O

OD9030mg0 0 0000000000000 O0O0D0O00000000000000000
000000000 00000000

oooooo

(4.0000)

goooooooboooobooobobboooobboooobboooboboooooan
ugogoboboooooboouooboooobobbooobbooooobboooobboooooan
ooocoobobooooooooobbbooooooooobobbobobooooooooboao
gooooooobooooboooobobbooobbooobbooobbooooboan
gooodaad

gooocooao
goooooooboboogoobooobbobooobobooobbooobbooooboao
gooobooooooboooooboooboobobooooobbooooobboooobooooonan
ooocooobooboooooooooobobboboooooooobobobobooooooooobooao
ooocoobobobooooooooobbbooooooooobbobobooooooooboao
gooboosocbo0ooooooboiccbbboboooooooooDbao

gooodadad
ooocooboobooboooooooooobobbooooooooobobobobooooooooobooao
gooooooobooooboooobobbooobbooobbooobbooooboan
goobobooooobooooobooobobobooobbooooboboooobobooooonan
ooocooobooboooooooooobobboboooooooobobobobooooooooobooao
goooooooboboogoobooobbobooobobooobbooobbooooboao

O

gugbobooooobboooobobooad
oib0Di1o0oooOoOODODObOOO0OO0OO0OO0OO0Onn
gooooao
¢G.ooooooooooooooo)

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

pHO O 50 70 O.

0000000000000 0000000OO0O0D000000000000000000
00

0000000000000 0000000C0O0O000000000000000000
0000000000000 000000C000D000000000001000000
0000000000000 0000O000000O0000000DDOooOoOoOoOoO0On
0000000000000 00000000O0O0O00000000000000000
0000000000000 000000C00O0(@O0O0) 00000 -0000000
000000 (@O0O000000000000)I0O00000000-00-000000
0000000000000 000000000O00000000D0D0O0o0oo0OOoO0On
0000000000000 0000000C0O0O000000000000000000
0000000000000 000000000000203gm0000
0000000000000 00DO0O0O0O0O0O0O0O0O0000000D0D0O0O0O0O0OO0O0On
0000000000000 000000000O0O00

000000

(6.000000)

0000000000000 000000000000000000000000O00oo

ooocoobObO0oDOoooooooboboboboboOoooooobDDbObOb00O0OODnaoass4s77o0 O3
9168990 0 35368090 O 35981230 O 40087190 O 56745330 0O 50595950 0O 55917670 O 5120



(57) JP 2009-530300 A 2009.8.27

5480 0O 50735430 O 56394760 O 53545560 0O 56394800 O 57335660 0O 57391080 O 5891474
0 0O 59223560 0O 59728910 0O 59809450 O 59938550 0O 60458300 0O 60873240 0O 61139430

0 61973500 O 62483630 O 62649700 O 62679810 O 63764610 O 64199610 U 65895480 O 6
6133580 0 66995000 0 O 67406340 U D ODDODDODDOODODOOOODODODDODODOOOUOGOGOO

ud

U
0
U
t
0
g
g
U
0
g
U
0
g
g
0
0

OooooooooooogogQgoao
Oo0DoDoogog4dogooooogogogogoao
Oo0oooooooooogogooao

OoOooooo4o0ooooo4o00 oo oooooDoDoDooooooooogogao-g
Y Y Y Y |

Oooooogogoooao

OO0 oDooodgogooao
OooDooooooooogogoaoQg

OO0 oDooogogooooogogdg

Ooooooogogooao
Ooooogogoao
Ooooooogogoao
OooOoogogoao
Ooooooogoogooao
Ooooogogoao
Ooooooogoogooao
Ooooogogoao
Ooooooogoogogoao
Oooooogogogoao
Oooo0ooogoogogoao
Ooooogogoao
Oooo0oooogoao
Oooooogogoao
Oooo0oooogoao
Oooooogogooao
Oooo0oooogooao
Ooooooogogoao
OooOoo0ooooogooao
Oooooogogooao
OO0 ooogogoao
Ooooooogogoao
Ooooogogoao
Ooooooogogoao
Ooooogogoao
Ooooooogoogooao
Ooooogogoao
Ooooooogoogooao
Ooooogogoao
Ooooooogoogooao
Ooooogogoao
Ooooooogoogoao
Ooooogogoao
Ooooooogogogoao

ugaao uogboboooobbooooboooooboooobbooodo
ooooObOO0oOO0oooooooobOboboooooooooooao
gogooobooooboboooboooobobooobbooog
gicodgoooboooooboooboboboooboooooban

ooooOboOO0ooooooooobobobobooooooooooao
g

goobooooobbooao

O 0Ooo0goo
O O ogogo
O 0OooOgooo
O OoQgooo
O 0Ooo0oooo
O OooOgooo

OoOoo0ooood
OOoo0oo0oood
OO0Ooo0ooood
OoOoo0ooood
OOoooood
OoOoo0oo0oood
OOoo0ooood
OoOoo0oo0oood
OOoooood
OO0Ooo0oo0oood
OOoo0ooood
O 0Ooo0oo0oood
OoOoo0ooood
O O0Oo0Ooooogod
OoOoo0ooood
O O0Oo0oooogod
OoOoo0ooood
O O0Oo0oooogod
OoOoo0ooood
O Oo0gooo
O 0Ooo0oooao
O Oo0gooo
O 0Oo0oooo
O OoQgooo
O 0Oo0oooao
O Oooooo
O 0Ooo0oooao

cooooooOoooDoooobooooooDbDOoDbDbOOobobOoooDoD@oao

gooooooobbooooobooooboooooooboooooboooooobooooan

O 0Ooooo
O 0OoOooog
O Oooo
O Oooo
O 0Oooo
O Oooo
O 0Oooo
O Oooo
O 0Oooo
O Oooo
O 0Oooo
O Oooo
O 0Oooo
O Oooo
O 0Ooo
O Oooo
O 0ooo
O Oooo
O 0O oo
O Oooo
O 0O oo
O Oooo
OO oo
O Oooo
OO oo
O Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O Oooo
O 0Oooo
O Oooo
O 0Oooo

-ogooobooooboboooobobooobobooooboboooboboooobobooono

goooooooboooobooobobboooobboooobboooboboooooan
ugogoboboooooboouooboooobobbooobbooooobboooobboooooan
ooocooboboboooooooooobobboboooooooobboboboooooooooboao
ocooooboboooogoooov/s0oooooobobbboooooo/00ooooboooDb oo
cooocooov/0000O00CO0O0OO0OO0OODOODODOOOODDODODOODODODOODODO
ooocoobobooboooooooooobobbooooooooobbobobooooooooobooao
goooooooboboogoobooobbobooobobooobbooobbooooboao
coooooooooDooooooooDooogooo/00bob0DbDOoo0boDooooDOd
coov/s0b0O0O0ooOv/0O0O0O0OO0OO0OODOODOODODODODOOD/ODOODODODODOODO
ooocoobobobooooooooobbbooooooooobbobobooooooooboao
gooooooooboooooobooobobboooboboooobboooboboooooban
gogoboboooooboouooboooobobobboooobboooonn

gooocooao

10

20

30

40

50



(

O 0Ooo0oooo

O oOoooo

O
e
O
O
O
O
(
O
O
O
O
O

g
a

7.00000)
ODoo0o0oooooon
Doo0O0oooo0ooon

gogobooboooooan

(58)

JP 2009-530300 A 2009.8.27

ooooOboOO0oooooooooboboboooooooooooboao
ooobObOO0oO0ooooooobboooooooooobooboao

uogboboooobbooooboooooboooobbooodo

O

O
goooboooooboboooooboooobooooboboooobobooobbooo

u

O

oooobODDbOO0OO000d

0 63166520 O 62745520 O 62713590 0O 62538720 0O 61398650

61315700 0O 61207510 0O 60714950 O 60600820 [0 60487360 U 60399750 [0 60045340 U 5
9853070 O 59723660 O 59002520 O 58406740 O 575954200 O O 57098740 U O O OO OO

goooan

0000000000000 ooDo0o0o0DO0o00Do0o0D0Do0DU0ooDOoDOoo0DO0DooDo0ooODDOaOo
00oo0oD0ooDO0o0o0Do0ooO0DooDUo0ooDo0DO0o0o0Do0ooDo0Do0oDUOooDOoDOooODO0DOooDoDoODDOOo
Oo0oo0oooDOooo0oo0ooDoooDO0oo0DooDU0oDUOooDOoDOooODoDoDOooODDOo
O00DD0oDO0000ooooo(@:30000))0ooooooooDoDoO0d (multilam
llar vesicley(MMV)O O O DO ODDODOQOODOOODODODODODODOODOOODODODOODOO
000000000000 O00D0O0OOaOa0 (phosphate buffered saline)(PBS)D O O O
0000000000000 ooDU0OoOo0DO0o0o0Do0oo0Do0o0ooDUooDo0DOooOoDoOoDoOoOoDOan
O0o000o0oDo0ooo0DoooooDoooDooDoDoooOoPBSOOOOOOOO

ooooaon
p.OODOCDODODOO)

oooooooooooo0oooDOoooDgoooooOooDUooDoDoooooDOooDoDOoo
ocooooooooooobooobooboooooooobDOoboboobooDOooao
ocoooooobooooboooboobobooboboooO0ooDbDOobDbOOobobooDbDOooDbDOo
O0O0DDDOO0OO0O000D0ODO0D (Fluorescene resonance energy transfer)(FRET)O O
O0o0ooDDoDOoOoo0o@ooDooadcelickmand O 0O O O J.Biomolecular Screening,7 No.1l
3-10Cz0020 ) U O OoooOo)H)oOOoOOooOoooOOoOoODOODOODDODODODOODODDOO

gooobooogao
goooan

ooOooo0oo0ooDOooo0Doo0DooDoooDo0oDo0DooDUooDDOooDoDooODoDooDoOooaOo
O0DO0O0O0O00D00ODO0OOoOO0DOO0O0O@OD0OOdzymark Corp.0 Hopkintond MA(O O O O O
Mentord OH(O O O O )O ;Beckman Instruments 1

O
n

N [ [ Y Y [

O
O

0O O )OO ;Air Technical IndustriesQ
c.0O FullertonO CA(C O OO OO O )O
0 )HOHOo O O
oo a

OoooogoQgoao
OooOooood
OOo0o0ooogoQgogao
Ooo0oooQgogoao
OoOoo0oooogdg
Ooo0oooQgogoao
OOoo0oooogd
OoOoo0oood
OOoo0oooogd
OoOoo0ooood
OOoo0oooogd
OoOoo0ooood
OOoo0oooao
O0Ooo0oo0ooao
OOoo0oooaoo
O0Oo0oo0ooao
OOoo0oooao
O0Oo0oo0ooao
OoOoo0oooogod
O 0Oo0Oo0ooo
O0Ooo0oooaoo
O 0Oo0Oo0ooo
O0Ooo0oooaoo

goobooooobobooad
ooooobObooooooan
od goobooooobbooooao
ELISAD O OO OQO0DOO0O0O0O Gazitd

OoooooQgoooao
OO0 ooo-gogoao

Ooooooooogooogo
OoooO0oooboOooOood

;Precision Systems, Inc.0 NatickO MA(O O O

O

[ I |
I I R |
[ I I |

O

O

O

O

O

O

g
O
g
g

Protocols In Molecular Biology(Ausubel,et

goooan

ooocooboobooooooooobooooo
ooocoobOoOoOobooooooooobobooood

O

a
O
g

«C OoOoog

0

O
O
0

-Med.

OoOooOooDoo
O0o0o0ooo
000000
000000
O0o000Oao
Zymark Corp.
O0O0D00Oo

O

O0Ooo0oooogd
O0Ooo0oooaoo

O0Ooo0oooogod
OOoo0ooood
OOoOo0oooogod
I s [y |

ggogoobobooodobobooobao
00000000 o0ooooooao
0oooobooooooooboao
Chem.(1996)39:2170-2177 ;Curren

al.,eds.2001)0 0180 00000 OO

ooooOobOOO0oooooooooooao
oooobObOOO0oOooooooooobooao

10

20

30

40



Oooooogogoao
OO0 oooogoogdg
OoooooQgg

OO0 ooogogoao

Oooooogogoao

0

O

OOooooogoogdg
OooooooQgdg

0

O

O 0O0ooooaog
OOo0o0ooooao

OOooooaog
OOoo0ooooao
O Oooooaog

O

Ba/F30 0O 32Dc130 0O (Kellyd 0O 2002);Molm-130

O0Ooo0oooao
OoOooooaog
O0Ooo0oooao
O Ooo0ooooaog
OOoo0ooooao

O

O

O

(59)

JP 2009-530300 A 2009.8.27

gooooooobooboooooboooooooboooao
goocoooboobobobooooooooobooooao
goocoboOrTD00OO0O0O0OOOODODDbOOO0OOOO
gooooooobobbooogooboooobbooo
ugogobooocoobobboooooooooobooadd
goocoobObobOobooooooooobboboooao
goowmMscvD OO OO OO0OO0OOOFLT3-ITDO O OO

O MoIm140 O 0O (O O O

0000 );HL60(AML-M3)O AML193(AML-M5)0 KG-10O KG-lal CRL-18730 CRL

-95910 O THP-1(American
ooooooo

O

Ooooooooogooogoodg

O 0o oo ooDooDoovIODooooDoDooooooooo-g

Ooooooogoood

(BE.ODOODOooCoOooooog)

O

OooooogQgoQg
O0o0ooooogoogdg
Oooooogogogoao

[ =
(@)
Ooa 0O
o]

O O

uggao
ooo
ggao
gagao

oo oooooogogoo
OO0 o oooogogogao
oo oooooogogoo

OJ

OO0 oooogogogao

1C500

0

Ooo0oooQgoao
O Ooogoao

O0Ooo0oooao
O 0Ooo0ooogoao

O

000
000
000
1p MO

goooao
0000000000 FabianO 00O

OO0 ooooogogogo

Oo0ooooogogoao

OO0 oooodgogoao
Ooooooogogoao
OOo0oooogogoao

OooooooogooQgoao
OOo0ooooooggogao
Ooo0oooogoQgoao

O Ooo0oooao

O 0Ooo0ooao
O Ooooo

ogd

Oooooogogogoao
OOo0oooogogoao

Tissue Culture Collection Bethesdal MD(O O O O 0O O )O)
0000000000000 ooDo0oooDooDooooon

goocooboobooboooooooobobboboooooooao
ooocooobOoo0oooooooooDbDbioopy MO OO 1C50
ooooosopMuoOOODOOOOOGOGOO100MOOODODO
ioonMO O OOoosonMO OO ICgcoU O OOODODODOOO ICg,

O

oggao

OooooogogoQgoao

Oo0oooogogoao

Oooo0oooQgoao

PCR(quan

O

O0Ooo0oo0ooao
O Ooo0oooao

oo

O Ooooooogdg
Ooooooogodg
O Oo0oooooogdg

ua

oDooao
oDooao
oDooo
oDooao
0Dooao
LDgo0 O

goooao

g
g
u
O
g
u
O
g
a g
\Y

ggaod
ggad
gugdadg
ooao
ggaod
gdadg
ooao
ggaod
gaad
titati

O

O 0Oo0ooOoo
O0Ooo0oooao

od

ooobODboOOoOoogiucsgOOoOao
goobooooobboooobooboad
ooboiICcgc0oooooooooano
ooobOoOOooooooooboao
gooboooobbooooboboao
goobooooooan

gooboooobbooooboDboo

(Nat Biotechnol .2005 23(3):3290 360

Oooo0oooogoo
O o0oooooogdg
OO0 ooooogdg
Oo0oooooogdg
OO0 ooooogdg
O oo oooogdg
O0o0oooogoogdg
OoooooooQgdg

O

oocooObobooOooooooooobobooooooooobbobobooooooboooDoao

T70

OOooooogogogao
OooooooQgoo
Ooooooggogao
Oooo0oooQgoo
Ooooooggoao
Oooo0oooQgoo
Oooooogoggogao
Oooo0oooQgoo
Ooooooggoao
Oooo0oooQgoao

gaogao

e PCR)(QPCR 00 0O ODODODOODO

cooocooooooOoooobooooobOoooooDUooDbOobooDobUooDooo
ocoboocoooooobOoooobOooooboboooboooobDOooDbOoboboDobbooDOoDboo
ocof0igoooooooboOfoooooUoooDoooDoooooDooDoDoooooooDoDOd

cooocooooooDOooooboooooobogoooooUoobDoooDobbooDooo
OD0O00D00O0O (Krause O Van Ettend O O O N Engl J Med(2005)353(2):172-187;Blume-J
ensenl O Hunterd O O O Nature(2001)411(17):355-365;0 O PlowmanO O O O O DN&P,7:3
34-339(1994) 0HYL Do OooOUoooDOooOoOoooooDUOoooDOooOoOooOooDOoo

ocoooooooooOoooboobooboo
oooo0o0no
oCpoocoooKitbooooooooooDooooooooDoooooooooooDOd
OCoOOooOoOooOO0oOoDOPGRROODOOODOODODODODOODODOOPGFRROOODODOGO
ocoOOoo0oo0o0oo0O00DO0oD0OD0ODO0O00O0ODO0OO0DOO0OO0ODOO0O0ORETODDOMENSODOOODO

10

20

30

40

50



(60) JP 2009-530300 A 2009.8.27

00000 (multiple endocrine neoplasia)2Al O 2B(MENS 2A0 O MENS 2B)0 0 OO O O
000000000 DoDO0o0o0DO0o00o0Do0o0D0D0OO000O00D0ORETODOODOODOODODOO

ooooooo0oooDOooo0DOooU0ooDUoooDO0oDO0ooDUooDDO0ooDOoDooODUooDUOoLoOaO
OFIt-30 0 /0 0Kit0 000000000 ODOO0OO0OOOO (stomach)/0 (gastric)O O
OD0DO0O0O0OKIitD OOGISTOOPDGFRa O O OGISTO O OOOODOOODOO (gastrointesti
nal stromal tumor)(@GISTHO 0D 00 DDODODOOODDOOODDOOOODODO (hepatic)/O

O

Oooooogogooao
O0Oooooogod

00
0O
oo

O

O Ooo0oooao
O O0Oogoao

O

O
O
O
O

0 o)

g

O

1t-30

00
oo

O
O

0 d)O

00
OO

O
O

(NKHO
ler) (NK)O
ooDooao
ooooao
0O2)aoo
ooooao
FRO O OO

OOoo0oooaoo

0

O

O

OO oO0ooo
OoOoo0oood

0

O
0
4
O
0

O

O 0Ooo0ooo
OOooooogod

O

O

O
g
u
O
g

g
g
0
0
g
U

0

OO0 oooogo4Qgoooao

Ooooooogoogoaoo

3) FIt-30
0Doooo
0oooo
sfisgslsls
0DooO0o
0oooo

O 0Ooo0oooao
O Oo0oooao

(liver)DOOO0OD0DO0O0O0O0O0O0O
Kitd 00 0 O /0 O PDGFRO O

o0
od
od

CSF-

oo
00

OPDGFRO O DO ODOOODODODOOODDOOOOGDO
ooo0oDbODbOO0O0DO0O0oO0o0OCsSF-AROOO0O0O0O0O00O

OCOOFRIt-300000/00PDGFROODO OO OOCDOODOOODOKItO O
oooKitUooooDoDoOOooooooooookKitOOoooDbDOoOOo
Kitd0OooQoDOoooOooooooooDooogooPbGFRO O OO O
IR-0 00000000 ODDODOO0O0O0OVEGRROOOOOoOooooOoOoao
oooo0ODDbDO0OO0OVEGRRO O OO OOoGOooooOoDODDOOO0OO0oOooooao

ogd

P)PDGFRO D0 00 O0O0O0OO0DDODODOOOOOOOODODOPDGFRO O OO DO /0 O CSF
~1R-

goobooo0ooobbooo0obbOO0OO0OVEGFRROOD DO OOoDobOoooooDao
OO0OO0OD0ODD0OVEGFRRBU O O ODODODDODDODOODOOOOOVEGFRRSID O O OOOGOO
ooooao

000000000000 fFIt-300000/0 0KITO OO OO /0 O CSF-1R
000000000000 0D0D0D0O (acute myelogenous leukemia) (AML)O F
O/00PDGFRO D00 0O0OOCDODODDODOOOOOOODOGDGDDAOchronic mye
logenous leukemia)(CML)O FIt-30 0 0 0 0 0 000ODD0DODODO0ODO0DODOOODOODOOFIE-
3co0o0oDoOv/00KItOOOOODDODDOOODOOOODODODODODOOOOOOdPDGFRO O O HES
000000 O00D000O00a0 (hypereosinophilic syndrome)(HES)O PDGFRO O O CELO
OO0OO0ODDOOO0O0O0 chronic eosinophilic leukemia)(CEL) D 0 0 OO0 OO OODODO (chr
onic myelomonocytic leukemia)(CMML)O KitD 0 0 00 0 0 0O0O0ODODODO0OOOOOOGO
KitD 0ooddodgogooooDpbooouoooooboooooodod

O0Ooo0oooaoo
O 0Oo0oo0ooaog

Oooooogogdg

O

Flt-

ud

300 00DD0D/Z00PDGFRODODODODDODODODOODODOODODOODODOO
00000 (acute lymphoblastic leukemia)(ALL)O B-O0 O O O O

OT-000000000000000000DO0O0ODLDAO (matural killer)

B-0
od
o0

OooooooQgdg
Oooooogogdg

o0

ooooDDOoOT-0000oO0oO0ooODbDDbbOO0OO0oO0o0oooao (natural kil
OCSF-IR-0 000 OFIt-30 0000000 OOO0OO0ODODODODOO
ooooODbOOO0oO0oooooooobobooan

OO0O0D0DDOPPGFROD DO OO ODOOODOODDODODODOOOOOOO
OO0OO0O0OO0OO0OPGFROODODODODODODDODODDODOOOODOOODODOOPDG
ocooo0oooDOoooDOooO0ooDUooDoDooooDooao
/JO00CSF-1ROODO0ODDDODO0DODOUODODDODODDDODODODOOOOOO
Oo0o0o00ooDo0ooDOooo0ooDo0oooDooDoDooDoooDoooOoog
Oo0o000ooD0ooDoo0ooDo0ooDooDi1c0o0o0Do0ooDoo
0O0O0D0DDO0OD0D0O0O00O0O0O0O0D0O0 (ulcerative colitis)(UC)O
O00D0DO0O (systemic lupus erythematosis)(SLE)O O O O O
0000000000000 D0ODDOO0O0D0ODOAO((chronic obstructi

ve pulmonary disease)(COPD)O O O O

04AHIODD0DO0DD0D0D0DDO0DD0DOD0O0DO0DDO0DoODDODo0DO0DO0OoDo0DOoOoDOKITOOOODOOoODODOO
ooooao
OoDoooo

10

20

30

40

50



(61) JP 2009-530300 A 2009.8.27

oooooooOoooooO0oooDOoooDOoooooUoooDUooDoDOooOoooDOooDoDOoo
ocooooooooooboooboobobooooooooDbDooboboOooboooDbDOooDOoo
Ooo0ooo
gooooooDooooooooDUoooD1oooooDUoooDUoooDooooouooao
ocooo0oooooooboooooooboood

1)PDGFRa O PDGFRB O CSF-1ROKitD O FIL30 O D OO0 DO OO0OOOD0OO0DOD (platel
et derived growth factor receptor)(PDGFR D O O O DO DO O O

O 2)VEGFRLI(FIt1)O VEGFR2(KDRO O FIk1)O O VEGFR3(FIt4) D O O DO OO OO0 O OO (va
scular endothelial growth factor)(VEGRH)O 0 0O O OO ODODOO

O3 0D0b0O000000IIdO0gdansulin-like growth factor | receptor)(1GF-1R)0O
O0O00DD0DD0O000d nsulin receptor)(IR) D 0O D0ODODOOO

O 4)RetO

O 5HER(EGFR) O 0 0 0D OO DO

O6)FGFRO O OO0 O D0 ODO

O 7DHGFR(Met)O OO O DO O OO

Os)AblO 000000 DOO0OO0DO0O0ODO0D0DO

O 9)SrcO YeslO FynO LynO LckO BIkO HckO FgrO O YrkO O O SrcC OO DO OO0O

O

O

O

O

O

O

O

OoOoo0oooo

10)FrkO Btk CskO AblO SykO Fesl FpsO Fakd Jakd D Ack(U 0D 0O OO0 CO OO OO
00D0O0O0)0
11)0 0 O O O sterile200 sterilell0 Osterile70 00 0000000000000

12)cam0 000000000 C0(@ODOOODO0OOOODO0OOOO0OOOOOO0O0OO)O
13)AGCO 000 O0D0O0OO00
14)CMGCO 0 00000 (edkOmap0 0 0000000000000 0O0OOOOOOOcl
KOOooooo
0Doo0ooo
(F.0O0O00)

goooooooboooobooobobboooobboooobboooboboooooan
gugoboboooooboouoouoboouooobboouobbooooobboooboboooooao
ooocoobobobooooooooobbbooooooooobbobobooooooooboao
gooooooobooooboooobobbooobbooobbooobbooooboan
cooocoooooooooobooooboobgooo/s00bobDbDOobobODOooOOooDO
ooocooObObOO0ooooooooobobbooooao

goooogao
goobobooooobooooobooobobobooobbooooboboooobobooooonan
oooooboooao
gooooooooboogogooboogoboboboooboboooobboooboboooooboao
uogiggoooooobobooobobooooboboooobboooobooooobobooao
aogao

ooocooao
gooobooooobooboogogoboooobobobooobobooobbooobbilbb0OoO
gooboboooooboboooobooooooboao
ooocoobObOO0OO0oDooooooobOoboboboooooooobbOoboDooil1lbbooooooan
goooooooboboogoooboilbooooboooobbooobooboobooobboo
goobooooooobooooobooobobobbooooboboooooboboooobobooooonan
gooaon

goooooao

(G.oooooo)
OoDoooDooDoooDooao OoDooo0Do0oo0oDooDU0oooDooDoDooDoooDOoooOOd
00000 @0O0O0OdMarch O O O Advanced Organic Chemistry:Reactions,Mechanisms,

O
O



(62) JP 2009-530300 A 2009.8.27

and Structure, (1992)4th Ed.;Wiley Interscience,New York) DO O O OO OO OGOQOoOQAO

oo
o0
oo
0o
;m0
o0
0o
oo
00
oood

oo oooogogo

O

OooOooooooooooOoooaO
Oooooooooooooogoog

o
=
[
9]

O
Y O Y Y Y Y i [ |

oo ooooogoQgoooo
OO0 ooooogogoao

OooNMOOoOoogoogo

O

oo
oo
od
ud
oo
od
aad
oo
od

oooooDooo0ooO0oooDooDo0DOooDoooDoooODOoooDooDoooDoOooaOo
CDCI5(99.80 DO Cambridge Isotope Laboratories)] 000000000 (FH)
(NMR)O O O 0O O O O Bruker Avance 300MHz NMRO 0 0 O 0D O ODODOOOOOd
oooooDo0ooo0ooDo0oooDoo(@Gooo;dionoo;t0 000 ;qgOooOa0n
;br sSDODDOOQCODOOOD)IODDODODOQOODODDODODODDODDODODODODODODDODDOO
O0O0ppm@HO00DO0O0ODDODODODODODODODODODDOOMS)DOOODOO@
o/000.05000)0000000OHPLC/MSO 0 DD OCDOOOOODOOODOO
(BsHUO ODODODOQOODODODODODOUODDOOHPLCO O VarianO HPLCO O O OO O O
0ooooDoDoDoDo0o0ooo0oooDoDoDoDO0O0O0O00ooOoDDoOeo2300 400

OH)DOoooooDoDDoDOoDOo0DOoOoodoooDooDoDoOooestilIoononan@978)d.o
rg.Chem.43:2923)0

oo
od
aad
oo
od
aad
oo
oo
oad
ud

0
ooooooooooUoooDoo/c00b0U0OoDOoOoDbDOooOoDooODOooODO
gbboboooobbooooboboooobboooooboboooonn
goooooobobobooooooooobbobooooooooobobbooooo
gooboboooobobooooooboooboboooobbooobbooooobonon
gboboboooobbooooooooooboooooobboooooboooooan
ooboooooooobOoooDOoo@oobOtOooDOoobDOoo0OoDOooODO0eE-DO
ooboooOOoooooboOooobDOo)obooobOoobDoobOoboboooOooDO
gboboboooobbooooobooooobooboooobbs=-00o0obobooooobnn
oooooOoooooOO0oooDOooboOoboOoooDOooDoboDOoo0OoOoDoO-cO-rRE@

ROODODODODODODODODODDODDOODODOOOODODOD)MIp-OOOOODODODODDODODOO

od
aad
oo
od
aad

0

O oo oooogodg

t
u

gooboooobobooooobooooboboooobbooobbooooban
gooano

0
gooboboooobobooooooboooboboooobbooobbooooobonon
ooDOoo0D0OQ0Green, TWOOPG.MWtzDOODOODODOOOODOODODO (CPr

ive Groups in Organic Synthesis(1991),2nd Ed.,Wiley-Interscience)d O O 0O O

gooao
gooboooobobooooobooooboboooobbooobbooooban
gboboboooobbooooboouoboboooobbooobboooooan
ooboooooooobooobooboooboboooOOooDbDOobbooboooov/bO
goooooao

t
oobooooooooOU0Oo0e/ZzDOOODODDODODODOODODOV/ZODOODODGO
ioo0ogooboooooboo0oooboboooobooooDbao

gogoboooobobobooooobobooooboooobbooooboooooban

O00O0DO0DO0DO0DODRWMRIEIXOZWOZ20Z30ORMOOOODODDODDODDODDODOOO

0

(ooooooooooooog)

Ooo0oooQgogao
OOo0ooogo-gogaog
Ooo0oooQgogoao
OOo0ooogo-gogao
Ooo0oooQgogao
OOo0ooogo-gogao

O oOoooo
O Oooogoog
O o0oooo
O Ooooo
O o0oo0ooo
O 0Ooooao
O oOoo0ooo
O oOoooo
O o0Ooo0ooo
O oOoooo
O o0Ooo0ooao
O oOoooo
O o0Ooo0ooao
O oOoooo
O o0Ooo0ooao
O oOoooo
O 0Ooooao
O oOoooo
O O0Oo0oogoo
O oOoooo
O 0Ooooog
O oOoooo
O Ooooo
O oOoooo
O 0Ooooo
O oOoooo
O 0Ooooao
O oOoooo
O Ooooo
O o0Ooooao

O 0Oooo

O 0Oooo

O 0Oooo

O 0Oooo

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

10

20

30

40

50



(63) JP 2009-530300 A 2009.8.27

00000000 oD0oo0DO0DO0oo0D0Do0ooDo0oo0Do0DO0o0DO0Do0oDoDU0ooDDO0oOoDOo0DOoo0Do0DoOoODOoOoDaO
0Ooo0oo0oo0oooDooo0Dooo0DooDoooDOooDOo0DooDUooDoDOooDoDooDoDooDooaOo
O0OO0O00O0000D0D0o00DO0DO00O0oDoDO0oOoOD0DO0OO0DO0OO0ODO0SmithD OMarchO ODOOOO
0 0 O O (Advanced Organic Chemistry)d 5" ed.(2001)0 0000000

oooooo

(ooooooboooDo-00000
ooooDao

ole]

Cl
Cl o ¢
R-NH, —————>»  R*——N==Cc=0
}‘ nxr, 0C (1)
0000000000000 O00D0DODO0O0DDO0OO0OO0DDO0DOO0DODOOODOOOOan
0000000000000 O00O0DDD0DO0O0DDO0DO0O0ODDOoOOoq@IODDDONDOOD
0000000 O0D0DDDONDDDONONDDOD(.100)ID0000D0D00O0O0D0DDOOO
0000000000000 O0O0O0D0D0DDO0OO0DDODO0ODDoONDNDNONDNDDDNONDOD
0000000000000 O000DO0DO0O0DDO0OO0O0DODO0OO0OO0DODOOOOODOOn
0000000000 D0OD0O0O0O0
ODo0o0O0o
00000000 @DIODODO0DODONDO0DONDDDNDONDONDDODONDODODODODoOO
OoDoo0ooo
00000
HzN'@"R o
R=——N==C==—0 - R‘*—N’ILN—-@—R
Mz, 50C & &

M @)
0000000000000 D0O0O0DD0DDNDO0(IODDDNDODNDDDDNDODDDDOOD
000000 @DO0)I0D00DDDO0DO0DDODONO0DDOOODODOOODDS000306
0000000000000 000D00O000D0O0O0000OHPLCODODDOOO
OoDoo0oo
(000000000000 -00002)

00000
o) Lawessonz{ 3.
N R, 80°C, 8h &
R‘f-;;,l ;;j R R“-N/ILN‘@—R
H H — M
@) H H

ddd000Lawesson 0 0 000D O0O0O0ODODODOO0OODODODOO0OODODOAOUO Lawessond O O
0dooooo0oooDoDOo0oooDooooooDilooD 08 UOOo0oOoDoDOoOoOooDoDOoOOoOnan
0000000 o0DDoODOoODOOooOodHPLCOOODODOOO

oooooad

(N-DOO0O0O0DoODo-00003)

10

20

30

40



(64) JP 2009-530300 A 2009.8.27

Ooo00o00

~

H‘()‘R )OL

RA——N===C=—=0 - R4-r;l N—-@—R
CAFATERTIE
) 80°C —| @)

ORODOODD1I00002000000000000000N-0000DO0O0DOODOO0ODRD
0000000000000 D0O0OO0D0DO0O0OO0DDO0ODO0DOO0ODODO0ODO0ODODOODOOODON-
OooooooooooooootoooooooboobooosoooboooooooOoanOoaon
0000000000000 O0OO0OO0Et0ACcO0 000 0D0D0O0DO0D0O0O0DDOO0ODODOOO0D
0000000000000 D0DD0DO0ODO0O0OO0DODO0ODO0DDODODO0ODODOODODOOGOaDn
000@oOoODOo0OO00o0DDODoOO00o0DoDDO0OO0O0DDOOO0ODdDoDSsoOEtOACO OO O O )HO
Ooo0o00ooano
Oo0ooo00oao

(goooogoooooO0ooobDU0ooboOoboboOooU0ooDOooDDbDO0-0000%
goooao

O
+ E N X
HzN’ \NHz HQN%XB“R’
o -

X=8 }XiL0
ooQo0o02-000-6-000000000CODODOO0O0O0O0O0ODOODODODO Laud O Gompfd O O
O00 (J3-0rg.-Chem.1970,35,4103-4108)0 0 0 0 00 0000CDODOOCDODODOOODOOO
goooobdobgobgobobobobobgobobU014bU0bU0obUobuobobonb
0 I A B R M O M 2 A A W N N I A N R R N N N R RN R
ooocoobobobooooooooobobbooooooooobobobobooooooooobooao
goobobobgobobuobobobobob0obUobUobUobUobUobUobUobuoboo
gooboobobotbotbobgobobobobobobobobobobobobono
ooooooao
goooon

@oooooooooUooopOoooDOo-0000b5)
ocooooo22wo000b0O00b0O0ob0o0oo0EeU0UooD-0Doo0o0o0ooODU0o0-4-00000 2-
ocoo-ooo0ooobDoobob-e-000)IODOODODODODOODDODOO

goooano

OH
N N

HyN— HN— D\
S S OH

oooocoooU0oopDOf2wWoO0oo@U0oo-0oooopDoo-5-00b0002-0000O
-oooooooo-7y-0oo0)YOoooDooooooooboooDbooos-0coooooao
ooocoobobobooooooooobobbooooooooobobobobooooooooobooao
gooooogooboogao

10

20

30

40



(65) JP 2009-530300 A 2009.8.27

Doooo
~
o
/@\ NH,SCN s .
~o NH, Bra HOAG \OQ:N’}"NHZ RU ©: Vs
BBry BBr3
OH 10

s
D—NH S
HOQ:N y <I ‘\;}——NHZ

ocoooooo0ooobDOoooobOoobDoobOOoboOoooDO0ooDbDOoDbD@-0O00)Y-0D0O
goooooooboogoobooobobbooobbooobbooobboooooban
goobooooobooooobooooobonboao

000000
Ooooo

( COH 20

n
NHsSCN 1o ¢
\>—NH2
"Bry, AcOH
NH,
HO,C _MeOH MeO,C
\>—~NH2 2 \ NH2
HoS0,
s
gooooad 30
(000000000000 0-00006)
Oooooao
7
o) \—i—-R’
N EtOH
Br =
o HoN—¢C || —-R? N
I 2 ] X
NOFT . X >
nosi- ] N

0000040 05500000000000000O0O0O000O02"-000-4-000000 40

0000000000000 000000C0O000000000000000C0O0oOo000
0000000000000 00000000P,0,00000000000000000
OoooQoO

DoooQoO

(0000000 -00007)



(66) JP 2009-530300 A 2009.8.27

Doooo
& 3 R R
s <4
N i. Fe, NH,CI =
‘ />,X aq.iProH X[ EtCiH ‘ N/>/X
N . Hp, 5 % — Ni, MeOH A~ N
Noz~<—| 2% HoN—
N_

iii. SnCly 2H,0, EtOH
Di0ii000&iII000000000000000O0000O0000O000000000
00000000000 0000000000000000O0000000000000
00000000000 00000000000000000000000000000
D(@G)IO0D0DO0DO00D6NIONDN0DDNONDN0NONONON(MOINDNODDNDNDNDOOO/0 (3:1)00 70
000000)IOD0OO0O0O00OO0O0OO0OD0DOO0O0OOO0O0O0OOO0O0O030000000000
00000000000 00000000000000000000000000000
D0O0@5M)0 0000000000000 00O0O000O0ON0NDONONONDOOO0aGOn
0000030 00000000000000MgS0,00000000000000000
000000O0000RYMIOODOOODODOOODODOOOOOOOOOOOOOOO600
000000000000 000O00CGiIDIODODDNDDNDNeINN0N0NNN0N0nOnononaon
0000000000 OPHONaHCO,O OpHBO 0D DD D0 O0O0D00O0O030000000
000D00O0O0OMS0,0 00 0000000000000 000D0O0D
D0oo000o
(0000000000000 00-00008)

Doooo
Rr! //R

// 7

) R4-N=C=0 =

N Y o [ X

| >
HN—/I " Q '/I
TN Yenis
reNR° A

0A.0000O0000O0000O0O0000O0000O0000O0000O000000000
000000000000 000O0000O0000O0004001200000000000
000000 O0OO0OMOHO OOODOOOODOOOOOOODOOODODOOODOOOOOOO
O00D0OO0OONaHCO,0 000000000000 D000000200000000000
D0O000OMgSO,0 00 0000000000000 000O0O0000O0000O0000
000000000000 00O0000O000000000O0000O000000000
0Do0o0O00oO
Doo0oo0ao

10

20

30

40



(67) JP 2009-530300 A 2009.8.27

00000
/_._!.—-'R1 i "':“""‘R’
\ NS EDCI, HOBt N
R“-COOH  « 0 S
x [ s DMF M N N’>"
— N R4 N 1
NHE ] > F‘QS ! =
B.

gp.0o0oo0ooboboooobooobbbooobbooobbooobbooooboao
OCoOO0O0CO0OODMFO OHOBt(A-OU OO ODOOCDODOOCOODOOODO)OOEDCIN-(3-O00
ocooocoooO0oo)-N-OOOOOO0OODOODODOO)M ODODDOODODOODODGO
O[doood[2,1-pjo0c00b-2-00-00000000000000O

goooogao

(ooooooooo-0O0009

Ooo0oo0
# ) -OH
; /\
S am
K,CO;4 —50 N Y
N S Cr/kth o \T%:/ \~4Jp
‘/>/ + - N
X N Y S
R ! - | >
= = N
—
& RI%-NO,, -NH,,
-NRSC(O)NR*RS,
-NRC(O)(CH,)qR*
TH5,
goooooooooooooooobDvMFOOOD DD ODODODODODODOOOOOOOOOaO
0000000000000 D0D0DO0DO000D0DO0D0D0DO0DDNDO0OD0DO0DOoDO0ODoDOoOOoOaDn
goo0oo00o00oooooooooLreMsO 0 0ooooOOo0O0O0ooOooOO0On0Oosodoeon OOs0sdd
goooooooo0ooo0ooo0ooo0ooo0ooooooob0o0obi10o3x0o0o0ooooooo0oonoaon
0000000000000 D0DD0DO0D0DO0O00DO0DO00DO0DO0DD7008000000000
goooooooooooooooootouooooo oo oooD oo ooooooao
gooooooooooooooooobooooooooooooooooooon0onooano
goooo0oo0oo0ooao
Ooooo0oao

(cooooooO0ooDbDU0ooDbDUOooopDooUooDbD-0DO000O10)
gogoboboooooboooobooooobooooboooooobooooobobooaao
o@ooos)oooo4-0000D0D0DODOODODODODODODDODODDODODODDODODOO
o2"-0004-00000CODODOOOO020000000@OOOeBOOODDOO
@gooo7nHnooooooooDooooooooDUoooDoooDo@ooos)ygood
ooocooboboooooooooobooboboboooooooobobbooooooooooboao
oooobObOO0o0ooooooobbobooooooooboDboDbo0Ooan

O O0Oo0oo0o0oano
OOoo0oo0ogao

10

20

30

40



(68) JP 2009-530300 A 2009.8.27
oooobDao

OEt COH

Yo Ja

N N
] LiOH
Xj i DI“}” — o~ Lo
O\N/ E )kﬁ Q\N/ N )J\N
H H

EDCI, HOBt )
DMF n
y BHy-THF IN d
l >,,s _ XIS BHytess )"
; d A "
N NJKN
H H
Oo00o0OooOoao
0000000000000 00[2-(4-000-0000)-0000[2,1b][1,3]00 00 20
00O00-7-00]0000000000O0O0O0OO0OO0OO0OO0OOOOOOOOOODOODOOOO
Oo0o00ooo0oooob0oo0oo0oo0oooo o o0oooooo o oooooob0OooooooOnbdn
ooo0ooo0oooob oo o0oooo b0 ooo oo ooooDoboooooObdd
0000000000000 00000DO0O0O0OO0OO0DO0DO0DO0DO0DO0DD0DO0DO0DO0DDODO0DDOOaO
Oo00o0o0oao
CO.Et OzH CONR7R?
In In ) n
N LIOH N R?vNH~R7 N
] THF/H,0 | S EpcCl HOBt ] s 30
N"}/ N/>/ DMF N/>/
OQN 02N OZN
TR7
FNR'RT 4 BHy-Me,SITHF R?
) |
" 2.5 % —Ni/H Ne g7
X%
N 3. SnCL/EtOH Yn
(>
'y N
HoN W~ ~NCO lr«?/S 20
=~ o
LTy
\N/ N/\LN
H H
oooooo

(gooooooboooDooboooo0oo-000010)



goooano

7
N
[ )8 0 [ )—s
| N 2. (RY(RENH, TEA re, L AN
5 o \ N7 ONHT
% CCTRUFHRIETILELTH S |5
R

ORM OO

(69) JP 2009-530300 A 2009.8.27

= = 1
| R‘I "'""‘R

1L ORRST Y, CHCI, N

gooboooobobooooobooooboboooobboooboboooooboao

[dID0O00[2,1-bJ00000-2-00]-0000000@O00)I01om0O000000
O0(@OO0OO0D0OCHCIL) OO OODODOoO 000000000000 0000000000

00 (1.50
ooooo

oH)yooooooooosywoOooooooooboooobOooooobz20b0000
oopoooOdomiO0OO0OTHFO D OO D1 40000000000 00D00ODO25

oo12s000o0obocoobbob0ooooooooobobobob0oooooborPLCODOOOO

gooooao

(-000 -

ooooao
gooooao

3-0 00
ogoao
ooo
ooo

oad
a
O

OOoooooooooooogoooao
OO0 O0DoDoogog4goooogogogao
Ooooooogogogoooao

OO0 ooooggogoao
OOoo0ooooaog

O

0
S-tert-000000000DO00O00O03-000000-=-5-tert-00000D0ORDO
oo0-000011D)

>k‘4§,NH2 MNCO

y/
O-N O-N

S-tert-0 00000000 O0COOO0OODO0ODOCHCIL,OO -2000 000
gioooooboobobooooooooobboooooooob-20000000O
oooobooobOobooboooooooboobDbeoc 0 0O0-2000 15000000
gooooobobobooo=-2000 -150030000000O0O0000TLCOOAO

TLcCooosooooOooooooooobbooooooao

g
gboboboooobbooooooooobooooodao
gooocoooboboboooooobooobooboboooo

[

ooooooboooooo
ooooobOooooao

|

gboboboooobobooooooboooooobooooobbooobboooooan
gooocoooboobobooooooocoobbboboooooooobobbooooo
gooooboobobobooooooooobbbooooooooobbbooooo
/0000000 QO00000DU0o0DDQODO0O0O0D0oDODU0OoDOooOoDO0ooboDOooDOO
gboboboboooobbooooboouooboboooobboooobbooooodan
gooooobooooooooooboboood

0

(0O0D01:N-(G-tert-0 00 -000000003-00)-N"-0000[2,1-B][1,3]00 O

goooao
gA.0D0Oa0O
ooz2-00

2-00)00000C0CO0O0D)ICO[DOD0ALJDDODO)
2-(4-0000000)IO0O00[2,1b][1,3]0000000000000000
000000000 (75Imgd 5mmol)002-000-4"-0000000000 (A

22g05mmoD)00C0D0OCODODOOODDOOOOOODODODODOODODODOD240000O

goooao
goooano

gooboooobboooooooobbooooboboooobDboo
U

0B.2-(4-000-0000)I000([2,1-b][1,3]0 0000000000000 000
O000ADOOOOO@28mg0 1.5mmoD0C0 0 0000000000000 C000O00O

20

30

40



Oooooogogoao

OO0 oOooogoogoag

Ooooooogogoao

OO0 oo oooggg
O 0Ooo0oooo
O Oogogo

OooooooogoQgooao
Oo0Dooogogoao

O

od
0 0O 900

O
|

O

O

gooooboooao
gogoooaogdd
ooobDobOoOo0oaog

(419mg0 7.5mmol)0 O O

O0OLCMSO O O OO
ocooo0ooU0oooDOooOoDooU0ooDUoooDOoooDooDUoooDoOooaOo

oo

oo

O

(70) JP 2009-530300 A 2009.8.27

ooooobooboooooooooboobboboooo
ODODOO0OO0OANHIIODODODDODODOOODOODOOD

OO0O0OO0O00O0000000NaHCOgO O (20mL)O O
ocoooO0ooOO0oO0oo0oO0oO0OO0O0oO0OO00000aoncHCI
CRCl ;OO O0OooOooOoooDooboOoooooDono

(CH,C1.,/50 MeOH/0.50 Et,N)J 0 0 0 O O

OCoOO00O0O00O0O0O0OOoO0BOOODODO (133mgd O0.5mmol)0 O 5-tert-
oooos3-0000000@3mgdo.smmo)D OO O O0OOOOODODO?20

Oo00o000Qo0O0ooOoO0ooOO0oO0ooO0oo0Oo0O0oOO0oO0oo0O0oo0oO0O0O0OO00onaoCHCH

,/MeOH)O 0 O O O O *H NMR (DMSO-dg) & 9.65 (s, 1H), 8.9 (s, 1H), 8.7 (s, 1H), 8
.05 (d, 1H), 7.95 (d, 1H), 7.8 (d, 2H), 7.65 (m, 3H), 7.4 (t, 1H), 6.55 (s, 1H),
1.3 (s, 9H); LC-MS (ESI) 432 (M+H)™*

oooooo

ob.0oooao
ooooooao
Ooooooao
0 1-(5-tert-0
1-bj0 0000

00002-000000000000002-000-4"-00000000
000000000 0BOODCOOOOOOOOOODOOONODODODDOOOO
0000000000000 000000000000000

00D-000000003-00)-3-[4-(7-0000-000([d]l0000 [2,

-2-00)-00
01-(5-tert-0 00 -0000
b]JDODOOO-2-00)-000
01-(5-tert-0 00 -0000

0 ]-0 O ; LC-MS (ESI) 450 (M+H)*; [0 O O A2]
0003-00)-3-[4-(7-000-000[d]0 000 [2,1-
1-0 O ; LC-MS (ESI) 445 (M+H)*; [0 O O A3]

O
O
O
00003-00)-3-[4(7-00000-000[d]0000[

2,1-b]00000-2-00)-00007]-00 ; *H NMR (CDCl3) 10.0 (s, 1H); 9.6 (s, 1H

); 8.9 (s, 1H); 8.6 (s, 1H); 7.9 (m, 3H); 7.6 (m, 2H); 7.4 (s, 1H); 6.7 (s, 1H);
1.4 (s, 9H);0 0O [O O O A4]

Ol1-(G-tert-0 00 -00000O0O003-00)-3-4-(7-0000-000[d]O0OOO0[2,
1-b]J00000-2-00)-00007-00; *HNMR (00000 -d,) 8.3 (s, 1H); 7-8 (
d, 3H); 7.5 (m, 4H); 7.2 (d, 1H); 6.4 (s, 1H); 3.8 (s, 3H); 1.4 (s, 9H). [OD O O

A5]
Ooo0oQ0oO
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O3omLO 100 HCIO O O OO OONaHCOgO D OO OOOOODODO
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DO0D0O000:0000A0000CO0 (0.300g,1.27mmol)02-00 0 -4"-0000 00
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ODOO0O0ONaHCO,0 00O O0D0D0D0O00000O0O0D0D00000000O0O0O00100000
00/000000000Si0,-0000000000000000000000000
(0.211g0 440 )O

C.4-(7-00000-4-00-0000[2,1-b][1.3]00000000-2-00)0000O

OoODO0O00O0:0000BODOODOODO (0.200g0 0.53mmol)O SnCl,O 2H,0(0.600g0 2.65mm
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oHhOOoDOOoOOoOOOODOOoOOD@omL)ODOO9O 00000 DODOODODOOOODOOLREMsSO O

00000000 40mO00000000NaHCO,0 000 0 pHO 80 OO0 OO0 OO CHLCI
,03000000000000000MgS0,010000000000000000000
000000/0000000000Si0,-000000000000000000000
0000000000 (0.112g0 610 )0

0DOooooo

0D.000C0D00D00:0000BIODOCO (0.110g0 0.3mmol)D 0 O O O 5-Ctert-0 0 0)
000000O003-0000000 (0.052g0 0.3mmo)0 THF(IOML) O O O O OO0 OO0
D000O0C0O0OO0O0O0O0OLCMSOOOCOOOTHFO OO OOOOOOOOODOODOOOD
00000/0000000000Si0,-0000000000000000000000
0000000 D0O0O0 (0.042g0 270 )0 *H NMR (CDCl5) 8 9.3 (br, 1H), 7.84 (dO O s

3H), 7.60 (d, 2H), 7.50 (dO O s, 2H), 7.19 (s, 1H), 7.04 (d, 1H), 5.84 (s, 1H)
3.90 (t, 4H), 3.19 (t, 4H), 1.36 (s, 9H).

00000
E.00OO0ADG6-00000-4-0000000000-2-0000006-@-00000
00-1-00)-1,3-00000000-2-00000000000000000A0DOO
000001-G-tert-0 00 -0 0000000 3-00)-3-{4-[7-4-000-0000
1-00)-000[d0000[2,1-b]00C000-2-00]1-00003¥00000000
TH NMR (CDCIZ) & 9.3 (br, 1H), 7.84 (dO0 O's, 3H), 7.59 (br, 1H), 7.56 (d, 2H),
7.49 (d, 1H), 7.20 (d, 1H), 7.05 (dd, 1H), 5.86 (s, 1H), 3.250 (t, 4H), 2.62 (t,
4H), 2.38 (s, 3H), 1.36 (s, 9H). [0 O O A7]

OooooQooO

(0O0DO03:N-G-tert-0 00 -000000003-00)-N-{4-[7-(20 0000 -4-00 -
0O000)IO0O0O[2.1-B][1,3]00000000-2-00]100003¥ 0[00CC0CB1]00
0)

OooOoooo-e

OAOOD2-000-1,3-00000000-6-0000000000D00O0DA0C LauO O GompfT
Oooo0OoODDO @-0rg-Chem.1970,35,4103-4108)0 0 0 00D O0OO0O00O0OO0O (r-6g0 0.100
oHhozoomlOOOOooOooomOOoOoOOoOoODODOODODOOOODDODODOCODOD1,4-0000
OO0 @l.egd 0.20mo)0 000000 @@OOMDHOOOOODODODODOODODOD2400 0
ooocoobobobooooooooobbbooooooooobbobobooooooooboao
goooooooan

ugooodad
ooocooboobooboooooooooobobbooooooooobobobobooooooooobooao
oooooboboooooooooobbboooooo0oE@E-U0oO0g-1,3-000oooooDb-6-
0o0o0)oDoDOoOOoOoooDoDOoOOooOoO0OLeMS(MHH=167) 0 ONMRO OO OO OO OODODOOAO :

13.0g(780 )0 NMR (DMSO-dg) & 7.6 (m, 2H), 6.6 (d, 1H).

Dooo0oo
0B.0002-(4-0000000)IO000[2,1-b][1.3]00000000-7-00000
00O0000O02-000-1,3-00000000-6-000 (20.0g0 0.12mol)0 O 2-0 0 O
-4"-0 000000000 (29.3g00.12mo)060OMLO0 0 0 000000000000
000000000000 00O0D0ONCODNO0NDCODNODNDNO0OONDNDNO0OONONDNO0OOOONOOP
,0.,00000000000000002-@-0000000)0000 [2,1-b][1.3]00
000000-7-000000000000000000:17.09(460 )0 NMR (DMSO-dg)

5 10 (s, 1H), 8.9 (s, 1H), 8.3 (d, 2H), 8.1 (d, 2H), 7.8 (d, 1H), 7.4 (s, 1H),
6.9 (d, 1H).

0Dooooo

0C.7-(2-00000-4-00-0000)-2-(4-000-0000)00 00 [2,1-b]1[1,3]0
000000000000 00000002-(4-0000000)0000[2,1-b]1[1-3]C
0000000 -7-000(3.00g0 9.6mmol)J 100mL0 OODMFO 0O O ODO0DOCOOOOO
0000000 (4.1590 30mmol0 30 0)0 0 0000000000000 (4.6590 25mmol
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00000000000 05000900000LCMS0 000000000000 0000

0000000000000 0s8OMOOOCOOD100000000000000000
0000000000000 000000000O000000007-(-00000 -4-0
0-0000)2-(4-000-0000)0000[2,1-b][1,3]0 000000000000
000 :3.87g(950 )0 NMR (DMSO-dg) & 8.97 (s, 1H), 8.30 (d, 2H), 8.0 (d, 2H), 7.
9 (d,

ad

g D.

O
O

1,310

ad
g

a
u

1H), 7.7 (s, 1H), 7.2 (d, 1H), 4.1 (t, 2H), 5.6 (m, 4H), 2.7 (t, 2H).
000
007-(2-00000-4-00-0000)-2-(4-000-0000)0000[2,1-b][
000000000000 000O07-(2-00000-4-00-0000 )-2-(4-00
00)IO0O0C0[2,1-b][1,3]0 000000 O (3.8790 9.1mmol)0 100mLO O O O O
00O0/0(3:1) 0000000000000 (2.00g0 36.4mmol)d O O O (5.04g0 9

O.xmmo)ODDODOCDOOOOODODODOODODODODODODDODODODDODOOOODOODDODLCEMS

g
g
OO
g
ad
0O
oo

a
u

O
O
O
O
O

2H),

g

O

0000000000000 000000000000000000000000
(soml) 0 0 0000000000000 00D01W30 0000000000000
000000000000 0300000000000000MgS0,0 00000
0000000 @Ie60)IIDON0000000O0OD0O0 (00 :2.7590 540 )0
00000000 /0000008000000/000000000000000
0003.500000000000000000000000000000000
00000ONMR (DMSO-dg) & 8.4 (s, 1H), 7.8 (d, 1H), 7.65 (d, 1H), 7.5 (d,
7.1 (d, 1H), 6.6 (d, 2H), 4.1 (t, 2H), 3.6 (m, 4H), 2.7 (t, 2H).

000

OE. 7-(2-00000-4-00-0000)-2-(4-000-0000)0000 [2,1-b][1,3]
00000000 (4.06g0 10.3mmo)0 5-tert-0 0 000 0000003-0000000
(1.994g0 12mmo)0 0 0 00000001200 0000000000000000000
0000000000000 0000000000000000000NaHCO,0 0000
0000000000000 002000000000000000Mgs0,0000000
D000C0OO0O02mMO00000000000C00000000000000000000
0000000000000 000000000O000000000000000000
000 :2.342g(410 )0 NMR (DMSO-dg) & 9.6 (br, 1H), 8.9 (br, 1H), 8.61 (s, 1H),
7.86 (d, 1H), 7.76 (d, 2H), 7.69 (d, 1H), 7.51 (d, 2H), 7.18 (dd, 1H), 6.52 (s,
1H), 4.16 (t, 2H), 3.59 (t, 4H), 3.36 (0 O , 4H), 2.72 (t, 2H), 1.30 (s, 9H). NM
R (CDCl3) & 9.3 (br, 1H), 7.84 (m, 4H), 7.59 (d, 2H), 7.49 (d, 1H), 7.22 (d, 1H
), 7.03 (dd, 1H), 5.88 (s, 1H), 4.16 (t, 2H), 3.76 (t, 4H), 2.84 (t, 2H), 2.61 (
t, 4H), 1.37 (s, 9H).

0Dooooo
OF.0000D0000O0O0N-G-tert-000-00000000-3-00)-N"-{4-[7-(2-0
00O00-4-00-0000)0000([2,1-b][1,3]00000000-2-007]0000 30
000000000000 000O02mO00000000MMO000O00000000
O0O0O0D01.0MHCI/OOODOOOODOO(.100)00000000000000000
0000000000000 0O00O00O0O0O00O0D0O0DO0DO0ODONDODONOoOOoOoOooooaO
00000 :2.44g(980 )0 NMR (DMSO-dg) & 11.0 (br, 1H), 9.68 (s, 1H), 9.26 (s, 1
H), 8.66 (s, 1H), 7.93 (d, 1H), 7.78 (m, 3H), 7.53 (d, 2H), 7.26 (dd, 1H), 6.53
(s, 1H), 4.50 (t, 2H), 3.97 (m, 2H), 3.81 (t, 2H), 3.6 (0 O, 4H), 3.23 (m, 2H),
1.30 (s, 9H).
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goocooooooobobooooooooobobobobooooooooDbbbooooooao

g

O

OH.OON-G-tert-0 00 -000000D00O03-00)-N"-{4-[5-(2-00000-4-00 -

10

20

30

40

50



(73) JP 2009-530300 A 2009.8.27

00O00)IO0O00[2,1-b][1,3]00000000-2-00]00003 00000000
DOORMOIOOODODOS000000000000QIOO0OO0ODO0OO0O0O0O0OAD2-0
00-00000000-4-00002-000-4"-000000000000000000
0000000000000 O0ADFOOOOOODOOODDOO NMR (DMSO-dg) & 11.6
(br, 1H), 9.78 (br, 1H), 9.56 (br, 1H), 8.64 (s, 1H), 7.94 (d, 2H), 7.70 (s, 1H
), 7.56 (d, 2H), 7.45 (t, 1H), 7.33 (d, 1H), 6.54 (s, 1H), 4.79 (t, 2H), 3.87 (m
, 6H), 3.60 (m, 2H), 3.34 (m, 2H), 1.30 (s, 9H); LC-MS: ESI 561 (M+H)+. [0 O O B

11]

000000

O1. OON-G-tert-0 00 -000000003-00)N-{4-[6-(2-00000 -4-0 0 -
0O000)IO0O0O0[2,1-b][1,3]00000000-2-00]100003¥0[0C0B12]10
0000000000000 000S5-0000-00000000-2-00-000000
0000000000 0000000

Ooo0oQ0oO
05-0000-00000000-2-00-0000000000000000(3-0000
0000)-0000 (1.822g0 10mmol)0 CH,CI,(20mL)0 0 0 0 0 0O O (1.76g0 11mmol)0
ooOoO0C0OoOO0OQ@om)0DODODDO3000000000000000000030000¢0
00000030 000001000000000000000000000000000¢0
00O0O0O0O0ONaHCO,O0 00O OCH,ClL,LO0OOOODODODOO00OMgS0,0 00000000
0000000 (1.716g0 950 )O

Ooo0Qoo0
02-000-00000000-5-0000000000005-0000-0000000

0-2-00-0000480HBr/H,0(A6ML)0 00000001050 0100000000000
0000000000000 0O00O00O0O0O00O0D0O0DO0DO0ODONDODONOoOOoOoOooooaO
NaHCO,O0 0 0 O OCH,ClL,O 0O OOODOOO0O00OMgS0,0 0 0000000000000
0 (0.986g0 630 )O

0Oooooo

OO0ON-(GG-tert-0 00 -000000003-00)-N"-{4-[6-(2-00 000 -4-00 -0
00O0)I0O0O0([2,1-b][1,3]00000000-2-00]00003 000000000
0002-000-00000000-5-000000000000000* NMR (DMSO-dg)
& 11.1 (br, 1H), 9.69 (br, 1H), 9.28 (br, 1H), 8.71 (s, 1H), 7.97 (d, 1H), 7.7
9 (dO0 Os, 3H), 7.56 (d, 2H), 7.13 (dd, 1H), 6.53 (s, 1H), 4.56 (t, 2H), 3.98 (m
, 2H), 3.82 (t, 2H), 3.65 (m, 2H), 3.55 (m, 2H), 3.25 (m, 2H), 1.31 (s, 9H); LC-
MS: ESI 561 (M+H)*. [0 O O B12]

0Dooooo

0J. N-(G5-tert-0 00 -000000003-00)-N"-{3-[7-(2-00000-4-00 -00O
00)IODOO[2,1-b][1,3]00000000-2-00]10000¥ 000000000B
002-000-4"-000000002-000-3"-000000000000000000
O0O0O0OODADEDDOOOOOODODODOOOY NMR (DMSO-dg) & 11.1 (br, 1H), 9.76 (s
, 1H), 9.34 (s, 1H), 8.76 (s, 1H), 8.01 (s, 1H), 8.05 (d, 1H), 7.79 (d, 1H), 7.5
0 (d, 1H), 7.37 (t, 1H), 7.32 (s, 1H), 7.27 (dd, 1H), 6.55 (s, 1H), 4.51 (t, 2H)
, 3.98 (m, 2H), 3.83 (t, 2H), 3.61 (m, 4H), 3.24 (m, 2H), 1.31 (s, 9H); LC-MS ES
I: MH* 561. [0 O O B13]

0Oooooo

OK.2-{3-[3-(5-tert-0 0 0 -0 00000003-00)-0000]1-00003000C0T(
2,1-b][1.,3]00000000-7-000000000000000000B0O0ODOOO
0000000000 O0DO0O0OADEDOOOOOOOOOOOOODOOO2-000-000
0000D0-6-000000000000 (0.889g0 4mmo)0 2-0 00 -3"-0000 00O
000 (1.220g0 5mmol)J 000 0 OODME(ISML)0 D0 OO ODO0O0OO0OOOODMED OOO
00D02-00000000000000140004000000000000000000
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0000000000000 000000000000000000 (0.964g0 660 )0 *H
NMR (DMSO-dg) & 9.60 (s, 1H), 8.96 (s, 1H), 8.64 (s, 1H), 8.70 (d, 1H), 8.14 (

s, 3H), 7.52 (dd, 1H), 7.36 (t, 1H), 7.39 (t, 1H), 6.54 (s, 1H), 4.36 (q, 2H), 1
.36 (t, 3H), 1.31 (s, 9H); LC-MS ESI: MH* 504. [O O O B14]

OooooQooO

(0004:1-G-tert-0 00 -000000003-00)-3-{4-[7-(2-0000000-00
00)-000[dD000([2,1-B]00000-2-0071-00003¥00[000B21000)
000030BIO0O0O0O0O02-(4-0000000)I000[2,1-b][1,3]000000 00
-7-000 (2.24g0 7.2mmol)0 0 0 0 0 O (40mL)0 O O O O SnCl,0 H,0(7-.90g0 35mmol)0

0000000000000 00O000OHIIDODOOOODODOOOO0DDODO0DDOOO0OO
0000020 0000000000000000000C0O000C0O00O0 100 NaOHD
DO0O0O0O00pH0 000000 O0O0D0C0O0O0D00O030(8OmMx 3)) D0 0000O0000M
0,0 00 0000000000000 (1.621g0 800 )0

0Ooo0o0o0oo

0B.0O0OOAIDDODOOO (1.00g0 3.55mmol)0 THF(20mL)D 0 O O O 5-tert-0 0 0O O O
00O00003-0000000 (0.650903.9mmo)0 000000009000 O0O00O0
00000000 00LWe-MSOOODO0DOOOODDOOOODODOOODONDDODONDDOOOOOO
000000000000 000O0000D0000O00O0O0 (21.103g0 690 )0

0Dooooo
Dc.0000BIOD1-(5-tert-000-000000003-00)-3-[4-(7-00000 -
OO0O0[d]DO0O00([2.1-b]00000-2-00)-00007-00 (0.25g0 056mmol)d 2-0

0000D00-00000(0.094g00.8mmol)0 0 00000 O0DO0ODODOO(0.168g0 0.8mm
OoDOTHR(GML DO 0 D00 D0DO0DO0DODO0ODODOODODO((0.162g0 0.8mmol)D THF(3mL)D
0000000000000 00000000D000O00D0O00D000DOOHPLC(0.05
0AcOHO O OMeCN/H,O0 0 00D CI80 0 0)I 000D O0O0DODDOODODDOOODONaHC
0,0 000000CHCIL,OOOO0DDODO0O0OMgSo,0000000000000000
00000 NMR (cDCIl3) & 9.3 (br, 1H), 8.3 (br, 1H), 7.83 (s, 1H), 8.81 (d, 2
H), 7.56 (d, 2H), 7.47 (d, 1H), 7.20 (d, 1H), 7.0 (dd, 1H), 5.94 (s, 1H), 4.09 (
t, 2H), 2.91 (t, 2H), 2.67 (q, 4H), 1.37 (s, 9H), 1.07 (t, 6H).
oooooao
0D.00DO0COD0O0O0DDO (0-0209)0 CH,CI,(0.5mL)0 00000 00O0DOO2L1.0M HCI/
0000000000000 D000D000000D00D000DODOd(0.0209)d *H NMR
(DMSO-dg) & 10.1 (br, 1H), 9.67 (br, 1H), 9.24 (br, 1H), 8.66 (s, 1H), 7.93 (d
, 1H), 7.76 (d0 O s, 3H), 7.54 (d, 2H), 7.24 (dd, 1H), 6.53 (s, 1H), 4.44 (t, 2H
), 3.24 (m, 6H), 1.29 (s, 9H), 1.24 (t, 6H).
oooooao
OE.0O0OB200DO0000O0 :
0O0030BOO0DO0OO0O2-@-0000000)IO0OO0I[2,1-b][1,3]J0000000O00-7
-0 00 (1.00g0 3.2mmol)0 DMF(A5mL)0 0 0 0D 0 D00 0O O O (1-38g0 10mmol)O O (2-0
0-000)I000D00D00O0D0(0.826g04.8mmol)0 D0 008ODO0DO0DOOODOO
OooDo0O0OoLe-MSOODODOOODOOODODOODOOS8SOmODOODODOODODOOOOOOOO
0000000000000 000D00O00O0D0O0D0DO0DO0DO0ODO0O0ODODOoOOoOOoOan
0000000000000 (0.513g0 9.6mmol)0 080 00000 (30mL)0OODOO
0o0i1000 00 000000000000 @.-787g032mmo)0 0 000 00 O O 1000
03 0000000000000 00LC-MSODODO0ODOODODOODOOOOO(30mL)O DO
0000000000000 D0DD0D0OO0OD0DO0DD0D0DDOD0DDDODDODDODODDODOODONaHCO,0 000
O0000D0CHLCIL,LODOOODOMgSO,0 000000000000 0000000D0O0(2-08
99)0 002000000 (1.08g0 2.8mmol)0 000 O (20mL)0 00O 5-tert-0 0000
0000D003-0000000(.605g03.64mmo)D 00 00O00D0O12000 0000
000000000D00CHLCILOOOODODDOOODODODONaHCO;O0 OpH8O OO0 OO0

O Ooogoo
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O0O0O0OCHCIL,0200000000000000MgS0,0 0000000000000
[D0O0B2]J00000000000HPLC(0.050 O AcOHO O O 350 O 650 CH5CN/H,00 O O
00C18000)100000000000000D00000000000O0OCHCI,OO0
00000D000MgSO,0 000000000000 (0.894g)0 000

0Doo0ooo

OF.0000AIDOOOOOOOOOOOODOODOOODOO

01-G-tert-0 0 0-000000003-00)-3-{4-[7-(2-00000-1-00-0000O
)-0OO[dDO0O0O0[2,1-b]00000-2-00]1-0000300000; *HNMR (CDCl4
)& 9.3 (br, 1H), 8.9 (br, 1H), 8.84 (s, 1H), 8.82 (d, 2H), 7.57 (d, 2H), 7.47
(d, 1H), 7.20 (d, 1H), 7.0 (dd, 1H), 5.89 (s, 1H), 4.15 (t, 2H), 2.81 (t, 2H), 2
.53 (t, 4H), 1.63 (m, 4H), 1.5 (m, 2H), 1.37 (s, 9H). [0 O O B3]

0Doo0ooo

D0O01-(G-tert-0 00 -000000003-00)-3-U-{7-[2-¢-000-00000 -1
-00)-0000]1-000[d]J0000[2,1-b]00000-2-0030000)-00000

O *H NMR (CDCl3) & 9.3 (br, 1H), 7.85 (s, 1H), 7.81 (d, 2H), 7.75 (br, 1H), 7.5
9 (d, 2H), 7.48 (d, 1H), 7.22 (d, 1H), 7.0 (dd, 1H), 5.87 (s, 1H), 4.16 (t, 2H),
2.87 (t, 2H), 2.65 (br, 4H), 2.5 (br, 4H), 2.31 (s, 3H), 1.37 (s, 9H). [U O OB
4]
oooooao
(Oo0Do0s5:2R)-2-000-3-000 -00 2-{4-[3-(-tert-0 00 -0000000O0O3-0O
0)-oooo]j]-uoooyyWoo[puood[,1-BjJuddU0O0-7-000Q0OoOD[oOOB
510 0 O0)
ODOA0ODD330000ODDDO0O0OO0O(0-125g0 0.3mmoH) D O ODMF@BmL) O O OO OODOOO
oo0o3WUUooooDoDOoU0U0oU0U0U0U0oOoDOoOoDDoODU0OU0DU0DO0OUO0O0OOoODOoODODOD 0.082g0 0.
émmol)0J O Boc-L-O00ON-ODOODOOOCOODODODOC@.emmoDO OO OOOOODODOGO
0000000000000 o0Do0DO0O0O0O0DHPLCODDDODOODDDOOODODOOOOO
JoooooOO0oU0oo0oodUoooooDoDUoDUU0DU0UdUO0Oo0DOoDoDoDoODOoDUODOUOUOUUoUoODoOoDoDoDOo
AM HClZO O ODD @O ooODDODODODODOOoooooDoDOBocDODODODDODODODOOOOODO
ooooDoDDoDOo0o0o0o0o0oooooDDoDo0DU00Do00o0oooDoDoDoDOoDo0DoooooDooDoDOao
OO0O0OO0O00O0000O00ONVMR (DMSO-dg) 8.2 (s, 1H); 7.8 (s, 1H); 7.7 (d, 1H); 7.6 (
d, 2H); 7.5 (s, 2H); 7.4 (s, 1H); 7.2 (d, 2H); 6.6 (s, 1H); 6.3 (s, 1H); 4.2 (s,
1H); 2.2 (m, 1H); 1.3 (s, 9H); 1.0 (m, 6H). LC-MS: ESI 582 (M+H)™.
oooooao
OB.OODDADODODDODDOOOBoc-L-O00ON-OD0O0OOODODODODODOOOOOOOO
O@sS)-uoooo-2-0o0coo0z2-{4-[3-(G-tert-0 00 -000D00O00O00O0O3-00)-0O
ooo]-00D00 000 MdUUOdO0[2,1-bJ00C0D0D-7-0000D00000O00O0OD0OL
C-MS:ESI 545(M+H)*0 [0 O O B6]
oooooao
(tooe:0O01-(G-tert- 00 -0000O0O0CODO3-00)-3-{4-[7-(3-0000O0O-4-0
O-0o0ooo)-0oo0ooQ[puoo0d[2,1-BjJu0co0do-2-00]1-00003¥00C[COOB
710 0 O0)
OAODODDDOOCODDOR2-000000O0-000O0OQ0DO3-0D0000-4-00-0000 -1
0000000000000 0040A0DDOODOOODODODOOODOODOODDMHNMR
(coClz) & 9.35 (br, 1H), 7.87 (s, 1H), 7.83 (d, 2H), 7.59 (d, 2H), 7.51 (d, 1H
), 7.45 (s, 1H), 7.22 (d, 1H), 7.02 (dd, 1H), 5.84 (s, 1H), 4.08 (t, 2H), 3.74 (
t, 4H), 2.53 (m, 6H), 2.01 (m, 2H), 1.37 (s, 9H), LC-MS: ESI 575 (M+H)™.
gooooao
(og7:1-(G-tert-0 00 -000000O0O3-00)-3-@G-{7-[3-¢-0n0DOOOOd
-0o0Do0D00-1-00)-0000O0]-coDOI[pPCODODOI[2,1-B]JOO0OOO-2-00 300
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O0)-OD0 [0 O0OO0O1]000)
oAOOD7-GB-0O0D0-0O0DO0DO0DO)-2-4-ODDODO-0DO0D0D)HY-O0O00OUO[2,2-b]1[1,3]100
oooo0ODbDDbOOO0oDO0oOooooooDbDDbOo33B0O0OOD0ODO (0.50000 1.6mmol)0 DMFO O O O
00o0oo0DDD0ODO00O000dO0(0-221gd 1.emmo)0 0 1-00 0 -4-00 00 0O O O (0.756g90 4
SBmmoDHO OODOODODDODODODODOODODOs8sDODDODODODODODUODODODODDODDODOODOOUOOO
gooooboboooodoobo1:xJdooopbov/s0ob0b0DbDbbbOODOoUoUoopbobooDb oo
O0O0D0DDDO0O00((0-440g0 850 H)O

goooooao

oB.7-[3-¢4-0 0o o-oo0oo0bf-1-0g)-oooboo]j]2-@¢-0oo-oooo
)-O0O0O DO I[2,1-b][1,3]JC 00000000 0O0OODDDOD0OD0ODODO0OO0ODA00DOODODO @A.
37g0 3.5mmo)ODMFO OO 00000 OODOODDODODODODOOODDODODODDOOO(0-.150
g0 01-0000C0C0DbODbOO0000d@-20g07.0mmo) 0000 O0O0ODODDOOOOOOQO
oooobOobO0oO0OoooobooboObboOoOoooUooboobbobooooo

Oooooa0o
cooooBpoOO0O0O0OUOUODOoOOODDODDODOODUOODUOOoOOODDODODOOBOOOOOOO
OO0D0DDO0OO0O0oOoO0o@s5GML)DOOO0O0O100HCIGML)OD D OO (1-829)0 000000
0020000000000 000C0OLCMSODODO0DO0O0O0OOOOODODODODODOOOOOO
opcMO O 0oooOoODOoDOoODO0O0oOooooooDoDoODOoDO0DOoOoooooDoDoODoDoOoDoooooao
310000 @0O:=1.0000 2.6mmol)d

oooDnD
DOO0OUODODDOD:D0D0DODDDDODO0OD0DO0DO0DODODODCOOO0ODOODODODROS-tert-00
Oo0o0ODODbOO0O0O03-000b0DbOD0O0O.431g02.6mmoD0I0DOCCDODODDOOOO3O0OO
oooODbODbOO0O0O0oOoOoooOobODboDbOOoOoOooo.bDUIUOUObOODbDDDOOSBO20O00O0O
ODO0O/CMO 0D DD0DDODODODOOOODODODODODODODDOOO? NMR (DMSO-dg) 9-8
(s, 1H); 9.5 (s, 1H); 8.8 (s, 1H); 8.0 (d, 1H); 7.7 (m, 3H); 7.6 (d, 2H); 7.2 (
d, 1H); 6.5 (s, 1H); 4.3 (m, 3H); 3.7 (m, 5H); 3.4 (m, 4H); 3.2 (m, 1H); 3.0 (s,
3H); 2.3 (m, 2H); 1.3 (s, 9H).
OE.0CO0DDOO0OBODODDODOO200000000000OODDODODOOOOADDODODODOOGO
ooooDbDDbOOoOooooao

oooooaoD

O1l1-(-tert-0 00 -00000O00O0O3-00)-3-{4-[7-(3-0000000O-4-00-00
000)-000[d0000[2,1-b]J00000-2-007]-00003%00; *H NMR (DMSO-
dg) 11 (s, 1H); 9.7 (s, 1H); 9.3 (s, 1H); 8.7 (s, 1H); 7.9 (d, 2H); 7.8 (m, 3H);
7.5 (m, 2H); 7.2 (d, 1H); 6.5 (s, 1H); [OD O O B8]JO O

1-(5-tert-0 00 -00D0O0O0O0OO3-00)-3-@-{7-[3-@¢4-00D-0OOopOoO-1-00)
-00000]-000[d]0000[2,1-b]0 0000 -2-003¥0000)-00 ; *H NMR (
OO0O0D00-dy) 8 (s, 1H); 7.7 (d, 2H); 7.6 (d, 1H); 7.5 (d, 2H); 6.9 (m, 1H); 6.
4 (s, 1H); 3.9 (m, 1H); 3.3 (s, 3H); 2.5 (m, 8H); 2.3 (s, 3H); 1.8 (m, 2H); 1.3
(s, 9H); [O O O B9]

ooooDaD

O oos82-{2-4-{H{[G-tert-0 0000 0O0DO0DODDODD3-00D)IODO]JOOODODO}DO
OoH)yooooljoood[2,1-B][1, 3]0 0000000 -7-00}y00odofbooocijoao
o)

OAODODDQE-O0O0OD-1,3-00000000-6-00)00D0000O00O0O0ODO0OD0O (2-3mL
yboo@omb)yb o oo @-0oOooOOo0Oo00O0)H)oO((7-00g0 46.3mmol)0 NH,SCN(7.00g0 92mm
ohOOoeoO OO @oOmL)Y O ODOoOODO3OIJOIDOUODODODDODDDODOODUOUUODUOUUODORODDGO
oooobDDbOOoO0oOooooobo4gygUoUopooDbDbDbbOooDooOoE@ooMHooooooboao
O0O00opHBOODODODDODDODOOOOOOODDODODODOOOODODDODODOOOOOO
cooopP,0z000000C00000O0O0COOOCOOOOOOOOCOODODGDO :-7.899(820)
O *H NMR (DMSO-dg) & 7.51 (s, 1H), 7.40 (br, 2H), 7.24 (d, 1H), 7.07 (d, 1H), 3

oo oooooQgoooo
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.50 (s, 2H); LC-MS: ESI 209 (M+H)™.

0OoO0o00oo
0B.00D0(@-000-00000000-6-00)00000000000000 (2-0
0-1,3-00000000-6-00)00 (7.89g0 37.9mmol)0 0 0 O O O (200mL)0 O O
mLO OH,S0,0 0000000000500 0900100000000000000000
0000000000000 @smM)00000000000NaHCO,0 0000000
0000000000000 0D0000000000O0MgS0,000000000000
0000000000 (6.-51g0 770 )3 *H NMR (DMSO-dg) & 7.54 (s, 1H), 7.44 (br, 2
H), 7.27 (d, 1H), 7.09 (d, 1H), 3.66 (s, 2H), 3.61 (s, 3H); LC-MS: ESI 223 (M+H)

+

O
O
O
O

0Doo0o00oo
0C.000[2-4-0000000)I000[2,1-b][1.3]00000000-7-00]100
000000000000 @-000-1,3-00000000-6-00)0000 0 (6-26g0
28mmo)0 2-0 00 -4"-0 000000000 (8.786g0 36mmoN)0 0 0000 O000CODO
DoO(oml) 00900120 000000000000000000000000000O
000000000000 000O0000O00000000000O0 (5.01g0 480 )0 H
NMR (DMSO-dg) & 9.07 (s, 1H), 8.32 (d, 2H), 8.12 (d, 2H), 7.97 (s, 1HO O d, 2H)
7.50 (d, 1H), 3.84 (s, 2H), 3.65 (s, 3H); LC-MS: ESI 368 (M+H)*.

0Dooooo

OD.[2-(4-0000000)I000([2,1-b][1,3]00000000-7-00]100000
000000000000 [2-(@-0000000)J000[2,1-b][1,310000000
0-7-00]00000 (5.0090 13.6mmol)0 000 (11)00 O O (15.795g0 70mmol)0 O O
000000000 @s0mML)0090081 000000000000 NDIOODO0O0O0O
0pooes0 000000000 (oOML)ICDDONDCODDND(GooM)IODIDDC0ODO01000
00000000 pHOO07000000000000000C0O0O0O0COO0O0O0O0O0O00O
000OMgSO,0 0 0000000000000 00000000000000000000
0000000000000 0OO00D00OO0ODN0DO0OO0ONONO0DOONONODOODONOoOoOoNOooooaO

0 O (2.5590 530 )0 *H NMR (DMSO-dg) & 8.4 (s, 1H), 7.87 (m, 2H), 7.49 (d, 2H),
7.40 (d, 1H), 6.60 (d, 2H), 5.19 (s, 2H), 4.07 (q, 2H), 3.79 (s, 2H), 1.18 (t, 3
H); LC-MS: ESI 352 (M+H)™.
ooooo
E.000O0OO0O0O0DDOODOOOO[2-(¢40000000)0000[2,1-b][1.,3]0 000
00O0-7-00]00000(2.50g0 7.1mmol)0 5-tert-0 00 -3-0 000000000
000 (@.412g08.5mmol) 0000000000 (ONL)I D100 0000000000
000000000000 00O0O000O0O00D0O0D00O00O0O000O0O0O0O0O0O0O0naon
0 (3.592g0 980 )0 *H NMR (DMSO-dg) & 9.54 (s, 1H), 8.89 (s, 1H), 8.67 (s, 1H)
, 7.93 (s, 1H), 7.90 (d, 1H), 7.80 (d, 2H), 7.53 (d, 2H), 7.47 (d, 1H), 6.53 (s,
1H), 4.11 (q, 2H), 3.81 (s, 2H), 1.31 (s, 9H), 1.20 (t, 3H); LC-MS: ESI 518 (M+
H)*.
0Doo0o00oo
(O O009:2-{2-[4-{[(G-tert-0 0 0000 D0O0D0O0ODO03-00)I00]000003O
0)IOO0OO0]0O0O00[2.1-b][1.3]00000000-7-003}0[0O0O0C2]0O00)
ODOA.0008000 2-{2-[4-{[G-tert-0 0 0000000003-00)I00]0000
0¥ O0O0O)DODODOD]J0O000([2,1-b][1,3]00000000-7-003) 0000 (2-.00g
3.86mmol)I THR(3OML) O O D 0D OO ODO0DOCOO0O0C0 O (0-966g0 23mmol)d O 15mLO
00000000000 O000C0O0000O0O0O0THFOODOOOOOOOODOOOO10
HCIDOOOpHO OO 0 O0D0OO0ODO0D0OC0OO0O0O0O0OO0O0O0OO0OOOOOOODODOOOO0O0OO
0O00O0D00PDO00000D00000000O0O0D00000000O00 (1.81590 96
)0 'H NMR (DMSO-dg) & 12.4 (br, 1H), 9.58 (s, 1H), 8.94 (s, 1H), 8.68 (s, 1H)
, 7.92 (s, 1H), 7.90 (d, 1H), 7.80 (d, 2H), 7.54 (d, 2H), 7.45 (d, 1H), 6.53 (s,
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1H), 3.72 (s, 2H), 1.30 (s, 9H); LC-MS: ESI 490 (M+H)™.

0OoO0o00oo

0B.00D0O0D0O0D0C0ODO0OO0ODOO0DD2-{2-4-([G-tert-0 00000000003
-00)I0OO0]000O00MMOO)IOODOD]00O00([2,1-b][1,3]0 0000000 -7-
00 30 0 (0.13g0 0.27mmol)0 MeOH(20mL)D 0 (AmL)0 000D O0D0C0 00000000
0.017g0 0.031mmol)J 0 00 0 OMeOHO DO O ODODOCOOOOOEOHO OO OO0 OO OO
300000000000000000000(0.112g)0 *H NMR (DMSO-dg) & 11.1 (br,

1H), 10.25 (br, 1H), 8.45 (s, 1H), 7.74 (m, 2H), 7.44 (d, 3H), 7.1 (d, 2H), 6.4
4 (s, 1H), 3.34 (s, 2H), 1.23 (s, 9H).

Dooo0oo

(000 10: 3-{2-[4-{[G-tert-0 0 00O D0O0DO00ODO0O03-00)I00]00000O0?}
00)IOO0OO0]0O000O0[2.,1-b][1,3]00000000-7-003}0000000([00
0c3ooo)
OA.0003-(2-000-1,3-00000000-6-00)00000000000000 3-
(4-0000000)00000(10.00g0 60.5mmol)0 NH,SCN(9.21g0 121mmol)0 O O O (1
om0 00000 (@m0 C0O0@omL)DIDo0O0300000000000000000
000000000000 0000000040000000000000 (300mL)000
DOOpHS0 00 00O0COO0O0DOCOODO0DOCOO0ODOOOODOOOODODOOODODOOOOOO
00000000 00P000000000000000 :13.4259(990 )0 *H NMR (DMSO
-dg) & 12.11 (br, 1H), 7.49 (s, 1H), 7.37 (br, 2H), 7.23 (d, 1H), 7.06 (d, 1H),
2.82 (t, 2H), 2.5 (t, 2H, 0000 O ); LC-MS: ESI 223 (M+H)™.

0Doo0ooo
0B.0O0DO3-(2-000-1,3-00000000-6-00)0000000000000000O
0O0O0O00ADODO3-(2-000-1,3-00000000-6-00)000 00 (13.42g0 60.4
mmol)J 00000 (A50mL)0 00 2m0 0H,S0,0 00000000000 0000000
000000000000 0000000O0000O0CoomML)DO 000000000 NaH
co,0 0000000000000 00000000000000000000MgS0,000
0000000000000 0000000(9.-762g0 680 )0 *H NMR (CDClZ) & 7.37 (
s, 1HO O d, 1H), 7.15 (d, 1H), 5.30 (br, 2H), 3.68 (s, 3H), 3.00 (t, 2H), 2.17 (
t, 2H); LC-MS: ESI 237 (M+H)™.

0Ooo0o0o0oo
0Cc.0003-[2-(4-0000000)I000([2,1-b][1,3]00000000-7-007]0
000000000000 00D0:0000A00O03-(2-000-1,3-00000000 -6
-0O0)00O0O0000O0(9.76g0 41.3mmol)0 2-0 00 -4"-0 000000000 (13.178
gd54mmol) 0 0000000000000 @50mM)009%00120 0000000000
000000000000 00O0O0000O0000O0000O0000O00O00O0O0OoGoaO
00000000 (6.01590 380 )0 *H NMR (DMSO-dg) & 9.05 (s, 1H), 8.30 (d, 2H),
8.11 (d, 2H), 7.92 (s, 1H), 7.90 (d, 1H), 7.45 (d, 1H), 3.60 (s, 3H), 3.09 (t, 2
H), 2.68 (t, 2H); LC-MS: ESI 382 (M+H)™.

0Doo0o00oo
0D.0003-[2-(4-0000000)I000I([2,1-b][1,3]00000000-7-007]0
000000000000 O00D0:0000BOD0OO3-[2-(@-0000000)0000[2,
1-b][1,3]00000000-7-00]1000000 00 (6.01g0 15.8mmol)0 0 O O (11)0
00 (18.05g0 8Oommo)D D 00D ODDDOCOOODO (200mL)0 0900 0120 00 0 O O O 400
mOOOOD400mMl0 0000000000000 O0O00COO0O0D0OCOOOpHOO700000
000000000000 000000000000000MgS0,0000000000
0D0O0000O0000O0O00001010000000/00000000000000000
000000000000 00000000000O0000O0000O000 (3.824g0 66
0 )0 *H NMR (CDCl3) & 7.86 (s, 1H), 7.61 (d, 2H), 7.53 (s, 1H), 7.48 (d, 1H), 7
.29 (d, 1H), 6.75 (d, 2H), 4.14 (q, 2H), 3.73 (br, 2H), 3.06 (t, 2H), 2.67 (t, 2
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H), 1.23 (t, 3H); LC-MS: ESI 366 (M+H)™.

0OoO0o00oo

DE.O0D0O0CIDOO3-[2-(4-0000000)I000T([2,1-b][1,3]0 0000000 -7
-00]100000000(3.80g0 10.4mmol)0 5-tert-0 0 0 -3-0 0000000000
000 (.08g0 12.5mmol)0 0000000000 (OML)OD11000000000000
000000000000 0000000O00000000O0000O000000000
00000000000 (5.056g0 910 )0 *H NMR (DMSO-dg) & 9.62 (s, 1H), 9.08 (s,
1H), 8.70 (s, 1H), 7.91 (s, 1H), 7.89 (d, 1H), 7.79 (d, 2H), 7.54 (d, 2H), 7.46
(d, 1H), 6.53 (s, 1H), 4.06 (q, 2H), 2.98 (t, 2H), 2.70 (t, 2H), 1.30 (s, 9H),
1.15 (t, 3H); LC-MS: ESI 532 (M+H)™.

0Doo0o00oo

OF.3-{2-[4-{[(-tert-0 000 000O0O0003-00)I00]100000300)0
00O0]10000([2,1-b][1,3]00000000-7-003}) 0000000 :0000E0
00 3-{2-[4-{[(-tert-0 000000000 03-00)I00]0000073¥ 00)0
00O0]0000([2,1-b][1,3]00000000-7-003 0000000 (3.00g05.6mm

o)DTHREBOML)O 0000000000000 OO0 (1.428g0 34mmol)0 O 20mL0 O O O O
000000000000 000O0000O0000D0000000000O00100HCIOO
DOpH0 00D O0O0O0OCOODODDOCOODODDOCOODODOOOODOOOODODOOODODOOOOOO
000P0,0000000000000000000000000(2.791g0 990 )0 *H N

MR (DMSO-dg) & 9.66 (s, 1H), 9.21 (s, 1H), 8.68 (s, 1H), 7.90 (s, 1H), 7.88 (d,
1H), 7.79 (d, 2H), 7.54 (d, 2H), 7.46 (d, 1H), 6.53 (s, 1H), 2.95 (t, 2H), 2.62
(t, 2H), 1.31 (s, 9H); LC-MS: ESI 503 (M+H)*. [O O O c4]

0Doo0Oo0oo
0DG.000C0OFIODDOODODDOODODDOOODODOOOODODDSIBIDODONDOOODOOO
0 TH NMR (DMSO-dg) & 12.2 (br, 1H), 11.2 (br, 1H), 8.58 (s, 1H), 7.9 (d, 1H), 7
.81 (s, 1H), 7.5 (d, 1H), 7.46 (d, 2H), 7.21 (d, 2H), 6.49 (s, 1H), 2.9 (t, 2H),
2.45 (t, 2H), 1.29 (s, 9H).

0Doo0o00oo

(O 0011:2-{4-[3-(-tert-0 00 -0 00000003-00)-00007]-0000 30

000[2,1-B][1,3]0 0 000000-7-000000000000[0O00C26]000)
OA.0002-(4-000-0000)I0C0[MIDO00O0[2,1-b]00000-7-000000
000000000000 0002-00000000000-6-000000000000
D00O02-000-4"-000000000002-000000000000000400024
000000000000 00LCMSO OO0 O0O0D0OO0O0O0DO0OO0OO0D0D0140001800000
000000000000 00O0O000O0O00O00O0O0000O000000

0Dooooo

0B.0002-(4-0000000)IODD0[MDO0C0[2,1-b]0 0000 -7-000000
000000000000 00000000@OmML)0000O00ADDDODOO (2-204g0
emmol)d SnCl,0 H,0(6.770g0 30mmol)0 0 0 00200 000 0000000000000
O0ONaHCO,0 00 0000000000000 O0CHCI,OOODOODODOOOO O MgS0,0
0000000000 D000O0DO(1.518g0 750 )0

0Dooooo

0Cc.00000000000000000O0BIODOOOO (1.51g0 4.48mmol)0 5-tert-
000-00000000000000(97mgd 6mmol)0 0000000000 (40mL)O
D1000 00000000000 O00D0CQOLC-MSOODOOODOOODOOODODOOODOOOO
OCH,ClL,LO 0D DODO00000000000000000(2.24590 99.50 )0 *H NMR (DM

SO-dg) & 9.5 (br, 2H), 8.76 (s, 1H), 8.70 (d, 1H), 8.1 (dd, 1H), 8.08 (d, 1H),

7.80 (d, 2H), 7.55 (d, 2H), 6.53 (s, 1H), 4.37 (g, 2H), 1.36 (t, 3H), 1.30 (s, 9
H); LC-MS: ESI 504 (M+H)™.

gb.oboobocbouooobooouoboUoi1oFf0D 00000 b0b 0D b0 bU0obUobUobobono
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Doooooooao
0OoO0o00oo
0E.2-{4-[3-(5-tert-0 0 0 -000000003-00)-000071-0000 3000 [d]
00O00[2,1-b]J00000-7-0000000000000000D0DOODOCOOOOO
000009 BIDOOOOOO0D0O0O0O M NMR (DMSO-dg) & 8.67 (s, 1H), 8.47 (d,
1H), 8.10 (dd, 1H), 8.87 (d, 1H), 7.78 (d, 2H), 7.67 (d, 2H), 6.55 (s, 1H), 1.3
1 (s, 9H); LC-MS: ESI 476 (M+H)™*.
[0 OO c27]
0Dooooo
(OO0O012:N-G-trt-0 00 -000000003-00)-N-(4-{7-[3-(4-000-0000
0-1-00)-3-000-0000]000C0([2,1-b][1,3]00000000-2-003000
0D)oO[ODOOCs5]000)
OA.00010F0 00 3-{2-[4-@[G-tert-0 000 0000O0003-00)00]1000
003} O0O)IODOO]0O0O00[2,1-b][1,3]00000000-7-003 0000 (0.31
0gd 0.61mmol)0 DMF(8mL)D D O ON-(3-0 0000000 O000)-N"-00000000
00000 (0.173g0 0.9mmo)D 0 1-00 0000000000000 O00 (0.122g0 0.9
00)I0D0DOODODODCOOD1000000001-00000000C.5m)0000000
0000000000 O0O0e6eMOOIOOONONOOONONONDODOODONDDOODODOOODODOOO
00000000 O0P0,0000000000000D00000000000DO (0.174g
0 480 )O *H NMR (CDCl3) & 9.54 (s, 1H), 8.88 (s, 1H), 8.65 (s, 1H), 7.88 (s, 1H
), 7.85 (d, 1H), 7.79 (d, 2H), 7.52 (d, 2H), 7.45 (d, 1H), 6.50 (s, 1H), 3.49 (m
,6H, D0O0DOO0O), 2.89 (m, 2H), 2.71 (m, 2H), 2.25 (m, 4H), 1.30 (s, 9H), 0.97
(t, 3H); LC-MS: ESI 600 (M+H)™.
0Ooo0o0o0oo
0DB.00O0C0OD0O0DOCOODODODOODODOODOODADDODOOOOOO3F0O0O0O000OO0O00O
0 O 'H NMR (DMSO-dg) & 10.85 (br, 1H), 9.69 (br, 1H), 9.41 (br, 1H), 8.71 (s, 1
H), 7.88 (dd0 O's, 2H), 7.73 (d, 2H), 7.51 (d, 2H), 7.45 (d, 1H), 6.47 (s, 1H), 4
.41 (m, 2H), 4.05 (m, 1H), 3.35 (m, 3H), 2.69-3.10 (m, 8H), 1.24 (s, 9H), 1.17 (

t, 3H).

O0oo0O0O0O
0Cc.1-000000000000000000000O0NN-000D0OOOOOCOOOO0
0000000000000 00A0D0DOCOCOOOO0D0D0O0D0D0DO0DOODOOOOOO0O0O
000000OBIOODDO0ODODDODODOOOOOOO

OoooQoO

ON-(5-tert-0 00 -000000003-00)-N-{4-[7-(3-000-3-0000 0 -1-0
0-0000)IJ000[2,1-b][1,3]00000000-2-00]1000030; (0.381g,

840 )0 TH NMR (DMSO-dg) & 9.65 (s, 1H), 9.00 (s, 1H), 8.65 (s, 1H), 7.90 (s, 1H
). 7.86 (d, 1H), 7.78 (d, 2H), 7.54 (d, 2H), 7.46 (d, 1H), 6.53 (s, 1H), 3.41 (m
, 4H), 2.93 (t, 2H), 2.68 (t, 2H), 1.54 (m, 2H), 1.42 (m, 4H), 1.30 (s, 9H); LC-
MS: ESI 571 (M+H)*; [0 O O C6]
Ooo0oQ0oO
ON-(5-tert-0 00 -000000003-00)-N-{4-[7-(3-0 0000 -4-0 0 -3-0 O
0-0000)I000[2,1-b][1,3]00000000-2-00]1000030; *H NMR (D
MSO-dg) & 9.56 (s, 1H), 8.90 (s, 1H), 8.66 (s, 1H), 7.89 (s, 1H), 7.85 (d, 1H),
7.79 (d, 2H), 7.52 (d, 2H), 7.45 (d, 1H), 6.52 (s, 1H), 3.52 (m, 4H), 3.50 (m,
4H), 2.94 (t, 2H), 2.70 (t, 2H), 1.30 (s, 9H); LC-MS: ESI 573 (M+H)*; [0 O O C7]
O0oo0O0O0O
03--{4-[3-G-tert-0 0 0-000000003-00)-00007]1-00003000 [d
J0000([2,1-b]00C000-7-00)-NN-0000-00000000; *H NMR (DMSO-d
&) & 9.7 (br, 1H), 9.23 (br, 1H), 8.65 (s, 1H), 7.87 (dd Os, 2H), 7.76 (d, 2H)
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, 7.53 (d, 2H), 7.45 (d, 1H), 6.52 (s, 1H), 3.25 (m, 6H), 2.94 (m, 2H), 2.65 (m,
2H), 1.30 (s, 9H), 1.02 (m, 6H); [0 O O c8]

0DoO0o00oo

03--{4-[3-G-tert-0 0 0-000000003-00)-00007]1-00003¥000 [d

J0000[2,1-b]00000-7-00)-N-(2-00000-4-00-000)-0000000
0000 ; M NMR (DMSO-dg) & 10.6 (br, 1H), 9.61 (br, 1H), 9.17 (br, 1H), 8.64
(s, 1H), 8.20 (t, 1H), 7.82 (dO O's, 2H), 7.71 (d, 2H), 7.48 (d, 2H), 7.36 (d, 1

H), 6.46 (s, 1H), 3.86 (m, 2H), 3.71 (t, 2H), 3.77 (m, 4H), 2.88-3.07 (m, 6H), 2
.45 (m, 2H), 1.23 (s, 9H); [0 O O c9]

Dooo0oo

03--{4-[3-G-tert-0 0 0-000000003-00)-00007]-00003000 [d

J0000[2,1-b]00000-7-00)-N-(2-00000-1-00-000)-0000000
0000 ; M NMR (DMSO-dg) & 10.04 (br, 1H), 9.70 (br, 1H), 9.36 (br, 1H), 8.72
(s, 1H), 8.29 (t, 1H), 7.88 (dO O's, 2H), 7.76 (d, 2H), 7.53 (d, 2H), 7.42 (d,
1H), 6.50 (s, 1H), 3.39 (m, 4H), 3.95 (m, 4H), 2.77 (m, 2H), 2.47 (m, 2H), 1.69
(m, 5H), 1.27 (sO O m, 10H); [0 O O C10]

0Oooooo

03--{4-[3-G-tert-0 0 0-000000003-00)-00007]-00003000 [d

J0000[2,1-b]00000-7-00)-N-(2-00000-1-00-000)-0000000
0000 ; M NMR (DMSO-dg) & 10.4 (br, 1H), 9.71 (br, 1H), 9.34 (br, 1H), 8.73
(s, 1H), 8.26 (t, 1H), 7.90 (dO O's, 2H), 7.78 (d, 2H), 7.55 (d, 2H), 7.45 (d, 1
H), 6.53 (s, 1H), 3.52 (m, 2H), 3.40 (m, 2H), 3.15 (m, 2H), 2.8-3.00 (m, 4H), 2.

5 (2H), 1.93 (m, 2H), 1.85 (m, 2H), 1.30 (s, 9H); [D O OC 11]; OO

0Ooo0o0o0oo

03--{4-[3-(G-tert-0 0 0-000000003-00)00007]-0000300C0 [d

J0000[2,1-b]00000-7-00)-N-(2-0000000-000)-00000000
000 ; *M NMR (DMSO-dg) & 9.95 (br, 1H), 9.64 (br, 1H), 9.25 (br, 1H), 8.66 (s
, 1H), 8.23 (t, 1H), 7.83 (dd0 O's, 2H), 7.72 (d, 2H), 7.48 (d, 2H), 7.38 (d, 1H)
, 6.46 (s, 1H), 3.34 (m, 2H), 2.88-3.07 (m, 8H), 2.5 (2H), 1.24 (s, 9H), 1.10 (t
, 6H) [0 O O c12].

0Ooo0o0o0oo

0D.0000D0O000O0O0090003-{2-[4-{[G-tert-0 0000000000 3-0
0)JO0D0]000003O00)IO0O0]0O000[2,1-b][1,3]00000000-7-00

W OOO0D00O0OO0O00D0O0O0000O000000000000000ADDODODDOOO
000000000000 O00O0O0O00O0O0030FIO0OO0O0O0OO0DOODOOO
0Dooooo

02--{4-[3-G-tert-0 0 0 -0 00000003-00)-00007]1-00003¥000 [d

J0000[2,1-b]00000-7-00)-N-(2-00000-4-00-000)-0000000
00 ; *H NMR (DMSO-dg) & 10.76 (br, 1H), 9.65 (br, 1H), 9.24 (br, 1H), 8.70 (s,
1H), 8.51 (br, 1H), 7.91 (dO O's, 2H), 7.76 (d, 2H), 7.50 (m, 3H), 6.50 (s, 1H)
, 3.90 (m, 2H), 3.76 (t, 2H), 3.59 (s, 2H), 3.40 (m, 4H), 3.14 (m, 2H), 2.99 (m,
2H), 1.27 (s, 9H); [O O O Cc13]

0OoO0O0o0o

02-Q-{4-[3-G-tert-0 0 0 -0 00000003-00)-00007]-00003¥000 [d
J0000[2,1-b]000C00-7-00)-N-(2-00000-1-00-000)-0000000
00 ; *H NMR (DMSO-dg) & 9.8 (br, 1H), 9.60 (br, 1H), 9.15 (br, 1H), 8.64 (s, 1
H), 8.47 (t, 1H), 7.86 (dO O's, 2H), 7.72 (d, 2H), 7.48 (d, 2H), 7.42 (d, 1H), 6
.46 (s, 1H), 3.54 (s, 2H), 3.37 (m, 4H), 3.05 (m, 2H), 2.81 (m, 2H), 1.64 (m. 6H
). 1.24 (s, 9H); [0 O O c14]

0Doo0Oo0oo
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02--{4-[3-G-tert-0 0 0 -0 00000003-00)0000]1-00003¥000I[d

J0000([2,1-b]00000-7-00)N-(2-00000-1-00-000)-0000000
00 ; M NMR (DMSO-dg) & 9.95 (br, 1H), 9.70 (br, 1H), 9.26 (br, 1H), 8.67 (s,
1H), 8.35 (t, 1H), 7.90 (dO O s, 2H), 7.78 (d, 2H), 7.54 (d, 2H), 7.46 (d, 1H),

6.53 (s, 1H), 3.59 (s, 2H), 3.34 (2H), 2.86 (m, 6H), 1.80 (m, 4H), 1.30 (s, 9H):
[0 O O c15]

Ooo00Q0O0

02--{4-[3-G-tert-0 0 0 -0 00000003-00)0000]1-00003%0007[d

J0000([2,1-b]00C000-7-00)N-(2-0000000-000)-00000000
0 ; TH NMR (DMSO-dg) & 9.85 (br, 1H), 9.65 (br, 1H), 9.18 (br, 1H), 8.70 (s, 1H

). 8.49 (t, 1H), 7.93 (dO O's, 2H), 7.79 (d, 2H), 7.54 (d, 2H), 7.48 (d, 1H), 6.

53 (s, 1H), 3.61 (s, 2H), 3.43 (m, 2H), 3.14 (m, 6H), 1.30 (s, 9H), 1.18 (t, 6H)
; [DDODOc16], OO

Ooo0oQ0oO

01-(GG-tert-0 0 0 -000000003-00)-3-@{7-[2-4-000-000 00 -1-0
0)2-000-000]1000[d0000[2,1-b]00000-2-003%0000)-000
00 ; M NMR (DMSO-dg) & 10.9 (br, 1H), 9.78 (br, 1H), 9.40 (br, 1H), 8.81 (s,
1H), 8.01 (d, 1H), 7.95 (s, 1H), 7.86 (d, 2H), 7.63 (d, 2H), 7.50 (d, 1H), 6.60
(s, 1H), 4.55 (d, 1H), 4.3 (d, 1H), 4.00 (s, 2H), 3.57 (m, 3H), 3.21 (m, 3H), 3.

00 (m, 2H), 1.37 (s, 9H), 1.35 (t, 3H); [D OO C17]; OO

Ooo0Qoo0

01-G-tert-0 00 -000000003-00)-3-{4-[7-(2-0 0000 -4-00 -2-0 0O
-000)-0000([2,1-b][1,3]00000000-2-00]1-0000 300 ; *H NMR (DM

SO-dg) & 9.55 (s, 1H), 8.88 (s, 1H), 8.66 (s, 1H), 7.88 (d, 1H), 7.85 (s, 1H),

7.78 (d, 2H), 7.53 (d, 2H), 7.41 (dd, 1H), 6.53 (s, 1H), 3.86 (s, 2H), 3.55 (m,

6H), 3.47 (m, 2H), 1.30 (s, 9H) [0 O O c18].

OooooQoO

DOE.00C0CO0O0O0O0O0O000110000 2-{4-[3-G-tert-0 00 -000000 00O 3-0 0O

YIOODOD]-000030OO[dDO000([2,1-b]000C00-7-00000000000
0000000000000 000000O0O0O0000000A0OOOOOOOOOO
0000000000000 000003F000000000000

000000

02-{4-[3-G-tert-0 00 -0 00000003-00)-0000]1-00003000I[2.1
-b][1,3]00000000-7-00000@-00000-4-00-000)-000000:;
TH NMR (DMSO-dg) & 10.5 (br, 1H), 9.65 (s, 1H), 9.17 (s, 1H), 9.02 (t, 1H), 8.7

6 (s, 1H), 8.59 (s, 1H), 8.09 (m, 2H), 7.79 (d, 2H), 7.56 (d, 2H), 6.53 (s, 1H),
4.00 (m, 2H), 3.82 (m, 4H), 3.57 (m, 2H), 3.35 (m, 2H), 3.17 (m, 2H), 1.31 (s,

9H); LC-MS: ESI 588 (M+H)*; [0 O O C 19];

OooooQooO

02-{4-[3-G-tert-0 00 -0 0 0000003-00)-0000]1-00003%0000 [2,
1-b][1,3]00000000-7-00000(-00000-1-00-000)-000000
TH NMR (DMSO-dg) & 9.8 (br, 1H), 9.66 (s, 1H), 9.20 (s, 1H), 9.03 (t, 1H), 8.76
(s, 1H), 8.59 (d, 1H), 8.09 (m, 2H), 7.79 (d, 2H), 7.56 (d, 2H), 6.53 (s, 1H),
3.72 (m, 2H), 3.56 (m, 2H), 3.26 (m, 2H), 2.96 (m, 2H), 1.80 (m, 5H), 1.4 (m, 1H

), 1.30 (s, 9H); LC-MS: ESI 586 (M+H)™; [O O O C20];

000000

02-{4-[3-G-tert-0 00 -0 0 0000003-00)-0000]1-00003%0000 [2,
1-b][1,3]00000000-7-00000(-00000-1-00-000)-000000,
TH NMR (DMSO-dg) & 10.2 (br, 1H), 9.68 (s, 1H), 9.24 (s, 1H), 8.99 (t, 1H), 8.
77 (s, 1H), 8.60 (d, 1H), 8.09 (m, 2H), 7.79 (d, 2H), 7.56 (d, 2H), 6.53 (s, 1H)
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, 3.67 (m, 4H), 3.37 (m, 2H), 3.06 (m, 2H), 2.00 (m, 4H), 1.31 (s, 9H); LC-MS: E

S1 572 (M+H)™*;[0 O O Cc21];

oooooao

O2-{4-[3-G-tert-0 00 -000000DODO3-00)-0000O]-000073%0000I[2,
1-b][1,3]0 0000000 -7-00000C-0000000-000)-000000 ;
NMR (DMSO-dg) & 9.8 (br, 1H), 9.62 (s, 1H), 9.13 (s, 1H), 8.98 (t, 1H), 8.74 (

s, 1H), 8.55 (d, 1H), 8.07 (m, 2H), 7.77 (d, 2H), 7.53 (d, 2H), 6.51 (s, 1H), 3.

66 (m, 2H), 3.22 (m, 6H), 1.28 (s, 9H), 1.22 (t, 6H); LC-MS: ESI 574 (M+H)™; [O
O o c22];

oooooao

O1l1-(-tert-0 00 -00000O0O0O3-00)-3-{4-[7T-@G-000-00000-1-0D00O00O
00)-0000([2,1-b][1,3]00000000-2-007]1-00003%00000; TH NMR
(DMSO-dg) 6 10.7 (br, 1H), 9.73 (s, 1H), 9.27 (s, 1H), 8.84 (s, 1H), 8.27 (s, 1
H), 8.12 (d, 1H), 7.86 (d, 2H), 7.76 (d, 1H), 7.64 (d, 2H), 6.60 (s, 1H), 3.54 (

m, 4H), 3.16 (m, 6H), 1.37 (s, 9H), 1.33 (t, 3H); LC-MS: ESI 572 (M+H)-; [0 O O

Cc23];

oooooao

Oil1-(G-tert-0 00 -00000O00O0O3-00)-3-{4-[7- (000 00O-1-00000)-0O
000 ([2,1-b][1,3]0 0 000000-2-0071-00003%00000, *H NMR (DMSO-dg

)4 9.63 (s, 1H), 9.10 (s, 1H), 9.06 (br, 2H), 8.76 (s, 1H), 8.19 (s, 1H), 8.04
(d, 1H), 7.80 (d, 2H), 7.69 (d, 1H), 7.55 (d, 2H), 6.52 (s, 1H), 3.73 (m, 4H),

3.21 (m, 4H), 1.30 (s, 9H); LC-MS: ESI 544 (M+H)", [0 O O C24]; O O

oooooao

O1l1-(-tert-0 00 -0000000O0O3-00)-3-{4-[7-@G-000-00000-1-000
00)-0000([2,1-b][1.3]00000000-2-007]-0000¥00000, *H NMR
(DMSO-dg) 6 10.8 (br, 1H), 9.63 (s, 1H), 9.22 (s, 1H), 8.72 (s, 1H), 8.1 3 (s,
1H), 8.00 (d, 1H), 7.72 (d, 2H), 7.62 (d, 1H), 7.49 (d, 2H), 6.46 (s, 1H), 3.33
(m, 4H), 3.06 (m, 4H), 2.74 (s, 3H), 1.24 (s, 9H); LC-MS: ESI 558 (M+H)* [0 O O

C25].

oooooao

(000 13:00N-(b-tert-000-000D0DO00O00O00O3-00)-N"-@-{7-[3-(4-00 0O -O
ooo0o0-1-00)Yoo4oOoJuood[2,1-b[1,3]juo0000ooo-2-003%000)0
O[0O0OD1jooo)

O0O0O012A0 0 O0N-(G-tert-0 00 -0 00 0000O0O3-00)-N"-(4-{7-[3-(4-0 00O -
oooooD-1-00)-3-000-000071]0000[2,1-b][1,3]JCOCO0D0OO0OO0OO0O-=-2-00

o o0Oo0)OOo (0-17g0 0.28mmol)0 THF(AOML)O O O O O 2.0M BHz/Me,S-THFO O (AmL)O

00000000000 04000000000100HCIDOOODODDOOOOOOOOOO
0D1500000000000000NaHCO,0 000000000000 000000000
00000000000O0OMgS0,0000000000000000000000000S3
o0lo00 00 00/0000000000000000002000000/000000

0000000000000 000000000O00000000D0D0O0o0oo0OOoO0On
0000000000000 00N-(s-tert-000-000000003-00)-N"-4-{7-
[3-(4-000-00000-1-00)0000]10000([2,1-b][1,3]00000000 -2-

00 O000O)IODODODODODODOODODODOODONODOODO@mLIDOCODOND(@O))DO
000000 O0O0O0OO01.0MHCI/OODOOOO@.300)000000000000000O
000000000000 00O0O0000O0000O0000O0000O00O00O0O0OoGoaO
000000000000 (0.011g0 60 )0 *H NMR (DMSO-dg) & 9.6 (s, 1H), 9.07 (s,
1H), 8.69 (s, 1H), 7.92 (m, 2H), 7.78 (d, 2H), 7.54 (d, 2H), 7.48 (d, 1H), 6.53
(s, 1H), 3.50 (4H, 0O OO 0O), 3.22 (m, 6H), 2.75 (m, 4H), 2.10 (m, 2H), 1.30
(s, 9H), 1.24 (t, 3H); LC-MS: ESI 586 (M+H)™.
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Dooo0QoO
(00014:3-G-tert-0 00 -000000003-00)-1-000-1-{4-[7-(3-000 O
4-00-0000)-000([p]0000[2,1-B]00000-2-00]1-0000 300 [O
0D2]0 00 1-G-tert-0 00 -0 0000000 3-00)-3-{4-[7-(3-0 0 0 O O -4-0
-0000)-000[d0000[2,1-B]J00000-2-00]1-0000 %00 [00 0 D3]
0o)
A.0D0D012C0 0 0ON-(G-tert-0 00 -0 0000000 3-00)-N-{4-[7-(3-000 0
4-00-3-000-0000)I0000([2,1-b][1,3]00000000-2-007]0000
30 O (0.38g0 0.66mmol)0 THF(IOML)O O O O O 2.0M BHz/Me,S-THFO O (1.5mL)0 O O O
0000000000000 00000000000100HCIDOOO 000000 BHa/M
e,SI0000CHCIL,LOOOODODOODODONaHCO,0 000000000000 MgsSo,000
000000200000000000000 -{4-[7-(3-00000-4-00-0000)-
O00[M0000[2,1-b]J00000-2-00]-0000300004-[7-(GB-00000 -
4-00-0000)-000[d0000[2,1-b]J00000-2-00]-0000000000
DoooQooO
000000
0B.00C0OO0O0O0DO0O0O0OStert-000-3-000000-00000000 (150mg)C]

O

O

O

O Ooo0oooao

00001100 00000000CHCIL,LOOODONaHCO,0 00000000000 000M
0,0 0 0000000000000 000000000 100 MeOH/CH,CIL,O 000000
00000000000 000002000000000003-(G-tert-000-000
0O00O03-00)-1-000-1-{4-[7-(3-00000-4-00-0000)-000 [d]0O
0[2.1-b]00000-2-00]1-00003000001-(G-tert-000-000000
03-00)-3-{4-[7-(3-00000-4-00-0000)-000 [d]00O0O0I[2,1-b]00O
00-2-007]1-00003¥000000

ooooo

c.00000000D0003FI0000000O0O00nOn

3-(G5-tert-0 0 0-000000003-00)-1-000 -1-{4-[7-(3-0000 0 -4-0 O
-0000)000[d000C0[2,1-b]00000-2-00]-0000300000; HN
MR (DMSO-dg) & 10.7 (br, 1H), 9.31 (br, 1H), 8.81 (s, 1H), 7.94 (m, 2H), 7.88 (
d, 2H), 7.49 (m, 1H), 7.38 (d, 2H), 6.50 (s, 1H), 3.94 (m, 2H), 3.76 (m, 6H), 3.
30 (s, 3H), 3.09 (m, 4H), 2.77 (m, 4H), 2.08 (m, 2H), 1.28 (s, 9H); O O 1-(5-ter
t-000-000000003-00)-3-{4-[7-(3-00000-4-00-0000)-000 [d
10 000([2,1-b]00000-2-00]1-0000300000 ; *H NMR (DMSO-dg) & 10.
4 (br, 1H), 9.64 (br, 1H), 9.1 (br, 1H), 8.70 (s, 1H), 7.91 (dO O s, 2H), 7.79 (
d, 2H), 7.54 (d, 2H), 7.45 (d, 1H), 6.53 (s, 1H), 3.93 (m, 2H), 3.73 (m, 6H), 3.
09 (m, 4H), 2.78 (m, 4H), 2.1 (m, 2H), 1.30 (s, 9H).

Dooo0oo

(00O015:00N-(G-tert-0 0 0-000000003-00)-N-{4-[7-(3-0000 0 -1-
00-0000)IO000[2,1-b][1,3]00000000-2-00]000030[000D4
1000)

0000120 OON-(G-tert-0 0 0 -000000003-00)-N"-{4-[7-(3-0 0 O -3-
00O0-1-00-0000)I000[2,1-b][1,3]00000000-2-00]10000%
(0.36g0 0.630 0 )0 THF(IOML)O 0 0 0 0 1.0M BHg/THFO O (1omL)0 0 0 0000 O
00000000000 O0LC-MSOODDOOOOODOOOODODOOODODOOONDOO
5.0mL0 1.0M BHx/THFO 00000081 00000000 100HIOOOOOOO
0000002000000 0000000NaHCO,0 0000000000000
0000000000 000000MgSO,000000000000000000
DoOoOooDi10000000/0000000000000000000D00000O
000000000000 00O0D00O00O0000000000000O0000O00N-
G-tert-0 00 -000000003-00)-N"-{4-[7-(3-00000-1-00-0000)0

Oooooogdg

OooooogQgdg
Oo0Dooooogdg
O 0Ooooo
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000([2,1-b][1,3]J00000000-2-00]1]00003¥ 0000 (0.1829)0 *H NMR (D
MSO-dg) & 9.54 (s, 1H), 8.88 (s, 1H), 8.67 (s, 1H), 7.90 (s, 1H), 7.88 (d, 1H),
7.79 (d, 2H), 7.53 (d, 2H), 7.45 (d, 1H), 6.53 (s, 1H), 2.75 (m, 8H), 2.05 (m,
2H), 1.67 (m, 2H), 1.47 (m, 4H), 1.30 (s, 9H); *3C NMR (DMSO-dg) & 180.55, 158.
75, 151.65, 146.97, 146.42, 138.99, 138.38, 130.52, 129.59, 128.77, 127.27, 125.
58, 124.70, 119.05, 113.37, 108.58, 92.81, 65.28, 57.96, 32.90, 28.72, 24.93, 22

.55, 20.24, 15.53; LC-MS: ESI 557 (M+H)™.
oooooao
00000 O0O2nO0000000000O0.5MO0000D0O0O0DO0ODODOO1.0M HCIZO O O
000(@.4ml01.200)0 0000000000000 00O0O0O0O0O0OO0ODOODOON
0000000000000 D000D0D00DO00D0DO00D0D0O0D0DO0D0DO0O0OO0OODoaGo(0.120
g0 320 )0 *H NMR (DMSO-dg) & 9.6 (s, 1H), 9.05 (s, 1H), 8.70 (s, 1H), 7.92 (s,
1H), 7.9 (d, 1H), 7.78 (d, 2H), 7.55 (d, 2H), 7.45 (d, 1H), 6.53 (s, 1H), 2.74 (
m, 8H), 2.05 (m, 2H), 1.65 (m, 2H), 1.5 (m, 4H), 1.30 (s, 9H); LC-MS: ESI 557 (M
+H) ™.
oooooao
(00016:001-G-tert-0 00 -000000003-00)-3-{4-[7-(2-0 0000 -4-
00-000)-0000([2,1-B][1,3]0 0000000 -2-00]-000000[0DO0OD
510 0 0)
OA.0O0D0[2-(4-000-0000)-0000[2,1-b][1,3]J00000000-7-007-0
0000000 :0008Cc000[2-(4-000-0000)-0000([2,1-b][1,3]10000
0000-7-0071-00000 (4.51g0 12.28mmol)0 THF(60ML)D O O O O LiOHO H,0(2.72
790 65mmo0 00 (GBOML) 00D O0O0DO0OODOOODO20000000THFO OO OOO
O0DO0DO0100HCIDODOpHE0 000D O0DO0DD0O0ODO0ODOODOODODOODODODOD
OP,0s0000000000O0DO (4.2499g0 980 )0 *H NMR (DMSO-dg) & 9.02 (s, 1H),
8.27 (d, 2H), 8.09 (d, 2H), 8.88 (sO O d, 2H), 7.43 (d, 1H), 3.56 (s, 2H).
oooooo
0B.00OD1-00000-4-00-2-[2-(4-000-0000)-0000[2,1-b][1.3]00O
000000 -7-00]1-0000000 :DMF(4mMLO D 0O OO0ADODODOOD (883mgO 2
SmmoDO D ODODOON-(3-000000D00000)N-0000D000D000O00O00 (.
76790 4mmoDO 01-0 0000000000000 DO0O0DO (0.540g0 4mmol)0 00O OOS3
o0O0D0O0OO0O0DOO0DDOODDO@mMDIOIDOODDODODOSOODO0OODOOD10OMLOODOOOO
000000000000 00000000000P,0;0000000000000000
0000 (0.908g0 860 )OO *H NMR (DMSO-dg) & 9.05 (s, 1H), 8.31 (d, 2H), 8.12 (d,
2H), 7.94 (d, 1H), 7.88 (s, 1H), 7.43 (d, 1H), 3.87 (s, 2H), 3.56 (m, 6H), 3.48
(m, 2H).
oooooao
oc.O0o0o04-[7-(2-00000-4-00-000)-0000[2,1-b][1,3]J0 0000000
-2-00]-000000000000000 :1-00000-4-00 -2-[2-@4-000-00
00)-000[d]0O0O00[2,1-b]J0000O00-7-007-0000 (0.905g0 2.14mmol)0 THF
@omL) O OO0 D0D0DDDOD2.0M BHg-Me,S/THFO O (BmL)0 000D OO OO OO OO DO 900
400000000000 100HCI@SML))O0 0D O0DODODO0ODODOODOO1000000000
NaHCO,O 0 0 OO CH.ClL,LO DO O 000000000 0OMgSo,0000000
oooon

O oO0ooOoo0oad
OoOoo0ooOogao

0000 Gopsi)J 060 0000000000000 00000000O0OO
0000000000000 000000000000 NMR (DMSO-dg)
8.40 (s, 1H), 7.85 (s, 1H), 7.82 (d, 1H), 7.52 (d, 2H), 7.40 (d, 1H), 6.61 (d
2H), 5.19 (s, 2H), 3.58 (t, 4H), 2.85 (t, 2H), 2.56 (t, 2H), 2.43 (t, 4H).

Oooo0ogogao
N I I [y

O
O
ooooOoo@omb) D ooooooooobOOooDOo@ooglogoood
O
O

SO0 0O0ooOoogao
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0Doo0o00oo
0OD.00D03EI 000NN DDONONONODONONONDDNODNONDDODONDOODONDOOONODOS3
OF00000D00000000000 NMR (DMSO-dg) 8 10.8 (br, 1H), 9.66 (s, 1
H), 9.20 (s, 1H), 8.71 (s, 1H), 7.97 (dO0 O's, 2H), 7.79 (d, 2H), 7.55 (d, 2H), 7
.49 (d, 1H), 6.53 (s, 1H), 4.01 (m, 2H), 3.77 (t, 2H), 3.54 (t, 2H), 3.41 (m, 2H
). 3.18 (m, 4H), 1.30 (s, 9H); LC-MS: ESI 545 (M+H)*.
0Doo0O00oOo
DE.J0D0OCODO0OBOOOODOOODONDOCOODOOOOOOOADDIOOOODOCOOOOO
0Doo0oooo
01-G-tert-0 00 -000000003-00)-3-{4-[7-(2-00000-1-00-000 )-
00O00([2,1-b][1,3]0 0000000-2-00]1-000030000C0: *H NMR (DMSO-
dg) & 10.0 (br, 1H), 9.68 (s,1H), 9.24 (s, 1H), 8.71 (s, 1H), 7.96 (dO O s, 2H)
, 7.78 (d, 2H), 7.55 (d, 2H), 7.49 (d, 1H), 6.53 (s, 1H), 3.52 (m, 2H), 3.33 (m,
2H), 3.17 (m, 2H), 2.92 (m, 2H), 1.77 (m, 5H), 1.45 (m, 1H), 1.30 (s, 9H); LC-M
S: ESI 544 (M+H)*. [0 O O D6]
0Doo0Oo0oo
01-G-tert-0 00 -000000003-00)-3-@{7-[2-(4-000-00000-1-0
0)-00O0]-0000([2,1-b][1.3]00000000-2-003}0000)-00000¢: %
H NMR (DMSO-dg) & 11.3 (br, 1H), 9.64 (s,1 H), 9.14 (s, 1H), 8.69 (s, 1H), 7.96
(dO0 Os, 2H), 7.78 (d, 2H), 7.51 (m, 3H), 6.52 (s, 1H), 3.75 (m, 4H), 3.21 (m,
6H), 2.53 (m, 4H), 1.30 (s, 9H), 1.27 (t, 3H); LC-MS: ESI 573 (M+H)*. [0 O O D7]

OooooQooO
OF.0000C0O2000000000000000000A0DDOOOOOOOOOOO
0000000200000 00000SnCI,0H,000000000000000000
0000000000000 O0000O0000THFO OBHa-Me, SO 00D 00000 300
Ooo0Do00O0O0OO0

OooooQoO

01-G-tert-0 0 0-000000003-00)-3-[4(7-00000-4-00000-00
00 [2,1-b][1,3]0 0000000-2-00)-000073-00000 ; *H NMR (DMSO-dg)
& 10.7 (br, 1H), 9.58 (s,1H), 9.09 (s, 1H), 8.68 (s, 1H), 8.12 (s, 1H), 8.01 (d
, 1H), 7.73 (m, 3H), 7.48 (d, 2H), 6.46 (s, 1H), 4.39 (s, 2H), 3.88 (m, 2H), 3.6
6 (m, 2H), 3.22 (m, 2H), 3.10 (m, 2H), 1.24 (s, 9H); LC-MS: ESI 531 (M+H)*. [O
0 O D8]

OoooQoO

01-(GG-tert-0 0 0 -000000003-00)-3-{4-[7-4-000-00000 -1-00 0O
00)-0000[2,1-b][1,3]00000000-2-00]7-0000300000 : H NMR
(DMSO-dg) & 11.5 (br, 1H), 9.71 (s,1H), 9.32 (s, 1H), 8.77 (s, 1H), 8.25 (s, 1H
), 8.06 (d, 1H), 7.82 (m, 3H), 7.56 (d, 2H), 6.53 (s, 1H), 4.39 (s, 2H), 3.65 (m
, 4H), 3.38 (m, 4H), 3.15 (m, 2H), 1.30 (s, 9H), 1.22 (t, 3H); LC-MS: ESI 559 (M
+H)*. [0 O O D9]
Ooo0oQ0oO
01-(GG-tert-0 0 0 -000000003-00)-3-[4-(7-00000-1-00000-00
00 ([2,1-b][1,3]00000000-2-00)-000071-00000 : *H NMR (DMSO-dg)
5 10.5 (br, 1H), 9.79 (s,1H), 9.44 (s, 1H), 8.83 (s, 1H), 8.29 (s, 1H), 8.13 (d
, 1H), 7.87 (dO O's, 3H), 7.62 (d, 2H), 6.60 (s, 1H), 4.44 (s, 2H), 3.40 (m, 2H)
, 2.95 (m, 2H), 1.84 (m, 5H), 1.45 (m, 1H), 1.37 (s, 9H); LC-MS: ESI 529 (M+H)™*.
[0 O O D10]
Oooo0Qoo
(00017:00000-4-000004{4-[7-(3-00000-4-00-3-000-0000)-
OO00[PO0O00[2,1-BJ00000-2-00]-00003000[000EL]0CO)
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0A3-{2-[4-{[G-tert-0 0 00000000 O03-00)I00]100000 ¥ O00)
000]0000([2,1-b][1,3]0 0000000 -7-0030 0000 (0.504g0 1mmol)O CH

LClL0O0O00D01.0M0 00000000 /CH,ClLOO @m0 00O O0O0O0ODMFO OO0
0000000020000 00000000000000000CHCI,0DOOO0OO0OO(
2n)00000O000000020000000000CHCILOOO000OOOOONaHCO,
00000000 OCHCI, 030 000000000000 0MgS0,0000000000
00000000000 D0O00100MeOH/EtOACO 0 0 0000 00D COODO0D0OOO00O0
0000000000000 00000(0.126g)0 *H NMR (DMSO-dg) & 8.61 (s, 2H),

7.89 (s, 1H), 7.86 (d, 1H), 7.73 (d, 2H), 7.53 (d, 2H), 7.45 (d, 1H), 3.62 (m, 4
H), 3.50 (m, 4H), 3.44 (m, 8H), 2.94 (m, 2H), 2.70 (m, 2H).

Dooo0QoO

(00D018:2-00C0 [P0 000000 03-00-N-{4-[7-(2-0 0000 -4-00-000
0)-00O0[P]0000[2,1-BJ00000-2-00]-00003}000000000)
OA.00O0[M000C0O00003-00-00 (0-.260g0 1.47mmol)0 10mLO O O DMFO O O
00000000 O0HBE(I-0 0D ODDOODODOOOOO0O0O0O000O0OO0.238g0 1.76mmol)0
OEDCI(N-(3-00000000000)-N-00000000000000O0.338g0 1.76m
mDOODODODD0D2000000000000 (0.354g0 0.487mL0 3.5mmol)0 0 0 0O 0 OO
000030 00000000(0.394g01.50mmol)0 0000000000000 0000
0000000000000 00000000000000000CHCI, 0000000
0000000000000 000000000D000000000000000000
0.10000000000000010000000/CH,Cl,LO0ODOOO0OO0O0O0O0O0O0O000

000000000000 00O0000O0O000O0O000O0O000O0O0O0O0OO0OO0O0OoGoaO
O000O0OCHCIL,0O0OODOODOODOOOOOD0O0O0000000000000000
000O0O0-CH,ClL,LOO OO0

0Dooooo

0B.00OOAIDDCOOODCOOS3mMO4M HCI/OOOODOOOODODOOODOOOOOO
000000000000 03mO0000000000000O00N0D0ooNONoooooaon
000000000000 00O0000000000000O0000000O0 72mgd OO
00000 NMR (CDCl3) 7.8 (m, 3H); 7.6 (m, 5H); 4.2 (m, 4H); 3.8 (m, 2H); 3.2

(s, 3H); 3.0 (s, 3H); 3.9 (m, 1H); 2.7 (m, 2H). [0 O O E2]
OoDoooao
oc.0o0o0oooDoDOooo0DO0o0DOoDOo0DOoDDO0Oo0DO0DO0OOo0DO0DOoODUOoDADODDODODO
OooooDooooao
02-000-4-000000000-00000-5-000004W-[7-2-000CD0O0O-4-0O
0-0000)000[dD000[2,1-b]00000-2-00]-00003%000; ™ NMR
(coCcly) 7.8 (m, 3H); 7.6 (m, 2H); 7.4 (d, 1H); 6.9 (d, 1H); 4.3 (m, 2H); 3.8 (m
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