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0000000 0D0000000

0 PBB10 *H NMR (300 MHz, DMSO-dg) & ppm: 8.04 (d, J=7.80 Hz, 1H), 7.90 (d, J=7.
80 Hz, 1H), 7.48 (dd, J=7.80 Hz, 7.80 Hz, 1H), 7.36-7.43 (m, 4H), 6.89-6.98 (m,

3H), 6.72 (d, J=8.7 Hz, 2H), 2.96 (s, 6H)
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(10.8 g, 499.5mmoD0 00 0O0C0O0O0DOCODOD@mD)ICODODODCOODODODOOOONI16
000000000000 000O0000O00000000000000000000(
00O000/0000=1:3)000000000000000000990(5.23g)d00
0oo0O

0 H NMR (400 MHz, CDCl3) & ppm 7.91 (d, J=8.8 Hz, 1 H), 7.66 (d, J=2.3 Hz, 1 H

). 7.25 (dd, J=8.8, 2.4 Hz, 1H), 2.82 (s, 3 H), 1.57 (s, 9 H)
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1:3 - 1:20 000000000000 0000C00760 (1.12g)0 000000

0 TH NMR (400 MHz, CDCl3) & ppm 8.33 (bs, 1 H), 7.67 (d, J=8.8 Hz, 1 H), 7.27 (

d, J=8.5, Hz, 2H), 7.18 (d, J=8.5 Hz, 2H), 7.08 (dd, J= 15.4, 10.5 Hz, 1H), 7.04
(bs, 1H), 6.84 (d, J=15.4 Hz, 1H), 6.90-6.78 (m, 1H), 6.71 (dd, J= 15.2, 10.5 H

z, 1H), 6.61 (d, J=15.5 Hz, 1 H), 3.26 (s, 3H), 1.51 (s, 9H)
00004-N-Boc-4-N-0 00 -0000000000000C0CO0000O0O0OO0 2007-106755
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0 PBB20 'H NMR (400 MHz, DMF-d,) & ppm 9.56 (bs, 1 H), 7.72 (d, J=8.7 Hz, 1 H),
7.39 (d, J=2.2 Hz, 1 H), 7.37 (d, J=8.6, Hz, 2H), 7.28 (dd, J= 15.5, 8.9 Hz, 1H

), 7.03 (dd, J= 8.7, 2.0 Hz, 1H), 6.95-6.81 (m, 2H), 6.85 (d, J=15.4, Hz, 1H), 6
.64 (d, J=8.4 Hz, 2H), 5.65 (bs, 1H), 2.83 (s, 3H)
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0doooooDoooil12z0o0000d

00000110 (3.96g, 11.67mmo)0 0 00 00 0 0 (76mL)0 0 0 O (76mL)0 O (3.06g,

54 . 79mmol)0 0 I2NO 0 (6mL)D D0 OO OO0OOOOODODODODODODOOOODODOODOD

OOoo0oooao

0Dooo0oo0O0O0O0O000
0/00000
00000

0ooooo0Q0Q0
0000000
imL)0 0000
OooooO0O0Ooo

130000

O Oooo

gooobooooooobooooobooooboooobobooooboboooobbooao
uogoboooooboboooooboooooboboooo -0oO0ad
20/10 0 000000000000 00D120 0 1.2990 O O

00000120 (1284mg, 4.15mmo)ONN-O0 000 O00O0OCDOOO
oo0DoooOOoo0O00eows 00, 183mg, 4.57/mmol)0 00000 ODO
g3p0o0o0O0o00ooOoonDgaoeGseng, 3.92mmoDHO0 0 OO0 O0ODO
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0 130 0O 188mgd O O
ud

OoOoo0oooo
OO oOooo
Oo0Ooo0oooo
O0Ooo0oooog

O
[dlCOD0OD00O-6-000 (PBB3DDODOO

ooooDDbDObOO0DooooobooobobboO0ooooao
ooooODbObOO0ooooooobobboooooand
ocoooooo0 -0OD0O0O0O0O0O/00000 =9w/30000000D0O0DOO

0 2-((1E,3E)-4-(6-(0 0 0 0 0O O )0

oooDDDbOO0OO0DO0ooooooao
oooobODbOO0OO0DO0ooooooao

O O

ooo0-3-00)H00-1,3-0000)HY000

OoOO00oo0Ooo0O0o0D0O0OO0O0OO0Oasd (184mg, 0O.57mmo) 0 00 OO0 OO0OOO -9mL)O -7
gioooooooooooooobQ@.oMmonooooooooo, 2.85mL, 2.85mmol)0 O O
goooooooboboogoobooobbbooobbooaNObDbOooobbooobnno
goooooooboooobooobobboooobboooobboooboboooooan
ugogoboboooooboouooboooobobbooobbooooobboooobboooooan
coboooooooobDooooobooooboOoobOoboboobooobO/bO0Ob0DOO =973 -
/10 0 00000D00DO0DOOO0OO0OD0OO0O1120mgO OO

0 PBB30 *H NMR (400MHz, DMSO-dg) & ppm: 9.83 (s, 1H), 8.09(d, J=2.29Hz, 1H), 7.
71(d, J=8.70Hz, 1H),7.69 (dd, J=9.16Hz, 2.29Hz, 1H), 7.32(d, J=2.75Hz, 1H), 7.22
(dd, J=15.57Hz, 10.53Hz, 1H), 6.87-7.00 (m, 3H), 6.84 (d, J=15.57Hz, 1H), 6.83

(d, J=15.11Hz, 1H), 6.48 (d, J=8.70Hz, 1H), 2.80 (d, J=5.04Hz, 3H)

ooocooao
ooooObDooao

0 2-((1E,3E)-4-(6-(0 0000 O0)IO00O0-3-00)I10-1,3-0000)000 [d]0O

ooob-5,6-00000®PBB40 00O OO
gpPeBa0 D00 0O0O0O0OO0OOOODOOOOO

O
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ooooag
BHAF—A HO \
HO S
Boc,0O o
4-DMAP 94%
EtsN, DMF
BocO N
JORS
BocO S
4
4-N-Boc-4-N-AFJL-
S LTLTER | 2T%
NaOH, DMF
Boc,
N
/ @NS OH
\N
5 N OH
TFA
DCM | 58%
HN
/ \ \ S OH
\
PBB 4 6 N OH
oooooao

DO0O0O0O06-tert-0 00000000000 -2-000-00000000-5-00000
ODOtert-0 000000 (AOOODO
02-000-00000000-5,6-0000¢(6.22¢g, 34.3mmo)00 00000000
DoO(Eeom)JIOODODODO0O0OD0O0O000E@3.2ml, 172 mmol)DJ 00 OO0 -tert-0 00 (
37.4 g, 172 mmo)0 000000000000 @mMNIODODODD4-000000000
00 (838mg, 6.86 mol)J 00000000 DD400000000000000000
000000000000 00O0O0000O0000@O0O00/0000=1:4) 0000
00000000000 000930(12.26g)0 000000

0 TH NMR (400 MHz, CDCl3) & ppm 7.81 (s, 1 H), 7.72 (s, 1 H), 2.82 (s, 3 H), 1.
564 (s, 9 H), 1.558 (s, 9 H)

0Doo0Oooo
00O000{4-[4-(5,6-000000-00000000-2-00)-00-1,3-00007-0
00030 OOD-000O0O0D0tert-0000000 ((B)DOOO

O6-tert-0 0 0000000000 -2-000-00000000-5-000000 tert-
0000000 (4) (2.17 9, 5.7mmo)0 0000000000 E@ mDIOCODO00O0CO
000000000 Q@.429g, 35.6mo)0J 0000000100000 00000004-N
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-Boc-4-N-0 00 -000000000(@.59, 5.74mmo)0 0000000000 (4.2 m
HDOODODO0OO0DO0OOO0OO0DO0OO0OOOO0O0OD4.5000000000000000000000
000000000000 000O0000O0050000000000000000000
0000000000000 0O00000O0O00O0O0O0DO0DO0DNONDOoODONOoOoOoooooaO
(00O0O00/0000=1:1)0000000000-0000000027% (667 mg)d O
Doooo

0 TH NMR (400 MHz, DMSO-Dg) & ppm 9.51 (bs, 1 H), 9.42 (bs, 1 H), 7.51 (d, J=8.
5, Hz, 2H), 7.29 (d, J=8.3, Hz, 2H), 7.285 (s, 1H), 7.26 (s, 1H), 7.23-7.10 (m,
2H), 6.95 (d, J=15.1 Hz, 1 H), 6.94 (d, J=15.1 Hz, 1 H), 3.19 (s, 3H), 1.40 (s,
9H)

0Doo0o00oo
Do0O0O002-[4-(4-000000-0000)-00-1,3-0000]1-00000000-5,6

O
O
(
O
O
O
O

E

OooDoDoogoo0ooogogooao

O
g
P
O
g
a
O
O
a
u
O

0000 (6)0000

{4-[4-(5,6-0 0 0000-00000000-2-00)-00-1,3-00007-0000 3
00-0000C00tert-0 000000 (5) (614 mg, 1.45 mmol)J 00000 0ODO
smNDIDODDODODOODODODOCOOODO(E@m)IDDODODODODOOD2000000000
0000000000000 000000000000000000000DOoDoooao
0000000000000 000000300000000000300000000
0000000 O0O0D000058%0 0 (276 mg)D OO0 O

PBB40 1H NMR (400 MHz, DMF-d.) & ppm 9.60 (bs, 2 H), 7.52-7.29 (m, 4 H), 7.27
(dd, J=15.2, 10.6 Hz, 1H), 6.96 (dd, J=15.2, 10.3 Hz, 1H), 6.91-6.81 (m, 2H), 6
63 (d, J=8.1 Hz, 2H), 6.06 (d, J=4.1 Hz, 1H), 2.81 (d, J=4.3 Hz, 3H)
SI-MS: m/z 325 [M+H]™*
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0(E)-2-(4-(6-(0 00000 000-3-00)10-1-00-3-000)J00 [d]0 0O
00-6-000 (PBB3.2)O 00O
OgpPBB3.20 000000000 OOODOOOOAO
oooO0o0Oaog
BRAF— A :
| r\/! //OH \;/O
0 AN 1) S .0 AN 0
v | ¥ l
>ka§£;ji >L¢kyim’ >‘WKT!N/ ” >ka? N
(15) (18) “n “18)
N ed N =i zyw;%gb N =
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() (19) PBB3.2
Ooo00o0ooOoao

ooooDDbOOO001e000000O
cooocooooooD2-(e-CO0O00CO0O0ODODODODOOO)-5-0000000O0A150 (640mg,
2.00mmo)ONN-O000O0D0O0OCDOOCDOOEC.OMHODOOCDOOOOODDODD (1088mg

, 3.3dmmoDD OO D0ODDOO @9mg, 3.-50mmo)D OO0 D0DDOOODOOOODODODODDOO
goobobooooobooooboooboobobooobboooooboboooobobooooonan
ooocooobooooooooooobobboboooooooobobobobooooooboooobooao
oooobobooogoogo/0O0ogoQg =50/12 - ODODOD/ZO00O0ODD =107220 00 O
oooo0ODDOO0O0O0000D021e0 0O 575mgl OO

gooodad

ooocooObOO0OO0oO0o1vyooooao

OoOO0o0O0OooO0oo0oDOoOdaied (568mg, Ommo)0 00 O0O0COOOODO (1.66mL,

11.90mmol)O O O O O O (39mg, 0.20mmol)O
oCooo@Uoopooooooo)oao

1.
2-0 000 -1-0 00 (191mg, 3.41mmol)d O
0
000000000000 00O0O000n
O
0
0

0 (11)(24mg,0.03mmol)0 0 000 O O
0Do000000C000O0O0000000
0000000000 00000000
0/00000 =4/1 - 0000/00
0 170 O 400mgd O O
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O =3720000000000000O
ogogoano
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O00oo0O0O0oDODO0o0D0DO000170 (B393mg, 1.50mmo0 00D OOCDOOOOODOO(7.50
mOODODDODDOODOOOOGOIng, 4.95mmo)D0 0D OO0 OOOOODOODO (716mg,4.50mmo
HDooooooooooooooboooDooooooooDooboooDobtooDooao
ooocooboboobooooooooobobbooooooooobobobobooooooooobooao
ooooobobooooooooobbboooooooopoboboboboo/sbbo0o = 20/1
oooov/00000 =720 000000000 DOOOO0OOA2I80 0 315mg O O

OooooQgogao
O0O0o0oooogod
OoOoo0oood

ooocooao

ooocooObOO0OO0o0oi19000000

oooooooooDOooogooO@1s5mg, 1.oommo) D OO0 O0DDOOODOODOO AOmML)
OCoOO0O0O0O0ooO0oO0oDOooOoOODbOEeo%s OO0, 48mg, 1.20mmoDD 0 OO0 OOO0OODOO
ocoOOooooso0o0oDOoooDOob000a@s)@Bizmg, 1.2ommo) 000 O00COO0OOODO
gooooooooboogoobooobbobooobobooobbooobboooooboao
goobobooooobooooboooboobobooobboooooboboooobobooooonan
coooooobooov/sbOobO0Oo =102 - O0OO0OO/0000D0 =5/1000000
goobooo0oobDbO0Oaiasd D 34omgd OO



(60) JP W02014/097474 Al 2014.6.26

Dooo0QoO
00000 (E)-2-(4-(6-(000000)IO
dlJ00O000-6-000 (PBB3.2)0 0 OO

0000000000000 0 180 (336mg,
o00000000000000O0 (1.oM0 O
00000000000 000000000O0
0000000000000 000000O0
0000000000000 000000O0

00-3-00)00-1-00-3-000)000 [

0.80mmol)J 00D O0DO0C0OOOO (4.0mL)0 -5
0000000, 6.38mL, 6.38mmol)0 O O

00O0O0D0INDDODOODOODODODOOOO0OO
000000000000 000D0O00O0O
000000000000 O000O0O0000

00000000000 000000O0O 130mgd O O

0 PBB3.20 H NMR (400MHz, DMSO-d6) & ppm: 9.95 (s, 1H), 8.19(d, J=2.29Hz, 1H),
7.78(d, J=8.07Hz, 1H), 7.48 (dd, J=8.70Hz, 2.29Hz, 1H), 7.36(d, J=2.29Hz, 1H), 7
.18(d, J=16.03Hz, 1H), 7.13 (q, J=4.58Hz, 1H), 6.97 (dd, J=8.70Hz, 2.29Hz, 1H),
6.85(d, J=15.57Hz, 1H), 6.48(d, J=8.07Hz, 1H), 2.81 (d, J=4.58Hz, 3H)
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O0O0O0OD0DON-BocO O OOOOOOW02010/0247690 0O 0O O O O O C-B.Aarkeroy et al._,
Dalton Trans.,2006, 16270 O
0 *H-NMR(400MHz,CDCl3) & ppm:8.47(d, J=2.0Hz, 1H), 7.75(d, J=8.8Hz, 1H), 7.68(d
d, J=8.8Hz, 2.0Hz, 1H), 3.41(s, 3H), 3.15(s, 1H), 1.53(s, 9H)
0o0o0oooo0oooDoo2-000-5-00000000000O00d0C.B.Aarkeroy et al.,
Dalton Trans., 2006, 16270 0 OO0 OO O0ODODOOO
Ooo0oooad
oodoooe-(O0O0O0DOOHYODODOOODDODO-2-0000000@3)o 000
0o0o0ooDoo0o03#4m000de6-0000000O0000O-2-0000000 (CAS No. 39785-
48-3)0 1.18g, 6.77/mmol0 ON-OD 0 00 00O ODODODOA1.22g, 6.85mmold 0 00O OO
000000 o0ooDo0oDo0oO0o0.14g, O85Smmol0 0 OO0 01 0000O0O0O0OO0OOOODOOOO
0o0o0oooo0oooDoOo0oo0ooDoOo0o0ooDoDoDOoo0ooDoDooo0oobODoDoOoooDoDoooonan
001.17g, 4.62mmol0O O
0 *H-NMR(400MHz,CDCl3) & ppm: 8.20(d, J=8.4Hz, 1H), 8.01(d, J=1.6Hz, 1H), 7.68(
dd,J=8.4Hz, 1.6Hz, 1H), 4.64(s, 2H)
Ooo0ooDoad
OO0Oo0O0DON--OCOD0DDO0OD0000O0OD-e-00000DN)I0OOOODODDOOert-000
000 @4aoooao
0000000000 tert-000000O00O0O0.48g, 2.8mmolD ODMFO 6mLO O O O O O O
Oe6e0%wd 000D O0OO00O0D0OO0.11g, 2.8mmol0 0000300000000 0O00DO6-(0DO0O0O
0o0H)oooDoooo-2-000000000.58g, 2.3mmold O DMFO 6mLO O O O O O O
o003 0o0o00o0o0oooo0ooDoDoooboooooDoDooooDoDoooboodd
0 A o
g, 2.0mmolO O
0 *H-NMR(400MHz, CDCl3) & ppm:8.17(d, J=8.4Hz, 1H), 7.92(d, J=1.6Hz, 1H), 7.60(
dd,J=8.4Hz, 1.6Hz, 1H), 5.01(s, 2H), 3.85(s, 3H), 1.45(s, 9H)
oooooad
ooooDoe6e-(rert-0 00 000D0ODOOOODODN) DO DOOOODODO-2-.00000
O0o0a@aeaonoano
ON-(2-0000000D0D0O0O0-6-00000)H)I0CO0O0ODDOOOtert-00000O00OO
0.71g, 2.0mmolD OO D DOOO0OO01OMO 0O OSMO 000 OOOOODODOO?Z2.05mL0 10.2
Smmol0 0D 000004 000000000000D00O0O0O0O0ODODOOOODODOOOODODRDO
0000000 o0DoODo0OO00o0DoDODoOO0o0oo0DDbOoDO0oOo0o0DoDDO0oOoo0bODoDOoDOooOoDoDoOoOoOoonOao
0o025mO000d00o0D0iIMOO01.04mlO01.04mmol0 000000030 00000000
OdiM OO0 01.04amLO01.04mmol0 DO D OO ODO30 0000 O0D0ODOOOODOOOOO0ORDO
0000000 o0DoODoDO00o0DoODoODO0o0oo0DoDODoDO0oO0o0DDoDoDOoOO0O0DbDDOo.62g, 2.0mmolO O
0 *H-NMR(400MHz,CDCI3) & ppm: 8.19(d, J=8.4Hz, 1H), 7.90(s, 1H), 7.50(d, J=8.4H
z, 1H), 5.0(br, 1H), 4.49(br d, J=5_.2Hz, 2H), 4.09(s, 3H), 1.48(s, 9H)
oooooad
00000 G-Wert-0 00D DODODOO0ODDDODOODOOODOODODDOOODO-=-2-00)00
ooo@nHoood
0de-(tert-0 0000000 O0OO0ODODOD)DOH) I OOODDODDOO-2-000000000O
1.02g, 3. 16mmol0 O OO OO0 O0OB2nl000000O00DDOOOODODOO359 mg, 9.49m
molD OO OO0DD0D10000000000000DD0DD0ODO0OO0DDDO0OO0O0DoDoDOoOOooO0nDao
0o0o0oooo0ooDoDoo0oo0ooDoooo0oDoDooo0ooDoDooo0oDoDooooDoDoooonao
0.93g, 3.16mmolO O
0 *H-NMR(400MHz,CDCl3) & ppm: 7.92(d, J=8.4Hz, 1H), 7.80(s, 1H), 7.38(d, J=8.4H
z, 1H), 5.07(s, 2H), 5.0(br, 1H), 4.44(br d, J=6.0Hz, 2H), 2.97(br, 1H), 1.47(s,
9H)
Ooo0ooDoad

10

20

30

40

50



(63) JP W02014/097474 Al 2014.6.26

OoooDoe6e-(rert-0 00 000D0ODOOOODODN)IDODODD DOOOODODO-2-.00000
Oo00@s8)yoooao

O@-ert-0 0 0000000000 OO0))OODODODODOD0O=-2-00)0000000
1.65g, 5.61mmol0 000000 00OCOS8OMLODOOODOOOOOODODODODGO?2.52g, 5-94mm
ol 000D0OOO16e 0000000 DDOOODODDODOOODDDOOODDOOODODODO
000000000000 00000000001.43g, 4.-89mmol0 O

0 *H-NMR(400MHz,CDCl3) & ppm:10.16(s, 1H), 8.20(d, J=8.4Hz, 1H), 7.93(d, J=1.6H
z, 1H), 7.54(dd, J=8_.4Hz, 1.6Hz, 1H), 5.0(br, 1H), 4.50(br d, J=6_0Hz, 2H), 1.48
(s, 9H)

oodooao

O0O02-(B)-2-0000000)-6-(rert-0 0 0000000000)YIOO0)D
00000 @oUooo

O@O0000))Y0O0DD0O0DO0ODO0DO0DO0ODOO0ODOO?2.70g, 6-19mmol0 O THFO 27.5mLO O
00078000000 0000¢tert-00000O0O703.5mg, 6-27mmold O THFO 21mL
gooss000o0oDodi10000000000e6-(ert-0 00 0D0ODOOOODODO
000 IODODUODO0ODO0DO0DO0D-2-0000000001.43g, 4.89mmol0d O THFO 24.5mLO
gooooo78s0o0o3.500000000000O0MODUOO0OUODDODDODOUOUOODDODOOand
goooooos3omlOb0b0bo0bo0bO0obOO0obOO0bU0obOU0obOoDbDUOoDbDUOobobobooao
0000000000000 0o00o0o0oo0oU0o0Do00oDo0oo0oDU0o0DoUooDoo0oDoOoOao
00000000 O0.64g, 1.73mmol0 O

0 *H-NMR(400MHz,CDCl3) & ppm:7.95(d, J=8.4Hz, 1H), 7.77(br s, 1H), 7.40(br d, J
=8.4Hz, 1H), 7.395(d, J=14Hz, 1H), 7.388(d, J=14Hz, 1H), 4.9(br, 1H), 4.43(br d,
J=6.0Hz, 2H), 1.47(s, 9H)

gooooao

00000 (E)-5-U-(6-((tert-0 0 0000000 D0O0O0O)IOO)ODO0OODODOOO-2-
O00)-3-000-1-000)-2-(N-(tert-0 000 0000O0O0)-N-000)000OO0OO0OOC
20)0 00O

O2-(N-(tert-0 000 0000O0)N-O00D0D00O0O)5-00000000O000.83g, 3.57
mmold O 2-((E)-2-0 00 0000)-6-(Ctert-0 0000000000 0)I0O0O)IO
0O00D00000.64g, 1.73mmol0 0 000000000 O0ODODODDODODOOOOOODODDO
O0O0O0ODDDOO0O0OO0.68g, 1-31mmold O

O *H-NMR(400MHz,CDCl3) & ppm:8.49(d, J=1.6Hz, 1H), 7.96(d, J=8.4Hz, 1H), 7.81(d
, J=8.8Hz, 1H), 7.78(br s, 1H), 7.70(dd, J=8.8Hz, 2.4Hz, 1H), 7.40(br d, J=8.4Hz
, 1H), 7.25(d, J=16.0Hz, 1H), 6.84(d, J=16.0Hz, 1H), 4.95(br, 1H), 4.45(br d, J=
5.2Hz, 2H), 3.40(s, 3H), 1.54(s, 9H), 1.48(s, 9H)

Oooooao

00000 (E-5-4-(6-(000000)IODO0DO0DODOOO-2-00)-3-000-1-000)-
2- (00000000 DODOOPBB3.2NO OO OO

O ((E)-5-(U-(6-((tert-0 0 00 D0DO0O0ODOO0OODNIODO)IOODOOODOO-2-00)-3-
O00-1-000)-2-(N-(tert-0 0 0000000 )-N-O00D)IOOOOODOOO.-28g,
O.54mmolD 000 0O0D0OODOO44ml000000O0ODO0ODOO44mLlD0O0D0O0D0ODOODOOO
go3.500000000000 0000000000 b0 b0 b0 bODUoboDoboDooboaoao
0000000000000 0002000000000000000000000000
0 00 168.5mg, 0.527mmol0 O

O PBB3.2N0 *H-NMR(400MHz,CD,0D) & ppm:8.13(d, J=1.6Hz, 1H), 7.93(d, J=1.2Hz, 1H
), 7.89(d, J=8.4Hz, 1H), 7.52-7.48(m, 2H), 7.16(d, J=16.0Hz, 1H), 6.94(d, J=16.0
Hz, 1H), 6.50(dd, J=8.8Hz, 0.4Hz, 1H), 3.94(s, 2H), 2.89(s, 3H)
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073 mg0 0000

. Corel-40 *H NMR (400 MHz, DMSO-dg) & 7.55 (s, 1H), 7.39 (d, J = 8.0 Hz, 2H),
7.31 - 7.20 (m, 2H), 7.04 - 6.77 (m, 5H), 4.8 (bs, 1H) 3.94 (s, 3H)
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0 Corel-150 'H NMR (400 MHz, DMSO-dg) & 7.72 7.17 (m, 7H), 7.10 6.55 (m, 6H),
5.76 (s, 1H), 3.84 (s, 6H), 1.23 (m,1H) 1.16 (dd, J = 6.1, 3.3 Hz, 6H)
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0 Core2-100 *H NMR (400 MHz, 00 OO OO -d) & 9.87 (s, 1H), 8.03 (d, J = 9.7 H
z, 1H), 7.81 (s, 1H), 7.56 (s, 1H), 7.23 (d, J = 13.9 Hz, 2H), 7.09 (d, J = 15.4

Hz, 1H), 6.90 (m, 2H), 6.66 (d, J = 15.5 Hz, 1H), 3.99 (d, J = 2.5 Hz, 6H), 3.8
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1H), 7.61 (s, 1H), 7.47 (s, 1H), 7.26 (dd, J = 15.3, 10.6 Hz, 1H), 7.04 (dd, J
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8.05(d, J=8.69Hz, 1H), 7.79 (dd, J=9.15Hz, 2.29Hz, 1H), 7.77(d, J=9.15Hz, 1H), 7
.62(d, J=8.69Hz, 1H), 7.47 (dd, J=15.10Hz, 10.52Hz, 1H), 7.26 (dd, J=9.15Hz, 2.7
5Hz, 1H), 7.09 (d, J=2.29Hz, 1H), 6.99 (dd, J=15.10Hz, 10.52Hz, 1H), 6.78(d, J=1
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/30 000000000 DOO

0O0O0O0000O0O0200 (670mg, 1.60mmol)0 0000 0000 O (60mL)d -40
Doo0O0o0o0O0O0Oo@.oM0O0O0O0O0000O0, 8.02mL, 8.02mmol)0 O O O
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PBQ30 1H NMR (400MHz, DMSO-dg) & ppm: 9.95 (s, 1H), 8.08(d, J=2.29Hz, 1H), 8.

04(d, J=8.69Hz, 1H), 7.77(d, J=9.15Hz, 1H), 7.69 (dd, J=8.69Hz, 2.29Hz, 1H), 7.6
2(d, J=8.69Hz, 1H), 7.46 (dd, J=15.56Hz, 10.98Hz, 1H), 7.26 (dd, J=9.15Hz, 2.75H
z, 1H), 7.08 (d, J=2.75Hz, 1H), 6.92 (dd, J=15.56Hz, 10.98Hz, 1H), 6.81(q, J=5.0
3Hz, 1H), 6.75(d, J=15.55Hz, 1H), 6.74(d, J=15.10Hz, 1H), 6.47(d, J=9.15Hz, 1H),
2.80 (d, J=5.03Hz, 3H)
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0000000000 0000120 (2077mg, 8.37mmol) 0 0000000 0O O (8.17mL,
58.61mmol)0 0 0 O O O (191mg, 1.00mmol)d 2-0 0 0 O -1-0 0 O (939mg, 16.75mmol)

00000000 @O0000000000)000001)18mg,0.17mmol)0 00 O O
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0000000000130 0 1340mgd O O
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0000000001400 000
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ugogoboboooooboouooboooobobbooobbooooobboooobboooooan
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0 PBQ3.10 H NMR (400MHz, DMSO-dg) & ppm: 10.09 (s, 1H), 8.26(d, J=1.83Hz, 1H),
8.12(d, J=8.70Hz, 1H), 7.82(d, J=9.16Hz, 1H), 7.66(d, J=8.70Hz, 1H), 7.61 (dd,

J=9.16Hz, 2.29Hz, 1H), 7.30 (dd, J=9.16Hz, 2.75Hz, 1H), 7.13(d, J=16.03Hz, 1H),

7.12 (d, J=2.75Hz, 1H), 7.05(d, J=16.03Hz, 1H), 6.67(d, J=8.70Hz, 1H), 3.07 (s,

6H)
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0000000000000 00000000O0O0O00000000000000000
00000000 120mgd O O

O pre20 *H NMR (400MHz, DMSO-d6) & ppm: 9.80 (s, 1H), 7.69(d, J=8.70Hz, 1H), 7.
31(d, J= 2.29Hz, 1H), 7.25 (d, J=8.70Hz, 2H), 7.20 (dd, J=16.03Hz, 9.16Hz, 1H),
6.92 (dd, J=8.70Hz, 2.29Hz, 1H),6.81-6.91 (m, 2H), 6.81 (d, J=16.03Hz, 1H),6.56
(d, J=8.70Hz, 2H), 5.52 (s, 2H)

Oo0o00o0oao
Oo0o0O0oOoo0ooaoano
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0-1,3-0000)0000-2-0000pre3dd0 0000
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Ooo0o0o0Oooao

goobooooobob4ooooban
OoOO0o0o0OooO0ooDOoO0O0OOl20 (184mg, O.57mmo) 0 000 C0O0O0OOO -9mL)O -7
ghoooooooooooooobQ@.oMmoooooooo, 2.85mL, 2.85mmol)0 O O

00000000000 000000000000000INDI0DOOOOOOOOOOO
0000000000000 0000000O00D000000000000000000
0000000000000 0000000000000000140 0 154mgd OO
oooooo

00000S5-(E,3E)-4-(6-(tert-0 0 00000000000 )IO0[M]0O0D0O00O0-2
-00)00-1,3-0000)I000-2-000 (pre3)ddOn

00000000 000000140 (90.0mg, 0.305mmol)0J 000000000000 (2.

58mL) 00 000000 (72.6mg, 1.066mmo)0 0 t-0 00000000 DOO0OAO (73-5mg,
o489mmoD)0 D00 DDODO0DO0OUOODOOODDDODODODODODOODODODDODODODODODOOODOOO
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ocooooooo0oooDOooo0DOooU0ooDUoooDU0o0Do0DO0 -00DOooDO/00000 =10
o/700 000000000 DODODODODOODS52mgd 00

0 pre3d *H NMR (400MHz, DMSO-d6) & ppm: 8.04(d, J=2.29Hz, 1H), 7.77(d, J=8.07Hz
, 1H), 7.68 (dd, J=8.70Hz, 2.29Hz, 1H), 7.53(d, J=2.29Hz, 1H), 7.28 (dd, J=15.57
Hz, 10.08Hz, 1H), 6.99 (dd, J=8.70Hz, 2.75Hz, 1H), 6.88-6.96 (m, 1H), 6.86(d, J=
15.57Hz, 1H), 6.85(d, J=15.57Hz, 1H), 6.47(d, J=8.70Hz, 1H), 6.35 (s, 2H), 0.98
(s, 9H), 0.23 (s, 6H)
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Qprell0 0000 O00DO0OO0OODODOOOOO
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BP—<ij§*_NH2 —  ws— SnH, s v—="L" D—nn,
—N Pd filis =N =N
2-F73I/-5-TREEYS 2 3
L&A
o SH
. /[: TBSO. s
E—
EtOOC” “NH, HCI \[::I:§>“COOE
) 8
LiAIH; — TBSO S MnO,  TBSO S
—> \[::j:ﬁ>“{}h0H — \(:::[:;»mCHo
N
9 6
® e et A
PhoPCHBrBr  TBSO S B WEHAYTULY
\@ 7 - Lam1
tEat N .
7
OooDOoo
000006~ (-0 000000000000 IO0O00OD0O0-2-00000000 (8
Yo OoaOo

D6-0 000000000000 -2-0000000001.27g, 5.69mmol0 000000
00 O00.5g, 7.34mmol0 ODMFO 1omLO O 0 0 t-0 0000000000000 0.94g, 6.
2mmol0 ODMFO 3ML0 0000000001600 000000000000000000O
0000000000000 000000O000O0O0O0O0DO0ODONDOODONOoOOoONOooooaO
000000000000 00O0O0O000O00O00O06-(-0000000000000)
00000000-2-0000000000000000000300O0.97g, 2-9mmold O

0 *H-NMR(400MHz,CDCl3) & ppm: 8.09(d, J=8.8Hz, 1H), 7.35(d, J=2.4Hz, 1H), 7.09(
dd,J=8.8Hz, 2.4Hz), 4.54(q, J=7.2Hz, 2H), 1.48(t, J=7.2Hz, 3H), 1.01(s, 9H), 0.2
5(s, 6H)
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OO0o0ov72.5mg, 1.99mmol0 DO OO0 O0O0OO30000000O0O0O.l6mLO0 0 OO OO0
ooooDoDoOooOosSMODODO0DOODODOOOODODDOABMLO O OO ODODOO.48mLO 0 OO O
0Oo0o0oDDOD000o0o0ooooDoDoDo0D0D0o0o0o0ooDoDoDoDOoDo0DOoooooDooDoDoOao
Oo0odoDoDooooDoooooo[e-(-000000oDoDOo0OoooDo)Do0OoOooOnOan
-2-0 0000000000 O0O0OO0OD0DDO0O00o0.22g, 0.74mmold O
1H-NMR(400MHz,CDCl3) & ppm:7.84(d, J=8.8Hz, 1H), 7.33(d, J=2.4Hz, 1H), 7.01(d
d,J=8_.8Hz, 2.4Hz), 5.05(br s, 2H) 2.78(br s, 1H), 1.03(s, 9H), 0.25(s, 6H)
oooooao
oooooe-(t-OCO00DO0OO0OO0OOOOOOD)Y OODODODDDOO=-2-00000000 (6
Yo ooao
d[e-(t-0 0000000 o0ooDoO0Oo)yfoo0oDoDooo0-2-00710000000.22g, O.
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0000000 oDoDoDo0oo0ooDoo0o0o0DoDoDooo0ooDoDooo0ooDoDoe-(e-00DDOOOd
gooooDoOo)DoDoODDoDUOoOUOUO-2-00000000D0DDO0ODO0ODO0OOOOOODOGDOT71.0mg
, 0.242mmolO O
0 *H-NMR(400MHz,CDCl3) & ppm:10.11(s, 1H), 8.09(d, J=8.8Hz, 1H), 7.37(d, J=2.4H
z, 1H), 7.13(dd,J=8.8Hz, 2.4Hz), 1.01(s, 9H), 0.27(s, 6H)
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ooopoD2-[(B-2-0000000]-6-(t-00000D0DO0OD0O0OOOODY OOOOAO
O (MHoooaod
Oo@Uooooo)YUoQooDDODODODOOOODOA48.2mg, O.11mmold O THFO O O O O
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oGm0 0 0001000000000 D0De6(-000D0DDODODODOOOODO)YOOO
0o0o0-2-00000000020.2ng, 0.0688mmold O THFO 2mLO O O O O O O -780
3o gogolUOUl.500000000C0CODODDODODOODOOO0COOODDOOO3mLOO
o000 oDo00o0oDoDoO0O0oDoDo0o00oDoDoOo0O0oDoDoOoOooDoDoDOooOooDooOoad
ooooDoDU0oU0U0oU0UdooooODoODO0DU0UDU0U0UdUOo0DOoDDoDoDDUOODUOOoUOUoODOoOoODOOO
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