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'H NMR (400 MHz, DMSO-d¢): § 11.41-11.20 (m ,1.6H), 8.33 (s, 0.3H), 8.06 (m, 0.4H), 7.69-
7.41 (m, 4H), 7.18-7.06 (m, 2H), 6.90-6.80 (m, 2H), 6.45 (m, 1H), 5.14-4.63 (m, 2H), 2.23-2.16
(m, 3H)

0Do0o0oo
004, 000065000

0D001. 000 2-(0000000)000000000
2,4,6-0000000000(g, 7.3moD00 00000000 O0OOOODOOOO
0000000 (.1g, 7-3moD00 00000 (3g, 22mol)J 00000016000
0000000000000 O00O0O0O0O0OO0O0O0O00O0O0O0O0DO0O0O0ONOoOooooon
0000300000000000000000000000000O02-0O00000
YO OOODO (1.59 100%)0 0 00

0Doooao
0D002. 2-(0000000)I0O0O00O0O00OO00O

000 2«(CO0O000O00)IO0000(.59, 7.3nmo)0 0000000000000
000000000 (5.16g, 103mmoN)0 000000100000 0000O000O00
0000000000000 O00O0O00O0O00O0O000O00000000000000
0000020 000000)00000000(.36g, 8% ODODODODOO0OOOO
00000

0003. (E)-N"-((IH-00000-4-00)0000)-2-(0O000000)I0O0O00
Dooooo

2-(0Cooooobo)oooboooOoE.1g, 048mmo)0IH-OD 0000 -4-00000
O (0.08g, 0.53mmoH)0 00 O0OCOCOODODOOOO9ODO3OOOOODOOOOOO
ooooooooooboboooobooooboooooobOboooboboooOoobooo
OO0O0O0DODOoes5(8mg, 36) D D000 O0O0DOOOO

'H NMR (400 MHz, DMSO-ds):  11.48-11.35 (m, 2H), 8.70 (s, 0.5H), 8.23 (s, 0.5H), 7.50-
7.43 (m, 2H), 7.25-7.10 (m, 2.5H), 6.85-6.76 (m, 2.5H), 4.84 (s, 1H), 4.36 (s, 1H), 2.23 (s, 6H),
2.19 (s, 3H)
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g

0ooooo
0005. 000083000

00001. 0002-(-00000)I0O00O00O000O

Do-00000 (g, 9.3mo)0 0000000000 ON0ONO0ONO0ONO0ONOODO0OOO
0 (1.3g, 9.3mmo)0 0000 0O (3.9g, 28nmol) 0 000000160 00000000
0000000000000 00000000000000000000000000 3
000000000000 000000000000000000 2-(o-00000)0
00000000000 O0O0O0O0O00n

oooooo

00002 2-(o-00000)000000000000O
000O02-(-00000)00000(@.79, 9.3mo) 0000000000000 0O
000000000 (.16g, 103mol)J 0000000000160 0000000000
0000000000000 0000000000000000000000002-(o-
00000)0O000O000(.3g, 1800000000000

oooooo

000O03. (E)-N"-((IH-00000-4-00)0000)-2-(o-00000)000000
Dooooo

02-(o-00000)I0000000(0.12g, 0.67mmol)0 IH-0 0000 -4-0000 O
00 (0.12g, 0.803mmol)J 0 0000000000090 03000000000000
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gbooooooobooboobobobooooboobobobooboooooboobobao
OoOO0O0ODODO0OO0OO0O0000o083(58mg, 50000

'H NMR (400 MHz, DMSO-d): & 11.40-11.20 (m, 2.4H), 8.27-8.07 (m, 1H), 7.79-7.37 (m,
5H), 7.00-6.97 (m, 2H), 6.52-6.47 (m, 3H), 4.26 (d, J = 5.44 Hz, 1.4H), 3.82-3.80 (d, J = 5.88
Hz,1H), 2.13-2.11 (m, 3H)

gboooaog

oooe. ODbOOi1oo000

O2-(c-000000)H)0O0O0O000O0ODO(0.1g, 0.56mo)01H-000D0D0O-6-00000
00 (@.97g, O.6/mmo)D 00 0D0COOODOOO9OODO3OOODODOOOODODOO
gboobooooooobooboboobooooboboboboobooooobobobao
OOO0O0OD0DO0OO0O0O0O0OO110000.04g, 47%)0 0 0O

'H NMR (400 MHz, DMSO-dg): & 11.37 (bs, 0.4H), 8.37 (bs, 0.4H), 8.26-8.25 (m, 1H), 8.09
(bs, 0.6H), 7.85 (s, 1H), 7.60 (s, 1H), 7.16-7.08 (m, 2H), 6.88-6.81 (m, 2H), 5.15-4.64 (m, 2H),
2.23-2.20 (m, 3H)

oOooooad

O007. 000108000
02-(CO0O00D000)I0000000(0.12g, 0.57mmol)0 1IH-0 0000 -6-00 00

OO0 (@.1g, 0.69mmoH)0 0D O0COOODODOOOOOOOOOOOOODODDOOOOOO
gooooooooboooooooooobooooboboooobobboooobooboo
gcooo(@oOoOoOoOoooo:0oo0Q00 =1:1)Hoooo@ooooooo:oDoog = 1:

HDOODO0O0O0O0O00O0O108(0.03g, 16%)0 0 O O

'"H NMR (400 MHz, DMSO-de): § 11.39-11.20 (m, 2H), 8.48 (s, 0.5H), 8.01 (s, 0.3H), 7.68 (s,
0.5H), 7.57-7.24 (m, 3H), 6.83 (s, 2H), 6.45-6.41 (m, 1H), 4.73-4.30 (m, 2H), 2.21-2.14 (m,
9H)

ugboogood

goos. oodoi1oetood

o2-(00DO0O0O0O0oD)YYOoOooDOOOE.12g, 0.57mmo)0IH-O0 0000 -2-0000
OO0 (@@.1g, 0.69mmoH)0 00 COCOCODODOOOO9OOO1O0O0C0CO00ODDOOOOOO
oooobooooooboooooboooooobooboooooboboooobobooooobooo
00000000 oODODOO0oO0oO0DbDOO0OOOi1e(.org, 36%)0 O OO

'H NMR (400 MHz, DMSO-ds): § 11.35-11.30 (m, 2H), 8.47 (s, 0.6H), 8.01 (s, 0.4H), 7.78-
7.70 (m, 1H), 7.53-7.34 (m, 3H), 6.83 (m, 2H), 6.49-6.49 (m, 1H), 4.72-4.29 (m, 2H), 2.21-2.17

(m, 9H)

000000

0009. 000112000

00001. 000 2-(4-000-2,6-000000000)0000000000
04-000-2,6-000000000(3.0g, 14.9qmoD0 0000000000 DO (1.55mL
, 16.4mmol)0 0000000000 O0O0O0O0O0DO0O0DO0OO0O (14.6g, 44.8mmol)0 O O
0000000000000 0000000000000000000000000000
0000000000000 0000000000O000O000NON0ONONooNOooooon
000000000000 0000000000000000 2-(4-000-2,6-000
000000)0O0000(4.1g, 100%)00 00O

Do0o0o0a0
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0002. 2-(4-000-2,6-000000000)000000000000
0002-(4-000-2,6-000000000)I0000(4.1g, 14.9mmol)0 0000
0000 (¢.87mL, 17.9nmo)0 00 0000000000000 00000000O000
000000000000 0000000000000002-(4-000-2,6-0000
0000)I0O00O0000(.5g9, 51%)0 0000000000

ooooo

0003. (E)-N"-(IH-00000-4-00)0000)-2-(4-000-2,6-000000
00) 00000000000
2-(4-000-2,6-000000000)I0000000 (0.18g, 0.66mmol)d 0 00 O

-4-0000000000O(@.11g, 0.73mmoDHOODOODDOODOODODOOOODODOO
I o o e s 27 ¢

52mg, 20%)0 0000000000
'H NMR (400 MHz, DMSO-ds): 8 11.52, 11.48 (s, 1H), 11.37 (bs, 1H), 8.67, 8.23 (s, 1H),

7.51-7.44 (m, 2H), 7.29-7.24 (m, 2.65H), 7.18-7.12 (m, 2H), 6.77 (s, 0.47H), 4.90, 4.42 (s, 2H),
2.29,2.28 (m, 6H)

O
O
O
O

ooooao

0010. 0001180 00O

ooo01. 000 2-.6-000000000H)IO0O0O0O0OQOOODO
2,6-00000000D0 (.0g, 24.6mmo)D0COCODODDOODOOO(2-57mL, 27.0mmo

NDODOODODO0DDODDODOODOODDOOOODODODOOO0OE4.0g, 73.TmmoH) 00 DODOOOO

O

O

OoooooooooogogQgoao

000000000000 O0O0O0O0OO00OO0OO00OO0O0O0O0OO0O0OO0DONO0ONONOoOooooon
0000000000000 O00O0O00O0O00O0O00O0O00O0O0O0O0ONoOooooon
000000000000 0O000O00000 2-(2,6-000000000)0000
(4.77g, 100%)0 0 O O

0Do0o0oo

0002. 2-(2,6-000000000)000000000000
0002-(2,6-000000000)I00004.77g, 24.6mmoD0 00000000
(1.43mL, 29.4mmoN0 00 0O0COOCOOCOOOCOOOOOOOOOOOOOOOD
0000000000000 O000O00O0O00002-(2,6-000000000)000
0000 (.29, 46%)0 0000000000

0DO0O00oo

0003. (E)-N"-((IH-00000-4-00)0000)-2-(2,6-000000000)0
DooOoO0ooOoOooo

2-(2,6-000000000)00000000 (100mg, 0.52mmol)J 00 00 O -4-0 0
0000000 (82.2ng, 0.57mmol)J 0 0000000000000 O0OOOOOOO
000000000000 D0O00D0O0O0D0O000000000000O000118(71.6mg
4300000000000

'H NMR (400 MHz, DMSO-de): § 11.51, 11.46 (s, 1H), 11.37 (bs, 1H), 8.70, 8.24 (s, 1H),
7.51-7.43 (m, 2H), 7.26-6.78 (m, 6H), 4.89, 4.41 (s, 2H), 2.29, 2.28 (m, 6H)

g
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00000
0011. 000121000

0001. 000 2-(2,6-000000000000)000000000

2,6-0 00000000000 (10g, 56.1mmo0 000000000000 OO0ODO
000000 (8.59, 56.1mmol)0 0000000000 (379, 112.4mmol)0 O O O 160
0000000000000 O00O0O00O0O00O0O00O0O00O0O0O0O0ONoOooooon
000000003 000000000000000000000000O00DO0O0?2

-(2,6-000000000000OH)I00O0O0ODO 49, 10O ODODODODODODDDODDODOOO
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000000
00002.2-(2,6-000000000000)0000000000000
02-(2,6-000000000000)00000 (149, 56.1mmol)0 EtOHO 0 000 OO
0000000 (.59, 56.1mmoN0 00000000160 000000000000000
0000000000000 000000000000000000002-(,6-000
000000000)00000000(8.8g, 62%)0 000

000000

00O003. (E)-N-(IH-00000-4-00)0000)-2-(2,6-00000000000
0D)DoOoOooOoOoooooao

02-(2,6-000000000000)I000000O00 (0.1g, 0.399mmo)0 1H-0 0 0 O
0-4-0000000(0.07g, 0.479mmoN0 000 0CO0O0CDOOC0DO10000 1600 00O
0000000000000 0000O000000000000000000000000
0000000 121(0.03g, 20%)0 0 0O

1

H NMR (400 MHz, DMSO-ds): 8 11.57-11.22 (m, 2H), 8.62-8.20 (m, 1H), 7.36-6.72 (m, 8H)
4.83-4.33 (m, 2H), 1.19-1.16 (m, 1611

>

0Dooooaon

00012. 000127000

00001. 000 2-2,6-0-tert-0 00 -4-00000000)000000000
02,6-0-tert-000-4-00000000(10g, 45.4nmol)J 000000000000
00000000000 (79, 45.4mmo)0 0000000000 (30g, 91mmol)0 O O O
00160000000000000000000000000000000000000
00000O00O000000300000000000000000000000000
0000 2-2,6-0-tert-000-4-00000000)00000 (13.3g, 100%)0 0 O
0000000000

oooooon

00002, 2-2,6-0-tert-0 00 -4-00000000)000000000000
0000 2-(2,6-0-tert-0 00 -4-0 0000000 )J 0000 (13.3g, 45.4mmol)0 E
tOHO 0000000000000 (.39, 45.4mmoD)0 00000000160 00000
0000000000000 000000000000000000000000000
002-(2,6-0-tert-000-4-00000000)I0000000 (6g, 45%)0 0 00
Ooooo0

00003, (E)-N"-((AH-0 0000 -4-00)00 00 )-2-(2,6-0 -tert-0 0 0 -4-0 [
000O000) 00000000000

02-(2,6-0 -tert-0 00 -4-00000000)I000000O(0.1g, 0.342mmol)0 1H
-00000-4-0000000(0.07g, 0.41mmo)0 000000000000 10000 16
00000O00O000000000000000000000000000000000
127(0.025g, 18%)0 O O O

'"H NMR (400 MHz, DMSO-ds):  8.52-8.22 (s, 1H), 7.78 (m, 1.6H), 7.41 (m, 0.8H), 7.14 (m,
3.2H), 6.92 (m, 0.7H), 4.77 (s, 1.3H), 4.23 (s, 0.5H), 2.33 (d, J = 4.56 Hz, 3H), 1.38 (s, 18H)

gboooaog

00013. 000133000
02-(4-000-2,6-000000000HM0000000(0.1g, 0.37mmol)0O 1H-0 0 O
oo-e-000000O00O(O.11g, O.74mmo) D OO0 O0O0O0DOOOODOD1I20000D0000
gboobooooooobooboboboooobooboobobooboooooboobobaa
oooboooooobOocooooboooOooboboooOooi13nogn
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'"H NMR (400 MHz, DMSO-ds): § 11.42 (d, J=9.72 Hz, 1H), 11.33-11.22 (s, 1H), 8.47 (s,
0.5H), 8.03 (s, 0.5H), 7.70 (s, 0.5H), 7.59-7.37 (m, 3H), 7.29 (m, 2.5H), 6.45(m, 1H), 4.80 (s,

1H), 4.37 (s, 1H), 2.32 (d, J = 5.36 Hz, 6H)

000000

0D00014. 000135000

00001. 000 2-(0000000)000000000

02,4,6-0 00000000000 (0g, 74mmol)J 0000000000000 DOO0
0000000 (@1.3g, 74nmmoD0 0000000 00O (48g, 148mmoDNO 00 0 O O 16
0000000000000 0000000000000000000000000000
000000000030 000000000000000000000000000 2-
(000D000D0)00D000(@5.3g, 1000) 0000000000000

Do0o0o00

0D00D02.2-(0000000)000000000000

0000 2-(0000000)I0O0O00(15.3g, 74mmo)JEtOHO 0000000000
000(8.79, 74nmol)0 0000010000160 0000000000000 O00O0O0
000000000000000000002-(000000)I0000000 (3.9,

25%)0 0 O O

000000

00O003. (E)-N"-(IH-00000-4-00)0000)-2-(0000000)I00O00
Doooooo

0D2-(CO0000O00)I0000000(0.1g, 0.48mmol)0 IH-0 0000 -4-00000
00 (0.084g, 0.58mmol)J 00000000000 DO10000160 0000000000
0000000000000 0000000000000000000000000000
0000000000000 000000000000O00135(0.089g, 55%)0 0 00

'H NMR (400 MHz, DMSO-dq): § 11.47-11.34 (m, 2H), 8.41-8.20 (m, 1H), 7.47 (m, 2H), 7.48-
7.10 (m, 2H), 6.91 (s, 0.6H), 6.74 (m, 2H), 4.36-3.60 (m, 3H), 2.25-2.12 (m, 9H)

Do0o0o0Q

0D0015. 0001360 00

02-(CO0000O00)I0000000(0.1g, 0.48mmol)0 1H-0 0000 -3-00000
00 (0.084g, 0.58mmol)0 00000000000 D010000160 0000000000

0000000000000 0000000000000000000000000000
000000000000 00000000000000O00 136(0.06g, 37%)0 0 0 O

'"H NMR (400 MHz, DMSO-de): 8 11.53 (bs, 1H), 11.25-11.06 (m, 1H), 8.33-8.03 (m, 2H),
7.70 (m, 1H), 7.40 (m, 1H), 7.21-7.05 (m, 2H), 6.74-6.71 (m, 2H), 4.36-4.01 (m, 3H), 2.25-2.12
(m, 9H)

ocooooao

OoO0O16. OO 0O1370 00

ooooD1. 2-2,6-0000-4-(QOD0D0O-2-00)H)00000H0DDOOO000O0O00O0O
O

02-(4-000-2,6-000000C0C0C0OHYIOOOO0O0OOCC.5g, 1.8mmoH)O OO OOO
ocoov/0C:1nHooooooooobobbobobooooooo-2-000000(.27g9, 2.2
mmol)O Pd(dppf)CI,(0.074g, 0.055mmol)0 00O OO DO DO (0.58g, 5.5mmol)0 OO0 DO
oooboogobi1zool0bo0oOooooDoOoooobDoO0oooobooOooOooobDoDoboOon
coooooboOoOoOOoOoOoooooooOoODbDOOO0OO0ODOoOoooooOOooODODDODOOOOO
ocoooooooooooooooobDbDbObOobooooog2-R,6-0000-4-(0O00O0O -
2-00)H)00000)HYO0DDOOOO0OO0.34g, 69%)0O 0O OO
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000000
00002, (E)-N"-(IH-00000-4-00)0000)-2-(2,6-0000-4-(0 000 -2
-00)00O000)I0O0O00O0DO0O0OO0O
02-(2,6-0000-4-(0000-2-00)00000)00000000O0(0.1g, 0.37mmol)
O1H-00O000-4-0000000 (0.11g, 0.74nmoD0 00000 OO0 DO OO O 1000
01200000000000000000000000000O0000O00137(0.09g, 61%
Yoooao

'H NMR (400 MHz, DMSO-dq): & 11.54-11.35 (m, 2H), 8.84 (s, 1H), 8.68 (s, 0.5H), 8.5 (m,
1H), 8.23 (s, 0.5H), 8.02 (m, 1H), 7.49-6.78(m, 7H), 4.93 (s, 1H), 4.38 (s, 1H), 2.35 (d, J = 3.08

Hz, 6H)
Do0o0o0a0

00017. 000138000
02-(2,6-0000-4-(0000-2-00)00000)00000000O0(0.1g, 0.37mmol)
0D1H-00O000-3-0000000 (0.11g, 0.74nmo0 00000000 OO0 O 1000
012000000000000000000000000000000O00138(0.08g, 46%
yoooao

'"H NMR (400 MHz, DMSO-dy): § 11.57-11.22 (m, 2H), 8.84-7.00 (m, 12H), 4.91 (s, 1H), 4.40
(s, 1H), 2.36 (m, 6H)

Do0o0o0Q

00018. 0001390 OO
02-(2,6-0000-4-(0000-2-00)00000)00000000O0(0.1g, 0.37mmol)
O1H-00O000-6-0000000 (0.11g, 0.74nmo0 00000 OO0 DO OO O 1000
0D12000000000000000000000000000O00000000000
0000000000000 139(0.1g, 52%)0 000

'H NMR (400 MHz, DMSO-dg): 8 11.45-11.22(m, 2H), 8.84-7.23 (m, 11H), 6.45 (m, 1H), 4.88
(s, 0.8H), 4.11 (s, 1H), 2.31 (d, J = 5.76 Hz, 6H)

oooood

00019. 0001460 O O

00001. 000 2-(2(0000-3-00)00000)I00000000
02-(CO000-3-00)I0000 (0 006-6)(0.259, 1.4mmol)0 0000000000

0000000000000 (0.15g, 1.4nL)0 00000 O (0.6g, 0.4mmol)d 00 OO
D10 00000000000000000000000N00N0000O00O0ODOaOg2-
(2-(0C0O00-3-00)I0000)I0D000(0.35g, 1000)0 000000000000
Do0o0o0Q

D00D02. 2-(2-(0C000-3-00)00000)I00000000O000
00002-(2-(0000-3-00)00000)00000(0.32g, 1.3mmol)0 ELOHD O O
00000000000 (0.078y, 1.56mmol) D 00000160 000000000000
0000000000000 00000D0O0000000000000000002-2-(
0000-3-00)00000)I0000000(0.1g, 31%)0000

Do0o0o00

00003. (E)-N"-(IH-00000-4-00)0000)-2-(2-(0000-3-00)000
0D0)D0OD0O0DO00OODOO0OO
02-(2-(0000-3-00)00000)00000000(0.1g, 0.41mmol)0 1H-0 0 O O
0-4-0000000 (0.072g, 0.49mmo)0 000 O0C0O0OODOOODO10000 1600 00O
0000000000000 000000000000000000000000000

0000000000000 O00O0O00O0O00O0O000000O00O0O0O0O146(0.030g,
20%)0 0 O O
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'H NMR (400 MHz, DMSO-de): & 11.54-11.33 (bs, 2H), 8.83 (m, 1H), 8.53-8.49 (m, 1H), 8.42
(s, 0.3H), 8.25 (s, 0.7H), 8.07-8.03 (m, 1H), 7.49-7.32 (m, 6H), 7.23-6.94 (m, SH), 5.27-4.74 (m,

2H)

oooooo

00020, 000147000

0D0001. 000 2-.(000000)0000000000
02,4,6-0000000000000 (.59, IommoDOODO0O00OO0OO0OO0OOO0OO0O
00000000 (.7g, 11mmol)DJ 000000 (3g, 2.2mo)I 00000 16000 O
0000000000000 0000000000000000000000000000
000000000000 0O000000000000000000000000000
00000000000 2=(000000)000000000O00OO0OODOODOO
0ooooo

00002 2-(000000)0000000000000

0000 2-(QO00000)I0O00O0(R.59, 11mmoD)IEOHO0 00000000000
00 (0.56g, 1lmmol)D 00D CD1000 0160 0000000000000 000000
0000000000000 O0000000000000000000000000000
000000000000 0000000000000000000000000000
0000000000020 00000)I0000000 (g, 41%)000 0
oooooo

000O03. (E)-N"-((IH-00000-4-00)0000)-2-(000000)000000
oooooo

oz2(OD0O0OO0OHMOOOOOODOOO.1g, 0.45mmoH)0H-0C0C0OD 4000000
O (0.078g, O.54mmo)0 00 0CO0CODODOOOODOD1I000016000000000000
gbooboooooogoobgoboboboooobobobobobooooobuobobao
ocoooooOOoO0oO0oO0oOoOoooooobODDbOOO00O0OO147(0.028g, 6.3%)0 00O

'H NMR (400 MHz, DMSO-d):  11.32-11.27 (m, 2H), 8.30-8.17 (m, 1H), 7.47 (m, 2H), 7.47-
6.88 (m, SH), 3.72-3.33 (m, 2H), 2.44-1.96 (m, 9H)

Dooooo
00021. 00014900 O

00001. 000 2-(2,6-0000-4-(00000-5-00)00000)I0O00O000O
00

02,6-0000-4-(00000-5-00)00000(0006-3)(0.32g, 1.6mmol)d O O
000000000000 000000000(0.24g, 1.6mmo) 00000000000
(lg, 3.2mol) 0000001200 000000000000000000000000

0000000000000 O0000000000000000000000000000
000000000000 0000000000000000000000000000
000 2-(2,6-0000-4-(00000-5-00)00000)00000(0.44g, 100%)0
0oo

oooooo

00002 2-(2,6-0000-4-(00000-5-00)00000)000000000001
00

02-(2,6-0000-4-(00000-5-00)00000)00000 (0.44g, 1.6mmol)0 Et

OHOODOODOODOOOODOODOO(0.12g, 2.4mmoD0 000001000 01200000 O
0000000000000 O00000000000000000000000002-Q2
,6-0000-4-(00000-5-00)00000)I0000000(0.085g, 19%)0 O O
O

oooooo

00003, (E)-N"-((IH-0 0000 -4-00)0000)-2-(2,6-0000-4-(0 0000
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-5-00)00000)I00000000000
02-(2,6-0000-4-(00000-5-00)IJ0000)I000000O00 (0.085g, 0.31m
mol)JIH-0 0000 -4-00000 00 (0.068g, 0.47mmoN0 000000000000
10000120 0000000000000 00000000000000000 149(0.06g
, 70%)0 000

'H NMR (400 MHz, DMSO-dg): 8 11.55 (bs, 1H), 11.35 (bs, 1H), 9.11 (m, 3.2H), 8.7 (s, 0.5H),
8.24 (s, 0.5H), 7.55-6.8 (m, 7H), 4.95 (s, L H), 4.47 (s, 1H), 2.38 (d, J = 3.2 Hz, 6H)

ooobDoo

o002z, 000152000

oooo01. 000 2-4-(2-0ooOoODODO-5-00)-2,6-0000D0O0O00O0OHY0OO
oooDoo

04-(2-00000000-5-00)-2,6-000000000 (0006-4)(0.27g, 1.24mmo
DOODO0DO0DO0OO0O0O0DO0O00O00O00000000000(0.12g, 1.24mmo)0 00000
00000 (.81g, 2.3mol)J 000001200 000000000000000000
0000000000000 000000000000000000000000000¢0
0000000000000 O0000000000000000000000000000
0 2-(4-(2-00000000-5-00)-2,6-000000000)00000 (0.28g, 70%
Yoooo

DoooooQ

00002, 2-(4-(2-00000000-5-00)-2,6-000000000)0000000
Do0o0o0a0

0000 2-(4-(2-00000000-5-00)-2,6-000000000)00000 (0.28
g, InmoDO EtOHO 0 00000000000 O (0.06g, 1.2mmol)J 00 0 O O 1000 O 8
0000000000000 00000000D000D00O00000000000O0O02-
(2,6-0000-4-(00000-5-00)00000)I0000000(0.31g, 100%)0 O
00

Do0o0o00

00003. (E)-N-(IH-00000-6-00)0000)-2-(4-(2-0 0000000 -5-0
0)-2,6-000000000)I00000O000O00O
02-(2,6-0000-4(00000-5-00)IJ0000)I00O000O00 (0.080g, 0.28m
mol)J1H-0 000 0-4-0000000 (0.06lg, 0.4lmmol)0 000000000000
1000 0120 0000000000000 000000000000000000000
0D0O000000001520000

'H NMR (400 MHz, DMSO-ds): & 9.14-7.01 (m, 10H), 4.93 (s, 1H), 4.42 (s, 1H), 2.37 (d, J =
7.96 Hz, 6H)

000000
0D0023. 000155000

00001. 000 2-(4-000-2,6-000000000)0000000000
0D04-000-2,6-000000000(0.5g, 3.2moN00 000000000000 0O0
00000000 (0.49g, 3.2mol) 00000000000 (1.8g, 6.4mmol)J 00 00O
D1000000000000000000000000000000000000000
0000000000000 000000000000000000000000000
00002-(4-000-2,6-000000000)00000(0.4g, 55%)0 0000000
Doooao

Do0o0o0Q0

00002. 2-(4-000-2,6-000000000)000000000000
00002-(4-000-2,6-000000000)00000(0.59, 2.2mmol)0 EtOHD O O
00000000000 (0.13g, 2.6mmol)J000001200000000000000
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0000000000000 000000000000000000000000000
0000000000000 000000000000002-(@-000-2,6-00000
0000)IOOO000O00 (0.22g, 44%)0 00 O

000000

00003. (E)-N-(IH-00000-4-00)0000)-2-(4-000-2,6-000000
0D00)0O0O0O0OO0O0O0OOO0O0Oo
02-(4-000-2,6-000000000)00000000(0.08g, 0.35mmol)d 1H-0 O
000-4-0000000(0.076g, 0.53mmo)0 000000000000 1200000
00000000000000000000000000155(0.063g, 51%)00 00

'H NMR (400 MHz, DMSO-dg): & 11.48-11.33 (m, 1.5H), 8.64 (s, 0.3H), 8.21 (s, 0.4H), 7.44
(m, 2H), 7.24-6.75 (m, SH), 4.87 (s, 1H), 4.39 (s, 1H), 2.25 (d, J = 3.48 Hz, 6H)

Do0o0o0a0

O00024. 0001560 00
02-(4-000-2,6-000000000)00000000(0.08y, 0.35mmol)d 1H-0 O
000-4-0000000(0.076g, 0.53mmoN)0 000000000000 1200000
0000000000000 0000000000000O000NON0ONONooNooooon
0 O 156(0.03g, 24%)0 0 O O

'H NMR (400 MHz, DMSO-ds): § 11.20 (bs, 1H), 11.1 (bs, 1H), 8.54 (s, 0.5H), 8.21 (d, J =
7.16 Hz, 5H), 8.14 (s, 0.5H), 7.85 (m, 0.5H), 7.75 (m, 1H), 7.40 (m, 1H), 7.20-7.01 (m, 4H),
4.84 (s, 1H), 4.34 (s, 1H), 2.2 (d, J = 3.48 Hz, 6H)

Do0o0o0Q

00025. 000157000
02-(4-000-2,6-000000000)00000000(0.08g, 0.35mmol)d 1H-0 O
0D00-6-0000000(0.076g, 0.53mmoN)0 000000000 O0O01200000
0000000000000000000000000157(0.043g, 34%)0 0 00O

'H NMR (400 MHz, DMSO-dq): 8 11.40-11.2 (m, 1.5H), 8.45 (s, 0.5H), 8.02 (s, 0.4H), 7.69-
7.26 (m, 4H), 7.11 (d, J = 5.72 Hz, 2H), 6.46 (m, 1H), 4.79 (s, 0.8H), 4.36 (s, 1H), 2.25 (d, J =
4.92 Hz, 6H)

gboooaod

Oo0026. 000158000

o2-(00OoOO0oOoOo) OOooooOoOOo@0.2g, 0.89mmoHOIH-O0OODDO-3-000000O
0 (0.155¢, 1.1mmoH)0 D 00O OCOOODODOOO10000160000C00D000000O00
ooo0o0ODOO0OO0000O000OO0OO0O0O0ODODOO0O0000O00OO0D158(0.035g, 11%)0 OO
O

'H NMR (400 MHz, DMSO-ds):  11.52 (bs, 1H), 11.04-11.00 (m, 1H), 8.25-7.96 (m, 2H),

7.75-7.71 (m, 1H), 7.40 (m, 1H), 7.18-6.88 (m, 4H), 3.70 (s, 1.4H), 2.45-2.13 (m, 9H)
ooOoooao

O00027. 00041590 OO

0d2-(00o0oo0O0obO)ooDoboDOobDOoDO0.2g, 0.89mmoHO IH-O OO ODO-6-00000O0O
0 (.16g, 1.2mmoDH)0 D0 DOOOODODODIIOOCDO160000000O0O0OODOORDNO
goooooooooooooobooooooooobooobooo0ooboooooooooOon
000000000000 DOO0O000O0O0DO0O0ODOd159(0.023g, 7-3%0O 0 00O
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'"H NMR (400 MHz, DMSO-dy): § 11.22 (bs, 2H), 8.13-7.94 (m, 1H), 7.65-7.18 (m, 4H), 6.93-
6.86 (m, 2H), 6.43 (m, 1H), 3.68-3.30 (m, 2H), 2.49-2.08 (m, 9H)

oooooo
00028, 000180000

02-(0000000)00000000(0.03g, 0.14mmol)0 1-(2-0 000000 O )-1H
-00000-4-0000000(0.03g, 0.16mmoN0 0000000000 ODOOOO
00000001200 0000000000000000000000000000000
0000000000000 O0000000000000000000000000000
00000000 180(0.002g, 3.3%)0 00 O

'H NMR (400 MHz, DMSO-d;): 8 11.44 (d, J = 25 Hz, 1H), 8.67 (s, 0.5H), 8.21 (s, 0.5H), 7.55
(m, 1H), 7.43 (m, 1H), 7.26-7.09 (m, 2H), 6.82-6.73 (m, 3H), 4.86 (m, 1H), 4.81 (s, 1 H), 4.33 (s,
1H), 4.23 (m, 2H), 3.69 (m, 2H), 2.2 (d, J = 0.6 Hz, 6H), 2.17 (s, 3H)

OoooOooao

O029. 000182000
ocooi1. 000 2-.4-0000-6(COO0O0-3-00H)000O0OOHYDDOOOOOO

2,4-0000-6-(0000-3-00)IJ0000 (0 0O06-7)(0.7g, 3.5Immol)0 0 O O
000000000000 0000000(0.54g, 3.51mmo)0 0000000000
.3g, 7.02mmoD)0 0000010000000 O0C0O00CO0COO0OOCOOOOOOOOD
0000000000000 000000000000D00D00N0o0NOo0Noooooan
0000000000000 O000000000000000000000000 2-(2,
4-0000-6-(0000-3-00)00000)I00000 (0.71g, 75%)0 00 O
oooooo

DO00O02. 2-(2,4-0000-6-(0000-3-00)00000)I00000000000O
O

02-(2,4-0000-6-(0000-3-00)00000)00000 (0.71g, 2.63mmol)0 EtO
HOODOODOOOODOODOODOO(0.13g, 2.63mmol)0 000001000 016000000
0000000000000 O00O00O00O00000000000000000002-Q2
,L4-0000-6-(0000-3-00)I00000)I0000000 (0.71g, 100%)0 0 0O
oooooQ

00003, (E)-N"-((IH-00000-4-00)0000)-2-(2,4-0000-6-(0 000 -3
-00)00D00O0)O00DO00O00O0oOoO
02-(2,4-0000-6-(0000-3-00)I00000)00000000(0.2g, 0.74mmol)
O1H-00000-4-0000000(0.13g, 0.88mmo)0 0000 C OO OO OO O 1000
0D1000000000000000000000000000000000000000
0000000000000 182(0.1g, 34%)0 0 0 O

'"H NMR (400 MHz, DMSO-ds): 8 11.32 (bs, 1H), 11.22 (bs, 1H), 8.78-8.75 (m, 1H), 8.57-8.50
(m, 1.5H), 8.04-7.98 (m, 1.5H), 7.48-7.41 (m, 3H), 7.21-7.01 (m, 4.5H), 6.33 (m, 0.5H), 4.46-
4.00 (m, 2H), 2.35-2.27 (m, 6H)

g
g
u
O
g
u
2
g

DoooooQ
00030, 000183000
02-(2,4-0000-6-(0000-3-00)00000)00000000(0.2g, 0.74mmol)
O1H-00000-6-0000000(0.13g, 0.88mmo)I 0000 COCOCO OO O 1000
D16000000000000000000000000000000000000000
0000000000000 183(0.14g, 47%)0 0 0 O
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'H NMR (400 MHz, DMSO-dg): 6 11.29-11.14 (m, 2H), 8.77-8.74 (m, 1H), 8.52-8.51 (m, 1H),
8.36 (s, 0.5H), 8.02-7.96 (m, 1H), 7.87 (s, 0.5H), 7.67-7.33 (m, 5H), 7.11-7.05 (m, 2.5H), 6.45-
6.41 (m, 1H), 4.41-3.97 (m, 2H), 2.37-2.21 (m, 9H)

DooOoOoO

00031. 000184000
02-(2,4-0000-6-(0000-3-00)00000)I0000000O0(0.2g, 0.74mmol)
01H-00000-5-0000000 (0.13g, 0.88mmoNI 000 00O 0DO O OO 1000

Oies0oOooooobOooooooooooobooboooobobooooobboooobooboo
OoOO0O0OD0OD0O0O00000O0O0184(0.14g, 48%)0 0 00O

'H NMR (400 MHz, DMSO-dg): § 11.38-11.32 (m, 1H), 11.11-11.09 (m, 1H), 8.78-8.75 (m,
1H), 8.51 (m, 1H), 8.37 (s, 0.5H), 8.04-7.97 (m, 1H), 7.86-7.77 (m, 1H), 7.58-7.05 (m, 6.5H),
6.51-6.45 (m, 1H), 4.40-3.96 (m, 2H), 2.32-2.27 (m, 6H)

oooooo
00032, 000187000

00001. 0002-(2-0000000-3-00000)I000000000
02-0000000-3-000(0.6g, 4.4mmol)J 0000000000000 00O0000
00000 (.41mL, 4.4mmo)0 00 0CO0COCOCO (1.7g, 5.3mmol)0 0 0 OO O 800
0120 00000000000000000000000000000000000000
0000000000000 O0000000000000000000000000000
0000000000 2-(2-0000000-3-00000)00000(0.34g, 42%)0 O
Dooooo0oooooon

oooooo

00002 2-(2-0000000-3-00000)000000000000

0000 2-(2-0000000-3-00000)00000(0.34g, 1.1mmol)0 ELOHD O O
00000000000 (.14mL, 1.6mmol)0 000001200 00000000000
000000000000 00000000000000 (crude)d002-(2-00000
00-3-00000)I00000000000

DoooooQ

00003. (E)-N"-((IH-00000-4-00)0000)-2-(2-0000000-3-000
00)I00O00D0O0OO0OODO0O0
02-(4-000-2,6-000000000)I00000O00(0.1g, 0.55mmol)0 1H-0 O O

O0-4-0000000¢.088g, 0.61mmo)0 00 O0O0O0O0OOOCOCODO3OO00O00O0OO
ooooODODDOOO0O000O0O00Oo0O0OODODDDOOO187(0.14g, 82O DO DO O

'H NMR (400 MHz, DMSO-ds): 6 11.54 (bs, 1H), 11.42 (m, 1H), 8.49 (s, 0.4H), 8.24 (s, 0.6H),
8.0 (m, 1H), 7.47 (m, 2H), 7.29-7.10 (m, 4H), 6.96 (s, 1H), 5.28 (s, 1.3H), 4.74 (s, 0.7H), 2.39
(d, J= 18.2 Hz, 3H)

000000
0DO0033. 000190000

0D00D01. 000 2-(2,4-00000000-3-00000)0000000000
02,4-00000000-3-000(0.5g9, 3.2nmo)0 000 0000000000000
0000000 (0.35mL, 3.9qmo)0 0000000000 (L.259, 3.9mmol)I 0000
D1o00 0120 000000000000 0000O000O00O0O00O0O000O000O00
0000000000000 000000000000000000000000000
000000000000002-(2,4-00000000-3-00000)00000 (0.18
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g, 28%)0 000000000000
afislalls

2. 2-(2,4-00000000-3-00000)I00000000000
2-(2,4-00000000-3-00000)00000 (0.18g, 0.9mmol)0 EtOHO
000000000 E.05m, 1.lnmol)D 00 O0C0DO03000000000000
000000000000 00000000000000002-(2,4-0000
-3-00000)I0O00O00O00ON0O0n

00

3. (E)-N"-((H-00000-4-00)0000)-2-(2,4-00000000-3-0
000)0O00OD0O0OOO0OO0O
2-(4-000-2,6-000000000)IC00000O00 (0.08g, 0.41mmol)0 1H-0 O
00-4-0000000 (0.065g, 0.45mmol)0 0 0000000000030 00000
000000000000 000000000000000000000000000
000000000000 DO190(0.045g, 33%)0 0 O 0O

'"H NMR (400 MHz, DMSO-de): 6 11.52-11.33 (m, 1H), 8.62 (s, 0.5H), 8.2 (s, 0.5H,), 8.08 (m,
1H), 7.49-6.77 (m, 6H), 4.94 (s, 1H), 4.45 (s, 1H), 2.47 (m, 3H), 2.29 (m, 3H)

Do0o0o0ao

00034. 000191000
02-(4-000-2,6-000000000)00000000O0(0.0659, 0.33mmol)0 1H-0 O
0D000-6-0000000(0.053g, 0.36mmo)0 000000000000 1200000
0000000000000 0000000000O000O000ON0ONONooNooonoon
00O0O000D0D0191(0.088g, 82%)0 O O O

'"H NMR (400 MHz, DMSO-de): 8 11.41 (m, 1H), 11.25 (m, 1H), 8.43 (s, 0.5H), 8.06 (m,
1.5H,), 7.7-7.07 (m, 5H), 6.43 (m, 1H), 4.86 (s, 1H), 4.66 (s, 1H), 2.39 (d, J = 3.08 Hz, 3H),
2.28 (d, J = 3.08 Hz, 3H)

Ooooooogoogao
OO0 o0oooogd
OoOoo0oooogd

O
O
g
u
O
g
a
O
g
g
u
O
g

0oooo
0035. 000192000

0001. 000 2-(2-(000000000)I0O00O0)I00000000
2-(000000000)I0000 (g, 6.2mo)0 0000000000 O0O0DO
0000000 (0.94g, 6.2mol)J 0000000000 (4g, 12mmo)0 00 00O O 16
0000000000000 0000000000000000000000000an
000000000000 000000000000000000000000000
0000000000000002-(2-(C00000000)00000)I0000Q
M4g, 10000 000000000000

O
O
O
O
O
O
O
O

DoooooQ
00002 2-(2(000000000)00000)000000000000

0000 2-(2(CO00000000)I0O000)I000O0(1.49, 6.2mmol)d EtOHD O
000000000000 (g, 40mmoN0 00000160 00000000000000
0000000000000 0000000000000000000000000000
000000000000 000000000000002-(2-(000000000)0
O00O0)IOODOO0O0OO (.49, 96%)0 0 0 O

Dooooo

00003, (E)-N"-((IH-00000-4-00)0000)-2-2-(000000000)00
000)Y0O00O0D0O00O00OO00O
02-(2-(000000000)0000)I0O000000(0.2g, 0.85mmol)d 1H-0 O
000-4-0000000(0.13g, 0.85mmoN0 000000000000 10000 160 O

goooboooooobooooooooooobooooobobooooboboooobooo
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000000000 192(0.27g, 88%)0 0 O O
'H NMR (400 MHz, DMSO-ds): 8 11.57-11.33 (m, 2H), 8.43-8.25 (m, 1H), 7.64-7.44 (m, 4H),
7.25-6.96 (m, 6H), 5.37-4.84 (m, 2H)

oooooo
00036, 000193000
02-(2-(000000000)I0000)I0000000(0.2g, 0.85mmol)d 1H-0 O
000-5-0000000(0.13g, 0.85mmoDO0 000000000000 1000 0 160 O
0000000000000 O000000000000000000000000000
000000000 193(0.18g, 43%)0 0 0 O

'H NMR (400 MHz, DMSO-de): § 11.57-11.33 (m, 2H), 8.25-8.06 (m, 1H), 7.77-7.79 (m, 1H),

7.62-7.51 (m, 4H), 7.41-7.36 (m, 2.5H), 7.16-7.07 (m, 2.5H), 7.47 (m, 1H), 5.30-4.79 (m, 2H)

Do0o000a0

00037. 000194000
02-(2-(000000000)IC0O0O00)IO0000000(0.2g, 0.8mmol)d 1H-0 O
000-6-0000000(0.13g, 0.85mmol)J 000000000000 10000 160 O
0000000000000 0000000000O000O000ON0ONONooNooonoon
000000000 194(0.17g, 55%)0 0 O O

'H NMR (400 MHz, DMSO-dg): 8 11.49-11.26 (m, 2H), 8.27-8.07 (m, 1H), 7.71-7.54 (m, 4H),
7.44-7.42 (m, 2H), 7.20-7.06 (m, 2H), 6.45 (s, 1H), 5.31-4.80 (m, 2H)

OO
oo
ao

p
O

O
O
Ooooooogogoooog

Ooooooooogoooao
OOoooogogoao

0
uo

OO0 oooooo0ooDooogoooooogodg

O

od

38. 0D O0O19%0 00O

g
u

1. 000 2-(2-0000000-3-00000)000000000
000O00-3-000(0.6g, 4.6mmol)J 00 0000000000000 O000
0 (0.52mL, 9.26mmol)0 0000000000 (1.8g, 5.6mmol)0 00 00 O 30
0000000000 00000000000000000000000000
000000000000 0000000000000000000000000
00 2-(2-0000000-3-00000)00000(0.86g, 92%)0 00000
oDoo

00

2.

2-(2-0000oooo-3-0O000ooH)ooopoobooDbDboDboOoo
2-2-0000000-8-0b00O)0DOOO(0-49, 1.98mmol)O ELOHO O O
ocooooOoO0@-1mL, 2.22mo) 00000 0120000000000 0O00O00O0O
coooooOoO0O02-k-000O0O0O0OD-8-0000O0H)OO0OODODDDODOOO

00
3. (E)-N"-((H-000D00-4-00)0000)-2-(2-0000000-3-000

OH)>oooOooooooooao
2-2-000ooboo-3-cboOoOo)YobboO0oOoo0oDbOE0.1g, 0.49mmol)0 1H-O0 0 O O

0-4-0000000.086g, 0.59mmoDO OO0 O0O0O0OOOOOCOO0000120000
oooo0OD0ODOO0OO000O0O000OO0O0O0ODODDDOOO0O0O0O0O0D0?196(0.15g, 92%)0 0 0O

'"H NMR (400 MHz, DMSO-dq): 5 11.61 (bs, 1H), 11.36 (m, 1H), 8.46 (s, 0.2H), 8.25 (s, 0.8H),

7.56-7.09 (m, 7H), 6.97 (m, 1H), 5.42 (s, 1.5H), 4.88 (s, 0.5H), 4.9 (m, 1H), 4.88 (s 2H), 4.08 (t,

J=6.28 Hz, 2H), 3.58 (m, 2H), 2.18 (d, J = 4.28 Hz, 9H)
ooOoooao
00039. 000205000

02-(0000000)00000000(0.10g, 0.48mmo)0 IH-0 00 [d]0 00O 0O -
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5-00 00000 (0.079g, 0.48mmo)JEtOHO D OO ODOD1000 01600000000
ooooooooobooooooooooobooooobooooobooooobooo
OO0OO0O0ODODDDOO0ODO0D00O0O0OD0?205(0.058g, 36%0O 0 OO

'H NMR (400 MHz, DMSO-dg): § 12.62-12.48 (m, 1H), 11.47-11.39 (m, 1H), 8.52 (s, 0.5H),
8.29-8.23 (m, 1H), 8.05 (s, 0.5H), 7.88-7.43 (m, 3H), 6.83-6.82 (m, 2H), 4.74-4.31(m, 2H),
2.23-2.14 (m, 9H)

Dooooo
00040, 000206000

0D2-(0000000)00000000(0.10g, 0.39mmol)d 0 O O [d][1,2,3]0 00 O
000-5-0000000(0.079g, 0.48mmol)EtOHD O 0 00 O 01000 0160 00 00O O
0000000000000 O000000000000000000000000000
0000000000000 00000000O0206(0.11g, 65%)0 0 00O

'{{ NMR (400 MHz, DMSO-de): § 11.81-11.73 (m, 1H), 8.89-8.85 (m, 1H), 8.69 (s, 0.5H),
8.47-8.36 (m, 1H), 8.23-8.07 (s, 1.5H), 6.84-8.81 (m, 2H), 4.80-4.36 (m, 2H), 2.22-2.16(m, 9H)

oooooad

O0041. 00021100 0O

O2-(000C0000)0000O0O0O(0.10g, 0.39mmoDI 3-((4-0 0000000 -1-
00)H)dooDO)-1H-OODOD-4-0000000(0.089, 0.42nmoD0 00O D0 ODOODO
go00ooo0ooooo0120000000000O00O0O0OO0O0O0OO0O0ODO0OOoDOOoOooOOn
goooooooooooooobooooooooobooobooo0ooboooooooooOon
0000000 O0oDO0ooDO0DbOO0oo0O0o0oo0OoDOonaOD?211(0.078g, 45%)0 O O O

'"H NMR (400 MHz, DMSO-dg): 8 11.42-11.17 (m, 1H), 11.1 (m, 1H), 9.08 (s, 0.5H), 8.6 (s,
0.5H), 7.59 (d, J = 7.60 Hz, SH), 7.43-7.27 (m, 1.5H), 7.13 (t, J = 7.68 Hz, 0.5H), 7.0.3 (t, J =
7.72 Hz, 0.5H), 6.83 (d, J = 10.0 Hz, 2H), 4.74 (s, 1H), 4.34 (s, 1H), 3.59 (s, 1H), 3.50 (m, 1H),
2.86 (m, 2H), 2.23 (s, 3H), 2.18 (m, 6H), 1.86 (m, 2H), 1.47 (m, 2H), 1.28 (m, 1H), 1.01 (m,

2H), 0.81 (m, 3H)

0ooooo
00042 000217000

00001. 000 2-(2,4-0000-6-(0000-4-00)00000)00000000
0

02,4-0000-6-(0000-4-00)00000 (00 06-8)(0.12g, 0.6mmol)0 0 O O
0000000000000 0000000(0.092g, 0.6mmoD0 0000000000
0.2g, 0.6mmoDN0 00000160 00000000000000000000O00O0OO
000000000000 00000002-(2,4-0000-6-(0000-4-00)000
0O0)IO0O00O0(0.1g, 61%)0 0 00

oooooo

00002 2-(2,4-0000-6-(0000-4-00)00000)I00000000000O
O

02-(2,4-0000-6-(0000-4-00)00000)0000 0 (0.1g, 0.37mmol)0 ELOH

00000000000000(0.13g, 2.63mmol)J 0 000D 10000160 000000
0000000000000 O0000000000000000000000002-(2,4
-0000-6-(0000-3-00)00000)00000000(0.1g, 100%)0 0 0 O
Dooooo

00003, (E)-N"-((IH-00000-6-00)0000)-2-(2,4-0000-6-(0 000 -4
-00)I0O00O0)IOD0DO00O0D0O0OoOO0oO
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02-(2,4-0000-6-(0000-3-00)00000)I0000000O0(0.06g, 0.22mmol
YI1H-0O0 OO0 -4-0000000(0.032g, 0.22moN0 0 0000000000016
0000000000000 000000000000000000000000000
0000000000000 217¢0.04g, 45%)0 0 00O

'H NMR (400 MHz, DMSO-d): & 11.28-11.12 (m, 2H), 8.61-8.58 (m, 2H), 8.38- 7.89 (2s, 1H),
7.68 (s, 0.5H), 7.63-7.34 (m, 5.5H), 7.14-7.09 (m, 2.5H), 6.46-6.42 (m, 1H), 4.4 3.99 (2s, 2H),
2.34-2.29 (m, 6H)

Do0o0o0Q0
00043. 000218000

0D0001. 000 2-(2-(000-3-00)-4,6-000000000)0000000000
02-(000-3-00)-4,6-000000000(0006-2)(0.2g, 1.1mmol)0 00000
000000000000000000(0.16g, 1.1mmoN0 00000000 OO (0.35g
,l.ammol)J0D0O0CDO01600000000000000000O000O00000000
000000000000000000000000000000 2-(2-(CO00-3-00
)-4,6-000000000)00000(0.18g, 64%)0 00 O

Do0o0o00

DO0O0D02. 2-(2-(000-3-00)-4,6-000000000)000000000000
0000 2-(2-(0C00-3-00)-4,6-000000000)00000(0.1g, 0.38mmol)
OEtOHO OO OODO0DOO0O00O00O00 (g, 20mmol)J00000160000000000
00000000000 0000002-(2-(000-3-00)-4,6-000000000)0
0D0000O00D0(0.03g, 30%)0 00O

000000

00003. (E)-N-(IH-00000-6-00)0000)-2-(2-(000-3-00)-4,6-00
0000000)I0OODOO0O0OO0OO0OO0O0O
02-(2-(000-3-00)-4,6-000000000)I000000O00 (0.03g, 0.12mmol)
OD1H-00O000-6-0000000(0.017g, 0.12mmol)0 000000000 OO0 160
0000000000000 0000000000000000000000000000
00000000000 O0218(0.02g, 45%)0 0 0 O

'H NMR (400 MHz, DMSO-dq): & 11.38-11.37 (m, 1H), 11.29-11.16 (m, 1H), 8.46, 8.30 (2s,
1H), 8.26 (s, 0.5H), 8.00 (s, 0.5H), 7.73 (m, 1.5H), 7.60-7.20 (n, 4.5H), 7.02-6.98 (mn, 2H),
6.51-6.39 (m, 1H), 4.66 (s, 1H), 4.20 (m, 1H), 2.30-2.27 (m, 6H)

0DO0O00oo
0044, 000227000

0001. 000 2-4-(0O0000000)-2,6-000000000)0000000
O

4-(00000000)-2,6-000000000(0.034g, 0.22mmol)D 0000 00O
0000000000000 (0.034g, 0.22mmol)d 00 0 O O O (0.031g, 0.22mmol)0
0000100000000 000O000O000O000000O00ONONoonooooon
0000000000000 O00O0OO0O0O0OO0O0O0O0O0O0O0O0OO0OONOO0ONOoOooooon
0000000002-W-(00000000)-2,6-000000000)I0000(0.04
g, 80)0 000000000000

000000

D00D02. 2-4-(CO0000000)-2,6-000000000)I00000000000
0

0000 2-(4-(00000000)-2,6-000000000)IJ0000 (0.3g, 1.3mmol
OEtOHO OO ODOODODO0DODOO0O0O0D0 (lg, 18mmol)J 000006000160 00000

g
u
O
g
u
O
g
g
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0000000000000 O0000002-@-(O0000000)-2,6-0000000
00)IO0O00D0O0O0O0 (0.25g, 83%)0 000

oooooo

00003, (E)-N"-((IH-0 0000 -4-00)0000)-2-@-(0 0000000 )-2,6-
000000000 )00O00O0O0O0O0O0O0O
02-(2-(000000000)I0000)I0000000(0.1g, 0.45mmol)d 1H-0 O
000-4-0000000(0.065g, 0.45mmo)0 0000 CO0C0OCOCO 10000 160 O
0000000000000 O00O00O00O000000000000000000000
000000000 227(0.05g, 32%)0 000

'H NMR (400 MHz, DMSO-dq): § 11.53-11.46 (m, 1H), 11.37 (bs, 1H), 8.69 (s, 1H), 8.22 (s,
1H), 7.50-7.43 (m, 2H), 7.25-7.11 (m, 2.5H), 6.98 (m, 2H), 6.76 (s, 0.5H), 5.10-5.08 (m, 1H),
4.86 (s, 1H), 4.39-4.38 (m, 3H), 2.27-2.26 (m, 6H)

Do0o0o0Q
00045. 000228000
02-(2-(000000000)I0O0O00)IO00000O00O0(0.07g, 0.31mmol)0 1H-0 O
000-6-0000000(0.045g, 0.31mmoN)0 000000000 O0O01600000
0000000000000 000000000000000000000000000
00000000 228(0.05g, 46%)0 0 O O

'"H NMR (400 MHz, DMSO-d): & 11.44-11.40 (m, 1H), 11.33-11.23 (m, 1H), 8.50- 8.03 (2,
1H), 7.77 (s, 0.5H), 7.59-6.76 (m, 3.5H), 6.98 (s, 2H), 6.47-6.42 (m, 1H), 5.11-5.07 (m, 1H),
4.77 (s, 1H), 4.39-4.34 (m, 3H), 2.26-2.24 (m, 6H)

Do0ooao
0046, 000220000

0001. 000 2-(2,4-0000-6-(000000000-3-00)J0000)3100
0Do0o0oo
2,4-0000-6-(000000000-3-00)00000(0007-2)(0.4g, 2.1mmol)
000000000000 00000000000(0.32g, 2.1mmol)0 0000000
00 (149, 4.2mo)0 0000010 00000000000C00O0C00O000O00
000000000000 D0O0O0D0O0O0D0O0O0D0O0O00O00D0O0000000 2-(2,4-
000-6-(000000000-3-00)00000)I0000 (0.42g, 76%)0 00 O
0DO0O00oo

0002 2-(2,4-0000-6-(000000000-3-00)00000)I00000
Do0ooao

00 2-(2,4-0000-6(000000000-3-00)00000)J0000(0.18g,
0.68mmoDNI EtOHD0 0D 000000 D0O0C0DO0O (dg, 20mmo)0 000001600000
0000000000000 000O00000D02-(.4-0000-6-(00000000
0-3-00)I0000)I0000000 (0.1g, 56%)0 00 O

000000

00O003. (E)-N"-(IH-00000-6-00)0000)-2-(2,4-0000-6-(0 0000
0D000-3-00)00000)I00000O000000
02-(2,4-0000-6-(000000000-3-00)J0000)I0O000000 (0.1g,
0.38mmoO IH-0 0 00O -6-000 0000 (0.067g, 0.45mmol)J 000000000
000160 00000000000000000000000000000000000
000000000(@OD0O00000:0000 =2:1)00000000229(0.063g, 4
3%)0 000

OO0 oooooQgoooodg
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'H NMR (400 MHz, DMSO-ds): 8 11.48-11.44 (m, 1H), 11.35-11.23 (m, 1H), 8.48 (s, 0.5H),
8.05 (s, 0.5H), 7.72 (s, 0.5H), 7.59-7.27 (n, 3.5H), 6.96-6.88 (m, 2H), 6.47-6.43 (m, 1H), 4.77
(s, 1H), 4.34 (s, 1H), 4.02-3.92 (m, 2H), 3.77-3.73 (m, 2H), 3.53-3.43 (m, 1H), 2.26-2.20 (m,
7H), 1.89-2.20 (m, 1H)

gpboooog

O0047. O00O0O237000

ocooo01. 000 2-4-000-2,6-00000000O0HX0O00O0OODOOO
04-00000-3,5-00000000D00000mg, 1.4mmo)DODDOOOO0O0OO0O 10
O (0.15mL, 1.4mmoH)0 00 0O0D0COCOODODODOOO(GOOMg, 1.68mmo) 0O OO0 O0OOO

a0 0000008200000 00000000O0DODOCOO0ODOOOODDOOO

00000000000000000000000000000 2-(4-000-2,6-00
000O00O00)I0000 (303mg, 99%)0 0 0 O

0ooooo

00002 2-(4-000-2,6-000000000)I00000000000

0000 2-(4-000-2,6-000000000)00000 (200mg, 0.91mmol)0 O O O

00 (0.05mL, 1.0mmol)JEtOH 2nl0 00 00008000120 000000000000
000000000000 2-(4-000-2,6-000000000)00000000 (180m

g, 90%)0 000 20
0ooooo

00O003. (E)-N-(IH-00000-6-00)0000)-2-(4-000-2,6-000000
0D00)oO0O0O0OO0O0O0OO0O0O0OO
02-(4-000-2,6-000000000)00000000(92mg, 0.42mmol)d 1H-0 O O
00-6-0000000(67mg, 0.46mmol)0 EtOH ImLO 00O OO0 080001200000
000000000000 O0O0O0O0O0O0O0O0O0O0O00O0O0(@OOO0O0ONoDON: 0000 =

1:1)00000000000/000000000000000000000000000
237(31mg, 21%)0 0 0O

'H NMR (400 MHz, DMSO-de): & 11.45 (m, 1H), 11.32-11.24 (m, 1H), 8.45-8.04 (2s, 1H),

30
7.71 (s, 0.5H), 7.59-7.57 (m, 3H), 7.53-7.38 (m, 2H), 7.27 (m, 0.5H), 6.45 (m, 1H), 4.92 (s, 1H),
447 (s, 1H), 2.30 (d, J=4.24 Hz, 6H)
oooooao
O00048. 00O 02560 00
0 00 O 108(100mg, 0.35mmol)0 NBS(57mg, 0.35mmol)d CH,Cl, 2nLO0 0 0000 00 O
0200 0000000000000 o0D0oDOo0DoDo0oo0ooooDooDooDoooooooonD
00000000 :0000 =2:)H)00000000256040mg, 32%)0 0 0O 0O
'"H NMR (400 MHz, DMSO-ds): & 11.45 (bs, 1H), 8.52 (s, 1H), 8.06 (s, 1H), 7.73 (s, 0.5H),
7.61 (m, 1H), 7.54-7.39 (m, 2H), 6.83 (m, 2H), 2.21 (m, 9H) 40

oooooo
00049, 000258000

02-(2,6-000000000)00000000(100mg, 0.51mmol)d 1H-0 0 0 0O O -6-
0000000 (74mg, 0.51mmol)J EtOH 2nl0 D 000001000 0120000000 O
0000000000000 D000000000000000000000000 258(42
mg, 26%)0 0 O O
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'"H NMR (400 MHz, DMSO-dq): 5 11.38 (m, 1H), 11.29 (m, 1H), 8.49, 8.04 (2s, 1H), 7.71 (s,
0.5H), 7.58 (m, 1H), 7.52-7.27 (m, 2.5H), 7.05 (m, 2H), 6.96 (, 1H), 6.45 (m, 1H), 4.79 (s,
2H), 4.37 (s, 2H), 2.27 (m, 6H)

Do0o0o0Q0
00050. 000259000

0D0001. 000 2-(2-000-4,6-000000000)000000000
02-000-4,6-000000000 (200mg, 1.4nmol)0 00000000 O0DO (0.15mL
, 1.4mmol) 000000 O0COOC0DOOO (500mg, 1.68mmo)0 0000000 4mLO OO
D0O0D010000300000000000000000000000000000000
0000000000000 000000000000000@O0000O00:000
0 =1:3) 00000000 2-(2-000-4,6-000000000)00000 (516mg, 1
00%)O O O O

Do0o0o00

00002. 2-(2-000-4,6-000000000)000000000000

0000 2-(2-000-4,6-000000000)00000 (423mg, 1.55mmol)0 O O O
00 (0.08mL, 1.57mmol)J EtOH 2mLO0 00O OO0 1000 0120 00000000000
000000000000 D02-(2-000-4,6-000000000)00000000 (39
3mg, 93%)0 0 OO

Do0o0o00

00003. (E)-N"-(IH-00000-4-00)0000)-2-(2-000-4,6-000000
D00)0O0O0O0DO0OO0O0DOOoOoOo
02-(2-000-4,6-000000000)00000000O0(85mg, 0.3lmmol)d 1H-0 O O
00-4-0000000 (45mg, 0.31mmol)0 EtOH 2ml0 00 0O 001000 012000 00O
0000000000000 0000000000O000O000NON0ONONooNOooooon
000000000 259(50mg, 40%)0 O O O

'H{ NMR (400 MHz, DMSO-de): 5 11.47-11.44 (m, 1H), 11.34 (bs, 1H), 8.68 (s, 1H), 8.23 (s,
1H), 7.47 (m, 2H), 7.25 (m, 2H), 7.17-7.13 (m, 4H), 7.12 (s, 1H), 6.78 (s, 1H), 4.98 (s, 1H),
4.48 (s, 2H), 2.32-2.24 (m, 9H)

Dooooo
00051, 000260000

02-(2-000-4,6-000000000)I00000O00 (85mg, 0.31mmol)0 1H-0 O O
00-6-0000000 (45mg, 0.31mmol)0 EtOH 2ml0 0 0 0 O 0 0 1000 0120 00 0 O
0000000000000 O0000000000000(@O000000: 0000 =
1:1)0 000000 0 260(60mg, 48%)0 0 0 O

'H NMR (400 MHz, DMSO-d): & 11.38 (s, 1H), 11.29-11.20 (m, 1H), 8.48-8.02 (2s, 1H), 7.71
(s, 0.5H), 7.58-7.25 (m, 3H), 7.28-7.25 (m, 0.5H), 7.05 (m, 1H), 6.45 (m, 1H), 4.88, (2s, 2H),
2.28 (m, 6H)

gbooooao

ooos52. 000279000

O2-(c-000000)000000D0D0 @A00mg, 0.56mmo)01H-00 OO0 -6-0000
000 (Bimg, 0.56mmol)JELOH 2mLO D O DO O O90O Oe0 00 DO0OO0DOODODOOOO
OoOO00OD0ODDOO0OO0OO000000O0279(omg, 29%)0 0 0O
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'"H NMR (400 MHz, DMSO-dg): 5 11.30 (m, 1H), 11.28 (m, 1H), 8.34 (s, 0.5H), 8.08 (s, 0.5H),
7.67 (d, J = 2.8 Hz, 1H), 7.46-7.37 (m, 2H), 7.18-7.10 (m, 2H), 6.89-6.81 (m, 2H), 6.47 (m, 1H),

5.15 (s, 1H), 4.65 (s, 1H), 2.23 (d, /= 13.2 Hz, 3H)

oooooao

OO00O53. 000280000
ooooDi1.1-(0000gooooo)-1H-OOOooo--O0O0O0OD0DOOOOO
O1H-00000-4-0000000 (1000mg, 6.89mmo)0 00 O000O0O0OO (360mg, 8-26
mmoD)D D0 OO0 OOODDOOOODDOO (AmL, 6.89mmo)0 0 00O ODODOOO10mMLO
ooooDoDDOO0OO00120000000000D0D000000000O0OODODDODDOOOOOO
oooooOoOOO0O00oU0oOoooooOoO0DoDDODO0DO00DU0DO00ooDoDoOD@DODODOOOO:™
000 =1:3)000o001-(000000ooo)-1H-00D000-6-0000000 (500
mg, 25%)0 0O 0 0O

oooooao

ocooo2.()2-(0000U0O0O0O)-NN-(U-(COODOOOOOO)-1H-00 00O -4-0
OH)oooo)Yoooooooooooao

020000000 OOOOOODO@@Bomg, 0.14mmo)0H-OO0O0DODO-4-00000
OO0 (44mg, O.16mmol)JEtOH 2mLO O DO O OO0 0 1000 0120 00000000 OOO0O
00000000000 OdO00Dn?280(30mg, 39%)0 00O 0O

'H NMR (400 MHz, DMSO-dq): & 11.64 (m, 1H), 8.65-8.18 (2s, 1H), 8.02-7.97 (m, 4H), 7.7-
7.2 (m, 6H), 4.78 (s, 1H), 4.36 (s, 1H), 2.20 (m, 9H)

oooooao

gobods4. 000286000

ooooi1. 000 2-.6-00000D000-4-00000H)0000DDOOOO
02,6-00000000-4-000 (300mg, 2.44mmo)0 000 2-000000003(0.27
mL, 2.983mmo)D 0 00D0D0D0O0O0O0O0O00O0O (.49, 7.32mmo) 00000 0O 0O 0O e6mLO O

oooboosooi1iboooooboooooooooooboooooooOoooboobooo
cooooooOoO0ooOoooooooObO(@OoOoo:oooooobOD =3:1))00Q0ogoo
Ooo00 2-¢4-0000-2-0000000D00O)Y00000(200mg, 42%)0 000
gboooaog

ocooo2. 2-,6-000000C004-00000H)I00D0OODODDOOOOO

oooo0 2-,6-00000000-4-00000)H)00000 (200mg, 1.03mmol)0 OO
000 (.05mL, 1.23mmol)J EtOH 3mLO O DO OO 01000 012000000000 0O0O
ocooooDoOOoO0O0O0oOooooDz2-@G-O0O0O00-2-000000C0COHY ODODOOOOOOCQ9

omg, 79%)0 0 O O

Do0o0o0a0

00002, (E)-N"-(IH-00000-4-00)0000)-2-(2,6-00000000 -4-0
0D000)IOO0DO0O0O0OO0O0O0O000
02-(2,6-00000000-4-00000)J000000O00 (30mg, 0.15mmol)0 1H-0 O
000-4-0000000(22mg, 0.15mmol)J EtOH 2mLO0 D 0 0 OO0 0900 012000 O
000000000000 0O00O0O0C0O0O00O0O0O0 286(20mg, 41%)0 0 O O

'H NMR (400 MHz, DMSO-dq): § 11.53 (m, 1H), 11.38 (m, 1H), 8.53-8.26 (s, 1H), 7.49 (m,
2H), 7.19 (m, 2.5H), 7.11 (s, 0.5H), 6.70-6.64 (m, 2H), 5.26 (s, 1H), 4.74 (s, 1H), 2.34 (m, 6H)

gboooaog

OoOooOs55. 000288000

02-,6-00000000~-4-00000)H00000000O0 (100mg, 0.51mmol)d 1H-O
Oo0o0b0-e-0000000O0(74mg, 0.51mmol)0 EtOH 2mLO O O OO0 D O 1100 0 120 0 O
gboobooooooobooboboobooooboboboboobooooobobobao
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0000000000000 O00O00O00O0000O00(@O0D0: 00000000 =2
:1) 00000000 288(30mg, 18%)0 0 O O

'H NMR (400 MHz, DMSO-dy): 8 11.43 (m, 1H), 11.28 (m, 1H), 8.35-8.07 (2s, 1H), 7.68 (d, J
— 18.0 Hz, 1H), 7.57 (d, J = 8.4 Hz, 1H), 6.66 (d, J = 22.0 Hz, 2H), 6.47 (s, 1H), 5.20 (s, H),
4.69 (s, 1H), 2.34 (m, 6H)

gboooaog

ooose. 000291000

oooo0i1. 000 2-@4-0000-2-0DD0DO0O00O00O0OHXO0O0OODOODODDOO
04-0000-2-0000000D0 (GO0Omg, 3.96mmo) DO OO 2-0000000D0O (0-36
mL, 3.96mmo)D 00 00D0ODOOOO0OOOOC,9mg, 5.949mmol)0 000 00O O O 8mLO

00000090050 00000000000000000N0N00N0DO00Nonooooan
0000000000000 0000000000000000000000000 (0
0D000:00000000 =3:1)000000002--0000-2-00000000)
00000 (450mg, 57%)0 0 0 O

DO0o0o0a0

00002. 2-(4-0000-2-00000000)I00000000000

0000 2-(4-0000-2-00000000)00000 (400mg, 2.02mmol)0 0 0 O O
0 (0.12mL, 2.42mmol)J EtOH 4mLO0 0 0000090030 0000000000000
00000000000 2-(4-0000-2-00000000)10000000 (280mg,

70%)0 0 O O

Do0o0o00

00003. (E)-N"-(H-00000-6-00)0000)-2-(4-0000-2-000000
00)D0O00O0O00O0ODO0O00

02-(4-0000-2-00000000)00000000 (100mg, 0.50mmol)d 1H-0 O O
00-6-0000000(73mg, 0.50mmol)0 EtOH 2ml0 000000900 04000000
0000000000000 0000000000O000O000ON0ONONooNooonoon
0000000000000 000000O000@O00:00000000 = 2:1)0
000000 D0291(37mg, 23%)0 000

'H NMR (400 MHz, DMSO-dg): & 11.43-11.41 (m, 1H), 11.34-11.30 (m, 1H), 8.34- 8.07 (2s,
1H), 7.72 (d, J = 27.7 Hz, 1H), 7.64 (m, 1H), 7.44 (m, 2H), 6.95 (m, 3H), 5.15 (s, H), 4.63 (s,
H), 2.22 (s, 3H)

000000
0D0057. 000293000

00001. 000 2-(2-000-6-0000000-3-00000)0000000000
0D2-000-6-0000000-3-000(500mg, 3.62mmol)0 000 2-00000000
(0.33mL, 3.62mo)0 000000000 O0C0DOO(L.78y, 5.43mmol)0 00000005
mOOOO0OO0OO0O01000050000000000000000000000000000
0000000000000 O00O0O00O0O00D0DO00ODON0ONONoONooonoon
00(@OO00:00000000 =3:1) 00000000 2-(2-000-6-00
0-3-00000)00000 (565mg, 70%)0 0 0O

00
2.2-(2-000-6-0000000-3-00000)0000000000000

0 2-(2-000-6-0000000-3-00000)00000 (400mg, 1.79mmol)0
00 (0.1mL, 2.15mmol)J EtOH 4mLO0 0 00O 0 D09C0 0500000000000
000000000002-(2-000-6-0000000-3-00000)10000
0 (242mg, 65%)0 0 O O

Ooooooogoogoao
Oooo0ooogoao
OO0 oooogdg

O Ooooao
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DoooooQ
00003, (E)-N"-((IH-00000-6-00)0000)-2-(2-000-6-0000000 -
3-00000)000000000000
02-(2-000-6-0000000-3-00000)00000000(100mg, 0.50mmol)0 1
H-OOOOO-6-0000000 (73mg, 0.50mmol)0 EtOH 3mLO 0 0 0O 0 O 0 900 O 40 O
000000000000 00000000000000293(46mg, 29%)0 0 00O

'H NMR (400 MHz, DMSO-dy): 8 11.43 (bs, 1H), 11.30-11.27 (s, 1H), 8.32-8.06 (2s, 1H), 7.64
(m, 1H), 7.42 (m, 2H), 7.36 (m, 1H), 7.02 (m, LH), 6.45 (s, 1H), 5.17 (s, 1H), 4.66 (s, 1H), 2.75
(m, 2H), 2.45 (s, 3H), 1.21 (m, 3H)

oooooao

ooos8. 000301000

ocooo01. 000 2-.6-00000D0D0D00-4-00000Ho0O0ODODOOOO
02,6-000000000-4-000 (300mg, 2.42nmo)000C00C0ODODODOOODOO(0.-22m
L, 2.90mmol)D 00 D00CO0O0O0DOOOOODO(945mg, 2.90mmol) D 0 DO OO OODO4mLO O

00000800200 00000000000000000000000000000
000000000000 000000@O000000:0000 =1:3) 00000
000 2-(2,6-000000000-4-00000)J00000(170mg, 36%)0 0 O O
DoooooQ
00002 2-(2,6-000000000-4-00000)I000000000000
0000 2-(2,6-000000000-4-00000)00000 (170mg, 0.87mmol)0 O
0000 (0.05mL, 0.95mmol)J EtOH 2nLl0 DO OO OO0 1000 0120000000000
000000000 0000002-(2,6-000000000-4-00000)1000001
000 (149mg, 88%)0 O O O
oooooQ

O

00003. (E)-N"-(IH-00000-4-00)0000)-2-(2,6-000000000 -4-
00000)0000O0O00O0O00O00
02-(2,6-000000000-4-00000)00000000 (57mg, 0.29mmol)0 1H-O
0000-4-0000000 (42mg, 0.30mmol)0 EtOH 1mLO O O 0 O O O 1000 O 120 O O
000000000000 O0O00O0O000O000O00O0301(20mg, 21%)0 000

'"H NMR (400 MHz, DMSO-dg): § 11.51-11.33 (m, 2H), 8.47-8.24 (m, 1H), 7.49 (m, 2H), 7.19
(m, 2H), 7.10 (m, 1H), 6.71 (m, 1H), 5.47 (s, 1H), 4.94 (s, 1H)

000000

00059. 000302000

00001. 000 2-2-tert-000-4-000000000)0000000000
O2-tert-000-4-000000000 (300mg, 1.67mmol)0 00000000000 (0.
18mL, 2.00mmol)0 0 00O O0O0OO0OO0OO (653mg, 2.00mmol)D 0000 00O 4mL
00000080010 0000000000000D000NDO00NO0DO0O0O0O0O0ODOn
0000000000000 000@O0O000O00:0000 =1:3)000
0 2-2-tert-000-4-000000000)00000 (259mg, 62%)0 0 O O
00

2. 2-(2-tert-0 00 -4-000000000)I00O000O00CO0O0OO
2-2-tert-0 00 -4-000000000)00000 (259mg, 1.03mmol)d O O
(0.06mL, 1.13mmol)0 EtOH 2mlO0 00 0O D0 0800 0120000000000 00
000000000000 2-R-tert-000-4-000000000)I00000000
(231mg, 89%)0 0 O O

DO0o00o00

00003. (E)-N"-(IH-00000-4-00)0000)-2-2-tert-000-4-00000

Oo0oooQgogoao
O0Ooo0oooaoo
O 0Oo0Oooo

O Ooooao
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oooOo)oooooooooooo

O2-C-tert-0 00 -4-0000000D00OHYIODOOOO0ODO (90mg, 0.36mmol)d 1H-O
Oo0o0D0D-4-0000000(7mg, 0.39mmol)JELOH 2mLO O O OO D DO 900 0 120 OO
Oo000DDoDO000O0O0ooooOo0ODDOO0O00OOOoOsoz@eong, 44%0 000

'H NMR (400 MHz, DMSO-d): & 11.50 (m, 1H), 11.37 (m, 1H), 8.47-8.27 (2s, 1H), 7.49 (m,
2H), 7.16 (m, 2H), 6.95 (m, 1H), 6.80 (m, 1H), 6.74 (m, 2H), 5.13 (s, 1H), 4.12 (s, 1H), 3.69 (s,
3H), 1.38 (s, 9H)

oooDoo

OO00o0eo. O0O0O303000

O2-C-tert-0 00 -4-0000000D00OHYIODOOOO0ODO (90mg, 0.36mmol)d 1H-O
ooo0oD0-e-0000000(7mg, 0.39mmol)0 ELOH 2mLO O O OO D DO 900 O 120 O O
oooooooooboooooooooooboboooobooboooobboooobooo
gcooooobooOoOoOoOoOooooooooODbOoOoOooooooooDbo@obpooooog:
Oo0OO0O0 =1:2) 00000000 303(66mg, 48%)0 00O 0O

'H NMR (400 MHz, DMSO-de): § 11.41 (m, 1H), 11.26 (m, 1H), 8.31-8.08 (2s, 1H), 7.71 (m,
1H), 7.56 (m, 1H), 7.38 (m, 2H), 6.85 (m, 1H), 6.74 (m, 2H), 6.46 (m, 2H), 5.06 (s, 1H), 4.58 (s,

1H), 3.69 (s, 3H), 1.36 (s, 9H)

Do0o0o0Q

00061. 000304000

0D00D01. 000 2-((2-0000000-3-00)000)000000000
03-00000-2-0000000 (500mg, 4.58mmoN)0 00000000000 (0.48mL,
5.04nmo)0 000 0000000000000 0000O0O(2.24g, 6.82mmol)0 O O
0000000000000 000000000000000000000000000
0000000000000 0000O000O00O0O000O000O000O00000000
0000000000000 0000000000000000000000000000
D@oO0OO00 ;0000/00000000, 6/49)00000000 2-(-00000
00-3-00)000)00000(856mg, 43%)0 0 00
O
0
O

Doooao
0DO002. 2-((2-0000000-3-00)000)I00000000O000
0001-2(000 2-((2-0000000-3-00)000)00000, 356mg, 1.94mmo
DOODOO0OODOO0O0O00(.19mL, 3.93mmo)0 0000000000000 0O0O00O00O
000000000000 0O000O00000000000000002-(R-000
00-3-00)000)I000000040mg, 67%)0 0000000000
0ooo

003. (E)-N"-((IH-00000-6-00)0000)-2-((2-0000000-3-00)
00) 000000000000
2((2-0000000-3-00)IJ00)I0000000 (240mg, 1.32mmol)0 0 0 0O O
0-6-0000000000 (211.6mg, 1.46mmoN0 0000000000 O00O00O000O
000000000000 0O000000000000000000000000000
00O0(@O0OO0D0 ;000000/00000, 10/1)000 00000 304(46mg, 11%)
Dooooooo0oo0on

'"H NMR (400 MHz, DMSO-dy): 8 11.47 (m, 1H), 11.29 (m, 1H), 8.34-8.00 (m, 2H), 7.69 (d, 1
H, ] =23.4 Hz), 7.58 (d, 1 H, ] = 8.2 Hz), 7.47-7.32 (m, 2H), 7.29-7.23 (m, 1H), 7.21-7.13 (m,
1H), 6.47 (s, 1H), 5.24-4.73 (m, 2H), 2.43 (s, 3H)

O Ooo0oooo
O 0Oooo

oooooao

10

20

30

40

50



(46) JP 6139682 B2 2017.5.31

0D0062. 000310000

000O01. 000 2-(2-(000-3-00)0000-3-00000)000000000
02-(000-3-00)0000-3-000 (00 06-10)(100mg, 0.62mmol)J 0000 0 O
00000 (.07mL, 0.75mmoNO0 0000000000000 (244mg, 0.75mmol)0 O O
000O004mMO00000008001200000000000000000000001
0000000000000 O0000000000000000(@O0000000:00
00 =1:3)00000000 2-(2-(000-3-00)0000-3-00000)00000
(128mg, 89%)0 O O O

Do0o0o0Q

D00D02. 2-(2-(000-3-00)0000-3-00000)000000000000
00002-(2-(000-3-00)0000-3-00000)00000 (128mg, 0.54mmol)O
00000 (0.03mL, 0.6mmol)JEtOH 2mLO0 D0 OO0 DO9%C0 0600000000000
0000000000000 02-(2-(000-3-00)0000-3-00000)000-0
0000 (108mg, 84%)0 O O O

DO0o00o00

00003. (E)-N"-(H-00000-6-00)0000)-2-(2-(000-3-00)0000 -
3-00000)I00000000000

02-(2-(000-3-00)0000-3-00000)I0000000 (100mg, 0.43mmol)O 1
H-OOODOO-6-0000000 (70mg, 0.44mmol)d EtOH 2mLO 0 O O O O O 1000 O 120
0000000000000 000000000000000000000000000
0000000000000 0000000000000000000O0(@OoOnon
00:0000 =3:7)00000000 310(60mg, 39%)0 0 O O

'"H NMR (400 MHz, DMSO-dg): § 11.57 (bs, 1H), 11.30 (bs, 1H), 8.78-8.57 (2s, 1H), 8.30 (s,
0.2H), 8.21 (m, 1H), 8.11 (s, 1H), 7.75 (m, 1H), 7.72 (s, 0.9H), 7.59-7.40 (m, SH), 7.26 (m, 1H),
7.16 (m, 1 H), 6.47 (m, 1 H), 5.36 (s, 1H), 4.87 (s, 1H)

oooooo
00063. 000311000

D0001. 000 2-2-000-6-(000000000-3-00)I0000)I0O000
0000

0D2-000-6-(000000000-3-00)00000 (000 7-3)(117mg, 0.66mmol)0
00000000000 (.07mL, 0.79mmoN0 0000 O00O00O0OO0 O (258mg, 0.79
mmol)D 00 OD0OD0O2m000000010000200000000000000000

0000000000000 000000O000000000000000@O0On
000:0000 =1:3)00000000 2-(2-000-6-(000000000-3-00)
00000)DO0O000 (141mg, 86%)0 O O O

Do0o0o00

D0O0D02. 2-(2-000-6-(000000000-3-00)00000)I00O00000
0ooo

0000 2-(2-000-6-(000000000-3-00)I0000)I0000 (141mg, O

.56mmol)0 0 0O 00O (0.03mL, O.6mmol)0 EtOH 2ml0 000 OO0 01000 012000 00
000000000000 0O000O000O02-(2-(000-3-00)-6-00000000)
00000000 (@27mg, 90%)0 0 0O

Do0o0o00

00003. (E)-N"-(IH-00000-6-00)0000)-2-(2-000-6-(0000000
00-3-00)00000)000000000000
02-(2-(000-3-00)-6-00000000)I0000000O0(70mg, 0.28mmol)d 1H-
00000-6-0000000 (@5mg, 0.31mmol)0 EtOH 2mL0 0 0 0 O O O 1000 O 120 O
0000000000000 0000000000O000O000ON0ONONooNooonoon
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gcoooooOoOoO0oOoOoooooooOobDOoOoOoOooOoooooooODDOD@OooOoOooo
O:0000 =1:1) 00000000 311(70mg, 67%)0 0 00O

'H NMR (400 MHz, DMSO-dg): & 11.31 (m, 1H), 11.20 (m, 1H), 8.47-8.04 (2s, 1H), 7.71 (s,
0.5H), 7.58 (m, 1H), 7.58-7.38 (m, 3H), 7.27 (m, 0.5H), 7.17 (m, 1H), 7.06 (m, 2H), 6.45 (m,
1H), 4.81 (s, 1H), 4.04 (m, 1H), 3.97 (m, 2H), 3.78 (m, 2H), 3.52 (m, 1H), 2.29 (m, 3H), 2.29
(m, 1H), 1.19 (m, 1H)

0oooo
O0064. 000312000
2-(2-(000-3-00)-6-00000000)I0000000 (70mg, 0.28mmol)d 1H-

gbooooooobooboboooobooboboboooboooboobooboboobooao
cooooooooOoooooooOooobOobOooooooooobODbDoO(@oooOooo
0000 =1:1) 00000000 312(70mg, 67%)0 0 00O

'"H NMR (400 MHz, DMSO-ds): 8 11.35 (m, 1H), 11.3 (m, 1H), 8.66-8.23 (2s, 1H), 7.46 (m,
2H), 7.25 (m, 0.5H), 7.16 (m, SH), 6.77 (m, 0.5H), 4.90 (s, 1H), 4.40 (s, 1H), 4.03 (m, 1H),
3.77 (m, 2H), 3.54 (m, 1H), 3.34 (m, 1H), 2.29 (s, 3H), 2.29 (m, 1H), 1.89 (m, 1H)

g
a
O
Oo0o0b0O0-4-0000000 45mg, 0.31mmol)00 ELOH 2mLO O O 0 O O O 1000 O 120 O
g
u
O

ooooao
obe5. 00O0DO3130 00
ocoo1. 000 2-2-(oo-3-00)-6-00000O00O0O0H)OOCOODDODOOO

0000 (0.04nL, 0.68mmol)J 0000000000000 (160mg, 0.68mmol)0 O O

000040000000 0C001200000000000000000000000

000000000 000000000000000@O000000:0000 =1
:3) 00000000 2-(2-(000-3-00)-6-00000000)00000 (146mg, 10

O
0
O
02-(0O00-3-00)-6-00000000(0006-9)(100mg, 0.57mmoN0 0 00000
O
0
O

o%)J 000

000000

DO0O0D02. 2-(2-(000-3-00)-6-00000000)I00000000O000
0000 2-(2-(000-3-00)-6-00000000)00000(146mg, 0.57mmol)d O
0000 (0.03mL, O.6mmol)JEtOH 2nl0 00 OO OO0 1000 0600000000000
00000000000 0002-(2-(000-3-00)-6-00000000)I100-00
000 (121mg, 83%)0 0 O O

000000

00O003. (E)-N-(IH-00000-6-00)0000)-2-(2-(000-3-00)-6-000
0D000O0)D000O0O00O0O0O0O00
02-(2-(000-3-00)-6-00000000)00000000O0 (70mg, 0.28mmol)0 1H-
00000-6-0000000 (45mg, 0.31mmol)0 EtOH 2mLO 0 0 O O O O 1000 O 120 O
0000000000000 0000000000000000000000000000
0000000000000 0000000000000000000(@OO0O0O0n
0D:0000 =1:1)00000000313(20mg, 19%)0 0 0 O

'H NMR (400 MHz, DMSO-ds): 8 11.41 (m, 2H), 8.45-8.01 (2s, 1H), 8.30 (m, 1H), 7.72 (m,

1H), 7.46 (m, 4H), 7.10 (m, 4H), 6.44 (m, 1H), 4.70 (s, 1H), 4.25 (s, 1H), 2.30 (m, 3H)
OoooOoOoO

O0O0066. 000314000
02-(2-(000-3-00)6-00000000)I0000000 (70mg, 0.28mmol)0 1H-
00000-4-0000000 (45mg, 0.31mmol)0 EtOH 2mLO 0 O 0 0O O 0 1000 O 120 O
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oooooooooboooooooooooboobooooboboooobboooobooboo
cooooooOoOooOoooooooOobbobobOooooooooobODbbO(@uoOoOooo
O:0000 =1:1)0000000D0 314(28mg, 26%)0 0 OO

'"H NMR (400 MHz, DMSO-dg): 5 11.44 (m, 1H), 11.34 (m, 1H), 8.64 (s, 1H), 8.18 (s, 1H),
8.32 (m, 1H), 7.75 (m, 1H), 7.47 (m, 3H), 7.27-7.00 (m, 5.5H), 6.57 (s, 0.5H), 4.78 (s, 1H),
4.29 (s, 1H), 2.37 (m, 3H)

000000
DO0O067. 000317000

0D0O001. 000 2-(2-(000-2-00)-4,6-000000000)0000000000
02-(C00-2-00)-4,6-000000000 (000 6-18)(133mg, 0.71mmol)0 O O O
2-00000000(0.08mL, 0.85mmol)0 0000000000000 (276mg, 0.85mmol
YIOOOOODODOWmMOOOODOODO1000010000000000000000000
0000000000000 000000000000000000000000000
0000000000000 00(@O0OD0OO00O0D0:0000 =1:4)00000000
00-2-00)-4,6-000000000)00000 (168mg, 100%)0 0 0 O

00

2. 2-(2-(000-2-00)-4,6-000000000)I00000O000O00O
2-(2-(000-2-00)-4,6-000000000)00000 (168mg, 0.65mmol)
00 (0.03mL, 0.72mmol)J EtOH 2mLO0 0000001000 0120000000 O
000000000000 02-(2-(000-2-00)-4,6-000000000)0
000 (169mg, 100%)0 O O O
O
3
O

0o
~

|:,I\.)

oo
~
O

O
. (E)-N"-((H-00000-4-00)0000)-2-2-(0 00 -2-00 )-4,6-00
000O0)I00DC0O0DOO0DOO0OOO
2-(000-2-00)-4,6-000000000)00000000(85mg, 0.33mmol)0
H-00O00D0-4-0000000 (52mg, 0.36mmol)0 EtOH 2mLl0 0 0 0 O O O 1000 O 24
0000000000000 000000000000000317(140mg, 31%)0 0 0 O

'H NMR (400 MHz, DMSO-dg): & 11.57 (m, 1H), 11.46 (m, 1H), 8.64-8.24 (2s, 1H), 7.75 (m,
1H), 7.47 (m, 3H), 7.11 (m, 4.5H), 6.62 (m, 1.5H), 4.80 (s, 1H), 4.30 (s, 1H), 2.32 (m, 6H)

0ooooo
00068. 000318000
02-(2-(000-2-00)-4,6-000000000)IJ000000O00 (85mg, 0.33mmol)0
H-0O0O00OO0-6-0000000 (52mg, 0.36mmol)0 EtOH 2nL0 0 O 0 O O O 900 O 240
0000000000000000000000000000000000000000
000000000000000000000000000000000C@O00000
00:0000 =45:55)0000 0000 318(30mg, 23%)0 0 O O

'H NMR (400 MHz, DMSO-dg): § 11.44 (m, 1H), 11.20 (m, 1H), 8.47-8.02 (2s, 1H), 7.73 (m,
1H), 7.44 (m, 4H), 7.23 (m, 0.5H), 7.14 (m, 1H), 7.02 (m, 1H), 6.60 (m, 1H), 6.43 (m, 1H),
4.72 (s, 1H), 4.4 (s, 1H), 2.32 (m, 6H)

Ooooooogoogoao
OoooooooQgodg
OO0 oooogdg

Oo0ooogogao

N
~

oooooo
00D069. 000319000
02-(2-(000-3-00)I000-3-00000)00000000(70mg, 0.30mmol)O 1H
-00000-4-0000000 (48mg, 0.33mmol)0 EtOH 2mLO O 0 O O O O 800 O 120 O
0000000000000 O00O00O00O000000000000000000000
000000000000 00000000000000000000@O00000
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0:0000 =1:)H)o0D0dboo0o0o0oo0ooDooDooDooDoooooDoooooooo /0
000000000000 DOO0O0000ODOd319(50mg, 46%)0 O 0O O
'"H NMR (400 MHz, DMSO-dg): § 11.62 (m, 1H), 11.39 (m, 1H), 8.74-8.46 (m, 1H), 8.30 (s,

1H), 8.21 (m, 1H), 7.74 (m, 1H), 7.52 (m, 3H), 7.20 (m, 4H), 7.01 (m, 1H), 5.43 (s, 1H), 4.90 (s,

1H)

Do0o0o0Q0

00070. 000320000
02-(2,4-0000-6-(000000000-3-00)00000)IJ0000000 (40mg,
0.15mmo0 IH-0 0 000 -4-0 000 00 O (22mg, 0.15mmol)0 EtOH 2mLO0 0 0 O O O
Do D400 00CO0ODCODOCOODODCOODONOODONOODOOOOOOOOOOOODOO
00(@OO000O000:0000 =1:1) 000000 00320(17mg, 29%)0 0 0 O

'"H NMR (400 MHz, DMSO-d¢): § 11.45 (bs, 1H), 11.35 (bs, 1H), 8.45 (s, 1H), 8.25-8.16 (2,
1H), 7.45 (m, 2H), 7.25 (m, 3H), 7.17 (m, 1H), 7.11 (m, 1H), 6.96 (m, 1H), 5.49-4.94 (s, 2H),
4.01 (m, 2H), 3.77 (m, 2H), 3.51 (m, 1H), 2.28 (s, 3H), 2.22 (s, 3H)

Do0o0o0ao

0D0071. 000322000

D0001. 000 2-(4-(000-3-00)-2,6-000000000)0000000000
04-(000-3-00)-2,6-000000000 (000 6-5)(120mg, 0.46mmol)0 0 00 2
-00000000(0.05mL, 0.55mmol)J 0000000000 OCO0D (448mg, 1.39mmol)
00000000 2M 000000090030 00000000000000000000
0000000000000 0000000000000000000000000000
00000000000000(@OO00:00000000 =09:1)000002-@4-(0
00-3-00)-2,6-000000000)00000 (130mg, 79%)0 0 0 O

Do0o0o00

00002. 2-(4-(000-3-00)-2,6-000000000)000000000000
02-(4-(000-3-00)-2,6-000000000)J0000 (125mg, 0.48mmol)0 O O
000 (0.024mL, 0.48mmol)I EtOH 2ml0 00 0O OO0 900 0200 0000000000
0000000000000 O0000O00O001mO00010000000000000
0000002-(4-(000-3-00)-2,6-000000000)000-00000 (102mg,
82%)0 0 O O

Do0o0o00

00003. (E)-N"-(IH-00000-6-00)0000)-2-(4-(000-3-00)-2,6-00
0D000000)I0O0DO0OODOOOOOO
02-(4-(000-3-00)-2,6-000000000)I0000000 (40mg, 0.15mmol)0
IH-000O00-6-00000 00 (22mg, 0.15mmol)d EtOH 2mLO 0 0O 0 O O O 900 O 30
0000000000000 000000000DO0O00D0NO00ONOOoONOoooO(@On
0D:00000000 =1:1) 00000000 322(19ng, 32%)0 00 O

'"H NMR (400 MHz, DMSO-dq): 8 11.41-11.38 (m, 1H), 11.30-11.20 (m, 1H), 8.50- 8.04 (2s,
1H), 8.08 (m, 1H), 7.88 (m, 1H), 7.61 (m, 1H), 7.48-7.37 (m, 2H), 7.38 (m, 1H), 7.27 (m, 3H),
6.89 (m, 1H), 6.47 (m, 1H), 4.81 (s, 1H), 4.34 (s, 1H), 2.07 (m, 6H)

000000
00072. 000323000

D0001. 000 2-,6-0000-4-(000000000-3-00)I0000)3100
Do0o0o0Q0

02,6-0000-4-(000000000-3-00)I0000 (000 7-6)(68mg, 0.35mmol
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YIOODO2-00000000(0.04mL, 0.45mmoN0 00000000000 OO (341mg,
1.05mmol)J 0000000 2m0000000100004000000000000000
0000000000000 0000000000000000000000(@OO0 :
00000000 =9:1)00000000 2-(2,6-0000-4-(000000-000 -3

-00)00O000)I0000(74mg, 79%)0 0 O O

DO0o0o0a0

D00D02. 2-(2,6-0000-4-(000000000-3-00)00000)0000000
Do0o0o00

0000 2-(2,6-0000-4-(000000000-3-00)00000)00000 (67mg
, 0.25mmol)J 00000 (0.012mL, 0.25mmol)0 EtOH 2mLl0 00 0 00 0900 O 20 O O
000000000000 00000000000000000010om000 010000
00000000000 00002-R.6-0000-4-(000000000-3-00)00
000)0O000O0000(45mg, 66%)0 000

000000

00003. (E)-N-(IH-00000-6-00)0000)-2-(2,6-0000-4-(0 0000
0D000-3-00)00000)I00000O000O000
02-(2,6-0000-4-(000000000-3-00)00000)I000000O00 (30mg,

0.11mmo)IJ IH-OCOCOOD-6-0 000000 (17mg, 0.11mmol)J EtOH ImLO OO DO O O
gooO3aqmooooobooooboooooboobooooooooooboooOooboobooOon
oo@oODDO 00000000 =1:1)00000000S323(15mg, 34%)0 000

'"H NMR (400 MHz, DMSO-de): 8 11.42-11.39 (m, 1H), 11.37-11.32 (m, 1H), 8.47-8.03 (s, 1H),
7.57-7.48 (m, 2H), 7.40-7.37 (m, 2H), 6.95 (m, 2H), 6.47 (m, 1H), 4.74 (s, 1 H), 4.31 (s, 1H),
3.96 (m, 3H), 3.75 (m, 2H), 2.32 (s, 3H), 2.21 (s, 3H)

Do0o0o00

00073. 000326000

000D01. 000 2-(2,3-000000000)I00000O000
02,3-000000000 (500mg, 4.09mmoN0 00 02-00000000 (0.45mL, 4.90
mmol)J 0000000 DO0O0D0O0(4.0g, 12.3mmo)0 0 0000008000000
D1o00 030 0000000000000 0000O000O000O0000N0O0ON00NOn
0000000000000 O0(@OO0:00000000 =9:1) 00000000 2-
(2,3-000000000)00000(628mg, 83%)0 000

Do0o0o0Q

00002.2-(2,3-000000000)0000000000000

0000 2-(2,3-000000000)00000(600mg, 3.09mmol)d 00 00O O (0.15m
L, 3.09mmol)0 EtOH smLl0 0 00000900 0200 0000000000000000
0000000000000 001mMO00010000000000000000000
2-(2,3-000000000)00000000(572mg, 95%)0 0 0O

DO0o0o0a0

00003, (E)-N"-(IH-00000-4-00)0000)-2-(2,3-000000000)0
0000000 O0O0O00

02-(2,3-000000000)I0000000 (100mg, 0.55mmol)0 1H-0 0 0 O O -4-
0000000 (75mg, 0.52mmol)0 EtOH amLl0 000000900 02000000000
000000000000 0000000000000000@O0D0:0000000
0 =1:1) 000000 00 326(93mg, 56%)0 0 O O

'H NMR (400 MHz, DMSO-dg): & 11.50-11.44 (m, 1H), 11.37-11.32 (m, 1H), 8.52-8.25 (2s,
1H), 7.50 (m, 2H), 7.23 (m, 2H), 7.06 (m, 2H), 6.81 (m, 1H), 6.75 (m, 1H), 5.18 (s, 1H), 4.65 (s,
1H), 2.23 (s, 3H), 2.21 (s, 3H)
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DoooooQ
00074. 000327000

02-(2,3-000000000)00000000(100mg, 0.55mmol)d 1H-0 0 0 O O -4-
0000000 (75mg, 0.52mmol)J EtOH 3mLlO0 D 0000090 02000000000

0000000000000 O00O00O00000000000@O00: 0000000
0 =1:1) 00000000 327(104mg, 62%)0 0 O O

'H NMR (400 MHz, DMSO-dg): § 11.41 (bs, 1H), 11.27 (bs, 1H), 8.34-8.07, (2s, 1H), 7.69 (d,
J=22.9 Hz, 1H), 7.56 (m, 1H), 7.41 (m, 2H), 6.98 (m, 1H), 6.70 (m, 2H), 6.46 (m, 1H), 4.82 (d,
2H), 2.49 (s, 3H), 2.23 (s, 3H)

Do0o0o0a0

00075. 000320000
02-(2-000-6-0000000-3-00000)I0000000 (30mg, 0.14mmol)0 1H
-00000-4-0000000 (21mg, 0.37mmol)0 EtOH ImLO 0 0 0O O 0 900 O 40 O
00000000000 000000000000000329(19mg, 40%)0 0 0 O

'"H NMR (400 MHz, DMSO-d¢): & 11.52 (bs, 1H), 11.37 (bs, 1H), 8.49-8.25 (2s, 1H), 7.48 (m,
2H), 7.17 (m, 3H), 6.98 (m, 2H), 5.23 (s, 1H), 4.70 (s, 1H), 2.78 (m, 2H), 2.35 (s, 3H), 1.18 (m,
3H)

DO0o0o0a0

00076. 000330000

00001. 000 2-(4-000-2-00000000)0000000000

05-000-2-000000000000 (400mg, 2.01mmoNO0 000 2-0000000

0 (.2mL, 2.2moD0 0000000000000 (716mg, 2.2nmmol) 00000 O O O 4m

L00O0O0O00D08OD02000000000000000000000000000000
0000000000000 O000O00O0(@OO0O0D0DO0O0D: 0000 =1:3) 000
0000 2-(4-000-2-00000000)00000 (451mg, 83%)0 0 0 O
0DO0O00o0

00O02. 2-(4-000-2-00000000)000000000000

000 2-(4-000-2-00000000)I0000 (451mg, 1.67mmo)0 0 000 O (

.09mL, 1.84mmol)J EtOH 2mLlO0 00D OO0 OO0 100001200 0000000000000
000000000 2-(4-000-2-00000000)00000000 (398mg, 88%)
0Doo

Doooao

0003. (E)-N"-((IH-00000-4-00)0000)-2-(4-000-2-0000000

yoooooooooooao
2-(4-000-2-00000000)00000000(00mg, 0.37mmol)0 1H-0 0 O O
-4-0000000 (53mg, 0.39mmol)JEtOH 2mLlO0 D 0000 D090 01200000 O
0000000000000 O0O0O0O0O0O0OO0OO0O0O0O0O0O0O0O0O0O0O0ONOoOoOoooon
0000000000000 O000O000O000O000O00@O0000O00:000
=2:1)000 00000 330(21mg, 0.05mmol, 14%)0 O O O

'H NMR (400 MHz, DMSO-dg): 5 11.6 (bs, 1H), 11.37 (m, 1H), 8.45-8.26 (2s, 1H), 8.03 (m,
1H), 7.78 (m, 1H), 7.47 (m, 2H), 7.16 (m, 3H), 6.98 (m, 1H), 5.47 (s, 1H), 4.93 (s, 1 H)

ooobDoo

oo0o0v77. 000331000

ocooo01. 000 2-(2-(oboboo0-1-0DOHMIOOO-8-O0OO0OOHMDOOOOOO
O

Oo0ooooooooooogooogoao
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02-(C0000-1-00)0000-3-000 (0007-9)(78mg, 0.4lmmo)0 00000
000000 (0.05mL, 0.49mmoN0 000000000000 O (159mg, 0.49mmol)d O
D000O002mn0000000800030000000000000000000000
0000000000000 O00O0O00O0OO00OODO0OO(@OO0O0ooNooD: 0000 =1
;500000000 2-(2(00000-1-00)0000-3-00000)00000 (86m
g, 88%)0 00O

000000

DO0O0D02. 2-(2-(C0000-1-00)0000-3-00000)I0000000000
O

0000 2-2-(00000-1-00)I000-3-00000)00000 (86mg, 0.36mmol
YOOOODOO(0.02mL, 0.39mmol)0 EtOH 2mLl0 0D 0 00O 01000 0120000000 O
000000000000 D0O00O0O02-(2-(CO0000-1-00)0000-3-00000)
000-00000(85mg, 99%)0 0 00O

000000

00003. (E)-N-(IH-00000-6-00)0000)-2-(2-(00000-1-00)00
00-3-00000)000000000000
02-(2-(00000-1-00)I000-3-00000)00000000(85mg, 0.36mmol)
O1H-00O000-6-0000000 (57mg, 0.39mmol)0 EtOH 2mLO0 0 0 O O O O 1000 O 1
2000000000000000000000000000000000000000
0000000000000 000000O00(@O0O0O000O0:0000 =1:1)00
000000 331(64mg,48%)0 0 O O

'"H NMR (400 MHz, DMSO-dg): § 11.44 (m, 1H), 11.27 (m, 1H), 8.32-8.07 (2s, 1H), 7.69 (m,
2H), 7.56 (m, 1H), 7.43 (m, 2H), 7.06 (m, 1H), 6.55 (m, 1H), 6.46 (m, 1H), 5.09 (s, 1H), 4.59 (s,

1H), 3.59 (m, 4H), 1.82 (m, 4H)
Dooooo

00D078. 000332000

00001. 000 2-(2,4-0000-6-(000000000-2-00)00000)I00
0ooooo

02,4-0000-6-(000000000-2-00)00000 (000 7-5)(200mg, 1.04mmo
DOODODOD 2-00000000(0.095mL, 1.14mmo)0 0000000 O0O0O0OO (327
mg, 1.14mmol)0 0000 O00O2m0 0000001000030 000000000000
000000000000 000000000000000000000000C@O0
000O00:0000 =1:3)00000000 2-R,4-0000-6-(000000000
-2-00)00000)I0000(145mg, 0.73mmol, 30%)0 O O O

Do0o0o00
D00D02. 2-(2,4-0000-6-(000000000-2-00)00000)000000
000000

0000 2-(2,4-0000-6-(000000000-2-00)00000)00000 (80mg

, 0.30mmol)0 00000 (0.02mL, 0.33mmol)0 EtOH 2mLO O 0 0 O O O 1000 O 60 O O
0000000000000 0000000002-(R,4-0000-6-(000000-00
0-2-00)00000)I0000000 (80mg, 100%)0 O O O

Do0o0o0Q

00003. (E)-N"-(IH-00000-6-00)0000)-2-(2,4-0000-6-(0 0000
0D000-2-00)00000)I00000000O00O
02-(2,4-0000-6-(000000000-2-00)00000)I0000000 (80mg,
0.30mmoO0 1IH-0 0 000 -6-0 00000 O (43mg, 0.32mmol)0 EtOH 2mLO0 0 0 O O O
D1000 0120 000000000000 0000O000O000O000O000000000
0000000000000 0000O000O00O0O000O000O000O00000000
(00000000 :0000 =1:1)00000 000 332(60mg, 51%)0 000
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'"H NMR (400 MHz, DMSO-d): 8 11.36 (m, 1H), 11.2 (m, 1H), 8.48-8.03 (2s, 1H), 7.70 (s,
0.5H), 7.50 (m, 4H), 7.39 (m, 0.5H), 6.85 (m, 2H), 6.47 (m, 1H), 4.74-4.31 (2s, 1H), 4.31 (m,
1H), 3.38 (m, 2H), 2.22 (m, 6H), 1.58 (m, 2H), 1.45 (m, 2H)

oooooQ
0D0D079. 000333000
02-(2-(000-3-00)-4,6-000000000)I0000000 (30mg, 0.12mmol)0
H-0O0O0O0D0-4-0000000 (17mg, 0.12mmol)0 EtOH 2ml0 0 O O O O O 900 O 60
0000000000000 00000000000000333(14mg, 31%)0 00 O

'H NMR (400 MHz, DMSO-dg): 5 11.48-11.43 (m, 1H), 11.34 (s, 1H), 8.43 (d,J= 10.6 Hz,
1H), 8.64-8.27 (2s, 1H), 7.72 (m, 1H), 7.48 (m, 2H), 7.39 (m, 1H), 7.24 (m, 2H), 7.01 (m, 1H),
6.98 (m, 1H), 4.74 (s, 1H), 4.23 (s, 1H), 2.27 (s, 3H), 2.24 (s, 3H)

Do0o0o0a0
0D0O080. 0ODO336000
02-(4-(000-3-00)-2,6-000000000)I000000O00 (30mg, 0.11mmol)0
IH-00000-4-0000000 (17mg, 0.15mmol)d EtOH 1mLO 0 O O O O O 900 O 100
0000000000000 00000000000000000000N00NO0(@On
0D:00000000 =1:1)000000 00 336(18mg, 41%)0 0 O O

'H NMR (400 MHz, DMSO-ds): 8 11.51 (bs, 1H), 11.35 (s, 1H), 8.35-8.27 (2s, 1H), 8.08 (m,
1H), 7.50 (m, 1H), 7.46 (m, 1H), 7.32 (m, 1H), 7.24 (m, 2H), 7.05 (m, 1H), 6.90 (m, 1H), 5.04
(s, 1H), 4.77 (s, 1H), 2.31 (d, J = 16.0 Hz, 3H), 2.16 (s, 3H)

oooooon
0D00e8l. 000337000
02-(2,6-0000-4-(000000000-3-00)00000)I0O00000O00 (50mg,
0.19mmol)0 IH-0 00 00 -4-0 00 0 0 0 O (100mg, 0.55mmol)0 EtOH 1mLO O O O O
0090030 000000000000000000000000000000000
000000000000 0O000000000000000000000000000
(00O00:00000000 =1:1) 00000000 337(31mg, 50%)0 0 0 O

'H NMR (400 MHz, DMSO-dg): 5 11.42 (bs, 1H), 11.29 (m, 1H), 8.55-8.16 (2s, 1H), 7.58 (m,
2H), 7.40 (m, 2H), 6.95 (m, 2H), 6.47 (m, 1H), 5.26 (s, 1H), 4.73 (s, 1H), 3.96 (m, 3H), 3.75 (m,
2H), 2.32 (s, 3H), 2.21 (s, 3H)

ooooao
0ods82. 000343000
ocooi1. 000 2-2-(ooooOo-3-0O0)0000-8-00000H)IDOOOOOO

O
O

0

O

02-(00000-3-00)0000-3-000(0006-12)(50mg, 0.28mmol)0 0 O O 2-
00000000 (.03m, 0.31mmol)J 0000000000000 (101mg, 0.31mmol)
00000000 WMOO0OC0OO00O00S80O0300000000000000000000
0000000O000000000000000000000000000000000
00000000000000@O000000:0000 =1:1) 00000000 2-
(2-(00000-3-00)0000-3-00000)00000 (48mg, 67%)0 0 00O
0ooooo0

00002 2-(2-(00000-3-00)0000-3-00000)I0000000000

O
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0000 2-(2-(00000-3-00)I000-3-00000)00000 (48mg, 0.19mmol
YOJOOOOO (0.0ImL, 0.21mmol)J EtOH 2mLlO0 000000900120 000000 O
0000000000000 O00O0O02-(2-(00000-3-00)0000-3-00000)
-00000000 (48mg, 100%)0 O O O

Do0o0o00

00003. (E)-N"-(H-00000-6-00)0000)-2-(2-(00000-3-00)00
00-3-00000)000000000000
02-(2-(00000-3-00)I000-3-00000)00000000(48ng, 0.19mmol)
O1H-00O000-6-0000000 (30mg, 0.21mmol)0 EtOH 2mLO0 0 0 O O O O 850 O 12
0000000000000 000000000DO0O00D0NO00D0NO00ONOooNoo@O
000000:0000 =1:1)000000 00 343(31mg, 42%)0 00 O

'"H NMR (400 MHz, DMSO-ds): 8 11.50 (m, 1H), 11.30 (m, 1H), 8.62-8.50 (m, 1H), 8.29-8.21
(m, 1H), 8.11 (s, 1H), 7.98 (m, 1H), 7.67 (m, 1H), 7.57 (m, 3H), 7.45 (m, 2H), 7.29 (m, 1H),
6.47 (m, 1H), 5.37 (s, 1H), 4.86 (s, 1H)

oooooo
00083. 000344000

D0001. 000 2-(2,4-0000-6-(00000-2-00)00000)I000000
00

02,4-0000-6-(00000-2-00)00000 (00O 0O06-13)(100mg, 0.49mmol)d O
00 2-00000000(0.05mL, 0.53mmoN0 000000000000 O(190mg, 0.5
3moDNODO0O0O0O00OO0WMOOCOOCOODCD10000100000000000000000
000000000000 000000000000000000000(@O00000
00:0000 =1:4)00000000 2-(2,4-0000-6-(00000-2-00)000
00)I0O00O0 (141mg,100%)0 O O O

oooooo

00002 2-(2,4-0000-6-(00000-2-00)00000)000000000001
00

0000 2-(2,4-0000-6-(00000-2-00)I0000)00000 (141mg, 0.51m
mol)0 0 OO OO (0.03mL, 0.56mmol)0 EtOH 2nl0 0 0000080 012000000 O
0000000000000 O000002-R.4-0000-6-(CO0000-2-00)-000
00)I0O00O00O0O0 (128mg,91%)0 0 O O

oooooo

00003. (E)-N"-(IH-00000-4-00)0000)-2-(2,4-0000-6-(0 0000
-2-00)00000)000000000000
02-(2,4-0000-6-(00000-2-00)J0000)I000000O00 (70mg, 0.25mmo
DOIH-00000-4-0000000 (40mg, 0.26mmol)0 EtOH 2mL0 O 0 O O O O 1000
0120 0000000000000000000000000000000000000 (
000O00000:0000 =1:1)00000 000 344(31mg, 31%)0 000

'H NMR (400 MHz, DMSO-ds): 8 11.42 (bs, 0.5H), 11.35 (m, 1.5H), 8.68 (s, 1H), 8.15 s,
0.5H), 7.61-7.59 (m, 2H), 7.35-7.05 (m, 7H), 6.49 (m, 0.5H), 4.72 (s, 1H), 4.25 (s, 1H), 2.28 (m,
6H)

ooOoooao

O00084. 0003450 00
02-(2,4-0000-6-(00000-2-00)I0000)I00O000OO0 (70mg, 0.25mmo
DO1H-000O00-6-0000000O (40mg, 0.26mmol)0 EtOH 2mLO O 0O O O O O 1000

1200000000000 00CO00D0O0O000000ODOODODDOOOOOOBODLC
ooobooooo:0000 1:1)00000000345(20mg, 20%)0 O 0O O

10

20

30

40

50



(55) JP 6139682 B2 2017.5.31

'"H NMR (400 MHz, DMSO-de): & 11.35 (m, 1H), 11.20 (m, 1H), 8.49-7.97 (2s, 1H), 7.71 (s,
1H), 7.61-7.34 (m, 6.5H), 7.16-7.09 (m, 1H), 7.02 (m, 1H), 6.44 (m, 1H), 4.65-4.20 (2s, 1H),
2.19 (m, 6H)

ocooooao

OoO0o8s. 0003460 00

ooooDi1. 000 2-(2-(o0O0-2-00)-4-00000000O0HY)OODODDOOOOO
o2-(0o00-2-00)-4-0000000D00O0O(@0O0O®BG-14)(205mg, 1.09mmol)0 0 O O 2-
0o0oooog0dg@-1mL, 1.08mmoH)0 00000 OOODOOOOO(1-05g, 3-24mmol)0T
ooooDoDoDOoO4m0000O0oOoooeoc0DOoODDDDooooooooDoODDOoDOooDoOg
oooooDoODOoOO0O0oO0oOoOoooooOoO0DDODO0DO0O0DOoO0oo(@UooOD:DOoO0O00O000
0 =9:)Hooooooog 2-2-(oo-2-00)-4-000000DO0OOHY0O0ODDOOQ
94mg, 68%)0 0O O O

Do0o0o00

00002. 2-(2-(C00-2-00)-4-000000000)000000000000
0000 2-(2-(000-2-00)-4-000000000)10000 (189mg, 0.72mmol)0
00000 (0.035mL, 0.72mmol)0 EtOH 2nLl0 00000090030 000000000
000000000000 0000000O000O01omMO0O000100000000000
000000002-(2-(000-2-00)4-000000000)000-00000 (146m
g, 80%)0 O OO

DO0o0o0a0

00003. (E)-N"-(IH-00000-4-00)0000)-2-2-(000-2-00)-4-000
000000)0O00O0O0O0O0O00O0O00
02-(2-(000-2-00)-4-000000000)I000000O00 (50mg, 0.19mmol)d 1H

-00000-4-0000000 (28mg, 0.19mmol)0 EtOH ImLO 0 0 00 0 0 900 O 40 O
0000000000000 0000000000000O000O00ONONoON(@OOn :
00000000 =1:1)00000 000 346(21mg, 28%)0 0 00O

'"H NMR (400 MHz, DMSO-ds): 8 11.57-11.54 (m, 1H), 11.34-11.28 (m, 1H), 8.27- 7.75 (2s,
1H), 7.74 (m, 1H), 7.30 (m, 3H), 7.17 (m, 5H), 6.98 (m, 1H), 6.61 (m, 1H), 5.26 (s, 1H), 4.73 (s,

1H), 3.76 (s, 3H)

0ooooo

00086. 000347000
02-2-(000-2-00)4-000000000)00000000(50mg, 0.19mmol)0 1H
-00000-6-0000000 (28mg, 0.19mmol)0 EtOH ImLO O 0 00 OO 900 O 40 O
00000000000000000000000000000000000C@O00:
00000000 =1:1)0000000 0 347(39mg, 53%)0 0 00

'"H NMR (400 MHz, DMSO-dg): & 11.50-11.47 (m, 1H), 11.32-11.28 (m, 1H), 8.30- 8.09 (2s,
1H), 7.75 (m, 2H), 7.65 (m, 1H), 7.31 (m, 4H), 7.06 (m, 1H), 6.87 (m, 1H), 6.60 (s, 1H), 6.46 (s,

1H), 5.20 (s, 1H), 4.70 (s, 1H), 3.76 (s, 3H)

0o0oooo

00087. 00035000

00001. 000 2-3-(000-2-00)00000)I00000000
03-(000-2-00)00000 (00 06-15)(183mg, 1.14mmol)0 000 2-0000 O
000 (.11mL, 1.14mmoN0 0000000000000 (556mg, 1.74mmol)0 00 O O
O002M000000090040000000000000000000000000
00000O0000000000000000000@@O00:00000000 =9:1
Y0OOODDOODDOO 2-(3-(000-2-00)00000)00000 (228ng, 86%)0 00 O
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0oooo
0002. 2-(3-(000-2-00)00000)0000000000000

000 2-(3-(000-2-00)00000)I0000(220mg, 0.95mmol)0 00 00O (
.05mL, 0.95mmol)J EtOH 2mL0 OO0 0D 0090 0200 00000000000000
000000000000 00001mMOO000100000000000000000
02-(3-(000-2-00)I0000)I0000000 (185mg, 84%)0 00 O
0oooo

0003. (E)-N"-(MH-00000-4-00)0000)-2-(3-(CO00-2-00)0000
YDOOOOoOOOoOooooo

2-(3-(000-2-00)00000)I0O0000O00 (50mg, 0.21mmol)0 1H-0 0 0 O O
-4-0000000(32mg, 0.2lmmoD)O ELOH im0 0 D OO0 OO0 900 0170000000
0000000000000 O00000000000000000@O00: 00000
000 =1:1) 00000000 356(47mg, 61%)0 0 O O

'H NMR (400 MHz, DMSO-dq): 8 11.54-11.49 (m, 1H), 11.41-11.38 (m, 1H), 8.58- 8.27 (s,
1H), 7.75 (m, 1H), 7.49 (m, 2H), 7.46 (m, 3H), 7.30 (m, 3H), 7.23 (m, 1H), 6.98 (m, 1H), 6.94
(m, 1H), 6.57 (m, 1H), 5.26 (s, 1H), 4.74 (s, 1H)

OO0 oOoooogooogao

oooooo
00088, 000358000

000O01. 000 2-(3-(0000-3-00)00000)0000000000
03-(0000-3-00)00000(0006-16)(379mg, 2.22mmoN0 000 2-000 O
0000 (.2mL, 2.22mmo)0 0000000000000 (1086mg, 3.33mmol)0 O O O
D0O0O0OSMOO0O0C0O0O00100004000000000000000000000000
0000000000000 O0000O00O00O00O00O0(@O00:00000000 =
7:3) 00000000 2-(3-(0000-3-00)I0000)I10000 (420mg, 78%)0
0oo

Dooooo

00002 2-(3-(0000-3-00)I0000)000000000000

0000 2-(3-(0000-3-00)00000)00000 (410mg, 1.69mmol)I 00 OO
0 (0.08mL, 1.69mmol)J EtOH 4mLO0 0 00D D0 D090 0200000000000 000
0000000000000 O00O00O001mO0001000000000000000
00002-(3-(0000-3-00)I0000)I0000000 (365mg, 89%)0 000
oooooo

00003. (E)-N"-((IH-0 0000 -4-00)0000)-2-(3-(0000-3-00)J00
00)I0O0DO0O0D0OOO0OOO0O0
02-(3-(0000-3-00)00000)I0000000(50mg, 0.20mmol)0 1H-0 0 O O
0-4-0000000 (30mg, 0.20mmol)0 EtOH ImLO 0 000009000170 0000 O
00000O0000O0000000000000358(39mg, 53%)0 000

'"H NMR (400 MHz, DMSO-de): 8 11.53 (bs, 1H), 11.39-11.34 (m, 1H), 8.90 (m, 1H), 8.58 (m,
1H), 8.57-8.26 (2s, 1H), 8.05 (m, 1H), 7.39 (m, 6H), 7.13 (m, 3H), 6.99 (m, 1H), 5.32 (s, 1H),
4.80 (s, 1H)

oooooo
00D089. 00035000
02-(3-(0000-3-00)00000)I000000O0(50mg, 0.21mmol)0 1H-0 0 O O
0-6-0000000(32ng, 0.21mmol)0 EtOH ImLO0 0 00000900 01700000 O
0000000000000 O00O00O00O000000000000(@O0D0:0000
0000 =1:1)0000 000 0 359(28mg, 38%)0 0 O O
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'H NMR (400 MHz, DMSO-de): 8 11.45-11.42 (m, 1H), 11.33-11.28 (m, 1H), 8.91 (m, 1H),
8.88 (m, 1H), 8.56-8.23 (s, 1H), 8.09 (m, 1H), 7.66 (m, 1H), 7.56 (m, 1H), 7.39 (m, 6H), 7.05
(m, 1H), 6.46 (m, 1H), 5.26 (s, 1H), 4.76 (s, 1H)

Do0o0o0Q0
0009. 000378000

0D0001. 000 2-@4-0000-2-000-6-(000000000-3-00)000000
yhoooooooao

04-0000-2-000-6-(000000000-3-00)00000 (000 7-4)(368mg, 10

1.87mmol)0 00000000000 (0.21nL, 2.25mmol)J 0000000000000
000000000 (915mg, 2.81mmoN0 0000000000000 O0OO0O0ODOOO
0000000000000 000000000000000000000000000
0000000000000 0000O000O00O0O000O000O000O00000000
0000000000000 O0O0(@OO0O0O0 ;0000/00000000, 9/1)00
000000 2-(4-0000-2-000-6-(000000000-3-00)00000)00

000 (415mg, 83%)0 0 0O

Do0o0o00

D0002. 2-4-0000-2-000-6-(000000000-3-00)I0000)100
D0000O00o00 20
D000 2-(4-0000-2-000-6-(000000000-3-00)00000)00000

0 (415mg, 1.55mmo)0 000000000 (@1.0p L, 3.93mmo)0 000000000
0000000000000 0000000000000000000000NONoonoon

oooooDoODOoOoooOo@OoOoooDO ;00000O00/00000, 9)) 000002
4-0000-2-000-6-(CO0D0D0O0O0O0O0O0-3-00)00000)Y00O0OO0O0ODODO (316
mg, 76)0 000 00000OOOO

oooooao

oooo3. (B)N-((H-OO0DDoDoD-e-00)oOooo)-2-(4-0000O-2-000-6-(C0
ooooDoDoOO0oO0-3-00)ooooo)Yooooooooooao
02-4-0000-2-000-6-(00000DDOO0OO-3-00)00ODOH)YODODOOO 30
0 (230mg, 0.86mmoHO0 0 00O OD0-6-0000000OOO0O (37mg, 0.94mmol)O O O O
oooo0ooOoODO0O000U0O0ooOoOoOoO0DDODO0DO00DU0DO0DO0OoDOoDoODoOoODoODDODOoOOoDOoDOg
oooooooo(@oo0oQ0 ;0000O0DDOO0 0000, 3/7)000O000O00O0DO378
(145mg, 45%)0 0 000 O00O0O0O0OO

'"H NMR (400 MHz, DMSO-dj): 8 11.48-11.44 (m, 1H), 11.35-11.23 (m, 1H), 8.48, 8.05 (2s,
1H), 7.72 (s, 0.5H), 7.59-7.27 (m, 3.5H), 6.96-6.88 (m, 2H), 6.47-6.43 (m, 1H), 4.77 (s, 1H),
4.34 (s, 3H), 4.02-3.92 (m, 2H), 3.77-3.73 (m, 2H), 3.53-3.43 (m, 2H), 2.26-2.20 (m, 7H), 1.89-
2.20 (m, 1H)

40
OoO0oo0oo0oo0oao
Oo0091. 000379000
02-4-00D00-2-000-6-(0000O0D0ODO-3-00)H)00O00O0HYDO0DOODODNO
0 (80.5mg, 0.30mmoH)O 0D OD0DOD-4-000000000O003(2-3mg, 0.36mmol)0 O O
go0oooooooobootootooooooooooooooooooooooOf0dnOaonOan
odoooooooo@oooo ;0000000D0:0000, 3/H0000O000O03
79(42mg, 360D 000 O0DO0OO0ODOO
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'H NMR (400 MHz, DMSO-dg): & 11.48-11.44 (m, 1H), 11.35-11.23 (m, 1H), 8.48, 8.05 (2s,
1H), 7.72 (s, 0.5H), 7.59-7.27 (mn, 3.5H), 6.96-6.88 (m, 2H), 6.47-6.41 (m, 1H), 4.75 (s, 1H),
431 (s, 3H), 4.02-3.92 (m, 2H), 3.75-3.71(m, 2H), 3.53-3.43 (m, 2H), 2.26-2.21 (m, 7H), 1.88-
2.22 (m, 1H)

gpboooog
O0o0o92. 000457000

00001. 000 2-(2,4-0000-6-(000000-2H-000-4-00)00000)0
Dooooooao 10
02,4-0000-6-(000000-2H-000-4-00)00000(0007-7)(156mg, 0.7
emmol)J 000 O0D0O0O0OO0O (0.089mL, 0.91mmo)D 000 O0O0C0OOCOOOCOO0O
00000000 (370mg, 1.14mmol)J 0 0000000000000 OO0O0O0O0O0
0000000000000 0000000000000O000NON0ONONooNooooon
0000000000000 0000O000O00O0O000O000O000O00000000
0000000000000 O00O0@O0O00 ;0000/00000000, 9/1)0
0000000 2-(2,4-0000-6-(U00000-2H-000-4-00)00000)00

000 (168mg, 80%)0 O O O

Do0o0o00

00002. 2-(2,4-0000-6-(000000-2H-000-4-00)00000)0000 20
Dooooooo

O

000 2-(2,4-0000-6-(000000-2H-000-4-00)00000)00000(
168mg, 0.60mmol)J 000 OO0 O0OOO(6.0p L, 0.72mo)0 000 O00O0O00O00O0
0000000000000 0000000000O000O000ON0ONONooNooonoon
0000000000000 000000000002-(.4-0000-6-(0O00000 -
2H-000-4-00)I0000)I0000000@l4mg, 6800000000000
Do0o0o0a0

00003. (E)-N"-(IH-00000-6-00)0000)-2-(2,4-0000-6-(0 0000
0-2H-000-4-00)00000)0000000000000
02-(2,4-0000-6-(000000-2H-000-4-00)00000)I0000000C 30
14mg, 0.4lmmo)0 00000 -6-000000 0000 (65.3mg, 0.45mmol)0 000 00O
0000000000000 0000O000O00O0O000O000O000O00000000
000000(@O0O0O0 ;00000000:0000=7:3)00000000 457(78mg
, 4700000000 O00O

'H NMR (400 MHz, DMSO-dg):  11.44-11.40 (m, 1H), 11.32-11.23 (m, 1H), 8.49 (s, 0.5H),
8.04 (2s, 0.45H), 7.72 (s, 0.53H), 7.60-7.26 (m, 3.5H), 6.93-6.88 (m, 2H), 6.48-6.43 (m, 1H),
4.77 (s, 0.9H), 4.33 (s, 1.1H), 3.91 (bs, 2H), 3.22-3.18 (m, 2H), 2.25-2.23(m, 6H), 1.67-1.61 (m,

4H)

40
000000
0000000200000 00001000000000108006500 018700000

0 0 2330 2720 2360 2520 2440 2450 2380 0 02890 0 0D OO OO ODOOO

[DOODO2]
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NH

H .
0/\[rN‘N/
0

{4 065
FLLPLTE
K,CO, N
1| l:o U :)D 0 O

OH o) C
0 NH Cl cl r ° =

N‘ s’
(8] N N = NH
/A\E: 0"y N
2, Nal, DMF o
& 244 I\
HN o
) it&th 245
\N/

oﬁ)

O | o
-
EDC, DMAP o N
O
L& 238
| = H - NH RIVLPLTEF [ = |/°H =
| N. = NH
o Y N N~ N. =
K,CO [0) N
o) 2 3 /\ror
it&m 187 it& 289
0Oo0o00oo0n

00093. 000233000

O0OO0OD0108(10mg, 1.52mmol)D 000 D0DODOOO35%C0.-6mL, 15.27mo)0 0 000 OO
(210mg, 1.52mmo)0 00 COCODOOOOO0OIMOOOOCCOOD4000480 0000000
oooboooooobooooobooooooboobooooobobooooboboooobooo
OO00Do0O0OO0oOO0O0oo0oDOO0OO0o0DOD233(110mg, 20%)0 O O O

'"H NMR (400 MHz, DMSO-dg): § 11.43-11.40 (m, 1H), 8.52 (s, 1H), 8.07-7.37 (m, 5H), 6.83
(d, J = 4.44 Hz, 2H), 6.45 (m, 1H), 6.45 (m, 2H), 5.52 (d, J = 15.5 Hz, 2H), 4.89 (s, 1H), 4.03
(s, 1H), 2.22 (m, 9H)

0ooooo

00094, 0002440 00

0000 065(510mg, 1.52mmol)0 0 0 00 00 00O 35%0.6mL, 15.2mmol)0 000 00 O
(210mg, 1.52mmol)J 00000000000 0000004000000000200
0000000O000000000000000000000000000000000
00000O0000000000@O000000:0000 =1:1)000000002
44(110mg, 20%)0 0 O O
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'H NMR (400 MHz, DMSO-dg): & 11.4 (m, 1H), 8.69-8.24 (2s, 1H), 7.67 (m, 1H), 7.50 (m,
1H), 7.22 (m, 3H), 6.83 (m, 2H), 6.45 (m, 1H), 5.54 (m, 2H), 4.83 (s, 1H), 4.36 (s, 1H), 2.31
(m, 9H)

oooDoo

Oo0o9es. O00o289000

OoOO0O0Oi187(11omg, 0.36mmo)D OO OO OOOOOO1.5mMO0O0ODDOOOOOOO0O
O (0.09mL, 1.08mmo)J 00 O0COCOODO (41mg, 0.36mmol)D 0000 DO4500 160 0O
Oo0o0oODDoDO0OO00O0O0OooooooODDOO00OOOOe289ong, 41%0 0 00

'"H NMR (400 MHz, DMSO-de): 8 11.56 (m, 1H), 8.51-8.27 (m, 1H), 8.02 (m, 1H), 7.66 (d, J
= 8.0 Hz, 1H), 7.51 (m, 1H), 7.31-6.97 (m, 4H), 5.75 (m, 2H), 5.42-4.76 (m, 2H), 2.43 (m,
3H)

Do0o0o0a0
0009. 000272000

0000 233(200mg, 0.55mmol)D 0 03-(000000)IO0O0O00O0OO0 (113mg, 0.60mm
oNDODO0D0OO2MO0 000030 0000000000000000000000000
0000000000000 000000000000000000000000000
000000000000 000000000000000000(0.04mL, 0.44mmol)O
0000000000 (at.)D000004000000000000000000000
0000000000000 000O00272(20mg, 0.03mmol, 32%)0 0 O O

'H NMR (400 MHz, DMSO-dg): & 11.49 (m, 1H), 8.55 (s, 0.5H), 7.88 (s, 0.5H), 7.81 (m, 3H),
7.69-7.63 (m, 1.5H), 7.57-7.51 (m, 1.5H), 7.41 (m, 3H), 6.83 (d, J = 12.0 Hz, 2H), 6.59 (m,
1H), 6.50 (d, ] = 1.80 Hz, 2H), 4.77 (s, 1H), 4.34 (s, 1H), 3.52 (m, 6H), 2.30 (m, 4H), 2.20 (m,
9H)

Do0o0o00
00097. 000245000

0000 244(33mg, 0.09mmol)0 0 03-(00C00O00)IOD0OOO0OO(17mg, 0.12mmol
YIOOOODO0.2nlOOODOOODO0O3000000000000000000000000
0000000000000 0000000000000000000000000000
0000000000000 000000000000000000O0(0.02mL, 0.24mmo
NDOODO0D0OO0OO0O0OO0OO00O(at.)J000004000000000000000000
0000000000000 0000000000000000000000000000
0000000000000 @@O0O00000:0000 =1:102:1)00000000
245(18mg, 58%)0 O O O

'H NMR (400 MHz, DMSO-de): 5 11.52-46 (m, 1H), 8.71-8.24 (2s, 1H), 7.89-7.76 (m, 3H),
7.70-7.65 (m, 1H), 7.44-7.23 (m, SH), 6.84 (m, 2H), 6.50 (d, ] = 14.7 Hz, 2H), 4.83 (s, 1H),
4.36 (s, 1H), 3.53-3.49 (m, 6H), 2.31 (m, 4H), 2.22 (m, 9H)

oooooo
00098, 000238000

000 O 244(20mg, 0.05mmol)O N,N-O0 OO0 OO O O O (6mg, 0.05mmol)0 EDC(24mg, 0.13
mmoD 00 04-00000000000(8mg, 0.03mmoDI 000000000000
0000 =4m:AMl0 00 0000200000000000000000000000
0000000000000 O0000000000000000000000000000
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00000 238(10mg, 44%)0 0 O O
'H NMR (400 MHz, DMSO-de: 8 11.4 (m, 1H), 8.70 (s, 0.5H), 8.23 (s, 0.5H), 7.74-7.56 (m,

2H), 7.34-7.21 (m, 3H), 6.84 (d, ] = 5.92 Hz, 2H), 6.27 (d, ] = 15.2 Hz, 2H), 4.83 (s, 1H),
4.36 (s, 1H), 2.19 (m, 15H)

ocooooao

00099. 000236000

0000 233(20mg, 0.06mmol)ON,N-O0 00O DO OO O (16mg, O0.15mmol)d EDC(28mg, 0.1
S5mmol)0 0 004-00000000000Amg, 0.03mmol)0 000 O0OODODODODOImLO
ooooools500400000000000000O0M0O0000OODOO1.5MO000
ooooDo30 0000000000 oooo0oooooDoDoDoDOoDoooooon
oooo0ooOoODO0O000U0O0ooOoOoOoO0DDODO0DO00DU0DO0DO0OoDOoDoODoOoODoODDODOoOOoDOoDOg
0O@ooDoDO00o0D: 000Do0o0=14H00000000236(10mg, 3719000 O

'H NMR (400 MHz, DMSO-dq): 8 11.52 (m, 1H), 8.54, 8.06 (s, 1H), 7.89 (s, 0.5H), 7.59-7.56
(m, 3H), 6.85 (d, J = 7.48 Hz, 2H), 6.5 (m, 1H), 6.45 (d, J = 18.0 Hz, 1H), 4.76 (s, 1H), 4.34
(s, 1H), 3.15 (d, T = 18.9 Hz, 2H), 2.19 (m, 15H)

ocooooao

00 0100. 0002520 00

0000 233(30mg, 0.08mmo)0 OO OO (Bmg, 0.08mmo)0 00O ODOCOOOODODO (8mg
, 0.08mmoD)0 000000000 DIMO0DO0DODODOO0OO0OO0O0DI2000000000000

ooooODoOOO0OO00O0O0O0oo0oooOoODODDOOOO0O0O0O00oOoDoDoOOODDOO0OO252(20mg
, 0.04mmol, 60%)0 O O O

'"H NMR (400 MHz, DMSO-dg): 8 11.47 (m, 1H), 8.69-8.24 (2s, 1H), 7.67-7.62 (m, 1H), 7.50
(m, 1H), 7.31-7.09 (m, 2.5H), 6.84 (d, J = 7.4 Hz, 2H), 6.77 (d, J = 3.2 Hz, 0.5H), 6.45 (m,
1H), 5.54 (n, 2H), 4.84 (s, 1H), 4.36 (s, 1H), 2.24 (m, 9H)

oooooad

oooboooo3s3moooooobbolmoooboooOononoes, 108, 2290 O O 3780 0O O
obooaie4, 177, 243, 195, 198, 201, 3750003800 00 000 O0DOODOO
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OH
I/A\V/OF' g:J‘/
- o) °N
K,CO,, DMF /\J
/
fe&m 195 HN
0 [
() 10
N
o
— o
o/\n/ °N
K,CO,, DMF 8
/
fkam 198 HN
N 20
cl A N
0 N
Cs,CO,, DMF /Ir
/
L& 201 HN
[
NaH, CHj! N
t)’ﬁ\jr’ N 30
DMF o
o k&M 375 N /
F
-
NaH, CH,l 0 Yy N
- o
DMF
o N /
L& 380 20

000 O 065(265mg, 0.79mmol)0 2-0 0 0 0 O O (336mg, 2.37mmo0 00000000 (
38mg, 1.58mmo)I 0000000000 E@I)IODDODOD9%0001200000000
0000000000000 O00O00O00O000000000000000000000
0000000000000 O0000000000000000000000000000

0 164(152mg, 0.42mmol, 53%)0 O O O
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'H NMR (400 MHz, DMSO-dg: & 8.18 (s, 0.5H), 7.48 (s, 0.5H), 7.36 (d, J = 3.0 Hz, 1H), 7.32
(m, 1H), 7.18 (m, 0.5H), 6.81 (s, 2H), 6.77 (d, ] = 3.0 Hz, 1H), 4.96 (s, 2H), 3.77 (s, 3H), 3.38
(s, 3H), 2.18 (s, 9H)

oooooQ
00D0102. 000375000

0000229(50mg, 0.13nmol)0 00 0000000000000 0O00O00O00O000O
0 (16.7mg, 0.38mmol)0 0000 OO (54.5mg, 0.38mmoN)0 0000000200000
000000000000 000000000000000000000@O000
000oO00O0/00000, 10/1)00000000375(8.5mg, 16%)0 00000000
00

'H NMR (400 MHz, DMSO-dg): 5 11.48-11.44 (m, 1H), 11.35-11.23 (m, 1H), 8.48, 8.05 (2s,
1H), 7.72 (s, 0.5H), 7.59-7.27 (m, 3.5H), 6.96-6.88 (m, 2H), 6.47-6.43 (m, 1H), 4.77 (s, 1H),
4.34 (s, 3H), 4.02-3.92 (m, 2H), 3.77-3.73 (m, 2H), 3.56 (s, 3H), 3.53-3.43 (m, 2H), 2.26-2.20
(m, 7H), 1.89-2.20 (m, 1H)

DO0o0o0a0
0D00103. 000380000

0000378(115mg, 0.28mmol)0 0 0000000000000 O00O0O0OO0OO0OOO
(36.9mg, 0.85mmol)0 00O OO O (0.53mL, 0.85mmol)J 0000000000 O0OO0O
0000000000000 000000000000000000000000000
000000000000 D0O0O0O0OO0OO0O(@O0O0D ;0000/00000000, 3
/HO00D000D00D0380(26Mmg, 22%)0 0000000000

'"H NMR (400 MHz, CDCls): 8 7.88 (s, 1H), 7.59 (d, 1 H, J = 8.3 Hz), 7.47 (s, LH), 7.43 (dd,
1H,71=823,13Hz),7.13(d, 1 H,T=3.0Hz), 6.88 (dd, | H, ] =9.5, 3.1 Hz), 6.79 (dd, 1 H,
=8.7,3.0 Hz), 6.49 (4, 1 H, ] = 3.0 Hz), 5.03, 5.01 (ABq, 2 H, J = 10.3, 15.8 Hz), 4.14-4.04
(m, 2H), 3.94-3.84 (m, 2H), 3.81 (s, 3H), 3.74-3.71 (m, 1H), 3.49 (s, 3H), 2.44-2.38 (m, 1H),
2.36 (s, 3H), 1.98-1.89 (m, 1H)

Do0o0o00
104. 000177000

0 065(265mg, 0.79mmol)0 2-0 0 0000 OO (0.12mL, 1.58mmo)0 0 0000 O
(436mg, 3.16mmoN0 0000000 C0O0O ()00 O0O00O0O0S5000120000
00000000000000000000000000000000000000
000000000000 0O000O000O0000000000000000000
0000 177(121mg, 0.32mmol, 41%)0 O O O

'H NMR (400 MHz, DMSO-dg: & 11.33 (bs, 1H), 8.37 (s, 1H), 7.44 (d, J = 7.92 Hz, 1H), 7.39
(t,J = 2.88 Hz, 1H), 7.26 (d, ] = 7.08 Hz, 1H), 7.12 (t, ] = 7.8 Hz, 1H), 6.82 (s, 2H), 6.79 (m,
1H), 4.99 (m, 2H), 4.96 (s, 2H), 4.14 (t, J = 5.76 Hz, 2H), 3.3 (m, 2H), 2.20 (s, 6H), 2.16 (s,
3H)

O Ooo0oooao
O 0Ooo0oooao
O 0Ooo

gboooaog

Oo0o0o0105. 0002195000

O0OO0D0108(265mg, 0.79mmo)D 2-0 0000000 (0-12mL, 1.58mmo)D O OO0 OO
O00@36mg, 3.16mmo)0 0 00 C0O0O0O0DOOO@mL)DOO0OOODOs000120000
gboobooooooobooboboobooooboboboboobooooobobobao
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0000000000000 O000000000000000000000000000
000000195(50mg, 17%)0 0 0 0O

'"H NMR (400 MHz, DMSO-dg: 8 11.27 (bs, 1H), 8.19 (s, 1H), 7.64 (s, 1H), 7.50 (d, J = 8.2
Hz, 1H), 7.39 (t, ] = 2.96 Hz, 1H), 7.30 (m, 1H), 6.83 (s, 2H), 6.41 (m, 1H), 4.9 (m, 1H), 4.88
(s 2H), 4.08 (t, ] = 6.28 Hz, 2H), 3.58 (m, 2H), 2.18 (d, J = 4.28 Hz, 9H)

oooooo
0DO0D0106. 000198000

0 00 O 108(100mg, 0.29mmol)0 4-(2-0 0 00 00 )00 0 OO (0.11g, 0.58mmol)0 O
00000000 (64mg, 1.2smoN)0 0000000000 @)D D O0O0O00 09001
20000000000000000000000000000000000000000
0000000000000 O0000000000000000000000000000
0019800 0O

'H NMR (400 MHz, DMSO-dg: § 11.26 (bs, 1H), 8.13 (s, 1H), 7.66 (s, 1H), 7.52 (d, J = 8.2
Hz, 1H), 7.39 (t, ] = 2.96 Hz, 1H), 7.30 (m, 1H), 6.82 (s, 2H), 6.41 (m, 1H), 4.87 (s, 2H), 4.16
(m 2H), 3.46 (m, 4H), 2.22 (d, J = 4.28 Hz, 9H)

ocooooao

O000i107. 000201000

00 00108040mg, 0.12mmol)0 1-(2-0 0000 O0)HYO0 OO O O (40mg, 0.24mmol)D O O
Oo0o00DDODO0OO0000O@@iemg, 0.36mmo) 0 00000 0O0O0OCOODODODOOOO 1000
0120000000000 000O0COODDDODODO0DO0DO0DODODO0DDODODOODDODDODOODOOO
oo0o0o0ooDoODO0000O0O0o0ooo0o0Oo0o0DDoDDODO0D00D0DO00OooDoDoDoDoODDOoODOoOOooODOog
00 201(17mg, 33%)0 0 OO

'"H NMR (400 MHz, DMSO-dg: 5 11.26 (bs, 1H), 8.11 (s, 1H), 7.65 (s, 1H), 7.52 (d, J = 8.2
Hz, 1H), 7.39 (t, J = 2.96 Hz, 1H), 7.31 (m, 1H), 6.82 (s, 2H), 6.4 (m, 1H), 4.87 (s, 2H), 4.15
(s, 2H), 2.53 (m, 6 H), 2.18 (d, ] = 3.2 Hz, 9H), 1.68 (m, 4 H)

ocooooao

OoO0108. 0DO0O0O2430 00

0O 000O065(30mg, 0.08mmol)O OO OO (9mg, 0.08mmo)D 00O DODOOOOO (A2mg, O
LOo08mmoDO OO0 O0O0DO0DOODO0OCOCO2MO000000000012000000000000
coooooboOoOoOOoOoOoooooooOoODbDOOO0OO0ODOoOoooooOOooODODDODOOOOO
oooooDoOOoOO0oO0oO0oOoOoooooOOoO0DODDODO0DO0O0DO0DO0OoooDoODOooODoODDODOOoDOoOg
0 243(517mg, 64%)0 0 O O

'H NMR (400 MHz, DMSO-dg): & 11.62 (m, 1H), 8.44-8.37 (m, 1H), 8.25 (s, 0.5H), 8.80 (m,
1H), 7.51-7.33 (m, 2.5H), 7.02 (d, J = 3.48 Hz, 0.5H), 6.85 (d, J = 5.8 Hz, 1H), 4.83 (s, 1H),
4.37 (s, 1H), 2.66 (m, 3H), 2.10 (m, 9H)

gbooooao
ooobOooo4000000072, 232, 237000230 0000000000

[DOOO4]
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n P ‘\N// H
~ o
oy N \ H o™ N \
o N RLLFPLTEFE 0 N
H THF, & ‘ )
. —
fe&4 014 . & 072 N
"OyN 0. ON O,;N
Bf/,\tr)( ~ o H,N-NH, H
OH O ta/—n, R 0" Y NH;
ACN o | o
4-1 4-2 4.3
0 =
NH
HJLj:fE}} OzN\I:;:I:/ HoN
H - —
N~ NH Zn N NH
o N -
. /\Tr /“\[:fij AOH o/\wr N
9714 o 0
44 fe & 232
o,
NC , _
Ho 1M NaOH, H,0, HN H
(o} N N. -~
/Ir EtOH/DMSO °/\c[)r N
HN-Z /
fe&m 237 ftam 239 HN
DoooOo0
000109. 000072000
0000 014¢100mg, 1.52mmoD)0 0 000 00 0 O (48.6mg, 1.62nmo)0 0 000 00 O
O00000000000002M00 (1.62mL, 3.24nmo)0 60 00000000000
0000000000000 000000000000000000000000000
00000000000 00000000000000000000000000000
000 072(6mg, 5%)0 0 0 O

1H NMR (400MHz, DMSO-d; § 11.4 (bs, 0.8H), 8.32-8.06 (m, 0.7H), 7.80-7.79 (m, 1H),
7.63-7.61 (m, 1H), 7.57-7.55 (m, 1H), 7.41-7.40 (m, 1H), 7.14-7.10 (m, 2H), 6.87-6.79 (m,
2H), 6.51-6.50 (m, 1H), 5.14-4.63 (m, 4H), 2.23-2.18 (m, 9H)

oooooo
Oo0o01i10. 000232000
oooo01. 000 2-,6-0000-4-0D0000000HX00000@DDO4-2)000

O

g2,6-0000

L, 5.98mmo)0 0000000000 (2.99, 8.97mmol) 0000000 O010mMO 0000
D080 D0120000000000000000000000000000000000
0000000000000 0000O00O0O00O0O00O0O0O0O0O0O0O0(@OOOOoOn
0D:0000 =1:1)00000000 2-(2,6-0000-4-00000000)000000
(682mg, 48%)0 0 O O

000000

D0O0D02. 2-(2,6-0000-4-00000000)I0000000C@004-3)000

O

-4-0 0000000 (1000mg, 5.98mmoNO0 00000000000 (0.6m
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00 2-(2,6-0000-4-00000000)00000 (300mg, 1.25mmol)d O O O
0000 (0.07mL, 1.40mmol)J EtOH 3mLO0 D 0D D 0090012000000 000
000000000000 0000@O0000O00:0000 =1:1)000002-(2,
000-4-000-00000)00000000(280mg, 96%)0 0 O O
0ooo
00003. (E)-N"-(IH-00000-4-00)0000)-2-(2,6-0000-4-00000
000) 00000000 @OO04-4)0000
02-(2,6-0000-4-00000000)00000000(289mg, 1.21mmol)0 1H-0 O
000-4-0000000(175mg, 1.21mmol)0 EtOH 3mLO0 000 000900 0 1200 0O
0000000000000 000000O0O0(@O0OO0ON0O0O0:0000 =1:1)00
000 (E)-N"-(IH-00000-4-00)0000)-2-(2,6-0000-4-00000000
YIOOOODOOO (127mg, 29%)0 0 O O
Do0o0o0a0
00004.(E)-N"-((IH-00000-4-00)0000)-2-(4-000-2,6-0000000
00)D0O000O00O0(@DOO0232)0000
O (E)-N"-((H-00000-4-00)0000)-2-(2,6-0000-4-00000000)0
0000000 (20mg, 0.05mmol)0 0 0O OO (74mg, 1mmol)O O 0 4ml0 0 00 O O O 60
0000000000000 0000000000000O0(@OOO0O0O0OO0DO0:0000
=2:1) 00000000 232(2ng, 11%)0 00 O

'H NMR (400 MHz, CD;0D): § 8.68 (s, 0.6H), 8.20 (s, 0.4H), 7.51-7.30 (m, 3H), 7.21-7.15
(m, 2H), 6.83 (m, 0.5H), 6.45 (d, ] = 8.04 H, 1.5H), 4.62 (s, 1H), 4.40 (s, 1H), 2.25 (s, 6H)

oooooao

gbo0d11a. ODO0D2390 00
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'H NMR (400 MHz, DMSO-dg): § 11.43 (d, J = 15.4 Hz, 1H), 11.32-11.21 (d, J = 40.9 Hz,
1H), 8.48-8.04 (2s, 1H), 7.84 (m, 1H), 7.71 (s, 0.5H), 7.29-7.22 (m, 1.5H), 6.45 (m, 1H), 4.85
(s, 1H), 4.42 (s, 1H), 2.30 (d, J = 5.16 Hz, 6H)
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