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oo-2H-000000-6-00)o00D00O-2-000

oooooo
ooooi-500o0boo0o0o0o0i1boo0ooobobobooooDboe2,3-00D00-6-(2-0D00O -5

-000000000-4-00)-2H-000000(@O000000010000000000
002,4-0000-5-0000000000002,3-0000-6-000-2H-000000
000)0O0004-(6-0000000-3-00)00000-1-00000¢tert-00000
0000000000O00ON-(B-(0O0000-1-00)-0000-2-00)-5-0000 -4-(
2,3-0000-2H-000000-6-00)I0000-2-00000001-500000MS(m
/7):419[M+H]*0 TH NMR (DMSO-dg): & : 11.68 (br, 1H), 9.75 (br, 2H), 9.37 (s, 1H)
, 8.80-8.78 (d, J = 8.0Hz, 1H), 8.75 (s, 1H), 8.00-7.97 (m, 2H), 7.72-7.69 (m, 2
H), 4.53 (s, 3H), 4.35-4.21 (m, 11H)O
Do0o0o0Q
000060
0O0O00O0I1-60N-(5-(4-00000000-1-000)-0000-2-00)-5-0000 -4-
(3-000000-[1,2,4]00000[4.,3-a]0000-6-00)00000-2-000
Do0o0o0ao
D0O0D0I-600000000100000000000003-000000-6-(2-000
-5-000000000-4-00)-[1,2,4]00000([4.3-a]0000(@ 00000001
0D00000000002,4-0000-5-0000000000003-000000-6-0
00-[1,2,4]00000([4,3-a]0 000000)00005-[(4-00000000-1-0
0)IOD]00O00-2-00000000000000000N-(G-@-00000000 -
1-000)-0000-2-00)-5-0000-4-(3-000000 -[1,2,4]100000 [4,3-a]
0000-6-00)00000-2-0000 1-60000 0MS(m/z):476[M+H]*0 *H NMR (DMS
0-dg): & : 11.93 (br, 1H), 11.61 (br, 1H), 9.67 (s, 1H), 9.37 (s, 1H), 8.83-8.79
(m, 2H), 8.51 (s, 1H), 7.79-7.77 (d, J = 8.0Hz, 1H), 7.03-7.01 (d, J = 8.0Hz, 1
H), 4.88-4.83 (m, 1H), 4.57 (s, 2H), 4.21-4.02 (m, 9H), 1.53-1.51 (d, J = 8.0Hz,
6H), 1.28-1.24 (t, J = 8.0Hz, 3H)O

Do0o0o00

000070
O0O00O0I1I-70N-(GG-(00000-1-00)-0000-2-00)-5-0000-4-(3-000
000-[1,2,4]00000([4,3-a]0000-6-00)00000-2-000

Do0o0o00
D00D0I1-700000000100000000000003-000000-6-(2-000

5-000000000-4-00)-[1,2,4]00000([4,3-a0 000000 4-(6-000
0000-3-00)00000-1-00000tert-00000000000000000N-
G-(00000-1-00)-0000-2-00)-5-0000-4-(3-000000 -[1,2,4]00
000[4,3-a]0 000 -6-00)00000-2-00000001-700000MS(n/z):434
[M+H]*O *H NMR (DMSO-dg): & : 11.69 (br, 1H), 9.81 (br, 2H), 9.67 (s, 1H), 9.38
(s, 1H), 8.82-8.78 (m, 2H), 8.48 (s, 1H), 7.79-7.75 (m, 2H), 4.33-4.20 (m, 9H),
1.51-1.49 (d, J = 8.0Hz, 6H)O

Dooooo
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00-8-000-9H-000-2-00)00000-2-000

00000
2-000-9-000000-8-000-9H-000(@00000001000001000
500mgd 2.38mmol)0 Pd(PPh3),Cl, (167mgd 0.24mmol)0 00000000 00O O (1.45g
2.50mmol)0 1,4-0000001mO0000000N00000008000500000
000000000000 000000000000000000000000/00
00001/3001/200 00002-0000000-9-000000-8-000-9H-000
700mg0 0 0 63.2%0 0 0 O O

0oooo

2-0000000-9-000000-8-000-9H-00 0 0 700mg0 1.51mmolC O 2,4-0
00-5-0000000000276mgd 1.65mmol0 O Pd(PPhs),Cl,0 110mgd 0.15mmol D
K,CO50 415mg0 3.04mmol0 0 1,4-0 0000 010mO0 00000 O0N,000 0000 80
600 000000000000H0050mO/0000005mO000000000
0000000000000 000000O00DO0DO0O0O0ONDONONOoooooon/00
00D01/3001/200 000000009-000000-8-000 -2-(2-000 -5-000
00D000-4-00)-9H-0 0 00 350mg0 O 0 76.1%0 O O O O MS(m/z):308 [M+H]*O
0DooxQ
001-8000000001000200000009-000000-8-000-2-(2-0
5-000000000-4-00)-9H-0000004-(6-0000000-3-00)00
00-1-00000tert-00000000000000000000ON-(G-(CO0O00O
-1-00)-0000-2-00)-5-0000-4-(9-000000-8-000-9H-000 -2-00
Y0ODOOO-2-00000001-800000MS(M/z):449[M+H]*0 TH NMR (DMSO-dg): &
: 11.68 (br, 1H), 9.83 (br, 2H), 9.81 (s, 1H), 9.39 (s, 1H), 8.85 (s, 1H), 8.02-
8.00 (d, J = 8.0Hz, 1H), 7.93-7.91 (d, J = 8.0Hz, 1H), 5.86-5.81 (m, 1H), 4.32-4
.20 (m, 8H), 2.85 (s, 3H), 1.55-1.54 (d, J = 4.0Hz, 6H)O

0ooooo
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00000 1-90N-GG-(A-00000000-1-000)-0000-2-00)-5-0000 -4-
(-0 00000-8-000-9H-000-2-00)00000-2-000

oooooo
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(-000-5-000000000-4-00)-9H-0000005-[(4-00000000-1-
00)IO0O0]0000-2-00000000000000000N-G-(4-0000000
0-1-000)-0000-2-00)-5-0000-4-(9-000000-8-000-9H-00 O -2-
00)J0000-2-00001-9000 0 0MS(m/z):491[M+H]*0 *H NMR (DMSO-dg): & :
11.95 (br, 1H), 11.64 (br, 1H), 9.82 (s, 1H), 9.38 (s, 1H), 8.84 (s, 1H), 8.05-8
.03 (d, J = 8.0Hz, 1H), 7.03-7.01 (d, J = 8.0Hz, 1H), 5.88-5.83 (m, 1H), 4.58 (s
, 2H), 4.21-4.02 (m, 13H), 1.54-1.53 (d, J = 4.0Hz, 6H), 1.28-1.24 (t, J = 8.0Hz
, 3M)O

0ooooo

0000 100
000O001-100N-(5-(00000-1-00)-0000-2-00)-5-0000-4-(5-00 10
0-6-000000000000-7-000000-7H-000[2,3-d]J00000-4-00)
O
O
O
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oool-iocooobobocooi1lbbobooooboooooboos-o0bobO-e-000b0000
ocoooooD-7-000000-4-2-0D00-5-000000000-4-00)-7H-0001[2
,3-dlj0o0o0o0o0@uoooopooosoopooooooooo2,4-0000-5-000000
oooooooz2-000-5-0000-6-000000O0O0O0O0O0DO0-7-O0OO0DODOO-7H-
ooo[2,3-dj00o0ooogoo)oobob4-(6-0000000=-3-00)H)oO00O000-1-0

10

20

30

40

50



(15) JP 6661048 B2 2020.3.11

DOO00Otert-0000000000000000ON-GG-(CO0O00O0-1-00)-0000
-2-00)-5-0000-4-(G-0000-6-000000000000-7-000000-7H-
000[2,3-d00000-4-00)00000-2-00000001-1000 00 O MS(m/z):
523[M+H]*0 *H NMR (DMSO-dg): & : 11.67 (br, 1H), 9.82 (br, 2H), 9.83 (s, 1H), 9.
37 (s, 1H), 8.83 (s, 1H), 8.02-8.00 (d, J = 8.0Hz, 1H), 7.94-7.92 (d, J = 8.0Hz,
1H), 5.85-5.82 (m, 1H), 4.32-4.20 (m, 14H), 1.56-1.55 (d, J = 4.0Hz, 6H)O
Dooooo
0000110
000O001-110N-(-(4-00000000-1-000)-0000-2-00)-5-0000 -4
(6-000-7-0000000-7H-000([2,3-d]00000-4-00)00000-2-00
0
Dooooo
000D01-1100000000100000000000006-000-7-0000000
4-(2-000-5-000000000-4-00)-7H-000[2,3-d]00000(C@OOO00
DooDl10000000000002,4-0000-5-0000000000006-000 -7-
0000000-4-000-7H-000[2,3-d]00000000)I00005-[(4-0000
0000-1-00)000]0000-2-00000000000000000N-(G-4-00
000O000-1-000)-0000-2-00)-5-0000-4-(6-000-7-0000000 -
7H-000[2,3-d]00000-4-00)00000-2-0000 1-110 00 O O MS(m/z):516
[M+H]*O TH NMR (DMSO-dg): & : 11.93 (br, 1H), 11.62 (br, 1H), 9.84 (s, 1H), 9.38
(s, 1H), 8.83 (s, 1H), 8.04-8.02 (d, J = 8.0Hz, 1H), 7.00-6.98 (d, J = 8.0Hz, 1
H), 6.63 (s, 1H), 4.89-4.83 (m, 1H), 4.59 (s, 2H), 4.21-4.03 (m, 10H), 2.10-1.68
(m, 11H), 1.26-1.22 (t, J = 8.0Hz, 3H)O
oooooo
0000120
000O001-120N-(5-(00000-1-00)-0000-2-00)-5-0000-4-(2-000
-3-0000000-24-7-00000000-6-00)00000-2-000
DoooooQ
00001-1200000000100000000000002-000-3-0000000
-6-(2-000-5-000000000-4-00)-2H-7-00000000(@CO0000000
1000000000002,4-0000-5-0000000000002-000-3-000
0000-6-000-2H-000000000)00004-(6-0000000-3-00)00
000-1-00000tert-00000000000000000N-(G-(@O0000-1-0
0)-0000-2-00)-5-0000-4-(-000-3-0000000-24-7-0000000
0-6-00)I0000-2-0000000 1-120 00 O O MS(M/z):474[M+H]*0 *H NMR (DM
S0-dg): & : 11.71 (br, 1H), 9.79 (br, 2H), 9.38 (s, 1H), 8.80-8.78 (d, J = 8.0Hz
, 1H), 8.73 (s, 1H), 7.58 (s, 1H), 7.23-7.19 (m, 2H), 4.47 (s, 3H), 4.36-4.21 (m
8H), 1.57-1.29 (m, 8H)O

ugboogood
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000O00-3-000000-4-0000-1H-000000-5-00)00000-2-000
0000 1-130 0 0 0 0 MS(M/z):494[M+H]*0 H NMR (DMSO-dg): & : 12.11 (br, 2H), 1
1.68 (br, 1H), 9.71 (br, 2H), 9.39 (s, 1H), 8.68-8.66 (d, J = 8.0Hz, 1H), 8.02-8
.00 (d, J = 8.0Hz, 1H), 7.95 (s, 1H), 7.73-7.69 (m, 2H), 4.87-4.82 (m, 1H), 3.67
-3.46 (m, 8H), 1.24-1.20 (d, J = 8.0Hz, 6H)O

oooooao

obooisd
ocoooOoI1I-140N-GG-(00C00-1-00)-0D0O0O0O0-2-00)-5-0000-4-(2-000
ocooo-2-000000000O0OO-H-ODO0O0O0O0-5-00)H)000D0OD0-2-000
gboooood
ooool-4wwooobooooiboooooooboooobobo1l-ooboobooo-2-000
ocooooobooOoO0-5--000-5-000000000-4-00)-H-0ODDO0D0DO0O@OO
goobooiljoooooooooboz2,4-0000-5-0000000D0OC0O0O0O01-0000
gboobo-2-00000000000DO0-S-0000000000000-1H-00D0O0DOO0
oooobooooooboooooobooboboouo2-bb0o0ooboooOooboDbD-5-000-1H-00
ocooooODbOOO0OO0O0O0O0O0oooD4-(6-0O00D0O0O0O0O0-8-00)H)oOODD-1-00000

tert-0 00 0000000000000 ON-(B-(0O0O000-1-00)-0000 -2-00)
5-0000-4-(1-0000000-2-000000000000-1H-00000-5-00)
00000-2-00000001-1400 00 0 MS(M/z):529[M+H]*0 *H NMR (DMSO-dg): &
: 11.66 (br, 1H), 9.71 (br, 2H), 9.38 (s, 1H), 8.78 (s, 1H), 8.67-8.65 (d, J = 8
.OHz, 1H), 8.01-7.97 (m, 2H), 7.93 (s, 1H), 7.71-7.69 (m, 2H), 4.88-4.82 (m, 1H)
, 3.68-3.46 (m, 14H), 2.01-1.68 (m, 8H)O

oooooo

0000150
000O001-150N-(5-(4-00000000-1-000)-0000-2-00)-5-000 -4-(
1-(3-0000)-2-0000-1H-00000-5-00)00000-2-000

oooooQ
DO00O01-1500000000100000000000001-(3-0000)-2-0000
5-(2-000-5-000000000-4-00)-1H-00000(@O00000001000
000O000002,4-0000-5-0000000000001-(3-0000)-2-0000
5-0000000000000-1H-0000000000003-00000000002
-0000-5-000-1H-000000000000000005-[(4-00000000 -1
-00)I0D0]0000-2-0000000000000000N-G-@-00000000
-1-000)-0000-2-00)-5-000-4-(1-(3-0000)2-0000-1H-00000 -
5-00)00000-2-00001-150 00 0 0 MS(m/z):547 [M+H]*O *H NMR (DMSO-dg):
& : 11.91 (br, 1H), 11.62 (br, 1H), 9.38 (s, 1H), 8.76-8.75 (d, J = 4.0Hz, 1H),
8.60 (s, 1H), 8.40 (s, 1H), 8.37-8.34 (m, 2H), 7.97-7.95 (d, J = 8.0Hz, 1H), 7.6
6-7.64 (d, J = 8.0Hz, 1H), 4.87-4.82 (m, 1H), 4.56 (s, 2H), 4.40-4.21(m, 8H), 2.
42 (s, 3H), 2.37 (s, 3H), 2.03-1.98 (m, 4H), 1.02-0.98 (m, 6H)O

0ooooo

0000160
000O001-160N-(5-(4-00000000000-1-000)-0000-2-00)-4-(1,2
-0000-3-000000000-1H-00000-5-00)00000-2-000
oooooQ
DO00O01-1600000000100000000000001,2-0000-3-00000
000O0-5-(2-000-00000-4-00)-1H-00000(@ 000000010000
000O00002,4-0000-000000001,2-0000-3-000000000 -5-
00000000000 O00-1H-0000000000000000000002-000
-3-000000000-5-000-1H-000000000000000005-[(4-000
000O00O000-1-00)000]0000-2-0000000000000000N-G-(
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4-00000000000-1-000)-0000-2-00)-4-(1,2-0000-3-00000
000O0-1H-00000-5-00)I00000-2-00001-1600 00 0 MS(m/z): 524[M+
H]*O H NMR (DMSO-dg): & : 11.90 (br, 1H), 11.63 (br, 1H), 9.35 (s, 1H), 8.78-8.
77 (d, J = 4.0Hz, 1H), 8.58 (s, 1H), 8.38-8.35 (m, 2H), 7.93-7.88 (m, 2H), 7.35
(s, 1H), 4.57 (s, 2H), 4.52 (s, 3H), 4.42-4.19 (m, 12H), 1.25-1.21 (d, J = 8.0Hz
6H) O
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0-4-(1-00000D0O0-2-000-3-000000-1H-ODOO0OO0OO-5-00)00000

-2-000

uboogood
gooboi-xzvooobobooooiboooobooooobobol-oobooboOoo-2-000
-3-jgopoooo-5-(-000-ooooo0-4-00)-1H-00O00O0@ODDODOOOLO
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ooooobooouo2,4-0000-5-0000-0D0000O0DO1-00DDOOOO-2-
0-3s-0b0oooo-5-000oobobobo0ooboboo-1H-000000DO00O0OO000OO0
gboooogoboboi1-oo0oogobob-2-000-5-000-1H-000000000
oooooO0sS-[@-0oopoooooobooo0-1-gg)oooloooo-2-0000
oooDoOoO0oo0o0oO0oooN-G-¢-0O0O0O0O0O00ooopoobb-1-0D00)-0000 -2-

0)-5-0000-4-(1-0000000-2-000-3-000000-1H-0000 0 -5-0
0)00O000-2-00001-1700 00 0 MS(m/z): 552[M+H]*0 *H NMR (DMSO-dg): & :
11.91 (br, 1H), 11.62 (br, 1H), 9.33 (s, 1H), 8.78-8.75 (m, 2H), 8.39-8.36 (m, 2
H), 7.91-7.88 (m, 1H), 7.37 (s, 1H), 4.56 (s, 2H), 4.43-4.19 (m, 10H), 1.25-1.20

O

I Ry |

O

(m, 7H), 0.95-0.82 (m, 8H)O

good
0 0 180
oool-180N-(G-(¢4-00000DOO0OOODO-1-00D0)-0000-2-00)-5-0O0
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0-5-2-000-00000-4-00)-1H-00000@OODODOODODO1I00000
ooooz2,4-0000-5-0000-0000DO0O0COO0O1-0000O0O0-3-00000
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03-0000000-5-000-1H-0000000000CCODODDOO0OS-[@-00
ocooooooo0o-1-gg)oooljooobo-2-0000000C0OO0OO0ODODOOOOO

N-(5-(4-0 00 000000000-1-000)-0000-2-00)-5-0000 -4-(1-00
000D0-3-0000000-1H-00000-5-00)00000-2-00001-180000
0 MS(m/z): 594[M+H]*0 *H NMR (DMSO-dg): & : 11.91 (br, 1H), 11.62 (br, 1H), 9.35

(s, 1H), 8.79-8.76 (m, 2H), 8.57 (s, 1H), 8.39-8.36 (m, 2H), 7.90-7.88 (d, J

8.0Hz, 1H), 7.35 (s, 1H), 4.88-4.82 (m, 1H), 4.57 (s, 2H), 4.43-4.13 (m, 15H), 1
.25-1.01 (m, 17H)O
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0000002,4-0000-5-0000-000000001-0000000-3-0000
00-5-0000000000000-1H-000000000000000000000
00003-000000-5-000-1H-000000000000000005-[(4-00
00000O00O000-1-00)000]0000-2-00000000000000000
N-G-(4-000000000000-1-000)-0000-2-00)-5-0000-4-(1-00
00000-3-000000-1H-00000-5-00)00000-2-00001-190000
0 MS(M/z): 622[M+H]*0 *H NMR (DMSO-dg): & : 11.92 (br, 1H), 11.63 (br, 1H), 9.37
(s, 1H), 8.80-8.78 (d, J = 8.0Hz, 1H), 8.57 (s, 1H), 8.39-8.36 (m, 2H), 7.90-7.
88 (d, J = 8.0Hz, 1H), 7.67-7.65 (d, J = 8.0Hz, 1H), 7.37 (s, 1H), 4.83-4.68 (m,
3H), 4.60-4.56 (m, 1H), 4.45-4_.11 (m, 15H), 1.27-1.01 (m, 20H)O
0oooo
0 200
001-200N-(5-(4-000000000000-1-000)-0000-2-00)-5-0
-4-(1-0000000-3-0000-1H-00000-5-00)00000-2-000
ooo
001-2000000000100000000000001-0000000-3-000
-5-(2-000-00000-4-00)-1H-00000(@000000010000000
0002,4-0000-5-0000-000000001-0000000-3-0000 -5-0
00000000000-1H-000000000000000000000000A0 3-
000-5-000-1H-000000000000000005-[(4-0000000000
O
0
O

O 0Ooo0ooao
O 0O oo

0-1-00)000]0000-2-0000000000000000N-(G-4-0000
000000-1-000)-0000-2-00)-5-0000-4-(1-0000000-3-0
0-1H-00000-5-00)00000-2-0000 1-200 00 0 O MS(m/z): 610[M+H]
*0 'H NMR (DMSO-dg): & : 11.91 (br, 1H), 11.63 (br, 1H), 9.57 (s, 1H), 9.35 (s,
1H), 8.81-8.79 (d, J = 8.0Hz, 1H), 8.57 (s, 1H), 8.41-8.37 (m, 2H), 7.90-7.88 (d
, J = 8.0Hz, 1H), 7.66-7.65 (d, J = 4.0Hz, 1H), 4.81-4.69 (m, 3H), 4.43-4.21 (m,
12H), 1.29-1.03 (m, 20H)O
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oooooo2,4-0000-5-0000-000000001-000D0C0CO0-2-000000
oo-5-0000o0ooboobcooo0oboo0o-1H-000000DO0C0CO0OO00DbOOO0OO0OO0DbODOOOO
ooobz2-000o0bDOO0-5-0D0C0C-1H-0D000O0O0DO0DOOOODOOOObB-4-0OO
ocooooDoOoO0O0-1-00)oooo-2-0000000000CO0ODDOOON-G-4-O
cooooooOoO0oO0o-1-o0)-0O00D-2-00)-5-0000-4-(2-000000-2-0

000O00O0-H-00000-5-00)00000-2-00001-2100 00 0MS(m/z): 55
A[M+H]*O TH NMR (DMSO-dg): & : 11.92 (br, 1H), 11.65 (br, 1H), 9.38 (s, 1H), 8.8
0-8.78 (d, J = 8.0Hz, 1H), 8.56 (s, 1H), 8.40-8.37 (m, 2H), 7.90-7.88 (d, J = 8.
OHz, 1H), 7.67-7.65 (d, J = 8.0Hz, 1H), 7.37 (s, 1H), 5.81-5.70 (m, 1H), 4.41-4.
21 (m, 10H), 1.57-1.02 (m, 20H)O

DoooooQ

0000220
000O001-220N-(5-(4-00000000-1-000)-0000-2-00)-5-0000 -4
-(1-0000000-2-000000000000-1H-00000-5-00)00000-2-
0oo

oooooo
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00001-2200000000100000000000001-0000000-2-000
00000O0000-5-(2-000-5-000000000-4-00)-1H-000000005
-[(4-000D00000-1-00)000]0000-2-0000000000000000
ON-G-(4-00000000-1-000)-0000-2-00)-5-0000-4-(1-00000
00-2-000000000000-1H-00000-5-00)00000-2-0000 1-220
00 00MS(M/z): 572[M+H]*0 *H NMR (DMSO-dg): & : 11.92 (br, 1H), 11.65 (br, 1H)
, 9.37 (s, 1H), 8.78-8.76 (d, J = 8.0Hz, 1H), 8.59 (s, 1H), 8.39-8.36 (m, 2H), 7
.98-7.96 (m, 2H), 7.67-7.65 (d, J = 8.0Hz, 1H), 4.89-4.83 (m, 1H), 4.57 (s, 2H),
4.21 (s, 6H), 3.68-3.48 (m, 10H), 2.02-1.69 (m, 8H), 1.26-1.22 (t, J = 8.0Hz, 3
HO

oooDoo

0000230
ooooDI1-230N-GG-(00000-1-00)-0000-2-00)-5-0000-4-1-000
ooo0-2-0000-1H-00000-5-00)00000-2-0000

oooooo
oooboi-2800oboocooboi1bocoooobooocooooboobol-oo0obooboOo-2-00000

O
5-(2-000-5-000000000-4-00)-1H-00000(@O00CO000001000
0D00D00O0002,4-0000-5-0000000000001-000000-2-0000
-5-0000000000000-1H-00000000000000000000000
002-0000-5-000-1H-000000000000)00004-(6-0000000 -
3-00)I0000-1-00000tert-00000000000000000N-G-(00
000-1-00)-0000-2-00)-5-0000-4-(1-000000-2-0000-1H-00
000-5-00)I00000-2-00000001-2300000MS(m/z): 474[M+H]*O *H NM
R (DMSO-dg): & : 11.69 (br, 1H), 9.75 (br, 2H), 9.38 (s, 1H), 8.82 (s, 1H), 8.69
-8.67 (d, J = 8.0Hz, 1H), 8.01-7.97 (m, 2H), 7.92 (s, 1H), 7.73-7.69 (m, 2H), 4.
89-4.83 (m, 1H), 3.69-3.48 (m, 8H), 2.75 (s, 3H), 1.67-1.65 (d, J = 8.0Hz, 6H)O
oooooQ

0000 240
000O001-240N-(5-(4-00000000-1-000)-0000-2-00)-5-0000 -4
-(1-000000-2-0000-1H-00000-5-00)00000-2-000

oooooo
00001-2400000000100000000000001-000000-2-0000
-5-(2-000-5-000000000-4-00)-1H-000000005-[(4-000000
00-1-00)000]J]0000-2-00000000000000000N-(G-@-0000
0000-1-000)-0000-2-00)-5-0000-4-(1-000000-2-000 0 -1H-
000O00-5-00)I00000-2-00001-2400 00 0MS(m/z): 516[M+H]*0 TH NMR
(DMSO-dg): & : 11.93 (br, 1H), 11.67 (br, 1H), 9.36 (s, 1H), 8.78-8.76 (d, J = 8
_OHz, 1H), 8.58 (s, 1H), 8.39-8.36 (m, 2H), 7.98-7.95 (m, 2H), 7.67-7.65 (d, J =
8.0Hz, 1H), 4.89-4.82 (m, 1H), 4.58 (s, 2H), 3.68-3.51 (m, 10H), 2.67 (s, 3H),

1.67-1.65 (d, J = 8.0Hz, 6H), 1.27-1.23 (t, J = 8.0Hz, 3H)O

oooooo

0000250
000O001-250N-(5-(00000-1-00)-0000-2-00)-5-0000-4-(1-000
000-2-000000000000-1H-4-0000000-5-00)00000-2-000
DoooooQ
000D01-2500000000100000000000001-000000-2-0000
00000000-5-(2-000-5-000000000-4-00)-1H-4-0000000 (O
000000010 00000000002,4-0000-5-0000000000001-0
000O00-2-000000000000-5-0000000000000-1H-4-0000
000000000000 000000000002-000000000000-5-00
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0-1H-4-00000000000000)I0004(6-0000000-3-00)00000
0-1-00000tert-00000000000000000N-(G-(CO0000-1-00)-
0000-2-00)-5-0000-4-(1-000000-2-000000000000-1H-4-0
000000-5-00)00000-2-00000001-2500000MS(m/z): 504[M+H]*
0 TH NMR (DMSO-dg): & : 11.69 (br, 1H), 9.77 (br, 2H), 9.39 (s, 1H), 8.82 (s, 1H
), 8.69-8.67 (d, J = 8.0Hz, 1H), 8.01-7.98 (m, 1H), 7.92 (s, 1H), 7.73-7.69 (m,
1H), 6.87 (s, 1H), 4.82-4.51 (m, 15H), 1.67-1.65 (d, J = 8.0Hz, 6H)O
Dooooo

0000260
O00001-260N-(5-(4-00000000-1-000)-0000-2-00)-5-0000 -4
-(1-000000-2-000000000000-1H4-0000000-5-00)0000
0-2-000

oooooo

00001260 0000000100000000000001-000000-2-0000
000D00O000-5-(2-000-5-000000000-4-00)-1H-4-0000000 0
005 [(4-00000000-1-00)I000]10000-2-00000000000000
OO0ON-G-(4-00000000-1-000)-0000-2-00)-5-0000-4-1-000
000-2-000000000000-1H-4-0000000-5-00)00000-2-000
0 1-260 0 0 O O MS(m/z): 546[M+H]*0 TH NMR (DMSO-dg): & : 11.92 (br, 1H), 11.68
(br, 1H), 9.38 (s, 1H), 8.78-8.76 (d, J = 8.0Hz, 1H), 8.57 (s, 1H), 8.39-8.36 (m
, 2H), 7.98-7.97 (m, 1H), 7.67-7.65 (d, J = 8.0Hz, 1H), 4.89-4.83 (m, 1H), 4.59
(s, 2H), 4.21 (s, 6H), 3.68-3.53 (m, 10H), 2.67 (s, 3H), 1.67-1.66 (d, J = 4.0Hz
, 6H), 1.29-1.25 (t, J = 8.0Hz, 3H)O

oooooo

0000270
000O001-270N-(5-(4-00000000-1-000)-0000-2-00)-5-0000 -4
-(1-000000-2-000000000000-1H4-000000000-5-00)00
0D00-2-000

oooooao

goooboi-2voooboboooboiboooooboocooobobol-o0oboboOo-2-00000
oooooDoOoO0-5-(2-000-5-000000000-4-00)-1H4-00000000
ocooos-[@¢-00oogoooo-1-0O0) oo ooo-2-D00C0O0ODDOOOOOO
oooo0OON-(b-(¢-000O0O0O0O0O0O-1-DOO0)Y-0000-2-00)-5-0000 -4-1-0O0
ooooo-2-00000000DOO0O0-1H4-0000-00000-5-00)0DODOO

—2-00001-270 00 0 0 MS(M/z): 563[M+H]*0 *H NMR (DMSO-dg): & : 11.91 (br, 1H
), 11.69 (br, 1H), 9.37 (s, 1H), 8.78-8.76 (d, J = 8.0Hz, 1H), 8.58 (s, 1H), 8.3
9-8.36 (m, 2H), 7.99-7.97 (d, J = 8.0Hz, 1H), 7.67-7.65 (d, J = 8.0Hz, 1H), 4.89
-4.83 (m, 1H), 4.57 (s, 2H), 4.23 (s, 6H), 3.68-3.52 (m, 10H), 2.67 (s, 3H), 1.6
.67 (d, J = 4.0Hz, 6H), 1.29-1.25 (t, J = 8.0Hz, 3H)O

afislalls

0 0 280
0O0O01-280N-(5-(00000-1-00)-0000-2-00)-5-0000-4-(1-000
0-2-000000000000-1H-4-000000000-5-00)00000 -2-0

Ooooooooooooge.

OoOooo0ogao
O 0Ooo0oo0ogao

00
1-2800000000100000000000001-000000-2-0000
0000-5-(2-000-5-000000000-4-00)-1H-4-0000000010
4-(6-0000000-3-00)00000-1-00000tert-00000000
D00O0O0ON-(5-(00000-1-00)-0000-2-00)-5-0000-4-(1-00
-2-000000000000-1H-4-000000000-5-00)00000-2-

OoOoooo4gogoogo e
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0000000 1-2800000MS(M/z): 521[M+H]*0 *H NMR (DMSO-dg): & : 11.67 (br,

1H), 9.76 (br, 2H), 9.41 (s, 1H), 8.85 (s, 1H), 8.69-8.67 (d, J = 8.0Hz, 1H), 8
.00-7.98 (d, J = 8.0Hz, 1H), 7.92 (s, 1H), 7.73-7.69 (m, 2H), 4.89-4.82 (m, 1H),
4.77-4.62 (m, 14H), 1.68-1.66 (d, J = 8.0Hz, 6H)O

ugboogood

0 oono2o0
oooooimr-290N-G-(O0O0o00-1-00)-0000-2-00)-5-0000-4-2-000
ocooo-3-0000-2”H-7-00C0OD0ODOOO-6-00)000C0O0O-2-000

oooooo
gboo=-2900000000100b0o0obobobooooDo2-0bobobooOo-3-000
0-6-R-000-5-000000000-4-00)-2H-7-0000Q0OCOD@ODOOOOOO
gijgoooooooboooo2,40000-5-00000000000D02-000D0O000

-3-0000-6-000-2H-7-00000000000)00004-(6-0000000-3-
00)00O000-1-00000tert-00000000000000000N-(G-(0O0O
00-1-00)-0000-2-00)-5-0000-4-(2-0000000-3-0000-2H-7-0
0000000-6-00)00000-2-00000001-2900000MS(m/z): 474[M+H]
*0 'H NMR (DMSO-dg): & : 11.69 (br, 1H), 9.78 (br, 2H), 9.35 (s, 1H), 8.80-8.78
(d, J = 8.0Hz, 1H), 8.76 (s, 1H), 8.00-7.98 (d, J = 8.0Hz, 1H), 7.71-7.68 (m, 2H
). 4.41-4.21 (m, 8H), 3.58-3.52 (m, 1H), 2.87 (s, 3H), 1.02-0.88 (m, 4H)O
Do0o0o0a0

0000 300
00O00O01-300N-(5-(00000-1-00)-0000-2-00)-5-0000-4-(2-000
-3-000000-2H-7-000-000000-6-00)00000-2-000

000000
0D00D01-3000000000100000000000002-000-3-000000 -7
-000-6-(2-000-5-000000000-4-00)-2H-0000000004-(6-00
00000-3-00)00000-1-00000tert-00000000000000000
N-(5-(C000D0-1-00)-0000-2-00)-5-0000-4-(2-000-3-000000 -
2H-7-000-000000-6-00)00000-2-00000001-3000000MS(m/z)
: 482[M+H]*0 TH NMR (DMSO-dg): & : 11.71 (br, 1H), 9.80 (br, 2H), 9.37 (s, 1H),
8.80-8.78 (d, J = 8.0Hz, 1H), 8.77 (s, 1H), 8.00-7.98 (d, J = 8.0Hz, 1H), 7.71-7
.67 (m, 2H), 4.79(s, 3H), 4.41-4.20 (m, 9H), 1.68-1.66 (d, J = 8.0Hz, 6H)O
DO0o0o0a0

0000 310
00O00O01-310N-(5-(00000-1-00)-0000-2-00)-5-0000-4-(2-000
-3-000000000000-2H-7-0000-000000-6-00)00000-2-00

O
DoooooQ
000D01-300000000100000000000002-000-3-0000000
00000-7-0000-6-(2-000-5-000000000-4-00)-2H-0000000
004-(6-0000000-3-00)00000-1-00000tert-00000000001
00000O0O0ON-GB-(UO00O00-1-00)-0000-2-00)-5-0000 -4-(2-000 -3
-000000000000-2H-7-0000-000000-6-00)00000-2-000
0000 1-3100 00 0 MS(n/z): 494[M+H]*0 TH NMR (DMSO-dg): & : 11.70 (br, 1H),
9.81 (br, 2H), 9.37 (s, 1H), 8.80-8.78 (d, J = 8.0Hz, 1H), 8.79 (s, 1H), 8.00-7.
98 (d, J = 8.0Hz, 1H), 7.72-7.69 (m, 2H), 4.78 (s, 3H), 4.41-4.18 (m, 14H)O
oooooo

0000320
000O001-320N-(5-(00000-1-00)-0000-2-00)-5-0000-4-1-000
0-3-0000000-8-0000-0000T([1,5-a]0000-6-00)00000-2-00
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0
oooooo
00001-3200000000100000000000001-0000-3-000000
0-8-0000-6-(2-000-5-000000000-4-00)-00007([1,5-a]0000 -6
-00)I00D0O00O004(6-0000000-3-00)00000-1-0000 0 tert-0
0000000000000 O00ON-(-(00000-1-00)-0000 -2-00)-5-00
00-4-(1-0000-3-0000000-8-0000-0000([1,5-a]0 000 -6-00 )0
0000-2-00000001-3200000MS(m/z): 491[M+H]*0 *H NMR (DMSO-dg): & -
11.71 (br, 1H), 9.79 (br, 2H), 9.71 (s, 1H), 9.38 (s, 1H), 8.21 (s, 1H), 7.79-7
.75 (m, 2H), 7.21 (s, 1H), 4.32-4.20 (m, 8H), 2.79 (s, 3H), 2.01-1.51 (m, 5H)O
DoooooQ
0000330
000O001-330N-(5-(4-00000000-1-000)-0000-2-00)-5-0000 -4
-(-000000000-[1,2,4]00000([4,3-al0000-6-00)00000-2-00
O
oooooo
0O0001-3300000000100000000000003-000000000-6-Q2
-000-5-000000000-4-00)-[1,2,4]00000[4,3-a]0000@Q 0000
0001000000000002,4-0000-5-0000000000003-00000
000O0-6-000-[1,2,4]00000([4,3-a]0000000)I0005-[(4-0000
0000-1-00)000]0000-2-00000000000000000N-(-4-00
000O000-1-000)-0000-2-00)-5-0000-4-(3-000000000-[1,2,
4AI00000[4,3-a]0000-6-00)00000-2-00001-330 000 0MS(m/z): 5
02[M+H]"0 *H NMR (DMSO-dg): & : 11.91 (br, 1H), 11.63 (br, 1H), 9.68 (s, 1H), 9.
38 (s, 1H), 8.83-8.79 (m, 2H), 8.45 (s, 1H), 7.80-7.78 (d, J = 8.0Hz, 1H), 7.02-
7.00 (d, J = 8.0Hz, 1H), 4.55 (s, 2H), 3.58-3.42 (m, 10H), 1.28-1.24 (t, J = 8.0

Hz, 3H)O

DoooooQ

0000 340
000O001-340N-(5-(4-00000000-1-000)-0000-2-00)-5-0000 -4
-(3-000-0000([1,2-a]0000-6-00)00000-2-000

0ooooo
000D01-3400000000100000000000003-000-6-(2-000 -5-0
00000000-4-00)-0000([1,2-a]0000(@O000000010000000
00002,4-0000-5-0000000000003-000-6-000-0000 [1,2-a]
000O0000)IO00O05-[(@-00000000-1-00)000]10000-2-0000
00000000000 00ON-(-4-00000000-1-000)-0000-2-00)-5-
0000-4-(3-000-0000[1,2-a]0000-6-00)00000-2-0000 1-340
000 0MS(M/z): 458[M+H]*0 *H NMR (DMSO-dg): & : 11.93 (br, 1H), 11.67 (br, 1H)
, 9.71 (s, 1H), 9.58 (s, 1H), 9.37 (s, 1H), 8.82-8.78 (m, 3H), 7.80-7.78 (d, J =

8.0Hz, 1H), 7.04-7.02 (d, J = 8.0Hz, 1H), 4.57 (s, 2H), 3.59-3.42 (m, 10H), 1.2
6-1.22 (t, J = 8.0Hz, 3H)O

DO0o0o0a0

0000 350
00O00O01-350N-(5-(4-00000000-1-000)-0000-2-00)-5-0000 -4
-(3-0000-[1,2,4]00000[4,3-a]0000-6-00)00000-2-000
Do0o0o0a0
00001-300000000100000000000003-0000-6-(2-000-5-
000000000 -4-00)-[1,2,4]00000[4,3-a0000(QO0O00000010
00000000002,4-0000-5-0000000000003-0000-6-000 -[
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1,2,4]00000[4,3-a]0000000)00005-[(4-00000000-1-00)00
0]J0000-2-00000000000000000N-G-(4-00000000-1-00
0)-0000-2-00)-5-0000-4-(3-0000-[1,2,4]00000[4,3-a]0 000 -6
-00)00000-2-00001-3500000MS(M/z): 476[M+H] 0 *H NMR (DMSO-dg):
& = 11.93 (br, 1H), 11.68 (br, 1H), 9.71 (s, 1H), 9.43 (s, 1H), 8.81-8.77 (m, 2H
). 8.47 (s, 1H), 7.79-7.77 (d, J = 8.0Hz, 1H), 6.89-6.87 (d, J = 8.0Hz, 1H), 4.5
7 (s, 2H), 4.01 (s, 3H), 3.55-3.42 (m, 10H), 1.29-1.25 (t, J = 8.0Hz, 3H)O
Do0o0o00
0000 360
000001-360N-(5-(4-00000000-1-000)-0000-2-00)-5-0000 -4
-(3-0000000-[1,2,4]00000([4,3-a]0000-6-00)0 0000 -2-000
0Do0ooao
0001-3600000000100000000000003-0000000-6-(2-0
0-5-000000000-4-00)-[1,2,4]00000[4,3-a]0000(Q 00000
0D1000000000002,4-0000-5-0000000000003-000000
-6-000-[1,2,4]00000[4,3-a0000000)00005-[4-0000000
-1-00)000]0000-2-00000000000000000N-(G-(4-00000
00-1-000)-0000-2-00)-5-0000-4-(3-0000000-[1,2,4]0000
[4,3-a]0000-6-00)00000-2-00001-3600 000 MS(/z): 474[M+H]* O
H NMR (DMSO-dg): & : 11.91 (br, 1H), 11.69 (br, 1H), 9.69 (s, 1H), 9.39 (s, 1H)
8.80-8.76 (m, 2H), 8.45 (s, 1H), 7.78-7.76 (d, J = 8.0Hz, 1H), 6.89-6.87 (d, J
= 8.0Hz, 1H), 4.56 (s, 2H), 3.58-3.47 (m, 10H), 2.02-1.57 (m, 8H)O

OooooogogoQg

=

oooooao

gobogoasrg
ocooooI1-37ON-GG-(00C0C0-1-00)-0000-2-00)-5-0000-4-0-000
ocoooO-s-0000000O0DOODOD-99-000-2-00)H)o000D0D0-2-000
gpboooog
ooooi=syboooboooboibooooobooboooobobooe-b0bObObODO0O0-8-000
ocooooDbOoO0OO0-2-2-000-5-000000000-4-00)-94-000@OOOO
goosoooooboooooboz2,4-0000-5-0000000000C0C0O9-0D00O0O
oo-s-00000000000D0-2-000-94-000000)H)0O0CODO4-(6-00000
O0-3-00)00O00-1-0000C0tert-00000000C0C0OODDODODODODON-G-C
oooooD-1-00)-0000-2-00)-5-0000-4-(e-0000DDODO-8-000000
ooooooo-9H-000-2-00)H)000D0O0-2-00000001-3700000MS(m/z)

- 546[M+H]*0 TH NMR (DMSO-dg): & : 11.75 (br, 1H), 11.60 (br, 1H), 9.83 (s, 1H),
9.36 (s, 1H), 8.82 (s, 1H), 8.00-7.96 (m, 2H), 4.89-4.83 (m, 1H), 4.33-4.28 (m,
4H), 3.61 (s, 6H), 3.15-3.06 (m, 4H), 2.77 (s, 3H), 2.30-2.18 (m, 8H)O
000000
0000 380
0000O01-380N-(5-(4-00000000-1-000)-0000-2-00)-5-0000 -4
(-0 00000-8-0000-9H-000-2-00)00000-2-000
Do0o0o00
0D00D01-3800000000100000000000009-000000-8-0000
-2-(2-000-5-000000000-4-00)-9H-000(@ 0000000800000
0000002,4-0000-5-0000000000009-000000-8-0000 -2-
000-9H-000000)00005-[(4-00000000-1-00)000]10000-2-
0000000000000 O000ON-(5-(4-00000000-1-000)-0000-2-
00)-5-0000-4-(9-000000-8-0000-9H-000-2-00)J0000-2-00
00 1-380 000 0MS(M/z): 505[M+H]*0 *H NMR (DMSO-dg): & : 11.92 (br, 1H), 11.6
2 (br, 1H), 9.83 (s, 1H), 9.37 (s, 1H), 8.85 (s, 1H), 8.04-8.02 (d, J = 8.0Hz, 1
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H), 7.03-7.01 (d, J = 8.0Hz, 1H), 5.88-5.83 (m, 1H), 4.59 (s, 2H), 4.51 (s, 3H),
4.23-4.04 (m, 11H), 2.24-2.23 (d, J = 4.0Hz, 6H)O

Do0o0o0a0

0000 390

0000O01-390N-(5-(4-00000000-1-000)-0000-2-00)-5-0000 -4

-(9-(3-0000)-8-000000-9H-000-2-00)00000-2-000

00000

0001-300000000100000000000009-(3-0000)-8-0000

0-2-(2-000-5-000000000-4-00)-94-000(@Q 00000008000

00000002,4-0000-5-0000000000009-(3-0000)-8-0000

0-2-000-9H-000000)00005-[(4-00000000-1-00)0007]00

0-2-00000000000000000N-(G-(@4-00000000-1-000)-00

0-2-00)-5-0000-4-(9-(3-0000)-8-000000-9H-000-2-00)000

0-2-00001-390 000 0MS(m/z): 533[M+H]*0 *H NMR (DMSO-dg): & : 11.91 (br
, 1H), 11.62 (br, 1H), 9.81 (s, 1H), 9.37 (s, 1H), 8.82 (s, 1H), 8.06-8.04 (d, J
= 8.0Hz, 1H), 7.01-6.99 (d, J = 8.0Hz, 1H), 4.89-4.83 (m, 1H), 4.58-4.55 (m, 3H

), 4.20-4.03 (m, 11H), 2.15-2.10 (m, 4H), 1.55-1.54 (d, J = 4.0Hz, 6H), 1.26-1.2
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