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& 4 1 2
&9 6 1 1
baw 11 0.5 2
&% 18 2 2
k& 23 1 1
b&% 33 0.5 1
&M 41 0.125 0.25
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x2 REHO—FDOIEYOKBE IR 5 HUEEME MIC (1 g/mL)

{b& %) No MICs, MICyo
L& 4 0.25 0.25
{b&4 5 2 4
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{b&W 22 0.5 2
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oooooo
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00000000000 O0CuCI(28mgd0.284mmol)0 000000000000 (296
mg04.26mmo)0n-000000000(3mLO23%000000000000000
1-(((5-0000000-2-00)000)-4-00000000(290mg0 1.42mmol)0 n-
000000000 (ImLO23%0000000(2S,3R)-0002-(4-(0000000)
000000)-3-00000000000(340mgddmmol)0 00000 (6mL)00 O
00000000000 (GBmL)IOO0DD0DO0O00DDN00O0sS000000000000(
20mL)0000((20mML)0 000000000000 O000O00O00000O0000000
000000000000 00000000000000000O0(DCMOMeOH=2001)
000000000 (360mg)054.7%0000000

oooooo
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(4-00000000-1-00)000)000-2-00)00-1,3-0000)0000000
00

oooooo
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0(28,3R)-0003-00000-2-(4-((5-((4-00000000-1-00)000)000-2
-00)00-1,3-0000)000000)000000(2360mg(0.78mmol)0 0000
O(GmMLOODOD0DODCOODODOD0DODOODOODOON(50%03mL) 000000000000
0000008000000 C0OO0O0D0D120000000000000000000000
0(0000000=55%000000000(40mg)00011.0%0000
0D0O00O00OC25H2gN405 0 O0O00464.2 MSO(M+H)O 465.2

1H-NMR (dg-DMSO, 400 MHz) & 10.70 (1H, s), 8.88 (1H, s), 8.23 (1H, d), 7.9
6 (2H, d), 7.74 (2H, d), 7.09 (1H, d), 6.46 (1H, d), 4.90 (1H, d), 4.26 (1H, dd
), 4.03 (1H, q), 3.53 (2H, s), 2.45-2.23 (8H, m), 2.14 (3H, s), 1.09 (3H, d).
Dooooo
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000090000000 O000014000000
OO0O00DOCo5H20N205 O0000428.1 MSO(M+H)O429.10396.1

1H-NMR (DMSO-dg, 600 MHz) & 10.67 (1H, s), 8.84 (1H, s), 8.20 (1H, d), 7.9
5 (2H, d), 7.77 (2H, d), 7.74 (2H, d), 7.47 (2H, t), 7.37 (1H, t), 7.26 (1H, d),
7.14 (1H, d), 4.90 (1H, s), 4.25 (1H, dd), 4.02 (1H, dt), 1.08 (3H, d).
Dooooo

00011 N-((28.3R)-3-00000-1-(00000000)-1-000000-2-00)-4-
(5-(000000)000)000-2-00)00-1.3-0000)000000(00015)0
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goodaao
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0O00O00O0C21H21IN305 0000395.1 MSO(M+H)O396.2

01H-NMR (dg-DMSO, 400 MHz) 8 10.75 (1H, br s), 8.87 (1H, s), 8.23 (1H, d)
, 7.96 (2H, d), 7.74 (2H, d), 7.08 (1H, d), 6.42 (1H, d), 4.90 (1H, d), 4.26 (1
H, dd), 4.03 (1H, q), 3.65 (2H, s), 2.26 (3H, s), 1.09 (3H, d).

oooooo

00012 N-((2S.3R)-3-00000-1-(00000000)-1-000000-2-00)-4-((

5-(000oooQoO)y-4-0g00fgfgQfi-2-00)00-2.3-0000)000000@0013

6)000
ooooood
ooood
HO O — O
| ==\ / OH
HN
B
O OH
gooogoo

0000O0030000000000016000000
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1H-NMR (DMSO-dg, 600 MHz) & 7.92 (2H, d), 7.67 (2H, d), 6.88 (1H, s), 4.33
(2H, s), 4.23 (1H, dd), 4.00 (1H, dt), 1.95 (3H, s), 1.06 (3H, d).
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1H-NMR (DMSO-dg, 600 MHz) 8 10.67 (1H, s), 8.85 (1H, s), 8.20 (1H, d), 7.9
3 (2H, d), 7.77 (2H, d), 7.74 (2H, d), 7.48 (2H, t), 7.38 (1H, t), 6.90 (1H, s),
5.51 (1H, t), 4.88 (1H, d), 4.43 (2H, d), 4.23 (1H, dd), 4.00 (1H, dt), 1.06 (3H, d).
oooooo
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1H-NMR (DMSO-dg, 400 MHz) 8 10.66 (1H, s), 8.84 (1H, s), 8.19 (1H, d), 7.9
3 (2H, d), 7.71 (2H, d), 7.05 (1H, d), 6.40 (1H, d), 4.88 (1H, d), 4.64-4.52 (1
H, m), 4.24 (1H, dd), 4.06-3.95 (1H, m), 3.71 (2H, s), 3.50-3.41 (4H, m), 3.40
-3.35 (3H, m), 2.64 (2H, t), 1.07 (3H, d).
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00000C24H27N30g 000 0453.2 MSO(M+H)O 454.0

1H-NMR (DMSO-dg, 400 MHz) & 10.69 (1H, s), 8.85 (1H, s), 8.22 (1H, d), 7.9
5 (2H, d), 7.71 (2H, d), 7.06 (1H, d), 6.42 (1H, d), 4.90 (1H, d), 4.28-4.20 (1
H, m), 4.08-3.97 (1H, m), 3.72 (2H, s), 3.49 (1H, s), 3.36 (2H, m), 2.05-1.92

(2H, m), 1.46-1.39 (4H, m), 1.07 (3H, d).
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1H-NMR (DMSO-dg, 400 MHz) & 10.7 (1H, S), 8.89 (1H, S), 8.30 (1H, S), 8.23
(1H, m),7.96 (2H, m), 7.82 (1H, s), 7.72 (2H, m), 6.76 (1H, s), 4.92(1H,s), 4.2
7 (1H, m), 4.04 (1H, s),1.1 (3H, m).
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1H-NMR (DMSO-dg, 400 MHz) 10.72 (1H, s), 8.90 (1H, s), 8.21 (1H, d), 7.95 (
2H, d), 7.74 (2H, d), 7.10 (1H, d), 6.59 (1H, d), 4.94 (1H, d), 4.64 (1H, t), 4.
47 (2H, s), 4.25 (1H, dd), 4.03 (1H, q), 3.68-3.52 (8H, m), 1.09 (3H, d).
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90 0.237mmo) 00000000 MmML)O000O00000O00000O0(AmML)O000O
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0o0oDOo0o0oDo0o0ooDoooDoooDoooDooo@mL)iooooooooooooooag
oo0@@mLOSOw) D OO0 OoOooooooo30D0o0o0o0000oooooooooooOan
00000oooooooDooo22(0020mg)00016.6%0 000
O0O0O00OCs7H32N20s 0O OOO508.2 MS(M+H)O509.1

1H-NMR (DMSO-dg, 400 MHz) 8 10.65 (1H, s), 8.84 (1H, s), 8.19 (1H, d), 7.9
3 (2H, d), 7.71 (2H, d), 7.05 (1H, d), 6.39 (1H, d), 4.87 (1H, d), 4.24 (1H, dd
), 4.05-3.95 (1H, m), 3.67 (2H, s), 3.54 (4H, t), 3.30-3.24 (2H, m), 2.35-2.20
(6H, m), 1.53 (2H, quintet), 1.07 (3H, d).
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1H-NMR (dg-DMSO, 400 MHz) & 10.67 (1H, s), 8.85 (1H, d), 8.20 (1H, d), 7.9
4 (2H, d), 7.72 (2H, d), 7.07 (1H, d), 6.47 (1H, d), 4.88 (1H, d), 4.24 (1H, dd
), 4.08-3.95 (1H, m), 3.55 (4H, t), 3.53 (2H, s), 2.37 (4H, t), 1.07 (3H, d).
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1H-NMR (DMSO-dg, 400 MHz) 8 10.68 (1H, s), 8.85 (1H, s), 8.20 (1H, d), 7.9
4 (2H, d), 7.72 (2H, d), 7.06 (1H, d), 6.44 (1H, d), 4.88 (1H, d), 4.24 (1H, dd
), 4.05-3.95 (1H, m), 3.49 (2H, s), 2.69 (4H, t), 2.04-1.92 (4H, m), 1.07 (3H, d).
oooooo

00021 4-(3(000-2-00)0000000)-N-((2S.3R)-3-00000-1-(000
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D000(50%02mL)0 0000000000000 04000000000000000
000000000000 00O00O000000000000000000000000

0000O0030(74mg)0 000

00O00OC18H19N30g 000 0373.36 MSO (M+H)O374.0

1H-NMR (dg-DMSO, 800 MHz) 8 10.62(1H, s), 10.1(1H, s), 8.81 (1H, s), 7.83
(4H, d), 7.74 (2H, d), 7.40 (1H,d), 6.86 (1H, s), 6.62(2H,d), 4.87 (1H, d), 4.23
(1H, d), 4.01 (1H, d), 1.10 (3H, d).
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1H-NMR(DMSO-dg, 800 MHz)O & 11.89 (1H, s), 8.43 (1H, s), 8.34 (1H, s), 7.9
9 (4H, s), 7.85 (1H, s), 6.94 (1H, s), 6.93 (1H, s), 4.99 (1H, s), 4.50 (1H, s),4
.17 (1H, s),3.64 (1H, s), 1.13 (4H, d)

Dooooo

00023 5-{4-[N-((2S.3R)-3-00000-1-(00000000)-1-000000-2-0

0)000000)0000]1-00-1.3-00003-000-2-0000000(00027)0

00

oooooao
ooooao
HO—NH
O
—\  HN'
[ == \ { OH
HoN 0 0
O
oooooao

000040000000000027000000
O0O00DO0C20H17N30g 000 0395.37 MSO(M+H)O 396.0

10

20

30

40

50



(76) JP 7412004 B2 2024.1.12

1H-NMR (dg-DMSO, 800 MHz) 8 10.69 (1H, s), 8.87 (1H, s), 8.25 (1H, d), 8.0
(1H, s), 7.97 (2H, d), 7.77 (2H, d), 7.76 (1H, s), 7.22 (1H, q), 4.89 (1H, d), 4.
25 (1H, t), 4.03(1H, q),1.09 (3H, t).
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00024 5-{4-[N-((2S.3R)-3-00000-1-(00000000)-1-000000-2-0
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1H-NMR (dg-DMSO, 800 MHz) & 10.69 (1H, s), 8.87 (1H, s), 8.25 (1H, d), 7.9
6 (2H, d), 7.76 (2H, d), 7.25 (1H,d), 7.12 (1H, d), 4.89 (1H, d), 4.25 (1H, t),
4.03(1H, q), 3.19 (3H, s),2.98 (3H, 5),1.09 (3H, d).
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1H-NMR (dg-DMSO, 800 MHz) 8 10.66(1H, s)0 8.85(1H, d)0 7.98 (1H, d), 7.9
0-7.85 (3H, m), 7.68 (1H, d), 7.58 (2H,d), 7.22-7.14 (1H, m), 6.84-6.78(2H,m

)0 6.71-6.66 (2H,m)0 4.89 (1H, d), 4.27 (1H, t),4.06- 4.0 (1H, m), 1.17 (3H, d).
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JP 7412004 B2 2024.1.12

1H-NMR (dg-DMSO, 800 MHz) & 10.65(1H, s)08.99 (1H, d), 8.88 (1H, s), 8.3
0-8.20 (2H, m), 7.58-7.25 (1H,m), 6.86-6.79 (3H, m), 6.64(1H,d)0 6.49 (1H,
d)06.38 (1H,d)0 5.31-5.28(1H, m)d 4.89(1HOs),4.3 (2H, s), 4.31-4.26 (1H,

m), 4.06-4.03 (1H, m), 1.10 (3H, d).
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O0O0O0O00OC25H27N504 O00ODOO461.2 MS(M+H)O 462.2

1H-NMR (dg-DMSO, 600 MHz) 3 8.12 (1H, s), 7.88 (2H, d), 7.79 (2H, d), 7.62
(2H, d), 7.56 (2H, d), 6.66 (1H, s), 5.31 (1H, m), 5.15-4.68 (2H, br), 4.50 (2H
, d), 4.17 (1H, s), 3.82 (3H, s), 1.07 (3H, s), 0.99 (3H, s).
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O0O0O0O0OC29H28N405S 0O 0O0O0O544.2 MS(M+H)O545.2

1H-NMR (dg-DMSO, 400 MHz) 8 7.82 (2H, d), 7.77 (1H, d), 7.73-7.67 (4H, m),
7.63 (2H, d), 7.50 (1H, d), 6.79-6.73 (1H, m), 6.69 (1H, d), 6.50 (1H, d), 4.1
8-4.10 (1H, m), 3.90 (3H, s), 3.77-3.71 (1H, m), 3.10 (3H, s), 2.46-2.37 (1H,
m), 2.18-2.10 (1H, m), 1.52 (3H, s).
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1H-NMR (dg-DMSO, 400 MHz) & 13.01 (1H, s), 10.69 (1H, s), 8.86 (1H, s), 8.
15 (1H, d), 7.95 (2H, d), 7.89 (2H, d), 7.81 (1H, m), 7.66 (2H, d), 7.60 (2H, d
), 6.80 (1H, m), 4.90 (1H, d), 4.25 (1H, dd), 4.02 (1H, q), 1.08 (3H, d).
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0000000000000 O00O0000000O00000000000079.9%000
0DO00O00(68mg)0 000

00000C22H21N504 0O000419.2 MS(M+H)O 420.2

1H-NMR(dg-DMSO, 400 MHz)O & 8.87 (1H, s), 8.10 (1H, d), 7.96-7.82 (4H, m
), 7.69 (2H, d), 7.51 (1H, d), 6.90 (1H, s), 6.41 (1H, s), 5.16 (1H, br s), 4.28-
4.22 (1H, m), 4.17 (3H, s), 4.02-3.88 (1H, m), 1.01 (3H, d).
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0(2S8,3R)-0003-00000-2-(4-(5-(00000000)0000-2-00)00-1,3-
0000)000000)000000(200mg00.503mmol)0 00000 (2mL)000
000000000000 000((Bo%I2mL) 0 0000000000000 (9mgd 0.2
14mmol) 0000000000000 O00720000000000000000000
0000000000000 0O00O0O0ODMSOOOODDOOOOODOOONOODOOONOO
00000000000 00000019.9%0000000 (40mg)0 000
00O00OCs0H18N205S0000398.1 MSO (M+H)O 398.9

1H-NMR (dg-DMSO, 400 MHz) & 10.66 (1H, s), 8.84 (1H, s), 8.18 (1H, d), 7.9
3 (2H, d), 7.70 (2H, d), 7.44 (1H, d), 6.95 (1H, d), 5.71 (1H, t), 4.93-4.84 (1
H, m), 4.65 (2H, d), 4.24 (1H, dd), 4.06-3.96 (1H, m), 1.07 (3H, d).
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0(2S,3R)-0003-00000-2-(4-((5-((2-(2-000000000)000000)00
0)0OO0OO0-2-00)00-1,3-0000)000000)000000(0.22g00.454mmo
NO0DO0O00O0@mL)OO0000O0D000000000000(50%04mL)000000
000000000100 000000000000000000(0O000000A400
100)0000000000000000(69mg)031.3%0000000

00000 C24H27N306S0 00 0485.2 MSO (M+H)O 486.2

1H-NMR (DMSO-dg, 600 MHz) 8 10.67 (1H, s), 8.84 (1H, s), 8.18 (1H, d), 7.9
2 (2H, d), 7.68 (2H, d), 7.42 (1H, d), 6.95 (1H, d), 4.87 (1H, d), 4.63-4.52 (1
H, m), 4.22 (1H, dd), 4.03-3.96 (1H, m), 3.90 (2H, s), 3.49-3.41 (4H, m), 3.38
(2H, t), 2.66 (2H, t), 1.06 (3H, d).
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OCuCl(2mgd 0.02mmo)0 000000000000 (7mgd0.1mmol)In-0000
0000O0(1.5mL023%)0000004-((5-00000000-2-00)000)0000
0(200mg0 0.965mmol)Dn-0 00000000 (0.5mLO23%) 000000000 (2
S,3R)-2-(4-(0000000)I00000)-3-00000000000000(200mg0
0.588mmol)J 00000 (1.5mL)000000000000(0.75mL) 0000000
000000000000 000000000S5000000000000(20mL)000
OD(20mL)0 0000000000000 00O0O0O0OO00OO0O0OO0OOOOOOOOOO
000000000000 000000000O0(DCMOMeOH=1001)0000000
00(148mg)053.9%0000000

oooooo
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0(28,3R)-0003-00000-2-(4-((5-(00000000)0000-2-00)00-1,3-
0000)000000)000000(148mgd0.317mmol)0 00000 (ImL)00O0

0000000000000 00(0%03mL) 0000000000003 0000nnn

000000000000 O0O0D0O00O00O0(@MOO0D0O00O0D0s500100) 0000000

00000 (90mg)060.9%0000000

00000 C24H25N305S0000467.2 MSO (M+H)O 468.2

1H-NMR (dg-DMSO, 600 MHz) & 10.66 (1H, s), 8.82 (1H, s), 8.17 (1H, d), 7.9
2 (2H, d), 7.69 (2H, d), 7.43 (1H, d), 6.98 (1H, d), 4.93-4.84 (1H, m), 4.22 (1
H, dd), 4.00 (1H, quintet), 3.68 (2H, s), 3.56 (4H, t), 2.42-2.36 (4H, m), 1.06
(3H, d).

oooooo

S-(000f0-2-00)0000-2-00)0000)000000@O0044)000

ooooood
oooooo

—0
) ‘ ) B o
Q_@ Bn T o | ! HND PP RCL
Y S + :—@—Q —oTBS
— BER = K Cul/TEA

—CH: NH.OTHP

_ =
OH HATU/TEA

CH: HClag 7 CH;

B ——

NHOTHP EtOH NHOH

oooooo
O(l1) 2-(5-0000000-2-00)0000000
Dooooo
Dooooo

Dooooo

Do0O002(0000-2-00)0000(59g031.0mmo)J 0000000 ((50mL)00
000000(5.45¢g034.1mmol)0 0000000 (20mL) 0000000000000
0000000000000 00O00O0000D00e0 000000000000 0OOO
DO00O00(200mL) 0000000000000 O0O0O0OO0O0OO0OOOO0O00O000
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0O0000C22H19N304S 000 0421.1 MS(M+H): 422.1
1H-NMR(dg-DMSO, 400 MHz)O & 10.70 (1H, s), 8.87 (1H, s), 8.54 (1H, d), 8.1
7 (1H, d), 8.03-7.75 (5H, m), 7.67 (2H, d), 7.50 (1H, d), 7.33 (1H, m), 4.92 (
1H, d), 4.25 (1H, dd), 4.02 (1H, q), 1.08 (3H, d).
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04-((5-0000000-2-00)000)00000(0.421g02.20mmol)0 00000
0O0(20mL) 0000000000000 000000000000000O0(0.800g02.4
2mmol)d Cul(0.021g00.11mmo)0 00000000 (0.511g05.06mmol)0 00
0 Pd(Ph3)2Cl2(0.026g00.037mmo) 00 0000000000000 0450000
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0O0(2mLO000D0((20)0000000000000(0.484g02.283mmol)0 0 0 Pd(
dppf)Cl2(0.056g0 0.0761mmo) 000000 04-(4-000-2-0000000-1(2
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00-2-00)0000)0000)-2-0000000-1(2H)-00)000000000
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O000o0oao
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02-000-2-(0000O0O0OO0O0)-4-(4-(4-((5-(0CO0DO0DOoDbDOoO)oboo-2-00)000
0)0ooo)-2-0000000-1(2H)-00)-N(0D0DO0DDO0O-2H-000-2-00000
)yOOOOODO(0.15g00.235mmo)0 00000 O0OGBmL)Y00O00OOODOOODOOODO
0O00O02ZmL)DO0O0OD0OD0OO0D0OO0DO0OO0O10000000O000OO0O0DOOO0OD0OOOpPHO
0030 0o000ooo0ooooooooooooooDoooDooooooDooo@ooao
0000450 100)00000D0060.0%00000000(78mg)00O OO
O0O0D00O0O0C28H31N307S O00O0O00O0B553.2 MS(M+H)O554.2

1H-NMR (dg-DMSO, 400 MHz) O0& 11.18 (1H, s), 9.30 (1H, s), 7.83-7.67 (3H,
m), 7.66 (2H, d), 6.89 (1H, d), 6.76 (1H, s), 6.70 (1H, d), 6.46 (1H, d), 4.12 (
1H, dt), 3.75 (1H, dt), 3.60-3.40 (10H, m), 3.11 (3H, s), 2.45-2.30 (1H, m), 2.
20-2.05 (1H, m), 1.58 (3H, s)
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00040 N-OOOODO-4-{4-[4-(5-0 00000 00-000-2-000)-000017]-2-
000-2d-0000-1-003-2-00000000-2-000000000(00046)00

0
gooooaog
gooooaog
HO
!
o) NH
8]
/ N
-0
e 048\/
o ==
HO \/
Ooooooao

0000390000000 000046000000
O0O0O00OC24H24N207S 0000484.1 MS(M+H)O 485.2

LH-NMR (dg-DMSO, 400 MHz) 03 ppm 11.2 (brs, 1H), 7.78 (m, 3H), 7.63 (d, 2
H)O 6.87 (d, 1H), 6.75 (s, 1H), 6.68 (t, 1H)0 6.42 (s, 1H)O 4.41 (s, 2H), 4.1(m

,1H),3.76(m,2H), 3.10 (s, 3H), 2.39-2.49 (m, 1H), 2.14-2.20 (m, 1H), 1.57(m, 3H).
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0000390 000000000047000000
O00O00OC2sH24N207S 0O000508.13 MS(M+H)O509.1

1H-NMR (dg-DMSO, 400 MHz) 038 ppm 11.15 (1H, s), 7.83-7.79 (3H, m), 7.73
(2H, d), 7.07 (1H, d), 6.77 (1H, d), 6.69 (1H, dd), 6.45 (1H, d), 4.42 (2H, s),
4.14-4.09 (1H, m), 3.7.8-3.74 (1H, m), 3.11 (3H, s), 2.46-2.41 (1H, m), 2.19-
2.15 (1H, m), 1.57 (3H, s).
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