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O0m/z=341.2 (M+H)*; C21H2404: 1H NMR (400 MHz, CDCI3) 8 =7.15(d, J =1

6.0 Hz, 1H), 7.00 (br s, 1H), 6.99 (dd, J = 2.0, 8.2 Hz, 1H), 6.90 (d, J = 8.2 H
z, 1H), 6.85 (d, J = 16.1 Hz, 1H), 6.66 (d, J = 2.6 Hz, 1H), 6.36 (d, J = 2.4 Hz,
1H), 5.12 (tm, J = 6.8 Hz, 1H), 3.94 (s, 3H), 3.80 (s, 3H), 3.41 (br d, J = 6.7
Hz, 2H), 1.81 (s, 3H), 1.68 (d, J = 1.1 Hz, 3H); 13C NMR (100 MHz, CDCI3) &
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= 158.52, 154.37, 146.65, 145.54, 138.13, 130.59, 130.40, 130.24, 124.24,
123.63, 120.65, 120.55, 114.53, 108.22, 103.85, 98.17, 55.86, 55.69, 25.78
, 24.45, 17.97.
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oooad
AR 5 M
SFC-B (2 x 25 cm) SFC-B(15 x 0.46 cm)
40% A Z J — VIR IAZ2 L)/ICO2, 100 40% A & 7 — L (FRINA 72 L)/CO2, 100
bar bar
65 mL/4y, 220 nm 3.5 mL/43, 220, 2543 X U280 nm

inj vol.: 0.5 mL, 15 mg/mL= % / — )L
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0000000000 DO00DD0DO00DO0OU0OxOdO0DoDOoO0DoDpODOO0ODD0DOO0ODODODOOOO
0000000000000 00000000000000000mM/z=327.2 (M+H)*;

C20H2204; 1H NMR (400 MHz, CDCl3) & = 7.17 (d, J = 16.1 Hz, 1H), 7.03 - 6.
98 (m, 2H), 6.93 - 6.89 (m, 1H), 6.86 (d, J = 16.1 Hz, 1H), 6.67 (d, J = 2.3 Hz
, 1H), 6.36 (d, J = 2.4 Hz, 1H), 5.67 (s, 1H), 5.59 - 5.49 (m, 1H), 5.47 - 5.36
(m, 1H), 4.73 (s, 1H), 3.94 (s, 3H), 3.80 (s, 3H), 3.41 (td, J = 1.3, 5.9 Hz, 2H)
,1.63 (qd, J = 1.4, 6.2 Hz, 3H); 13C NMR (100 MHz, CDCl3) & = 158.63, 154.
50, 146.67, 145.59, 138.42, 130.41, 130.31, 129.67, 124.93, 124.34, 120.3
5 119.57, 114.59, 108.56, 103.91, 98.24, 55.89, 55.78, 28.29, 17.91.
00000000000000000000000000000000000000040
000000000000000000000000000000000040
000000000000 00O00D000000000000000000000000
0000000000 0O000O0O000O0xOOOO0OOpO0O0O0O000O00000
000000000000 000000000000000000m/z=327.2 (M+H)*;
C20H2204; 1H NMR (400 MHz, CDCl3) & = 7.15 (d, J = 16.0 Hz, 1H), 7.01 - 6.
97 (m, 2H), 6.90 (d, J = 7.9 Hz, 1H), 6.85 (d, J = 16.0 Hz, 1H), 6.66 (d, J = 2.
3 Hz, 1H), 6.36 (d, J = 2.4 Hz, 1H), 5.68 (s, 1H), 5.53 - 5.32 (m, 2H), 4.87 (s,
1H), 3.93 (s, 3H), 3.80 (s, 3H), 3.48 (d, J = 6.7 Hz, 2H), 1.81 (qd, J = 1.2, 6.4
Hz, 3H); 13C NMR (100 MHz, CDCl3) & = 158.60, 154.49, 146.68, 145.58, 13
8.29, 130.56, 130.24, 129.71, 124.20, 122.99, 120.59, 120.16, 114.56, 108.
29, 104.00, 98.23, 55.86, 55.69, 23.37, 12.99.
0000000000000000000000000000000000000000
0000000000000000000000000000000
000000000000 00O00O00000O00D0O00O0O0O00Noo0oooooooan
0000000000 000O000O00O0xO0O00O000OpwO0O000000000000
000000000000 000000000000000000m/z=327.2 (M+H)*;
C20H2204; 1H NMR (400 MHz, CDCl3) & = 7.32 (d, J = 16.0 Hz, 1H), 6.99 - 6.
95 (m, 2H), 6.92 - 6.89 (m, 1H), 6.74 (d, J = 16.0 Hz, 1H), 6.61 (d, J = 2.4 Hz
, 1H), 6.37 (d, J = 2.4 Hz, 1H), 6.22 (ddd, J = 4.8, 10.5, 17.4 Hz, 1H), 5.67 (s,
1H), 5.10 - 5.03 (m, 2H), 4.85 (s, 1H), 4.15 (tdq, J = 2.1, 4.6, 7.0 Hz, 1H), 3.
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94 (s, 3H), 3.78 (s, 3H), 1.39 (d, J = 7.1 Hz, 3H); 13C NMR (100 MHz, CDCl3)
d =158.72, 154.52, 146.69, 145.51, 143.90, 138.85, 130.37, 130.14, 125.6
0,124.11, 120.38, 114.56, 111.76, 108.30, 105.18, 98.73, 55.86, 55.70, 34.
49, 18.55.
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000000000000000000000000000000000a0
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SFC-B (2 x 25 cm)
45% A # / —JL/CO3, 100 bar
80 mL/%7, 220 nm
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ST I

SFC-B(15 x 0.46 cm)
40% A # / —)1/CO3, 120 bar
3 mL/43, 220, 2543 X U280 nm

inj vol.: 0.5 mL, 20 mg/mL— ¥ / — /L
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0000000000000 00000000mM/z=341.2 (M+H)*;

C21H2404; NMR (400 MHz, CDCI3) & = 7.19 (d, J = 16.1 Hz, 1H), 7.03 - 6.98
(m, 2H), 6.92 (d, J = 8.2 Hz, 1H), 6.85 (d, J = 16.1 Hz, 1H), 6.65 (d, J = 2.4 H
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z, 1H), 6.34 (d, J = 2.4 Hz, 1H), 5.66 (s, 1H), 5.59 - 5.40 (m, 2H), 4.70 (s, 1H
), 4.00 (q, J = 7.0 Hz, 2H), 3.95 (s, 3H), 3.42 (br d, J = 5.9 Hz, 2H), 1.65 - 1.
61 (m, 3H), 1.41 (t, J = 7.0 Hz, 3H); 13C NMR (100 MHz, CDCIl3) 8 = 157.95,
154.40, 146.68, 145.57, 138.31, 130.35, 130.29, 129.79, 124.88, 124.43, 1
20.34, 119.89, 114.59, 108.54, 103.84, 99.17, 63.99, 55.89, 28.49, 17.90, 1
4.87.
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0000000000000 00000000000000
0000000000000 0000000000000000000000000000
O00000 00000000O0x000000p0000000000000000
0000000000000 00000000000000m/z=313.1 (M+H)*; C19H>
004

1H NMR (400 MHz, CDCI3) 8 = 7.14 (d, J = 16.2 Hz, 1H), 7.00 (dd, J = 1.5, 7.
7 Hz, 1H), 6.98 (s, 1H), 6.90 (d, J = 7.8 Hz, 1H), 6.85 (d, J = 16.1 Hz, 1H), 6.
67 (d, J = 2.5 Hz, 1H), 6.36 (d, J = 2.2 Hz, 1H), 5.94 (ddt, J = 5.9, 10.2, 17.0
Hz, 1H), 5.66 (br s, 1H), 4.99 (dqg, J = 1.7, 8.5 Hz, 1H), 4.96 (dq, J = 1.7, 17.1
Hz, 1H), 4.76 (br s, 1H), 3.93 (s, 3H), 3.79 (s, 3H), 3.48 (dt, J = 1.7, 5.8 Hz, 2H).
13¢ NMR (100 MHz, CDCIl3) & = 158.73, 154.70, 146.70, 145.64, 138.71, 13
7.25, 130.63, 130.26, 124.22, 120.43, 118.57, 114.61, 114.40, 108.56, 104.
03, 98.25, 55.92, 55.80, 29.50.
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I:II:II]DDDDDDDDDDDDDDDDDDDDDDDDDDDDm/Z:363.1(M+H)+
; C23H2204;

1H NMR (400 MHz, CDCl3) & = 7.24 - 7.00 (m, 2H), 7.18 - 7.10 (m, 3H), 7.09
(d, J = 16.1 Hz, 1H), 6.89 (dd, J = 1.7, 8.6 Hz, 1H), 6.85 (d, J = 8.1 Hz, 1H),
6.85 (d, J= 1.7 Hz), 6.82 (d, J = 15.9 Hz), 6.68 (d, J = 2.5 Hz, 1H), 6.39 (d, J
= 2.5 Hz, 1H), 5.65 (br s, 1H), 4.87 (br s, 1H), 4.10 (s, 2H), 3.87 (s, 3H), 3.77
(s, 3H).

13¢ NMR (100 MHz, CDCI3) 6 =159.03, 154.85, 146.63, 145.58, 141.66, 13
8.83, 130.62, 130.12, 128.22, 128.16, 125.55, 124.31, 120.60, 119.60, 114.
48, 108.23, 104.06, 98.21, 55.83, 55.72, 30.92.
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0m/z=355.2 (M+H) 2604; 1H NMR (400 MHz, CDCl3) 3 = 7.16
d,J =16.1 Hz, 1H), 7.00 (br s, 1H), 6.99 (dd, J = 1.9, 9.0 Hz, 1H), 6.90 (d, J
8.4 Hz, 1H), 6.84 (d, J = 16.1 Hz, 1H), 6.64 (d, J = 2.4 Hz, 1H), 6.33 (d, J =
2.4 Hz, 1H), 5.13 (tm, J = 1.4, 7.0 Hz, 1H), 3.98 (q, J = 7.0 Hz, 2H), 3.93 (s,
3H), 3.43 (d, J = 7.0 Hz, 2H), 1.81 (d, J = 1.0 Hz, 3H), 1.67 (d, J = 1.2 Hz, 3H
), 1.41 (t, J = 7.0 Hz, 3H); 13C NMR (100 MHz, CDCI3) 8 = 157.88, 154.27, 1
46.68, 145.53, 138.12, 130.40, 130.34, 130.32, 124.39, 123.74, 120.89, 12
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0.55,114.56, 108.32, 103.86, 99.12,63.94,55.88, 25.78, 24.54, 18.01, 14.89.
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J

m/z=367.2 (M-H)"; C23H2g804;
16.1 Hz, 1H), 7.00 (br s, 1H), 6.99 (dd, J = 2.0, 8.2 Hz, 1H), 6.90 (d, J = 8.3
Hz, 1H), 6.84 (d, J = 15.9 Hz, 1H), 6.64 (d, J = 2.5 Hz, 1H), 6.33 (d, J = 2.4 H
z, 1H), 5.14 (tm, J = 7.0 Hz, 1H), 3.93 (s, 3H), 3.88 (t, 6.4 Hz, 2H), 3.43 (d, J
= 6.8 Hz, 2H), 1.83 (m, J = 6.4, 7.6 Hz, 2H), 1.81 (d, J = 1.0 Hz, 3H), 1.67 (d,
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00000m/z=355.2 (M+H)*: C22H2604; 1H NMR (400 MHz, CDCl3) & = 7.12
(d, J = 16.2 Hz, 1H), 6.98 (s, 1H), 6.97 (dd, J = 2.0, 8.5 Hz, 1H), 6.90 (dm, J
8.6 Hz, 1H), 6.82 (d, J = 15.9 Hz, 1H), 6.64 (d, J = 2.4 Hz, 1H), 6.34 (d, J =
.4 Hz, 1H), 5.74 (s, 1H), 5.13 (tm, J = 1.4, 6.9 Hz, 1H), 4.85 (s, 1H), 4.14 (q,
J=6.9 Hz, 2H), 3.78 (s, 3H), 3.40 (d, J = 6.9 Hz, 2H), 1.80 (d, J = 0.8 Hz, 3H
), 1.67 (d, J = 1.2 Hz, 3H), 1.46 (t, J = 7.1 Hz, 3H); 13C NMR (100 MHz, CDCl3

) 3

158.54, 154.34, 145.93, 145.65, 138.17, 130.58, 130.46, 130.24, 124

.19, 123.66, 120.71, 120.44, 114.50, 109.28, 103.94, 98.23, 64.49, 55.68, 2

5.74, 24.45, 17.93, 14.87.
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0 0 1H NMR (400 M
d3) & = 7.22 ( , 1H), 7.13 (dd, J = 2.0, 8.3 Hz, 1H), 7.11
16.1 Hz, 1H), 6.83 (d, J = 16.1 Hz, 1H), 6.72 (d, J = 8.3 Hz, 1H), 6.63 (d, J =

2.2 Hz, 1H), 6.33 (d, J = 2.2 Hz, 1H), 5.06 (000000, J = 1.4, 6.8 Hz, 1H),

3.77 (s, 3H), 3.37 (br d, J = 6.6 Hz, 2H), 2.62 (q, J = 7.5 Hz, 2H), 1.80 (d, J =
1.0 Hz, 3H), 1.67 (d, J = 1.2 Hz, 3H), 1.21 (t, J = 7.5 Hz, 3H); 13C NMR (100

MHz, 00D0OO0O-d3) 8 = 159.69, 157.12, 156.09, 139,51, 131.92, 131.12, 13
0.70, 128.30, 126.20, 125.49, 124.54, 115.95, 104.67, 98.95, 55.96, 25.87,
25.09, 24.26, 18.06, 14.68.
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m/z=357.1 (M+H)*: C21H2403S; 1H NMR (400 MHz, CDCI3) 8 = 7.60 (d, J

1

.2 Hz, 1H), 7.37 (dd, J = 2.2, 8.3 Hz, 1H), 7.17 (d, J = 16.2 Hz, 1H), 6.98
(d, J = 8.3 Hz, 1H), 6.82 (d, J = 16.1 Hz, 1H), 6.66 (s, 1H), 6.65 (d, J = 2.5 H
z, 1H), 6.36 (d, J = 2.5 Hz, 1H), 5.11 (000000, J=1.3, 6.8 Hz, 1H), 4.71
(br s, 1H), 3.80 (s, 3H), 3.41 (br d, J = 6.8 Hz, 2H), 2.36 (s, 3H), 1.81 (d, J =
1.0 Hz, 3H), 1.68 (d, J = 1.2 Hz, 3H); 13C NMR (100 MHz, CDCl3) & = 158.61,
155.89, 154.39, 138.04, 132.98, 131.00, 130.83, 129.29, 128.98, 125.01, 1
23.58, 121.37, 120.92, 115.13, 103.93, 98.39, 55.74, 25.79, 24.47, 19.90,
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000000000000 00O00O0000000000
00000000 0O00O0O0O0OxOOOOOOpOO0O00
O oooo 000000000000 00O00O0000000000O0m/
z=354.2 (M+H)*; C22H27NO3; 1H NMR (400 MHz, CDCl3) & = 7.31 (d, J = 2.0
Hz, 1H), 7.17 (dd, J = 2.0, 8.3 Hz, 1H), 7.14 (d, J = 16.1 Hz, 1H), 6.92 (d, J =
8.3 Hz, 1H), 6.84 (d, J = 16.0 Hz, 1H), 6.67 (d, J = 2.3 Hz, 1H), 6.37 (d, J = 2
.3 Hz, 1H), 5.12 (000000, J = 1.3, 6.8 Hz, 1H), 3.79 (s, 3H), 3.41 (br d, J
= 6.8 Hz, 2H), 2.69 (s, 6H), 1.82 (s, 3H), 1.69 (d, J = 1.0 Hz, 3H); 13C NMR (1
00 MHz, CDCl3) 8 = 158.55, 154.55, 151.23, 140.76, 138.25, 130.52, 130.2
7,130.07, 124.75, 124.06, 123.76, 120.54, 118.70, 114.21, 103.93, 98.24,
55.69. 45.14 (2C), 25.77, 24.47, 17.98.
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000m/z=355 (M+H)*; CooH2604; 'H NMR (400 MHz, CDCI3) & = 7.14 (d, J =
16.1 Hz, 1H), 6.88 (m, 1H), 6.87 (m, 1H), 6.83 (d, J = 16.1 Hz, 1H), 6.65 (d, J
= 2.5 Hz, 1H), 6.35 (d, J = 2.5 Hz, 1H), 5.72 (d, J = 0.5 Hz, 1H), 5.13 (tm, J =
1.4, 6.9 Hz, 1H), 4.60 (s, 1H), 3.92 (s, 3H), 3.80 (s, 3H), 3.42 (brd, J = 6.9 H
z, 2H), 2.27 (s, 3H), 1.82 (d, J = 1.0 Hz, 3H), 1.69 (d, J = 1.2 Hz, 3H); 13C N
MR (100 MHz, CDCl3) & = 158.58, 154.34, 146.37, 143.77, 138.32, 130.62,
130.53, 129.17, 124.00, 123.87, 123.73, 122.35, 120.71, 105.96, 103.87, 9
8.13, 56.00, 55.71, 25.78, 24.49, 17.97, 15.45.
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000000000000 0000000000000000000000000000
0000000 000000000 O0OxO0O00O00O0pO00000000000000
000000000000 0000000000000000m/z=357.1 (M+H)*: Ca1
H2405; 1H NMR (400 MHz, 00 O0-dg) 8 = 8.08 (s, 1H), 7.72 - 7.41 (m, 2H),

7.19 (d, J = 16.1 Hz, 1H), 6.84 (d, J = 16.0 Hz, 1H), 6.75 - 6.72 (m, 2H), 6.72
(d, J = 2.3 Hz, 1H), 6.40 (d, J = 2.2 Hz, 1H), 5.09 (000000, J=1.3, 7.0 H
z, 1H), 3.86 (s, 3H), 3.78 (s, 3H), 3.41 (br d, J = 7.0 Hz, 2H), 1.82 (d, J = 0.7
Hz, 3H), 1.64 (d, J = 1.1 Hz, 3H); 13C NMR (100 MHz, 00 O0O-dg) & = 158.8
8, 156.66, 148.63, 145.92, 138.33, 134.46, 130.72, 129.84, 129.52, 124.69,
124.46, 119.36, 107.91, 104.14, 102.28, 98.62, 55.95. 55.38, 25.38, 24.37,
17.58.
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: C21H2404; TH NMR (400 MHz, 0O O0O-dg) & = 7.98 (br s, 2H), 7.18 (d, J =
16.1 Hz, 1H), 7.08 (d, J = 2.1 Hz, 1H), 6.90 (ddd, J = 0.4, 2.1, 8.1 Hz, 1H), 6.
87 - 6.80 (m, 2H), 6.70 (d, J = 2.3 Hz, 1H), 6.37 (d, J = 2.3 Hz, 1H), 5.11 (O
0ooooo,Jd=1.3,7.0Hz, 1H), 3.99 (q, J = 7.0 Hz, 2H), 3.42 (d, J = 7.0 Hz,
2H), 1.81 (d, J = 0.9 Hz, 3H), 1.64 (d, J = 1.1 Hz, 3H), 1.38 (t, J = 7.0 Hz, 3H
); 13C NMR (100 MHz, 00 0O0O-dg) 8 = 158.18, 156.56, 145.65, 145.59, 138.
34, 130.60, 130.33, 129.87, 124.65, 124.23, 119.52, 119.50, 115.75, 113.2
9, 104.08, 99.43, 63.86, 25.40, 24.44, 17.65, 14.75.
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- 1H NMR (400 MHz, 00 O00O-dg) 8 = 7.92 (d, J = 8.1 Hz, 1H), 7.5
1 Hz, 1H), 7.38 (d, J = 1.1 Hz, 1H), 7.30 (dd, J = 1.2, 8.2 Hz, 1H),
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7.05 (d, J = 16.3 Hz, 1H), 6.78 (d, J = 2.3 Hz, 1H), 6.48 (d, J = 2.2 Hz, 1H), 5
.08 (000000, J=1.3,7.0Hz, 1H), 4.09 (s, 3H), 3.80 (s, 3H), 3.45 (br d, J
= 6.8 Hz, 2H), 1.81 (s, 3H), 1.64 (d, J = 1.0 Hz, 3H); 13C NMR (100 MHz, O O

00-dg) & = 165.55, 159.48, 158.97, 156.82, 144.29, 137.40, 133.08, 130.2
0, 130.14, 129.15, 124.52, 120.27, 119.38, 118.33, 110.57, 104.49, 99.64,

56.36. 55.46, 25.36, 24.36, 17.57.
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138.12, 136.81, 130.97, 130.89, 128.38, 126.57, 123.42, 121.71, 118.09, 1
11.20, 104.15, 99.44, 56.45, 55.76, 25.74, 24.46, 17.99.
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000000000000 0000000000000000m/z=340.2 (M+H)*: Caq
Hos5NO3; 'H NMR (400 MHz, CDCI3) & = 7.10 (d, J = 16.1 Hz, 1H), 6.95 (d, J =
1.7 Hz, 1H), 6.92 (dd, J = 1.9, 7.9 Hz, 1H), 6.81 (d, J = 15.9 Hz, 1H), 6.69 (d,
J=7.8 Hz, 1H), 6.62 (d, J = 2.5 Hz, 1H), 6.34 (d, J = 2.4 Hz, 1H), 5.12 (tm, J

1.5, 6.9 Hz, 1H), 3.89 (s, 3H), 3.80 (s, 3H), 3.41 (d, J = 6.6 Hz, 2H), 1.81 (
d,J=1.0 Hz, 3H), 1.67 (d, J = 0.9 Hz, 3H); 13C NMR (100 MHz, CDCl3) & = 1
58.56, 154.40, 147.42, 138.48, 136.08, 130.88, 130.49, 128.67, 123.77, 12
2.88, 120.54, 120.50, 114.86, 108.07, 103.83, 97.97, 55.69. 55.45, 25.77, 2
4.48, 17.97.
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000000000000 00000mM/z=354.2 (M+H)*; C22H27NO3; 1H NMR (400
MHz, CDCl3) & = 7.11 (br d, J = 16.0 Hz, 1H), 6.95 (br s, 1H), 6.92 (br d, J =
7.7 Hz, 1H), 6.80 (br d, J = 16.0 Hz, 1H), 6.70 (br d, J = 7.9 Hz, 1H), 6.59 (br
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s, 1H), 6.31 (br s, 1H), 5.14 (br t, J = 5.9 Hz, 1H), 4.90 (br s, 1H), 3.99 (q, J
= 6.6 Hz, 2H), 3.90 (s, 5H), 3.42 (br d, J = 6.1 Hz, 2H), 1.91 - 1.74 (m, 3H), 1
.74 - 1.61 (m, 3H), 1.41 (brt, J = 6.8 Hz, 3H); 13C NMR (100 MHz, CDCI3) &
157.88, 154.28, 147.40, 138.44, 136.10, 130.80, 130.30, 128.66, 123.84,
122.96, 120.67, 120.51, 114.83, 108.10, 103.74, 98.82, 63.90, 55.46, 25.79
, 24.55, 18.03, 14.93.
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m/z=418.1 (M+H)*: Coo2H27NOsS; 'H NMR (400 MHz, CDCI3) & =7

d, J = 8.2 Hz, 1H), 7.27 (s, 1H), 7.26 (s, 1H), 7.25 - 7.22 (m, 1H), 7.02 (

= 1.6 Hz, 1H), 6.88 (d, J = 16.0 Hz, 1H), 6.68 (d, J = 2.3 Hz, 1H), 6.39 (
2.3 Hz, 1H), 5.11 (000000, J =1.3, 6.8 Hz, 1H), 4.92 (br s, 1H), 3.
93 (s, 3H), 3.81 (s, 3H), 3.42 (br d, J = 6.7 Hz, 2H), 2.97 (s, 3H), 1.81 (s, 3H
), 1.68 (d, J = 1.0 Hz, 3H); 13C NMR (100 MHz, CDCI3) 8 = 158.60, 154.52, 1
49.51, 137.63, 135.35, 130.67, 129.64, 126.58, 125.48, 123.62, 120.99, 12
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0000000000000 00000000000OmM/z=418.1 (M+H)*; C»

H27NO5S: 1H NMR (400 MHz, CDCl3) & = 7.31 (d, J = 8.3 Hz, 1H), 6.77 (dd,
1.7, 8.4 Hz, 1H), 6.66 (d, J = 1.7 Hz, 1H), 6.63 (d, J = 12.3 Hz, 1H), 6.50
12.2 Hz, 1H), 6.35 (d, J

2.5 Hz, 1H), 6.19 (d, J = 2.2 Hz, 1H), 5.08 (t

1.4, 6.9 Hz, 1H), 3.79 (s, 3H), 3.50 (s, 3H), 3.27 (br d, J = 7.1 Hz, 2H),
2.90 (s, 3H), 1.68 (s, 3H), 1.58 (d, J = 0.9 Hz, 3H); 13C NMR (100 MHz, CDCl3
158.87, 154.74, 148.69, 138.86, 134.39, 130.97, 129.90, 129.71, 124
.78, 122.90, 122.67, 120.75, 120.01, 111.24, 107.31, 98.13, 55.65, 55.32, 3
9.14, 25.75, 25.66, 17.87.
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00m/z=733.3 (2M-H)"; Co2H25N04; 1H NMR (400 MHz, DMSO-dg) 8 = 9.69 (
s, 1H), 9.24 (s, 1H), 8.30 (d, J = 1.8 Hz, 1H), 8.16 (d, J = 8.2 Hz, 1H) 7.31 -
7.22 m, 2H), 7.09 (d, J = 8.6 Hz, 1H), 6.90 (d, J = 16.1 Hz, 1H), 6.64 (d, J = 2
.1 Hz, 1H), 6.35 (d, J = 2.2 Hz, 1H), 5.00 (000000, J =1.4, 6.8 Hz, 1H), 3
.91 (s, 3H), 3.73 (s, 3H), 3.36 (br d, J = 6.7 Hz, 2H), 1.76 (s, 3H), 1.60 (s, 3H
); 13C NMR (100 MHz, DMSO-dg) 8 = 160.45, 158.45, 156.69, 149.10, 137.4
3, 133.78, 129.85, 127.03, 125.99, 124.50, 120.63, 119.75, 118.74, 109.00,
104.13, 99.16, 56.25. 55.91, 25.96, 24.28, 18.21.
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m/z=761.3 (M-H)"; C23H27NO4: 1H NMR (400 MHz, DMSO-dg) 8 = 9.69 (s,
H), 9.20 (s, 1H), 8.30 (d, J = 1.7 Hz, 1H), 8.16 (d, J = 8.3 Hz, 1H), 7.29 (d, J
16.1 Hz, 1H), 7.25 (d, J = 1.1 Hz, 1H), 7.10 (br d, J = 8.3 Hz, 1H), 6.90 (d, J
16.0 Hz, 1H), 6.62 (d, J = 2.1 Hz, 1H), 6.32 (d, J = 2.0 Hz, 1H), 5.01 (br t, J
7.0 Hz, 1H), 3.95 (q, J = 7.0 Hz, 2H), 3.91 (s, 3H), 3.37 (brd, J = 6.7 Hz, 2
H), 1.76 (s, 3H), 1.60 (s, 3H), 1.33 (t, J = 6.9 Hz, 3H); 13C NMR (100 MHz, D
MSO-dg) 8 = 160.44, 157.71, 156.59, 149.09, 137.40, 133.79, 129.74 (2C),
127.01, 126.04, 124.52, 120.62, 119.72, 118.90, 109.03, 104.1, 99.96, 63.7
4,56.27, 25.99, 24.34, 18.25, 15.25.
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000m/z=382.2 (M+H)*; C23H27NO4; 1H NMR (400 MHz, CDCl3) & = 8.40 (d,
J=8.8 Hz, 1H), 7.84 (s, 1H), 7.23 (d, J = 16.1 Hz, 1H), 7.04 (d, J = 1.8 Hz, 1

H), 7.03 (dd, J = 1.7, 6.0 Hz, 1H), 6.88 (d, J = 16.1 Hz, 1H), 6.79 (d, J = 2.3
Hz, 1H), 6.39 (d, J = 2.3 Hz, 1H), 6.24 (s, 1H), 5.12 (tm, J = 1.4, 6.8 Hz, 1H),
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3.93 (s, 3H), 3.81 (s, 3H), 3.42 (d, J = 6.7 Hz, 2H), 2.24 (s, 3H), 1.81 (d, J =
0.6 Hz, 3H), 1.67 (d, J = 1.0 Hz, 3H); 13C NMR (100 MHz, CDCI3) 8 = 168.65,
158.58, 155.07, 147.91, 137.68, 133.65, 130.42, 129.84, 127.11, 125.77, 1
23.86, 120.71, 120.44, 119.67, 106.87, 103.98, 98.62, 55.68, 55.65, 25.75,
24.88, 24.45, 17.98.
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00m/z=396.2 (M+H)*; Co4H29NO4; 'H NMR (400 MHz, CDCI3) & = 8.41 (d, J
= 8.1 Hz, 1H), 7.85 (s, 1H), 7.26 - 7.22 (m, 1H), 7.06 - 7.00 m, 2H), 6.88 (d, J

16.0 Hz, 1H), 6.79 (d, J = 2.1 Hz, 1H), 6.42 - 6.31 (m, 2H), 5.14 000 00O
0,J=1.2, 6.8 Hz, 1H), 4.00 (q, J = 6.9 Hz, 2H), 3.93 (s, 3H), 3.44 (br d, J =
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6.7 Hz, 2H), 2.24 (s, 3H), 1.82 (s, 3H), 1.68 (s, 3H), 1.42 (t, J = 7.0 Hz, 3H);
13¢C NMR (100 MHz, CDCl3) & = 168.71, 157.91, 155.05, 147.92, 137.60, 13
3.73, 130.22, 129.71, 127.06, 125.90, 123.96, 120.78, 120.55, 119.67, 106.

82, 103.91, 99.52, 63.88, 55.68, 25.79, 24.88, 24.53, 18.04, 14.93.
oomo
Uo0ddgdooooooooooddgdioopooooooogooigoo
0000ggoooonoooo0ooooogooooonoooogoooogooan

O

a
O
U

t
0
U

O
O
O
O
O

O
O
O

0
0
0

gogoagd
oomo

O

LiOH
E—

O

OooooooooooopPp @™
Uopooooooooooopp@mE
Upooooooooooo@ppoE
Uoooooooooooop@p@E
Upopooooooooooopp@E
Uopooooooooooopp@mE
Upooooooooooo@ppoE
Uoooooooooooop@p@E
Upopooooooooooopp@E
Uopooooooooooopp@mE
Upooooooooooo@ppoE
Uoooooooooooop@p@E
Upopooooooooooopp@E
Uopooooooooooopp@mE
Upooooooooooo@ppoE
Uoooooooooooop@p@E
Upopooooooooooopp@E
Uopooooooooooopp@mE
Upooooooooooo@ppoE
Uoooooooooooop@p@E

OpopoooooooogoO

OH

NH,

OMe

o]
HO»‘*\,NHFmoc

HATU, DIPEA  yr.6

NHFmoc

googggoopopoooooodg

Opopoooooooood
Upopooooooooooano
UOUpopooooooooogoO
OpopoooooooogoO
Opopoooooooood
Upopooooooooooano
UOUpopooooooooogoO
OpopoooooooogoO
Opopoooooooodod
Upopooooooooooano
UOUpopooooooooogoO
OpopoooooooogoO
Opopoooooooodod
Upopooooooooooano
UOUpopooooooooogoo

ugboooooobobooobooboooboobooboobooobooooboao
ooooooooao

O

OooDoDooop@ooEDooooDo xoooooooooopEPEEE

e e e [ I |

s e e s e s I

Ooooooooo@ooooDoooooo0ooDoDoooop@o@o@m

Oooooooo Qo @EoOoogoo-g

OoooooogQ@mOo
OoDooDoogmQmOm
Oooooooogo@mOE
Oooooooogog@mOm
OoooooogQ@mOo
OoDooDoogmQmOm
Oooooooogo@mOE
Oooooooogog@mOm
OoooooogQ@mOo
OoDooDoogmQmOm
OO0 xooogo@omOE
Oooooooogog@mOm
OoooooogQ@mOo
OoDooDoogmQmOm

o e O s s O s
Uooooop@o
Oopoooop@o
Uooooopo
Uooooop@o
Uooooop@o
Oopoooop@o
Uooooopo
Uooooop@o
Uooooop@o
Oopoooop@o
Uooooopo
Uooooop@o
Uooooop@o
Oopoooop@o
Uooooopo
Uooooopo
Uooooop@o
Oopoooop@o
Uooooopo
Uooooopo

ooooooooooobobooobobooogo

10

20

30

40

50



(133) JP 7679090 B2 2025.5.19

H), 7.10 (dd,
Hz, 1H), 6.35
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0000000m/z=397.2 (M+H)*: C23H28N204: 1H NMR (400 MHz, DMSO-dg)
& =10.10 (br s, 1H), 9.24 (s, 1H), 8.29 (d, J = 8.3 Hz, 1H), 7.30 - 7.23 (m, 2

J=1.7, 8.4 Hz, 1H), 6.90 (d, J = 16.0 Hz, 1H), 6.63 (d, J = 2.2
(d, J = 2.2 Hz, 1H), 5.00 (000O00O,J = 1.2, 7.0 Hz, 1H), 3.92

(s, 3H), 3.73 (s, 3H), 3.38 - 3.33 (m, 2H), 3.28 - 3.24 (m, 2H), 2.33 (br s, 2H)

, 1.76 (s, 3H)

, 1.60 (s, 3H); 13C NMR (100 MHz, DMSO-dg) & = 171.88, 158.4

5, 156.68, 148.71, 137.47, 133.12, 129.92, 129.83, 127.42, 125.67, 124.51,
119.96, 118.87, 118.69, 108.71, 104.09, 99.11, 56.30. 55.91, 45.67, 25.95,

24.28, 18.20.
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m/z=411.2 (M+H)*; C24H39N204; 1H NMR (400 MHz, DMSO-dg)
d =10.08 (br s, 1H), 9.20 (s, 1H), 8.29 (d, J = 8.3 Hz, 1H), 7.32 - 7.23 (m, 2
H), 7.11 (dd, J = 1.5, 8.4 Hz, 1H), 6.90 (d, J = 16.0 Hz, 1H), 6.63 (d, J = 2.1
Hz, 1H), 6.32 (d, J = 2.1 Hz, 1H), 5.01 (brt, J = 7.0 Hz, 1H), 3.95 (q, J = 6.8
Hz, 2H), 3.92 (s, 3H), 3.40 - 3.34 (m, 2H), 3.29 - 3.24 (m, 2H), 2.33 (br s, 2H
), 1.77 (s, 3H), 1.61 (s, 3H), 1.33 (t, J = 6.9 Hz, 3H); 13C NMR (100 MHz, DM
SO-dg) 8 = 171.88, 157.72, 156.59, 148.71, 137.46, 133.14, 129.87, 129.73
, 127.41, 125.74, 124.54, 119.93, 118.86, 108.74, 104.08, 99.92, 63.74, 56.
32, 45.67, 25.99, 24.35, 18.25, 15.25.
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/2=412.2 (M+H)*; C24H29NOs5; 1H NMR (400 MHz, CDClg) 8 = 7.10 (d, J =

16.2 Hz, 1H), 6.97 (dd, J = 1.6, 6.7 Hz, 1H), 6.96 (br s, 1H), 6.84 (d, J = 15.8
Hz, 1H), 6.65 (d, J = 2.4 Hz, 1H), 6.45 (d, J = 8.6 Hz, 1H), 6.34 (d, J = 2.4 H
5.13 (tm, J = 1.5, 6.9 Hz, 1H), 4.92 (br t, J= 4.3 Hz, 1H), 4.75 (br s, 1

z, 1H),

H), 3.98 (d, J = 5.1 Hz, 2H), 3.91 (s, 3H), 3.80 (s, 3H), 3.79 (s, 3H), 3.41 (d, J

= 6.6 Hz, 2H), 1.82 (d, J = 0.7 Hz, 3H), 1.68 (d, J = 1.2 Hz, 3H); 13C NMR (10
CDCl3) & = 171.44, 158.55, 154.37, 147.19, 138.52, 137.00, 130.88,
130.47, 127.54, 123.79, 122.63, 120.85, 120.50, 109.64, 107.10, 103.78, 9
7.92, 55.69, 55.47, 52.26, 45.43, 25.76, 24.47, 17.98.
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JJdodoooooooooooo0oUoUUoUooUoUooUoooDoDoDoDooDOoUoUOoOooooao
0000Om/z=426.2 (M+H)*; C25H31NO5: 1H NMR (400 MHz, CDCI3) & = 7.11 (
d, J=16.0 Hz, 1H), 6.99 - 6.94 (m, 2H), 6.84 (br d, J = 16.0 Hz, 1H), 6.63 (d,
J=2.3Hz, 1H), 6.45 (d, J = 8.6 Hz, 1H), 6.31 (d, J = 2.4 Hz, 1H), 5.14 (OO
ooogd,Jd=1.3, 7.0 Hz, 1H), 4.92 (br s, 1H), 4.73 (br s, 1H), 3.99 (q,J = 7.0
Hz, 2H), 3.97 (s, 2H), 3.91 (s, 3H), 3.79 (s, 3H), 3.43 (br d, J = 6.8 Hz, 2H),
1.82 (s, 3H), 1.68 (d, J = 0.9 Hz, 3H), 1.41 (t, J = 7.0 Hz, 3H); 13C NMR (100
MHz, CDCl3) 6 =171.44, 157.88, 154.27, 147.20, 138.45, 136.96, 130.77, 1
30.28, 127.59, 123.86, 122.74, 120.82, 120.65, 109.66, 107.14, 103.69, 98.
79, 63.91, 55.48, 52.25, 45.44, 25.79, 24.54, 18.04, 14.92.
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000000000000 O0O00O00O00O0O000000 0000O0000O0x000
D00pO0000000000000000000000000DO0DO00ONOooNooon
000O0000Om/z=424.1 (M-H)"; C24H27NOg; 1H NMR (400 MHz, DMSO-dg) &
9.63 (s, 1H), 9.21 (br s, 1H), 8.10 (d, J = 8.3 Hz, 1H), 7.38 - 7.29 (m, 2H),
7.18 (br d, J = 8.4 Hz, 1H), 6.93 (d, J = 16.1 Hz, 1H), 6.63 (d, J = 2.0 Hz, 1H),
6.33 (d, J = 2.1 Hz, 1H), 5.01 (brt, J = 7.0 Hz, 1H), 4.06 - 3.91 (m, 5H), 3.38
(br d, J = 6.8 Hz, 2H), 1.76 (s, 3H), 1.60 (s, 3H), 1.33 (t, J = 6.9 Hz, 3H); 13C
NMR (100 MHz, DMSO-dg) & = 162.25, 157.73, 156.61,156.08, 149.59, 137.
30, 135.11, 129.78, 129.62, 126.77, 125.77, 124.51, 120.32, 119.82, 119.0
4,109.14, 104.17, 100.10, 63.75, 56.53, 25.99, 24.35, 18.26, 15.25.
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& = 8.25 (br s, 1H), 8.21 (br d, J = 8.3 Hz, 1H), 7.28 (d, J = 16.1 Hz, 1H), 7.
17 (d, J = 1.7 Hz, 1H), 7.07 (dd, J = 1.8, 8.4 Hz, 1H), 6.94 (d, J = 16.1 Hz, 1H
), 6.68 (d, J = 2.3 Hz, 1H), 6.39 (d, J = 2.3 Hz, 1H), 5.05 (0 00000, J = 1.4
, 6.8 Hz, 1H), 3.92 (s, 3H), 3.77 (s, 3H), 3.41 (br d, J = 6.8 Hz, 2H), 2.70 - 2.
65 (m, 2H), 2.64 - 2.60 (m, 2H), 1.80 (d, J = 0.7 Hz, 3H), 1.64 (d, J = 1.1 Hz,
3H); 13C NMR (100 MHz, 0 0O0O0O0OO0O-d3) & = 174.42, 171.50, 159.61, 156.
96, 138.79, 131.50, 130.93, 128.74, 126.52, 124.90, 120.85, 120.77, 120.6
9, 109.17, 104.80, 99.68, 56.67. 56.39, 32.51, 29.64, 25.88, 24.99, 18.23.
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m/z=452.2 (M-H)"; CogH31NOg; 'H NMR (400 MHz, 000000 O-d3) = 8.2
5 (br s, 1H), 8.21 (br d, J = 8.3 Hz, 1H), 7.29 (d, J = 16.1 Hz, 1H), 7.17 (d, J

1.7 Hz, 1H), 7.07 (dd, J
d, J = 2.3 Hz, 1H), 6.36 (d, J = 2.3 Hz, 1H), 5.07 (000000, J = 1.5, 7.0 Hz,
1H), 3.99 (q, J = 7.0 Hz, 2H), 3.92 (s, 3H), 3.43 (br d, J = 7.0 Hz, 2H), 2.70 -
2.65 (m, 2H), 2.64 - 2.60 (m, 2H), 1.80 (s, 3H), 1.64 (d, J = 1.0 Hz, 3H), 1.37

1.7, 8.3 Hz, 1H), 6.94 (d, J = 16.1 Hz, 1H), 6.67 (
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(t, J = 7.0 Hz, 3H); 13C NMR (100 MHz, 000000 DO-d3) &8 = 174.41, 171.4
8, 158.91, 156.86, 149.80, 138.77, 134.49, 131.38, 130.85, 128.72, 126.61,
124.95, 120.95, 120.84, 120.68, 109.18, 104.74, 100.55, 64.93, 55.67, 32.5
2,29.64, 25.90, 25.07, 18.32, 15.30.
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000m/z=396.2 (M+H)*; CaaH29N303; 'H NMR (400 MHz, DMSO-dg) & = 7.20

(d, J = 16.0 Hz, 1H), 7.11 (s, 1H), 7.01 (d, J = 7.5 Hz, 1H), 6.96 - 6.80 (m, 2

H), 6.62 (d, J = 2.2 Hz, 1H), 6.30 (d, J = 2.2 Hz, 1H), 5.06 - 4.98 (m, 1H), 3.9
4 (q,J =6.9 Hz, 2H), 3.82 - 3.72 (m, 3H), 3.35 (br d, J = 6.8 Hz, 2H), 1.77 (s,
3H), 1.61 (s, 3H), 1.33 (t, J = 6.9 Hz, 3H); 13C NMR (100 MHz, DMSO-dg) & =
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157.70, 156.60, 153.04, 137.68, 130.36, 129.71, 124.83, 124.59, 124.37, 1
20.26,118.60,110.05,103.97,99.72,63.74,55.76, 25.99, 24.34,18.27, 15.27.
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000000000000 000000000m/z=412.2 (M+H)*; Co24H29NO
5: TH NMR (400 MHz, CDCI3) 8 = 9.69 - 7.44 (m, 1H), 7.40 - 7.28 (m, 2H), 7.
08 (br d,J =6.6 Hz, 1H), 7.02 (s, 1H), 6.87 (br d, J = 15.4 Hz, 1H), 6.70 (br
s, 1H), 6.41 (br s, 1H), 5.12 (br t, J = 6.7 Hz, 1H), 3.98 (q, J = 6.9 Hz, 2H), 3
.86 (s, 3H), 3.43 (br d, J = 6.5 Hz, 2H), 1.97 (br s, 3H), 1.80 (s, 3H), 1.67 (s,
3H), 1.40 (t, J = 6.9 Hz, 3H); 13C NMR (100 MHz, CDCI3) 8 = 167.75, 157.886,
155.23, 154.91, 141.36, 136.98, 130.47, 130.07, 128.96, 126.01, 123.73, 1
20.97, 119.27, 109.83, 104.13, 100.11, 63.93, 55.75, 25.75, 24.48, 19.41, 1
8.01, 14.87.
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H), 6.31 (d, J = 2.1 Hz, 1H), 5.02 (br t, J

7.0 Hz, 1H), 3.94 (q, J = 6.9 Hz, 2
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© C2o2H25NO4; 1H NMR (400 MHz, DMSO-dg) & = 10.08 (br s, 1H), 9.58 (s, 1H
), 9.16 (br s, 1H), 8.31 (d, J = 1.7 Hz, 1H), 8.28 (d, J = 2.1 Hz, 1H), 7.20 - 7.
02 (m, 2H), 6.91 - 6.78 (m, 2H), 6.63 - 6.58 (m, 1H), 6.30 (d, J = 2.2 Hz, 1H),
5.00 (br t, J = 7.0 Hz, 1H), 3.94 (g, J = 6.9 Hz, 2H), 3.35 (br s, 1H), 3.31 - 3.
28 (m, 1H), 1.77 - 1.70 (m, 3H), 1.67 - 1.47 (m, 3H), 1.33 (t, J = 7.0 Hz, 3H);
13C NMR (100 MHz, DMSO-dg) 8 = 160.55, 157.67, 156.57, 147.20, 137.62,
130.08, 128.90, 126.77, 124.51, 124.29, 123.97, 123.49, 118.83, 118.52, 1
15.61, 103.97, 99.69, 63.74, 25.96, 24.34, 18.24, 15.26.
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(M+H)*; C21H23NOs5; 'H NMR (400 MHz, CDCI3) & = 8.10 (d, J = 2.2 Hz, 1H),

7.59 (d, J = 2.2 Hz, 1H), 7.18 - 7.13 (m, 1H), 7.08 - 7.01 (m, 3H), 6.94 (d, J =
8.2 Hz, 1H), 5.71 (s, 1H), 5.07 (00O00OO00O, J = 1.3, 6.8 Hz, 1H), 3.95 (s, 3H
), 3.93 (s, 3H), 3.55 (br d, J = 6.8 Hz, 2H), 1.84 (d, J = 0.9 Hz, 3H), 1.70 (d, J
1.1 Hz, 3H); 13C NMR (100 MHz, CDCl3) 8 = 157.84, 147.03, 146.73, 146.
17, 138.48, 135.17, 132.87, 132.61, 129.45, 122.31, 121.10, 120.63, 114.7
3,113.29, 108.83, 103.38, 56.10, 55.91, 25.75, 25.52, 18.00.
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M+H)*; Co21H25N0O3; 1H NMR (400 MHz, DMSO-dg) & = 9.08 (s, 1H), 7.12 - 7.

04 (m, 2H), 6.91
0 Hz), 6.17 (d, J
H), 3.81 (s, 3H),
3H), 1.60 (d, J
28, 147.79, 146.99, 137.40, 129.49, 129.22, 125.10, 124.35, 120.35, 116.0
8, 115.59, 110.09, 103.11, 97.74, 55.99, 55.68, 55.36, 25.97, 24.18, 18.18.
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(dd, J = 1.9, 8.3 Hz, 1H), 6.81 - 6.73 (m, 2H), 6.43 (d, J = 2.

3
0

2.0 Hz), 4.99 (000000, J =1.3, 6.8 Hz, 1H), 4.88 (s, 2
.69 (s, 3H), 3.28 (br d, J = 7.0 Hz, 2H), 1.75 (d, J = 0.6 Hz,
.7 Hz, 3H); 13C NMR (100 MHz, DMSO-dg) & = 158.21, 148.
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2oH25N04; 1H NMR (400 MHz, DMSO-dg) & = 10.08 (s, 1H), 9.98 (d,
J=11.1 Hz, 1H), 9.15 (s, 1H), 8.90 - 8.80 (m, 1H), 8.27 (d, J = 1.8 Hz, 1H),
7.42 (d, J = 1.8 Hz), 7.22 - 7.11 (m, 2H), 7.07 - 6.91 (m, 2H), 6.87 - 6.70 (m,
2H), 5.04 - 4.96 (m, 1H), 3.82 (s, 3H), 3.78 - 3.74 (m, 3H), 3.40 (brd, J = 6.7
Hz, 2H), 1.77 (s, 3H), 1.61 (s, 3H); 13C NMR (100 MHz, DMSO-dg) & = 163.1
7,159.99, 157.64, 148.30, 147.31, 137.64, 137.56, 137.52, 130.91, 130.48,
129.07, 123.75, 123.72, 123.52, 123.08, 120.66, 120.60, 116.09, 110.38, 1
08.53, 101.90, 56.19, 56.03, 56.00, 25.94, 24.56, 18.24.
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1H NMR (400 MHz, 00OO0O-d3) & = 7.31 (d, J = 16.2 Hz, 1H), 7.10 (d, J = 2
Hz, 1H), 7.00 (dd, J = 2.0, 8.1 Hz, 1H), 6.93 (d, J = 16.1 Hz, 1H), 6.79 (d, J =
8.0 Hz, 1H), 6.75 (d, J = 2.7 Hz, 1H), 6.40 (d, J = 2.7 Hz, 1H), 3.90 (s, 3H), 3
.82 (s, 3H); 13C NMR (100 MHz, 00 O0OO0O-d3) & = 158.69, 158.32, 149.15,
148.08, 140.14, 132.49, 130.67, 126.01, 121.41, 116.38, 110.75, 105.77, 1
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03.89, 100.20, 56.57, 56.37.
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.21 (br m, 1H), 7.19 (s, 1H), 7.12 (br m, 1H), 6.88 (d, J = 16.2 Hz, 1H), 6.88

(br m, 1H), 6.64 (s, 1H), 5.21 (tm, J=1.5, 7.1 Hz, 1H), 3.90 (s, 3H), 3.36 (br
d,J =7.1 Hz, 2H), 1.78 (d, J = 1.0 Hz, 3H), 1.73 (d, J = 0.9 Hz, 3H); 19F NMR
(376 MHz, CD30D) & = -64.35 (s, 3F); 13C NMR (100 MHz, CD30D) & = 159.6
6, 148.18, 147.81, 142.37, 134.79, 133.34, 133.01, 132.66, 129.41, 128.29,
127.12, 126.81, 125.22, 117.72, 117.28, 114.99, 114.95, 111.53, 111.49, 1
10.19, 56.78, 32.91, 25.99, 18.15.
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)*: CooH23NO03; 1H NMR (400 MHz, DMSO-dg) & = 9.06 (br s, 1H), 8.72 (br
s, 1H), 7.12 - 7.05 (m, 2H), 6.91 (dd, J = 1.9, 8.3 Hz, 1H), 6.77 - 6.70 (m, 2H
), 6.27 (d, J = 2.3 Hz), 6.06 (d, J = 2.3 Hz), 4.99 (000000, J=1.3, 6.7 Hz,
1H), 4.62 (s, 2H), 3.81 (s, 3H), 3.24 - 3.17 (m, 2H), 1.77 (s, 3H), 1.64 (s, 3H)
: 13C NMR (100 MHz, DMSO-dg) & = 156.14, 148.25, 147.75, 146.90, 137.67,
129.92, 129.60, 129.53, 124.97, 124.23, 120.36, 116.04, 114.60, 110.16, 1
01.93, 101.72, 56.03, 25.98, 25.57, 18.26.
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000000000000 O0000
oooo 000000000000 0000
0000000 0D000O0O0xO0O0O00O0O0pO00O0O0000O00O00O0
000000000000 00000000000000000m/z=354.2 (M+H)*;
C21H23NO4; 'H NMR (400 MHz, DMSO-dg) 8 = 9.66 - 9.45 (m, 1H), 9.23 (br s
, 2H), 8.26 - 8.19 (m, 1H), 7.17 - 7.06 (m, 3H), 6.99 - 6.85 (m, 2H), 6.83 (d, J
= 2.7 Hz, 1H), 6.76 (d, J = 8.1 Hz), 6.49 (d, J = 2.3 Hz, 1H), 4.95 (br s, 1H),
3.81 (s, 3H), 3.39 - 3.33 (m, 2H), 1.78 - 1.73 (m, 3H), 1.64 - 1.59 (m, 3H); 13
C NMR (100 MHz, DMSO-dg) & = 163.08, 159.42, 155.17, 154.60, 147.22, 14
6.16, 137.35, 135.29, 130.02, 129.59, 129.53, 129.34, 128.21, 128.11, 122.
94, 122.89, 122.79, 122.64, 122.56, 121.68, 119.68, 119.63, 115.00, 110.2
6, 109.37, 109.21, 108.56, 55.00, 54.96, 24.88, 17.32.
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000000000000 0000000000000mM/z=368.2 (M+H)*; Ca2H25NO
24 'H NMR (400 MHz, DMSO-dg) & = 9.19 (s, 2H), 9.14 (br s, 1H), 7.18 - 7.09

(m, 2H), 6.95 (dd, J = 1.8, 8.2 Hz, 1H), 6.91 - 6.79 (m, 2H), 6.76 (d, J = 8.1
Hz, 1H), 6.70 (d, J = 2.2 Hz, 1H), 4.94 (000000, J = 1.2, 6.8 Hz, 1H), 3.81
(s, 3H), 3.37 - 3.32 (m, 2H), 2.01 (s, 3H), 1.75 (s, 3H), 1.60 (s, 3H); 13C NMR
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(100 MHz, DMSO-de) 6 = 168.82, 155.54, 148.27, 147.17, 138.26, 137.47, 1
30.43, 129.96, 129.34, 124.94, 124.37, 123.98, 120.64, 116.05, 113.45, 11
0.34, 109.99, 56.06, 26.29, 25.98, 23.67, 18.29.
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00m/z=379.2 (M+H)*; C23H26N203; 1H NMR (400 MHz, DMSO-dg) & = 7.32
(s, 1H), 7.27 (d, J = 16.1 Hz, 1H), 7.16 (d, J = 7.9 Hz, 1H), 6.97 (s, 1H), 6.94
(d, J = 6.6 Hz, 1H), 6.63 (d, J = 2.1 Hz, 1H), 6.31 (d, J = 2.0 Hz, 1H), 5.02 (br
t, J = 6.8 Hz, 1H), 4.25 - 3.69 (m, 4H), 3.42 - 3.34 (m, 2H), 1.77 (s, 3H), 1.61
(s, 3H), 1.33 (t, J = 6.9 Hz, 3H); 13C NMR (100 MHz, DMSO-dg) & = 157.77, 1
56.49, 155.02, 137.69, 132.04, 130.90, 130.62, 129.79, 128.52, 124.59, 12
1.14, 118.77, 109.10, 105.26, 103.95, 99.67, 63.77, 26.89, 26.03, 24.37, 18
.27, 18.28.
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1H NMR (400 MHz, DMSO-dg) & = 11.65 (br s, 1H), 9.20 (br s, 1H), 7.56 (s,
1H), 7.38 - 7.23 (m, 2H), 7.07 (d, J = 8.1 Hz, 1H), 6.95 (d, J = 16.0 Hz, 1H),
6.66 - 6.58 (m, 1H), 6.36 - 6.27 (m, 1H), 5.01 (br t, J = 6.4 Hz, 1H), 3.94 (q,
J=6.8 Hz, 2H), 3.41 - 3.34 (m, 2H), 1.74 (s, 3H), 1.60 (s, 3H), 1.33 (t, J = 6.
8 Hz, 3H); 13C NMR (100 MHz, DMSO-dg) 8 = 157.70, 156.57, 154.94, 144.4
4,137.36, 132.39, 130.35, 129.81, 129.71, 125.91, 124.51, 123.41, 118.94,
110.22, 107.20, 104.16, 99.96, 63.74, 25.98, 24.27, 18.25, 15.25.
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EHMEE 3 HEO, LA 1. 13, 14, 45[KYN-001, 112, 114, 118]® ICso

E(uM)(0.0001~20uM DO EEPH D 10 B[ 512 -5 <)[2018 /£ 10 A 31 H]

A 15 e fiek LB FEE bk B

LEW ﬁfﬂlﬁﬂﬂi/KYN SW_480 MIA PaCa- | MDA- | .. .. | CRL-
BB a— R 2 MB-231 1611
1 KYN-001 0.298 0.204 0.0293 | 0.105 | 0.0937

13 KYN-114 26.47 3.003 N/A 0.949 2.12

14 KYN-118 N/A 3.47 ~10.6 1.33 2.96

45 KYN-112 10.8 20.4 ~10.3 N/A N/A

goooaon
good

F2.EWMWE S B AD, {bEW 1, 17, 22, 23, 29, 33 @ ICs fE(uM)(0.0001~
20uM OO 10 [EFEGIZESE | (L&YW 8 IZ DWW TIL, 0.000038146~5uM D
F o 18 EH 5 H-T<)[2018 42 10 H 31 H, 20194 6 H 9 HMIIE]

pA | BB 55 Rt LB fa B iz Bk
L&y | Mtk | 5637 | RT-112 MD;:"B' HCT 116 | ACHN M'A;aca'
KYN-001 | 0.0306 | 0.0287 | 0.0573 0.165 | 0.0897 | 0.0507
8 |KYN-11914 10943 | 0.00565 | 0.00000253 | 9028 |0.0000135 |~ 0-00047
17 |KYN-120| 0.104 | 0.115 0.246 0353 | 0.283 0.182
22 |KYN-124| N/A N/A 6.2 N/A N/A N/A
23 |KYN-125 | 0.0653 | 0.0682 | 0.138 0.474 0.26 0.18
29 |KYN-128 | 0.0674 | 0.0764 | 0.155 0.627 | 0.281 0.185
33 |KYN-126 | 0.0859 | 0.0955 | 0.169 0.68 2.84 0.0968
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# 3. CellGlow Titer 7 v EA [T K o TFHl L, ICsouM & LTRHE L7z, 23 A M
DEFICHT D 1[KYN-0011{L &35 LU 8[KYN-1191{L & o R, #Min%x, 7
L—T 4 7D 24 FFfE . 18 D 8) A PRI (R B 5~0.00003uM) CHLEE L |
3EMOME THRAMELIT -7z, 20184910 A 31 H, 20184 12 A 19 B, 2019
F£5H15H, 20196 H4H, 201946 H 6 H, 201946 A 8H, 201946 A
19 BICHE SN THOOER L OMEEEE,

{t&%¥ 1 [KYN-001] |{E&¥) 8 [KYN-119]

Ty EES
A HH A R ICso uM | FERE |n| F¥§ |[BERE|n| ICo
Bt 5637 0.0347 | 0.0044 |2]0.00391 | 0.00064 |2 | 8.9
B HT_1376 N/A 0| 0.610 1
Bkt HT-1197 0.258 1| 0.0115 1| 22
Bt )82 0.184 1| 0.0465 1| 40
skt RT-112 0.0529 | 0.045 |3]0.00363 | 0.00066 | 2| 15
B Bt RT4 N/A 0| 1.67 1
Bt SCABER 0.0337 1| 0.0101 1| 33
Bt SW780 0.712 1| 0.217 1|33
B bt T24 0.129 1| 0.0225 1| 5.8
BERE TCCSUP 0.294 1| 0.112 1| 26
Bt UMUC_3 0.0313 1| 0.00548 1| 5.7
Bt UMUC-14 1.16 1| 0.563 1] 24
iE MCF7 0.694 019 |2 0.136 0.028 |2 5.1
IR MDA-MB-231 | 0.0326 | 0.0046 |3 |0.00848 | 0.0050 |2 | 3.8
s HCT_116 0.416 0.077 |2] 00355 | 0020 |2] 12
w1 SW_480 0.179 011 |3 00179 | 0.0030 |2 10
o@@pE  |HT-1080 0.0367 1| 0.0173 1| 21
gemmmE  |TE38LT 0.0357 1| 0.00750 1| 48
aA—4 V5 HE |HTB-166 0.257 1| 0.0492 1| 5.2
#HAmE SW 684 0.0552 1 | 0.00463 1| 12
TR UPCI:SCC152 | 0.0463 1| 0.0230 1| 20
B 769-P N/A 0| 0.0337 1
B 786-0 0.334 1| 0.0648 1| 51
B A-498 2.81 4.8 5| 0.329 025 |4] 85
Bl ACHN 0.494 | 0.0027 |2| 0.0104 | 0.0011 |3 | 48
B Caki-1 0.103 1 [ 0.00890 1| 12
B Caki-2 1.12 1| 0.281 1| 40
i CRL-1611 0.0937 1
B HTB-45 1.73 1| 0.463 1| 37
B SK-NEP-1 0.158 1| 0.0178 1| 89
TREGAE SK-LMS-1 0.0659 1| 0.0175 1| 38
TR A SK-UT-1B 0.0226 1 | 0.00639 1| 35
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I RAPaIE 937449 0.0555 1| 0.0151 1| 3.7
s B 947778 0.0845 1| 0.0257 1| 3.3
R HepG2 0.212 | 0.0030 |2 0.0202 | 0.00005 | 2| 11
R Huh? 0.0789 | 0.0017 |2 ] 0.0206 | 0.00049 |2 | 3.8
I JHH-5 N/A o| 437 3.5 2

Wl JHH-6 0.172 | 0.0008 |[2] 0.0364 | 0.0022 [2]| 4.7
R JHH-7 0.696 0.87 |2]| 0.519 016 |2 1.3
g SNU-398 0.0429 | 0.0002 |2 |0.00815| 0.00014 |2 ] 5.3
R SNU-423 0.0338 | 0.0002 |2 |0.00623 | 0.00029 |2 ] 5.4
Ik SNU-475 0.239 021 |2] 00324 | 000037 [2] 7.4
i A549 0.163 0.039 |[2] 0.0309 | 0.00066 | 2| 5.3
i BEAS-2B 0.0764 | 0.0017 |2 | 0.0150 | 0.00054 |2 ] 5.1
i NCI-H1048 0.0917 1| 0.0145 | 0.0035 |2 6.3
B NCI-H1299 0.0624 | 0.0026 |2 |0.00856 | 0.00001 |2] 7.3
i NCI-H1437 0.347 1| 0.0166 1] 21
i NCI-H1563 0.449 1| 0.0195 1| 23
i NCI-H1573 0.217 0.016 |2 0.0205 | 0.00080 |2 | 11
B NCI-H2126 0.0754 1 |0.00173 1| 44
P NCI-H596 0.303 0.12 |2] o0.115 0.034 |2] 26
i NCI-H661 0.0366 | 0.0025 |2 | 0.0115 | 0.0011 |2] 3.2
EAE HOS_CRL_1543| 0.358 0.32 |3] 00320 | 0.0023 [3] 11
BAE Hs888.T 0.210 0049 |2] 00261 | 0.0020 [2] 8.1
BAIE KHOS_312H 0.356 025 |2] 00367 | 0.00071 |3 | 9.7
BAE KHOS_N/P 0.0687 | 0.0090 |3 | 0.0105 | 0.00011 |3 ] 6.6
BAIE MG3 0.0359 | 0.0041 |3]0.00688 | 0.00039 |3 | 5.2
BAE SAOS-2 0.110 0.046 |2] 0.0154 | 0.0020 [3] 7.2
ERIE SISA_1 2.30 1| 9.58 6.7 2| 02
BAE T1-73 0.804 1|0.00393 | 0.00022 |2 | 205
BAE U20s 0.325 0.25 |3] 0.0368 | 0.0040 [3] 8.8
R AsPC-1n N/A o| 2.00 1.4 3

T BxPC3 1.06 048 |2]| 0.355 0.082 |2] 3.0
s CAPAN-1 6.22 6.7 2| 469 1| 1.3
PR CAPAN-2 0.182 0.12 |3]0.00975 | 0.00062 |3 | 19
R CFPAC 0.492 0.15 |3] 00824 | 0013 [3] 6.0
Rl HPAC 4.99 5.2 2| 197 1.4 2| 25
i HPAFII 1.07 0.63 |2]| 0.403 015 [3] 2.7
i MIA PaCa-2 0.127 0.057 |6]| 00181 | 0015 [4] 7.0
B PANC-1 0.107 0.043 |2] 0.0115 | 0.0025 |[2| 9.3
B DETROIT 1.17 1| 0.438 1] 27
EEE FADU 0.0744 1| 0.0371 1| 20
R RE A-204 N/A 0| 0.0307 1

A E CCL 166 0.0960 1 | 0.00605 1| 16
R AE Hs 729 0.383 1| 0.0649 1| 59
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oooooao
BERAAE SJICRH30 0.0823 1] 0.0434 11 1.9
R iE TE 159.T 0.147 1| 0.0196 1| 7.5
& CAL 27 0.0568 1| 0.0383 1] 1.5
% SCC-15 0.0170 1| 0.0149 1] 1.1
= SCC-25 0.744 1| 0.276 1] 2.7
= SCC-4 0.100 1] 0.0239 11 4.2
= SCC-9 0.181 1| 0.0755 1] 2.4
£ UPCI:SCC090 0.0901 1| 0.0260 1] 35
FHfE 10.0
oooooao
oooooooooDoooxoobBbpooxoobbooooooooOooOOOOOODO
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ogood

& 4. CellGlow Titer 7 v EAIZ K > TEFM L. ICsouM & L CEHRE L7z, 28 AifE
DEFIZHT HILEOHR, HlaE, 7L —T 17O 24 /%, 18DQH)
FRIE (IR E P 5~0.00003puM) TALFE L, 3 H M O CTIHERITE 1T 72,
20196 H4H, 20194 6 A 6 A, 2019 6 A 8 HIZHREINIZERNLOME
TR,

MNA S e Big | BE R ik REE i fif
atlon e [HRE (RT-112 [ACHN |A-d08 ;’“A PaCa- | - apAN-1 35'2'99
i 0.027 | 0.496 | 0.888 0.109 1.46 0.0642
1 |KYN-001 |{8#{§Z | 0.0029 0.733 0.0437
n 2 1 3 3 i1 1
iy 0.00409 | 0.0098 | 0.2099 | 0.0103 2.45 | 0.00856
8 |¢yn.119 RERE 0.0004 0.0005 3.17
n 1 2 1 2 2 1
2 |KYN-138 |EE& D 0.119 0.117
4 |KYN-139 |EE& D 0.381 0.361
5 |KYN-140 |EE& D 0.755 0.667
6 |KYN-134 [SEE&C | 0.862 1.59
7 |KYN-136 |3EE& C 0.17 0.288
9 |KYN-130 |S2E& A | 0.022 | 0.609 0.019 N/A
10 |KYN-131 |SEB& A | 0.0256 | 0.0409 0.0371 2.237
11 |KYN-132 |3EE% B | 0.0392 0.665 0.104 0.193
12 |KYN-133 |SEE& B | 0.347 N/A 0.822 0.827
25 |KYN-137 |SEE& D 7.74 N/A
26 |KYN-129 |EE& A N/A N/A N/A N/A
46 |KYN-145 |3EE& C N/A N/A
gooooao
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#Z 5A. CellGlow Titer 7 v 2 A ([T X » Tl L7z, BAMBBOALEFICHTH{LEaW
DENE, 1[KYN-001]3 L TF 27[KYN-149] 72 & TN ZF 1 5 OFEELERD ICso(uM) D H
B, A Z 11 O FRIE @R E 3 ~0.00001pM) T L=, BiEshi7

DDERRNS OMEERER;
A B i B B A B ik FE Bt
ke @Rk | A-498 ;’"A PaCa- kA WM |A-498 ;’“A PaCa-
EEBE 0.0522 |0.0645 2 |KYN-138 |ZEEEE |0.132 0.135
EL 1.354 |0.0697 3 |KYN-153 |3EE& G |1.194 0.0275
£ G 1596 |0.0847 4 |KYN-139 |[SEEEE |0.545 0.52
i KYN- |SEBRH [1.271 |0.0663 5 |KYN-140 |Z=EERE |0.754 0.746
001 |38\ 1.612 |0.1054 6 |KYN-134 [ZEEEE (1.09 1.28
e 1.557 |0.0725 7 |KyN-136 |ZEEE [0.199 N/A
EERK 0.5509 (0.1012 9 |KYN-130 |[ZBE&E |0.147 0.115
Ty 1.1419 |0.0806 10 |[KYN-131 [ZEEE [0.126 0.0812
HEEEZ 0.6052 [0.0169 11 |[KYN-132 |==E&E |0.202 0.207
12 [KYN-133 |ZEEE (091 1.09
15 [KYN-158 |EEB&J |>3 >3
16 |KYN-157 |ZEE& 1 |>3 >3
SEERE  |0.0404 |0.0408 17 |[KYN-120 |SREEE |0.142 1.15
=B 0.414 [0.0152 18 [KYN-156 |[EEE| |(~3 ~1
g KYN- |EBR G  |0.604 |0.0243 19 |KYN-160 |EE&J >3 0.9213
119 |5EEB&H |0.37 0.0178 20 |KYN-146 |EE&F |0.714 0.0473
=B 0.721 |0.0345 21 |KYN-154 |EEBH |~3 >3
E 0.43 0.0265 22 |KYN-124 [EEEE [N/A N/A
EEREE |0.26 0.0109 23 |[KYN-125 |SE2ER E |0.234 0.352
24 |KYN-141 |=EEE |N/A N/A
25 |KYN-137 |SEERE |15 N/A
26 |KYN-129 [ZEEEE [N/A N/A
£ G 0.932 |0.0147 28 |KYN-143 [EEF (0.181 0.000936
27 KYN- |2E& ) 0.9844 [0.01341 29 [KYN-128 |REE |0.27 0.491
149 |=EE& K |0.2688 [0.0168 30 |KYN-142 |Z=E&E |0.0479 |0.0608
T 0.7284 |0.0150 31 |KYN-151 |SEEEG |>3 3.18
ZE{RE 0.3989 |0.0017 32 |KYN-148 [EE& G |1.835 0.54
33 |KYN-126 |ZEEXE |0.988 2.04
34 |KYN-147 |[32E&F |0.915 0.173
35 |KYN-152 |EE G |>3 N/A
36 |KYN-150 [EEE G [N/A N/A
37 |KYN-144 |[EEEF [N/A >3
38 [KYN-155 |EE&H |~0.1 >3
40 |KYN-159 |=E&J |2.926 >3
41 |KYN-161 [SEE&J [N/A >3
42 |KYN-162 [EEEK |~3 N/A
43 |KYN-163 |EEK |~3 ~3
44 |KYN-164 |EEE K |2.042 1.157
46 |KYN-145 [EEEE [N/A N/A
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& 5B. CellGlow Titer 7 v A [T XL o TiFili L7z, DAMBEOAETFICHT5{LED
DENE, 1[KYN-001]3 L O 27[KYN-149] 72 & T Z 4 6 OIREED ICso(uM)D He
BEEEAf, MIRZ 11 OF IR B #FH:3~0.00001uM) TLHE L=, HESHE 3

DDERNS O EERER;
RKA | B i ILE
B3k MIA PaCa-2 | U-87 MG 471
A=y EE CRL-1420 HTB-14
1 | KYN-001 | SEB&N 0.07244 0.1867 0.1171
27 | KYN-149 | =EEN 0.01474 0.03007 | 0.02923
1 | KYN-001 | ZEB& L 0.1432 0.2812
1 | KYN-001 | EEE ™ 0.7713 1.603
27 | KYN-149 | SEB& L 0.002868 0.00986
27 | KYN-149 | EE& M 0.01052 0.02182
39 | KYN-165 | ZEB& L >3 ~3
47 | KYN-167 | EB& M N/A N/A
48 | KYN-168 | BE& ™M 0.4856 0.555
49 | KYN-169 | EE M 0.5312 1.405
51| KYN-166 | SEE& L N/A ~3
oooooo
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#£ 6. CellGlow Titer 7 v B AT X o TRl L7z, BAMBOAEFIET 5 aW
DENE, 1[KYN-001]3 L O 8[KYN-119]72 5 TNZZ 4L & O FREED 1Cso(uM) D b
BT, MEfEZ 11 OFRIRGREEE:3~0.00001pM) THRE L 7=,

NADESE HAM IR {E&¥/1Cs0 (uM)

1 8 20 27 28

KYN- |KYN- |KYN- |KYN- |KYN-

A 001 119 146 149 143
BAE MG-63 / CRL-1427 |0.0441(0.0182 |0.0313 | 0.0825 | 0.0048
EHE Saos-2 / HTB-85 0.173 |0.0791 [0.1291 | 0.0424 | 0.0233
B 1—1 L TAE A-673 / CRL-1598 0.471 |0.1573|0.3116 | 0.2291 | 0.1117
Fa1—a 2 TAE RD-ES / HTB-166 0.3098 | 0.1629 | 0.3379 | 0.133 |0.0651
PP R RE A-204 / HTB-82 0.1987|0.0678 | 0.131 |0.0524 |0.0253

ER s AE TE159.T /CRL-7752 [N/A  [N/A [nfa |0.031 |N/A

BEEHA A
R LB -TIBER

MPCLSECES2 FORL 0.1404] 0.0549( 0.1491| 0.0366 | 0.0205

3240
RELEE -BOES ;’;;;‘SCCOSO/CRL' 0.0009| 0.0005| 0.0478| 0.02|0.0561
RELERE - IHE Fadu / HTB-43 0.1386| 0.0541| 0.0801| 0.0286| 0.0118
HEERE ?:;m“ﬁ”ca' 0.131| 0.0766 | 0.1224 0.0203 | 0.0114
RELEE-& CAL 27 / CRL-2095 0.0894( 0.0309| 0.0409| 0.015| 0.005
RELEE-& SCC-4 / CRL-1624 0.0395| 0.0232] 0.0313| 0.0114 | 0.0031
fARFE
CHP-212 / CRL-2273 | 0.0281| 0.0098| 0.0261 | 0.0057| 0.003
BE(2)-C / CRL-2268 | 0.0671| 0.0259 0.0548| 0.0136|0.0112
SK-N-DZ / CRL-2149 | 0.132] 0.0501] 0.1401( 0.0326|0.0164
SK-N-FI / CRL-2142 | 0.1157| 0.0266 | 0.0485 | 0.0157| 0.0097
BERRAS A
ﬂl:\oPaCa—Z/CRL— 0.1089| 0.0234| 0.0549 0.0214 | 0.0129
PANC-1 / CRL-1469 |0.1101] 0.0314| 0.0416( 0.0288|0.0178
BxPC-3 / CRL-1687 | 0.9436( 0.3873| 1.412]0.3021|0.1747
Capan-1 / HTB-79 2.67| 2.319| 2.237|0.7918|0.7348
HPAF-II / CRL-1997 0.417| 0.242]0.6378[0.1019[0.1106
ffiASAs
gsc;-zmaawcm- 0.1428) 0.0327| 0.0732] 0.0322 | 0.0259
NCI-H2126 / CCL-256 | 0.1055] 0.0331| 0.097| 0.031|0.0107
:;;;HIS‘SS/CRL' 0.1838| 0.0545| 0.0741 0.0598 | 0.0159
g;;’;'ls”/m" 0.2728) 0.0335| 0.0558| 0.048|0.0212
FFAgEAS A/

Hep G2 / HB-8065 0.5773| 0.296]0.2345] 0.2514|0.0991
SNU-398 / CRL-2233 [0.2077] 0.0746 [ 0.1105| 0.054]0.0327
SNU-423 / CRL-2238 [0.2033| 0.0797 [ 0.1184| 0.0535| 0.0275
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SNU-449 / CRL-2234 | 0.0818|0.0325| 0.064] 0.0151] 0.0102|

B A

769-P / CRL-1933

0.3627

0.109

0.1737| 0.1101 | 0.0401

A-498 / HTB-44

1.073

0.4012

0.6204] 0.6418| 0.198

ACHN / CRL-1611

0.2412

0.0757

0.0834 | 0.0267 | 0.0188

Caki-1 / HTB-46

0.12

0.0279

0.0963 | 0.0154 | 0.0072

Caki-2 / HTB-47

0.4263

0.5236

0.3023| 1.553] 0.0698

A

SW480 / CCL-228

0.2246

0.1086

0.1577] 0.0896 0.03

SW620 / CCL-227

0.1209

0.0355

0.1027( 0.0317] 0.018

HT-29 / HTB-38

1.563

0.9394

1.992(0.4315]0.3248
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UM-UC-3 / CRL-1749

0.3327

0.0548

0.1258| 0.0302 | 0.0213

RT4 / HTB-2

1.384

0.9682

2.012] 0.4529| 0.463

T24 / HTB-4

0.1823

0.0611

0.1113|0.0325] 0.0221

HT-1197 / CRL-1473

0.1081

0.0485

0.0617( 0.0171 0.0122

SCaBER / HTB-3

0.065

0.0273

0.0537( 0.0109| 0.006
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F7. AL CCL2. TL-8. IL-17. IL-2 B L IL-4 O/ o E!R & TS
WO ATFICHT LSOOG RICHNTO, L& 1, 8, 20, 27, 28, 31, B
FR3ISDT v A FEE.

ccL2
nM % nM %
Abs ECso: |Max Eff.: |Abs ECso: |Max Eff.:
ccL2 ccL2 &F &%
£ (1280) |(1280) |[(1243) |(1243)
1 |KYN-001 123 101 202 77
8 |KYN-119 50 102 235 99
20 |KYN-146 108 99 442 61
27 |KYN-149 32 100 41 67
28 |KYN-143 40 100 124 68
31 |[KYN-151 445 100 431 86
35 |KYN-152 1130 79 5000 30
IL-8
nM % nM %
Abs ECsg: |Max Eff.: |Abs ECso: |Max Eff.:
IL-8 IL-8 &% &%
£ TR (1250)  |(1250) |[(1244) |(1244)
1 |KYN-001 80 94 90 92
8 |KYN-119 37 107 32 101
20 |KYN-146 321 93 221 76
27 |KYN-149 46 75 32 83
28 |KYN-143 a4 85 35 81
31 |KYN-151 364 105 416 100
35 |KYN-152 2950 77 5000 72
IL-17
nM % nM %
Abs ECso: |Max Eff.: |Abs ECso: |Max Eff.:
IL-17 IL-17 5% &£7%F
& (1321)  [(1321) |(1322) |(1322)
1 |KYN-001 4430 54 5000 50
8 |KYN-119 1550 69 582 57
20 |KYN-146 1650 85 5000 47
27 |KYN-149 2120 65 5000 52
28 |KYN-143 526 73 659 54
31 |[KYN-151 4870 53 5000 32
35 [KYN-152 5000 19 5000 18
Ooooooano
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Abs ECso: 5 8 & FEle U 72 ¥ KA 20 iR B (nM)

0
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Max Eff.: StBEO R KGRI HT A A—F o T—2L LTOHFOERNE

10

IL-2 IL-4
nM % nM % nM %
Abs ECso: |Max Eff.: |Abs ECso: |Max Eff.: |Abs ECsg: | Max Eff.:
IL-2 IL-2 IL-4 IL-4 &% £7F
2 (1297) (1297) (1298) (1298) (1299) (1299)
1 |KYN-001 5000 42 2930 70 5000 35
8 |KYN-119 5000 51 503 82 5000 46
20 |KYN-146 5000 34 5000 54 5000 15
27 |KYN-149 5000 46 507 79 4350 52
28 |KYN-143 4260 55 278 80 2360 60
31 [KYN-151 5000 36 5000 29 5000 19
35 [KYN-152 5000 16 5000 11 5000 7

Abs ECso: %8 & il U 7= Y e KA D2 B (nM)

Max Eff.: {HIBOFR KGRI T HE A= 7=V L LTOHSFORKGE
gooooao
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FET vEA N T A—F—

S

vt hpI A 7 F 2 %A b (HEKa)

MR ILE 2 MR TR 5, MIIXE 3~6
R TR T 5,

IL-4, TL-13, IL-22 38 KX TF IFN-y

7 b E— MR JE AR 10ng/mL OFEHR 2
B hAfrg—aAfF ()4, 13BL022,
2B IngmL DA F—7xn iy

PUES

HEKa fifia7>5 @ AD 455 CCL2 o

RS

B4 6t HRGRY 100% 0D % B

AD BRARE + 10uM O F /L7 =) L (CAS:
50679-08-8)

Pt BR (R 0% D %h &)

AD £l 3 X ) 0.1% DMSO

ZHRALEY

RE A KV (CAS: 378-44-9)

A FaX—1 g SEERE

48 MRS

ERE S, EfTRME, BLUEREF

T oA DETIC3 Bdd D,
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FET vbEARNTA—F—

CE b

RADE VREZTZF /A b

(HEKa)

MRS 2 REfCTORAE T 5. MARIZEE 3~5
MEAR TR D,

IL-17A I X UF TNFa

BE PRSI 10ng/mL O Z &~ A X —
1A % (IL)17A 3 X O 10ng/mL o B 5
¥EHEF 7 L7 7 (TNFa)

EES

HEKa 7 & ¢ IL-17A/TNFa 753 IL-8 jgit
RS

Rer 4 ot HR (9 100% D %h 5)

fillEc e L, B3 XL00.1% DMSO

fe Mt BB (F) 0% D %h B

IL-17A/TNFo #{#3 X 1 0.1% DMSO

ZHRLEY

Y ALY (CAS: 378-44-9)

A F a— g EE

72 S

SLERRE ), FEITRER, B X UE

T v DETIZI BIND,

O O 0o0@FE . o
O0OodQmoo
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P fiE0 5ot B ot AL E 0.22 0.54 0.36 0.65 0.004
NA = K&
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