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0
. N
siecgpe!
0 CF,

[0191] N- (4- (=& H &) FFL) -3,4- “&-2H-ZK 1 [1,4] E 430 Pk - 7- B Ik i) il %
.

[0192]  WgIE T Fécffepfid - (S H 28) R , HoAh S o6 20 IR [F] S 45 1 o

[0193]  sEjfs130

- (T

[0195]  N- (WKW -2-FEFIE) -3,4- & -2H- 2R IF (1, 4] S Z3R B b - 7- B Ik e 1) i1l % 4
I

[0196] W IE T P4t a2 - PR iR FH iz , FLAth S50 20 IR [R] S it ) 1

[0197]  sjitif5I31

SRecaacye

[0199]  N- (4-REFEFTEL) -3,4- Z&-2H- 2K [1, 4] A3 FF P - 7- FF Ik fie 1) 1) % 2
e

[0200] K IE T Fcdf 4 - R AR AR M o A S 00 A5 B ) K it 511

[0201] A3 #7481 &4k & M S5 HRAE

[0202]  Sgitifyil1 : (4l 4 . 77 % :89% . 'H NMR (400MHz ,DMSO-d,) 88.29 (t,J=5.7Hz, 1H) ,
7.55-7.38 (m,2H) ,6.99(d,J=8.2Hz,1H) ,4.16 (dt,J=7.9,5.5Hz,4H) ,3.21 (td,J=7.0,
5.5Hz,2H) ,2.12 (p,J=5.6Hz,2H) ,1.47 (ddd,J=12.5,8.4,6.6Hz,2H) ,1.39-1.21 (m,2H) ,
0.88(t,J=7.3Hz,3H) ."°C NMR (151MHz,DMSO-d,) 6165.44,153.69,150.76,130.24,
123.01,121.57,121.09,70.89,70.84,39.28,31.70,31.62,20.10,14.18.MS (ESI) :m/z
250. 2 [M+H] ",

[0203]  SEitif5]2 : ot iH . 7 % :80% o 'H NMR (400MHz ,DMSO-d,) 68.29 (t,J=5.7Hz, 1H) ,
7.53-7.35(m,2H) ,6.99(d,J=8.3Hz,1H) ,4.16 (dt,J=7.8,5.5Hz,4H) ,3.20 (td,J=7.1,
5.7Hz,2H) ,2.12 (p, J=5.6Hz,2H) ,1.48 (t,J=7.1Hz,2H) ,1.27 (tt,]J=8.6,5.4Hz,7H) ,
0.92-0.76 (m,3H) .'°C NMR (151MHz,DMSO-d,) 6165.41,153.68,150.76,130.24,123.00,
121.57,121.08,70.89,70.84,31.62,31.49,29.54,26.62,22.53,14.39.MS (ESI) :m/z
278.3[M+H] ",

[0204] S35 3% € 4 . 72 %2 1 90% . . 'H NMR (400MHz , DMSO-d,) 88.29 (s, 1H) , 7.53-
7.33(m,2H) ,6.99(d,J=8.2Hz,1H) ,4.16 (dt,J=7.9,5.5Hz,4H) ,3.19 (g, J=6.6Hz,2H) ,
2.19-2.03 (m,2H) ,1.48 (t,J=7.0Hz,2H) ,1.35-1.13 (m,10H) ,0.94-0.77 (m,3H) ."’C NMR
(151MHz, DMSO-d,) 6165.41,153.69,150.76,130.24,123.00,121.58,121.08,70.90,
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70.85,31.72,31.62,29.55,29.21,29.13,26.94,22.56,14.43 .MS (EST) :m/z306. 1 [M+H] "

[0205]  Sgitifyild . (4l 4 . 77 % 1 78 % . 'H NMR (400MHz , DMSO-d,) 88.30 (t,J=5.6Hz, 1H) ,
7.50-7.37 (m,2H) ,6.99 (d,J=8.2Hz,1H) ,4.17 (dt,J=8.2,5.5Hz,4H) ,3.20 (q,J=6.6Hz,
2H) ,2.13(t,J=5.6Hz,2H) ,1.48 (t,]J=6.9Hz,2H) ,1.24 (d,J=6.0Hz, 181) ,0.91-0.73 (m,
3H) ."°C NMR (101MHz,DMSO-d,) 8165.41,153.68,150.76,130.24,123.00,121.57,121.08,
70.89,70.84,31.77,31.62,29.54,29.52,29.49,29.47,29.23,29.18,26.92,22.57,
14.43.MS (ESI) :m/z 362.4[M+H] "

[0206]  Sgtifyil5: (4l 4 . 77 % :83% . 'H NMR (400MHz , DMSO-d,) 88.30 (t,J=5.6Hz, 1H) ,
7.52-7.37 (m,2H) ,6.99 (d,J=8.2Hz,1H) ,4.16 (dt,J=8.1,5.5Hz,4H) ,3.19 (q,]=6.6lz,
2H) ,2.13 (t,J=5.5Hz,2H) ,1.48 (t,J=7.0Hz,2H) ,1.23 (s,24H) ,0.85 (t,J=6.6Hz, 3H)
.°C NMR (101MHz , DMSO-d,) 8165.40,153.68,150.76,130.24,122.99,121.57,121.08,
70.89,70.84,31.76,31.62,29.54,29.50,29.48,29.45,29.23,29.17,26.92,22.57,
14.43.MS (ESI) :m/z 418.6[M+H] ",

[0207]  Sgtifyl6: (Al .77 % :91% . 'H NMR (400MHz ,DMSO-d,) 88.32 (t,J=5.8Hz, 1H) ,
7.52-7.38 (n,2H) ,6.99 (d,J=8.3Hz, 1) ,4.17 (dt,]=7.5,5.4Hz,4H) ,3.03 (dd,J=7.0,
5.8Hz,2H) ,2.21-2.03 (m,2H) ,1.81 (dt,J=13.5,6.8Hz,1H) ,0.86 (d,J=6.7Hz,6H) ."°C
NMR (151MHz , DMSO-d,) 6165.60,153.70,150.77,130.28,123.06,121.58,121.12,70.90,
70.85,47.15,31.62,28.54,20.67.MS (EST) :m/z 250.3[M+H] .

[0208]  SCtifi|7 : B ol A . 23 :89% o 'H NMR (400MHz ,DMSO-d,) 87.61 (s, 1H) ,7.45(d,J
=2.2Hz,1H) ,7.41(dd,J=8.3,2.3Hz,1H) ,6.96 (d,]=8.3Hz,1H) ,4.15(dt,]=7.2,
5.5Hz,4H) ,2.18-2.05 (m, 2H) ,1.35 (s,9H) ."°C NMR (151MHz,DMSO-d,) 6165.56,153.55,
150.62,131.34,123.25,121.36,121.34,70.91,70.89,51.16,31.68,29.07.MS (ESI) :m/
250.2[M+H] ",

[0209]  Sgitifyil8: (4 il 4 . 7 % :85% . 'H NMR (400MHz ,DMSO-d,) 88.07 (d,J=8.0Hz, 1H) ,
7.51-7.41 (m,2H) ,6.99 (d,J=8.3Hz, 1) ,4.16 (dt,J=7.7,5.5Hz,4H) ,3.72 (tq,J=11.0,
6.7,5.3Hz,11) ,2.12 (p,J=5.6Hz,2H) ,1.75 (ddq,J=26.0,8.8,4.6Hz,4H) ,1.66-1.52 (m,
1H) ,1.38-1.20 (m,4H) ,1.20-1.03 (m, 1H) ."°C NMR (101MHz,DMSO-d,) 6164.64,153.68,
150.72,130.37,123.21,121.50,121.22,70.92,70.88,48.74,32.89,31.66,25.74,
25.44.MS (EST) :m/z 276.4[M+H] ",

[0210] St {519 « A il A . 7™ %8 193 % . 'H NMR (400MHz , DMSO-d,) 810.09 (s, 1H) ,7.82-
7.70 (m,2H) ,7.68-7.53 (m,2H) ,7.38-7.27 (m,2H) ,7.08 (t,J=7.3Hz,2H) ,4.21 (dt,]=
7.6,5.5Hz,4H) ,2.15 (p,J=5.6Hz,2H) .'°C NMR (151MHz,DMSO-d,) 8164.77,154.19,
150.78,139.65,130.22,129.01,123.99,123.67,121.77,121.60,120.79,70.95,70.89,
31.52.MS (EST) :m/z 270.3[M+H] .

(02111 St 10 ¥ BE a4k . 2 : 75% o 'H NMR (400MHz , DMSO-d,) 610.01 (s, 1H) ,7.68-
7.59 (n,3H) ,7.57(dd,J=8.3,2.2Hz,1H) ,7.13(d,J=8.2Hz,2H) ,7.10-7.01 (m, 1H) ,4.21
(dt,J=8.2,5.4Hz,4H) ,2.27 (s,3H) ,2.15 (p,J=5.5Hz, 2H) . °C NMR (101MHz,DMSO-d) §
164.55,154.09,150.76,137.11,132.91,130.29,129.38,123.58,121.72,121.53,120.80,
70.93,70.87,31.52,20.94.MS (ESI) :m/z 284.1[M+H] ",
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[0212]  SEitifil11: e e A . 5 71% . 'H NMR (400MHz , DMSO-d,) 69.94 (s, 1H) , 7.61
(d,J=2.2Hz,1H) ,7.57 (dd,J=8.4,2.3Hz,1H) ,7.45(d,J=2.4Hz,1H) ,7.32(dd,J=8.7,
2.4Hz ,1H) ,7.06 (d,J=8.4Hz,1H) ,6.91 (d,J=8.8Hz,1H) ,4.21 (dt,]=7.5,5.5Hz,4H) ,
3.74(d,J=5.3Hz,6H) ,2.15 (p,J=5.6Hz,2H) . °C NMR (151MHz,DMSO-d,) 6164.31,154.07,
150.78,148.86,145.51,133.21,130.30,123.52,121.75,121.43,112.67,112.33,105.90,
70.96,70.89,56.19,55.84,31.54.MS (ESD) :m/z 278.5[M+H]".

[0213]  SEJif12: 'H NMR (400MHz ,DMSO-d,) 89.53 (s, 1H) ,7.62 (d,J=2.2Hz, 1H) ,7.59
(dd,J=8.3,2.3Hz,1H) ,7.06 (d,]=8.3Hz,1H) ,6.91 (s,2H) ,4.21 (dt,]=7.7,5.5Hz,4H) ,
2.25(s,3H) ,2.16(q,J=5.5Hz,2H) ,2.11 (s,6H) ."°C NMR (101MHz,DMSO-d,) 8164. 38,
154.07,150.86,135.98,135.75,133.20,129.82,128.72,123.40,121.76,121.45,70.90,
70.86,31.54,21.00,18.44."°C NMR (101MHz,DMSO-d,) 6166.96,155.27,151.61,150.78,
140.07,129.34,126.18,125.29,123.13,121.91,121.20,70.85,70.80,31.31 .MS (ESD) :m/
z 312.4[W+H]",

[0214]  SZjEf5]13:"H NMR (400MHz , DMSO-d6) 69.59 (s, 1H) ,7.68-7.50 (m,2H) ,7.38-7.24
(m,1H) ,7.18(d,J=7.6Hz,2H) ,7.07 (d,J=8.2Hz, 1H) ,4.22 (q,J=5.9Hz,4H) ,3.04 (p,J=
6.9Hz,2H) ,2.17(q,J=5.6Hz,2H) ,1.12(dd,J=25.2,6.9Hz,12H) .13C NMR (101MHz ,DMSO-
d6) 8164.34,152.96,149.72,145.46,132.12,128.55,126.87,122.24,122.17,120.66,
120.24,69.73,69.69,30.35,27.44,22.86,22.56 .MS (ESI) :m/z354.5[M+H] ",

[0215] St 14 : %% 3 il 4 . 7 % :68% . 'H NMR (400MHz ,DMSO-d,) 810.26 (s, 1H) ,7.74
(dt,J=11.9,2.3Hz,1H) ,7.67-7.49 (m,3H) ,7.37 (td,]=8.2,6.8Hz,1H) ,7.08 (d,J=
8.3Hz,1H) ,6.91 (td,J=8.4,2.6Hz,1H) ,4.22 (dt,]=8.4,5.5Hz,4H) ,2.16 (p, J=5.6Hz,
2H) ."°C NMR (151MHz ,DMSO-d,) 8165.03,163.29,161.69,154.39,150.78,141.45,130.63,
129.80,123.76,121.74,116.38,116.36,110.41,107.35,70.96,70.89,31.46 .MS (ESI) :m/
z 288.3[M+H] ",

[0216]  Sgififsl15: (3 € 44 . 258 1 74% . 'H NMR (400MHz ,DMSO-d,) 89.98 (s, 1H) ,7.65-
7.51 (m,3H) ,7.31-7.17 (m,3H) ,7.07(d,J=8.3Hz,1H) ,4.21 (dt,J=11.1,5.5Hz,4H) ,2.15
(p,J=5.6Hz,2H) .13C NMR (101MHz,DMSO-d6) 8164.70,157.53,155.08,154.39,150.81,
129.23,127.69,127.31,126.21,124.67,123.73,121.79,116.23,70.94,70.88,31.46.MS
(ESD) :m/z 288.3[M+H]",

(02171 St 16 9% 2 il 44 . % 1 81% . 'H NMR (400MHz ,DMSO-d,) 810.42 (s, 1H) ,8.00
(d,J=8.5Hz,2H) ,7.70(d,J=8.5Hz,2H) ,7.65(d,J=2.3Hz,1H) ,7.60 (dd,]=8.4,2.3Hz,
1H) ,7.09(d,J=8.3Hz,1H) ,4.22(dt,]J=9.0,5.6Hz,4H) ,2.16 (p,]=5.6Hz,2H) ."°C NMR
(151MHz ,DMSO-d,) 6165.24,154.50,150.78,143.33,129.65,126.34,126.30,126.27,
123.88,121.85,121.76,120.50,70.96,70.88,31.44 .MS (ESI) :m/z 338.5[M+H] ",

[0218] St fsl 17 : AK€ [ 44 . 2 38 :81% . 'H NMR (400MHz ,DMSO-d,) 89.97 (s, 1H) ,7.68-
7.62(m,2H) ,7.60(d,J=2.2Hz,1H) ,7.56 (dd,J=8.3,2.3Hz,1H) ,7.06 (d,]J=8.3Hz,1H) ,
6.98-6.80 (m,2H) ,4.20 (dt,J=7.5,5.5Hz,4H) ,3.73 (s,3H) ."°C NMR (101MHz,DMSO-d,) 8
164.33,155.92,154.03,150.76,132.70,130.31,123.51,122.37,121.71,121.46,114.14,
70.94,70.87,55.63,31.53.MS (ESD) :m/z 300.1[M+H]",
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(02191 St f5] 18 3¢ €6 [ 4 . 23 :87% . 'H NMR (400MHz ,DMSO-d,) 89.82 (s, 1H) ,7.64-
7.51 (m,2H) ,7.36 (t,]=8.9Hz,1H) ,7.06 (d,J=8.3Hz,1H) ,6.92 (dd,J=12.3,2.8Hz, 1H) ,
6.79(ddd,J=8.8,2.8,1.0Hz,1H) ,4.21 (dt,J=10.8,5.5Hz,4H) ,3.33 (s,3H) ,2.15 (t,]=
5.6Hz,2H) ."°C NMR (101MHz ,DMSO-d,) 6163.68,157.49,154.99,153.20,149.74,128.23,
127.84,122.54,120.71,117.62,109.17,101.39,101.15,69.86,69.81,55.10,30.42.MS
(ESD) :m/z 318.3[M+H]",

[0220] St {519 « A €6 [ 4 . 72 3 183 % . 'H NMR (400MHz ,DMSO-d,) 89.82 (s, 1H) ,7.65-
7.55(m,2H) ,7.36(d,J=8.8Hz,1H) ,7.27(d,J=2.8Hz,1H) ,7.06 (d,]=8.3Hz,1H) ,6.99
(dd,J=8.8,2.8Hz,1H) ,4.21 (dt,]=9.3,5.5Hz,4H) ,3.79 (s,3H) ,2.20-2.09 (m, 2H) ."*C
NMR (101MHz , Chloroform-d) 6164.28,157.89,153.68,150.25,129.83,129.29,128.92,
122.98,121.66,121.21,121.04,117.18,113.83,70.35,70.30,55.62,30.92.MS (ESI) :m/z
379.6[M+H] ",

[0221]  SEHtiffi|20 : KAl 44 . 72 % :69% o 'H NMR (400MHz , DMSO-d,) 89.97 (s, 1H) ,7.62 (d, ]
=2.2Hz,1H) ,7.57 (dd,J=8.3,2.3Hz,1H) ,7.23(s,2H) ,7.07 (d,J=8.4Hz, 1H) ,4.21 (dt,]J
=7.7,5.5Hz,4H) ,3.76 (s,6H) ,3.63 (s,3H) ,2.16 (t,]=5.6Hz,2H) ."*C NMR (151MHz , DMSO-
d,) 8164.51,154.20,153.02,150.78,135.81,134.05,130.12,123.58,121.79,121.44,
98.39,70.96,70.88,60.58,56.18,31.51.MS (ESI) :m/z 360.4 [M+H] .

[0222]  Sgitifil2] - (i A . 7 % 186 % o 'H NMR (400MHz , DMSO-d,) 610.00 (s, 1H) ,9.28 (s,
1H) ,7.69-7.51 (m,4H) ,7.39(d,J=8.6Hz,2H) ,7.06 (d,J=8.3Hz,1H) ,4.21 (dt,J=7.9,
5.5Hz,4H) ,2.15 (t,J=5.6Hz,2H) ,1.47 (s,9H) ."°C NMR (101MHz ,DMSO-d,) 6164.37,
154.08,153.27,150.77,135.74,134.05,130.27,123.55,121.73,121.50,121.33,79.33,
70.95,70.88,31.54,28.63.MS (ESI) :m/z 385.3[M+H] ",

[0223]  Sgitifil22: kR e i . 7 % :89% o 'H NMR (400MHz , DMSO-d,) 610.84 (s, 1H) ,8.42 (d,
J=2.6Hz,1H) ,8.19(d,J=8.9Hz,1H) ,7.94(dd,J=9.0,2.7Hz,1H) ,7.65(dq,J=4.1,
2.3Hz,2H) ,7.08-6.99 (m,1H) ,4.21 (dt,J=13.8,5.6Hz,4H) ,2.15 (p,J=5.6Hz,2H) ."*C
NMR (151MHz, DMSO-d,) 6165.39,154.64,151.39,150.74,146.71,138.22,129.08,125.89,
124.03,122.21,121.67,116.28,70.88,70.83,31.40.MS (ESI) :m/2305.6 [M+H] .

[0224]  Stfi|23 : i B A Ak . 28 1 81% o 'H NMR (400MHz , DMSO-d,) §12.83 (s, 1H) ,10.59
(s,1H) ,7.78-7.61 (m,2H) ,7.47(d,J=8.1Hz,1H) ,7.09(dd,J=17.5,7.5Hz,2H) ,6.96 (dd,
J=8.2,6.9Hz,1H) ,4.22 (dt,J=11.3,5.6Hz,4H) ,2.49 (s,3H) ,2.16 (p, J=5.5Hz, 2H) ."°C
NMR (101MHz , DMSO-d,) 6164.92,154.34,150.82,141.60,140.89,129.18,126.40,123.80,
121.95,121.73,120.36,120.28,119.50,117.39,70.90,70.85,31.48,16.87.MS (ESI) :m/z
324.4[M+H] ",

[0225]  Sgitifyil2d : B ¢l 4 . 7 %R 187 % o 'H NMR (400MHz , DMSO-d,) 610.30 (s, 1H) ,8.44 (d,
J=1.9Hz,1H) ,7.95-7.75 (m,4H) ,7.73-7.59 (m,2H) ,7.45 (dddd, J=25.8,8.0,6.8,1.3Hz,
2H) ,7.10(d,J=8.3Hz,1H) ,4.23(q,J=6.0Hz,4H) ,2.17 (t,J=5.6Hz,2H) ."’C NMR
(101MHz ,DMSO-d,) 6164.99,154.26,150.80,137.28,133.78,130.38,130.13,128.54,
127.88,127.83,126.81,125.18,123.71,121.81,121.65,121.40,116.91,70.96,70.89,
31.49.MS (ESI) :m/z 320.2[M+H] .
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[0226]  SEitif5]25 : S i #4723 1 72% . 'H NMR (400MHz , DMSO-d,) 810.30 (s, 1H) ,8.02-
7.90 (m,2H) ,7.86(dd,J=7.1,2.3Hz,1H) ,7.80-7.66 (m,2H) ,7.61-7.47 (m,4H) ,7.11(d,]J
=8.3Hz,1H) ,4.23(dt,J=8.5,5.5Hz,4H) ,2.17 (p, J=5.6Hz,2H) ."°C NMR (151MHz , DMSO-
d,) 8165.49,154.30,150.88,134.35,134.21,129.79,129.73,128.50,126.69,126.50,
126.39,125.99,124.41,123.82,123.75,121.82,70.97,70.92,31 .54 .MS (ESI) :m/z 320.2
[M+H] .

[0227]  Sgififs]26: 'H NMR (400MHz, DMSO-d,) 88.92 (t,J=6.0Hz, 1H) ,7.62-7.42 (m, 2H) ,
7.38-7.26 (m,4H) ,7.26-7.18 (m,1H) ,7.02(d,J=8.3Hz,1H) ,4.44 (d,J=6.0Hz,2H) ,4.18
(dt,J=9.3,5.6Hz,4H) ,2.13 (p, J=5.6Hz,2H) ."°C NMR (101MHz,DMSO-d,) 6165.58,
153.91,150.82,140.21,129.82,128.70,127.62,127.14,123.14,121.68,121.24,70.90,
70.85,43.03,31.57 .MS (ESI) :m/z 284.2[M+H] .

[0228]  Sgififsl27 : (5 €[ 44 . 25 : 76 % . 'H NMR (400MHz , DMSO-d,) 68.85 (t,J=5.9Hz,
1H) ,7.57-7.43 (m,2H) ,7.26-7.17 (m,2H) ,7.00 (d,J=8.3Hz,1H) ,6.93-6.83 (m,2H) ,4.36
(d,]=5.9Hz,2H) ,4.17(dt,]=9.3,5.5Hz,4H) ,3.72(s,3H) ,2.12 (p,J=5.5Hz, 2H) ."*C
NMR (151MHz , DMSO-d,) 6165.44,158.60,153.86,150.80,132.18,129.91,129.00,123.11,
121.65,121.21,114.11,70.90,70.85,55.51,42.48,31.58.MS (ESI) :m/z 314.4[M+H] ",
[0229]  Sgififs]28 : (5 €[ 44 . 258 1 92% . 'H NMR (400MHz , DMSO-d,) 68.67 (d, J=8.0Hz,
1H) ,7.55(d,J=2.3Hz,1H) ,7.50 (dd,J=8.3,2.2Hz,1H) ,7.40-7.34 (m,2H) ,7.31 (t,]=
7.6Hz,2H) ,7.26-7.17 (m,1H) ,7.01 (d,J=8.4Hz,1H) ,5.21-5.04 (m, 1H) ,4.17 (dt,J=7.5,
5.5Hz,4H) ,2.12(dq,J=11.9,6.3,5.9Hz,2H) ,1.45(d,J=7.1Hz,3H) ."°C NMR (151MHz,
DMSO-d,) 8164.84,153.86,150.76,145.47,129.99,128.65,126.99,126.49,123.35,
121.59,121.31,70.93,70.88,48.87,31.62,22.69.MS (ESI) :m/z 298.1[M+H] ",

[0230]  Sgififs129: (5 €[ 4 . 25 : 72% . 'H NMR (400MHz , DMSO-d,) 69.02 (t,J=6.0Hz,
1H) ,7.69 (d,J=8.1Hz,2H) ,7.57-7.45 (m,4H) ,7.02(d,J=8.3Hz,1H) ,4.52(d,J=5.9Hz,
2H) ,4.18(dt,J=9.7,5.5Hz,4H) ,2.13 (p,J=5.6Hz,2H) . °C NMR (151MHz ,DMSO-d,) &
165.74,154.03,150.84,145.12,129.53,128.28,125.66,125.63,123.17,121.74,121.25,
70.91,70.85,42.76,31.54.MS (ESD) :m/z 352.3[M+H]".

[0231] St fs]30: 3 €4 8 44 . 72 32 :88% . 'H NMR (400MHz , DMSO-d,) 68.84 (t,J=5.7Hz,
1H) ,7.56 (dd,J=1.9,0.9Hz,1H) ,7.52-7.44 (m,2H) ,7.00 (d,J=8.3Hz,1H) ,6.38(dd,]J=
3.2,1.8Hz,1H) ,6.24(dd,J=3.2,0.9Hz,1H) ,4.42(d,J=5.7Hz,2H) ,4.17 (dt,]=9.9,
5.5Hz,4H) ,2.12 (dq,J=10.9,5.4Hz,2H) ."°C NMR (151MHz,DMSO-d,) 6165.45,153.95,
152.95,150.79,142.40,129.59,123.19,121.66,121.31,110.91,107.21,70.89,70.84,
36.49,31.55.MS (ESI) :m/z 274.2[M+H] ",

[0232]  SEtiffI31 : % 3 il 44 . 72 % :85% . 'H NMR (400MHz ,DMSO-d,) 68.92 (t,J=6.0Hz,
1H) ,7.59-7.44 (m,2H) ,7.40-7.34 (m,2H) ,7.34-7.27 (m,2H) ,7.11 (t,J=7.4Hz,1H) ,6.99
(dd,J=16.9,8.4Hz,5H) ,4.42(d,J=5.9Hz,2H) ,4.17 (dt,]=9.2,5.5Hz,4H) ,2.13 (p,J=
5.5Hz,2H) ."°C NMR (101MHz ,DMSO-d,) 8165.55,157.41,155.71,153.90,150.80,135.43,
130.44,129.78,129.41,123.66,123.13,121.66,121.23,119.17,118.71,70.89,70.84,
42.49,31.55.MS (ESI) :m/z 276.5[M+H] .
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[0233]  Z3- /451 224 ] 4100 i 2 B

[0234]  BEFhAR 75 085 7225 Muel ler-Hintons 7R3 (MHA T« B B2 (/K MR T . 550, A i
PEVERTL. 558, 1000Z T4 B o MHARAL & 9011 S /MM Al B (MIC) B IEMTT (3- (4,5-—
LR IE -2-F5) -2, 5- R IR KL (3R 58 L A DI AR — AR, (DMSO) it %,
WP N100ug/m T AFAE I, FER AT il Vs v 4 OB B 1 = I N i e AR AR %) TG 11 ¥ R MH R 7
SRR AR A R IR LI A P IO B T e AR L o 1) % A B £ 29 105 fu/
m1 BV B E R N B R R e b, AE SRR A ) — 24T, 37 CIR B 24h. il i
AU LB A A T T 2 AR A HEMICAEL S5, AL A I AMT T B 4 2mg /m 1 (1) B IR 26 2% o
Wi (PBS;50m1,0.01M, pH{&7.4,2.9gNa,HPO, * 12H,0,0.2¢ KH,P0,,8.0g NaCl,0.2g KCI,
1000m1 Z& 1K) o Z iR CE 4 -5/, B 7E BEAS LA IR SN, FF INIE B A 5 % HCL (e ik
FE A IM) 100m] 5 P EE SR FR B GLR) o SR N AL 127N 5 5 BB FR AN R 8 72 550nmAt il HL 5 2%
& (0D) »

[0235] AL R0 F K-
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[0236]

NEZK 53 BRI E A [pg/mL]

o %ji R S TR
T AR HEA S RETE

P) KT " " .
3 2.215 >100 >100 >100 50
4 3.127 >100 50 50 >100
5 4.039 12.5 6.25 50 12.5
6 5.864 25 12.5 12.5 6.25
7 7.689 3.13 6.25 12.5 6.25
8 2.078 12.5 12.5 50 >100
9 1.817 >100 >100 >100 50
10 2.744 50 50 >100 >100
11 2.462 12.5 6.25 50 25
12 2.949 6.25 6.25 12.5 12.5
13 3.435 6.25 12.5 6.25 25
14 3.921 25 25 50 >100
15 4.851 25 50 >100 50
16 2.668 6.25 3.13 6.25 3.13
17 2.668 6.25 6.25 50 12.5
18 3.405 1.56 3.13 6.25 3.13
19 2.446 1.56 1.56 3.13 3.13
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20 2.652 3.13 1.56 3.13 6.25
21 3.194 6.25 25 6.25 25
22 2.413 6.25 6.25 3.13 3.13
23 3.157 50 12.5 12.5 6.25
24 2.515 6.25 6.25 3.13 6.25
25 3.131 6.25 6.25 6.25 12.5
26 3.371 50 >100 >100 >100
02371 27 3.371 >100 25 50 25
28 2.469 50 25 50 25
29 2.453 6.25 12.5 6.25 3.13
30 2.847 50 25 50 25
31 3.412 6.25 12.5 6.25 6.25
32 1.651 25 50 >100 50
33 4.03 12.5 50 50 25
FHi&EHE B -7.144 3.13 3.13 1.56 1.56

[0238] MR IHAIFE H, K2 EAE Y0 5 =2 K FH M R AN 22 R B B AR R AR — Bt
B AE T oIS 5 AR IE R G, PEAS HPuw s 1% . LR W B RmBASH, L& FhANF]
1) BB Ji2 A o0 7R P 2 =2 U B 2 B ORI AT B A 2 S B B ) AN b o = IR B VR TR (&3
05 %) BK B AR 55 2 £ BT 1000 00 ) 7 10 Pt e 1) U 3 D Mg 7 i AT ik B AR ) A 5 4
PUBE AR U 06 T 58 R e LT A W, 2R PR BAR I v P R 5 A
FE B T BRI AT A DU TR B BT R A2, 6- S U R R AT AW
T 5 F A R AR AR R T AR, P i i 1t B AR TR M e e AT AR A&
W21 RANFFH, AT RE S PR B A IR g AR B BRI I B Bt e AT A=
EVE BB TR AR DTSR . &8 ZI AT AV B T H M R, Prsid A a2k 38 281 .
[0239]  Z3#r (53K WAt B FabHAM i 55 5

[0240]  J A= (1) K I #T R FabH R 11 18 1 pE30E AR AE K AT B DH1 OB L ik 31K, H-4E4°C
Z NN 3N S IR (Q-Sepharose ,MonoQ, and hydroxyapatite) JH 8] il o fiff L HY
A8 B BT, £ KA wiBL21 (DE3) 4 b ik , I LA RAL 7 X alifh, . 44545 2 & A Fabl
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F) £ b I N5 A SmMIBR R AT0 . 5M NaC1A200mM Tris (=32 F LG L W g) |, 38 i 4 7 24 it
A, I 590 (20000rpm, 40min, 4°C) o £ B EIEWH N RINT -NTABRNEAE |, Beidk, I
1o AL AR AR 2045 1 5 - 50 0mMIBK P 1A B FE AT A0 B2 e It o e It 2 1 3 ek 25 LM 1 775 i
(DTT) A1100mM NaC1f{J20mM Tris (pH 7.6) , ¥4 4E[¥ FabHeE H 4 , A7 £ 55 H 100mM NaCl,
ImM DTTA120% HiHf)20mM Tris (pH 7.6) & A, -80°CLRA7 T Jim Tl A B LI 52 .

[0241]  FELEHRZ 20Ul S, INA & A 0. 5mM DTT,0.25mM MgCl,, #12.5uM holo-
ACP (i 14 Pt Jk 2 14 B2 ) 89 20mM Na, HPO V¥, F I InMFabH , fiz J& INAH, 078 25 2 15uL. I
FH1 805, 2uL 5 A 25uMZ B -CoA, 0. 5mM NADAFIO0. 5mM NADPHF) V& & ¥ W N N FabH [ b i
H, N 2593 8o IIN20L VKA 150 % TCALK 1E [ B, FFAE UK 0 & 54 Bl 5, B30 2 B UTTE
HH o HUKA 10 % TCAPRERUTIE , JFR BT A 0T UE FRE 170 5M NaOH (5ul) H1 .8 N %%
PR 3HAT T Al I VAR A R H K o 2 e TCHOMELINS , N IR 4t 351K B T IR 4 ¥ DMSO
PG, A D6 2045 1 CRDMSO M) 9K FEAN 1 2% .

[0242]  Bt—BHFIX LML G IR K IGHT FabHIl & 1, 45 R 0L 2Fs

[0243] WEY A FFE FabH o3 THMEsR IR MM EETE
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1C50 [uM] R (Hemolysis IC50 [uM]
(PSA) [A%] LC)
[mg/mL]
7 9.4 +0.19 47.971 >10 135.8 £ 12.3
12 20.3+0.11 47.971 >10 127.4 £ 8.8
13 32.6 £ 0.37 47.971 >10 113.9+ 13.5
16 8.5+0.18 47.971 >10 158.1 £ 14.7
17 7.7 £0.23 47.971 >10 178.3 £ 16.2
18 6.8 £0.21 47.971 >10 193.8 + 11.9
[0244] 19 24 +0.16 56.901 >10 182.7 £ 8.3
20 3.8+0.23 56.901 >10 198.2 £ 12.8
21 27 £0.32 56.901 >10 106.1 £ 9.7
22 8.6 +0.12 74.761 >10 145.7 £ 14.4
23 39.4+0.27 87.012 >10 162.1 7.2
24 12.9+£0.15 59.232 >10 130.4 £ 11.3
25 16.6 £ 0.17 74.287 >10 122.8 £ 10.6
29 7.2+0.24 56.901 >10 182.7 £ 10.6
31 10.9£0.18 47.971 >10 210.3 £ 19.7

[0245] B A () A WU 1) A 5 A 8 2 T RS 06 DR IV A B e b 00 sk 2k, JHG o R 5 AR 9
ARIEAT AL DTG T 5 vy » Ry F AR R 0 M e, i R AR R IR I 5 45 & T AS R ) = B TR
AT M G H M FNE 35 0 AR AR BLAE L, X &5 S M R 00 R e B S BAE F o R Bk, 7y R 4R 3
(1) 53T XS FabHE [F 1 255 A 805 o H A AL G W0 193 14 55t = » X FabHA il 713 1435 I 1C50 9
2. AWM AU G 1 A2 2 A R B S S I B AR AR DR, S8 FIMT T 23 B 03X
T PL IR B AL /N SRV G BT 4R 20 A 5 (NTH-3T3) P 9 I v P R0 40 i 2 0 12k« a2
Fis :

[0246] X Eeth A4 0 7 AR A I V5 P o b A, 200 0 B 14 B 40 6 I EL A 40 ) 9 1 R AL &
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REN

[0247] S BT 45 34 Y 3 A

[0248] Sy 1 i3k — D B AR ) A AN 2 T AR ELAE FHI &5 6 05 3K BRATTRR AR K 1
FabH (PDB: 5BNM) [ B 7Y , e 8 1V PR B AF AL & 0195 KT B FabHBg3EAT 73 1% 2
B an B 17, b2 5 bnm s 250408 22 v i 1 A b DGR B 4R S )57 S Fabl R (PDB:
5bnm) [ 2D1F P =0 B (BLS2f)) JHIS244 FIASN274 515 OHTE |, T 2 Ak, BAMNE K
B IE K& LB (Fi 244K,  WPHE304, ILE250,GLY209,GLY305, PHE1574%) ¥ A 7K
4%, Baag 305770 5 5 A R 25 S fE 77 Bl e Ad A& 419 S5 FabHA 4 AR (3DFN2DIE]) «
T4 B BRI A Y 19 FIFabHEG 1) X 82 73 408 - 7. 827Keal /mol , IXAN 73 A , A2 LA 15 B
‘B S MSER R . R A P L9 IR A e 4 S FabHBE I 2 L ik B Asn. 2747 RS
X SE SAL A YD L9 U & VEER T S B e 2 IR B 1 AR R I L AR, 2%
B RAEYL9, T Em) 2RI 51, TUUNE R E A TR FRe S 4
(IR AT 5 19 BH 2 01 00 %o 82 TN ) R R B AR 5 38 o T 20 T 1A e 3030 o (B /K 3B 43 28R 1
R ARUF I B & MR b 22 ORI X 35k 32 B4 T A 23043, DAL b, ad 3 A a3 70 i L
A A H BRI VE T 77 FRA TR A A H 458 A 1952 KT B FabHAM 1) 71, v] 1E
NI R

[0249] DL BRI, (S AR 35 19 LA SE 5], FE A XS A% B 1 (MO Ar] T2 20 B i), BB R A
T LUBUE St 45148 7= b, SR 97 3R FH RARR A FRE AR AT 2R AR T B HOR N 51, 72 AN i
BARHIEEORTT SZMTGHI A, R IR IR R N 25t e VR ) A2 h el iz 11 35 55 7] 145
RS Tt 2241, 35 J TR 7 ZRIE HEI N
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