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[0036] Reagents and conditions: (a) DIPEA,EtOH,4,6-dichloropyrimidine,80°C; (b)
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TFA, DMF,60°C

[0037]  Fhfa] A laf] .

[0038]  ¥4N- (3-Z A IE) IR EERL (0.8g,4.54mmol) ¥ T 15m1 LB, N4, 6- — 54
e (1.0g,6.71mmol) AIDIPEA (1.5m1,9.07mmol) o X BIRAH7E80°C I Rl 7 , Y& 2513 ,
HLE SE REAL A AR AECHLC L, PR IR AT HEAT 24k (PE/EtOAC=1.2511) , f5 2R 3
riE A la (1.04g, 77 3£79.6%)

[0039]  wifi]fAla 'H NMR (400MHz,DMSO-d,) 810.23 (s, 1H) ,9.87 (s, 1H) ,8.47 (s, 1H) ,7.90
(s,1H) ,7.36(dt,J=7.0,2.1Hz,1H) ,7.31-7.20 (m,2H) ,6.81 (s, 1H) ,1.80 (m, 1H) ,0.79 (m,
4H) .

[0040]  7EDMPH I AAS [ HRAR A 2 % (0. 26mmol) ] 4 1a (50mg , 0. 1 7mmo1) o Jo7 VB
YR IN3eqI TFAFFAE60°C N i HF I A« B )& » ML MINAHCO, ¥ KV 590 » FHEAATL - PrOH
(10mL X 3) $2HL . & FF 1A HLZ ETC K Na, SO, b 158 , I 2818, FHRE S AT 2 A it AT 44k (PE/
EtOAc=3:1-1:1) , /3 EILEH1-15.

[0041]  fL&W1-15,

[0042]  {L&H)1,vield:84.6% M.p.235.9-236.7°C."H NMR (400MHz,DMSO-d,) 810.19 (s,
11 ,9.40 (s, 1H) ,9.22 (s, 1H) ,8.38-8.28 (m, 1H) ,7.89 (s, 1H) ,7.81 (s, 1H) ,7.73 (ddd, J=
8.3,2.4,1.20z,1H) ,7.42 (t,J=7.9Hz,1H) ,7.30-7.18 (m,3H) ,7.16-6.85 (m,2H) ,6.20 (d,
J=1.1Hz,11) ,1.81 (m,1H) ,0.79 (m,4H) ."°C NMR (101MHz,DMS0O-d,) 8171.55,160.60,
160.27,157.65,141.12,140.52,139.71,134.52,129.21,128.84,121.45,118.43,117.34,
116.03,114.92,113.01,110.84,86.97,14.47,7.10 (2C) .HRMS (ESD) "[C, H,,F,N.0'] :calcd
396.1636.

[0043] k&2 yield:88.4% .M.p.232.6-234.1°C."H NMR (400MHz,DMSO-d,) 810.12 (s,
1H) ,9.04 (s,1H) ,8.45 (s, 1H) ,8.18 (s, 1H) ,7.79 (t,J=2.0Hz,1H) ,7.26 (dt,J=7.8,
1.8Hz,1H) ,7.17 (m,3H) ,6.94 (d,J=2.7Hz, 1H) ,6.70 (dd,J=8.4,2.7Hz, 1H) ,5.89-5.82
(m, 1H) ,3.32 (s,3H) ,2.12(s,3H) ,1.80 (m, 1H) ,0.92-0.66 (m,4H) .'°C NMR (101MHz , DMSO-
dg) 8171.50,161.43,160.74,157.70(2C) ,140.84,139.58,138.82,138.30,131.14,
128.68,124.58,114.47,112.65,111.08,110.44,84.91,55.00,17.00,14.44,7.06 (20) .
HRMS (EST) "[C,,H,N.0, T :caled 390.1930,found 390.1935.HPLC purity 97.288% (t,=
7.813min) .

[0044]  {L&H3,vield:74.6% M.p.226.5-227.4°C."H NMR (400MHz,DMSO-d,) 810.24 (s,
1H) ,9.12(s,1H) ,8.70 (s, 1H) ,8.18 (s, 1H) ,7.81 (s, 1H) ,7.33-7.09 (m,5H) ,6.99 (ddd, J=
9.4,6.9,2.5Hz,1H) ,5.94 (s,1H) ,2.10(d,J=2.1Hz,3H) ,1.84 (td,J=7.4,3.7Hz, 1H) ,
0.77 (t,J=5.5Hz,4H) .'°C NMR (101MHz,DMSO-d,) 6171.64,162.19,161.30,160.71,
159.79,157.67,140.66,139.62,128.67,126.64,121.23,119.73,114.65,112.81,111.20,
110.58,85.42,14.41,9.79,7.07 (2C) «HRMS (ESI) " [C,,H, FN.0"] :caled 378.1730,found
378.1722.HPLC purity 99.452% (t,=7.935min) .

[0045] b &44,vield:74.9% M.p.249.6-250.8°C. H NMR (400MHz,DMSO-d,) 810.17 (s,
1H) ,9.15 (s, 1H) ,8.86 (s, 1H) ,8.21 (s, 1H) ,7.79 (t,J=2.0Hz, 1H) ,7.35-7.13 (m,4H) ,7.07
(td,J=8.3,1.8Hz,1H) ,6.90 (td,]=8.1,1.5Hz,1H) ,6.11 (s, 1H) ,3.84 (s, 3H) ,1.81 (m,
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1H) ,0.78 (t,J=5.5Hz,4H) .'°C NMR (101MHz,DMSO-d,) 6171.78,160.80,160.67,157.58,
147.79,147.70,145.98,143.55,140.53,139.55,128.81,128.02,123.61,116.76,114.88,
110.83,86.19,56.05,14.47,7.13 (2C) -HRMS (EST) "[C,,H,,FN.0,Na ] :calcd 416.1499,
found 416.1501.

[0046] L &H5,vield:92.9% M.p.237.9-239.1°C."H NMR (400MHz,DMSO-d,) 810.18 (s,
1H) ,9.15(d,J=3.4Hz,2H) ,8.26 (s, 1H) ,7.80 (t,J=2.0Hz, 1H) ,7.42-7.32 (m, 1H) ,7.30-
7.15(m,3H) ,7.14-7.06 (m,2H) ,6.17-6.14 (m, 1H) ,3.82 (s, 3H) ,1.82 (m,1H) ,0.78 (dt,]=
8.7,2.8Hz,4H) ."°C NMR (101MHz,DMSO-d,) 8171.56,160.55,160.46,157.65,148.03,
146.86,145.66,140.62,139.68,137.20,128.80,115.43,114.80,112.92,110.73,106.07,
86.21,55.75,14.45,7.09 (2C) .HRMS (EST) "[C, H, FN,0,Na ] :calcd 416.1499,found
416.1503.

[0047]  {L&46,yield:81.3% M.p.223.6-224.9°C."H NMR (400MHz,DMSO-d,) 810.21 (s,
1H) ,9.32 (s, 1H) ,9.21 (s, 1H) ,8.30 (s, 1H) ,7.81 (d,J=2.0Hz, 1H) ,7.43 (d,J=2.2Hz, 1H) ,
7.34-7.14 (m,5H) ,6.22 (s, 1H) ,3.83 (s, 3H) ,1.87-1.78 (m,1H) ,0.78 (dt,J=7.8,2.9Hz,
4H) ,°C NMR (101MHz,DMSO-d,) 8171.57,160.55,160.21,157.60,154.37,140.91,140.53,
139.70,129.50,128.80,114.87,112.98,112.95,112.07,110.78,104.05,86.96,55.75,
14.45,7.10 (2C) JHRMS (ESI) "[C,,H,,CIN,0, T :caled 410.1384,found 410.1386.

[0048] L &H7,yield:81.3% M.p.239.4-240.8°C."H NMR (400MHz,DMSO-d,) 810.25 (s,
1H) ,9.18(d,J=6.5Hz,2H) ,8.27 (s, 1H) ,7.81 (s, 1H) ,7.26 (m,3H) ,7.21-7.12 (m,2H) ,
7.11-7.05 (m,1H) ,6.52 (dd, J=8.3,2.5Hz,1H) ,6.23 (d,J=1.1Hz,1H) ,3.99 (q,J=6.9Hz,
2H) ,1.84 (m,1H) ,1.33 (t,J=6.9Hz,3H) ,0.81-0.74 (m,4H) ."°C NMR (101MHz,DMSO-d,) &
171.58,160.50,160.38,158.84,157.57,141.74,140.66,139.72,129.31,128.70,114.77,
112.86,111.82,110.67,107.23,105.92,86.71,62.77,14.68,14.41,7.07 (2C) .HRMS (ESI) *
[C,,H,N.0, T:caled 390.1930,found 390.193.

[0049]  {L&48,yield:79.5% M.p.195.6-196.4°C. H NMR (400MHz,DMSO-d,) 810.17 (s,
1H) ,9.38(s,1H) ,9.20 (s, 1H) ,8.31 (s, 1H) ,8.12(t,J=1.9Hz,1H) ,7.93(dd,J=8.2,
2.3Hz,1H) ,7.82-7.80 (m, 1H) ,7.56 (d,J=7.6Hz, 1H) ,7.44 (t,J=7.9Hz,1H) ,7.26-7.21
(m,3H) ,6.20 (s, 1) ,2.57 (s,3H) ,1.81(d,J=5.3Hz,1H) ,0.80-0.78 (m,4H) . °C NMR
(101MHz ,DMSO-d,) 6197.84,171.57,160.59,160.31,157.82,141.00,140.54,139.69,
137.33,129.03,128.85,123.92,121.52,118.53,114.90(2C) ,110.81,86.84,26.69,
14.47,7.11 (2C) JHRMS (ESI) "[C,,H),N.0, T :calcd 388.1773,found 388.1770,

[0050] L &49,vield:81.3% M.p.177.4-178.5°C."H NMR (400MHz,DMSO-d,) 810.16 (s,
1H) ,9.09 (m,2H) ,8.26 (s, 1H) ,7.80 (t,J=2.0Hz, 1H) ,7.41-7.32 (m,2H) ,7.21 (m,4H) ,6.83
(d,J=7.5Hz,1H) ,6.18(s,1H) ,2.58 (q,J=7.6Hz,2H) ,1.81 (m,1H) ,1.18 (t,J=7.6Hz,
3M) ,0.79 (dd,J=6.7,4.2Hz,4H) .'°C NMR (101MHz,DMSO-d,) 8171.56,160.57,160.53,
157.66,144.28,140.66,140.32,139.67,128.81,128.59,121.43,119.30,117.40,114.84,
112.88,110.73,86.08,28.28,15.62,14.47,7.09 (2C) .HRMS (ESD) "[C,,H,,N,0'] :calcd
374.1981,found 374.1987,

[0051]  {L&410,yield:77.4% .M.p.232.9-233.7°C."H NMR (400MHz ,DMSO-d,) 610.17



CN 114773274 A W OB P 6/8 T

(s,1H) ,9.16 (d,]=10.3Hz,2H) ,8.28 (s,1H) ,7.81 (s,1H) ,7.30-7.15 (m,5H) ,7.14-7.09
(m,1H) ,6.55 (dd,J=8.1,2.5Hz, 1) ,6.21 (s,1H) ,3.74 (s, 3H) ,1.81 (m,11) ,0.83-0.72 (m,
4H) ,°C NMR (101MHz ,DMSO-d,) 8171.53,160.59,160.39,159.61,157.64,141.65,140.65,
139.68,129.41,128.81,114.79,112.88,112.04,110.71,106.92,105.58,86.52,54.90,
14.47,7.10 (2C) JHRMS (ESI) "[C,,H),N.0, T :caled 376.1773,found 376.1779,

[0052] L &#)11,yield:83.6% .M.p.163.9-165.7°C."H NMR (400MHz ,DMSO-d,) 610.19
(s,1H) ,9.57 (s, 1H) ,8.35(d,J=0.9Hz,1H) ,7.88 (s, 1H) ,7.39-7.29 (m,2H) ,7.26-7.17 (m,
2H) ,6.86 (ddd,J=8.3,2.5,0.9Hz, 1) ,6.82-6.74 (m,2H) ,6.13(d,J=0.9Hz, 11) ,3.77 (s,
3H) ,1.80 (m,1H) ,0.82-0.74 (m,4H) .'°C NMR (101MHz ,DMSO-d,) 6171.58,169.23,162.47,
160.51,158.12,153.61,139.98,139.70,130.34,128.88,114.63,113.58,113.37,111.22,
110.53,107.47,88.80,55.37,14.48,7.12 (2C) .HRMS (ESI) " [C, H, N,0, T :caled 377.1614,
found 377.1618.

[0053] L &#12,yield:77.9% .M.p.195.6-196.4°C."H NMR (400MHz ,DMSO-d,) 610.19
(s,1H) ,9.32 (s, 1H) ,8.45-8.22 (m,2H) ,7.93 (s, 1H) ,7.34 (s, 1H) ,7.18 (m,4H) ,6.89 (t,J=
7.4Hz,1H) ,6.12 (s, 1H) ,3.96 (t,J=8.6Hz,2H) ,3.19 (t,J=8.6Hz,2H) ,1.82 (q,J=6.3Hz,
1H) ,0.88-0.72 (m,4H) .'°C NMR (101MHz,DMSO-d,) 8171.57,160.75,158.96,157.12,
143.81,140.68,139.65,131.82,128.83,126.88,124.72,121.21,115.10,114.40,112.71,
110.25,86.61,47.94,26.87,14.49,7.12 (2C) JHRMS (ESI) "[C,,H,,N.0"] :caled 372.1824,
found 372.1821,

[0054] L &#)13,yield:81.4% .M.p.201.3-202.5°C."H NMR (400MHz ,DMSO-d,) 610.17
(s, 1) ,9.29 (s, 1H) ,8.36 (d,J=0.9Hz,1H) ,7.95-7.78 (m, 1H) ,7.46 (dd,J=8.1,1.6Hz,
1) ,7.33-7.22 (m,1H) ,7.17 (dd,J=5.0,1.7Hz,2H) ,7.08-6.83 (m,3H) ,6.53 (d,J=1.0Hz,
1H) ,4.14 (m,4H) ,1.81 (m, 11) ,0.87-0.67 (m,4H) . '°C NMR (101MHz,DMSO-d,) 8171.54,
161.04,160.27,157.87,146.77,140.50,139.65,128.80,126.87,124.51,122.98,119.84,
117.34,114.54,112.87,110.36,87.94,65.35,41.69,14.47,7.10 (2C) .HRMS (EST)
[C,,H,,N.0']:calcd 388.1773,found 388.1768.

[0055] L &#14,yield:84.6% .M.p.209.7-210.5°C."H NMR (400MHz ,DMSO-d,) 610.18
(s,1H) ,9.29 (s, 1) ,8.37 (s,1H) ,8.13 (d,J=8.1Hz, 11) ,7.96-7.88 (m, 11) ,7.38-7.29 (m,
1H) ,7.25-7.13 (m,2H) ,7.06 (t,J="7.8Hz,1H) ,6.73(d,J=7.5Hz,1H) ,6.11 (s, 11) ,3.97
(t,J=8.5Hz,2H) ,3.09 (t,J=8.5Hz,2H) ,2.20 (s,3H) ,1.82 (m, 1H) ,0.84-0.72 (m,4H) . "°C
NMR (101MHz , DMSO-d,) 6171.57,160.71,158.94,157.11,143.48,140.69,139.64,133.55,
130.50,128.83,126.97,122.28,114.39,112.68 (2C) ,110.24,86.54,47.90,25.71,18.32,
14.48,7.12 (2C) HRMS (EST) "[C,,H, N,0'] :calcd 386.1981,found 386.1990.

[0056] L &#15,yield:72.5% .M.p.231.4-232.5°C."H NMR (400MHz ,DMSO-d,) 610.19
(s, 1H) ,9.40 (s, 1H) ,8.65 (d,J=8.2Hz, 1H) ,8.42 (d,J=0.8Hz,1H) ,7.93 (d,J=1.3Hz,
1H) ,7.40-7.32 (m,2H) ,7.23-7.16 (m,3H) ,6.13 (d,J=1.0Hz,1H) ,4.05 (t,]J=8.7Hz,2H) ,
3.37(s,11) ,3.34-3.31 (m, 1H) ,1.82 (m, 1) ,0.83-0.75 (m,4H) .'°C NMR (L01MHz,DMSO-d,) 6
171.58,160.91,158.84,157.11,145.43,140.48,139.66,129.83,128.86,128.12,125.08,
122.91,118.68,117.15,114.48,112.88,110.37,87.19,48.06,25.87,14.48,7.12(2C) .
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