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B 6-F LML 215 (94.9 mg,0.57 mmol) & T
10 mL W&, B FE 3 @0 . n A 6-= G HY 3k A
(100 mg,0.57 mmol) , 4k £E 4 ¥ 30 min, 2R 5 K IK
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m.p.135.2~136.5C.,' H NMR (DMSO-d; ,
400 MHz),8:8.75(s,1 H);8.56(d, J =6.2 Hz,
1 H);8.06(t,J =5.8 Hz,1 H);7.96(d,J =6.8 Hz.
1 H);7.87(d,J =1.8 Hz,1 H);7.85(d, ] =5.6 Hz,
1 H);6.62(d,J =8.8 Hz,1 H);4.62(d,J] =5.8 Hz,
2H);34.36 (s, 2H);1.15(t, ] =7.4 Hz,3H)." C
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NMR (DMSO-d;» 100 MHz), §: 166. 0, 161. 0,

151.1,149.7, 139.9, 145. 2, 137.6, 137. 3, 123.5,

120.9,114.4,107.5,56.8,41.8,14.6, ESI-MS,m/z:

326.095 2[M+H]" B {H :325.1045,
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m.p.114.6 ~115.5°C,' H NMR (DMSO-d; ,

400 MHz2),8:8.70(d,J =1.4 Hz,1 H);7.94(dd,J

=8.1,1.4 Hz,1 H);7.87(d,J =2.0 Hz,1 H);7.81

(d,J =2.7 Hz,1 H);7.39~7.36(m,1 H);7.15(t,

J=6.1 Hz,1 H);6.54~6.52(m,1H);5.77 (s, 1

H);4.58(d, ] =6.2 Hz, 2H);4.28 (s, 2H) " C

NMR (DMSO-d;» 100 MHz), §: 157. 8, 149. 7,

149.1,141.0, 137.0,135.9, 134.5, 123. 6, 120. 7,

120.2,108.6,64.5,42.2, ESI-MS, m/z: 284.100 4

[M+H]", HiE{H.283.0933,
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m.p. 140.4 ~ 142.3°C,' H NMR (DMSO-d; ,

400 MHz),8:9.69 (s, 1 H)>;8.70(dd, J = 8.4,

1.4 Hz,1 H);8.50(d,J =2.1 Hz,1 H);7.99(dd,J

=8.1,1.5 Hz,1 H);7.86(d.J =8.1 Hz,1 H);7.81

~7.78(m,1 H);7.69~7.58(m,1 H);6.70~6.66

(m,1 H);4.71(dd,J =15.6,5.8 Hz,2H),
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(155.2 mg,0.71 mmol), SEHif FE PR IR 5 42 T 48
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F5 n(EEYIIV) = n(MEBE) =R/ Y%
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NMR (400 MHz,dmso) 8 10.01(s,1 H),8.87(d, J
=1.7 Hz.1 H).8.72(d.J =1.4 Hz.1 H).8.23(d.J
=2.3 Hz,1 H),8.04(s,1 H),7.94(d,J =1.6 Hz,1
H),7.87(s,1 H),5.32(s.2 H),1.39(s,9 H), H
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Synthesis of Key Intermediates of the Antitumor Drug Pexidartinib
TONG Hang,ZHAN Yifeng, HE Shibo, WANG Puzhao, LIU Mingxing
(School of Biological Engineering and Food s Hubei Univ. of Tech.,Wuhan 430068,China)

Abstract: Tert butyl (5 formylpyridin 2 yD {[6-(trifluoromethyD) pyridine 3 yl]methyl}carbamate is used as
the key intermediate of the anticancer drug pexidartinib. It was synthesized from 6 aminicotinic acid ethyl
ester and 6 trifluoromethyl nicotinal as raw materials. The whole process includes reductive amination,re-
duction,oxidation and substitution, with a total yield of 50.1%. The products were characterized by MS, 1
H NMR and 13 C NMR. This process has the advantages of cheap raw materials, mild reaction conditions
and simple operation,and is expected to achieve large—scale production.

Keywords: pexidartinib; intermediate of pexidartinib; antitumor drug; chemical synthesis
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