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Fig. 1 Synthesis route of Dovitinib lactic acid salt
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Table 1 Influence of solvent on yield of compound(2)

e ¥ 71 SN/ C o WeF/ %
1 Jou 105 97.8
2 ZEEFEESECR 9500 105 98.3
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Table 2 Influence of reaction temperature

on yield of compound (7)
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Table 3 Influence of different reduce-system

on yield of compound (4)

F5 B R R A BB ER %

1 by & 65.0
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Synthesis of dovtinib lactic acid salt

CHEN Jin-fang',ZHU Dong-bin* ,WANG Ya® ,XU Qi-ming"*
1. Key Laboratory of Green Chemical Process(Wuhan Institute of Technology ), Ministry of Education, Wuhan 430074, China;
2. Schoool of Chemical Engineeing and Pharmacy, Wuhan Institute of Technology, Wuhan 430074 ,China;
3. Hubei Key Laboratory of Novel Chemical Reactor &
Green Chemical Technology(Wuhan Institute of Technology) . Wuhan 430074 ,China

Abstract; To solve the problem of complicated production process conditions of synthizing dovtinib lactic
acid salt, 5-chloro-2nitroaniline and 2-amino-6-fluorobenzonitrile were applied as starting materials to
prepare dovtinib lactic acid salt. via substitution, cyclization with ethyl-g-ethoxy-f-imino propanoate
hydrochloride was refluxed under acidic conditions, cyclization with 2-amino-6-fluorobenzonitrile under
base conditions,and then lactic acid was carried out. The results show that the yield is 97. 8% when the
molar of (5-chloro-2nitroaniline) : (1-methylpiperazine) is 1 ¢ 2.5 in substitution;the yield of 2-amino-
6-fluorobenzonitrile is 85% when the temperature is 90 °C in substitution of NH; ; the optimum condi-
tions of the reduction reaction are demonstrated at 80 °C for 6 h through catalytic hydrogenation of
Pd/C;the total yield is 44. 5% after using the base of lithium bis-trimethylsililyl) amide at 40 “C to syn-
thize the dovtinib.
Key words: dovitinib;antitumor; synthesis
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