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Improved synthesis of imatinib mesylate
XU Xiaoxia MIN Tao SHI Weilong( Nanjing Yoko Pharmaceutical Co. LTD Nanjing 210008 China)

Abstract  Objective To obtain the improved synthesis of imatinib mesylate. Methods 4- ( 4-methyl-piperazind-yl) methyl |

benzoyl chloride dihydrochloride and 4-methyl-N;— 4 3—pyridyl) pyrimidin2-yl 4 3-phenylenediamine were used as starting raw mate—

rial to perform a condensation reaction in the aqueous phase to give imatinib free base which was then neutralized with methanesulfonic

acid to obtain the novel antineoplastic tyrosinase inhibitor imatinib mesylate by the use of a two-step reaction. Results The improved syn—

thesis was considered to have the advantages of low cost easy post-processing high purity high yield and environmental pollution with

the HPLC purity=99.7% and the single impurity <0. 1% . Conclusion The total yield of the novel method was 81.5% having an e—

nough broad industrial production prospect. The targeted compound structure was confirmed by 'H NMR and ESI-MS.
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2.1 BELHRXF 4- N,-4H3- ) -
2- 43 c4- (4- 4- )
: YRT3 . HPLC
: ( Waters sym—
metry 5 pm 3.9 mm X 150 mm) 267 nm
40°C . 7.5 ¢ 1 000 ml
10% pH 2.5 A;
B. 1. 2 ml/min, 15 min
42% A.58% B;
B 25 min B
87% B 30 min
B 58% 10 min 3 000,

2.2 4-[(4-F REdokk) VAR JN-[4-7 L 3-[4-
(3krg) 2wy | R AR | A FEI (L%

AR BB, 4-(4- 4-)
(100 g 0.37 mol) 1L
500 ml N N“-
( DMF) 4 ml 8 h
(100 ml x2) 25 ~30C 3h
100.3 g.
4-  N;-4H3- ) 2- 43
(45 g 0.16 mol) 1L

750 ml 0~3C
1h
(45 ml x2)
375 ml 50C  25%
pH 8 ~9 20 ~25C
3h 45 ~50C
73 g 91.2%

(mp) 1212 ~213°C( 211 ~213%C) . HPLC
99.4% ., 'H NMR( DMSO-d,) :10.15(s 1H -NH-
CO- 9.27(s 1H) 8.95(s 1H) 8.66(dd 1H)
8.51(dd 1H) 8.46 ~8.48(m 1H) 8.07(s 1H)
7.90( dd 2H) 7.42 ~7.53(m 5H) 7.20(dd 1H)
3.52(s 2H) 2.36 ~2.50(m 8H) 2.22(s 3H)

—_—— =~

2.15(s 3H) . ESI-MS: 494.2,
2.3 FEREBRAF DA R AR,
73 g 300 ml
(14.2 g 0.15 mol) 2 h
10 ~20°C 8 h
78 ¢ 89.6% mp:213 ~
215C HPLC ~ =99.7%. 'H NMR( DMSO-d,) :

0.18(s 1H NHCOY 9.4(s 1H NH9 9.28(s
1H CH) 8.95(s 1H OH) 8.69(d 1H CH) 8.51
(d 1H CH) 8.48(d 1H CH) 8.10(s 1H CH)
7.96(d 1H CH) 7.53(s IH CH) 7.52(s IH
CH) 7.46 ~7.48(m 2H CH x2) 7.42(d 1H
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