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Synthesis of imatinib mesylate
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Abstract ; Imatinib mesylate is prepared through addition. cyclization, reduction and acylation, with 2-methyl-5-nitroaniline as

the starting material. The processes are improved. The total yield is 41. 9% and the purity of the final product reaches 99. 75 %

(by HPLO).
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Fig. 1 Synthetic routes of imatinib mesylate [
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Fig. 2 Synthetic routes of imatinib mesylate [I
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1
1.1
LC-2010A, KROMASIL C;5  (0.46 cmX25 cm) ; SGWX-4 s NMR Bruker AV500
; LC-MS2010EV,
1.2
1.2.1 2= -5 ( 3)
- -5 (10 g,0. 066 mol) 50 % (10. 6 mL,0.132 mol) 40 mL
; \ s 10 min 9.2 mL , 1 h,
, , ,  10%¢( )  NaOH pH 9, . .
. , 3(11.26 g, 88.0%). HPLC 94.79%, 146. 2~
147.0 °C, 147.0 C ( [2] 81.1%, 203~206 C),
1.2.2 3 -1-(3- -2- 1= ( 4)
3 (216 g,2.066 mol) N,N- (320.4 g,2.781 mol) 100 C
. - ( 1:1D), 1 h,
. . , 4(271.98 g, 86.5%), HPLC 96.67 % ,
69.5~71.2 °C( [7] 65~67 C, 80.4%),
1.2.3 N~2- -5 )-4-(3- ) 2= ( 5)
3(7.3 g,0.036 7 mol) 80 mL , 4(6.66 g,0.036 5 mol),
12 h, \ 60 C 100 mL . 2 h, 1h . .
. 5(7.78 g, 69.1%). HPLC 98.71%, 194.8~195.7 C
( [6] 193~198 C, [3] 50%).,'H NMR (DMSO-d;): 9.26(s, 1H), 9.23(s,

1H), 8.80(s, 1H), 8.72 (dd, J=5.0 Hz, 1H), 8.62(dd, J=5.0 Hz, 1H), 8.45~8.49(m,1H), 7. 90
(m, 1H), 7.51~7.59(m, 3H), 2.43 (s, 3H),

1.2.4 N—H(2- -5 )-4-(3- ) -2- ( 6)
5(5 g,0.016 3 mol) 50 mL , 12. 2 mL ( 80%),0.5 g
FeCl, « 6H,O 0.5 g , , , ) )
6(3.9 g, 86.5%), HPLC 99.40%, 141.8~142.9 C( [6] 141
~144 °C, 61.5%).,'H NMR (DMSO-d;) :9.42(s, 1H), 8.69 (dd, J=6.0 Hz, 1H), 8.66(s,

1H), 8.46 (dd, J=5.0 Hz, 1H), 8.39~8.41(m, 1H), 7.52~7.54(m, 1H), 7.36 (dd, J=5.5 Hz,
1H), 6.86 (d, J=8.5 Hz, 1H), 6.78 (s, 1H), 6.33 (m, 1H), 4.84(s, 2H, Ph—NH,), 2. 06 (s, 3H,

Ph—CH,),
1.2.5 4[4+ -I- ) N4+ -3[4aF -2 ] 1 ] ( 8)
4-[ (4~ -1- ) ] (5.0 g,0.016 3 mol) 25 mL , 2 min
1.6 mL  SOCI,, 45 °C 1h, 0°C, 0°<C 6(3.47 g,0.012 5
mol) , 30 C 3 h, 15 mL 50 mL 10% , pH
10~11, 150 mL . . . ; 7(5.6 g,
90.61%), HPLC 99.23%, 200. 4~201. 3 °C( [6] 202~206 °C, [5]

90.0%).,'H NMR (DMSO-d;):10. 15(s, 1H, Ph-—NH-—COPh), 9. 27(s, 1H), 8. 95(s, 1H),
8.68 (dd, J=6.5 Hz, 1H), 8.51 (dd, J=8.5 Hz, 1H), 8. 46~8.48(m, 1H), 8. 07 (s, 1H), 7. 90
(dd, J=8.5 Hz, 2H), 7.42~7.53(m, 5H), 7.20 (dd, J=8.5 Hz, 1H), 3.52 (s, 2H, Ph—CH,—N),
2.36~2.50 (m, 8H, 4CH;), 2.22 (s, 3H, Ph—CH;), 2.15 (s, 3H, N—CH;),
1.2.6 ( D
8(2 g,0.004 mol) 25 mL , , (0. 26 mL,
0. 004 mol), 30 min, , 45 C, . . ) 1(2.10 g,
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87.87%), HPLC 99.75%., [8] 71.0%.

2

1) 3 ’ ’ ’ b

pH ’ ° ’

2) 5 ) FeClg * 6H20/ / 1)

3) . “ ” .’ . ’

4) , ,

, [7] 33.54% ., 41.9% , 99, 75%

(HPLO).,
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