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Discovery of the Novel Synthetic Process of Florasulam
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Abstract: Using 2-methoxy-5-fluorouracil as the starting material, the key intermediates (2-chlorosulfonyl-8-fluoro-5-

methoxy [1,2,4] triazole[1,5-c] pyrimidine) were obtained through chlorination, hydrazylation, cyclization, transposition,

coupling and oxychlorination reactions. Then, it was treated with NCS, Dimethyl sulfide, 3-methylpyridine and

2,6-difluoroaniline to obtain florasulam by amidation. The total yield was 48.8% based on 2-methoxy-5-fluorouracil, and

the purity was 98.5%. Their structures were confirmed by 'H NMR. The process had advantages of reasonable process,

mildreaction conditions, easy availability of materials, high product quality, high yield and low cost, which was suitable for

industrialized production.
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2 o 2- -8- -5- 27.5% 0.192 mol/L
[12,4]  [1,5-] 2,6- 1h 15C
99% 3- 10 h,
99% 10% pH=3
N- 98% 30¢g 93.7% 95%.
99% 224 8 -5- -1,2,4- [1,5-¢c]-2(3H)-
2.2 500 mL
221 2- 4-  -5- 100 g 18g 045 mol/L .
500 mL N 8- -5- -1,2,4- [4,3-c]-3(2H)-
2- -5- 28.8 g 0.2 mol/L . 30 g 0.15 mol/L 3~4h,
46 g 0.3 mol/L 300 mL 10°C  10% pH=3
30.3 g 0.3 mol/L 80T, 258 ¢ 86% 95%.
100~110°C 4h 30C 225 2.2'- (8- -5- -1,2,4- [1,5-c]
300 g 10C. )
30 min 1 500 mL N
2- 4- -5- 8- -5- -1,2,4- [1,5-¢c]-2(3H)-
30¢g 92.3% 98%: 25.8 g 0.129 mol/L 120 g
222 2- -4- -5- 20°C 31.8 g 27.5%
500 mL N 0.258 mol/L .
2- 4-  -5- 30 g 0.185 38C 35~40C
mol/L 200 g 19.6 g 0.185 mol/L 4~5h HPLC 0.1%
20 g 0C 30 g 0.555 mol/L
4.5h, 226¢ 88% 95%.
0C 226 2- -8- -5- [1,2,4] [1,5-¢c]
100 g 2- -4- -5-
257 ¢ 88% 97.5%:, 500 mL N
223 8 -5- -1,2,4- [4,3-c]-3(2H)- 2,2'- (8- -5- -
1,2,4- [1,5-¢c] )22.6 g 0.056 mol/L .
500 mL N 200 mL 200 mL s 0~5C
2- -4- -5- 257 g 32.2 g 0.448 mol/L
0.16 mol/L 80 g 24.3 g 0.24 mol/L 10C, 0~10C 30~60 min
18.3 g 0.24 mol/L .
15C 237¢ 26.6 g -8- -5-
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1241  [1,5«] 90% 95.6%.
2.2.7 °
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20C 3.1 g 0.05 mol/L 5. s ;
30 min 26.67g N- h 2 1%
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1~2h 3- 279¢ 1:15:15 4 923
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-5- [1,2,4] [1,5-c] 2- 1:2:2 4 90.0
-8- -5- [1,2,4] [1,5-c] 1:2:1 4 89.0
26.6 g 0.1 mol/L lh
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250 g 35% 417 ¢
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1:05:05 4 98.5 94.2 48.8% 98%.
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