Technological process | - %, # K
I PRI SRR B L 2058

Study on trexate impurities in folic acid
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Abstract: Methotrexate impurities were synthesized from 2,5,6-triamino-4-hydroxypyrimidine sulfate and trichloroacetone.
The effects of mole ratio, reaction temperature, reaction time and reaction Ph on the synthesis of methotrexate impurities were
studied. The results showed that the molar ratio of 2,5,6-triamino-4-hydroxypytimidine sulfate to trichloroacetone was 1:2, the
reaction temperature was 40~45C , the reaction time was 5~6h, the reaction Ph was 3.0~3.5, the content of pterine impurities

was high, the purity was 95.5% by HPLC. It provides a theoretical basis for avoiding the formation of this impurity in the

production of folic acid.
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Tab.1 Effect of the raw material molar ratio on the purity
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1 1:1.5 79.5%
2 1:1.8 83.6%
3 1:2.0 93.5%
4 1:2.5 87.7%
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Tab.2 Effects of the reaction temperatute on the purity

F5 B (C) wE
1 30 87.9%
2 35 90.2%
3 40 94.2%
4 45 92.3%
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Tab.3 Effects of refining time on the purity

fiidca B Bi BT (h) KHeE
1 4 90.2%
2 5 95.5%
3 6 94.8%
4 7 93.5%
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Tab.4 Effects of pH on the putity
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1 2.0 75.6%
2 3.0 94.6%
3 3.5 94.8%
4 4.0 80.3%
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