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ENHANCEMENT OF 5-FLUOROURACIL CYTOTOXICITY BY PYRIDOXAL 5’-PHOSPHATE AND FOLINIC ACID IN TANDEM

(BIO17660)

Product factsheet

 Product: 

- a B6 vitamer in combination with 5-Fluorouracil and folinic acid.

 Rational / POC: 

- In tumors,levels of naturally occurring pyridoxal 5’-phosphate (PLP) are too small to allow conversion of 
tetra hydro pteroylglutamate (H4PteGlu) into methylene tetra hydro pteroylglutamate (CH2-H4PteGlu) in 
amounts required to improve inhibition of thymidylate synthase by 5-fluorouracil (FUra) through ternary 
complex stabilization

- Synergistic cytotoxic interaction of FUra with folinic acid and PLP was demonstrated in two human 
colorectal carcinoma cell lines (HT29 and L1210 cells). 

- Murine studies of parenteral administration of pyridoxamine in high doses showed that intracellular PLP is 
augmented to levels close or greater than the Kd reported for binding of cofactor to serine hydroxymehyl
transferase, which suggests that modulation of the fluoropyrimidines by vitamin B6 could be achieved in 
vivo.

 Patent and publication: 
- Enhancement of 5-Fluorouracil Cytotoxicity by Pyridoxal 5'-Phosphate and Folinic Acid in Tandem.

Machover D, Goldschmidt E, Mollicone R, Haghighi-Rad F, Desterke C, Gaston-Mathé Y, Saffroy R, Boucheix C 
and  Dairou J. J Pharmacol Exp Ther. 2018 Aug;366(2):238-243.

- Patent: Methods and Compositions for treating cancer EP18305661 30 may 2018.
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Proof of concept Preclinical

ENHANCEMENT OF 5-FLUOROURACIL CYTOTOXICITY BY PYRIDOXAL 5’-PHOSPHATE AND FOLINIC ACID IN TANDEM

(BIO17660)

Cytotoxicity of  5-Fluorouracil is increased by Pyridoxal 5’-Phosphate 
and Folinic Acid in different cellular models
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