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Establishment of safe and effective pediatric hematopoietic cell transplantation
by pharmacokinetic analysis and metabolic enzyme activity analysis
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4-hydroxy-cyclophosphamide (HCY) is an active metabolite of cyclophosphamide

(CY). It is converted to cytotoxic metabolite acrolein. Human hepatoblastoma cell line HepG2 were
exposed to HCY and the concentration of acrolein in cell culture supernatant were measured.
Interestingly, the detected acrolein was higher than we expected. Furthermore, glutathione (GSH), an
acrolein scavenger were reduced gradually in HepG2 cells. And then, to inhibit the production of
acrolein, ALDH1 were knock downed by RNA interference. Against our expectations, the production of
acrolein is not increased when ALDH1 knockdown HepG2 cells were exposed to HCY. It indicates that
acrolein is not only produced directly by CY, but also is produced in another pathway.
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