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Development of adjuvant for treatment of advanced colon cancer targeted to
lipid-metabolizing enzymes
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In this study, 1 found that expressions of aldo-keto reductase (AKR) 1B10
and AKR1C3, lipid-metabolizing enzymes, are up-regulated by resistance development to irinotecan,
its active metabolite SN38, 5-fluorouracil or paclitaxel in colon cancer cells. In addition, it is
suggested that the anticancer drug-promoted production of reactive oxygen species and the resultant
Nrf2 activation are mechanisms responsible for the enzyme up-regulation. Furthermore, incubation
with inhibitor of AKR1B10 or AKR1C3 overcame the resistance and cross-resistance to the anticancer
drugs, suggesting the availability of the inhibitors in adjuvant therapeutic agents for anticancer
treatment of colon cancer cells.
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