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Targeting metabolic reprogramming in KRAS-mutated colorectal cancer
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A number of studies have shown that KRAS mutations in colorectal cancer
(CRC) result in the lack of response to anti-EGFR-based therapy. From the analysis with the 55
metastatic CRC tumors, no significant correlation was found between SUVmax and KRAS status. We next
analyzed only tumors larger than 10mm to minimize bias of partial volume effect, and found that
SUVmax was significantly higher in the KRAS mutated group than in the wild-type group. KRAS status
could be predicted with an accuracy of 71.4% when a SUVmax cutoff value of 6.0 was used. FDG-PET/CT
scans might be useful for predicting the KRAS status of metastatic CRC.Moreover, we found that KRAS
mutation in CRC caused alteration in amino acid metabolism. We demonstrated that the expression of
asparagine synthetase (ASNS), an enzyme that synthesizes asparagine from aspartate, was upregulated
by mutated KRAS. ASNS might be a novel therapeutic target against CRCs with mutated KRAS.
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