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Evaluation of the efficacy of LAT1 inhibitor to tumor stroma and immunity in an
allogenic mouse model of colon cancer having abundant stroma.
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The large neutral amino acid transporter family (LAT1-4) plays an important
role in the intracellular uptake of essential amino acids. Among them, LAT1 is specifically
expressed in cancer cells. A novel LAT1-specific inhibitor, JPH203, is expected to cause
cancer-specific starvation and possess anti-tumor effects; however, the anti-tumor mechanism for
colorectal cancer (CRC) remains unclear. In this study, we clarified the significance of LAT1
expression in cancer progression in database analysis, clinical specimens, and in vitro experiments.

Subsequently, we demonstrated the effect of JPH203, using a stroma-abundant allogeneic
immunoreactive mouse colorectal tumor created by the orthotopic transplantation of a mouse-derived
CRC cell line and mesenchymal stem cells into mouse cecum. Comprehensive analysis with RNA sequences

showed the efficacy of JPH203 not only in cancer proliferation but also in tumor stromal
activation.
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