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The purpose of this study was to analyze the functional differentiation of
RAMPs by analyzing DSS-induced colitis models, colorectal organoids, and macrophage cells using mice
with mutations in RAMP subisoforms produced by our systematic multiple simultaneous genome editing
methods. We found that RAMP1 and 3 are mainly involved in colitis in mice, and colitis increases in
RAMP1-deficient mice, while RAMP3-deficient mice increased their resistance. Furthermore, we showed
that RAMP1/RAMP3 signals respond to inflammatory signals simultaneously and synergistically in the
inflammatory-stimulated colorectal epithelium, while RAMP1/RAMP3 signals respond to inflammatory
signals simultaneously and inversely in macrophage cells.
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