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Analysis of novel post-translational modifications in colorectal cancer
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To explore new therapeutic targets for colorectal cancer, we aimed to
elucidate the biological significance of variations in acylation modifications in colorectal cancer
tumor tissues with the aim of developing novel colorectal cancer therapies.

To validate the clinical significance of the modification changes found in mouse models and to
explore therapeutic targets, we performed proteomic analysis and comprehensive analysis of
acylation-related post-translational modifications using colorectal tumor tissues from familial
adenomatous polyposis (FAP) patients. Inhibition of NAT10, which was selected as a target, showed
growth inhibition in tumor-derived organoids and colorectal cancer cell lines from FAP patients, and
the mechanism is now being elucidated.

Proteomics



)
( )
(Apc ) (Apc/Smad4 )
LC-MS/MS
(FAP)
LC-MS/MS
Post-translational
modification: PTM
PTM

familial adenomatous polyposis (FAP

PTM
PTM

NAT10 FAP



PTM
familial adenomatous polyposis

(FAP 6
Apc
wnt
B
cis-Apc/Smad4
PTM
FAP
PTM
RNA cytidine acetyltransferase
NAT10
NAT10
NAT10 NAT10
Remodelin FAP

FAP



NAT10

1 FAPEHEREER

2
et Department of Endoscopy Reduce the risk of
EEE l\'u = kpm'mm...mwm.mr ) iorectal cancer

Endoscopic mucosal resection:EMR Polyp
— — Normal

FAP patients character n=6
Age, median {in years) 24
Male, people (%) 3 (50)
Classical FAF, people (%) 6 (100)
Surgical colectomny, people (%) oo

B 3 JEE LA & B  THh@E 0L

Post-translational modification: Acetylated Lysine

Increased protein lysine acetylation in mouse models
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Organelle-based volcano plots of acetylated peptides from colon
acetylation-related enzymes
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Post-translational modification: Acetylated Lysine

Increased protein lysine acetylation in FAP and mice polyps
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NAT10 inhibitor significantly suppressed the growth of the FAP
organoid and colon cancer cell lines
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