5-10%

e CRC are due to inherited mutations
(FAP = most commonly inherited
condition)

e affects both sexes equally
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e but onset § frequency of polyps varies
within families, therefore additional factors
contribute to CDC onset (ex. microbiome)
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e mucus promotes tolerance to foreign antigens
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e intestinal microbiota play an essential role in gut homeostasis

e mucus degradation & bacterial invasion

e biofilm formation (associated with pro-oncogenic state)

e polyps formation, composed mainly by Proteobacteria (pks+ E. coli) § Bacteroides
(enterotoxigenic B. fragilis)

e DNA damage

e chronic mucosal inflammation
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e chromosomal instability é’

e cell cycle arrest
e promotes epithelial release of proinflammatory
mediators
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Step 1: mucus degradation by enterotoxigenic B. fragilis allows increased E. coli adherence to colon epithelial cells

l leads to

increased epithelial cell DNA
damage by clbB

Step 2: IL-7 production is promoted

1. number 1 treatment: colectomy + chemotherapy

T —
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2. personalized anticancer chemotherapy treatment N

e adjuvant therapy targeting microbiota associated with carcinogensis

e screening/detection for coexpression of bft & clbB

e clbB-inhibiting drugs

e bft-inhibiting drugs (could also offer protection against acute diarrheal disease § inflammatory
bowel disease)

e prevention of mucus degradation by enterotoxigenic B. fragilis

e reduce IL-7 expression or activation

S SSIS
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