
Supplementary Discussion
Further complexities regarding this topic deserve comment. In addition to CRC subsites (proximal/distal colon vs. rectum)(1-6), duration of use(7), and statin types (lipophilic statins vs. hydrophilic statins,(8) and individual types(9)), it is still controversial whether the association between statin use and CRC risk may differ by molecular subtypes (KRAS mutation status),(2) genetic variants (in 3-hydroxy-3-methylglutaryl CoA reductase),(10) high-/average- risk groups,(5, 11) age,(5, 12) racial/ethnic background,(5, 13) sex,(14) and dose of use(7, 9). Both inherited genetic susceptibility (e.g., those with preexisting inflammatory bowel disease, polyps, Lynch syndrome, CRC, or family history of CRC) and environmental risk profile should be considered when identifying the risk: benefit profile among subgroups. Moreover, future explorations in well-designed prospective studies or RCTs are warranted to disclose the association of statin use with intermediate end points (e.g., aberrant crypt foci and adenomas).
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