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Introduction

* Colorectal cancer (CRC) is the 3rd most common cancer worldwide

* Preventive pharmacological therapy potential strategy to reduce
Incidence

* Numerous agents (e.g. drugs, micronutrients, hormones) identified
in observational studies to reduce CRC risk

* We aimed to re-evaluate these observed relationships using
Mendelian randomization
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Mendelian randomization (MR)

* MR is a type of genetic study that mimics an RCT — uses genetic
variants as proxies for exposures

* As genetic variants are fixed at conception, MR studies should not
be affected by reverse causation
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Methods
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Odds ratio (95% CI) per SD increase in genetically proxied micronutrients

Odds ratio (95% CI) per SD decrease in genetically proxied drug targets

|

Calcium e 0.86 (0.74, 1.00)
Vitamin D e 0.87 (0.91,1.04)
LDL cholesterol i 1.07 (1.02,1.12)
Omega-3 fatty acids ey 1.10 (1.03,1.18)
Omega-6 fatty acids —e— 1.08 (0.99, 1.186)
Selenium e 1.00 (0.94, 1.08)
Beta carotene =t 1.02 (0.97, 1.08)
Folate 1.13 (0.97, 1.33)
Magnesium - 0.55 (0.27,1.09)
Vitamin A | 0.95 (0.81,1.11)
Vitamin E 1.10 (0.94, 1.30)
Vitamin C . 0.90 (0.73,1.10)
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IL23R (Guselkumab) 0.95 (0.90, 1.00)
ADRB1 (Atenolol) e 0.7 (0.93, 1.00)
NCC (Chlorothiazide) —e— 0.95 (0.86, 1.05)
ACE (Captopril) te 1.07 (1.04,1.11)
HMGCR (Simvastatin) | . | 1.03 (0.83, 1.28)
NPC1L1 (Ezetimibe) . ! 0.87 (0.63, 1.20)
PCSKS (Alirocumab) Poe 1.05 (0.94, 1.18)




Odds ratio (95% CI) per SD increase in genetically proxied micronutrients
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Discussion

* Calcium agrees with a meta-analysis of RCTs

* Omega-3 finding contradicts observational evidence, difficult to
disentangle the effect of omega-3 and 6 fatty acids

* Blood based biomarkers don’t always correlate with dietary intake

* LDL cholesterolrisk increasing effect, lipid lowering drugs null
effect
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Thank you.
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