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The intricate relation between genetics 
and lifestyle in the etiology of dementia
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Lifestyle
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Genomics and lifestyle

• Unraveling etiology and pathways
– Discovering novel genes and GxE interaction
– Establishing causality

• Identification of persons at increased risk
– Trial design
– Preventive intervention
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Discovering novel genes and GxE interaction
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Mendelian Randomization
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Preventive interventions

11

12



7/21/22

7

UK Biobank
Total sample: 196,383

Response rate ~10%

Mean age at entry 65yr

Median follow-up time 8.0 years

Dementia diagnosis: registries, 
partly based on medical records

Healthy lifestyle: 4 factors

Background risk of dementia 
0.9%

Rotterdam Study
Total sample: 6,352

Response rate ~70%

Mean age at entry 69yr

Median follow-up time 14.1 years

Dementia diagnosis: in-person 
and medical records

Healthy lifestyle: 6 factors
AHA Healthy CVS
10-year CV risk

Background risk of dementia 
14.4%

13

Conclusions

The fields of genetics and lifestyle research are rapidly 
converging and play a role in understanding biology and 
identification of persons at highest risk

Addition of novel (molecular) omics layers calls for
novel methods for analysis and visualization

The added value of lifestyle to offset genetic risk needs 
further investigation
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Thank you for your attention!
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