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    Abstract
INTRODUCTION The ‘epigenetic clock’ is a DNA methylation-based estimate of biological age and is correlated with chronological age – the greatest risk factor for Alzheimer’s disease (AD). Genetic and environmental risk factors exist for AD, several of which are potentially modifiable. Here, we assess the relationship associations between the epigenetic clock and AD risk factors.

METHODS Linear mixed modelling was used to assess the relationship between age acceleration (the residual of biological age regressed onto chronological age) and AD risk factors relating to cognitive reserve, lifestyle, disease, and genetics in the Generation Scotland study (n=5,100).

RESULTS We report significant associations between the epigenetic clock and BMI, total:HDL cholesterol ratios, socioeconomic status, and smoking behaviour (Bonferroni-adjusted P<0.05).

DISCUSSION Associations are present between environmental risk factors for AD and age acceleration. Measures to modify such risk factors might improve the risk profile for AD and the rate of biological ageing. Future longitudinal analyses are therefore warranted.


Footnotes
	Abbreviations used: AD = Alzheimer’s disease, BMI =Body mass index, EEAA = Extrinsic epigenetic age acceleration, GS:SHFS = Generation Scotland: Scottish family health study, HBP = High blood pressure, HDL = high-density lipoprotein, IEAA = Intrinsic epigenetic age acceleration, PGRS = Polygenic risk score, SIMD = Scottish index of multiple deprivation, T2D = Type-2 diabetes
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