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degree (Korkeila et al. 1991). Last, the majority of the
participants in this study were in the normal BMI range
(73.5 % of the subjects with a BMI < 25). Our findings
should be confirmed by studies with a larger population
and a wide range of BMIs and indices of adiposity. In the
future, prospective studies will conclude whether aging
alters the relationship between GRS from BMI-associated
SNPs and body fatness independently of the cohort effect.
If the genetic effect gradually decreases throughout life, it
is worth examining whether GRS more strongly predicts
obesity in a younger population. In addition, identifying the
underlying molecular mechanisms, such as by analyzing an
age-related change in the epigenetic profiles in BMI-asso-
ciated genes, will make our findings more persuasive.

In conclusion, the present study revealed that GRS from
BMlI-associated SNPs previously identified in middle-aged
populations is not associated with body fatness in elderly
Japanese men. The strong contribution of dietary macro-
nutrient intake and physical activity to body fatness may
attenuate the genetic predisposition to obesity in elderly
individuals. Our findings suggest that balanced dietary
intake and increased physical activity can reduce the risk of
obesity in later life, even in individuals with high genetic
susceptibility to obesity in midlife. Alternatively, genetic
resistance to obesity is lost in an age-dependent manner;
therefore, genetically lean middle-aged individuals should
sustain a healthy lifestyle to maintain a proper body weight
in later life.
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