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Elucidation of Genetic Specificity between Anxiety Disorders and Major
Depressive Disorder using Intermediate Phenotypes
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Anxiety disorders and major depressive disorder are complex psychiatric
disorders with a multifactorial genetic inheritance and a heritability rate of 30-50%, exhibiting
clinical and genetic heterogeneity. We investigated the genetic commonalities and specificities
between these disorders utilizing intermediate phenotypes such as personality traits, cognitive
functions, and sleep. It demonstrated genetic commonalities between these disorders as well as their

association with adjustment disorder, suicidal attempts, neuroticism, cognitive functions, and ages
of first sexual intercourse and first childbirth. In contrast, in children, genetic risks for
anxiety were associated with sleep disturbances and nightmares, while depression was associated with
difficulties in falling asleep, nocturnal awakenings, and thersomnia. Furthermore, by integrating
various polygenic risk scores through machine learning, we showed improvements in distinguishing
anxiety disorder.
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