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Aims: Prenatal stress has been associated with lifelong disturbances in stress response systems and with an increased
vulnerability for psychiatric disorders. However, the effect of prenatal stress is at least partially determined by individual genetic
makeup. Recent data confim the potential role of the glucocorticoid receptor (GR) gene in modulating stress response and in the
liability to develop mood disorders. In genetic association studies, single nucleotide polymorphisms (SNPs) in the GR gene were
linked to variation in stress response systems (1). In a preliminary investigation, we studied 106 prepubertal children to estimate the
impact of four GR gene polymorphisms on cortisol responses after a psychosocial stress test.

Results: Carriers of the ER22/23EK mutation displayed significant lower cortisol responses to psychosocial stress compared to
noncarriers. This particular polymorphism has earlier been associated to the vulnerability to develop MDD by our own research
group (2) and independently by another publication (3).

Conclusion: These findings support the relevance of GR gene polymorphisms in general and of the ER22/23EK polymorphism in
particular in HPA axis regulation and in the vulnerability for psychiatric disorders.
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