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Sex is a powerful modulator of disease susceptibility, course and outcome. The gene CACNA1C is
among the best replicated vulnerability genes of bipolar disorder and schizophrenia. The aim of the
present study was to investigate whether sex and a variant in CACNA1C (rs10774035 as a proxy for
the well-acknowledged risk variant rs1006737) influence psychosocial adaptation in a large German pa-
tient sample with schizophrenia-spectrum (n=297) and bipolar (n=516) disorders. We analyzed Global
Assessment of Functioning (GAF) scores, retrospectively collected for different time points during dis-
ease course. We investigated whether CACNA1C sex-dependently modulates longitudinal GAF scores
and recovery from episodes of psychiatric disturbance in the above mentioned disorders. Psychosocial
recovery was measured as difference score between the current GAF score (assessing the last remis-
sion) and the worst GAF score ever during an illness episode. Covariate- adjusted association analy-
ses revealed a sex x rs10774035 genotype interaction on longitudinal GAF and recovery from illness
episodes only in schizophrenia-spectrum but not in bipolar disorders. In schizophrenia-spectrum affect-
ed males, rs10774035 minor allele (T) carriers had higher GAF scores at three time points (premorbid,
worst ever, current). In contrast, females carrying rs10774035 minor alleles had impaired recovery from
schizophrenia-spectrum episodes. These results encourage further investigations of gene x sex interac-
tions and longitudinal quantitative phenotypes to unravel the rich variety of behavioral consequences of
genetic individuality.
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