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            Abstract
Schizophrenia is a severe mental disorder with a lifetime risk of about 1%, characterized by hallucinations, delusions and cognitive deficits, with heritability estimated at up to 80%1,2. We performed a genome-wide association study of 3,322 European individuals with schizophrenia and 3,587 controls. Here we show, using two analytic approaches, the extent to which common genetic variation underlies the risk of schizophrenia. First, we implicate the major histocompatibility complex. Second, we provide molecular genetic evidence for a substantial polygenic component to the risk of schizophrenia involving thousands of common alleles of very small effect. We show that this component also contributes to the risk of bipolar disorder, but not to several non-psychiatric diseases.
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                    Figure 1: 
                        Association results across the MHC region.
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Figure 2: 
                        Replication of the ISC-derived polygenic component in independent schizophrenia and bipolar disorder samples.
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Figure 3: 
                        Observed and simulated profiles of target sample variance explained.
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Figure 4: 
                        Analysis stratified by score allele frequency.
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