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Schizophrenia is a complex genetic disorder. The lack of concordance on disease manifestation in monozygotic twins provides clear 
evidence that environmental factors are key determinants in disease aetiology. In accordance, various environmental modulators 
such as hormones and vitamins may well contribute to the altered expression pattern of several genes identified in post-mortem 
brain tissue of patients. We constructed a microarray platform containing 1,808 human genes, where 142 belong to vitamin A, 
thyroid hormone and estrogens' metabolic pathways, to specifically address whether these could contribute to a molecular signature 
of schizophrenia in peripheral lymphocytes. We found that the genes encoding for PLP1, UGT1A6, NTRK1, THRAP1, ESR2, 
TRIP13, MAPK8, TGFB2, IGFBP4 are differentially expressed in lymphocytes of patients under treatment with clozapine, risperdal 
or haloperidol. Some of these genes have been previously reported by others to be altered in brain regions of schizophrenic 
patients, and all are implicated in pathways suggested to be involved in the disease. These observations further support that: 

1. studies in peripheral blood lymphocytes may contribute to reveal candidate genes in schizophrenia;  
2. transcription modulation of several genes may occur through the mediation of vitamin and hormones, therefore linking 

genes and environment in schizophrenia.  

In order to understand the involvement of these genes in schizophrenia, future studies should investigate whether some of the 
observed changes are replicated in animal models of the disease, and how antipsychotic treatment interferes with their expression.  
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