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            Abstract
Forward genetic approaches to identify genes involved in complex traits such as common human diseases have met with limited success. Fine mapping of linkage regions and validation of positional candidates are time-consuming and not always successful. Here we detail a hybrid procedure to map loci involved in complex traits that leverages the strengths of forward and reverse genetic approaches. By integrating genotypic and expression data in a segregating mouse population, we show how clusters of expression quantitative trait loci linking to regions of the genome accurately reflect the underlying perturbation to the transcriptional network induced by DNA variations in genes that control the complex traits. By matching patterns of gene expression in a segregating population with expression responses induced by single-gene perturbation experiments, we show how genes controlling clusters of expression and clinical quantitative trait loci can be mapped directly. We demonstrate the utility of this approach by identifying 5-lipoxygenase as underlying previously identified quantitative trait loci in an F2 cross between strains C57BL/6J and DBA/2J and showing that it has pleiotropic effects on body fat, lipid levels and bone density.
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                    Figure 1: Histograms of correlation coefficients computed between OFM and gene expression levels in five different gene sets.[image: ]


Figure 2: Enrichment of genes linked to the Alox5 locus in the BXD set for genes in the Alox5âˆ’/âˆ’ perturbation signature.[image: ]


Figure 3: Intersecting perturbation signatures in gene expression data to map genes for complex traits.[image: ]


Figure 4: Genetic subnetwork of genes in the Alox5âˆ’/âˆ’ signature and linked to the Alox5 locus in the BXD cross.[image: ]
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