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Introduction

Recent genome-wide association studies [1-4] have made major discoveries in identifying Type 2 diabetes (T2D)
associated regions and loci, but the specific sequence variances responsible for the associations remain elusive. > Initial modules identified
To define putative causative gene sets from GWAS we employed a promoter modeling approach based on the
hypothesis that promoter regions integrate upstream signaling cascades towards coordinated transcription of
functionally interdependent mRNAs. Defining T2D dependent promoter models in GWAS candidate promoters might
thereby facilitate identification of putative causative transcript alterations. HHH_1
Here we studied the proximal promoter regions of 13 genes selected from T2D associated regions in the 3-way
FUSION-DGI-WTCCC meta-analysis [1, 2, 4]. In particular, we used computational methods to identify shared
putative regulatory promoter modules in the proximal promoter regions that we investigated. Specific potential
regulatory promoter modules containing three transcription factor (TF) binding motifs in a defined order and spacing
were identified in a subset of genes chosen from GWAS associated regions. These promoter modules helped
elucidate other module sharing genes in the GWAS, which are possibly regulated in a similar fashion.

Our study provides TF binding module data that can putatively activate a subset of T2D GWAS genes.
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Feeding selected genes into TFBS/promoter module analysis pipeline [6]

@ Training test T2D GWAS genes for identified promoter modules > TF binding modules enrichment in 43 selected genes
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