Additional File 8. Analysis of interactions between WY and HS in wild-type mice.

To determine whether there were interactions between WY and HS in wild-type mice, we compared the genes regulated by WY or by WY+HS co-treatment.  Most of the genes (1117 genes) were similarly expressed under both conditions.  However, there were 597 or 301 genes that were uniquely regulated by WY or by WY+HS, respectively.  Functional analysis of these genes by Ingenuity revealed an overrepresentation of a number of canonical pathways including biosynthesis of steroids, mitochondrial dysfunction, oxidative phosphorylation, ubiquinone biosynthesis and VEGF signaling (Additional File 11).  Canonical pathways that were overrepresented in the WY+HS group included protein ubiquination pathway, tyrosine metabolism, glycolysis/gluconeogenesis, glycine, serine and threonine metabolism and purine metabolism.  

HS prevented WY from uniformly up-regulating genes involved in cholesterol synthesis including Cyp8b1, Dhcr7, Ebp, Fdft1, Fdps, Idi1, Lss, Sc5dl, and Sqle.  HS also prevented WY from activating ~20 genes linked to mitochondrial dysfunction and oxidative phosphorylation.  Finally, despite the ability of HSF1 to protect mice from an acute exposure to LPS (Xiao et al., 1999), HS reversed the almost uniform down-regulation of genes that are part of the canonical pathways Il-4, Il-15 and Il-17 signaling (Additional File 11).  Overall, these results indicate that there were interactions between WY and HS in wild-type mice distinct from those in PPAR(-null mice.  Further studies are needed to determine the functional consequences and molecular basis for these interactions.
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