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(cis-eGenes and trans-eGenes, respectively), approach is that it only detect hotspots, and not
suggesting that cis-eGenes might act as master trans-eQTLs with single (or a small number of)
regulators of a network of associated targets; the significance of this limitation will
trans-eGenes. Mediation analysis supported this depend on the relative contribution of hotspots
hypothesis. Indeed, subsequent causal inference and non-hotspots to overall heritability, which is
testing between trans-eQTLs and phenotypic not yet known.

data identified examples of disease phenotypes in As higher quality data across more tissues

which the effect of the causal trans-eQTL is likely from larger numbers of samples become available
to be mediated by a cis-eGene. Importantly, these  (for example, through projects like GTEx), these

causal loci were not detected by traditional two complementary approaches will become
GWAS approaches. increasingly useful and trans-eQTLs —and
A current limitation of the approach is thatitis  hopefully the genetic causes of disease — will
difficult to validate results because most eQTL become easier to identify.
databases do not contain information on Dorothy Clyde
trans-eQTLs. However, its utility should increase
as more trans-eQTL data become available. ORIGINAL ARTICLES Yao. C. et al. Dynamic role of trans regulation
«of gene expression in relation to plex traits. Am. . Hum. Genet.
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their previously published cross-phenotype Brynedal, B. et al. Large-scale trans-eQTLs affect hundreds of
_ . P . . transcripts and mediate patterns of transcriptional co-regulation.
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trans-eQTL hotspots. Rather than analysing FURTHER READING Albert, F W. & Kruglyak. LThe role of
variance in expression data, this approach uses regulatory variation in complex traits and disease. Nat. Rev. Genet.
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