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Exploration of the genes which are responsible for the pathogenesis of Takayasu
arteritis
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Takayasu arteritis (TA) is an autoimmune systemic arteritis of unknown
etiology. We have identified that single nucleotide polymorphisms (SNPs) of MLX gene, which encodes
MLX transcription factor, was significantly associated with clinical manifestations of TA by
genome-wide association study. The SNPs of MLX (rs665268) is a missense mutation of MLX that alters
the GIn139 to Arg(Q139R). As GIn139 is located on the DNA bindin% site of MLX, we hypothesized that
the mutation of Q139R on MLX, which alters the electric charge of the amino acid may enhance the
formation of the MLX-DNA complex. Then, based on our experimental results, we concluded that
MLX-Q139R mutation plays a crucial role in the pathogenesis of TA through facilitating inflammasome
formation, which in turn promoting proliferation and adhesion ability of aorta-resident cells, a
pathological manifestation seen in the aortas of TA.
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