©
2018 2020

Gas6-TAM

A critical role of Gas6-TAM signaling pathway in the pathology of
HSCT-associated TMA
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Growth arrest-specific (Gas) 6 structurally belongs to the family of plasma
vitamin K-dependent proteins working as a cofactor for activated protein C, and has growth
factor-like properties through its interaction with receptor tyrosine kinases of the TAM family.
Serum Gas6 levels were significantly increased in HSCT patients with transplant-associated
thrombotic microangiopathy (TA-TMA), and Gas6 and a selective Mer tyrosine kinase (Mer) expression
levels were upregulated in TA-TMA lesions of liver and kidney. In human umbilical vein endothelial
cells (ECs),the exposure of sera isolated from patients with aute GVHD to ECs induced the
downregulation of thrombomodulin, which were inhibited by UNC2250, a selective Mer tyrosine Kinase
inhibitor. In mouse HSCT models, we observed TA-TMA, which is characterized pathologically by
thrombosis formation in the microvasculature of the liver and kidney. Of note, UNC2250 treatment
suppressed TA-TMA in these mouse HSCT models.
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