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The role of ALKBH family in bladder cancer development
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The role and function of ALKBH3 in human urothelial carcinoma development were exa
mined. ALKBH3 knockdown induced cell cycle arrest at the G1 phase through downregulation of NOX-2-mediated
generation of ROS. ALKBH3 knockdown reduced VEGF expression by reducing expression of Tweak and its recep
tor, Fnl4. Silencing of ALKBH3 or Tweak significantly suppressed invasion and angiogenesis of urothelial c
arcinoma in vivo . Interestingly, not only urothelial carcinoma cells but also vascular endothelial cells
within cancer foci expressed Fnl4, which was strongly reduced by ALKBH3 and Tweak knockdown in vivo, sugge
sting that ALKBH3-dependent expression of Tweak stabilizes Fnl4. Immunohistochemical examination showed hi
gh expression of ALKBH3, Tweak, and Fnl4 in urothelial carcinoma, especially in high-grade, invasive carci
nomas; moreover, Fnl4-positive vessel counts within cancer foci were increased in invasive phenotypes. ALK
BH3 contributes to development of urothelial carcinomas.
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