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Development of a disease model for von Hiﬁpe!—Lindau syndrome to identify novel
therapeutics targeting for vascular endothelial stem cell
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Von Hippel Lindau §VHL) disease iIs a genetic disorder characterized by
hemangioblastoma in many different parts of the body. Previous studies tried to develop the VHL
disease model with a genetically modified mouse model, however, it was difficult to imitate the
human disease characteristics. We herein induced a vascular differentiation from the
patient-specific iPS induced pluripotent stem cell into vascular endothelial cells, which are the
target cells of the disease. Then, we developed a blood vessel organoid model with the vascular
endothelial cells, which sprouted blood vessels in 3D culture. We found that the patient-derived
organoids induced excessive angiogenesis compared to the healthy donor-derived organoids. This model
demonstrates their usefulness as the disease model and is expected to contribute to the development
of novel therapeutic factors.
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