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Dysregulation of P2 receptor signals causes pathogenesis of glaucoma
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Glaucoma is an optic neuropathy characterized by progressive degeneration of
retinal ganglion cells (RGCs) and visual loss.We report that the P2Y6 receptor is critical for
lowering I0P and that ablation of the P2Y6 gene in mice (P2Y6KO) results in hypertensive
glaucoma-like optic neuropathy.The P2Y6 receptor was expressed in nonpigmented epithelial cells of
the ciliary body and controlled aqueous humor dynamics. P2Y6KO mice exhibited sustained elevation of
I0P, age-dependent damage to the optic nerve, thinning of ganglion cell plus inner plexiform
layers, and a reduction of RGC numbers.In summary, our data show that dysfunctional purinergic
signaling causes I0OP dysregulation, resulting in glaucomatous optic neuropathy.
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