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            Abstract
The ataxia telangiectasia mutated (ATM) kinase, a master regulator of the DNA damage response (DDR), acts as a barrier to cellular senescence and tumorigenesis. Aside from DDR signaling, ATM also functions in oxidative defense. Here we show that Atm in mice is activated specifically in immature vessels in response to the accumulation of reactive oxygen species (ROS). Global or endothelial-specific Atm deficiency in mice blocked pathological neoangiogenesis in the retina. This block resulted from increased amounts of ROS and excessive activation of the mitogen activated kinase p38Î± rather than from defects in the canonical DDR pathway. Atm deficiency also lowered tumor angiogenesis and enhanced the antiangiogenic action of vascular endothelial growth factor (Vegf) blockade. These data suggest that pathological neoangiogenesis requires ATM-mediated oxidative defense and that agents that promote excessive ROS generation may have beneficial effects in the treatment of neovascular disease.
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                    Figure 1: Atm is activated specifically in newly formed pathological vessels in response to ROS accumulation.[image: ]


Figure 2: Endothelial Atm is required for retinal pathological angiogenesis.[image: ]


Figure 3: Atm promotes endothelial proliferation by suppressing ROS accumulation.[image: ]


Figure 4: p38Î± acts downstream of Atm in endothelial cells.[image: ]


Figure 5: Loss of Atm decreases tumor angiogenesis and enhances the antiangiogenic activity of Vegf blockade.[image: ]


Figure 6: Atm deficiency does not affect the maintenance of healthy vessels in adult mice.[image: ]
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