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Molecular mechanism of Wallerian degeneration
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Abstract: Wallerian degeneration has been recognized as a key pathological feature in many neurodegenerative
disorders. In particular, the process of Wallerian degeneration eliminates damaged axons following different insults.
The discovery of the Wallerian degeneration slow (WId°) mutant mice and the subsequent characterization of W1d®
have suggested that Wallerian degeneration might be regulated by certain signaling mechanpism intrinsic to axons.
Over the past few years, studies have revealed that Sarm1-MAPK pathway represents the central mechanism of
initiating Wallerian degeneration. The Sarm1-MAPK pathway exerts its pro-degenerative function by destructing
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axonal energy homeostasis, which activates the Ca*"-dependent proteases calpains, leading to the breakdown of

damaged axons. The in-depth knowledge of the molecular pathways regulating Wallerian degeneration will

provide key insights to our understanding of neurodegeneration, and at the same time, help reveal novel therapeutic

targets for battling those debilitating disorders.
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D) %58 T 25 IR ) [RGB AT 145 42 1Y) MAPK ¥
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IR IR AT M5 22 w2 % 00 /E 9 Sarm1-MAPK
{E5 10 . X ORI FT R T 4R ) B Ml 45407 B3
. L 2 o A4 Tl IR 45 K (R P B A B ) 40 115 5 L
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