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WFZER R OMEEE (32 32) :We found that ADAR2-negative motor neurons in the spinal cord showed
TDP-43 pathology in conditional ADAR2 knockout (AR2) mice, a mechanistic ALS model in
which the ADAR2 gene is targeted in cholinergic neurons including motor neurons. Calpain,
a Ca?*-dependent serine protease, was activated in motor neurons devoid of ADAR2 activity
express abnormally Ca®'-permeable AMPA receptors that contain Q/R site—unedited GluA2.
Moreover, calpain specifically cleaved TDP-43 into aggregation—prone fragments in the
lysates of cultured cells.
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