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The molecular mechanism of calcium (Ca*) homeostasis underlying immunotherapy
targeting A8 oligomers (A B0s) remains to be determined. We found that A 8 Os caused
calcium (Ca*) overload in the cytosol of viable cells. The anti—-A 80 antibody 72D9
afforded a near blockade of cytosolic Ca? overload in cortical neurons obtained from
either non-Tg or 3x Tg—AD mice, indicating that cytosolic Ca?" overload originates
from extracellular Ca?. Neither Mmethyl-D-aspartic acid (NMDA) anatagonists nor
L-type voltage-dependent Ca® channel (L-VDDC) blockers also attenuated them,
suggesting that the impairment of membrane integrity was owing to A 0-depending
action such as a pore formation for Ca®. Thus, in neurons, monoclonal 72D9 acts

as amodulator of pathological Ca**~homeostasis via specific control of extracellular
A B Os.
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