Supplemental Fig 1. a Schematic diagram of the sequential cleavage of Navβ2 by α, β, and γ –secretase. b Quantitative analysis of (2-CTF levels in B104 cells expressing PS1 with or without mutations. The (2-CTF levels in DAPT-treated cells were used to normalize (2-CTF values. The PS1 E280A mutation significantly increased (2-CTF levels as compared to wild type PS1 (*, p<0.05; ANOVA followed by post hoc Tukey analysis; n= 4 for E280A while 3 for wtPS1 and other mutations). 
Supplemental Fig 2. a Quantitative analysis of (2-ICD generation in a cell-free (-secretase cleavage assay. b and c Recombinant myc-tagged (2-CTF was expressed in cells stably expressing wtPS1 or PS1(E280A). After DAPT treatment, the rate of (2-CTF accumulation is greater in wtPS1 cells than in PS1(E280A) cells. 

Supplemental Fig 3. a Western blot analysis of total and surface sodium channel α-subunits in B104 Navβ2 cells treated with either 500nM DAPT or DMSO. b Quantitation of a (*, P<0.05; n=3; Student’s t-test).
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