[bookmark: _GoBack]Fig. S1 Possibility of mutant secretion. (A) ) ELISA assay for conditioned media from cultures of SqCC/Y1 Vect Ct and ∆458 cells. 96-wells were coated with anti-Dsg3 5H10 before addition of the condition media. After 2 hrs wells were washed before incubation with AP conjugated anti-Myc tag followed by detection with substrate p-Nitrophenyl phosphate. An increased signal was detected in conditioned media of ∆458 culture relative to Vect Ct (p<0.05). The positive control was the lysate of ∆458 cells. (B) Co-IP with 5H10. A unique band of ~95kD was detected in ∆458 cells (arrows). (C) Immunostaining of HaCaT with anti-Dsg3 5H10 (red) and anti-Myc tag (green). Cells were treated with conditioned media of SqCC/Y1 Vect Ct and mutant cultures for 24 hrs before fixation with formaldehyde (for surface protein detection) or with ice cold methanol (for both surface and internal protein detection). The quantitative data is shown on the right (>500 cells from 4-5 arbitrary fields per sample were included in the analysis, mean±SD, *p<0.05, **p<0.01, ***p<0.001, NS: no significant difference). (D) Confocal images of E-cadherin staining counterstained with DAPI. Significant reduction and disruption of E-cadherin were shown in 458 mutant cells in contrast to control that exhibited abundant E-cadherin at the junctions. Scale bar, 10 µm.

