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Supplemental Figure S1: STRING-generated network depicting predicted associations between the 14 

high confidence NIS candidate interactors at the plasma membrane that cluster in the two top ranking 

KEGG pathway categories. Network nodes represent the identified proteins. The grey lines connecting 

two nodes represent protein associations extrapolated from textmining-, experimental- and database-

collected evidence. The thickness of the lines is proportional to the degree of confidence for the predicted 

association between nodes. Cian and gold overlay colors indicate proteins clustering under “Adherens 

Junction” and “Regulation of actin cytoskeleton” KEGG pathway terms, respectively (see also Table 1).  
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Supplemental Figure S2: Immunofluorescence labelling of HA-NIS-TPC1 cells treated for 30 min with 

either CaCl2 (1mM)-containing PBS [A] or calcium-free PBS containing 4 mM of EGTA [B]. Grey dotted-line 

squares, within the full RGB images to the left, delimitate regions of interest 2x magnified in the image to 

the right and split below into the red (HA-NIS labeling with a rabbit anti-HA antibody, followed by 

Alexa542-conjugated anti-rabbit), green (actin labeling with FITC-conjugated phalloidin), and blue (mouse 

anti-E-cadherin antibody, followed by Alexa405-conjugated anti-mouse) channels. Solid white lines in the 

full RGB images represent 50 µm. White arrows indicate regions of co-localization either between NIS, E-

cadherin and actin at cell-cell contacts [A] or between internalized E-cadherin and NIS at the cells’ 

cytoplasm [B]. 


