
Figure S1

Ligand-bound receptors at the plasma membrane are internalized through clathrin-mediated endocytosis (CME) pathway, in which the 
AP2 adaptor complex and clathrin form a coated pit that buds into the cell. The internalized cargo enters the early endosome, which 
serves as a central sorting hub. From there, receptors can either be recycled back to the plasma membrane (recycling pathway) or 
targeted for degradation (degradation pathway). Degradation proceeds through the formation of a multivesicular body, where the 
endosomal sorting complexes required for transport (ESCRT) machinery mediates the invagination of the endosomal membrane and 
sorting of ubiquitinated cargo into intraluminal vesicles. MVBs eventually fuse with lysosomes, where the cargo is degraded.
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