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What is CMA?
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CMA is a ssdactive form ol autophagy by which single soluble proteins are directed
one-by-one to lysosomes for degradation.

The steps in CMA are:

(1) Binding of Hsc70 to the targeting motif in the substrate protein

@ Delivery 1o LAMP-2A, the CMA receptor at the lysosomal mambrane
@ Unlolding of substrate protedn

Translocation across the lysosomal membrana assisted by the lysosomal
resident form of Hsc70

() Degradation by the lysosomal proleases
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Abbreviations: cath A, cathepsin A; CMA, chaperone-mediated autaphagy; EF te. slongasion factor 141,
growih tacior receplor kinase substraie B, GAPDH, ghoenidatyde 3-phosphate
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Dynamics of the CMA receptor
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LAMP-2A at the lysosomal membrane undergoes continuous cycles of assembly and disassembly 1o assure substrate binding (that only occurs 1o monomers of LAMP-2A) and

transiocation (that requires the formation of a multimenic translocation complex),

CMA: Physiology

Starvation

CMA: Pathology
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IBa, inhibitor of the nuclear facior «B; LAMP.2A, lysosome-nssocinted membrane protein type 2A; ys-HsoTo,
lysosornil HacTD; MOMS, murine double minute; MEF2D, myocyls-speciic enhancer kaciordD; Pax2, paired box 2,
ANzsa A ribonuclease A; UCHL1, ubsquitin carbooy|-1smminal rydroiass sozyme L1.
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