Targeted protein degradation in lysosome utilizing naturally produced bifunctional antibodies with
high levels of mannose 6-phosphate glycans
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2. Introduction
2.1 S1S3 PTase greatly increases the M6P level of glycoproteins. 3.3. PNCA-TNFa enables internalization and degradation of extracellular mCherry-

TNFa or TNFa in the lysosome
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3.4. PNCA antibodies enable degradation of target transmembrane receptors
(EGFR and PD-L1)
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lysosomes for efficient degradation. Four epitopes, including two soluble extracellular proteins (FLAG-tagged
protein and TNF-a) and two membrane proteins (PD-L1 and EGFR) were tested in our platform technology. Data
shows that the PNCA antibodies enable robust targeted protein degradation in lysosomes for both extracellular
soluble and cell surface membrane proteins. The one step production and purification of PNCAs approach could
overcome the current limitations such as complex synthesis and bioconjugation.
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