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Galactosialidosis (GS) model mice were established by introduction of

recessive mutations inducing splicing defect into the murine cathepsin A (Ctsa) gene associated with
both Ctsa and neuramnidase-1 (Neul) deficiencies. The recombinant human CTSA precursor proteins
carrying N-glycans with terminal mannose (Man) residues purified from the cocoons derived from the
transgenic silkworms overexpressing the CTSA gene were intracerebroventricularly (icv) administered
to be incorporated via Man receptors into the activated microglia to repress neuroinflammation. The
human CTSA precursors carrying N-glycans with terminal mannose 6-phosphate receptors (M6P) were icv
or intravenously administered to be incorporated via M6P receptors into the cells composing the
brains or livers/spleens of GS mice to restore the intraparenchymal Neul activity to reduce the
terminal sialylglycans accumulated in the organs.
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