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Lysosomal diseases are inherited metabolic disorders caused by the
deficiency enzymes in lysosomes, organelles within cells. Fabry disease is one of these lysosomal
diseases, and alpha-galactosidase (GLA) is the causative gene. The current treatment of Fabry
disease is ERT using GLA protein. However, almost male patients produce neutralizing antibodies to
recombinant GLA proteins in their bodies, reducing the efficacy of ERT. We attempted to develop a
novel therapeutic approach (BAR) to specifically eliminate B cells that produce GLA neutralizing
antibodies. We constructed an evaluation system using cell lines to evaluate the efficacy of BAR,
and evaluated the efficacy of several design sequences. We also designed a model cell line for GLA
antibody-producing B cells and constructed a system for the expression of scFv to GLA on the cell
surface. By using the above systems, we designed and constructed a system that enables us to search
for effective sequences and the efficacy of BAR.
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