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Development of efficient enzyme replacement therapy for lysosomal storage
disease with immune modulation

Ohashi, Toya
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Lysosomal storage disease (LSD) are characterized by genetic deficiency of
lysosomal enzyme, resulting in accumulation of its substrate in various organ.

As a_treatment, enzyme replacement therapy (ERT) is available. ERT is very efficient, but immune
reaction against infused enzyme was occurred. This causes development of neutralizing antibody. ERT

has another limitation, which is ineffectiveness to brain disease because of presence of BBB. To
overcome these two problem, we tested various approach. The positive results were obtained following
two experiment. (1)Anti-Blys antibody successfully reduce immune reaction of ERT on murine model of
Fabry disease and increased efficacy of ERT. (2)Huge amount of enzyme administration reduced
accumulated compound in brain from mucopolysaccharidosis type Il mice without immune reaction
against enzyme by anti-CD3 antibody administration.
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Anti-Blys antibody reduces the immune
reaction against enzyme and enhances
the efficacy of enzyme replacement
therapy in Fabry disease model mice.
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