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Investigation of immune tolerance induction method for gene therapy of muscular
dystrophy
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Duchenne muscular dystrophy (DMD) is a severe congenital disease due to

mutations in the dystrophin gene. Supplementation of dystrophin using rAAV has promise as a
treatment of DMD, however, host immune responses against the vector as well as transgene products
have been denoted in the clinical studies. Here, we transduced rAAV9-microdystrophin(uDys) with MSCs
to DMD dog to investigate the therapeutic effects of an rAAV-uDys under conditions of immune
tolerance. MSCs and rAAV9-Luc/rAAV9-uDys were intravenously injected into the normal or CXMDJ dog at
8 weeks old. Seven days after injection, MSCs were systemically injected again. At 8 days after 1st
injection, rAAV9-Luc/rAAV9-uDys was intramuscularly or intravenously injected into the same dog.
Administration of rAAV following MSCs treatment resulted in higher expression of transgene, compared
to the rAAV transduction alone. The CXMDJ treated with MSCs and rAAV9-uDys showed functional
improvement than other DMD dogs of same age.
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