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IMPROVED GENE TRANSDUCTION WITH RECOMBINANT AAV FOLLOWING IMMUNE TOLERANCE.
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Recombinant adeno-associated virus (rAAV) is a promising viral vector for

gene therapy of Duchenne muscular dystrophy (DMD). Emergence of circulating dystrophin-specific T
cells was reported in DMD patients treated with rAAV. Therefore, immunomodulation is a necessary
requirement for successful gene therapy. Immune tolerance induction is immunosuppressive method and
we used it as a novel alternative for this purpose. Our research consist on inducing immune
tolerance using dental pulp stem cells (DPSCs) and the effects on the AAV-mediated expression of
LacZ in the skeletal muscle of cynomolgus monkey. Without DPSCs, LacZ expression was not detected at
any point of the observation period. Using DPSCs, LacZ expression was successfully detected at 48
weeks after the injection.

DPSCs administration was able to reduce immune response to rAAV9 and LacZ. This DPSCs-assisted
transduction strategy can enhance the therapeutic benefits of AAV-mediated gene therapy of DMD.
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