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WFFERC I DOMEZE (FIS0) : ARBFFETIL, AT AET /L~ 7 ACAV-3 transgenic mouseZ iU T
VA A AL F BRI T ASHSIRNA (Mst-siRNA) & 7 7 3 7 — 2 v LIRG LAagEE LT
& ZA, AHREEICEE A~ Mst-siRNAEAFE CII B BEOBHRIEO b, £, B OHELRE
2> BB AR < 7 2 DI & [FRRICMs t—siRNAZLABE TIIA A#RHE D B KB 23 580 L, T
L 2f5ITHEIN L TNz, & BICHIISE B O fhik /1R 217 > 7o f5 3. caveolin—3 transgenic mouse
TIIHRBEIC EE A Mst-siRNAZH AT 5 L RI3E DR 2R~ L, 2T AR < &7 235731
R DOKIG3% ECHRIET IR E o7, U EORRELY, 7T ueagd—r a2 Lz~ A 4
AL TF KT DRNALZ R L~ TOFKHEOMEICAHN TH LD Z LRSI,
WFZER R OMEEE (FE30) : In this study, we examined whether systemic administration of the
myostatin-siRNA /ATCOL (Mst—-siRNA / ATCOL) complex effectively silenced myostatin
expression in caveolin—3-deficient mouse model of limb-girdle muscular dystrophy
1C(LGMD1C) mice. We observed the enlargement of a number of skeletal muscles, and more
inmice treated with Mst—siRNA /ATCOL muscles than control. Moreover, the average myofibril
size for Mst—siRNA / ATCOL-treated muscle was increased by approximately 1. 2-fold relative
to control. We evaluated the contractile properties of Mst—siRNA / ATCOL-treated LGMD1C
muscle. Hypertrophied Mst—siRNA-positive LGMD1C fibers seemed to improve contractile
force generation. Notably, the level of contractile force was improved by approximately
60% in Mst—-siRNA / ATCOL-treated wild type muscles relative to control. These results

provide evidence that ATCOL-mediated systemic administration of siRNAs may be a powerful

therapeutic tool for muscular atrophy.
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