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[bookmark: _Hlk102574379]Figure S1. EVs-Cas9-miR-29b does not affect the expression of miR-29b-5p-1/2.
Real-time PCR analysis of the expression of miR-29b-5p-1 and miR-29b-5p-2 in C2C12 myotubes after treatment with EVs-Cas9-29b (n=4 per group). ns, no significance.
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[bookmark: _Hlk102574413]Figure S2. EVs-Cas9-29b lacks the viral nucleic acid genome.
DNA electrophoresis using agarose gel for detection of viral nucleic acid genome in EVs-Cas9-29b, AAV8-SaCRISPR-miR-29b and Lenti-CRISPR-miR-29b.
[image: ]
[bookmark: _Hlk100356354][bookmark: _Hlk100356370]Figure S3. Enrichment of Cas9 protein, the expression of IGF-1, PI3K(p85α), and inflammation-related genes in mice treated with EVs-Cas9-29b in immobilization induced muscle atrophy.
[bookmark: _Hlk91975373][bookmark: _Hlk94047646]a. Western blot analysis of the Cas9 protein in gastrocnemius muscle, Heart, Liver, Spleen, Lung, and Kidney of mice injected with EVs-Cas9-29b in immobilization (IMO)-induced muscle atrophy (n=3). b. Western blot analysis for IGF-1, PI3K(p85α) in gastrocnemius muscle of mice injected with EVs-Cas9-29b in IMO-induced muscle atrophy (n=6 per group). c. qRT-PCR analysis for the expression of TNF-α, IL-6 and IL-1b in gastrocnemius muscle of mice injected with EVs-Cas9-29b in IMO-induced muscle atrophy(n=8,9). Data were presented as mean±SD. Statistical significance was determined by Student t test (a,c) and Two-way ANOVA with Tukey test (b). *, P<0.05; ***, P<0.001.
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[bookmark: _Hlk92657230][bookmark: _Hlk100356539]Figure S4. Enrichment of Cas9 protein, expression of IGF-1, PI3K(p85α), and inflammation-related genes in mice treated with EVs-Cas9-29b in denervation induced muscle atrophy.
a. Western blot analysis of Cas9 protein in gastrocnemius muscle, Heart, Liver, Spleen, Lung, and Kidney of mice injected with EVs-Cas9-29b in denervation (Den)-induced muscle atrophy (n=3). b. Western blot analysis of IGF-1, PI3K(p85α) in gastrocnemius muscle of mice injected with EVs-Cas9-29b in Den-induced muscle atrophy (n=6 per group). c. qRT-PCR analysis for the expression of TNF-α, IL-6 and IL-1b in gastrocnemius muscle of mice injected with EVs-Cas9-29b in Den-induced muscle atrophy(n=10,8). Data were presented as mean±SD. Statistical significance was determined by Student t-test (a,c) and Two-way ANOVA with Tukey test (b). **, P<0.01; ***, P<0.001.
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