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Fig. S1. Overexpression of FNDC5 reduces lesion volume, attenuates brain edema and improves neurological function after TBI. a, MRI scan of the brain in each group; n = 6 for each group. b, Quantification of lesion volume of MRI. c, measurement of brain water content. d-f, several behavioral tests after TBI (n = 9 for each group). *P <0.05 and **P <0.01 vs. Sham group, #P <0.05 and ##P <0.01 vs. TBI group. Values are presented as the mean ± SD.
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Fig. S2. FNDC5 deficiency did not change the protein expressions regulating mitochondrial dynamics. a-e, Western blots and statistical analysis of DRP1, MFN1, MFN2 and OPA1 expression. f, FNDC5 deficiency significantly enhanced the acetylation level of OPA1. g-h, acetylated SOD2 was significantly enhanced in FNDC5 knockout cells. *P <0.05 and **P <0.01 vs. Control group.
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Fig. S3. FNDC5 knockout have no impact on mitophagy in the HT22 cell line. a-b, FNDC5 knockout have no impact on autophagic flux in the HT22 cell line. (n = 6 for each group). c-e, Western blots and statistical analysis of the levels of HSP60 and TIMM50 expression. Values are presented as the mean ± SD.
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Graphical abstract: Mechanism involved in protective effects of FNDC5/irisin after TBI.
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