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[Abstract] Objective To investigate the role and mechanism of SIRT5 in antagonizing the inhibition of
keratinocyte migration by Bel-2 BH3 mimetics under hypoxic conditions,and to provide a theoretical basis for
exploring new targets for wound repair. Methods A 2% O, hypoxia model and a 15% O, normoxia culture
model were established. Cells were treated with the BH3 mimetics ABT-199 and S63845. Knockdown or over-
expression of SIRT5 was achieved using small interfering RNA si-SIRT5 or the high-expression adenovirus
Ad-SIRT5, respectively. SIRTS expression levels were detected by Western blot. Cell migration ability was as-
sessed by scratch wound healing assay and live-cell imaging tracking. Results Results showed that under both
hypoxic and normoxic conditions,the migratory ability of keratinocytes treated with ABT-199 and S63845 was
significantly reduced compared to the control group (cells without any treatment other than normoxic or hy-
poxic exposure) (P<C0.01),and the intracellular expression level of SIRT5 was downregulated (P<Z0. 01).
After overexpression of SIRT5S,the migration inhibition induced by ABT-199 and S63845 was reversed (P <<
0.05) ,whereas knockdown of SIRT5 further aggravated the migration inhibition (P <C0. 05). Conclusion Un-
der a hypoxic microenvironment,SIRT5 counteracts the inhibition of keratinocyte migration induced by BH3
mimetics. This provides a new perspective for elucidating the molecular mechanisms and identifying potential

therapeutic targets for wound healing impairment during anti-tumor therapy with BH3 mimetics.
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