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Wi (D38-/- WT CD3s* WT CD3s* Fig. 5. Protein levels and distribution of free ubiquitin in WT or
Fig. 1. Phenotype change induced by CD38 gene deficiency or CD38"- CAMs with or without lysosomal inhibition. Since CDK1 > CD3_8 gene d_eleﬂon_—agsouated Iy_soso_me dysfunction induced the accumulation of p62,
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lysosomal inhibition. It was shown that CD38 gene deficiency or lysosomal Fig. 3. CD38 gene deficiency or lysosomal inhibition Is mainly degraded through ubiquitin pathway, we analyzed the
inhibition with bafolimycin (Baf) induced significant increase in the ratio of caused cell cycle change associated with increased p62. In ubiuitin level and its binding activity. It was shown that free ubiquitin > Inhibition of p62 accumulation attenuated dedifferentiation and proliferation due to lysosome
vimentin to calponin or a-SMA in CAMs (Panel A-C). Confocal microscopy CAMs with CD38" or baf treatment, percentage of cell in G,/M (not bound to other proteins) was increased and moved to cell dysfunction in CAMs.

phase decreased, while CAMs Iin G, /G,; phase increased.

These changes in cell cycle could be recovered by p62 siRNA,

indicating that p62 accumulation prevents G,/M arrest and

promotes the cell to enter into mitosis. capacity to ubiquitin leads to increases in the level of CDK1 protein, It is concluded that CD38 gene and its product importantly determine the phenotype of CAMs
but mMRNA. by Its critical role in the regulation of autophagy, p62 level and CDK activity.

also confirmed increased vimentin, but decreased calponin and a-SMA
(Panel D). These results indicate the marked transition from contractile to
synthetic phenotype of CAMs with CD38 gene deletion or lysosome function
Inhibition.

membrane by CD38 gene deletion or baf treatment. It seems thata  » Compromised ubiquitination and degradation of CDK1 occurred due to lysosome
low degradation rate of CDK1 due to its compromised binding dysfunction-induced dedifferentiation and proliferation of coronary arterial myocytes.



