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Abstract: Objective To explore the changes of intracellular protein during podocyte injury caused by the

absence of Crkl/2 and CrkL. Methods Specific knockdown of Crkl/2,CrkL and both by transfected with in-
dicated small interfering RNA. Label-free liquid chromatography tandem mass spectrometry method was used
to compare the protein profiles in Crkl/2, CrkL. or both knockdown podocytes and normal podocytes. Gene
Ontology (GO) analysis and Kyoto Encyclopedia of Genes and Genomes(KEGG) analysis were performed to
characterize the properties of the differentially expressed proteins. Western blot was used to verify the differ-
entially expressed proteins. Results A total 98 proteins were identified to be significantly altered in Crkl1/2,
CrkL and both knockdown podocytes. GO analysis and KEGG analysis revealed that most of upregulated pro-
teins were involved in metabolic process and most of downregulated proteins were involved in signaling trans-
duction pathway such as Rapl, PI3K-Akt and cAMP signaling pathway. According to Western blot verifica-
tion,cell metabolism-related protein SOD2 was up-regulated,signal transduction-related protein LRP1 was up-
regulated, while c-Jun was down-regulated, cytoskeletal-related protein TPM4 was up-regulated, while
Cdc42EP1 was down-regulated. Conclusion The loss of Crkl/2 and CrkL. may cause podocyte injury by regu-
lating metabolic process and related signal transduction pathway. TPM4,SOD2, LRP1, ¢-Jun and Cdc42EP1
were involved in the damage process and the specific molecular mechanisms were worth further discussion.
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