The Kruppel like zinc finger protein, ZNF224, is a novel transcriptional co-regulator of WT1
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Wilms’ tumour 1 protein, WT1, is a zinc finger transcriptional factor that controls the expression of a wide number of genes involved in tissue differentiation, in apoptosis, or in cell cycle control. WT1 gene encodes for two major splicing isoforms participating in both transcriptional and post-transcriptional gene regulation: WT1(-KTS) is the “transcriptional isoform” and WT1(+KTS) is the “post-transcriptional isoform”, arising from the exclusion or insertion of amino acids lysine, threonine and serine (KTS) between the third and fourth zinc fingers, respectively.  Moreover, the transcriptional regulatory properties of WT1 are known to be influenced by the interaction with an increasing number of molecular partners. In this study, we identify the Krüppel-like zinc finger protein, ZNF224, as a novel WT1-associating protein and demonstrate that ZNF224 may act as a transcriptional co-regulator of WT1 to modulate the expression of apoptotic genes. 

By co-immunoprecipitation assay we demonstrate that ZNF224 specifically interacts with the WT1 (-KTS) isoform and that this interaction is only present in the nucleus. Knockdown of ZNF224 in the human erythroleukemia cell line K562 affects the expression of WT1 apoptotic target genes, 

supporting a role for ZNF224/WT1 interaction in the transcriptional control  of apoptosis.
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