2019 2023

Adipocytic transdifferentiation of osteosarcoma by global genetic reprogramming
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o We found TRAF2 and NCK—interagtin? protein kinase (TNIK) is a _
transcriptional rheostat of 0S cell fate. The expression level of TNIK mRNA was significantly

increased in OS tissues relative to osteoblasts or mesenchymal stem cells. A small-molecule TNIK
inhibitor NCB-0846 suppressed the expression of Wnt target transcription factors essential for
maintaining the undifferentiated phenotype (SOX2, NANOG, OCT4, and MYC) and transformed OS cells
into adipocytes through the induction of a cell lineage-specific transcription factor, PPARy . The
compound is now under preclinical development aimed at investigational new drug (IND) application.
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