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The molecular mechanism_that ATRA induces granulocytic differentiation in leukemic
cells through the protein acetylation
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All-trans retinoic acid (ATRA) induces granulocytic differentiation in acute
promyelocytic leukemia (APL) cells, however, its detailed molecular mechanism remains unclear. Here, we
showed that the overexpression of a histone acetyltransferase PCAF induced the expression of the
granulocytic differentiation marker at the mRNA level, suggesting that PCAF is essential for APL cell
differentiation. In addition, we found that ATRA acetylated the PCAF substrates while ATRA induced
granulocytic differentiation in leukemic cells. Furthermore, PCAF regulated the downstream target gene
expression of ATRA. These observations suggested that ATRA induced granulocytic differentiation in APL
cells through the PCAF-induced protein acetylation and the PCAF-regulated downstream target gene
expression.
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