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[bookmark: OLE_LINK1][bookmark: _GoBack]Glucocorticoids are important regulatory hormones in the body's response to stress, and they play an important role in regulating the growth, development and metabolism by activating the glucocorticoid receptor (GR). Hypoxia-inducible factors (HIFs), including HIF-1a, HIF-2a and HIF-3a subtypes, are the key regulators in the body's perception and adaptation to oxygen changes. Here, we show that glucocorticoids promote HIF-3a expression through GR. Meanwhile, glucocorticoids have no significant effect on HIF-1a and HIF-2a expression. On one hand, GR activated by ligands can bind to the intron site of HIF-3A gene and act as a transcription factor to directly regulate the expression of HIF-3A. On other hand, the oxygen dependent degradation domain of HIF-3a can interact with GR in the nucleus, thereby inhibiting the transcriptional function of GR including its activation of HIF-3A. That is, HIF-3a can negatively regulate its own expression through direct interaction with GR. In conclusion, our research indicates there is crosstalk between two transcription factors GR and HIF3A, which may suggest unrevealed biological functions to explore.
