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Abstract (limited to 500 words):

Psychological factors are known to be key components in the outcome of
clinical manifestations of irritable bowel syndrome (IBS). The dysregulation
of CRH system and NE system in paraventricular nucleus (PVN) and locus nucleus
(LC) is associated with the abnormal gastrointestinal motility, but the
molecular mechanisms have not yet been elucidated. We previously found that
the activation of CRH receptor 1 (CRHR1) tightly linked to the change of
anxiety—like behavior and visceral sensitivity in rats. In this study, we
firstly examined the change of visceral sensitivity with administration of
CRHR1 siRNA in lateral ventricle to identify whether central CRHR1 was a key
regulator in IBS symptoms induced by maternal separation. Secondly, we
detected the CRHRI-related activation of CRH system and NE system in PVN and
LC. Thirdly, we investigated whether the CRHR1 upregulation was modulated by
the DNA methylation and histone methylation, in order to illuminate the
epigenetic mechanism of Crhrl gene expression in the pathogenesis of IBS.
Targeting these mechanisms may open new target therapeutic venues in the
treatment of IBS symptoms induced by psychological factors.

Keywords: Irritable Bowel Syndrome; Early Life Stress; CRH Receptor 1; DNA
Methylation; Histone Methylation
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