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(Abstract] Objective To study the effects of Xiaoyao Kangai Jieyu Decoction on corticotropin releasing hormone receptor 1
(CRHR1), glucocorticoid receptor (GR), brain—derived neurotrophic factor (BDNF) and regulation of mRNA in Hippocampus of breast
cancer related depression (BCRD) mice, to elucidate its possible protective mechanism on hippocampus. Methods The

BCRD mice model was established by subaxillary injection of 4T1 inflammatory breast cancer cells combined with subcutaneous
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injection of corticosterone on the back, and the mice were randomly divided into a model group, a paclitaxel group, a paclitaxel +
fluoxetine group, a Xiaoyao Kangai Jieyu Decoction group, a paclitaxel + Xiaoyao Kangai Jieyu Decoction and a normal group.
The depression-like behavior of mice was detected by tail suspension test and forced swimming test. The pathological changes
of hippocampus were observed by HE staining. The mRNA expressions of CRHR1, GR and BDNF were detected by real-time
fluorescent quantitative PCR. Results Compared with the normal group, the immobility time in the tail suspension test and forced
swimming test in the model group was significantly increased (P<0.01), and the hippocampal structural damage was obvious.
The mRNA expressions of GR, BDNF were significantly decreased (P <0.01). The mRNA expression of CRHRI increased
significantly (P<0.01). After the intervention of Xiaoyao Kangai Jieyu Decoction, the immobility time in tail suspension test and
forced swimming test in the model mice were decreased significantly (P<0.05), the mRNA expression of GR, BDNF was increased
significantly (P<0.01), and the mRNA expression of CRHR1 was decreased significantly (P<0.01). Conclusion Xiaoyao Kangai Jieyu
Decoction can improve the depressive symptoms of BCRD mice and protect hippocampus, and the mechanism of action is related to
up-regulation of GR, BDNF and down-regulation of mRNA expression of CRHRIL

(Keywords) hippocampus; corticotropin releasing hormone receptor 1; glucocorticoid receptor; brain—derived neurotrophic

factor; breast cancer complicated with depression; Xiaoyao Kangai Jieyu Decoction
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