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[ Abstract |

pain. This comorbidity intensifies the patient’s condition, leading to prolonged and more intense pain, and markedly diminishing the

Depression and chronic pain frequently coexist and are referred to as comorbid depressive symptoms in chronic

patient’s quality of life. Complex physiological and pathological links exist between depression and chronic pain, involving numerous
neurotransmitters and several critical brain areas. Moreover, the neuronal networks and the brain’s reward system frequently exhibit
dysfunction in these patients, leading to anhedonia and diminished motivation. Notwithstanding advancements in pharmacotherapy and
pain management strategies for depression, the efficacy of treatments for comorbid conditions diseases continues to be constrained. Ex-
isting therapy modalities predominantly focus on individual diseases and inadequately tackle the intricacies of comorbidities. This review
aims to systematically examine the pathophysiological mechanism, neurotransmitter involvement, and neural circuit dynamics of comor-
bid depressive symptoms in chronic pain, while also exploring potential future research direction and treatment strategies to enhance
clinical interventions.
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