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and depression and intervention strategies

WU Ning', LU Guan-yi', YANG Lei*, WANG Xu-yi*®, YIN Shu-gui‘, HAO Wei*?, LI Jin'

[ 1. Beijing Key Laboratory of Neuropsychopharmacology, State Key Laboratory of Toxicology and Medical
Countermeasures, Institute of Pharmacology and Toxicology, Academy of Military Medical Sciences,
Beijing 100850, China; 2. Department of Psychiatry, the Second Xiangya Hospital, Central South

University, Changsha 410011, China; 3. China National Clinical Research Center on Mental
Disorders (Xiangya) & China National Technology Institute on Mental Disorders, Changsha
410011, China; 4. Shenzhen Sciencare Medical Industries Co., Ltd.,

Shenzhen 518118, ChinaJ

Abstract: Depression is one of the most prevalent psychiatric disorders, which causes serious
harm. However, the etiology and pathogenesis of depression remain unclear. Predominant antidepres-
sants cause several problems, such as slow onset of therapeutic efficacy, resistance to drug therapy,
serious adverse effects and failure to control suicidal ideation during early administration. Therefore, it
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is urgent to illuminate the etiology and neurobiological mechanisms of depression and discover novel
antidepressants. Recently, the relationship between the opioid receptor system and depression has
attracted attention and become a hot topic. Core features of depression include diminished positive valence,
increased negative emotions and cognitive impairment. Endogenous opioid peptides and receptors are
abundant in the brain regions related to the pathological process of depression. This review focuses on
how the opioid system potently modulates mesolimbic circuitry underlying motivation and reward processing,
limbic circuitry underlying fear and anxiety responses, cortical and hippocampal circuitry underlying a
variety of cognitive functions, as well as the anti-depressive actions of opioid medications. A better
understanding of how the opioid system participates in the pathological processes may lead to novel
treatment strategies and potential molecular targets in the treatment of depression.
Key words: depression; opioid receptor; antidepressant therapy; buprenorphine; antagonist
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