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ABSTRACT: Neuropathic pain (NP) is a chronic pain condition resulting from damage to or
dysfunction of the nervous system, characterized by spontaneous pain, hyperalgesia, and allodynia.
Recently, the spleen-brain axis has attracted significant attention as a critical pathway in the regulation of
pain perception and immune responses. As a pivotal lymphoid organ, the spleen communicates with the
brain through both neural and immune signals, thereby modulating neuroinflammation and pain sensitivity.
The mechanisms underlying the spleen-brain axis include the activation of immune cells within the spleen,
neurotransmitter signaling, and neuronal interactions between the spleen and the brain. Extensive research
into this axis has highlighted its central role in the initiation, persistence, and comorbidity of pain,
particularly with respect to mood disorders. Building on current knowledge of the regulatory mechanisms
of the spleen-brain axis, novel therapeutic targets and approaches are being actively explored, offering
potential new avenues for the management of neuropathic pain. Future research should continue to probe
the physiological and pathological mechanisms involved in the spleen-brain axis to further advance both
pain management and neuroimmunology.
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