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Introduction: Neuropathic pain is a chronic condition characterized by persistent pain following nerve injury. It
is a challenging clinical problem to manage due to limited treatment options. Mesenchymal stem cells (MSCs) have
shown therapeutic potential in various inflammatory and degenerative disorders. In this study, we aimed to investigate
the effect of conditioned medium (CM) derived from MSCs on neuropathic pain and explore the underlying
mechanisms.

Methods and Materials: Neuropathic pain was induced in Wistar rats using a chronic constriction injury (CClI)
model. The rats were divided into four groups: Sham, CCI, CCI-DMEM, and CCI-CM. The CCI-CM group received
intraperitoneal administration of MSCs-CM, while the Sham, CCI, and CCI-DMEM groups received vehicle only
(normal saline or DMEM). Mechanical withdrawal threshold and thermal withdrawal latency were assessed to
evaluate pain sensitivities. In addition, the expression levels of proinflammatory cytokines (TNF-a and IL-1p) in the
spinal cord tissues were measured using quantitative real-time PCR (QRT-PCR).

Results: The results demonstrated that treatment with MSCs-CM significantly ameliorated neuropathic pain, as
evidenced by improved mechanical withdrawal threshold and thermal withdrawal latency compared to the CCI groups.
Furthermore, the relative gene expression of proinflammatory cytokines TNF-o and IL-1p were significantly
decreased in the spinal cord tissues of the CCI-CM group compared to the CCI groups.

Conclusion: These findings suggest that MSCs-CM has therapeutic potential for neuropathic pain. The observed
analgesic effect may be partly attributed to the downregulation of proinflammatory cytokines.
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