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A ESCRE H Decreased expression of hyaluronan synthase and loss of hyaluronan-rich
cells in the anterior tibial fascia of the rat model of chemotherapy-induced

peripheral neuropathy
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Previous studies on chemotherapy-induced peripheral neuropathy (CIPN) have focused
on neuronal damage. Although the fascia has been revealed as an important sensory
organ, it remains unclear about chemotherapy drug-induced fascial dysfunction. Rats
were intraperitoneally administered with vincristine (VCR) followed by the evaluation
of mechanical hypersensitivities of the hind paw and the anterior tibial muscle. The
quantification using RT-PCR was conducted to assess the expression of hyaluronic acid
synthase (HAS) mRNA in the fascia of the anterior tibial muscles. HAS2, HA-binding
protein, and S100A4 in the fascia were detected by immunohistochemistry. VCR
administration after 3 days was found to significantly decrease mechanical withdrawal
thresholds in the hind paw and the anterior tibial muscle. Quantitative PCR presented
a significant downregulation of HAS mRNA in the fascia of VCR-treated rats.
Immunohistochemical analysis indicated that the number of cells with strong HAS2
immunoreactivity, classified as fasciacytes by morphology and colocalized marker
S100A4, decreased significantly in the VCR group. Hyaluronic acid plays a crucial role
in somatic pain sensation. Damaged fascia could be a possible cause of musculoskeletal
pain in CIPN patients. This research demonstrates that fascia, a non-neural cause, could
be a novel therapeutic target for CIPN.
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