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Aim of this research was to study the potential involvement of vanilloid and endocannabinoid
systems in alleviating neuropathic pain in mice.

A mouse model of neuropathic pain consisting of spared nerve injury (SNI) of the sciatic nerve
was used to examine the anti-allodynic and anti-hyperalgesic effect of a chronic treatment with
N-arachidonoyl-serotonin (AA5HT), an inhibitor of the fatty acid amide hydrolase, and a
TRPV1 receptor blocker.

Thermal withdrawal latency and mechanical withdrawal threshold were monitored to evaluate
the AASHT effect on thermal hyperalgesia and mechanical allodynia.

After behavioural analysis, the cortex was removed, minced and the proteins were extracted.
The protein levels were measured by western blot analysis.

Neuropathic mice treated chronically with vehicle developed thermal hyperalgesia and
mechanical allodynia at 3, 7, 14, and 21 days post-surgery.

Western blot analysis showed increased Caspase-3 protein levels in the cortex at 3, 7, 14, and
21 days post-surgery.

The chronic treatment with AASHT (5 mg/kg, i.p. once daily) was able to prevent the
development of thermal hyperalgesia and mechanical allodynia at 7, 14, and 21 days post-
surgery, and reduced Caspase-3 protein levels.

Our findings provide first evidence for an activation of Caspase-3 in the cortex of mice with
neuropathic pain induced by spared nerve injury. Activation of Caspase-3 may be a marker of
neuropathic pain. Caspase-3 inhibition may represent a target in neuropathic pain controlling.
The dual activity of AASHT, on endocannabinoid metabolism and TRPV1 receptors, could be
a novel strategy for newer pain-relievers.
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