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Introduction: CR4056 is a novel imidazoline-2 receptor ligand endowed with low affinity MAO 

inhibition properties. 

 

Objectives: Aims of  this study was to test with different methods the anti-nociceptive effect of  

CR4056 in rat models of neuropathic pain, i.e. Bortezomib(Btz)-induced neuropathic pain, 

streptozotocin-induced diabetes and chronic constriction injury (CCI). 

 

Methods: In the Btz model (0.20mg/kg 3qwx8 iv) and in the experimental diabetes model CR4056 

was administered at 6-60mg/kg po. In the CCI mononeuropathy model CR4056 was administered at 

10-80 mg/kg po. Nerve conduction velocity (NCV), dynamic, Randall-Selitto, plantar and von Frey 

tests were used to assess the effect of CR4056. 

 

Results: After 8 weeks of treatment, Btz induced a severe reduction in NCV and this impairment 

was not reversed by CR4056. The behavioral assessment showed a significant mechanical allodynia 

in rats treated wit Btz for 8 wks and the daily administration of CR4056 significantly reduced  this 

condition. This effect was persistent along the entire period of administration after Btz withdrawal 

(2 weeks). 

In the models of  streptozotocin-induced diabetes and CCI, treatment with CR4056 significantly 

attenuated mechanical and thermal hyperalgesia, while CR4056 had no effect on mechanical 

allodynia in both experimental models. 

 

Conclusions: These results promote the use of CR4056 as a potential treatment in the chronic 

neuropathic pain therapy. 


