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Oxycodone enhances the effects of Metformin
therapy in mices with painful diabetic neurop-
athy induced by Alloxan
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Abstract
Background: DN (diabetic neuropathy) is a common disorder and two thirds of diabetic patients have clinical or subclinical neurop-
athy. Pain in DN can be spontaneous or stimulus induced and aggravate in nights. J-opioid receptor makes weak-reply to an ant

nociceptive effect of opioid agonist but JU-opioid receptors create ant nociceptive response appropriately.

Methods: Diabetic animals were treated intraperitoneally for 3weeks in 9 groups including different doses of oxycodone and co-
deine with constant dose of metformin (200mg/kg). The normal saline group was considered as a negative control group and dia-
betic group as positive control. After 3 weeks Hot plate and tail flic test were done and fasting blood glucose was measured. After
that Animals were sacrificed and oxidative stress biomarkers including lipid peroxidation, protein carbonyl content, and glutathione

content were measured in brain and liver isolated mitochondria.

Results: In this study finding demonstrated that Oxycodone (high dose 8mg/kg) with effect on both U-opioid receptor and [1-opioid
receptor significantly enhances the effects of metformin therapy in mices with painful diabetic neuropathy. In addition, opioid drug
induced stress oxidative and MDA formation in brain and liver. As well as, in diabetic mices, glucose level in all drug groups signifi-

cantly decreased in compared to positive diabetic group.

Conclusion: According to present study, Oxycodone had antidiabetic effect and could have increased ant-neuropathy and anti-dia-

betic effect of metformin and can be considered for anti-diabetic regime .
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