©
2018 2020

Sialorphin potentiates effects of opioid peptide without toxicity as alosteric

modulator
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Differences were compared among combinations of three chemical peptidase
inhibitors (amastatin, captopril, and phosphoramidon). The ratio of potencies of methionine
enkephalin (ME) in mouse vas deferens pretreated with both sialorphin and a mixture of the three
peptidase inhibitors (PIs) was higher than that with the mixture of peptidase inhibitors alone at
any dose. Intrathecal administration both sialorphin and the mixture of three Pls produced an
approximately 100-fold augmentation in ME-induced antinociception, but without signs of toxicity
such as motor dysfunction in rats. Radioligand receptor binding assay revealed that sialorphin did
not affect either binding affinity or maximal binding capacity of DAMGO. These results indicate that

sialorphin potentiates the effects of ME without toxicity by a mechanism other than peptidase
inhibition and with no effect on its affinity to mu-opioid receptors.
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