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Low doses of dextromethorphan attenuate morphine-induced rewarding via the sigma-1
receptor at ventral tegmental area in rats.
Chen SL , Hsu KY, Huang EY, Lu RB, Tao PL.

Abstract
Chronic use of morphine causes rewarding and behavioral sensitization, which may lead to the development of
psychological craving. In our previous study, we found that a widely used antitussive dextromethorphan (known as a
low affinity NMDA receptor antagonist), at doses of 10-20 mg/kg (i.p.), effectively decreased morphine rewarding in
rats. In this study, we further investigated the effects and mechanisms of low doses of DM (µg/kg range) on
morphine rewarding and behavioral sensitization. A conditioned place preference test was used to determine the
rewarding and a locomotor activity test was used to determine the behavioral sensitization induced by the drug(s) in
rats. When a low dose of DM (3 or 10 µg/kg, i.p.) was co-administered with morphine (5 mg/kg, s.c.), the rewarding
effect, but not behavioral sensitization, induced by morphine was inhibited. The inhibiting effect of DM could be
blocked by systemically administering a sigma-1 receptor antagonist, BD1047 (3 mg/kg, i.p.). When BD1047 (5
nmole/site) was locally given at the VTA, it also blocked the effects of a low dose of DM in inhibiting morphine
rewarding. Our findings suggest that the activation of the sigma-1 receptor at the VTA may be involved in the
mechanism of low doses of DM in inhibiting the morphine rewarding effect and the possibility of using extremely low
doses of DM in treatment of opioid addiction in clinics.

Copyright © 2011 Elsevier Ireland Ltd. All rights reserved.

PMID: 21320758 [PubMed - indexed for MEDLINE]

PubMed Commons

0 comments

Abstract

1

Author information

Publication Types, MeSH Terms, Substances

LinkOut - more resources

Full text links

PubMed

Low doses of dextromethorphan attenuate morphine-induced rewa... http://www.ncbi.nlm.nih.gov/pubmed/21320758

1 of 1 5/28/16 11:32 PM


