
Page 70

Volume 5, Issue 3J Addict Res Ther 2014

ISSN: 2155-6105, JART an open access journal
Addiction Therapy-2014

August 04-06, 2014

August 04-06, 2014   Hilton-Chicago/Northbrook, Chicago, USA

3rd International Conference and Exhibition on

Addiction Research & Therapy

Lynda Sharrett-Field et al., J Addict Res Ther 2014, 5:3
http://dx.doi.org/10.4172/2155-6105.S1.015

Preclinical studies of glucocorticoid receptor antagonists in the treatment of alcohol dependence
Lynda Sharrett-Field1, Little HJ2, Shaw SG3 and Prendergast MA1

1University of Kentucky, USA
2King's College, UK 
3Bern University, Switzerland

Glucocorticoid levels are markedly altered by acute and prolonged exposure to intoxicating doses of ethanol, yet the 
behavioral significance of these alterations are not fully understood. Prior work has shown that ethanol withdrawal 

associated cognitive deficits in mice can be reduced by acute administration of a glucocorticoid receptor (GR) antagonist 
and we have also shown that chronic ethanol consumption increases the brain concentrations of corticosterone in rodents. 
Our in vitro work has shown that corticosterone increases alcohol withdrawal neurotoxicity and calcium accumulation in 
hippocampal neurons. Our current work focuses on the ability ofglucocorticoid antagonist drugs to reduce the behavioural 
consequences of alcohol withdrawal. Administration of one dose of the Type 2 GR antagonist, mifepristone, immediately 
after alcohol withdrawal, prevented the subsequent memory deficits in mice and significantly lowered withdrawal signs. 
Repeated doses of this drug, given torats during a 4-day binge alcohol treatment, substantially reduced the acute signs of 
alcohol withdrawal. We have also studied the effects of the mifepristone analogue, ORG34517 that is more selective and lacks 
progesterone antagonist action. This compound significantly reduced acute withdrawal signs in rats and memory deficits in 
mice when given prior to withdrawal from chronic alcohol treatment. As a whole, these findings suggest that GR may represent 
therapeutic targets to be exploited in the treatment of ethanol dependence.
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