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A central problem for drug addiction is the high rates of relapse during abstinence. Drug-

associated cues are considered the main factors to cause relapse to drug-seeking. The nucleus 

accumbens (NAc) is a key brain structure involved in reward and learning behaviors. However, 

how Nac output projections influence drug-seeking behaviors is still poorly understood. Here, 

we investigated a causal role of the striatopallidal (NAc to Ventral Pallidum (VP)) pathway on 

context-induced reinstatement of alcohol-seeking by using Fos immunohistochemistry, 

retrograde marker and chemogenetics inhibition. For all experiments, male Long Evans rats 

were trained to self-administer ethanol in context A and extinguished lever pressing in a 

distinct context B. On the test day, the context-induced reinstatement of ethanol seeking was 

tested in the ethanol context (A). In the first experiment, rats were perfused 60min after the test. 

We found an increase in Fos positive cells in VP during the reinstatement test. Next, we injected 

rats with a retrograde marker into Ventral Pallidum and performed immunofluorescence in the 

Nac. Histological characterization confirmed the presence of the retrograde marker into the 

NAc and high activation of this pathway. Finally, to functionally investigate the involvement of 

this pathway in context-induced alcohol-seeking, rats received DREADDs (Gi) microinjection 

into NAc and were cannulated in the VP for CNO microinjections before the reinstatement test. 

Our results demonstrated that striatopallidal inactivation did not alter the reinstatement of 

alcohol-seeking. Future studies should be performed to better know the role of the 

striatopallidal pathway in context-induced the reinstatement of alcohol-seeking behavior.  
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