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Novel approaches for treatment of addiction after social defeat stress

Yoshinori, Ohnishi
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Cocaine increases the concentration of dopamine released by dopaminergic
nerves projecting from the ventral tegmental area to the nucleus accumbens. On the other hand, the
frequency of firing of that dopaminergic nerve is increased in depression. Also, when we are
stressed, we are more likely to turn to addictive substances, and addictive drugs form a negative
spiral that worsens depression. We have identified a molecular mechanism by which stress and cocaine

work in concert to exacerbate dependence on addictive drugs, and have found foods and drugs to
prevent this. We also found that the presence of pll in acetylcholinergic interneurons in the
nucleus accumbens is essential for cocaine-induced elevation of dopamine release, and that
accumulation of DFosB in the ventral hippocampus is important for an anti-stress state in response
to stress.
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