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Search for new therapeutic target molecules for fear-related disorders using a
model of treatment resistance
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The purpose of this study is to construct the foundation for new
therapeutic agents that overcome treatment resistance in fear-related disorders. In this study, we
found that a peroxisome proliferator-activated receptor y agonist rosiglitazone (i.p.) improved
extinction-resistance in female mice and an immunosuppressant dexamethasone (i.p.) augmented
extinction memory in the females. Additionally, the results from the present study supported our
hypothesis that high immunoactivity in the dorsal hippocampus results in extinction-resistance.
Furthermore, we found a possibility that TrkB in the ventral hippocampus play a sex-dependent

opposite role in fear extinction, and sex differences in the role of endocannabinoid 2-AG in fear
memory.
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