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Introduction

Summary and Conclusions

The present study was performed to evaluate the selectively of partial Our results indicate that partial RNAi-based reduction of " increased plasticity-associated gene expression and,

SERT suppression in a mouse model following short-term SERT-siRNA SERT expression in mouse DR has dramatic effects on " reversion of the behavioral dysfunctions induced by
treatment as previously reported for 5-HT,, autoreceptor (2, We serotonergic neurotransmission. Short-term SERT-siRNA corticosterone.

addressed whether SERT-siRNA accelerates the onset of adaptive treatment evoked a number of changes in molecular, These changes occurred much earlier than those evoked by
changes compared to classical fluoxetine (¥). We demonstrated the cellular, neurochemical and behavioral variables predictive fluoxetine treatment. These findings highlight relevance of
relevance of post-transcriptional SERT regulation as a target for rapid- of antidepressant activity, such as: post-transcriptional SERT regulation as a new therapeutic
action antidepressants, thus bringing RNAi closer to the clinic as a = down-regulated 5-HT, ,-autoreceptor function, approaches to develop fast-acting antidepressants.

potential therapy for depression. " increased extracellular 5-HT levels in forebrain,

= accelerated neural proliferation and neurogenesis in DG,
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7.5 ug/mi/day) on anxiety- and depression-like behaviors in the preference sucrose test (a), novelty suppressed feeding test (b) and

tail suspension test (c). P < 0.05, P < 0.01, " /P < 0.001 vs. vehicle group; ** P < 0.01, *** P < 0.001 vs. PBS and C-NS-siRNA-
a. Immunohistochemical images showing DCX-expressing cells, bearing a complex dendritic morphology in the mouse dentate gyrus treated mice that received corticosterone.
(DG). Note that mice treated with SERT-siRNA showed an increased number of DCX-positive cells with secondary and tertiary
branches compared to control and FLX-treated mice. Arrows indicate DCX-positive cells in DG at different stages of maturation: — =
immature cells that lack dendrites or have short dendrites that lack branches;, —— = differentiating cells which dendrites that have
secondary branches;, —»—— = neurons with dendrites that have tertiary branches b. Quantitative analysis of DG NeuroD* cells. *P <
0.05 vs. vehicle and ns-siRNA-treated mice c. Quantitative analysis of DG DCX* cells. P < 0.01 vs. saline; **P < 0.01 vs. vehicle and
ns-siRNA-treated mice.
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