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Inescapable shocks induce escape deficits ACh levels in mPFC during LH induction are
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DREADD-mediated manipulation of ACh signaling

correlated with escape deficits in male mice [LH induction alters later escape behavior
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Both Gi-DREADD-mediated inhibition and Gq-DREADD-mediated excitation of cholinergic
cells in the mPFC was sufficient to increase escape latency and drive helplessness in response to
inescapable shocks.
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« mPFC ACh transients during LH induction trials are positively correlated with escape latency in active avoidance testing of male mice.

* Although proportions of helplessness did not differ between sexes, ACh dynamics in the mPFC only correlated with escape behavior in males.
However, shifting ACh activity either up or down in females using Gg- or Gi-DREADDs increased escape deficits during active avoidance testing
and shifted the ratio of helpless:resilient mice, suggesting that unlike males, changes from optimal release in either direction resulted in increased
helplessness for female mice.

* Male mice only displayed increased escape deficits in active avoidance testing when ChAT-positive cells were stimulated with a Gg-DREADD.
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(Hello Bio, Princeton, NF) 30 m. ‘prior to Differences between helpless and resilient mice are more apparent when the sexes are Upllke female mice, c!ecrea.smg Ach levels via G}-I?READD-medla’c'ed inhibition of ChAT-positive cells increased the proportion of resilient mice,

both induction sessions. (Representative assessed separately. The biggest differences in ACh signaling between helpless and with €sCapc latencies in active avoidance testing similar to control animals.

image of injection site). fﬂziliem mice are observed in males, with more separation evident on Day 2 of * The current study provides evidence that increased mPFC ACh results in greater behavioral responses to inescapable stressors, supporting the
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possibility of a negative encoding bias, in which stressful experiences are more potently attended to and encoded.




