m Ephexinl as a Sex- and Withdrawal-Dependent Regulator of Cocaine Seeking in the Nucleus Accumbens
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Representative membrane responses from D1- and D2-MSNs to a
150 pA current injection are shown. (B) NGEF OE reduced the
number of evoked action potentials across increasing depolarizing
current steps 1n both DI1- (left) and D2-MSNs (right), indicating
decreased excitability. (C) Resting membrane potential was more
hyperpolarized NGEF OE. (D) Rheobase was increased by NGEF
OE. (E and F) Representative voltage-clamp recordings from NAc
D1- or D2-MSNs showing sEPSCs (E) and sIPSC (F), with or

Figure 1. Proteomic Data of NAc Synaptosomes after cocaine L.P. injection. (A) Volcano plot analysis 1dentifying
differentially expressed proteins in the NAc of male and female mice at IWD and 30WD timepoints (N=min. 5 per condition).
(B) RRHO plot, Venn diagram, and heatmap depicting the detected proteins in NAc synaptosomes, highlighting those that are
Synaptosome differentially expressed. (C) STRING analysis of differentially expressed proteins detected in both males and females.
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Figure 2. Sex-Specific Effect of NGEF in the NAc. (A) NGEF 1s a guanine nucleotide exchange factor that interacts with Rho
GTPases. (B) Schematic of NGEF overexpression (OE) or knockdown (KD) in the NAc. (C) Cocaine self-administration (SA)

NGFE regulates intrinsic neural excitability in males.
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