Ephexinl as a Sex- and Withdrawal-Dependent Regulator of Cocaine Seeking in the Nucleus Accumbens
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Venn diagram and STRING network analysis of DEPs identified in male and female mice, highlighting proteins
altered at 1WD and 30WD. (B) Heatmap of DEPs shared between sexes at each time point. (C) Heatmap of sex-biased
DEPs at each time point, including proteins detected preferentially in one sex. For each sex, the top up —and down-
regulated proteins are shown (25 per direction when available). Grey indicates proteins not detected 1n the indicated
sex and/or timepoint. (D) Ephexinl (NGEF) 1s 1dentified as a DEP at both withdrawal time points and exhibits a sex-
dependent expression pattern. Schematic of NGEF overexpression (OE) or knockdown (KD).

Figure 4. Whole cell path-clamp recordings. (A) Experimental
design for the ex vivo electrophysiology study using Drdl and
Drd2-tdTomato mice. Control virus (Ctrl) expressed GFP.
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 in both DI1- (left) and D2-MSNs (right), indicating
decreased excitability. (C) Resting membrane potential was more
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* Neither NGEF OE nor NGEF KD affected natural reward
seeking 1n males or females, respectively.

Figure 1. Sex- and withdrawal-dependent proteomic
signatures in NAc synaptosomes. Label-free LC-—
MS/MS (DDA) was used to profile NAc synaptosomes at

Figure 3. Sex-dependent effect of Ephexinl
in the NAc. (A) Cocaine self-administration
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