Supplemental Methods – Detailed Electron Microscopy 
Tissue Collection and Sectioning 
A perfusion solution composed of 2.5% glutaraldehyde (GLUT) and 2% PFA was made in-house. Briefly, EM-grade 20% PFA (Electron Microscopy Sciences [EMS] #15713-S) and 50% GLUT (EMS #100503-992) were diluted in 100 mM phosphate-buffered saline (pH=7.4) immediately prior to perfusions and cooled on ice. Post-fixation solution composed of 4% PFA was prepared by diluting EM grade 20% PFA (EMS #15713-S) in 100 mM PB (pH = 7.4) and then chilled on ice. Mice were then euthanized via isoflurane overdose and perfused intracardially with 240 mL of the perfusion solution at a flow rate of 24 mL/min. Brains were extracted and post-fixed in ice-cold post-fixation solution for 2 h. After 2 h of post-fixation, brains were rinsed 3 times in 1x PBS and immediately sliced in ice-cold PBS on a Leica VT 1000S vibratome (Leica Biosystems, Deer Park, IL, USA) at 50 µm for the amygdala region (bregma -1.4 mm to -3.4 mm). Slices were placed into microfuge tubes filled with cryoprotectant (30% v/v glycerol, 30% w/v sucrose in PBS) and frozen at -20°C until processing for EM. 
Preparation for EM
Free-floating sections containing the ROI underwent heavy-metal incubation for visualization via electron microscopy as previously described (St-Pierre et al., 2022). Briefly, sections were washed with phosphate buffer (PB) and then incubated in 2% osmium tetroxide (EMS #19190) and 1.5% potassium ferrocyanide (Sigma Aldrich Canada #P9387) diluted in PB for 1 h at RT. Tissue was washed with 100% PB, 50:50 PB:ddH2O (double distilled water), and 100% ddH2O. Next, sections were incubated in filtered 1% thiocarbohydrazide (Sigma Aldrich Canada #223220) in ddH2O for 20 min at RT. The tissue was washed with ddH2O and then incubated in 2% osmium tetroxide in ddH2O for 30 min at RT. Next, the tissue was gradually dehydrated using ethanol (35% x 2, 50%, 70%, 80%, 90%, 100% x 3), then 100% propylene oxide (Sigma Aldrich Canada #110205) for 5 min each at RT. Tissue underwent infiltration with DurcupanTM ACM resin (EMS, cat# 14040) overnight at RT. The next day, tissue was flat-embedded in resin between fluoropolymer film (EMS #50425-25) and polymerized for 3 days at 55°C. 
Focused Ion Beam-Scanning Electron Microscopy (FIB-SEM) 
The region of interest was excised from ACLAR sheets and glued to a separate resin block. Using an ultramicrotome (Leica Artos 3D) and a 90° diamond trimming tool (Diatome #TT-90), the tissue surface was exposed and polished, and a 90° trench was created across the basolateral amygdala. Next, the block was trimmed and glued onto an aluminum stub using CCC carbon adhesive paint (EMS #12664). Using a sputter coater (Leica EM ACE600), the sample was coated with ~30 nm of gold-palladium and loaded into a focused ion beam-scanning electron microscope (FIB-SEM; Zeiss Crossbeam 350). The region of interest was identified using the 90° trench and other landmarks displaying proximity to the lateral ventricle. SmartFIB (Zeiss) and ATLAS Engine 5 software (Fibics) were used to perform FIB-SEM sample preparation and acquire a volume image. Briefly, the precise region of interest was identified, and the FIB-facing surface was protected with a 30 µm x 30 µm platinum pad. After exposing and polishing the imaging surface, a 15 µm x 15 µm ROI was imaged at 5 nm resolution in the x and y directions using the SE2 detector and an SEM voltage of 1.4 kV. Milling was performed for a minimum of 15 µm at 20 nm steps in the z direction using the 30kV:1.5pA FIB probe. Final volumes ranged from 3,379.5 to 5,503.5 µm3. Image stacks were aligned using the contrast method on ATLAS Engine 5 and exported as TIFs. 
Dendrite Segmentation and Spine Identification
[bookmark: _Hlk233204773]Using WebKnossos (Boergens et al., 2017), de-identified TIF stacks underwent unsupervised segmentation. Next, dendrites were randomly selected. The dendrites were subjected to analysis if they met the following criteria: (1) contained at least 1 spine, (2) were continuous through the entire stack in any direction, (3) did not branch, (4) were not contacting other large neural structures (e.g., cell soma, blood vessel or associated structures) that may unevenly impact the presence of spines across the dendrite. Next, the segmentation was manually corrected to ensure accuracy. Using the skeleton tool, a line was drawn along the center of the dendrite to measure its length in 3D. Dendrite lengths ranged from 9.8 to 19.2 µm, depending on orientation. A new skeleton was constructed by placing a node on each spine; thus, the total number of spines was counted. We observed each spine for its ultrastructural characteristics and classified it as filopodia, intermediate, or mature, based on previous morphological characterizations (Berry and Nedivi, 2017). Filopodia were identified by spine-like protrusions from the dendrite that did not result in a clear synapse—lacking both a postsynaptic density (PSD) and presynaptic vesicles. Whereas intermediate and mature spines were identified as protrusions from the dendrite that had a clear PSD and presynaptic vesicles. Spine heads that were < 500 nm in diameter were categorized as intermediate spines. Spine heads that were ≥ 500 nm in diameter were categorized as mature spines. In the case of branched spines (a single neck from the dendrite splits into two or more separate spines), each spine that resulted from this branching was counted separately, and morphology was noted for each. The measurements and classifications were performed in WebKnossos, using the measure and comments tools, respectively. Spine density was calculated using the following equation: 

Mitochondrial Segmentation
Using the brush tool in Webknossos, all mitochondria contained within the same dendrites selected for spine analysis were individually segmented. All mitochondria, whether continuous or discontinuous along the length of the dendrite, were included. Only mitochondria found in the trunk of the dendrite were included in the analysis; mitochondria located in the spine neck or head were extremely rare. All mitochondria were exported as mesh (.stl) files from WebKnossos. Using trimesh (v. 4.11.1; https://trimesh.org/), geometric characteristics of the mitochondria were measured, including volume, surface area, bounding box, vertices, faces, and sphericity. Dendritic mitochondrial volume (and surface area) was calculated using the following equation: 




Supplemental Figure Legends 
Figure S1. Z-score analysis of male and female behavioural measures.
a-d) Plots showing the individual z-scores used in the calculation of the emotionality scores for the OFT (a), EPM and L/D box (b-c) and FST (d) of male mice. e-h) Plots showing the individual z-scores used in the calculation of the emotionality scores for the OFT (e), EPM and L/D box (f-h) and FST (h) of female mice. *p0.05, ** p0.01, *** p0.001

Figure S2. Density of non-synapse-forming spines and mitochondrial measurements of male mice are unchanged in response to cis-RSV treatment.
a) Violin plot showing that filopodia density within the BLA of male Eif4ebp1/2+/+ and Eif4ebp1/2-/- mice is not affected by chronic cis-RSV treatment (2 (1) = 0.2969, p=0.5858). Filopodia density also did not differ across genotypes (2 (1) = 0.0688, p=0.793). b-d) Violin plots showing that the mitochondrial measurements within dendrites of the BLA of cis-RSV-treated mice are the same as those of saline-treated mice. b) Mitochondrial sphericity was unchanged by cis-RSV treatment (2 (1) = 1.9863, p=0.1587) and in Eif4ebp1/2-/- mice (2 (1) = 2.3316, p=0.1268). c) No differences in mitochondrial volume were found due to cis-RSV treatment (2 (1) = 0.0971, p=0.7554) or between genotypes (2 (1) = 0.0988, p=0.7532). d) The mitochondrial and bounding box volume ratio was also unchanged by cis-RSV treatment (2 (1) = 2.2104, p=0.1371) and was similar in both Eif4ebp1/2+/+ and Eif4ebp1/2-/- mice (2 (1) = 0.9539, p=0.3287). All data were analyzed using individual linear mixed-effects models. Planned contrasts were analyzed with Holm correction. Violin plots show the distribution of measurements per cell (n=6 cells/animal), with data points representing the measurements per animal (n=3 animals/genotype). *p0.05, ** p0.01, *** p0.001

[bookmark: _Toc233816666]Figure S3. Graphs depicting the full fear extinction trials in 5-trial blocks.
a-b) Freezing percent of mice during fear extinction is similar between treatment groups. Eif4ebp1/2+/+ VEH, n=7; Eif4ebp1/2+/+ RSV, n=7; Eif4ebp1/2-/- VEH, n=7; Eif4ebp1/2-/- RSV, n=7. a) Freezing percent of Eif4ebp1/2+/+ (left) and Eif4ebp1/2-/- (right) mice during the first extinction trial. Genotype had a main effect (p=0.005), and treatment × trial block showed a significant interaction (p=0.013). Pairwise comparisons revealed that cis-RSV-treated mice had significantly lower freezing in the first 5-trial block. Slope estimates of the freezing percent from baseline to trial block 6 were used to assess the effectiveness of fear extinction, with slopes significantly above 0 indicating that freezing percent remained higher than baseline (as demarcated by the significance bars). Both saline (p=0.022) and cis-RSV (p<0.001) treated Eif4ebp1/2+/+ (left) mice had slopes significantly above 0. Similarly, cis-RSV-treated Eif4ebp1/2-/- mice (right) had a non-zero slope estimate (p<0.001). Freezing percentage in saline-treated Eif4ebp1/2-/- mice did not differ from baseline, as the slope estimate was not significantly different from 0 (p=0.329). b) Freezing percent of saline (p<0.001) and cis-RSV (p<0.001) treated Eif4ebp1/2+/+ mice (left) and saline (p<0.001) and cis-RSV (p<0.001) treated Eif4ebp1/2-/- mice (right) was significantly higher than baseline on extinction day 2. There was no overall effect of genotype (p=0.223), treatment (p=0.463) or any interaction effects.
