Supplementary Materials and Methods

Experimental design and interventional procedures
[bookmark: _Hlk154167051]Given the wide range of doses (0.01 – 20 mg/kg) used in studies addressing the effects of pharmacological CB2R modulators, CB2R dose-response experiments were performed. Briefly, subchronic administration of CB2R ligands (CB2R agonist (HU308, Tocris, Bristol, UK) or inverse agonist (AM630, Tocris, Bristol, UK) at 0.5 and 5 mg/kg) was performed for 2 weeks followed by behavioural assessment. For stress experiments, an unpredictable chronic mild stress (uCMS) protocol was validated in our laboratory in a pilot study and applied for an 8-week period (Fig. S2a,b). Briefly, this stress paradigm induces depressive-like behaviour, anxiety-like phenotype and cognitive deficits in animals through random and unpredictable exposure to a wide range of different mild stressors. Specifically, in our modified uCMS protocol, animals were exposed to three stressors per day (exact uCMS schedule in Fig. S2b), which included distinct daily and night stressors such as spatial confinement (individual or group confinement), cage shaking, exposure to stroboscopic lights, overnight placement in a tilted cage (45°) or damp bedding, reversed light/dark cycle for 48 h. Food or water deprivation was not performed. Following this 8-week uCMS protocol, a 2-week uCMS milder protocol was implemented in which both stressors (two stressors per day) and interventional procedures (CB2R pharmacological treatments and PE) were applied. During this period, mice were pharmacologically treated with either aforementioned CB2R ligands (at 0.5 mg/kg) or vehicle treatment (saline solution, 0.9% NaCl) intraperitoneally (i.p.). In some groups, a 2-week forced physical exercise (PE) was performed using a treadmill for rodents (Panlab, Harvard Apparatus, Barcelona, Spain) consisting of 30 min/daily sessions at a 10 m/min speed in the first week and at a 15m/min speed in the second week. Experimental groups submitted to PE ran on average 300 and 450 meters/day in the first and second weeks of treatment, respectively, and no differences were observed between groups (data not shown). For all experiments, husbandry and physical health measures were routinely monitored. Body weight, evaluated weekly, is reported as a percentage of weight change relative to baseline measures (taken on the first week of handling) (Fig. S2c). Four weeks (28 days) before sacrifice, all animals received i.p. injections of BrdU (50 mg/kg; Sigma Aldrich, MO, USA) during 5 consecutive days to label newly generated adult-born neurons.

Behavioural assessment
Behavioural tests were performed during one week after interventional procedures (one test per day, with the exception of EPM and NOR habituation day 3 that were performed in the same day) (Fig. S2a,b). Animals were allowed to habituate to the experimental room 1h prior to testing. The order in which each assay was carried out was based on previous work, starting with the tasks requiring maximal levels of novelty (i.e., OF, EPM, NOR) and ending with the most stressful ones (i.e., FST, SST). Between tests and trials, the corresponding apparatus and/or objects were carefully cleaned with a 30% ethanol solution to erase any olfactory cues. All assays were videorecorded for posterior manual or software-driven analyses. OF and EPM data was videorecorded and analysed using the SMART® v2.5 video-tracking software (Panlab, Harvard Apparatus,). NOR, FST and SST assays were videorecorded and subsequently manually analysed by a trained experimenter blind to experimental conditions using Solomon Coder beta 17.03.22 (András Péter, Milan, Italy) behaviour coding software.

Open Field (OF) test
To assess locomotor, exploratory and anxiety-like behaviour, the OF test was performed. Briefly, each animal was placed individually in the centre of an empty square box (60x60x40 cm), virtually divided in three squares at a similar distance from each other, and allowed to freely explore it for 5 min, without prior habituation. Total distance travelled and average velocity of the animals were considered measures of locomotor capacity, and the percentage of distance travelled in the centre of the arena was considered as measurement of anxiety-like behaviour. This test was also used as part of the first day of the habituation phase for the NOR.

Elevated-plus Maze (EPM)
To assess anxiety-like behaviour, the EPM test was also performed. Briefly, animals were individually placed in the centre of an EPM apparatus, with two opposite open arms (50x10 cm) and two closed arms (50x10x30 cm) raised 50 cm above the floor and dimly illuminated, facing an open arm, and left to explore the maze for 5 minutes, with the number of entries and time spent in the open arms being recorded. 

Novel Object Recognition (NOR)
To evaluate long-term memory performance, NOR was performed. It was composed of a habituation phase (3 consecutive days) in which animals freely explored the empty OF arena for 15 min, followed by a familiarization phase (in the fourth day) in which animals were presented with two to-be-familiarized objects (familiar objects) for 5 min. After 24h, animals returned to the arena for the test phase, where it was presented with one of the previously explored objects and a novel object, for 5 min. The objects consisted of different wooden dolls, proportional to the size of mice, randomized and used interchangeably as familiar and novel objects between trials. Exploration was scored whenever the animal touched an object with its forepaws and/or bit, sniffed or reared towards the object. Running around the object, standing next to it with its head facing away or climbing it was excluded. The total exploration time of both objects in the familiarization or test phase was used as a measure of exploratory drive. Exploration time for each object in the training phase was used to exclude preference for one of the familiar objects, whereas in the test phase it was used as a measure of memory performance (quantified as the percentage time spent exploring each object over the total time spent exploring both objects).

Forced-swimming test (FST)
To assess adaptive behaviour, i.e., the ability to cope with an inescapable stressor, the forced swimming test or Porsolt swim test was performed as a measure of depressive-like behaviour. Briefly, each animal was individually placed in a glass cylinder filled with water (23 °C; depth 30 cm) for 6 min. All sessions were videorecorded, and time spent engaging in three distinct behaviours (climbing, swimming, immobility) during the last 5 min of the test was quantified. Immobility time was considered as a measure of coping behaviour. Mice were considered immobile when all active behaviours (struggling, swimming, and jumping) were ceased. For immobility, the animals had to remain passively floating or making minimal movements required to maintain the nostrils above water. After each trial, animals were dried and placed under a heating lamp for at least 10 minutes, and the cylinder water was changed.

Sucrose splash test (SST)
To evaluate self-caring and motivational behaviour, SST was performed. Briefly, each animal was sprayed with a 10 % sucrose solution on the dorsal coat in a separate test cage under red light. Grooming behaviours were stimulated by the palatability of the solution. After spraying the animals, behaviour was videorecorded for 5 min and latency time, grooming frequency and duration, considered measures of anhedonic-like behaviour, were quantified.

Animal sacrifice and tissue processing
[bookmark: _Hlk154167403][bookmark: _Hlk154165472]Animals were anesthetized with sodium pentobarbital (70 mg/kg i.p.) and transcardially perfused for 10 min with phosphate-buffered saline (PBS) (137 mM NaCl, 2.7 mM KCl, 1.8 mM KH2PO4 and 10 mM Na2HPO4.2H2O, pH = 7.4). Brains were carefully removed from the skull one hemisphere was stored for immunostaining and the other for molecular analysis. Briefly left hemispheres were postfixed in 4 % paraformaldehyde (PFA) for 24 h at 4 ºC followed by cryoprotection in sequential 15 % and 30% sucrose in PBS (4 °C). Left hemispheres were then gelatine-embedded and coronally sectioned at 40 μm (cryostat Leica CM3050 S, Leica Biosystems, Germany). Hippocampi-containing sections were collected, in ten series, each one comprising an anterior-posterior reconstruction of the hippocampus (sections separated by 400 μm) and stored at -20 °C in anti-freezing medium (30 % glycerol, 30 % ethylene glycol, phosphate buffer 0.1 M (8.9 % Na2HPO4.2H2O, 7.8 % NaH2PO4.2H2O, pH = 7.4)). The right hemispheres were quickly sectioned at 450 μm (McIlwainTM Tissue Chopper, Campden Instruments, Loughborough, UK) and regions of interest (DG and CA1/CA3 regions) were quickly microdissected and subsequently flash-frozen in liquid nitrogen and stored at -80 ºC. 

Tissue processing and immunostainings
Degelatinization was achieved by sequentially immersing free-floating brain slices in PBS at 37 °C for 8 minutes. In all immunostainings related to AHN assessment (except for BrdU/DCX immunostainings), an antigen retrieval step was primarily performed using citrate buffer 1X (pH = 6) at 80ºC for 25 min followed by 25 min at room temperature (RT). For BrdU/DCX or BrdU/NeuN immunostainings, slices were incubated during 20 min in 2 N HCl at 37 °C in order to denature DNA to expose BrdU epitopes for antibody binding, followed by acid pH neutralization with borate buffer 1 M (pH 8.5) for (2 x 5 min), and several washes with PBS (3 x 8 min). Brain slices were incubated for 1h at RT with blocking and permeabilization solution of PBS containing 6 % bovine serum albumin (BSA) and 1 % Triton X-100. In the same blocking solution, brain slices were double stained for BrdU (#M0744; mouse, 1:500; Agilent, CA, USA) and DCX (#sc-8066; goat, 1:500; Santa Cruz Biotechnologies, CA, USA) or BrdU (#ab6326; rat, 1:500; Abcam, UK) and NeuN (#12943S; rabbit, 1:500; Cell Signalling Technology, MO, USA) for two overnights in a humidified chamber (4°C). For Ki67/DCX immunostainings, brain slices were incubated for 1h at RT with blocking and permeabilization solution of PBS containing 3% BSA and 0.2% Triton X-100 right after the antigen retrieval step. In the same blocking solution, brain slices were double stained for Ki67 (#ab16667; rabbit, 1:500; Abcam, UK) and DCX (#326006; chicken, 1:750; Synaptic Systems, Germany) for two overnights in a humidified chamber (4 °C). In all immunostainings, washing with PBS (3 x 8 min) was performed following incubation with primary antibodies, and incubation in blocking solution containing the appropriate secondary antibodies (Alexa Fluor 488 goat anti-mouse polyclonal, #A-11001; 1:500; Alexa Fluor 488 goat anti-chicken, #A-11039; 1:1000; Alexa Fluor 488 goat anti-rat, #A-11006; 1:1000; Alexa Fluor 568 donkey anti-goat, #A-11057; 1:500 and Alexa Fluor 568 goat anti-rabbit, #A-11011; 1:1000; all from Thermo Fisher Scientific, MA, USA) and DAPI (1μg/ml, Sigma-Aldrich, MO, USA) for 2h at RT followed. After a final wash with PBS (3 x 8 min), slices were mounted onto microscope slides (Superfrost™ Plus, Thermo Fisher Scientific, MA, USA) with Mowiol fluorescent medium and glass coverslips.
For other immunostainings (Iba1/GFAP/MBP), antigen retrieval was not performed. Brain slices were permeabilized with 0.2 % Triton X-100 in PBS for 10 min and further incubated with a blocking solution of 5 % BSA, 5 % fetal bovine serum (FBS) and 0.1 % Triton X-100 for 1 h at RT. In the same blocking solution, brain slices were triple stained for Iba1 (#010-19741; rabbit, 1:250; FUJIFILM Wako Chemicals Europe GmbH, Germany), GFAP (#NCL-GFAP-GA5; mouse, 1:100; Novocastra, Leica Biosystems, Germany) and MBP (#MCA409S; rat, 1:200; Bio-Rad Laboratories, CA, USA) for two overnights in a humidified chamber (4°C). Washing with PBS (3 x 10 min) was followed by incubation in blocking solution containing the appropriate secondary antibodies (Alexa Fluor 488 goat anti-rabbit, #A-11008; 1:500; Thermo Fisher Scientific, MA, USA; and Alexa Fluor 568 goat anti-rat, #A-11077; 1:500; Thermo Fisher Scientific, MA, USA; and Alexa Fluor 647 goat anti-mouse, #A-21235; 1:500) and DAPI (1μg/ml, Sigma-Aldrich, MO, USA) for 2h at RT followed. Afterwards, washing with PBS (3 x 10 min) was followed by incubation with DAPI (1:1000) for 5 min. Finally, the slices were washed three times for 5 minutes each with PBS and then, mounted onto microscope slides using Fluoromount-G (Southern Biotech, AL, USA).

Image acquisition and stereology
[bookmark: _Hlk154165876]For stereological cell counting, images of the immunostained coronal sections, containing dorsal and ventral hippocampi, were captured using a Zeiss Cell Observer SD spinning disk confocal microscope (Carl Zeiss, Oberkochen, Germany) with a 40x water immersion objective (40x/1.1, NA 1.1). All images were acquired throughout the entire thickness of the corresponding coronal section (Z-stack). The quantification of each cell population (Ki67+, DCX+, Ki67+DCX+ or BrdU+NeuN+ cells) was performed in hippocampal slices of one-in-ten series, representing the reconstruction of the whole hippocampus throughout the rostro-caudal extent of the brain (from -0.94 to -4.04 mm of bregma), with slices being apart from 400 μm. At least eight DG sections per animal (4 sections for dorsal hippocampus [-1.06 to -2.06 mm of bregma] and 4 sections for ventral hippocampus [-3.08 to -4.04 mm of bregma]) were included in the analysis. The density of each cell population in the DG (only SGZ and GCL, not hilus, were considered) was achieved by manual counting immunolabelled positive cells across Z-stack, in an unbiased and blinded stereological fashion, and defined by the ratio of the total number of cells and the corresponding volume of DG sections (total, dorsal (dHip) or ventral (vHip)). 
Areas and volumes of each DG section were obtained from serial sections with 400 μm rostro-caudal intervals along the dorsal and ventral hippocampi (8-10 sections per animal), using immunofluorescent staining for DAPI and Zeiss ZEN 2.1 software (blue edition). The area of each section was measured at maximum intensity projection of each Z-stack, using DAPI staining, and the volume of DG sections for each animal was calculated by multiplying the sum of the areas by the thickness of each section (40 μm). The total DG volume (mm3) for each animal as well as dorsal or ventral volumes, were extrapolated by multiplying the sum of the areas, or corresponding areas, by the distance between slices (400 μm) and no volumetric differences were found between tested conditions. Cell densities are reported as number of cells per total estimated DG volume or per dorsal or ventral estimated volumes (mm3) (Table S2).
The impact of different interventional procedures (e.g., uCMS, PE, CB2R ligands) on the subregional distribution of each cell population of dorsal or ventral hippocampi was calculated by determining the percentage of cells in each subregion. To assess the contribution of specific DG subregions (in corresponding dorsal and ventral DG) to observed effects, the subregional percentage of immunopositive cells was calculated and compared between the different DG subregions, including supra vs infrapyramidal blades and SGZ vs GCL. Relative proportions were determined by taking into consideration the percentages of immunopositive cells in each region in function of the corresponding area as follows: percentage of immunopositive cells in subregion 1 / (percentage of immunopositive cells in the subregion 1 + percentage of immunopositive cells in subregion 2). For example, the regional distribution of BrdU+NeuN+ cells in the SGZ subregion of the dorsal DG suprapyramidal blade (in comparison to the GCL subregion of the same area) was determined as follows: percentage of supraSGZ BrdU+NeuN+ cells / (percentage supraSGZ BrdU+NeuN+ cells + supraGCL BrdU+NeuN+ cells). Moreover, DCX+ cells were classified based on their level of maturation (assessed by morphological features and localization) and divided into two subpopulations: the neuronal progenitors (“DCX+ neuronal progenitors”), which are type 2b and type 3 cells, located in the SGZ or immediately adjacent, displaying no processes or short processes parallel to the GCL; and the immature neurons (“DCX+ immature neurons”) located immediately outside the SGZ or in the middle third part of the GCL, displaying a branched dendritic extension radially crossing the GCL.
For experiments assessing the expression levels of microglia (Iba1), astrocytes (pan GFAP) and oligodendrocytes (MBP), fluorescent images were obtained by confocal microscopy using Zeiss Cell Observer SD spinning disk confocal microscope with Zeiss ZEN 2.1 software (black edition). For each independent experiment at least 3 hippocampal slices (at least 1 dorsal and 1 ventral) were used. The range of the slice was determined using Z-stack imaging at 1-µm intervals, and a series of images derived from was merged Z-stack imaging (maximum intensity projections) were analysed. The percentage of fluorescent occupancy for each antibody was measured in the DG granular layer (results used for Figs. 4, 5, and S4). A cut off intensity threshold, i.e., a minimum intensity due to specific staining above background values, was defined for each region of interest (ROI) and maintained across different experiments. The percentage of fluorescent occupancy of Iba1, GFAP and MBP above set threshold was measured in each ROI automatically using Fiji software and normalized to control (CTRL) levels (set to 100%).

Biochemical and molecular analyses
Serum corticosterone levels were measured in all groups (n = 8-10 per group) using a commercially available enzyme-linked immunosorbent assay (ELISA) kit (Abcam, UK), according to the manufacturer’s instructions. Briefly, sampling (submandibular venepuncture) was performed between 8-9 am at the end of the stress protocol and obtained sera was stored at -20 ºC. Each sample was diluted 1:100 in ELISA buffer. Next, two corticosterone standards were made from a 100 ng/ml corticosterone standard solution using a serial dilution method. Blank samples, standards and diluted samples were then transferred directly onto the ELISA plate pre-coated with corticosterone antibody. Biotinylated corticosterone protein was subsequently added, and the plate incubated for 2 h at RT on a plate shaker moving at 220 rpm. After washing, conjugate was added for 30 min followed by a chromogen substrate solution and the plate was incubated at RT for 20 min, before being terminated with a stop solution. Absorbance was immediately read at a wavelength of 450 nm using multimode microplate reader (Infinite M200, Tecan) and readings at 570 nm were used to correct for optical imperfections. Results are expressed as ng (of corticosterone) per ml (of serum).
For hippocampal BDNF levels, a commercially available BDNF ELISA kit (R&D Systems, #DY248) was used and the assay was performed according to the manufacturer’s instructions. Briefly, ELISA plates (DuoSet™ Ancillary Reagent Kit) were coated with anti-BDNF antibody (dilution 1:1000) in coating buffer (provided by the manufacturer) overnight and washed the day after in 0.05% Tween 20 in PBS. The plates were incubated with 1x reagent buffer (supplied by the manufacturer) for 1h at RT, and then washed in PBS-T, before the samples and standards (standards ranging from 23.4 to 1500 pg/mL) were added in duplicates. The detection antibody was subsequently added, and the plate incubated for 2 h at RT. After washing, conjugate Streptavidin-HRP was added for 20 min followed by a chromogen substrate solution and the plate was incubated at RT for 20 min, before being terminated with a stop solution. Absorbance was immediately read at a wavelength of 450 nm using multimode microplate reader (Infinite M200, Tecan) and readings at 570 nm were used to correct for optical imperfections. Results are expressed as pg (of BDNF) per mg (of total protein).
Total RNA was isolated using RiboZol™ reagent method, according to the manufacture’s guidelines (VWR Life Science, USA). RNA concentration and purity was checked using NanoDrop ND-100 Spectrophotometer (NanoDrop Techonologies, Wilmington, DE, USA). A total of 400 ng RNA was reversibly transcribed into cDNA using Xpert cDNA Synthesis Mastermix kit (GRiSP) and cDNA was amplified by semi-quantitative RT-PCR (qRT-PCR) on a 7300 Real-Time PCR System (Applied Biosystem, Madrid, Spain) by the excitation and emission of Xpert Fast SYBR Mastermix (GRiSP). The cycle conditions were previously optimized: 50 ºC for 2 min, 95 ºC for 10 min followed by 40 cycles at 95 ºC for 15 seconds and 62 ºC for 1 min. The PCR was performed in 384-well plates, with duplicates for each sample. The sequences used as primers are listed in Table S3. All primers were purchased from Thermo Fisher Scientiﬁc, MA, USA. Relative mRNA concentration was measured using the ∆∆Ct comparative method, where ∆Ct was calculated by the difference between the Ct value of the gene of interest and the mean Ct value of β-actin. Then, ∆∆Ct value of one sample was achieved by the difference between its ∆Ct value and the ∆Ct value of the sample chosen as reference, in our case the CTRL group. Results are presented as relative expression to the standard gene.

Data analysis and statistics
For all experiments, observations outside of the interval defined by the first quartile (Q1) - 1.5 interquartile range (IQR) and the third quartile (Q3) + 1.5 IQR, were considered outliers and removed from analysis. Given that all data followed a Gaussian distribution, parametric tests were applied. For multiple linear regressions (Fig. 5a), a Pearson correlation was used to assess a normal distribution of residuals. For summary radar plots (Fig. S5), CTRL was set to 100% and all other conditions were normalized to CTRL; the following parameters were used: (a) percentage of time in open arms during EPM, percentage of time spent in immobility behaviour in FST (inverted as a function of CTRL values), percentage of time spent in the centre area in OF test, percentage of time spent exploring the novel object in NOR and latency to groom in SST; (b) total number of Ki67+, DCX+, Ki67+DCX+ and BrdU+NeuN+ cells per total volume (mm3); and (c) Iba1, GFAP and MBP occupancy per DG granular area. Each polygonal point in each radar plot corresponds to either a behavioural test or a molecular marker and data points < 100% and > 100% indicate a lower and a higher performance or expression as compared to CTRL (black polygon), respectively. All these readouts were used for the PCA analysis and correlational matrices (Fig. 5b,c) together with CORT levels and the expression of BDNF in the hippocampus; in the PCA, around 83% of the total variance was explained by features 1 and 2. Data were analysed through two-tailed unpaired and paired student’s t-tests, two-way or three-way analysis of variance (ANOVA), with Dunnett’s correction for multiple comparisons when appropriate (unless stated otherwise). The analyses comparing CTRL versus uCMS were performed through student’s t-tests; analyses between the different uCMS groups were performed through two-way or three-way ANOVA depending on the number of variables (details in Table S4). Statistical analysis was performed using Prism versions 8.4.2 and 10.1.1 (GraphPad Software, USA). Results are expressed as mean ± standard error of mean (SEM) and statistical significance was set when p<0.05.

Legends to Supplementary Figures and Tables

Fig. S1 CB2R ligands dose-response and PE protocol effects on behaviour and AHN. a Schematic representation of the CB2 doses experimental timeline: 2 weeks of pharmacological treatments in physiological conditions followed by behavioural testing. b HU308 treatment does not interfere with anxiety-like behaviour but AM630 treatment at 5 mg/kg dose increases anxiety-like behaviour (decrease in time spent in open arms during EPM). c HU308 treatment does not interfere with coping behaviour but AM630 treatment impairs the ability to cope with an inescapable stressor (coping behaviour) at 0.5 mg/kg dose (increase in immobile behaviour during FST). d HU308 treatment does not interfere with cognitive performance but AM630 treatment (in both doses) impairs ability to recognize novel object during NOR test. e1 HU308 treatment accelerates neurogenesis by increasing the total number of DCX+ (h1) and BrdU+/DCX+ (h2) cells in the hippocampal DG. e2 AM630 treatment does not alter neurogenesis in terms of DCX+ (i1) or BrdU+/DCX+ (i2) cells in the hippocampal DG. f Representative images of DG coronal sections of all tested conditions, stained for BrdU (green), DCX (red) and DAPI (blue); scale bar = 50 µm. g Schematic representation of the PE protocol experimental timeline: 2 weeks of PE regimen in physiological conditions followed by behavioural testing. h Tendency to increased time spent in the open arms of animals subjected to the PE protocol. i CTRL and PE-subjected animals show similar readouts in the latency to groom in the SST. j CTRL and PE-subjected animals show no differences in the time spent immobile during FST. k Tendency to increased time spent in the centre of the OF test. l Both CTRL and PE groups display an ability to recognize novel object during the NOR test. Data presented as mean ± SEM and circles individual data points (animals) [Student’s t-tests and One-way ANOVA: ***p<0.001, **p<0.01, *p<0.05 vs CTRL or in familiar (f) vs novel (n); further statistical details in Table S4]. HU308, CB2R agonist; AM630, CB2R inverse agonist.

[bookmark: _Hlk98454911]Fig. S2 Experimental outline and physical, biochemical and molecular changes. a Schematic representation of the experimental timeline: 8 weeks of uCMS followed by 2 weeks of mild uCMS and interventional procedures (PE and/or CB2R ligands) and behaviour assessment; four weeks before sacrifice, BrdU (2×50 mg/kg/day) was administered for five consecutive days. b uCMS schedule: blood collection was performed at the end of uCMS protocol (week 8). c Weight variation (as a percentage of weight change relative to initial weight) of all experimental groups, (c1) CTRL vs all uCMS, (c2) CTRL vs uCMS vs uCMS+PE, (c3) CTRL vs uCMS vs uCMS+HU vs uCMS+HU+PE, (c4) CTRL vs uCMS vs uCMS+AM vs uCMS+AM+PE, during experimental timeline (light gray shading represents interventional period). d Corticosterone levels at the end of uCMS protocol, (d1) CTRL vs all uCMS and (d2) variation between all experimental groups. Data presented as mean ± SEM and circles individual data points (animals). [Student’s t-test: **p<0.01; further statistical details in Table S4]. uCMS, unpredictable chronic mild stress (all uCMS, all uCMS groups); AM630, CB2R inverse agonist; HU308, CB2R agonist; PE, physical exercise.

Fig. S3 (related to Fig. 1) CB2R activation does not rescue chronic stress-induced behavioural impairments. a Schematic representation of the experimental design. a uCMS induces anxiety-like behaviour (decrease in time spent in open arms during EPM), which persists upon HU308 treatment and PE. c uCMS-evoked increased latency to groom (in SST) is not altered by HU308 treatment and PE. d uCMS-induced immobile behaviour in FST persists with HU308 treatment and PE. e No changes in distance travelled in centre zone in the OF test. f PE, but not HU308 treatment, rescues uCMS-induced cognitive impairments in NOR. Data presented as mean ± SEM and circles individual data points (animals). [Student’s t-test and Two-way ANOVA; ****p<0.0001, **p<0.01; further statistical details in Table S4]. uCMS, unpredictable chronic mild stress; HU308, CB2R agonist; PE, physical exercise.

Fig. S4 (related to Fig. 4) CB2R activation in combination with PE partially ameliorates chronic stress-induced neuroinflammatory changes. a uCMS increases Iba1 granular expression, an effect partially prevented by PE with HU308 treatment (a1); Iba1 hilar expression remains unchanged in all experimental conditions (a2). b PE and HU308 treatment partially rescue chronic stress-induced decrease in MBP granular expression (b1); the hilar expression of this marker remains unchanged (b2). c GFAP granular expression remains unchanged in all experimental conditions (c1) but uCMS decreases GFAP hilar expression, an effect that partially rescued by HU308 treatment with PE. The expression of neuroinflammation-related markers d TNFα, e IL1β, f IL10, g arginase and h iNOS is differentially affected by uCMS and further accentuated by HU308 treatment. Data presented as mean ± SEM and circles individual data points (animals). [Student’s t-tests: **p<0.01 CTRL vs uCMS; Two-way ANOVA: #p<0.05 vs uCMS; further statistical details in Table S4]. uCMS, unpredictable chronic mild stress; HU308, CB2R agonist; PE, physical exercise.

Fig. S5 (related to Fig. 5) CB2R inhibition in combination with PE promotes robust antidepressant and proneurogenic effects after chronic stress. a Changes in different behavioural dimensions (anxiety-, depression- and cognitive-related behaviours) in all conditions (a1). Impairments caused by uCMS are almost fully reverted by AM630 treatment in combination with PE (a2). b AHN-related changes in all conditions (b1). Disruptions induced by uCMS are prevented by AM630 treatment in combination with PE (b2). c Changes in microglial, myelin and astrocytic granular expression in all conditions (c1). Chronic stress-induced neuroinflammation-related imbalances are ameliorated by AM630 treatment in combination with PE (c2). Data presented as radar plots with absolute mean values, CTRL (black bold line) set to 100% and relative axis scales varying in between plots: centre points starting at 10%, 20%, 40% and distance between bounds (light grey lines) of 30%, 20% and 30% in a, b and c plots, respectively.
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Supplementary Tables
Table S1 – Key resources table
	Reagent or Resource
	Source(s)
	Identifier(s)
	Other information

	Antibodies

	Anti-BrdU (mouse monoclonal)
	Dako, Agilent Technologies
	#M0744, RRID:AB_10013660
	IF (1:500)

	Anti-BrdU (rat monoclonal)
	Abcam
	#ab6326, RRID:AB_305426
	IF (1:500)

	Anti-DCX (chicken polyclonal)
	Synaptic Systems
	#326 006, RRID:AB_2737040
	IF (1:750)

	Anti- DCX (goat polyclonal)
	Santa Cruz Biotechnologies
	#sc-8066, RRID:AB_2088494
	IF (1:500)

	Anti-GFAP (mouse monoclonal)
	Novocastra, Leica Biosystems
	#NCL-GFAP-GA5, RRID:AB_563739
	IF (1:100)

	Anti-Iba1 (rabbit polyclonal)
	FUJIFILM Wako Chemicals Europe GmbH
	#010-19741
	IF (1:250)

	Anti-Ki67 (rabbit monoclonal)
	Abcam
	#ab16667, RRID:AB_302459
	IF (1:500)

	Anti-MBP (rat monoclonal)
	Bio-Rad Laboratories
	#MCA409S, RRID:AB_325004
	IF (1:200)

	Anti-NeuN (rabbit monoclonal)
	Cell Signalling Technology
	#12943, RRID:AB_2630395
	IF (1:500)

	Alexa Fluor 488 (goat anti-mouse polyclonal)
	Thermo Fisher Scientific
	#A-11001, RRID:AB_2534069
	IF (1:500)

	Alexa Fluor 488 (goat anti-chicken polyclonal)
	Thermo Fisher Scientific
	#A-11039, RRID:AB_2534096
	IF (1:1000)

	Alexa Fluor 488 (goat anti-rabbit polyclonal)
	Thermo Fisher Scientific
	#A-11008, RRID:AB_143165
	IF (1:500)

	Alexa Fluor 488 (goat anti-rat polyclonal)
	Thermo Fisher Scientific
	#A-11006, RRID:AB_2534074
	IF (1:1000)

	Alexa Fluor 568 (goat anti-goat polyclonal)
	Thermo Fisher Scientific
	#A-11057, RRID:AB_2534104
	IF (1:500)

	Alexa Fluor 568 (goat anti-rabbit polyclonal)
	Thermo Fisher Scientific
	#A-11011, RRID:AB_143157
	IF (1:1000)

	Alexa Fluor 568 (goat anti-rat polyclonal)
	Thermo Fisher Scientific
	#A-11077, RRID:AB_2534121
	IF (1:500)

	Alexa Fluor 647 (goat anti-mouse polyclonal)
	Thermo Fisher Scientific
	#A-21235, RRID:AB_2535804
	IF (1:500)

	Chemicals, peptides and proteins

	HU308 (Cannabinoid CB2 receptor selective agonist)
	Tocris
	#3088
	“HU” for short

	AM630 (Cannabinoid CB2 receptor selective inverse agonist)
	
	#1120
	“AM” for short

	BrdU (5-Bromo-2’deoxyuridine)
	Sigma Aldrich
	#B5002
	

	DAPI (4',6-diamidino-2-phenylindole)
	Sigma Aldrich
	#D9542
	

	Commercial assays

	Corticosterone ELISA Kit
	Abcam
	#ab108821, RRID:AB_2889904
	

	BDNF ELISA Kit
	R&D Systems
	#DY248
	

	Experimental models: organisms/strains

	Mouse (Mus musculus, C57BL/6J)
	Charles River Laboratories
	
	Male mice 
(14 weeks-old) 

	Equipment

	Treadmill apparatus 
(LE8710MTS model)
	Panlab, Harvard Apparatus
	#76-0896
	

	Software and algorithms

	Fiji software
	Open-source software
	RRID:SCR_002285
	https://imagej.net/software/fiji/ 

	Prism v.8.4.2
	GraphPad Software Inc
	RRID:SCR_002798
	

	SMART® v2.5
	Panlab, Harvard Apparatus
	RRID:SCR_002852
	

	Solomon Coder beta 17.03.22
	Open-source software
	RRID:SCR_016041
	https://solomon.andraspeter.com/ 


	Table S2 – Estimated DG volumes (mm3) in tested experimental conditions (data as mean ± SEM)

	
	CTRL
	uCMS
	uCMS+PE
	uCMS+PE+AM
	uCMS+AM

	Total
	4.7 (±0.4) x10-2
	4.2 (±0.2) x10-2
	4.1 (±0.2) x10-2
	4.5 (±0.3) x10-2
	4.3 (±0.3) x10-2

	Dorsal
	1.5 (±0.1) x10-2
	1.3 (±0.03) x10-2
	1.6 (±0.1) x10-2
	1.5 (±0.2) x10-2
	1.9 (±0.3) x10-2

	Ventral
	2.9 (±0.4) x10-2
	2.8 (±0.3) x10-2
	2.9 (±0.2) x10-2
	2.6 (±0.2) x10-2
	2.4 (±0.3) x10-2




	Table S3 – List of primers

	Gene
	Forward primer sequence
	Reverse primer sequence

	TNF-α
	5’-TACTGAACTTCGGGGTGATTGGTCC-3’
	5’-CAGCCTTGTCCCTTGAAGAGAACC-3’

	IL-1β
	5'- CAGGCTCCGAGATGAACAAC-3'
	5'- GGTGGAGAGCTTTCAGCTCATA-3'

	IL-10
	5’-CCAGTTTTACCTGGTAGAAGTGAG-3’
	5’-TGTCTAGGTCCTGGAGTCCAGCAGACTC-3’

	Arginase 1
	5’-CTTGGCTTGCTTCGGAACTC-3’ 
	5’-GGAGAAGGCGTTTGCTTAGTTC-3’

	iNOS
	5’-ACCCACATCTGGCAGAATGAG-3’
	5’-AGCCATGACCTTTCGCATTAG-3’

	β-actin
	5’-GCTCCGGCATGTGCAA-3’
	5’-AGGATCTTCATGAGGTAGT-3’



	Table S4 – Statistical summary of results

	Figure
	Experiment
	Statistics
	Comparisons
	Statistical details

	
	
	
	
	t / F
	p value

	Figure 1b
	EPM (% time open arms)
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t16 = 3.492
	0.0030**

	
	
	Two-way ANOVA
	AM
	F (1, 35) = 1.565
	0.2192

	
	
	
	PE
	F (1, 35) = 6.076
	0.0188*

	
	
	
	PE*AM
	F (1, 35) = 0.4073
	0.5275

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.0925

	
	
	
	uCMS vs uCMS+AM+PE
	
	0.0360*

	
	
	
	uCMS vs uCMS+AM
	
	0.4154

	Figure 1c
	SST (latency)
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t16 = 3.941
	0.0012**

	
	
	Two-way ANOVA
	AM
	F (1, 35) = 2.429
	0.1281

	
	
	
	PE
	F (1, 35) = 5.590
	0.0237*

	
	
	
	PE*AM
	F (1, 35) = 0.1036
	0.7494

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.4136

	
	
	
	uCMS vs uCMS+AM+PE
	
	0.0287*

	
	
	
	uCMS vs uCMS+AM
	
	0.7776

	Figure 1d
	FST (time in immobile behaviour)
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t16 = 6.087
	<0.0001
****

	
	
	Two-way ANOVA
	AM
	F (1, 35) = 7.822
	0.0083**

	
	
	
	PE
	F (1, 35) = 5.359
	0.0266*

	
	
	
	PE*AM
	F (1, 35) = 0.3036
	0.5851

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.1294

	
	
	
	uCMS vs uCMS+AM+PE
	
	0.0030**

	
	
	
	uCMS vs uCMS+AM
	
	0.0643

	Figure 1e
	OF (% time in centre)
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t15 = 1.800
	0.0920

	
	
	Two-way ANOVA
	AM
	F (1, 35) = 0.7415
	0.3950

	
	
	
	PE
	F (1, 35) = 4.731
	0.0365*

	
	
	
	PE*AM
	F (1, 35) = 2.808
	0.1027

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.7296

	
	
	
	uCMS vs uCMS+AM+PE
	
	0.0413*

	
	
	
	uCMS vs uCMS+AM
	
	0.5735

	Figure 1f
	NOR (% exploration time)
	Student’s 
t-tests (paired)
	CTRL_f vs CTRL_n
	t8 = 8.525
	[bookmark: OLE_LINK7]<0.0001
****

	
	
	
	uCMS_f vs uCMS_n
	t8 = 0.8505
	0.4198

	
	
	
	uCMS+PE_f vs uCMS+PE_n
	t9 = 5.696
	0.0003***

	
	
	
	uCMS+AM+PE_f vs uCMS+AM+PE_n
	t9 = 6.945
	<0.0001
****

	
	
	
	uCMS+AM_f vs uCMS+AM_n
	t9 = 3.028
	0.0143*

	[bookmark: _Hlk100230016]



Figure 2a1
	Cell proliferation (total Ki67+ cells)
	Student’s t-test
	CTRL vs uCMS (unpaired)
	t8 = 6.564
	0.0002***

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 8.118
	0.0116*

	
	
	
	PE
	F (1, 16) = 21.15
	0.0003***

	
	
	
	PE*AM
	F (1, 16) = 1.956
	0.1810

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.0934

	
	
	
	uCMS vs uCMS+AM+PE
	
	0.0002***

	
	
	
	uCMS vs uCMS+AM
	
	0.6175

	Figure 2a2
	Cell proliferation (dorsal Ki67+ cells)
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 2.298
	0.00506

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 0.05637
	0.8153

	
	
	
	PE
	F (1, 16) = 0.0098
	0.0098**

	
	
	
	PE*AM
	F (1, 16) = 4.435
	0.0514

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.8878

	
	
	
	uCMS vs uCMS+AM+PE
	
	0.0977

	
	
	
	uCMS vs uCMS+AM
	
	0.4319

	Figure 2a3
	Cell proliferation (ventral Ki67+ cells)
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 6.236
	0.0002***

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 7.120
	0.0168*

	
	
	
	PE
	F (1, 16) = 11.98
	0.0032**

	
	
	
	PE*AM
	F (1, 16) = 1.618
	0.2216

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.3129

	
	
	
	uCMS vs uCMS+AM+PE
	
	0.0014**

	
	
	
	uCMS vs uCMS+AM
	
	0.6429

	Figure 2c1
	Neuronal “acceleration” (total Ki76+DCX+ cells)
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 10.46
	<0.0001
****

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 8.392
	0.0105*

	
	
	
	PE
	F (1, 16) = 24.91
	0.0001***

	
	
	
	PE*AM
	F (1, 16) = 1.081
	0.3128

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.0336*

	
	
	
	uCMS vs uCMS+AM+PE
	
	0.0001***

	
	
	
	uCMS vs uCMS+AM
	
	0.4467

	Figure 2c2
	[bookmark: OLE_LINK39]Neuronal “acceleration” (dorsal Ki76+DCX+ cells)
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 4.905
	0.0012**

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 0.00282
	0.9583

	
	
	
	PE
	F (1, 16) = 7.246
	0.0160*

	
	
	
	PE*AM
	F (1, 16) = 14.50
	0.0015**

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.7721

	
	
	
	uCMS vs uCMS+AM+PE
	
	0.1661

	
	
	
	uCMS vs uCMS+AM
	
	0.0563

	Figure 2c3
	Neuronal “acceleration” (ventral Ki76+DCX+ cells)
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 4.442
	0.0022**

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 6.031
	0.0259*

	
	
	
	PE
	F (1, 16) = 6.663
	0.0201*

	
	
	
	PE*AM
	F (1, 16) = 0.02046
	0.8880

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.2381

	
	
	
	uCMS vs uCMS+AM+PE
	
	0.0070**

	
	
	
	uCMS vs uCMS+AM
	
	0.2740

	Figure 2c1
	[bookmark: OLE_LINK6]Neuronal differentiation (total DCX+ cells)
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 5.232
	0.0008***

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 1.329
	0.2659

	
	
	
	PE
	F (1, 16) = 20.30
	0.0004***

	
	
	
	PE*AM
	F (1, 16) = 0.1450
	0.7084

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.0263*

	
	
	
	uCMS vs uCMS+AM+PE
	
	0.0028**

	
	
	
	uCMS vs uCMS+AM
	
	0.9045

	Figure 2c2
	Neuronal differentiation (dorsal DCX+ cells)
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 4.375
	0.0024**

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 0.1411
	0.7122

	
	
	
	PE
	F (1, 16) = 10.87
	0.0045**

	
	
	
	PE*AM
	F (1, 16) = 2.146
	0.1620

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.4472

	
	
	
	uCMS vs uCMS+AM+PE
	
	0.4430

	
	
	
	uCMS vs uCMS+AM
	
	0.1335

	Figure 2c3
	Neuronal differentiation (ventral DCX+ cells)
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 3.667
	0.0063**

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 1.417
	0.2513

	
	
	
	PE
	F (1, 16) = 9.812
	0.0064**

	
	
	
	PE*AM
	F (1, 16) = 0.1090
	0.7456

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.0660

	
	
	
	uCMS vs uCMS+AM+PE
	
	0.0198*

	
	
	
	uCMS vs uCMS+AM
	
	0.5850

	
	
	
	
	
	

	Figure 2e1
	Neuronal survival (total BrdU+NeuN+ cells)
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 7.314
	[bookmark: OLE_LINK2]<0.0001
****

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 3.453
	0.0816

	
	
	
	PE
	F (1, 16) = 21.47
	0.0003***

	
	
	
	PE*AM
	F (1, 16) = 0.3436
	0.5659

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.0294*

	
	
	
	uCMS vs uCMS+AM+PE
	
	0.0008***

	
	
	
	uCMS vs uCMS+AM
	
	0.7012

	Figure 2e2
	Neuronal survival (dorsal BrdU+NeuN+ cells)
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 1.877
	0.0973

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 0.4432
	0.5151

	
	
	
	PE
	F (1, 16) = 1.169
	0.2957

	
	
	
	PE*AM
	F (1, 16) = 0.4808
	0.4980

	Figure 2e3
	Neuronal survival (ventral BrdU+NeuN+ cells)
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 3.786
	0.0053**

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 2.803
	0.1135

	
	
	
	PE
	F (1, 16) = 26.46
	<0.0001
****

	
	
	
	PE*AM
	F (1, 16) = 2.296
	0.1492

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.0609

	
	
	
	uCMS vs uCMS+AM+PE
	
	0.0006***

	
	
	
	uCMS vs uCMS+AM
	
	0.9993

	Figure 3b1
	Cell proliferation SGZ/GCL subregional preference (dorsal Ki67+ cells)
	Student’s 
t-tests (paired)
	CTRL_supra: SGZ vs GCL
	t4 = 38.29
	[bookmark: OLE_LINK3]<0.0001
****

	
	
	
	CTRL_infra: SGZ vs GCL
	t4 = 10.27
	0.0004***

	
	
	
	uCMS_supra: SGZ vs GCL
	t4 = 9.188
	0.0008***

	
	
	
	uCMS_infra: SGZ vs GCL
	t4 = 6.552
	0.0028**

	
	
	
	uCMS+PE_supra: SGZ vs GCL
	[bookmark: OLE_LINK14]t4 = 11.20
	0.0004***

	
	
	
	uCMS+PE_infra: SGZ vs GCL
	t4 = 19.71
	<0.0001
****

	
	
	
	uCMS+AM+PE_supra: SGZ vs GCL
	t4 = 29.51
	<0.0001
****

	
	
	
	uCMS+AM+PE_infra: SGZ vs GCL
	t4 = 19.81
	[bookmark: OLE_LINK4]<0.0001
****

	
	
	
	uCMS+AM_supra: SGZ vs GCL
	t4 = 5.573
	0.0051**

	
	
	
	uCMS+AM_infra: SGZ vs GCL
	t4 = 3.380
	0.0775

	Figure 3b2
	Cell proliferation SGZ/GCL subregional preference (ventral Ki67+ cells)
	Student’s 
t-tests (paired)
	CTRL_supra: SGZ vs GCL
	t4 = 15.60
	[bookmark: OLE_LINK5]<0.0001
****

	
	
	
	CTRL_infra: SGZ vs GCL
	t4 = 8.054
	0.0013**

	
	
	
	uCMS_supra: SGZ vs GCL
	t4 = 3.346
	0.0287*

	
	
	
	uCMS_infra: SGZ vs GCL
	t4 = 0.8065
	0.4651

	
	
	
	uCMS+PE_supra: SGZ vs GCL
	t4 = 6.484
	0.0029**

	
	
	
	uCMS+PE_infra: SGZ vs GCL
	t4 = 7.008
	0.0022**

	
	
	
	uCMS+AM+PE_supra: SGZ vs GCL
	t4 = 19.38
	<0.0001
****

	
	
	
	uCMS+AM+PE_infra: SGZ vs GCL
	t4 = 17.45
	<0.0001
****

	
	
	
	uCMS+AM_supra: SGZ vs GCL
	t4 = 2.292
	0.0837

	
	
	
	uCMS+AM_infra: SGZ vs GCL
	t4 = 3.210
	0.0326*

	Figure 3c1
	Cell proliferation supra/infra subregional preference (dorsal Ki67+ cells)
	Student’s 
t-tests (paired)
	CTRL_SGZ: supra vs infra
	t4 = 5.693
	0.0047**

	
	
	
	CTRL_GCL: supra vs infra
	t4 = 2.158
	0.0971

	
	
	
	uCMS_SGZ: supra vs infra
	t4 = 0.1747
	0.8698

	
	
	
	[bookmark: OLE_LINK16]uCMS_GCL: supra vs infra
	t4 = 2.949
	0.0420*

	
	
	
	uCMS+PE_SGZ: supra vs infra
	t4 = 1.294
	0.2653

	
	
	
	uCMS+PE_GCL: supra vs infra
	t4 = 0.8927
	0.4225

	
	
	
	uCMS+AM+PE_SGZ: supra vs infra
	t4 = 4.934
	0.0078**

	
	
	
	uCMS+AM+PE_GCL: supra vs infra
	t4 = 1.500
	0.2080

	
	
	
	uCMS+AM_SGZ: supra vs infra
	t4 = 1.217
	0.2904

	
	
	
	uCMS+AM_GCL: supra vs infra
	t4 = 1.527
	0.2015

	Figure 3c2
	Cell proliferation supra/infra subregional preference (ventral Ki67+ cells)
	Student’s 
t-tests (paired)
	CTRL_SGZ: supra vs infra
	t4 = 2.978
	0.0408*

	
	
	
	CTRL_GCL: supra vs infra
	t4 = 2.825
	0.0476*

	
	
	
	uCMS_SGZ: supra vs infra
	t4 = 1.833
	0.1408

	
	
	
	uCMS_GCL: supra vs infra
	t4 = 2.672
	0.0557

	
	
	
	uCMS+PE_SGZ: supra vs infra
	t4 = 0.9537
	0.3943

	
	
	
	uCMS+PE_GCL: supra vs infra
	t4 = 1.238
	0.2835

	
	
	
	uCMS+AM+PE_SGZ: supra vs infra
	t4 = 5.864
	0.0042**

	
	
	
	uCMS+AM+PE_GCL: supra vs infra
	t4 = 3.897
	0.0176*

	
	
	
	uCMS+AM_SGZ: supra vs infra
	t4 = 1.338
	0.2518

	
	
	
	uCMS+AM_GCL: supra vs infra
	t4 = 1.475
	0.2143

	Figure 3d1
	Neuronal “acceleration” dorsal/ventral subregional preference (Ki76+DCX+ cells)
	Student’s 
t-tests (paired)
	CTRL: dorsal vs ventral
	t4 = 1.473
	0.2147

	
	
	
	uCMS: dorsal vs ventral
	t4 = 4.084
	0.0151*

	
	
	
	uCMS+PE: dorsal vs ventral
	t4 = 2.348
	0.0787

	
	
	
	uCMS+AM+PE: dorsal vs ventral
	t4 = 1.167
	0.3080

	
	
	
	uCMS+AM: dorsal vs ventral
	t4 = 0.0298
	0.9776

	Figure 3d2
	Neuronal “acceleration” supra/infra subregional preference (Ki76+DCX+ cells)
	Student’s 
t-tests (paired)
	[bookmark: OLE_LINK40]CTRL: supra vs infra
	t4 = 6.185
	0.0035**

	
	
	
	uCMS: supra vs infra
	t4 = 0.1943
	0.8554

	
	
	
	uCMS+PE: supra vs infra
	t4 = 0.9216
	0.4089

	
	
	
	uCMS+AM+PE: supra vs infra
	t4 = 5.697
	0.0047**

	
	
	
	uCMS+AM: supra vs infra
	t4 = 1.059
	0.3494

	Figure 3e1
	Neuronal differentiation (DCX+ sub populations)
	Student’s 
t-tests (paired)
	[bookmark: OLE_LINK31]CTRL: progenitor vs immature
	t4 = 20.68
	<0.0001
****

	
	
	
	uCMS: progenitor vs immature
	t4 = 7.498
	0.0017**

	
	
	
	uCMS+PE: progenitor vs immature
	t4 = 7.090
	0.0021**

	
	
	
	uCMS+AM+PE: progenitor vs immature
	t4 = 11.44
	0.0003***

	
	
	
	uCMS+AM: progenitor vs immature
	t4 = 5.561
	0.0051**

	Figure 3e2
	[bookmark: OLE_LINK36]Neuronal differentiation dorsal/ventral subregional preference (DCX+ sub populations)
	Student’s 
t-tests (paired)
	CTRL_dorsal: progenitor vs immature
	t4 = 22.98
	[bookmark: OLE_LINK1]<0.0001
****

	
	
	
	CTRL_ventral: progenitor vs immature
	t4 = 21.00
	[bookmark: OLE_LINK8]<0.0001
****

	
	
	
	uCMS_dorsal: progenitor vs immature
	t4 = 6.302
	0.0032**

	
	
	
	uCMS_ventral: progenitor vs immature
	t4 = 5.917
	0.0041**

	
	
	
	uCMS+PE_dorsal: progenitor vs immature
	t4 = 11.59
	0.0003***

	
	
	
	uCMS+PE_ventral: progenitor vs immature
	t4 = 11.48
	0.0003***

	
	
	
	uCMS+AM+PE_dorsal: progenitor vs immature
	t4 = 17.42
	<0.0001
****

	
	
	
	uCMS+AM+PE_ventral: progenitor vs immature
	t4 = 9.313
	0.0007***

	
	
	
	uCMS+AM_dorsal: progenitor vs immature
	t4 = 4.653
	0.0096**

	
	
	
	[bookmark: OLE_LINK38]uCMS+AM_ventral: progenitor vs immature
	t4 = 6.620
	0.0027**

	Figure 3e3
	Neuronal differentiation supra/ventral subregional preference (DCX+ sub populations)
	Student’s 
t-tests (paired)
	CTRL_supra: progenitor vs immature
	t4 = 25.30
	[bookmark: OLE_LINK9]<0.0001
****

	
	
	
	CTRL_infra: progenitor vs immature
	t4 = 7.663
	0.0016**

	
	
	
	uCMS_supra: progenitor vs immature
	t4 = 5.227
	0.0064**

	
	
	
	uCMS_infra: progenitor vs immature
	t4 = 7.158
	0.0020**

	
	
	
	uCMS+PE_supra: progenitor vs immature
	t4 = 12.35
	0.0002***

	
	
	
	uCMS+PE_infra: progenitor vs immature
	t4 = 9.385
	0.0007***

	
	
	
	uCMS+AM+PE_supra: progenitor vs immature
	t4 = 9.052
	0.0008***

	
	
	
	uCMS+AM+PE_infra: progenitor vs immature
	t4 = 16.50
	[bookmark: OLE_LINK10]<0.0001
****

	
	
	
	uCMS+AM_supra: progenitor vs immature
	t4 = 3.517
	0.0245*

	
	
	
	uCMS+AM_infra: progenitor vs immature
	t4 = 5.893
	0.0041**

	Figure 3g1
	Neuronal survival SGZ/GCL subregional preference (dorsal BrdU+NeuN+ cells)
	Student’s 
t-tests (paired)
	CTRL_supra: SGZ vs GCL
	t4 = 11.89
	0.0003***

	
	
	
	CTRL_infra: SGZ vs GCL
	t4 = 2.033
	0.1118

	
	
	
	uCMS_supra: SGZ vs GCL
	t4 = 0.7255
	0.5083

	
	
	
	uCMS_infra: SGZ vs GCL
	t4 = 1.403
	0.2333

	
	
	
	uCMS+PE_supra: SGZ vs GCL
	t4 = 20.92
	<0.0001
****

	
	
	
	uCMS+PE_infra: SGZ vs GCL
	t4 = 1.177
	0.3046

	
	
	
	uCMS+AM+PE_supra: SGZ vs GCL
	t4 = 6.931
	0.0023**

	
	
	
	uCMS+AM+PE_infra: SGZ vs GCL
	t4 = 2.138
	0.0993

	
	
	
	uCMS+AM_supra: SGZ vs GCL
	t4 = 0.9754
	0.3846

	
	
	
	uCMS+AM_infra: SGZ vs GCL
	t4 = 1.421
	0.2283

	Figure 3g2
	Neuronal survival SGZ/GCL subregional preference (ventral BrdU+NeuN+ cells)
	Student’s 
t-tests (paired)
	CTRL_supra: SGZ vs GCL
	t4 = 3.582
	0.0231*

	
	
	
	CTRL_infra: SGZ vs GCL
	t4 = 1.965
	0.1209

	
	
	
	uCMS_supra: SGZ vs GCL
	t4 = 0.3183
	0.7662

	
	
	
	uCMS_infra: SGZ vs GCL
	t4 = 0.8368
	0.4498

	
	
	
	uCMS+PE_supra: SGZ vs GCL
	t4 = 2.090
	0.1048

	
	
	
	uCMS+PE_infra: SGZ vs GCL
	t4 = 2.418
	0.0729

	
	
	
	uCMS+AM+PE_supra: SGZ vs GCL
	t4 = 8.576
	0.0010**

	
	
	
	uCMS+AM+PE_infra: SGZ vs GCL
	t4 = 6.262
	0.0033**

	
	
	
	uCMS+AM_supra: SGZ vs GCL
	t4 = 2.400
	0.0743

	
	
	
	uCMS+AM_infra: SGZ vs GCL
	t4 = 1.000
	0.3739

	Figure 3h1
	Neuronal survival supra/infra subregional preference (dorsal BrdU+NeuN+ cells)
	Student’s 
t-tests (paired)
	CTRL_SGZ: supra vs infra
	t4 = 5.235
	0.0064**

	
	
	
	CTRL_GCL: supra vs infra
	t4 = 0.3596
	0.7373

	
	
	
	uCMS_SGZ: supra vs infra
	t4 = 0.09633
	0.9279

	
	
	
	uCMS_GCL: supra vs infra
	t4 = 0.5345
	0.6213

	
	
	
	uCMS+PE_SGZ: supra vs infra
	t4 = 3.648
	0.0218*

	
	
	
	uCMS+PE_GCL: supra vs infra
	t4 = 1.596
	0.1856

	
	
	
	uCMS+AM+PE_SGZ: supra vs infra
	t4 = 5.187
	0.0066**

	
	
	
	uCMS+AM+PE_GCL: supra vs infra
	t4 = 0.3297
	0.7582

	
	
	
	uCMS+AM_SGZ: supra vs infra
	t4 = 2.094
	0.1044

	
	
	
	uCMS+AM_GCL: supra vs infra
	t4 = 0.5058
	0.6396

	Figure 3h2
	Neuronal survival supra/infra subregional preference (ventral BrdU+NeuN+ cells)
	Student’s 
t-tests (paired)
	CTRL_SGZ: supra vs infra
	t4 = 6.602
	0.0027**

	
	
	
	CTRL_GCL: supra vs infra
	t4 = 0.08114
	0.9392

	
	
	
	uCMS_SGZ: supra vs infra
	t4 = 1.526
	0.2016

	
	
	
	uCMS_GCL: supra vs infra
	t4 = 0.3547
	0.7407

	
	
	
	uCMS+PE_SGZ: supra vs infra
	t4 = 1.956
	0.1222

	
	
	
	uCMS+PE_GCL: supra vs infra
	t4 = 0.5742
	0.5965

	
	
	
	uCMS+AM+PE_SGZ: supra vs infra
	t4 = 3.464
	0.0257*

	
	
	
	uCMS+AM+PE_GCL: supra vs infra
	t4 = 1.997
	0.1166

	
	
	
	uCMS+AM_SGZ: supra vs infra
	t4 = 1.219
	0.2662

	
	
	
	uCMS+AM_GCL: supra vs infra
	t4 = 0.7747
	0.4817

	Figure 4a1
	Granular Iba1 occupancy
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 4.620
	0.0017**

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 2.729
	0.1180

	
	
	
	PE
	F (1, 16) = 6.210
	0.0241*

	
	
	
	PE*AM
	F (1, 16) = 0.001518
	0.9624

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.2141

	
	
	
	uCMS vs uCMS+AM+PE
	 
	0.0256*

	
	
	
	uCMS vs uCMS+AM
	
	0.5075

	Figure 4b1
	Granular MBP occupancy
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 3.436
	0.0089**

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 0.1760
	0.1760

	
	
	
	PE
	F (1, 16) = 0.9122
	0.9122

	
	
	
	PE*AM
	F (1, 16) = 1.557
	0.2300

	Figure 4c1
	Granular GFAP occupancy
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 0.5243
	0.6143

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 0.9127
	0.3536

	
	
	
	PE
	F (1, 16) = 0.2461
	0.6266

	
	
	
	PE*AM
	F (1, 16) = 0.1885
	0.6700

	Figure 4a2
	Hilar Iba1 occupancy
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 0.8259
	0.4328

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 0.003584
	0.9530

	
	
	
	PE
	F (1, 16) = 0.8248
	0.3773

	
	
	
	PE*AM
	F (1, 16) = 0.511
	0.4850

	Figure 4b2
	Hilar MBP occupancy
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 0.3009
	0.7712

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 0.01100
	0.9178

	
	
	
	PE
	F (1, 16) = 1.115
	0.3068

	
	
	
	PE*AM
	F (1, 16) = 0.4514
	0.5133

	Figure 4c2
	Hilar GFAP occupancy
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 4.074
	0.0036**

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 2.435
	0.1382

	
	
	
	PE
	F (1, 16) = 5.031
	0.0394*

	
	
	
	PE*AM
	F (1, 16) = 0.03667
	0.8507

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.3610

	
	
	
	uCMS vs uCMS+AM+PE
	 
	0.0413*

	
	
	
	uCMS vs uCMS+AM
	
	0.6558

	Figure 4e
	TNFα expression
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t11 = 1.456
	0.1732

	
	
	Two-way ANOVA
	AM
	F (1, 19) = 7.283
	0.0142*

	
	
	
	PE
	F (1, 19) = 8.740
	0.0081**

	
	
	
	PE*AM
	F (1, 19) = 0.7629
	0.3933

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.0317*

	
	
	
	uCMS vs uCMS+AM+PE
	 
	0.0017**

	
	
	
	uCMS vs uCMS+AM
	
	0.0596

	
Figure 4f
	
IL-1β expression
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t10 = 2.165
	0.0557

	
	
	Two-way ANOVA
	AM
	F (1, 20) = 1.211
	0.2811

	
	
	
	PE
	F (1, 20) = 3.118
	0.0927

	
	
	
	PE*AM
	F (1, 20) = 0.09053
	0.7666

	Figure 4g
	IL-10 expression
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t10 = 0.7400
	0.4763

	
	
	Two-way ANOVA
	AM
	F (1, 19) = 1.303
	0.2678

	
	
	
	PE
	F (1, 19) = 0.5558
	0.4651

	
	
	
	PE*AM
	F (1, 19) = 0.1015
	0.7535

	Figure 4h
	Arginase expression
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t11 = 1.302
	0.2196

	
	
	Two-way ANOVA
	AM
	F (1, 20) = 6.504
	0.0191*

	
	
	
	PE
	F (1, 20) = 0.000426
	0.9837

	
	
	
	PE*AM
	F (1, 20) = 0.02561
	0.8745

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.9985

	
	
	
	uCMS vs uCMS+AM+PE
	 
	0.1715

	
	
	
	uCMS vs uCMS+AM
	
	0.1904

	Figure 4i
	iNOS expression
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t11 = 1.070
	0.3075

	
	
	Two-way ANOVA
	AM
	F (1, 20) = 2.594
	0.1238

	
	
	
	PE
	F (1, 20) = 0.1095
	0.7443

	
	
	
	PE*AM
	F (1, 20) = 0.2307
	0.6365

	Figure 5a1
	CORT levels
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t13 = 3.612
	0.0032**

	
	
	Two-way ANOVA
	AM
	F (1, 30) = 1.255
	0.2715

	
	
	
	PE
	F (1, 30) = 0.6558
	0.4244

	
	
	
	PE*AM
	F (1, 30) = 0.02519
	0.8750

	Figure 5a1
	BDNF levels
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t13 = 0.1874
	0.8543

	
	
	Two-way ANOVA
	AM
	F (1, 31) = 6.045
	0. 0197*

	
	
	
	PE
	F (1, 31) = 0.2273
	0.6369

	
	
	
	PE*AM
	F (1, 31) = 0.2896
	0.5943

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.9661

	
	
	
	uCMS vs uCMS+AM+PE
	 
	0.0494*

	
	
	
	uCMS vs uCMS+AM
	
	0.1907

	Figure 5a2
	CORT*BDNF
	Linear regression
	CTRL
	F (1, 7) = 0.1151
	0.7482

	
	
	
	uCMS
	F (1, 7) = 10.07
	0.0192*

	
	
	
	uCMS+PE
	F (1, 7) = 1.857
	0.2152

	
	
	
	uCMS+AM+PE
	F (1, 7) = 0.2373
	0.8819

	
	
	
	UCMS+AM
	F (1, 7) = 3.395
	0.1079

	Figure 5c1
	Correlational matrix CTRL
	Correlation (confidence interval 95%) 
	DCX * FST
	Person r: 0.958
	0.0091**

	
	
	
	Ki67 * BDNF
	Person r: -0.909
	0.03249*

	
	
	
	BrdU/NeuN * BDNF
	Person r: 0.931
	0.02125*

	
	
	
	Iba1 * GFAP
	Person r: 0.997
	<0.0001
****

	Figure 5c2
	Correlational matrix uCMS
	Correlation (confidence interval 95%) 
	GFAP * FST
	Person r: -0.959
	0.0098**

	
	
	
	Iba1 * NOR
	Person r: -0.907
	0.0490*

	Figure 5c3
	Correlational matrix uCMS+PE
	Correlation (confidence interval 95%) 
	GFAP * EPM
	Person r: -0.960
	0.0094**

	
	
	
	Ki67 * SST
	Person r: -0.912
	0.0309*

	
	
	
	EPM * BDNF
	Person r: 0.904
	0.0351*

	
	
	
	MBP * DCX
	Person r: 0.933
	0.0207*

	Figure 5c4
	Correlational matrix uCMS+AM
	Correlation (confidence interval 95%) 
	MBP * FST
	Person r: 0.979
	0.004**

	
	
	
	Iba1 * SST
	Person r: -0.973
	0.041*

	
	
	
	DCX * BDNF
	Person r: -0.949
	0.014*

	
	
	
	BrdU/NeuN * BDNF
	Person r: -0.880
	0.049*

	Figure 5c5
	Correlational matrix uCMS+ AM+PE
	Correlation (confidence interval 95%) 
	BrdU/NeuN * OF
	Person r: 0.897
	0.039*

	
	
	
	Ki67 * Ki67/DCX
	Person r: 0.888
	0.044*

	
	
	
	DCX * GFAP
	Person r: 0.948
	0.014*

	Figure S1b
	EPM (% time open arms)
	One-way ANOVA
	HU
	F (2, 13) = 1.386
	0.2847

	
	
	One-way ANOVA
	AM
	F (2, 13) = 4.367
	0.0328*

	
	
	
	AM0.5
	
	0.1283

	
	
	
	AM5
	
	0.0428*

	Figure S1c
	FST (time in immobile behaviour)
	One-way ANOVA
	HU
	F (2, 12) = 0.7908
	0.4758

	
	
	One-way ANOVA
	AM
	F (2, 12) = 5.305
	0.0224*

	
	
	
	AM0.5
	
	0.0212*

	
	
	
	AM5
	
	0.0764

	Figure S1d
	NOR (% exploration time)
	Student’s 
t-tests (paired)
	CTRL_f vs CTRL_n
	t7 = 6.379
	0.0004***

	
	
	
	HU0.5_f vs HU0.5_n
	t3 = 3.444
	0.0411*

	
	
	
	HU5_f vs HU5_n
	t3 = 4.198
	0.0247*

	
	
	Student’s 
t-tests (paired)
	CTRL_f vs CTRL_n
	t7 = 6.379
	0.0004***

	
	
	
	AM0.5_f vs AM0.5_n
	t3 = 1.412
	0.2528

	
	
	
	AM5_f vs AM5_n
	t3 = 0.8013
	0.4815

	Figure S1e1
	Neuronal differentiation (total DCX+ cells)
	One-way ANOVA
	HU
	F (2, 9) = 6.118
	0.0210*

	
	
	
	HU0.5
	
	0.4965

	
	
	
	HU5
	
	0.0140*

	
	
	One-way ANOVA
	AM
	F (2, 9) = 0.7070
	0.5186

	Figure S1e2
	Neuronal differentiation (total BrdU+DCX+ cells)
	One-way ANOVA
	HU
	F (2, 9) = 7.352
	0.0128*

	
	
	
	HU0.5
	
	0.0131*

	
	
	
	HU5
	
	0.0209*

	
	
	One-way ANOVA
	AM
	F (2, 9) = 0.2.203
	0.1664

	Figure S1h
	EPM (% time open arms)
	Student’s 
t-test
	CTRL vs PE (unpaired)
	t17 = 1.896
	0.0750

	Figure S1i
	SST (latency)
	Student’s 
t-test
	CTRL vs PE (unpaired)
	t17 = 0.8052
	0.4318

	Figure S1j
	FST (time in immobile behaviour)
	Student’s 
t-test
	CTRL vs PE (unpaired)
	t17 = 0.8674
	0.3978

	Figure S1k
	OF (% time in centre)
	Student’s 
t-test
	CTRL vs PE (unpaired)
	t17 = 1.808
	0.0884

	Figure S1l
	NOR (% exploration time)
	Student’s 
t-test (paired)
	CTRL_f vs CTRL_n
	t8 = 3.507
	0.0080**

	
	
	
	PE_f vs PE_n
	t9 = 7.137
	<0.0001
****

	Figure S2c1
	Weight variation
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t66 = 2.731
	0.0081**

	Figure S3b
	EPM (% time open arms)
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t16 = 3.492
	0.0030**

	
	
	Two-way ANOVA
	HU
	F (1, 31) = 2.469
	0.1263

	
	
	
	PE
	F (1, 31) = 2.789
	0.1050

	
	
	
	PE*HU
	F (1, 31) = 17.05
	0.0003***

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.2476

	
	
	
	uCMS vs uCMS+HU+PE
	
	0.0579

	
	
	
	uCMS vs uCMS+HU
	
	0.1779

	Figure S3c
	SST (latency)
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t16 = 3.941
	0.0012**

	
	
	Two-way ANOVA
	HU
	F (1, 35) = 0.1943
	0.6620

	
	
	
	PE
	F (1, 35) = 2.430
	0.1280

	
	
	
	PE*HU
	F (1, 35) = 0.01703
	0.8969

	Figure S3d
	FST (time in immobile behaviour)
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t16 = 6.087
	<0.0001
****

	
	
	Two-way ANOVA
	HU
	F (1, 34) = 1.117
	0.2980

	
	
	
	PE
	F (1, 34) = 4.131
	0.0500*

	
	
	
	PE*HU
	F (1, 34) = 1.419
	0.2419

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.0735

	
	
	
	uCMS vs uCMS+HU+PE
	
	0.0898

	
	
	
	uCMS vs uCMS+HU
	
	0.2934

	Figure S3e
	OF (% time in centre)
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t15 = 1.800
	0.0920

	
	
	Two-way ANOVA
	HU
	F (1, 34) = 1.017
	0.3204

	
	
	
	PE
	F (1, 34) = 0.2177
	0.6438

	
	
	
	PE*HU
	F (1, 34) = 0.8822
	0.3542

	Figure S3f
	NOR (% exploration time)
	Student’s 
t-tests (paired)
	CTRL_f vs CTRL_n
	t8 = 8.525
	<0.0001
****

	
	
	
	uCMS_f vs uCMS_n
	t8 = 0.8505
	0.4198

	
	
	
	uCMS+PE_f vs uCMS+PE_n
	t9 = 5.696
	0.0003***

	
	
	
	uCMS+HU+PE_f vs uCMS+HU+PE_n
	t9 = 2.023
	0.0738

	
	
	
	uCMS+HU_f vs uCMS+HU_n
	t9 = 0.7821
	0.4567

	Figure S4a1
	Granular Iba1 occupancy
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 4.620
	0.0017**

	
	
	Two-way ANOVA
	HU
	F (1, 16) = 2.156
	0.1614

	
	
	
	PE
	F (1, 16) = 3.678
	0.0732

	
	
	
	PE*HU
	F (1, 16) = 0.6102
	0.4461

	Figure S4b1
	Granular MBP occupancy
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 3.436
	0.0089**

	
	
	Two-way ANOVA
	HU
	F (1, 16) = 5.397
	0.0337*

	
	
	
	PE
	F (1, 16) = 0.02753
	0.8703

	
	
	
	PE*HU
	F (1, 16) = 0.4723
	0.5018

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.8775

	
	
	
	uCMS vs uCMS+HU+PE
	
	0.2247

	
	
	
	uCMS vs uCMS+HU
	
	0.1194

	Figure S4c1
	Granular GFAP occupancy
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 0.5243
	0.6143

	
	
	Two-way ANOVA
	HU
	F (1, 16) = 0.5894
	0.4538

	
	
	
	PE
	F (1, 16) = 0.2619
	0.6158

	
	
	
	PE*HU
	F (1, 16) = 0.3365
	0.5699

	Figure S4a2
	Hilar Iba1 occupancy
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 0.8259
	0.4328

	
	
	Two-way ANOVA
	HU
	F (1, 16) = 0.01663
	0.8990

	
	
	
	PE
	F (1, 16) = 3580
	0.5580

	
	
	
	PE*HU
	F (1, 16) = 0.1592
	0.6952

	Figure S4b2
	Hilar MBP occupancy
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 0.3009
	0.7712

	
	
	Two-way ANOVA
	HU
	F (1, 16) = 0.6207
	0.4423

	
	
	
	PE
	F (1, 16) = 0.6532
	0.4308

	
	
	
	PE*HU
	F (1, 16) = 0.2544
	0.6209

	Figure S4c2
	Hilar GFAP occupancy
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 4.074
	0.0036**

	
	
	Two-way ANOVA
	HU
	F (1, 16) = 0.1714
	0.6844

	
	
	
	PE
	F (1, 16) = 3.579
	0.0767

	
	
	
	PE*HU
	F (1, 16) = 0.000251
	0.9875

	Figure S4d
	TNFα expression
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t11 = 1.456
	0.1732

	
	
	Two-way ANOVA
	HU
	F (1, 21) = 0.1640
	0.6896

	
	
	
	PE
	F (1, 21) = 2.147
	0.1576

	
	
	
	PE*HU
	F (1, 21) = 6.413
	0.0194*

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.0296*

	
	
	
	uCMS vs uCMS+HU+PE
	 
	0.4371

	
	
	
	uCMS vs uCMS+HU
	
	0.1132

	Figure S4e
	IL-1β expression
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t10 = 2.165
	0.0557

	
	
	Two-way ANOVA
	HU
	F (1, 20) = 2.242
	0.1499

	
	
	
	PE
	F (1, 20) = 0.09377
	0.7626

	
	
	
	PE*HU
	F (1, 20) = 0.6887
	0.4164

	Figure S4f
	IL-10 expression
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t10 = 0.7400
	0.4763

	
	
	Two-way ANOVA
	HU
	F (1, 20) = 1.039 
	0.3203

	
	
	
	PE
	F (1, 20) = 0.4504
	0.5098

	
	
	
	PE*HU
	F (1, 20) = 1.782
	0.1969

	Figure S4g
	Arginase expression
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t11 = 1.302
	0.2196

	
	
	Two-way ANOVA
	HU
	F (1, 20) = 0.8134
	0.3778

	
	
	
	PE
	F (1, 20) = 0.1501
	0.7025

	
	
	
	PE*HU
	F (1, 20) = 0.2680
	0.6103

	Figure S4h
	iNOS expression
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t11 = 1.070
	0.3075

	
	
	Two-way ANOVA
	HU
	F (1, 20) = 0.2389
	0.6304

	
	
	
	PE
	F (1, 20) = 0.1469
	0.7056

	
	
	
	PE*HU
	F (1, 20) = 0.06651
	0.7991

	Table 1

(Ki67+ cells)
	Dorsal:
Supra SGZ
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 1.504
	0.1710

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 0.000266
	0.9872

	
	
	
	PE
	F (1, 16) = 0.6584
	0.4290

	
	
	
	PE*AM
	F (1, 16) = 0.05717
	0.8141

	
	Dorsal:
Infra SGZ
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 0.1372
	0.8943

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 0.02689
	0.8718

	
	
	
	PE
	F (1, 16) = 0.2637
	0.6146

	
	
	
	PE*AM
	F (1, 16) = 1.042
	0.3224

	
	Dorsal:
Supra GCL
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 9.113
	<0.0001
****

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 4.705
	0.0455*

	
	
	
	PE
	F (1, 16) = 10.19
	0.0057**

	
	
	
	PE*AM
	F (1, 16) = 1.140
	0.3014

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.0246*

	
	
	
	uCMS vs uCMS+AM+PE
	 
	0.0048**

	
	
	
	uCMS vs uCMS+AM
	
	0.1042

	
	Dorsal:
Infra GCL
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 3.458
	0.0086**

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 1.406
	0.2530

	
	
	
	PE
	F (1, 16) = 0.03516
	0.8536

	
	
	
	PE*AM
	F (1, 16) = 0.6161
	0.4440

	
	Ventral:
Supra SGZ
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 3.245
	0.0118*

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 0.03410
	0.8558

	
	
	
	PE
	F (1, 16) = 1.866
	0.1908

	
	
	
	PE*AM
	F (1, 16) = 0.09193
	0.7656

	
	Ventral:
Infra SGZ
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 0.09911
	0.9235

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 0.03835
	0.8472

	
	
	
	PE
	F (1, 16) = 0.2402
	0.6307

	
	
	
	PE*AM
	F (1, 16) = 0.3135
	0.5833

	
	Ventral:
Supra GCL
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 2.874
	0.0207*

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 0.04658
	0.8318

	
	
	
	PE
	F (1, 16) = 9.315
	0.0076*

	
	
	
	PE*AM
	F (1, 16) = 1.053
	0.3201

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.0321*

	
	
	
	uCMS vs uCMS+AM+PE
	 
	0.1750

	
	
	
	uCMS vs uCMS+AM
	
	0.9230

	
	Ventral:
Infra GCL
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 1.487
	0.1752

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 0.5395
	0.4733

	
	
	
	PE
	F (1, 16) = 1.029
	0.3256

	
	
	
	PE*AM
	F (1, 16) = 1.013
	0.3291

	Table 1

(BrdU+NeuN+ cells)
	Dorsal:
Supra SGZ
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 7.732
	<0.0001
****

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 5.441
	0.0331

	
	
	
	PE
	F (1, 16) = 35.99
	<0.0001 ****

	
	
	
	PE*AM
	F (1, 16) = 0.08838
	0.7701

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.0012***

	
	
	
	uCMS vs uCMS+AM+PE
	 
	<0.0001 ****

	
	
	
	uCMS vs uCMS+AM
	
	0.2249

	
	Dorsal:
Infra SGZ
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 0.4664
	0.6534

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 0.03946
	0.8450

	
	
	
	PE
	F (1, 16) = 0.8185
	0.3790

	
	
	
	PE*AM
	F (1, 16) = 0.7569
	0.3972

	
	Dorsal:
Supra GCL
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 5.039
	0.0010**

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 0.1293
	0.7239

	
	
	
	PE
	F (1, 16) = 11.68
	0.0035**

	
	
	
	PE*AM
	F (1, 16) = 0.01387
	0.9077

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.0693

	
	
	
	uCMS vs uCMS+AM+PE
	 
	0.0493*

	
	
	
	uCMS vs uCMS+AM
	
	0.9824

	
	Dorsal:
Infra GCL
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 4.084
	0.0035**

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 16.42
	0.0009***

	
	
	
	PE
	F (1, 16) = 14.17
	0.0017**

	
	
	
	PE*AM
	F (1, 16) = 3.695
	0.0726

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.0019**

	
	
	
	uCMS vs uCMS+AM+PE
	 
	0.0001***

	
	
	
	uCMS vs uCMS+AM
	
	0.0030**

	
	Ventral:
Supra SGZ
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 3.934
	0.0043**

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 14.65
	0.0015**

	
	
	
	PE
	F (1, 16) = 8.226
	0.0112*

	
	
	
	PE*AM
	F (1, 16) = 0.7156
	0.4100

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.4323

	
	
	
	uCMS vs uCMS+AM+PE
	 
	0.0007***

	
	
	
	uCMS vs uCMS+AM
	
	0.1456

	
	Ventral:
Infra SGZ
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 2.452
	0.0468*

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 6.287
	0.0233*

	
	
	
	PE
	F (1, 16) = 0.5365
	0.4745

	
	
	
	PE*AM
	F (1, 16) = 6.097
	0.0252*

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.1093

	
	
	
	uCMS vs uCMS+AM+PE
	 
	0.1038

	
	
	
	uCMS vs uCMS+AM
	
	0.0085**

	
	Ventral:
Supra GCL
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 0.1810
	0.8609

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 4220
	0.1590

	
	
	
	PE
	F (1, 16) = 0.007968
	0.9300

	
	
	
	PE*AM
	F (1, 16) = 1.188
	0.2919

	
	Ventral:
Infra GCL
	Student’s 
t-test
	CTRL vs uCMS (unpaired)
	t8 = 0.9618
	0.3643

	
	
	Two-way ANOVA
	AM
	F (1, 16) = 1.285
	0.2737

	
	
	
	PE
	F (1, 16) = 8.827
	0.0090**

	
	
	
	PE*AM
	F (1, 16) = 6.121
	0.0249*

	
	
	Post-hoc
	uCMS vs uCMS+PE
	
	0.9803

	
	
	
	uCMS vs uCMS+AM+PE
	 
	0.0308*

	
	
	
	uCMS vs uCMS+AM
	
	0.7345




