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Supplemental Information
Supplemental Methods and Materials - Experiments Reported in Manuscript
Experiment 2 – Drug Administration 
Fluoxetine hydrochloride powder was dissolved in tap water at a daily dose of approximately 10mg/kg. The vehicle was tap water. Fluoxetine and vehicle were made available ad libitum in their drinking water in bottles covered with aluminium foil to protect the drug from light, as per Graham, Dong, and Richardson (2018). Given that fluoxetine is relatively stable when dissolved in water, the drinking water containing the drug was changed every two days. Rats in boxes receiving fluoxetine were weighed every second day. The drinking bottles in their box were also weighed to determine the amount of fluid consumed over the two-day period. The appropriate amount of fluoxetine powder to be administered was calculated based upon the average weight of the rats in each box. The fluoxetine powder was then mixed in the same amount of water that was consumed over the previous two days in each box. This procedure ensured that rats were administered a stable dose of fluoxetine despite variations in the amount of fluid consumed between boxes or across the experiment. That is, if one box of rats drank a smaller amount of water over the last two days, fluoxetine would be administered in a smaller amount of water for the next two days, meaning that these rats would still ingest the appropriate dose of fluoxetine, albeit with slight variations in the fluoxetine to water ratio. Although this procedure meant that there were slight variations in the actual dose of fluoxetine received by each individual rat, depending on how much water they drank, this method was preferable to individually housing animals or delivering fluoxetine chronically via daily injections as these procedures would be highly stressful for the animals and potentially confound measures of conditioned fear and anxiety-like behaviour. Moreover, administrating SSRIs to animals via their drinking water is a common practice having been conducted numerous times in the literature (Graham et al., 2018; Gunduz-Cinar et al., 2016; Karpova et al., 2011; Lebrón-Milad et al., 2013; Norcross et al., 2008). The total volume of water in which the fluoxetine was dissolved was adjusted as necessary so that the amount of water remaining in the bottles after 2 days was between 50 and 100 mL. This ensured that the rats had sufficient drinking water while still receiving the correct dose of fluoxetine. To control for any potential effects of handling on behaviour, vehicle-treated rats and their drinking bottles were weighed on the same days as those receiving fluoxetine. The drug administration procedure continued until the end of the experiment, once all rats in the box had been euthanised. Given that rats were euthanised 30 min after the initiation of the EPM, this meant that the number of rats in each box was continually reduced throughout the experiment. When this occurred, the total amount of fluoxetine was adjusted to the appropriate number of rats in the box

Supplemental Results
Experiment 2 - Body weight during the drug administration period 
A mixed model ANOVA with the between-subjects of reproductive status (nulliparous or primiparous) and drug (fluoxetine or vehicle) and the within-subjects factor of time (Days 1, 3, 5, 7, 9, 11, 13) was used to analyse body weight during the two-week drug administration period. Body weight decreased across the two week administration period prior to behavioural testing (significant effect of day; F(6,282)=29.52, p<.001; see Fig. S1). There was no significant main effect of drug or reproductive status, and no significant interaction between factors (largest F(1,47)=1.87, p=.18). However, there was a significant day x drug interaction (F(6,282)=47.54,  <.001), significant day x reproductive status interaction (F(6,282)=12.78, p<.001) and a significant day x drug x reproductive status interaction (F(6,282)=6.62, p<.001). Follow up t-tests revealed that nulliparous-fluoxetine rats had significantly lower weight compared to nulliparous-vehicle rats on day 9 (t(23)=2.12, p .045, d=.86), as well as day 11 (t(23)=2.05, p=.052, d=.84) and day 13 (t(23)=1.90, p=.07, d=.78) but these effects did not reach significance. In contrast, primiparous-fluoxetine rats and primiparous-vehicle rats showed comparable body weight on all days (largest t(24)=1.01, p=.32, d=.40). 
[bookmark: _Hlk141452667]These findings suggest that chronic fluoxetine led to weight loss in nulliparous rats but had no effect in primiparous rats. The finding that chronic fluoxetine led to weight loss in nulliparous rats is consistent with studies showing that sub-chronic and chronic administration of fluoxetine reduces body weight in male rats using various modes of delivery, such as intraperitoneal injection (Damjanoska et al., 2003; Horowitz et al., 2003; Perrone et al., 2004). In addition, meta-analyses in humans have shown that weight loss is a common side effect of fluoxetine treatment (Domecq et al., 2015; Serretti & Mandelli, 2010).Together, these findings suggest that the loss of body weight in nulliparous rats was due to the pharmacological properties of the drug, rather than the oral mode of delivery (e.g., due to fluoxetine altering the taste of the water which reduced water and food consumption). In addition, similar to the current experiment, Workman et al. (2016) found that chronic fluoxetine reduced body weight in nulliparous but not primiparous rats during the postpartum period (i.e., a few days post-weaning). Together, these findings suggest that the effects of chronic fluoxetine on body weight dynamics may be altered in females following reproductive experience. In addition, it is possible that reproductive experience alters the metabolism of fluoxetine, although to our knowledge, no studies have assessed this possibility.
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Fig. S1. Nulliparous and primiparous rats were administered fluoxetine or vehicle via their drinking water for two weeks prior to behavioural testing, with rats being weighed every second day prior to changing the water. (A) Mean (±SEM) body weight of groups Nulliparous-Vehicle (n = 15), Nulliparous-Fluoxetine (n = 10), Primiparous-Vehicle (n = 16), Primiparous-Fluoxetine (n = 10). *Nulliparous-Fluoxetine < Nulliparous Proestrus on day 9 (p < .05). 
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