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Fig. S1. Effect of single subcutaneous administration of psilocybin in diet-induced obese
mice. Diet-induced obese mice received a single subcutaneous injection of psilocybin at
0.3 mg/kg, 1 mg/kg, 3 mg/kg or vehicle (n=6). A) Body weight and food intake were
recorded in the five days after administration, no significant difference in body weight
between any groups after five days of administration B) Food intake. C) Water intake
following a single injection of 1 mg/kg psilocybin or vehicle (n=7 per group) to a separate
cohort of mice in indirect calorimetry cages (mice on HFD). D) Effect of a single high
dose of psilocybin (3 mg/kg) or vehicle on voluntary wheel behavior (24 hours), (n=8 per
group). 1) Running distance in the five days following injection with psilocybin (3 mg/kg)
or vehicle (n=8 per group). E) F) Relative gene expression of thermogenic genes in BAT,
3 hours after injection of psilocybin (3 mg/kg) or vehicle (n=8 per group). G) Relative
gene expression of thermogenic genes in BAT, 4 weeks after injection of psilocybin (3
mg/kg) or vehicle (n=8 per group). Data are presented as mean + SEM.
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Fig S2. Effect of a single administration of psilocybin on glucose homeostasis in diet-induce
obese mice. On the final day (day 12) of the ‘food intake and body weight’ study in DIO mice, a
glucose tolerance test was performed. Mice were fasted for five hours before receiving a single
intraperitoneal injection of 1.5 g/kg glucose dissolved in isotonic saline. A handheld glucometer
(Contour XT, Bayer) was used to measure blood glucose in blood from the tail tip both before (0
minutes) and 15, 30, 60 and 120 minutes after injection (n=8 per group). A) Glucose tolerance test
B) AUC of glucose tolerance test. Data analyzed by two-way ANOVA (A) and unpaired t-test
(B).Data are presented as mean + SEM.
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Fig. S3. Binge-eating paradigm and sucrose preference test with microdoses of psilocybin.
A) Binge cycle 2. B) Binge cycle 3 (n=20 mice in continuous group, n=19 mice in intermittent
group). 9 data points excluded from binge cycle 2, and 6 from binge cycle 3 due to scale error.

C) Sucrose intake following daily injection of psilocybin (0.3 mg/kg) or vehicle (n=8 per group).
D)*P<0.05, **P<0.01, ***P<0.001, ****P<0.0001. (A,B, C, D, E) analyzed by unpaired t-test F)
Analyzed with two-way ANOVA. Data are presented as mean + SEM,



