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Supplementary Fig. 1: Body composition and glucose metabolism in Cana-fed mice. Body weight (A) and fat mass (B) after 4 weeks of Cana treatment. HOMA IR at 12 months of age for males (C) and females (D). Glucose tolerance test at 12 months of age in males (E) and females (F). Data represented as mean ± SEM, n= 4-6 mice/group. Two-way ANOVA followed by Newman-Keuls analysis (B-C, E-F, H-I, K-L, N-O, and Q-R). *p<0.05, **p<0.01, ***p<0.001. P values for the effect of diet, sex, and the interaction represent the significant p values from the two-way ANOVA. 

Supplementary Fig. 2: Energy homeostasis parameters measured in 12-month-old Cana-fed mice. (A-F) Respiratory exchange ratio (RER) for (A-C) males and (D-F) females. (G-L) Locomotor activity in (G-I) males and (J-L) females. Food intake in (M) males and (N) females. Water intake in males (O) and females (P). Data represented as mean ± SEM, n= 5-6 mice/group. Two-way ANOVA followed by Newman-Keuls analysis (B-C, E-F, H-I, K-L, N-O, and Q-R). **p<0.01. P values for the effect of diet, sex, and the interaction during 24 hours represent the significant p values from the two-way ANOVA. 

Supplementary Fig. 3: Energy homeostasis parameters measured in 25-month-old Cana-fed mice. (A-F) Oxygen consumption (VO2) in males (A-C) and females (D-F). (G-L) Carbon dioxide production (VCO2) in males (G-I) and females (J-L). (M-R) Locomotor activity in males (M-O) and females (P-R). Food intake in males (S) and females (T). Water intake in males (U) and females (V). Data represented as mean ± SEM, n= 5-6 mice/group. Two-way ANOVA followed by Newman-Keuls analysis (B-C, E-F, H-I, K-L, N-O, and Q-R). *p<0.05, **p<0.01. P values for the effect of diet, sex, and the interaction between diet and sex during the light and dark cycle represent the significant p values from the two-way ANOVA.  

[bookmark: _GoBack]Supplementary Fig. 4: Hypothalamic ER-α protein expression in Cana-treated mice. Brain sections of 25-mo-old male and female mice were analyzed for hypothalamic ER-α protein expression. (A) Representative images showing immunostaining in the arcuate nucleus of the hypothalamus (ARC) of control and Cana-treated mice. Scale bars: 200 μm. 3V, third ventricle. (B) Quantification of ER-α protein in the ARC from male and female mice; error bars show SEM for n = 4 mice of each type. Images were taken from at least three-four sections containing the hypothalamus. Data were analyzed by two-way ANOVA and further analyzed with the Newman–Keuls post hoc test (*p <0.05, ***p<0.001). P values for the effect of diet, sex, and the interaction between diet and sex represent the significant p values from the two-way ANOVA.

Supplementary Fig. 5: Principal component analysis (PCA) of the hypothalamus isolated from Cana males and females. Samples distribution of (A) 12-month-old male mice, (B) 12-month-old female mice, (C) 25-month-old male mice and (D) 25-month-old female mice. PCA was analyzed using the RStudio.Ink (version 2023.12.0369) 
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