Additional file 2. Thermogenic stimulation with a 3-adrenergic receptor agonist prevents the cold-induced rise of phosphorylated tau in a mouse model of Alzheimer’s disease. 
Table 1. Spearman’s correlations between circulating FGF21 and soluble pTau
	Variable
	pTau (OD Relative)
	r
	r2
	p-value

	FGF21
(pg/ mL)
	CP13 (pSer 202)
	0.20
	0.04
	0.11

	FGF21
(pg/ mL)
	P217 (pThr-217)
	0.23
	0.05
	0.06

	FGF21
(pg/ mL)
	PHF-1 (pSer396/ 404)
	0.18
	0.03
	0.11

	FGF21
(pg/ mL)
	AT270 (pThr181)
	-0.002
	0.00004
	0.99

	FGF21
(pg/ mL)
	AT8 (pSer202/ Thr205)
	0.13
	0.02
	0.29


Table showing Spearman’s correlations between plasmatic FGF21 and soluble pTau levels in hippocampal homogenates from NonTg and 3xTg-AD mice treated with either saline or β3-AR agonist and exposed to acute cold or maintained at room temperature. 














Insoluble pTau and total tau
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Figure 1. 3-AR stimulation has a limited effect in old 3xTg-AD mice. Relative levels of pTau A, B), total tau C), and human tau D) in detergent-insoluble fractions of cortex homogenates of non-transgenic and 3xTg-AD mice. E) Examples of Western blots. Equal amounts of protein from each homogenate were loaded and run on the same gel in a randomized order. When bands were rearranged to match the histogram order, this is indicated by a dividing line. Data are represented as mean as ± SEM (n/ group indicated in each column). Statistics: A-D) Kruskal-Wallis, followed by Wilcoxon’s post hoc ($p< 0.05, $$p< 0.01). Abbreviations: 3xTg-AD: Triple transgenic mice; Ago, CL: 3AR agonist CL-316,243; NonTg: Non- transgenic; S: Saline-injected mice.







Enzymes involved in tau phosphorylation
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Figure 2. Chronic β3AR treatment does not modify enzymes involved in tau phosphorylation. A-D) Relative levels of pGSK3 (Y216)/ GSK3, pGSK3 (Ser9)/ GSK3, methyl-PP2AC, and PP2AC, in detergent-soluble hippocampal homogenates of NonTg and 3xTg-AD mice. E) Examples of Western blots. Equal amounts of protein from each homogenate were loaded and run on the same gel in a randomized order. When bands were rearranged to match the histogram order, this is indicated by a dividing line. Data are represented as mean as ± SEM (n/ group indicated in each column). Statistics: A-D): Standard least square model with genotype and condition (saline 22°C, saline 4°C, and agonist 4°C) as fixed effects, including their interaction. A-D) Kruskal-Wallis, ns. Abbreviations: 3xTg-AD: Triple transgenic mice; Ago, CL: 3AR agonist CL-316,243; BACE-1: - secretase-1; IDE: Insulin degrading enzyme; NonTg: Non- transgenic; S: Saline-injected mice.
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