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For animal experiments, sample size was chosen based on similar previous studies of our group and on the basis of literature documentation
of similar wellcharacterized experiments. We try to use the fewest number of animals to achieve statistical significance without compromising
the outcomes. The sample size are provided in figures. Analysis section in Methods.

Samples of animals were excluded whether their values were outside the 2SD range according to proper statistical analyses. 1 rat of the
delayed weaning model and 1 D2Rcre mouse injected with AAV-shFGFR1 were excluded.

Experimental technical duplicates were included in all measurements in this study, ensuring the reproducibility of the data.

Before start an experiment, all animals groups were made with set of animals of the same sex, age and similar body weight.

For practical reasons, the investigators were not blinded to allocation during in vivo experiments. Animal samples received a correlative
number independent of their genotype, ensuring the blindness of data collection analyses.

The following antibodies were used:

Anti-pSTAT3 (1:1000) Cell Signaling Technology Cat# 9134, RRID:AB_331589

Anti-STAT3 (1:1000) Cell Signaling Technology Cat# 4904, RRID:AB_331269

Anti-pPI3K (1:1000) Cell Signaling Technology Cat# 4228, RRID:AB_659940

Anti-PI3K (1:1000) Cell Signaling Technology Cat# 4292, RRID:AB_329869

Anti-pAKT (1:1000) Cell Signaling Technology Cat# 9271, RRID:AB_329825

Anti-AKT (1:1000) Cell Signaling Technology Cat# 9272, RRID:AB_329827

Anti-pERK (1:1000) Cell Signaling Technology Cat# 4370, RRID:AB_2315112

Anti-ERK (1:1000) Cell Signaling Technology Cat# 9102, RRID:AB_330744

Anti-PPAR (1:1000) Abcam Cat# ab27649, RRID:AB_777390

PGC1 (1:1000) Abcam Cat# ab54481, RRID:AB_881987

UCP1 (1:1000) Abcam Cat# ab10983, RRID:AB_2241462

pHSL (1:1000) Cell Signaling Technology Cat# 4126, RRID:AB_490997

HSL (1:1000) Abcam Cat# ab45422, RRID:AB_2135367

FGF21 (1:1000) Abcam Cat# ab64857, RRID:AB_2104485

D2R (1:1000) Abcam Cat# ab85367, RRID:AB_10674739

-ACTIN (1:1000) Sigma-Aldrich Cat# A5316, RRID:AB_476743

OX A/B (1:1000) Santa Cruz Biotechnology Cat# sc-28935, RRID:AB_784981

Goat Anti-rabbit (1:5000) Jackson ImmunoResearch Labs Cat# 111-035-003, RRID:AB_2313567

Goat Anti-mouse (1:10000) Jackson ImmunoResearch Labs Cat# 115-035-003, RRID:AB_10015289

Rabbit anti-cFos (1/200) Santa Cruz, Cat# sc-52, RRID:AB_2106783

Chicken anti-GFP (1/1000) Invitrogen A10262 Cat# 10524234, RRID:AB_2534023

Rabbit anti-VGat (1/1,000) Synaptic Systems, Cat# 131 013, RRID:AB_2189938

Rabbit anti-FGFR1 (1/200) Abcam Cat# ab10646, RRID:AB_297367

Cy3 donkey anti-rabbit (1:1000) Jackson ImmunoResearch Labs Cat#711-165-152, RRID:AB_2307443

Goat anti-chicken Alexa 488 (1:1000) abcam Cat# ab150169, RRID:AB_2636803
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Vimentin (1/1000) Millipore Cat# AB5733, RRID:AB_11212377

All antibodies used in the paper have been validated by the manufacturer and by references:

Anti-pSTAT3: This antibody has been validated using SimpleChIP® Enzymatic Chromatin IP Kits.

Anti-STAT3: This antibody has been validated using SimpleChIP® Enzymatic Chromatin IP Kits.

Anti-pPI3K:PMID: 25743370, PMID: 32150791, PMID: 31131539

Anti-PI3K: PMID: 25743370, PMID: 32150791, PMID: 31131539

Anti-pAKT: PMID: 31579887, PMID: 30853298, PMID: 31746399

Anti-AKT: PMID: 31579887, PMID: 29021135, PMID: 31311969

Anti-pERK:PMID: 28049723, PMID: 35317201, PMID: 35203351

Anti-ERK: PMID: 28049723, PMID: 35040015, PMID: 35203351

Anti-PPAR: PMID: 33939165, PMID: 32184391, PMID: 26171158

PGC1:PMID: 33239403, PMID: 33705351, PMID: 33374300

UCP1: PMID: 33334822, PMID: 33171307, PMID: 33166186

pHSL: PMID: 28799896, PMID: 34508100, PMID: 34006859

HSL:PMID: 34085745, PMID: 28683288, PMID: 28053001

FGF21: PMID: 31579887, PMID: 34850960, PMID: 24062250

D2R: PMID: 31579887, PMID: 33933677, PMID: 32060266

-ACTIN: The isotype is determined using Sigma ImmunoType Kit (Product Code ISO-1) and by a double diffusion immunoassay using
Mouse Monoclonal Antibody Isotyping Reagents (Product Code ISO-2).

OX A/B: PMID: 9742163, PMID: 9491897,PMID: 9419374

Goat Anti-rabbit: PMID 26961074, PMID: 25743370, PMID: 30266914

Goat Anti-mouse:PMID 26961074, PMID: 25743370, PMID: 30266914

Rabbit anti-cFos: PMID: 31579887, PMID:35078818, PMID:33169700

Chicken anti-GFP: PMID: 34324439, PMID: 33744652, PMID: 32451441

Rabbit anti-VGat: PMID: 31579887, PMID: 34845591, PMID: 32265258

Rabbit anti-FGFR1: PMID:33810560, PMID: 33495338, PMID: 33217323

Cy3 donkey anti-rabbit: PMID: 33744652, PMID: 28487659, PMID: 28799896

Goat anti-chicken Alexa 488: PMID: 33744652, PMID: 33436964, PMID: 33666172

Vimentin: PMID: 34341568, PMID: 26337286, PMID: 25721933

HEK293T cells were purchased from ATCC, # CRL-3216

The cell line used was not authenticated in the laboratory

The cell line tested negative for mycoplasma

N/A

3-month-old male and female Sprague-Dawley rats (standard laboratory diet (CD): 200-250g and high fat diet (HFD) for 12 weeks:
450-700g. Male WT and Drd2-cre:ribotag mice (weight 20–25 g, age 8–10 weeks old) and vgat-ires-cre knock-in (C57BL/6J) from
Jackson Laboratory (weight 20-25g, age 8-10 weeks old) also were used for the experiments. For the generation of FGF21Alb-KO
male mice, the FGF21loxP (B6.129S6(SJL)-Fgf21tm1.2Djm/J) line was crossed with (B6.Cg-Tg(Alb-cre)21Mgn/J mice on the C57BL/6J
background (Jackson laboratory). Animals were housed in air-conditioned rooms (22-24ºC), controlled light/dark cycle (12 hours light,
12 hours darkness) and humidity (60%) with free access to food and water. All this information about animal species, sex, strain,
provider, etc are mentioned in the Material and Methods section.

This study did not involve wild animals.

This study did not involve field collected samples.

All experiments and procedures involved in this study were reviewed and approved by the Ethics Committee of the University of
Santiago de Compostela, in accordance with European Union normative for the use of experimental animals.




