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other data or materials generated or used in this study are available from the corresponding authors upon reasonable request. Source data are provided with this
paper.

The sample sizes for animal studies were determined using power estimation using GPower v3.1. At least a minimum of 3 biological replicates
were used.

Predetermined exclusion criteria of samples identified using ROUT method with Q=1% was applied across analyses, and resulted in the
exclusion of <3% of samples.

The animal experiments comparing WT and KO animals were repeated at least three times to collect sufficient material and datapoints for
different analyses and confirm the results which were consistent across repeated experiments. The overexpression in vivo was conducted in
at least 7 animals per group. Experiments involving cells were performed three times independently and provided consistent data.

Before the start of animal experiments, littermates of the same genotype were randomly assigned to different diets. For the overexpression in
vivo study, knockout mice were randomly assigned to the two groups. For experiments not involving animals, allocation to experimental
groups was randomized.

Histological quantifications and quantification of fluorescence were conducted in a blinded manner. All analyses on the overexpression in vivo
were blinded, AAV8 variant used was blinded to the investigators during sample collection and analysis. The analyses of mice fed standard vs.
high-fat diet could not be blinded as the mice were separated in different cages by diet. However, the genotype was blinded to the
researchers. For experiments not involving animals, the investigators were blinded to group allocation during data collection and analysis.

The following antibodies were used:

anti-HA antibody conjugated to AlexaFluor647 (BioLegend, clone 16B12, #682404), 1:1,000 (IF)

anti-CREB (48H2)(Cell Signaling, #9197), 1:1,000 (WB)

anti-phospho-CREB (Millipore Sigma, #06-519), 1:1,000 (WB)

anti-Akt (E7J2C)(Cell Signaling, #58295), 1:1,000 (WB)

anti-phospho-Akt (D9E)(Cell Signaling, #4060), 1:1,000 (WB)

anti-PEPCK (Abcam, ab70358), 1:1,000 (WB)

anti-S6 (54D2)(Cell Signaling, #2317), 1:1,000 (WB)

anti-phospho-S6 (Cell Signaling, #2211), 1:1,000 (WB)

anti-!-actin (C-4)(Santa Cruz, sc-47778), 1:15,000 (WB)

anti-rabbit IRDye 680RD (#925-68071, Li-cor), 1:10,000 (WB)

anti-mouse IRDye 800CW (#925-32210, Li-cor), 1:10,000 (WB)

anti-mouse HRP-conjugated (Cell Signaling, #7076), 1:10,000 (WB)




