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Sample size was selected based on previous experiences and standards in the field (Toda C, Cell, 2016; Toda C, Diabetes, 2013; Toda C,
Diabetes, 2009). Sample size was also chosen to ensure an alpha value of 0.05.

Data were not excluded from analysis.

All experiments described in this paper have been done more than twice and all attempts at replication were successful.

All mice were randomly selected to inject inhibitors, chemicals or AAVs.

In the hyperinsulinemic euglycemic clamp test, investigators were blinded to group allocation during data collection. We tried to perform
blinding in all the other experiments, but it was not always possible. Thus, we changed researchers to replicate the experiment without telling
them group allocation. All attempts at replication were successful independently on the researcher. As a result, we were blinded to group
allocation in more than 70% of our entire experiments. We believe that the data was not biased.

All the information of antibodies used in this study were described in the method and Supplemental table 1

All the antibodies were validated by each manufacturer. Antibodies used in this study are also used in many papers published by
other researchers.

Rabbit-anti-cFos, Santa Cruz, SC-52, reactivity: included mouse, application: included immunohistochemistry (Magno et al., J
Neurosci. 39(7):3234-3248, 2019).

Rabbit-anti-Iba1, FUJIFILMWako, LKN5648, reactivity: human, mouse and rat, application: immunohistochemistry. https://labchem-
wako.fujifilm.com/us/product/detail/W01W0101-1974.html

Rabbit-anti-GFAP, Sigma-Aldrich, HPA056030, reactivity: human and mouse, application: immunofluorescence and
immunohistochemistry. https://www.sigmaaldrich.com/catalog/product/sigma/hpa056030?lang=en&region=CA

Rabbit-anti-GFP, Frontier institute, AB_2571573, reactivity: mouse, application: immunohistochemistry. https://nittobo-nmd.co.jp/
pdf/reagents/GFP.pdf

Rabbit-anti-pSTAT3 (Tyr 705) antibody, Cell Signaling Technologies, 9145S, reactivity: included human, rat, mouse, and monkey.
Application: included western blot and immunohistochemistry. https://www.cellsignal.com/products/primary-antibodies/phospho-
stat3-tyr705-d3a7-xp-rabbit-mab/9145

Phospho-cPLA2 (Ser505) Antibody, Cell Signaling Technologies, 2831S, reactivity: included human, rat, mouse, and monkey,
application: western blot and immunoprecipitation. https://www.cellsignal.com/products/primary-antibodies/phospho-cpla2-ser505-
antibody/2831

cPLA2 Antibody, Cell Signaling Technologies, 2832S, reactivity: included human, rat, mouse, and monkey, application: western blot
and immunoprecipitation. https://www.cellsignal.com/products/primary-antibodies/cpla2-antibody/2832

Male C57BL/6J mice (Charles River Laboratories Japan): 8-10 weeks old animals were used for IMS, LC-MS, GTT, ITT, cannulation, AAV
injection, startting HFD.




