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The authors declared that the data supporting the findings of this study were available within the paper and supplementary information files. And a list of figures
were associated with raw data.

Given that the animal supplier has identified leptin-receptor knockout and overweight phenotypes of db/db mice, we used 5-7 db/db mice per
group in vivo, such as Fig 1a. For DIO mice, there were 10-12 mice per group, for example Fig. 4X. This sample size was generally accepted in
the field of metabolism research, for example db/db (n=3) in article Figure 1A and 1B (DOI 10.1016/j.cmet.2009.01.007) of CELL Metabolism.

When mice died or were missing during experiment, we excluded the data of these mice. In Fig. 4a, one mouse i.p. APC 10mg/kg was missing.
And in Fig. 4b, a mouse i.p. vehicle died. No exclusion criteria were pre-established.

At least three successful and independent experiments were included in the analysis. The independent cellular experiments were repeated
continuously, generally one time each week.

In this study we used primary hepatocytes, HEK293T cell line and the purified protein in vitro assay. These homogenous biological materials
were allocated into the indicated groups according to the experiment design. The results of assays were related with designed treatment.
Also, the covariates in these assays were determined by ANOVA.

In vivo assay, the investigators were blinded to data collection and/or analysis, which were performed by another researcher. In compound
screening assay, the investigators were blinded for structure and name information of test compounds.




