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Classifier (QIIME 2 2020.2) with 10-fold cross-validations 109 were computed to identify significantly different microbes in abundance
between groups at different taxonomic levels.

Plasma bile acid composition data generated in this study have been deposited in the NIH Common Fund's National Metabolomics Data Repository (NMDR) website,
the Metabolomics Workbench, https://www.metabolomicsworkbench.org where it has been assigned Project ID (PR001116). The data can be accessed directly via
it's Project DOI: (https://doi.org/10.21228/M8FM51). The 16S rRNA Sequencing composition data generated in this study have been deposited in the Sequence
Read Archive (SRA) where it has been assigned BioProject ID PRJNA734599. The data can be accessed directly via it's Project DOI: http://www.ncbi.nlm.nih.gov/
bioproject/734599. The authors declare that the data supporting the findings of this study are available within the paper and its supplementary information files.
Source data are provided with this paper.

The sample size was shown to be sufficient to measure the differences between groups for the assay used. The sample size from in vivo
studies were determined based on prior experiments and experience, which were used to determine the minimum number of animals
needed for evaluating a significance. Animal number Control Sham (n=6), Control VSG (n=8), FGF15INT-KO Sham (n=8), FGF15INT-KO VSG
(n=5)

Animals were euthanized 12 weeks post-surgery. One Control Sham mouse accidentally died during NMR measurements on the day before
necropsy. The post-necropsy data on metabolites and tissue gene expression for this Control Sham mouse was excluded, but the data not
sensitive to nutritional state was included (body composition, etc). One Control VSG and one FGF15INT-KO Sham samples were excluded from
microbiome analysis because of low OTUs generated for these samples. Plasma bile acid composition analysis identified 3 samples that were
abnormally elevated. Using ROUT method and treating all the values in all subgroups as one set of data (Q=1), we identified the 3 samples
(one Control VSG and two FGF15INT-KO Sham mice) as significant outliers. QQ plot and Homoscedasticity plot showed that these samples
were out of the normal distribution. Therefore, these samples were excluded from all plasma bile acid data analysis. One Control VSG ileum
sample was excluded due to high cycle threshold of RL32 (Ct over 30 after two independent measurements).

All metabolic studies were performed at least twice with same results and data was shown over multiple time points (body weight, body
composition, food intake, glucose tolerance). All replication attempts were successful and observed metabolic effects of VSG in control/WT
mice were consistent with previous observations and published results.

Samples and animal order were randomized

Investigators were blinded during data collection




