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Samples sizes were determined based on the data from our previous dietary studies in mice (Solon-Biet et al, Cell Metabolism 2014; Solon-
Biet et al, Cell Metabolism 2016; Solon-Biet et al, Nature Metabolism 2019; Wali et al, Nature Metabolism 2020). For all the dietary groups, we
have used at least n=12 mice/diet. This number of mice provides sufficient statistical power (>80%) to detect differences in various markers of
metabolic health. For example, using the data for glucose tolerance test (area under the curve) for two dietary groups with a difference in
mean AUC of 150 and standard deviation of 90, a sample size of 12 provides 80% statistical power. Therefore, our sample sizes had sufficient
power to detect phenotypic differences between the dietary groups.

Details of mice euthanised at different time-points before the completion of dietary experiment and the reasons for exclusion are provided in
Supplementary Information. Once the lesions or serious fight wounds were noticed, mice were excluded from in vivo procedures and were
not included in in vitro experiments. For all the in vivo procedures and in vitro experiments, any mouse/tissue sample with a known error in
measurement was excluded from final analyses.

Attempts at replication were successful. Mice arrived in time-staggered cohorts, with diet treatment spread across cohorts,minimising the
bias effect of cohort or batches of mice. Cohort, cage and mice were replicated at each stage. The animals were spread across a total of five
cohorts (details in Supplementary Information and Methods section). In vitro analysis of bio-banked tissues were analysed with sample
randomisation using biological and technical replicates. A minimum of 3 independent experiments were performed for each in vitro data item.

Mice arrived in time-staggered cohorts and were randomly allocated to 4 animals per cage. Diet treatments were staggered within and
between cohorts to ensure randomization of cohort and diet effects.

For in vitro experiments such as qPCRs, ELISA and histology work, samples from n = 4-6 mice/diet were randomly selected. For these
experiments, each ELISA and qPCR plate was set up such that samples from each diet were included in every plate. Thus, samples from any
given dietary treatment were not concentrated on a single plate, but were spread across the various plates. This was done to minimize any
impact of plate-to-plate variations on the overall outcomes of the experiments. Similarly, for histology work, the specimens were processed in
batches such that each diet was represented in each batch of samples.

For in vitro experiments such as qPCRs, ELISA and histology work, our aim was to randomly select n = 4-6 mice/diet. To achieve this objective,
investigators were required to be aware of the dietary treatment that each mouse received. However. once the mouse samples were
selected, all samples were assigned a unique ID number that did not reveal the dietary treatment of the sample and all analyses were




