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Supplementary Figure 1. NNMTi treatment improved weight and fat loss, and increased the proportion of lean mass to body weight over time,
when combined with a switch from Western to lean diet. Percent body weight change from baseline (a), percent fat mass change from baseline (b);
and change in the proportion of whole-body lean mass to body weight from baseline (c). Data are represented as mean +/- SEM; n=6-8/group; treatment
start is labeled by the black arrow and diet change by the grey arrow; for a and c, some error bars are smaller than the height of the symbol. Percent
body weight change from baseline demonstrated significant main effects of treatment group (p<0.0001), study day (p<0.0001), and a study day by
treatment group interaction (p<0.0001). Percent fat mass change from baseline exhibited significant main effects of treatment group (p<0.0001), study
week (p<0.0001), and a study week by treatment group interaction (p<0.0001). The change in the proportion of whole-body lean mass to body weight
from baseline demonstrated significant main effects for treatment group (p<0.0001), study week (p=0.0100), and a study week by treatment group
interaction (p<0.0001). Two-way repeated measures ANOVA (a-c). For a full list of statistical results, see Supplementary Table 1. LD, lean diet; -T,
NNMTi-treated; -V, vehicle-treated; WD, Western diet; a, LD/LD-V vs. WD/WD-V; b, both WD/LD groups vs. LD/LD-V; c, both WD/LD groups vs.
WD/WD-V; d, WD/LD-T vs. WD/LD-V. Labeled pairwise comparisons are significant (<0.05) corrected (q) and uncorrected (p) for multiple comparisons;
‘+’ significant results with FDR correction only; ‘X', significant result without FDR correction only.
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Supplementary Figure 2. Net fat mass change tightly correlated with net body weight change, NNMTi treatment combined with a lean diet
switch selectively reduced liver adiposity, and long-term lean diet consumption shifts body fat distribution to the EWAT. Net fat mass change
correlated to final body weight change at the end of the study (a), EWAT weight normalized to terminal whole-body body fat (%) (b), and median lobe
liver fat normalized to terminal whole-body body fat (%) (c) Data are represented as or individual mouse values with linear regression (a; n=30) or mean
+/- SEM (b,c; n=6-8/group). Net fast mass change positive correlated with final body weight change (r>=0.9565; p<0.0001), and there were main effects
of treatment group for the terminal EWAT weight (p=0.0009) and median lobe live fat (p=0.0089) each normalized to whole-body fat. Pearson’s R
correlation test (a); Kruskal-Wallis test (b); one-way ANOVA (c). For a full list of statistical results, see Supplementary Tables 2 and 3. LD, lean diet; T,
NNMTi-treated; -V, vehicle-treated; WD, western diet. *, vs. WD-V/LD-V; %, vs. WD/WD-V; &, vs. all other groups displayed. Labeled pairwise
comparisons are significant (<0.05) corrected (q) and uncorrected (p) for multiple comparisons; ‘x’ significant result without FDR correction only.
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