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Supplemental 1. List of metabolites identified from the GC-TOF-MS metabolomics of muscle samples. All metabolites are tentatively identified at
level based on the Metabolomics Standards Initiatives®. *Occurrence represent the presence of the metabolite peak among the analyzed samples.

No. Metabolite Retention index Retention time (sec) Occurance (%)
1 formamide 1000.00 412.41 75
2 acetamide 1000.00 414.82 54
3 unl 1000.00 415.01 72
4 un2 1000.00 415.76 56
5 sulfide 1000.00 418.54 98
6 un3 1000.00 420.05 99
7 un4 1000.00 420.83 54
8 un5 1010.72 430.57 98
9 uné 1012.94 432.28 100
10 mercaptoacetic acid 1015.00 433.87 96
11 un7 1016.59 435.10 92
12 hexanol-1 1019.44 437.29 69
13 un8 1024.17 440.95 81
14 un9 1024.97 441.57 34
15 unl0 1028.75 444.48 60
16 1,2-butanediol 1029.83 445.32 71
17 unll 1032.38 447.29 90
18 unl2 1033.30 448.00 60
19 unl3 1035.97 450.06 56
20 unl4 1038.44 451.97 85
21 unl5 1043.11 455,57 57
22 unlé 1046.45 458.15 93
23 unl?7 1057.63 466.79 56
24 limonene 1059.86 468.51 98
25 unl8 1065.08 472.54 59
26 unl9 1066.77 473.84 100
27 lactic acid 1 1067.41 474.34 38
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Supplemental 2. Total plasma amino acid concentrations at timepoint 0, 20, 40, 60, 90 and 240 min at 0 and 12 months. No effect
of groups was observed at 0 month (p=0.58) or 12 months (p=0.44). * denotes significantly different from 0 min, p<0.0001. Analyzed using mixed
effects analysis with Dunnets multiple comparison test in GraphPad Prism v. 8.0.0. TTR at timepoint -180, 0, 20, 40, 60, 90 and 240 min at 0 and 12
months. No effect of groups was observed at 0 month (p=0.28) or 12 months (p=0.54). * denotes significantly different from -180 min, p<0.0001.
Analyzed using mixed effects analysis with Dunnets multiple comparison test in GraphPad Prism v. 8.0.0.
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PC2(7.9%)

Supplemental 3. PCA model of the muscle metabolome. Scores and loadings for PC1 vs PC2 colored according to baseline vs 12months, basal vs
response, sex and CALM design (4" column). 25% of variation is captured by the first three principal components of the PCA model, although no trend
of separation of samples was observed according to visit, treatment, sex or the CALM intervention design. Control samples are grey and clustered well

in all plots.
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Supplemental 4. ASCA plots. A) Scores SC1 colored according to basal at 0 and 12 months (p=0.62). B) Scores SC1 vs SC2 of basal at 12 months

nutritional arm only colored according to CALM study design (ASCA: p=0.68)
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Supplemental 5. CONSORT diagram
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