Supplementary material Gut

Supplementary Table 1 General characteristics and main parameters measured in the body, blood, urines and diet of all participants over the study
period. Data are expressed as mean + standard deviation (SD). * indicates p<0.05 and ** indicates p<0.001 for variation at the specific timepoint
compared to baseline in MedD vs ConD by 2-way ANOV A with repeated measures and Tukey post hoc test; § indicates p<0.05 for variation at 8w
compared to 4w in MedD vs ConD by 2-way ANOVA with repeated measures and Tukey post hoc test.

MedD (n=43) ConD (n=39) P values
baseline 4w 8w baseline 4w 8w
A@w - baseline)  A(8w - baseline)  A(8w-4w)
mean + SD mean =+ SD  mean * SD  mean + SD mean * SD mean * SD
Gender (n, F/M) 22/21 21/18
Age (y) 43 + 13 42 £ 12
Height (m) 1,68 = 0,08 1,67 = 0,07
Body weight (kg) 87,1 = 124 88 + 11,9 860 =+ 122 879 + 160 874 + 164 871 =+ 164 0.18 0.42 0.07
BMI (kg/m2) 30,9 = 38 304 + 36 305 = 36 312 = 53 31,2 £ 55 309 + 55 0.16 0.4 0.07
Waist Circumference (cm) 105.8 g5 12,1 1049 =+ 11,2 1048 =+ 10,8 1078 = 134 1081 + 134 1072 =+ 13,0 0.25 0.75 0.4
Hip Circumference (cm) 113.4 = 9,1 112,77 =+ 87 1127 = 82 1145 = 98 1139 £ 95 1127 + 94 0.77 0.82 0.99
Body Fat mass (kg) 26,1 = 70 253 % 6,5 25,6 6,1 27,9 = 98 258 £ 7,6 252 + 81 0.79 0.53 0.56
Percent Body Fat (%) 30,0 g 68 295 # 6,3 299 =+ 57 311 g 74 300 £ 67 296 =+ 76 0.67 0.4 0.61
Body Fat-free mass (kg) 61,1 = 103 60,5 + 100 602 =+ 10,0 60,6 = 106 59,8 + 10,8 584 + 11,7 0.28 0.89 0.34
Percent Fat-free mass (%) 70,1 g 6,7 702 + 69 702 =+ 57 683 g 82 696 + 72 697 £ 90 0.36 0.41 0.54
Total-body-water (kg) 45,0 25 82 445 76 443 7.6 448 25 84 440 + 86 436 £ 715 0.36 0.38 0.92
Percent Total-body-water (%) 51,6 = 53 51,7 % 49 51,6 = 49 508 = 53 51,0 £ 51 57 + 55 0.98 0.4 0.81
Systolic Blood Pressure (mmHg) 123,2 + 21,9 1206 + 162 1206 =+ 17,1 1199 25 17,3 1203 + 17,1 1220 =+ 164 0.49 0.15 0.43
Diastolic Blood Pressure (mmHg) 74,5 = 12,1 753 9.8 764 + 105 747 = 11,1 756 + 11,8 764 =+ 121 0.82 0.91 0.99
Physical Activity (MET min/wk) 322.1 = 21.3 3230 + 198 3219 =+ 229 3239 = 18.7 3243 + 212 3229 =+ 218 0.71 0.5 0.62
HOMA 4,5 g5 30 39 £ 192 402 + 216 39 g5 9 39 =+ 24 37 =+ 18 0.45 0.92 0.46
Italian Med Index 6,2 + 28 90 £ 26% 87 + 28% 53 + 22 47 £ 15 44 = 15 0.001 0.001 0.79
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MedD (n=43) ConD (n=39) P values
baseline 4w 8w baseline 4w 8w
Adw -baseline)  A@w - baseline) ~ ABw4w)
BLOOD mean + SD mean + SD mean + SD mean + SD mean + SD mean + SD
Total Ch‘:f:;::)' (mmol/L 4,85 + 1,01 460 o+ 1,02% 464 % 1,00 4,93 + 0,95 49 £ 094 48 = 092 0.022 0.23 0.27
HDL'C'“:f:::;’)‘ (mmol/L 1,24 + 0,26 117 £ 025% 19 £ 023 1.23 + 0,30 126 £ 026 120 £ 029 0.004 0.35 0.07
LDL'C'“’;?::;:)‘ (mmol/L 3,03 + 0.86 288 % 0.89 201 = 084 3,12 + 0.79 313+ 077 308 + 078 0.14 04 0.51
Tryglicerides (mmol/L plasma) 1,25 + 0,56 1,19 + 0,46 1,17 + 0,54 1,26 + 0,61 1,26 + 0,53 1,24 + 0,50 0.44 0.52 0.86
Glucose (mmol/L blood) 5.20 + 0,58 517 % 0,52 531+ 047 5,17 + 0,62 507 + 054 520 £ 056 0.43 0.36 051
Insulin (mU/L plasma) 18,53 + 10,69 1750 + 8,76 1708  + 857 17,98 + 8,60 1774+ 930 1667 + 842 0.65 0.81 0.54
hs-CRP (mg/L serum) 2,66 & 2,99 196+ 2.28 274+ 383 2,68 o 341 271+ 341 329 o+ 448 0.41 0.62 0.71
TMAO (umoV/L plasma) 4,54 + 11,81 500 o+ 1162 463 £ 560 4,57 + 8,40 470 £ 763 270 & 2,60 0.7 0.41 0.75
Betaine (umol/L plasma) 50,99 + 3125 5790 & 3530 5067 & 2935 4894 + 3035 5418 £ 3959 5828 o+ 3514 035 0.17 0.83
Carnitine (umol/L plasma) 34,89 + 12,12 3785 &  199% 3694 £ 1560% 3786 + 1352 3630 = 1299 3811 + 1638 0.05 0.001  0.903
Choline (umol/L plasma) 18,90 + 8,87 1738+ 8,74 1791+ 84l 22,65 + 1650 2221 = 1634 21,63 + 1559 0.49 0.61 0.76
Creatinine (umol/L plasma) 100,36 + 40,72 9943 & 4913 10241 £ 4447 8309 + 36,66 82,65 £ 4020 7741 = 3456 0.46 0.53 0.113
Ghrelin (pg/mL plasma) 288.4 & 2003 2947 = 1963 2685 & 1603 2644 + 2086 2575 & 1637 2782 2243 0.69 03 0.13
GLP-1 (pg/mL plasma) 155.0 + 1207 1572 £ 1010 1568 + 999 1516 + 88,0 1714+ 1406 1682 £ 130 0.49 0.54 091
GIP (pg/mL plasma) 216,5 & 1735 2295 = 1903 2156 & 1947 1898 + 1584 1975 & 2098 2321 o+ 2591 0.86 0.25 0.19
Glucagon (pg/mL plasma) 4955 + 3830 4991 & 3690 4703 £ 3656 4542 + 3403 4555 &£ 3468 4595 3556 0.77 0.27 0.39
C-peptide (pg/mL plasma) 16989 + 13997 16321 + 11697 19572 & 25581 14581 + 13724 16067 + 14316 15956 + 16517 0.35 0.78 0.42
Leptin (pg/mL plasma) 35365,8 + 365619 263518 = 295779 270789 + 344404 36309,1 + 46047,1 341756 £ 449523 379231 + 442527 0.2l 0.12 0.49
Resistin (pg/mL plasma) 206559 + 274162 268359 = 381185 20510, + 310753 18537.6 + 256024 21791,8 + 347677 160346 + 312085  0.64 0.61 0.97
Visfatin (pg/mL plasma) 83743 + 65853 68363 +  5992,6 69540 + 62650 83199 + 111008 70220 + 58495 64348 = 73524 0.94 0.81 0.72
PAI-1 (pg/mL plasma) 58661,0 + 957244 52610,7 + 1000843 425195 +  60183,5 43960,6 + 122184,7 356230 + 575458 414755 + 784483  0.89 0.26 0.12
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MedD (n=43) ConD (n=39) P values
baseline 4w 8w baseline 4w 8w
A(4w - baseline) A(8w - baseline) A(8w-4w)

URINE mean = SD mean  * SD mean  * SD mean = SD mean  * SD mean  * SD
Creatinine (mmol/L) 10,15 + 740 9,58 + 6,66 9,25 + 5,44 10,68 + 829 10,17 + 659 1057 =+ 673 0.98 0.86 0.77
TMAO (mmol/mol creatinine) 38,31 + 59,56 90,28 + 150,51 70,33 + 90,99 6097 + 83,12 62,72 + 91,17 53,77 + 7084 0.11 0.21 0.64
Betaine (mmol/mol creatinine) 5,79 EE 5,77 6,78 +  6,64% 8,22 * 9,19 7,00 EE 5,77 5,73 + 359 7,88 + 7,09 0.04 0.17 0.7
Choline (mmol/mol creatinine) 1,24 + 0,98 1,41 + 1,43 1,38 + 1,31 1,73 + 2,10 1,35 + 1,52 1,67 + 1,96 0.07 0.3 0.2
Carnitine (mmol/mol creatinine) 13,37 + 18,74 4,64 +  7,09% 681 +  899% 1324 + 1500 12,40 + 13,83 14,78 + 13,93 0.04 0.003 0.8

DIET

Energy Intake (kcal) 1780,2 + 5798 19152 + 5057 18495 + 5834 18833 + 732,4 18650 + 6609 18399 + 602,6 0.14 0.31 0.68
Carbohydrates (% kcal) 49,1 + 7,7 50,3 + 59 512 = 7.1 49,3 + 7.5 49,2 + 59 49,6 + 717 0.16 0.26 0.78
Carbohydrates (g/day) 221,1 + 83,7 2428 % 75,7 236,0 =+ 79,0 231,7 + 93,1 2307 + 903 2279 + 806 0.49 0.32 0.78
Sugars (% kcal) 14,7 + 5,0 15,2 + 3,7 159 + 4.8 16,1 + 4,4 16,7 + 47 16,3 + 52 0.33 0.07 0.29
Sugars (g/day) 64,4 + 26,1 71,7 + 232 744 £ 29,2 76,4 + 372 716 + 358 734 + 314 0.93 0.37 0.36
Dietary Fiber (% kcal) 2,1 + 0,8 3,7 + 0,7 %* 3,6 +  08%* 1,7 + 0,6 1,8 + 08 1,6 + 05 0.001 0.001 0.63
Dietary Fiber (g/day) 18,5 + 73 35,1 + 11,8% 340 + 155% 164 + 9,6 16,9 + 95 15,1 + 69 0.001 0.001 0.71
Proteins (% kcal) 16,0 EE 2,9 14,8 + 1,9 14,7 + 23 16,3 &= 32 15,9 + 2,2 16,1 + 2,8 0.27 0.17 0.61
Proteins (g/day) 70,8 + 255 70,5 + 18,1 67,9 232 74,6 + 286 725 + 223 72,7 + 238 0.71 0.82 0.5
Lipids (% kcal) 30,7 e= 6,6 29,9 + 6,1 29,4 + 6,1 31,4 &= 6,8 32,1 + 5,7 32,0 + 6,9 0.42 0.22 0.82
Lipids (g/day) 59,1 + 194 62,6 + 17,6 60,0 =+ 20,6 66,9 + 33,1 66,8 + 266 659 + 263 0.49 0.69 0.71
SFA (g/day) 20,2 + 84 13,8 + 6,1 % 13,1 +  52% 25,2 + 157 23,6 + 96 23,5 + 104 0.005 0.005 0.7
MUFA (g/day) 29,8 g= 9.3 33,4 + 12,0 32,6 + 11,9 32,9 = 16,3 34,4 + 14,7 32,6 + 12,4 0.49 0.21 0.71
PUFA (g/day) 9,1 + 4,1 15,4 +  5,0%* 14,3 +  6,2%F 8.8 + 42 8.8 + 39 9,1 + 38 0.001 0.001 0.19
Vegetable Proteins (VP) (g/day) 26,5 + 11,4 41,6 +  133% 395 +  162%% 24,1 + 11,5 24,5 + 107 232 + 97 0.001 0.001 0.74
Animal Proteins (AP) (g/day) 39,0 = 179 255 + 9.4 * 24,5 + 109*% 434 = 19,1 42,0 + 143 431 + 177 0.002 0.001 0.46
VP/AP 0,8 + 0.4 1,9 + 1,1 1,9 + 1,0 0,6 + 0,4 0,6 + 03 0,6 + 04 0.001 0.001 0.97

BMI, body mass index; HOMA, Homeostatic Model Assessment for Insulin Resistance; HDL, High Density Lipoprotein; LDL, Low density Lipoprotein; hs-CRP, high
sensitivity C-reactive protein; TMAO, trimethylamine oxide; GLP-1, glucagon-like peptide-1; GIP, glucose-dependent insulinotropic peptide, PAI-1, plasminogen activator
inhibitor 1; SFA, saturated fatty acids; MUFA, monounsaturated fatty acids; PUFA, polyunsaturated fatty acids.
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