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Figure S1: Flow chart on the HELENA Trial with indication of data sets used for the
stratified analysis by NAFLD (yes/no) at study start.

Abbreviations: CCR, continuous calorie restriction; ICR, intermittent calorie restriction;
NAFLD non-alcoholic fatty liver disease; SAT, subcutaneous adipose tissue; VAT, visceral
adipose tissue;
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Figure S2: Cross-classification of study group and prevalence of NAFLD at baseline

(n=143). Abbreviations: CCR, continuous calorie restriction and ICR, intermittent calorie
restriction
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Figure S3: Cross-classification of BMI category (overweight: BMI >25kg/m? to <30kg/m?;
obese: BMI >30kg/m? to <40kg/m?) and prevalence of NAFLD at baseline (n=143)
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Figure S 4: Cross-sectional association of liver fat content and (a): Body Mass Index, (b): waist circumference, (c):

VAT [kg]

r=0.27
p<0.01

45
r=0.39
p<0.01

10

Liver fat content [%]

40

30

20

10

D 40

Liver fat content [%]

30

20

10

5

Supplement Schiibel et al.

r=0.45

p<0.01

5

100
Waist circumference [cm]

00d o e %o

10

@ o

o of o

SAT [kg]

15

120

r=0.20
p=0.01
L ]
L]
L
20

140

25

height standardized visceral adipose tissue (VAT), and (d): height standardized subcutaneous adipose tissue

(SAT) at baseline.
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Table S1: Mean values for body composition measures and metabolic biomarker levels at baseline,
week 12 and week 50, stratified for the presence of NAFLD at baseline

No NAFLD at baseline NAFLD at baseline
(n=68) (n=75)
Baseline Week 12 Week 50 Baseline Week 12 Week 50
Weight 883+ 12.7 833+11.4 84.6+12.1 99.6 + 14.9 952+ 149 96.4+15.9
BMI, kg/m? 30.3+3.6 28.6+34 29.0+3.6 324+3.6 31.0+3.9 314+4.1
Waist circumference, 99.2 +£10.0 94.2 +10.3 972+11.2 108.9+106 104.5+109 107.1+11.5
cm
Fat distribution
VAT, kg 3.6+1.6 3.1+£1.5 32+1.6 53+1.8 46+1.8 47+2.1
SAT, kg 10.6 £3.8 95+35 9.6+34 12.0+3.6 10.8 £3.7 11.1+£3.9
Liver fat content, % 34+1.0 3.0+1.1 31+1.1 11.6£5.9 7.7+4.9 8.9+6.2
Liver tests
ALT, units/L 21.8+9.2 20.0+9.0 213+122 31.2+10.8 24.6 +10.2 26.9 + 14.0
AST, units/L 21.3+4.6 20.1+4.5 202+54 245+54 21.1+5.1 209+7.0
GGT, units/L 225+ 12.5 18.5+10.8 23.1+18.8 30.7+17.5 23.4+14.1 26.7+17.6
Metabolism
Glucose, mg/dl 91.6+6.8 87.1 £8.1 85.8+7.2 952+79 90.0 + 8.5 90.9 +8.8
Insulin, pU/ml 9.7+43 9.0+4.5 79+54 14.8+7.3 125+ 7.1 11.4+6.7
HOMA-IR 22+1.0 20+1.1 1.7+£1.2 35+1.8 28+1.7 26+1.6
HbAlc, % 54403 54+03 5.3+0.3 5.5+0.3 55+03 54+04
LDL, mg/dl 124.1+284 1132+£256 1283+28.0 126.8+264 119.6+26.5 125.5+295
HDL, md/dl 58.0 £ 14.1 52.1+13.0 55.7+12.8 50.4+13.5 46.0+12.4 49.1+12.6
Adipokines
Leptin, ng/ml 2544235 18.1+21.8 214+274 24.0+23.0 16.2+15.6 20.4 +20.9
Resistin, ng/ml 6.0+£2.7 6.9+238 55+23 54+2.1 6.5+£25 54+24
CRP, ng/pl 4.1+48 3.7+43 43+6.1 50+64 39+43 43+6.4
Dietary intake
Energy intake, kcal 2040.4 + 15582+ 2219.0+ 1690.0 =
599.0 440.0 572.8 468.7
Fat, % 35.7+4.9 17.5+3.0 36.6£5.0 314+5.9
Carbohydrates, % 439+6.2 473+7.0 429+6.5 454+6.8
Protein, % 154+33 17.5+3.0 152+£2.7 17.8+3.6
Fibers, g/day 179+7.4 205+7.4 17.9+6.0 21.2+93

Data are shown as mean+SD.

Abbreviations: ALT, alanine transaminase; AST, aspartate transaminase; GGT, gamma-glutamyl transpeptidase;
HDL, high density lipoprotein; HOMA-IR homeostatic model of insulin resistance; LDL, low density
lipoprotein; SAT subcutaneous adipose tissue; VAT, visceral adipose tissue



