Supplementary table 1 CVs of GDF15 at different concentrations
	Concentrations (pg/mL)
	100 
	200 
	400
	800
	1200 

	Intra-assay CV (%)
	3.58
	3.24
	4.08
	0.46
	2.43

	Inter-assay CV (%)
	6.79
	8.39
	9.24
	5.77
	6.51


CV, coefficients of variation; GDF15, growth differentiation factor 15.
Supplementary table 2 The baseline and endpoint levels of GDF15 in LC and EX groups
	
	Baseline
	Endpoint

	
	LC
	EX
	P
	LC
	EX
	P

	GDF150min (pg/mL)
	315.84 ± 26.50
	287.76 ± 17.85
	0.385
	357.46 ± 26.14
	322.13 ± 24.36
	0.328

	GDF1530min (pg/mL)
	306.99 ± 22.17
	281.05 ± 18.27
	0.372
	/
	/
	/

	GDF15120min (pg/mL)
	320.79 ± 21.42
	298.89 ± 17.93
	0.437
	/
	/
	/


Data are presented as mean ± SEM. 
LC, low-carbohydrate diet group; EX, exercise group; GDF150min, fasting serum growth differentiation factor 15; GDF1530min, 30-min serum growth differentiation factor 15; GDF15120min, 120-min serum growth differentiation factor 15.



Supplementary table 3 GDF15 levels of each subject of week 1, week 2 and week 3
	
	
	GDF15 (pg/mL)

	Number
	Group
	Week1
	Week2
	Week3

	1
	2
	374.462 
	356.637 
	360.859 

	2
	2
	418.553 
	409.172 
	510.489 

	3
	1
	294.721 
	299.412 
	349.132 

	4
	1
	483.753 
	521.277 
	702.804 

	5
	1
	593.044 
	581.317 
	595.858 

	6
	1
	219.672 
	217.796 
	277.366 

	7
	2
	488.443 
	588.353 
	658.243 

	8
	1
	376.807 
	399.791 
	356.168 

	9
	1
	213.105 
	182.147 
	214.043 

	10
	2
	215.063 
	215.063 
	207.835 

	11
	2
	215.966 
	300.888 
	276.947 

	12
	2
	163.568 
	199.253 
	179.829 

	13
	1
	223.194 
	273.785 
	268.816 

	14
	2
	299.984 
	396.650 
	297.726 

	15
	1
	370.451 
	344.704 
	342.897 

	16
	1
	290.498 
	318.504 
	299.533 

	17
	2
	366.837 
	372.710 
	390.778 

	18
	1
	583.658 
	671.290 
	364.579 

	19
	1
	319.678 
	302.648 
	405.290 

	20
	2
	337.169 
	350.977 
	373.991 

	21
	2
	308.632 
	342.692 
	320.139 

	22
	2
	227.622 
	228.083 
	203.688 

	23
	2
	184.356 
	179.293 
	174.690 

	24
	2
	247.875 
	213.354 
	188.498 

	25
	1
	156.279 
	182.515 
	175.611 

	26
	1
	440.230 
	468.349 
	477.094 

	27
	1
	529.566 
	697.568 
	475.713 

	28
	1
	369.293 
	338.471 
	394.149 

	29
	2
	290.249 
	286.272 
	343.939 

	30
	1
	230.593 
	296.712 
	240.039 

	31
	2
	341.950 
	325.545 
	441.376 

	32
	1
	401.109 
	349.905 
	376.750 

	33
	1
	192.811 
	198.777 
	341.950 

	34
	2
	288.758 
	289.752 
	313.614 

	35
	1
	338.968 
	292.237 
	307.648 

	36
	2
	389.675 
	447.839 
	387.686 

	37
	2
	319.218 
	260.302 
	297.585 

	38
	1
	240.050 
	287.919 
	246.494 

	39
	2
	235.907 
	249.716 
	307.711 

	40
	2
	240.970 
	255.239 
	240.510 

	41
	1
	246.954 
	310.012 
	276.412 

	42
	2
	315.536 
	348.216 
	314.155 

	43
	1
	299.426 
	321.059 
	375.832 

	44
	2
	229.924 
	333.026 
	296.664 


Group: 1=low-carbohydrate diet group, 2=exercise group; GDF15, growth differentiation factor 15.







Supplementary table 4 Changes of parameters between baseline and endpoint in Up and Down groups
	Parameters
	Down (n = 10)
	Up (n = 34)
	P
	Effect size

	GDF15 (pg/mL)
	-55.71±15.15
	65.56±11.08
	<0.001
	-1.975

	Weight (kg)
	-1.37±0.50
	-2.70±0.38
	0.082
	0.641

	BMI (kg/m2)
	-0.46±0.16
	-0.89±0.12
	0.080
	0.645

	FM (kg)
	-1.07±0.27
	-1.85±0.19
	0.043
	0.749

	W (cm)
	-2.70±0.46
	-4.84±0.39
	0.008
	0.995

	FPG (mmol/L)
	0.22±0.14
	-0.11±0.09
	0.067
	0.677

	FINS (μU/mL)
	-3.45±2.43
	-4.58±0.99
	0.616
	0.182

	HOMA-IR
	-0.62±0.53
	-1.10±0.24
	0.361
	0.332

	HbA1c (%)
	0.11±0.05
	-0.04±0.03
	0.018
	0.887

	TC (mmol/L)
	0.10±0.07
	-0.08±0.12
	0.225
	0.273

	TG (mmol/L)
	0.18±0.17
	-0.43±0.08
	0.001
	1.235

	HDL-c (mmol/L)
	0.05±0.05
	0.09±0.05
	0.657
	-0.161

	LDL-c (mmol/L)
	0.07±0.16
	0.02±0.10
	0.816
	0.084


Data are presented as mean ± SEM.
GDF15, growth differentiation factor 15; BMI, body mass index; FM, fat mass; W, waist circumference; FPG, fasting plasma glucose; FINS, fasting serum insulin; HOMA-IR, homeostasis model assessment of insulin resistance; HbA1c, glycated hemoglobin A1c; TC, total cholesterol; TG, triglycerides; HDL-c, high-density lipoprotein cholesterol; LDL-c, low-density lipoprotein cholesterol.
