Supplementary Table S1A. Clinical characteristics of patients (cases) who donated blood after conventional diagnosis with hepatocellular carcinoma (HCC) (post-diagnostic samples). HCC diagnosed based on ICD-9 (155.0, in the absence of 155.1), primary cite liver (C220), HCC histology (8170.3). Each patient was matched with healthy control (no liver cirrhosis, no family history of cancer) on age, gender, ethnicity, hepatitis C viral infection (HCV), diabetes, and blood collection date. (1: diagnosed; “-“: not diagnosed; DX_Time: time in years between diagnosis with HCC and subsequent blood collection; grey shaded field: a factor that does not match between case and control; AFP – serum alpha-fetoprotein)
	
	Post-diagnostic Case
	Matched Control

	#
	Gender
	Age
	Race
	HCV
	Diabetes
	Cirrhosis
	AFP [ng/ml]
	DX_Time
[years]
	Gender
	Age
	Race
	HCV
	Diabetes
	Cirrhosis

	1
	female
	67
	white
	1
	1
	1
	3
	6.7
	female
	67
	white
	-
	1
	-

	2
	male
	80
	white
	-
	-
	-
	20432
	0.6
	male
	79
	white
	-
	-
	-

	3
	male
	66
	white
	-
	1
	1
	288
	0.9
	male
	66
	white
	-
	1
	-

	4
	male
	69
	white
	-
	-
	1
	3
	19.1
	male
	69
	white
	-
	-
	-

	5
	female
	57
	white
	1
	-
	1
	233
	0.7
	female
	52
	white
	1
	-
	-

	6
	male
	55
	white
	1
	-
	1
	45
	1.0
	male
	55
	white
	1
	-
	-

	7
	male
	76
	black
	1
	1
	1
	1
	17.5
	male
	76
	black
	-
	1
	-

	8
	male
	63
	black
	1
	-
	1
	-
	2.3
	male
	61
	black
	1
	-
	-

	9
	male
	61
	white
	-
	1
	1
	20039
	2.3
	male
	61
	white
	-
	1
	-

	10
	male
	54
	white
	1
	-
	1
	7
	0.5
	male
	56
	white
	1
	-
	-

	11
	female
	60
	white
	1
	-
	1
	3
	4.2
	female
	60
	white
	1
	-
	-

	12
	female
	70
	black
	1
	-
	1
	11
	8.6
	female
	67
	black
	1
	-
	-

	13
	female
	63
	white
	-
	-
	1
	3
	0.9
	female
	62
	white
	-
	-
	-

	14
	male
	65
	white
	1
	-
	1
	2
	5.0
	male
	68
	white
	-
	-
	-

	15
	male
	66
	white
	-
	1
	1
	13
	0.4
	male
	66
	white
	-
	1
	-

	16
	male
	26
	white
	-
	-
	-
	5
	3.7
	male
	26
	white
	-
	-
	-

	17
	male
	60
	white
	1
	1
	1
	2
	4.1
	male
	62
	white
	1
	1
	-

	18
	female
	49
	black
	1
	-
	1
	6
	1.0
	female
	53
	black
	1
	-
	-

	19
	male
	60
	white
	1
	1
	1
	4
	6.2
	male
	58
	white
	1
	-
	-

	20
	male
	63
	black
	1
	-
	1
	9
	4.0
	male
	60
	black
	1
	-
	-

	21
	male
	56
	white
	1
	-
	1
	3
	0.4
	male
	60
	white
	1
	-
	-

	22
	male
	65
	white
	-
	-
	1
	5
	0.5
	male
	65
	white
	-
	-
	

	23
	male
	73
	white
	1
	1
	1
	81
	3.9
	male
	75
	white
	1
	1
	

	24
	male
	60
	white
	1
	1
	1
	11
	1.2
	male
	47
	white
	-
	1
	





Supplementary Table S1B. Clinical characteristics of patients (cases) who donated blood before conventional diagnosis with hepatocellular carcinoma (HCC) (pre-diagnostic samples). HCC diagnosed based on ICD-9 (155.0, in the absence of 155.1), primary cite liver (C220), HCC histology (8170.3). Each patient was matched with healthy control (no liver cirrhosis, no family history of cancer) on age, gender, ethnicity, hepatitis C viral infection (HCV), diabetes, and blood collection date. DNA samples from cases and matched controls were processed for Illumina 450K microarray for genome-wide DNA methylation analysis. (1: diagnosed; “-“: not diagnosed; Time_DX: time in days between blood collection and diagnosis with HCC; grey shaded field: a factor that does not match between case and control; AFP – serum alpha-fetoprotein)
	
	Pre-diagnostic Case
	Matched Control

	#
	Gender
	Age
	Race
	HCV
	Diabetes
	Cirrhosis
	AFP [ng/ml]
	Time_DX
[days]
	Gender
	Age
	Race
	HCV
	Diabetes
	Cirrhosis

	1
	male
	70
	white
	-
	-
	-
	2.5
	844
	male
	64
	white
	-
	-
	-

	2
	male
	53
	white
	-
	-
	-
	-
	1373
	male
	53
	white
	-
	-
	-

	3
	female
	65
	white
	-
	1
	-
	9.1
	476
	female
	67
	white
	-
	1
	-

	4
	male
	69
	white
	-
	1
	-
	17.3
	73
	male
	71
	white
	-
	1
	-

	5
	male
	67
	white
	-
	-
	1
	-
	799
	male
	67
	white
	-
	-
	-

	6
	female
	51
	white
	-
	1
	1
	-
	1134
	female
	50
	white
	-
	1
	-

	7
	female
	50
	white
	-
	1
	-
	2.9
	87
	female
	49
	white
	-
	1
	-

	8
	male
	55
	white
	-
	-
	1
	-
	188
	male
	55
	white
	-
	-
	-

	9
	female
	68
	white
	-
	-
	1
	3.2
	329
	female
	68
	white
	-
	-
	-

	10
	female
	69
	white
	-
	1
	1
	7.4
	262
	female
	69
	white
	-
	1
	-

	11
	male
	59
	black
	1
	-
	1
	5.5
	313
	male
	55
	black
	1
	-
	-

	12
	female
	72
	white
	-
	-
	1
	2.4
	105
	female
	68
	white
	-
	-
	-

	13
	male
	43
	white
	-
	-
	1
	1
	191
	male
	45
	white
	-
	-
	-

	14
	female
	54
	white
	-
	-
	1
	3.5
	275
	female
	54
	white
	-
	-
	-

	15
	female
	40
	white
	-
	-
	1
	3.2
	358
	female
	39
	white
	-
	-
	-

	16
	male
	48
	white
	1
	-
	1
	3
	155
	male
	47
	white
	1
	-
	-

	17
	female
	76
	white
	-
	1
	1
	134.7
	764
	female
	72
	white
	-
	1
	-

	18
	male
	66
	black
	1
	-
	-
	-
	810
	male
	51
	black
	1
	-
	-

	19
	female
	66
	white
	-
	1
	1
	-
	259
	female
	65
	white
	-
	1
	-

	20
	male
	57
	white
	1
	1
	1
	3.9
	70
	male
	57
	white
	1
	-
	-

	21
	female
	63
	black
	1
	-
	1
	2.6
	448
	female
	63
	black
	1
	1
	-







[bookmark: _GoBack]Supplementary Table S1C. Clinical characteristics of patients with liver cirrhosis (cirrhotic cases) who donated blood before conventional diagnosis with hepatocellular carcinoma (HCC) (pre-diagnostic cirrhotic samples). HCC diagnosed based on ICD-9 (155.0, in the absence of 155.1), primary cite liver (C220), HCC histology (8170.3). Each patient was matched with cirrhotic control (liver cirrhosis, no HCC, no family history of cancer) on age, gender, ethnicity, hepatitis C viral infection (HCV), diabetes, and blood collection date. (1: diagnosed; “-“: not diagnosed; Time_DX: time in days between blood collection and diagnosis with HCC; grey shaded field: a factor that does not match between case and control; AFP – serum alpha-fetoprotein)
	
	Pre-diagnostic Cirrhotic Case
	Matched Cirrhotic Control

	#
	Gender
	Age
	Race
	Ethiology
	Diabetes
	Cirrhosis
	AFP [ng/ml]
	Time_DX [days]
	Gender
	Age
	Race
	Ethiology
	Diabetes
	Cirrhosis
	AFP [ng/ml]

	1
	male
	62
	unknown
	NASH
	-
	1
	5.6
	406
	male
	61
	white
	NASH
	1
	1
	3.9

	
	
	
	
	
	
	
	
	
	female
	61
	white
	NASH
	-
	1
	8.1

	2
	female
	66
	white
	HCV
	-
	1
	2.6
	21
	female
	66
	white
	HCV
	-
	1
	6.2

	
	
	
	
	
	
	
	
	
	female
	66
	white
	HCV
	-
	1
	5.0

	3
	female
	73
	white
	HCV
	-
	1
	3.0
	764
	female
	73
	white
	HCV
	1
	1
	6.9

	4
	female
	54
	white
	Alcohol
	1
	1
	4.2
	40
	male
	51
	white
	Alcohol
	-
	1
	2.0

	5
	male
	65
	white
	HCV
	1
	1
	9.4
	97
	male
	64
	white
	HCV
	-
	1
	21.4

	
	
	
	
	
	
	
	
	
	male
	64
	white
	HCV
	1
	1
	1.8

	6
	male
	55
	white
	HCV
	-
	1
	852.2
	1
	male
	55
	white
	HCV
	-
	1
	4.0

	
	
	
	
	
	
	
	
	
	female
	54
	unknown
	HCV
	-
	1
	7.3

	7
	male
	55
	white
	HCV
	1
	1
	7192.0
	5
	female
	54
	white
	HCV
	-
	1
	3.7

	
	
	
	
	
	
	
	
	
	male
	54
	white
	HCV
	1
	1
	139.8

	8
	female
	66
	white
	Alcohol
	1
	1
	5.5
	329
	female
	65
	white
	Alcohol
	1
	1
	1.7

	
	
	
	
	
	
	
	
	
	female
	68
	white
	Alcohol
	1
	1
	3.8

	9
	female
	63
	white
	HCV
	-
	1
	43.5
	85
	female
	63
	black
	HCV
	1
	1
	34.7

	
	
	
	
	
	
	
	
	
	female
	62
	white
	HCV
	-
	1
	36.7

	10
	male
	66
	unknown
	NASH
	-
	1
	3.3
	341
	male
	66
	white
	NASH
	1
	1
	1.3

	
	
	
	
	
	
	
	
	
	male
	67
	white
	NASH
	1
	1
	7.7

	11
	female
	71
	white
	NASH
	1
	1
	4.1
	52
	female
	71
	white
	NASH
	1
	1
	2.6

	
	
	
	
	
	
	
	
	
	female
	70
	white
	NASH
	1
	1
	3.8

	12
	female
	65
	white
	NASH
	1
	1
	134.7
	259
	female
	63
	white
	NASH
	-
	1
	1.5

	13
	male
	56
	white
	HCV/Alc
	-
	1
	15.2
	257
	male
	56
	white
	HCV/Alc
	-
	1
	20.4

	
	
	
	
	
	
	
	
	
	male
	58
	white
	HCV/Alc
	-
	1
	8.3



