Table 1. Studies of hENT1 protein expression and overall survival in pancreas cancer, the adjuvant setting with gemcitabine

[image: image1.emf]Study Year n Tissue Expression of hENT1 Antibody Cut-off for high expression O.S. Association in Gemcitabine Treatment

Farrell 2009 91 FFPE Protein(IHC) Monoclonal Mouse 10D7G2 Score 0 or 1<10% tumor cells Yes/p=0.03

Spratlin 2004 21 FFPE Protein(IHC) Monoclonal Mouse 10D7G2 Score 0<10% tumor cells Yes/p=0.01

Marechal 2012 243 FFPE Protein(IHC) Monoclonal Mouse 10D7G2 Score 0 or 1<10% tumor cells Yes/p=0.0001

Morinaga 2012 27 FFPE Protein(IHC) Polyclonal Rabbit (MLBInternational Co) Score 4-6 Yes/p=0.019

Kondo 2012 86 FFPE Protein(IHC) Polyclonal rabbit(Abnova Co, Taiwan) Score 2 or 3 > 50% tumor cells Yes/p=0.02

Nakagawa 2013 109 FFPE Protein(IHC) Polyclonal rabbit(Abnova Co, Taiwan) Score 2 or 3 > 50% tumor cells Yes/p=0.0001

Poplin 2013 102 FFPE Protein(IHC) Monoclonal Mouse SP120 Score 2 or 3 > 50% tumor cells Yes/p=0.018

Poplin* 2013 90 FFPE Protein(IHC) Monoclonal Mouse SP120 Score 2 or 3 > 50% tumor cells Yes/p=0.011

Neoptolemos 2014 176 FFPE Protein(IHC) Monoclonal Mouse 10D7G2 Mean H-score >48 Yes/p=0.0008


*, additional referenced study

n= number

FFPE=formalin fixed, paraffin embedded

IHC, immunohistochemistry

O.S., overall survival

 Supplementary Table.2. Characteristics of Patients Entered on RTOG 97-04. No Evaluation for dCK vs. Evaluated for dCK. (n=451)

	
	No Evaluation for dCK
(n=265)
	Evaluated for dCK
 (n=186)
	

	Age
	
	
	

	Median
	62
	61
	

	Min-Max
	33-84
	35-80
	

	
	
	
	

	
	N
	%
	n
	%
	p-value†

	Gender
	
	
	
	
	0.62

	Male
	153
	57.7
	103
	55.4
	

	Female
	112
	42.3
	83
	44.6
	

	
	
	
	
	
	

	Race
	
	
	
	
	0.30

	White
	231
	87.2
	168
	90.3
	

	African-American/ Other
	34
	12.8
	18
	9.7
	

	
	
	
	
	
	

	Primary Tumor Location 
	
	
	
	
	0.27

	Head
	232
	87.5
	156
	83.9
	

	Everything Else
	33
	12.5
	30
	16.1
	

	
	
	
	
	
	

	KPS 
	
	
	
	
	0.56

	60,70,80
	94
	35.5
	71
	38.2
	

	90,100
	171
	64.5
	115
	61.8
	

	
	
	
	
	
	

	T-stage (surgical) 
	
	
	
	
	0.79

	T1,T2
	64
	24.2
	47
	25.3
	

	T3,T4
	201
	75.8
	139
	74.7
	

	
	
	
	
	
	

	N-stage (surgical)
	
	
	
	
	0.64

	N0
	87
	32.8
	65
	34.9
	

	N1
	178
	67.2
	121
	65.1
	

	
	
	
	
	
	

	AJCC Stage (5th Edition) 
	
	
	
	
	0.43

	I,II
	79
	29.8
	62
	33.3
	

	III,IV
	186
	70.2
	124
	66.7
	

	
	
	
	
	
	

	Largest tumor dimension of primary
	
	
	
	
	0.60

	<3 cm
	112
	42.3
	74
	39.8
	

	( 3cm
	153
	57.7
	112
	60.2
	

	
	
	
	
	
	

	Surgical Margins
	
	
	
	
	0.99

	Complete resection/negative margins
	110
	41.5
	78
	41.9
	

	Complete resection/positive margins
	90
	34.0
	62
	33.3
	

	Complete resection/unknown margins
	65
	24.5
	46
	24.7
	

	
	
	
	
	
	

	RX
	
	
	
	
	0.55

	RT + 5-FU
	132
	49.8
	98
	52.7
	

	RT + Gemcitabine
	133
	50.2
	88
	47.3
	

	
	
	
	
	
	


†p-value from Chi-square test

Supplementary Table 3. Both Arms. Characteristics of Patients Entered on RTOG 97-04 with dCK Expression: Cytoplasm Mean  (n=186)

	
	< median 

(n=92)
	≥  median 

(n=94)
	

	Age
	
	
	

	Median
	58
	64
	

	Min-Max
	35-80
	36-80
	

	
	
	
	

	
	N
	%
	n
	%
	p-value†

	Gender
	
	
	
	
	0.57

	Male
	49
	53.3
	54
	57.4
	

	Female
	43
	46.7
	40
	42.6
	

	
	
	
	
	
	

	Race
	
	
	
	
	0.30

	White
	81
	88.0
	87
	92.6
	

	African-American/ Other
	11
	12.0
	7
	7.4
	

	
	
	
	
	
	

	Primary Tumor Location 
	
	
	
	
	0.13

	Head
	81
	88.0
	75
	79.8
	

	Everything Else
	11
	12.0
	19
	20.2
	

	
	
	
	
	
	

	KPS 
	
	
	
	
	0.52

	60,70,80
	33
	35.9
	38
	40.4
	

	90,100
	59
	64.1
	56
	59.6
	

	
	
	
	
	
	

	T-stage (surgical) 
	
	
	
	
	0.80

	T1,T2
	24
	26.1
	23
	24.5
	

	T3,T4
	68
	73.9
	71
	75.5
	

	
	
	
	
	
	

	N-stage (surgical)
	
	
	
	
	0.72

	N0
	31
	33.7
	34
	36.2
	

	N1
	61
	66.3
	60
	63.8
	

	
	
	
	
	
	

	AJCC Stage (5th Edition) 
	
	
	
	
	0.41

	I,II
	28
	30.4
	34
	36.2
	

	III,IV
	64
	69.6
	60
	63.8
	

	
	
	
	
	
	

	Largest tumor dimension of primary
	
	
	
	
	0.47

	<3 cm
	39
	42.4
	35
	37.23
	

	( 3 cm
	53
	57.6
	59
	62.8
	

	
	
	
	
	
	

	Surgical Margins
	
	
	
	
	0.20

	Complete resection/negative margins
	39
	42.4
	39
	41.5
	

	Complete resection/positive margins
	35
	38.0
	27
	28.7
	

	Complete resection/unknown margins
	18
	19.6
	28
	29.8
	

	
	
	
	
	
	

	RX
	
	
	
	
	0.10

	RT + 5-FU
	54
	58.7
	44
	46.8
	

	RT + Gemcitabine
	38
	41.3
	50
	53.2
	


†p-value from Chi-square or Fisher’s exact test  

Supplementary Table 4. Characteristics of Patients Entered on RTOG 97-04. No Evaluation for RRM1 vs. Evaluated for RRM1. (n=451)

	
	No Evaluation for RRM1
(n=255)
	Evaluated for RRM1
 (n=196)
	

	Age
	
	
	

	Median
	62
	61
	

	Min-Max
	33-84
	35-80
	

	
	
	
	

	
	N
	%
	n
	%
	p-value†

	Gender
	
	
	
	
	0.67

	Male
	147
	57.6
	109
	55.6
	

	Female
	108
	42.4
	87
	44.4
	

	
	
	
	
	
	

	Race
	
	
	
	
	0.28

	White
	222
	87.1
	177
	90.3
	

	African-American/ Other
	33
	12.9
	19
	9.7
	

	
	
	
	
	
	

	Primary Tumor Location 
	
	
	
	
	0.21

	Head
	224
	87.8
	164
	83.7
	

	Everything Else
	31
	12.2
	32
	16.3
	

	
	
	
	
	
	

	KPS 
	
	
	
	
	0.65

	60,70,80
	91
	35.7
	74
	37.8
	

	90,100
	164
	64.3
	122
	62.2
	

	
	
	
	
	
	

	T-stage (surgical) 
	
	
	
	
	0.87

	T1,T2
	62
	24.3
	49
	25.0
	

	T3,T4
	193
	75.7
	147
	75.0
	

	
	
	
	
	
	

	N-stage (surgical)
	
	
	
	
	0.70

	N0
	84
	32.9
	68
	34.7
	

	N1
	171
	67.1
	128
	65.3
	

	
	
	
	
	
	

	AJCC Stage (5th Edition) 
	
	
	
	
	0.45

	I,II
	76
	29.8
	65
	33.2
	

	III,IV
	179
	70.2
	131
	66.8
	

	
	
	
	
	
	

	Largest tumor dimension of primary
	
	
	
	
	0.26

	<3 cm
	111
	43.5
	75
	38.3
	

	( 3cm
	144
	56.5
	121
	61.7
	

	
	
	
	
	
	

	Surgical Margins
	
	
	
	
	0.93

	Complete resection/negative margins
	107
	42.0
	81
	41.3
	

	Complete resection/positive margins
	87
	34.1
	65
	33.2
	

	Complete resection/unknown margins
	61
	23.9
	50
	25.5
	

	
	
	
	
	
	

	RX
	
	
	
	
	0.44

	RT + 5-FU
	126
	49.4
	104
	53.1
	

	RT + Gemcitabine
	129
	50.6
	92
	46.9
	

	
	
	
	
	
	


†p-value from Chi-square test

Supplementary Table 5. Both Arms. Characteristics of Patients Entered on RTOG 97-04 with RRM1 expression: Nucleus Maximus  (n=196)
Both Arms

	
	< median 
 (n=98)
	≥  median 
 (n=98)
	

	Age
	
	
	

	Median
	59
	62
	

	Min-Max
	35-80
	37-80
	

	
	
	
	

	
	N
	%
	n
	%
	p-value†

	Gender
	
	
	
	
	0.67

	Male
	53
	54.1
	56
	57.1
	

	Female
	45
	45.9
	42
	42.9
	

	
	
	
	
	
	

	Race
	
	
	
	
	0.81

	White
	88
	89.8
	89
	90.8
	

	African-American/ Other
	10
	10.2
	9
	9.2
	

	
	
	
	
	
	

	Primary Tumor Location 
	
	
	
	
	0.70

	Head
	81
	82.7
	83
	84.7
	

	Everything Else
	17
	17.3
	15
	15.3
	

	
	
	
	
	
	

	KPS 
	
	
	
	
	0.38

	60,70,80
	40
	40.8
	34
	34.7
	

	90,100
	58
	59.2
	64
	65.3
	

	
	
	
	
	
	

	T-stage (surgical) 
	
	
	
	
	0.25

	T1,T2
	21
	21.4
	28
	28.6
	

	T3,T4
	77
	78.6
	70
	71.4
	

	
	
	
	
	
	

	N-stage (surgical)
	
	
	
	
	0.55

	N0
	32
	32.7
	36
	36.7
	

	N1
	66
	67.3
	62
	63.3
	

	
	
	
	
	
	

	AJCC Stage (5th Edition) 
	
	
	
	
	0.45

	I,II
	30
	30.6
	35
	35.7
	

	III,IV
	68
	69.4
	63
	64.3
	

	
	
	
	
	
	

	Largest tumor dimension of primary
	
	
	
	
	0.88

	<3 cm
	38
	38.8
	37
	37.7
	

	( 3 cm
	60
	61.2
	61
	62.3
	

	
	
	
	
	
	

	Surgical Margins
	
	
	
	
	0.38

	Complete resection/negative margins
	37
	37.8
	44
	44.9
	

	Complete resection/positive margins
	37
	37.8
	28
	28.6
	

	Complete resection/unknown margins
	24
	24.5
	26
	26.5
	

	
	
	
	
	
	

	RX
	
	
	
	
	0.57

	RT + 5-FU
	50
	51.0
	54
	55.1
	

	RT + Gemcitabine
	48
	49.0
	44
	44.9
	

	
	
	
	
	
	


†p-value from Chi-square or Fisher’s exact test  

Supplementary Table 6. Characteristics of Patients Entered on RTOG 97-04.No evaluation for RRM2 vs. Evaluated for RRM2 (n=451)

	
	No Evaluation for RRM2
(n=262)
	Evaluated for RRM2 (n=189)
	

	Age
	
	
	

	Median
	63
	60
	

	Min-Max
	33-84
	35-80
	

	
	
	
	

	
	n
	%
	n
	%
	p-value†

	Gender
	
	
	
	
	0.81

	Male
	150
	57.3
	106
	56.1
	

	Female
	112
	42.7
	83
	43.9
	

	
	
	
	
	
	

	Race
	
	
	
	
	0.084

	White
	226
	86.3
	173
	91.5
	

	African-American/ Other
	36
	13.7
	16
	8.5
	

	
	
	
	
	
	

	Primary Tumor Location 
	
	
	
	
	0.21

	Head
	230
	87.8
	158
	83.6
	

	Everything Else
	32
	12.2
	31
	16.4
	

	
	
	
	
	
	

	KPS 
	
	
	
	
	0.71

	60,70,80
	94
	35.9
	71
	37.6
	

	90,100
	168
	64.1
	118
	62.4
	

	
	
	
	
	
	

	T-stage (surgical) 
	
	
	
	
	0.91

	T1,T2
	64
	24.4
	47
	24.9
	

	T3,T4
	198
	75.6
	142
	75.1
	

	
	
	
	
	
	

	N-stage (surgical)
	
	
	
	
	0.39

	N0
	84
	32.1
	68
	36.0
	

	N1
	178
	67.9
	121
	64.0
	

	
	
	
	
	
	

	AJCC Stage (5th Edition) 
	
	
	
	
	0.22

	I,II
	76
	29.0
	65
	34.4
	

	III,IV
	186
	71.0
	124
	65.6
	

	
	
	
	
	
	

	Largest tumor dimension of primary
	
	
	
	
	0.25

	<3 cm
	114
	45.5
	72
	38.1
	

	( 3cm
	148
	54.5
	117
	61.9
	

	
	
	
	
	
	

	Surgical Margins
	
	
	
	
	0.85

	Complete resection/negative margins
	110
	42.0
	78
	41.3
	

	Complete resection/positive margins
	90
	34.4
	62
	32.8
	

	Complete resection/unknown margins
	62
	23.7
	49
	25.9
	

	
	
	
	
	
	

	RX
	
	
	
	
	0.38

	RT + 5-FU
	129
	49.2
	101
	53.4
	

	RT + Gemcitabine
	133
	50.8
	88
	46.6
	

	
	
	
	
	
	


†p-value from Chi-square test

Supplementary Table 7. Characteristics of All Patients Entered on RTOG 97-04 with RRM2 expression (n=189)

	
	0,1

(n=168)
	2

 (n=21)
	

	Age
	
	
	

	Median
	60
	65
	

	Min-Max
	35-80
	36-80
	

	
	
	
	

	
	n
	%
	n
	%
	p-value†

	Gender
	
	
	
	
	0.92

	Male
	94
	56.0
	12
	57.1
	

	Female
	74
	44.0
	9
	42.9
	

	
	
	
	
	
	

	Race
	
	
	
	
	0.084

	White
	156
	92.9
	17
	81.0
	

	African-American/ Other
	12
	7.1
	4
	19.0
	

	
	
	
	
	
	

	Primary Tumor Location 
	
	
	
	
	0.21

	Head
	138
	82.1
	20
	95.2
	

	Everything Else
	30
	17.9
	1
	4.8
	

	
	
	
	
	
	

	KPS 
	
	
	
	
	0.049

	60,70,80
	59
	35.1
	12
	57.1
	

	90,100
	109
	64.9
	9
	42.9
	

	
	
	
	
	
	

	T-stage (surgical) 
	
	
	
	
	0.91

	T1,T2
	42
	25.0
	5
	23.8
	

	T3,T4
	126
	75.0
	16
	76.2
	

	
	
	
	
	
	

	N-stage (surgical)
	
	
	
	
	0.24

	N0
	58
	34.5
	10
	47.6
	

	N1
	110
	65.5
	11
	52.4
	

	
	
	
	
	
	

	AJCC Stage (5th Edition) 
	
	
	
	
	0.18

	I,II
	55
	32.7
	10
	47.6
	

	III,IV
	113
	67.3
	11
	52.4
	

	
	
	
	
	
	

	Largest tumor dimension of primary
	
	
	
	
	1.00

	<3 cm
	64
	38.1
	8
	38.1
	

	( 3cm
	104
	61.9
	13
	61.9
	

	
	
	
	
	
	

	Surgical Margins
	
	
	
	
	0.37

	Complete resection/negative margins
	69
	41.1
	9
	42.9
	

	Complete resection/positive margins
	53
	31.5
	9
	42.9
	

	Complete resection/unknown margins
	46
	27.4
	3
	14.3
	

	
	
	
	
	
	

	RX
	
	
	
	
	0.72

	RT + 5-FU
	89
	53.0
	12
	57.1
	

	RT + Gemcitabine
	79
	47.0
	9
	42.9
	

	
	
	
	
	
	


†p-value from Chi-square test

Supplementary Table 8. Characteristics of Patients Entered on RTOG 97-04. No Evaluation for P53R2 vs. Evaluated  for P53R2. (n=451)

	
	No Evaluation 

for P53
(n=288)
	Evaluated 

for P53
 (n=163)
	

	Age
	
	
	

	Median
	63
	61
	

	Min-Max
	33-84
	35-80
	

	
	
	
	

	
	n
	%
	n
	%
	p-value†

	Gender
	
	
	
	
	0.76

	Male
	165
	57.3
	91
	55.8
	

	Female
	123
	42.7
	72
	44.2
	

	
	
	
	
	
	

	Race
	
	
	
	
	0.14

	White
	250
	86.8
	149
	91.4
	

	African-American/ Other
	38
	13.2
	14
	8.6
	

	
	
	
	
	
	

	Primary Tumor Location 
	
	
	
	
	0.36

	Head
	251
	87.2
	137
	84.0
	

	Everything Else
	37
	12.8
	26
	16.0
	

	
	
	
	
	
	

	KPS 
	
	
	
	
	0.49

	60,70,80
	102
	35.4
	63
	38.7
	

	90,100
	186
	64.6
	100
	61.3
	

	
	
	
	
	
	

	T-stage (surgical) 
	
	
	
	
	0.51

	T1,T2
	68
	23.6
	43
	26.4
	

	T3,T4
	220
	76.4
	120
	73.6
	

	
	
	
	
	
	

	N-stage (surgical)
	
	
	
	
	0.69

	N0
	99
	34.4
	53
	32.5
	

	N1
	189
	65.6
	110
	67.5
	

	
	
	
	
	
	

	AJCC Stage (5th Edition) 
	
	
	
	
	0.83

	I,II
	89
	30.9
	52
	31.9
	

	III,IV
	199
	69.1
	111
	68.1
	

	
	
	
	
	
	

	Largest tumor dimension of primary
	
	
	
	
	0.66

	<3 cm
	121
	42.0
	65
	39.9
	

	( 3cm
	167
	58.0
	98
	60.1
	

	
	
	
	
	
	

	Surgical Margins
	
	
	
	
	0.90

	Complete resection/negative margins
	118
	41.0
	70
	42.9
	

	Complete resection/positive margins
	99
	34.4
	53
	32.5
	

	Complete resection/unknown margins
	71
	24.7
	40
	24.5
	

	
	
	
	
	
	

	RX
	
	
	
	
	0.25

	RT + 5-FU
	141
	49.0
	89
	54.6
	

	RT + Gemcitabine
	147
	51.0
	74
	45.4
	

	
	
	
	
	
	


†p-value from Chi-square test

Supplementary Table 9. Both Arms. Characteristics of Patients Entered on RTOG 97-04 with p53R2 expression: Cytoplasm Mean  (n=163)
	
	< median 

 (n=64)
	≥  median 

(n=99)
	

	Age
	
	
	

	Median
	58
	63
	

	Min-Max
	35-80
	36-80
	

	
	
	
	

	
	n
	%
	n
	%
	p-value†

	Gender
	
	
	
	
	0.089

	Male
	41
	64.1
	50
	50.5
	

	Female
	23
	35.9
	49
	49.5
	

	
	
	
	
	
	

	Race
	
	
	
	
	0.39

	White
	60
	93.8
	89
	89.9
	

	African-American/ Other
	4
	6.3
	10
	10.1
	

	
	
	
	
	
	

	Primary Tumor Location 
	
	
	
	
	0.33

	Head
	56
	87.5
	81
	81.8
	

	Everything Else
	8
	12.5
	18
	18.2
	

	
	
	
	
	
	

	KPS 
	
	
	
	
	0.81

	60,70,80
	24
	37.5
	39
	39.4
	

	90,100
	40
	62.5
	60
	60.6
	

	
	
	
	
	
	

	T-stage (surgical) 
	
	
	
	
	0.86

	T1,T2
	16
	25.0
	27
	27.3
	

	T3,T4
	48
	75.0
	72
	72.7
	

	
	
	
	
	
	

	N-stage (surgical)
	
	
	
	
	0.54

	N0
	19
	29.7
	34
	34.3
	

	N1
	45
	70.3
	65
	65.7
	

	
	
	
	
	
	

	AJCC Stage (5th Edition) 
	
	
	
	
	0.63

	I,II
	19
	29.7
	33
	33.3
	

	III,IV
	45
	70.3
	66
	66.7
	

	
	
	
	
	
	

	Largest tumor dimension of primary
	
	
	
	
	0.63

	<3 cm
	27
	42.2
	38
	38.4
	

	( 3 cm
	37
	57.8
	61
	61.6
	

	
	
	
	
	
	

	Surgical Margins
	
	
	
	
	0.81

	Complete resection/negative margins
	28
	43.8
	42
	42.4
	

	Complete resection/positive margins
	22
	34.4
	31
	31.3
	

	Complete resection/unknown margins
	14
	21.9
	26
	26.3
	

	
	
	
	
	
	

	RX
	
	
	
	
	0.76

	RT + 5-FU
	34
	53.1
	55
	55.6
	

	RT + Gemcitabine
	30
	46.9
	44
	44.4
	


†p-value from Chi-square or Fisher’s exact test  

