Supplementary Table 1.

	CRUK PrCa GWAS          Total Number                                       
Stage                                  of Samples

	Study Population
	Number of Cases
	Number of Controls

	
	
	
	

	Stage 1                                 3,748
                                            selected
	UK
	1854
(<60 yrs or +FH)
	 1894
(>50 years low PSA)

	Stage 2                                 7,590 
                                            unselected
	UK
Australia 
	1,939
1,711
	2,292
1,648

	Stage3                                  8,738
                                           unselected
	UK
Australia
	3,195
1,379
	3,310
854


Supplementary Table 2. 

Stepwise logistic regression analyses using genotype dose (.mldose imputed output file, dose between 0 and 2) of 35 SNPs in this region associated with PrCa risk at P<10-7 (stage 1, 2 and CGEMS). SNPs retained in the model if significant at P<10-3.
	SNPs

In the model
	Allele
	Position
	Per allele OR1 

(95%CI),

uni-variate
	Combined P-value,

uni-variate
	OR (95%CI)

Stepwise Logistic 

regression (0.001)

Forward 2
	OR (95%CI)

Stepwise Logistic 

regression (0.001)

Backward 3

	rs62113212
	C/T
	56052652
	.61 (.56-.67)
	2.20x10-24
	.63 (.58-.70)
	.64 (.58-.70)

	rs17632542
	T/C
	56053569
	.61 (.56-.67)
	2.99x10-24
	
	

	pos56054527
	T/G
	56054527
	.64 (.58-.70)
	1.37x10-22
	
	

	rs1058205
	T/C
	56055210
	.76 (.71-.81)
	2.78x10-18
	
	

	rs2569735
	G/A
	56056081
	.74 (.69-.79)
	4.32x10-18
	
	

	rs2735839
	G/A
	56056435
	.74 (.69-.79)
	4.72x10-18
	
	

	rs62113216
	T/A
	56056615
	.64 (.57-.71)
	3.35x10-16
	
	

	rs56397626
	A/G
	56038334
	.49 (.41-.58)
	4.66x10-16
	
	

	rs7251465
	A/G
	56042603
	.65 (.58-.72)
	5.97x10-16
	
	

	pos56037076
	T/C
	56037076
	.58 (.50-.66)
	7.03x10-16
	
	

	pos56053983
	C/G
	56053983
	.32 (.24-.42)
	8.28x10-16
	
	

	pos56061277
	G/C
	56061277
	.32 (.24-.42)
	2.89x10-15
	
	

	pos56042100
	C/G
	56042100
	.32 (.25-.43)
	1.59x10-15
	
	

	pos56033664
	T/A
	56033664
	.45 (.37-.55)
	6.70x10-15
	
	

	rs2739443
	G/A
	56033138
	.60 (.52-.69)
	5.48x10-14
	
	

	rs174776
	C/T
	56051664
	.77 (.72-.83)
	4.49x10-13
	
	

	rs266878
	C/G
	56050926
	.77 (.72-.83)
	4.83x10-13
	
	

	rs2659124
	T/A
	56046409
	.76 (.71-.82)
	1.55x10-12
	
	

	pos56067024
	C/T
	56067024
	.71 (.64-.78)
	4.52x10-12
	
	

	pos56062250
	C/A
	56062250
	.60 (.52-.70)
	4.40x10-11
	
	

	rs2659051
	G/C
	56037380
	.80 (.74-.86)
	3.85x10-10
	
	

	rs62113210
	C/T
	56046798
	.55 (.46-.67)
	1.74x10-9
	
	

	rs2569753
	C/T
	56035990
	1.20 (1.13-1.27)
	1.36x10-9
	
	1.12 (1.05-1.18)

	rs62113221
	G/A
	56058308
	.54 (.44-.66)
	2.23x10-9
	
	

	rs62113222
	A/T
	56058606
	.54 (.44-.66)
	2.37x10-9
	
	

	pos56058688
	T/A
	56058688
	.54 (.44-.66)
	2.37x10-9
	
	

	rs62113223
	T/C
	56058866
	.54 (.44-.66)
	2.37x10-9
	
	

	rs2659122
	T/C
	56054838
	.84 (.80-.89)
	1.64x10-9
	
	

	pos56060000
	A/C
	56060000
	.54 (.44-.66)
	2.85x10-9
	
	

	pos56066550
	T/A
	56066550
	.54 (.44-.67)
	1.13x10-8
	
	

	pos56066560
	C/G
	56066560
	.55 (.44-.67)
	1.13x10-8
	
	

	pos56066619
	G/T
	56066619
	.55 (.44-.67)
	1.20x10-8
	
	

	rs266849
	A/G
	56040902
	.83 (.78-.89)
	8.4x10-9
	
	

	rs2659052
	C/G
	56035549
	1.18 (1.11-1.24)
	1.51x10-8
	1.11 (1.05-1.18)
	

	rs266876
	T/C
	56052630
	.83 (.78-.89)
	8.32x10-8
	
	


1 OR for increasing one unit of the second allele, 2 Log likelihood= -9109.97, 3 Log likelihood= -9110.21  

Supplementary Table 3: Estimated r2 from 1000 Genomes for the 35 SNPs in the KLK region associated with PrCa risk at P<10-7
	 
	rs2739443
	pos56033664
	rs2659052
	rs2569753
	pos56037076
	rs2659051
	rs56397626
	rs266849
	pos56042100
	rs7251465
	rs2659124
	rs62113210
	rs266878
	rs174776
	rs266876
	rs62113212
	rs17632542
	pos56053983
	pos56054527
	rs2659122
	rs1058205
	rs2569735
	rs2735839
	rs62113216
	rs62113221
	rs62113222
	pos56058688
	rs62113223
	pos56060000
	pos56061277
	pos56062250
	pos56066550
	pos56066560
	pos56066619
	pos56067024

	rs2739443
	1
	0.486
	0.03
	0.039
	0.514
	0.34
	0.654
	0.316
	0.321
	0.679
	0.52
	0.001
	0.472
	0.472
	0.145
	0.495
	0.495
	0.321
	0.434
	0.155
	0.366
	0.431
	0.431
	0.679
	0.001
	0.001
	0.001
	0.001
	0.001
	0.321
	0.353
	0.001
	0.001
	0.001
	0.385

	pos56033664
	 
	1
	0.015
	0.019
	0.25
	0.165
	0.318
	0.154
	0.661
	0.486
	0.253
	0.001
	0.229
	0.229
	0.113
	0.358
	0.358
	0.661
	0.315
	0.075
	0.178
	0.21
	0.21
	0.486
	0.001
	0.001
	0.001
	0.001
	0.001
	0.661
	0.171
	0.001
	0.001
	0.001
	0.281

	rs2659052
	 
	 
	1
	0.639
	0.025
	0.089
	0.02
	0.096
	0.01
	0.03
	0.032
	0.01
	0.037
	0.037
	0.048
	0.041
	0.017
	0.01
	0.006
	0.035
	0.015
	0.022
	0.022
	0.03
	0.01
	0.01
	0.01
	0.01
	0.01
	0.01
	0.036
	0.01
	0.01
	0.01
	0.052

	rs2569753
	 
	 
	 
	1
	0.033
	0.056
	0.026
	0.002
	0.013
	0.039
	0.046
	0.013
	0.053
	0.053
	0
	0.054
	0.026
	0.013
	0.013
	0
	0.028
	0.036
	0.036
	0.039
	0.013
	0.013
	0.013
	0.013
	0.013
	0.013
	0.02
	0.013
	0.013
	0.013
	0.068

	pos56037076
	 
	 
	 
	 
	1
	0.28
	0.793
	0.261
	0.389
	0.826
	0.429
	0.001
	0.389
	0.389
	0.191
	0.607
	0.607
	0.389
	0.535
	0.128
	0.302
	0.356
	0.356
	0.826
	0.001
	0.001
	0.001
	0.001
	0.001
	0.389
	0.434
	0.001
	0.001
	0.001
	0.477

	rs2659051
	 
	 
	 
	 
	 
	1
	0.222
	0.565
	0.109
	0.34
	0.406
	0.003
	0.361
	0.361
	0.255
	0.232
	0.232
	0.109
	0.196
	0.313
	0.264
	0.324
	0.324
	0.34
	0.003
	0.003
	0.003
	0.003
	0.003
	0.109
	0.1
	0.003
	0.003
	0.003
	0.167

	rs56397626
	 
	 
	 
	 
	 
	 
	1
	0.207
	0.491
	0.654
	0.34
	0.001
	0.309
	0.309
	0.152
	0.481
	0.481
	0.491
	0.424
	0.101
	0.24
	0.282
	0.282
	0.654
	0.001
	0.001
	0.001
	0.001
	0.001
	0.491
	0.556
	0.001
	0.001
	0.001
	0.378

	rs266849
	 
	 
	 
	 
	 
	 
	 
	1
	0.102
	0.316
	0.376
	0.003
	0.334
	0.334
	0.366
	0.214
	0.214
	0.102
	0.18
	0.414
	0.241
	0.298
	0.298
	0.316
	0.003
	0.003
	0.003
	0.003
	0.003
	0.102
	0.091
	0.003
	0.003
	0.003
	0.153

	pos56042100
	 
	 
	 
	 
	 
	 
	 
	 
	1
	0.321
	0.167
	0
	0.152
	0.152
	0.074
	0.236
	0.236
	1
	0.208
	0.05
	0.118
	0.138
	0.138
	0.321
	0
	0
	0
	0
	0
	1
	0.273
	0
	0
	0
	0.185

	rs7251465
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	0.52
	0.001
	0.472
	0.472
	0.232
	0.736
	0.736
	0.321
	0.648
	0.155
	0.366
	0.431
	0.431
	1
	0.001
	0.001
	0.001
	0.001
	0.001
	0.321
	0.353
	0.001
	0.001
	0.001
	0.577

	rs2659124
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	0.002
	0.908
	0.908
	0.084
	0.369
	0.369
	0.167
	0.456
	0.298
	0.704
	0.668
	0.668
	0.52
	0.002
	0.002
	0.002
	0.002
	0.002
	0.167
	0.169
	0.002
	0.002
	0.002
	0.279

	rs62113210
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	0.002
	0.002
	0.074
	0.236
	0.05
	0
	0.043
	0.05
	0.021
	0.138
	0.138
	0.001
	1
	1
	1
	1
	1
	0
	0.001
	1
	1
	1
	0.002

	rs266878
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	1
	0.07
	0.332
	0.332
	0.152
	0.411
	0.328
	0.776
	0.602
	0.602
	0.472
	0.002
	0.002
	0.002
	0.002
	0.002
	0.152
	0.15
	0.002
	0.002
	0.002
	0.249

	rs174776
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	0.07
	0.332
	0.332
	0.152
	0.411
	0.328
	0.776
	0.602
	0.602
	0.472
	0.002
	0.002
	0.002
	0.002
	0.002
	0.152
	0.15
	0.002
	0.002
	0.002
	0.249

	rs266876
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	0.315
	0.224
	0.074
	0.187
	0.588
	0.072
	0.146
	0.146
	0.232
	0.074
	0.074
	0.074
	0.074
	0.074
	0.074
	0.059
	0.074
	0.074
	0.074
	0.101

	rs62113212
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	0.749
	0.236
	0.657
	0.21
	0.364
	0.586
	0.586
	0.736
	0.236
	0.236
	0.236
	0.236
	0.236
	0.236
	0.251
	0.236
	0.236
	0.236
	0.413

	rs17632542
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	0.236
	0.88
	0.21
	0.497
	0.432
	0.432
	0.736
	0.05
	0.05
	0.05
	0.05
	0.05
	0.236
	0.251
	0.05
	0.05
	0.05
	0.413

	pos56053983
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	0.208
	0.05
	0.118
	0.138
	0.138
	0.321
	0
	0
	0
	0
	0
	1
	0.273
	0
	0
	0
	0.185

	pos56054527
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	0.239
	0.565
	0.509
	0.509
	0.648
	0.043
	0.043
	0.043
	0.043
	0.043
	0.208
	0.218
	0.043
	0.043
	0.043
	0.358

	rs2659122
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	0.423
	0.359
	0.359
	0.155
	0.05
	0.05
	0.05
	0.05
	0.05
	0.05
	0.031
	0.05
	0.05
	0.05
	0.093

	rs1058205
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	0.705
	0.705
	0.366
	0.021
	0.021
	0.021
	0.021
	0.021
	0.118
	0.11
	0.021
	0.021
	0.021
	0.184

	rs2569735
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	1
	0.431
	0.138
	0.138
	0.138
	0.138
	0.138
	0.138
	0.135
	0.138
	0.138
	0.138
	0.224

	rs2735839
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	0.431
	0.138
	0.138
	0.138
	0.138
	0.138
	0.138
	0.135
	0.138
	0.138
	0.138
	0.224

	rs62113216
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	0.001
	0.001
	0.001
	0.001
	0.001
	0.321
	0.353
	0.001
	0.001
	0.001
	0.577

	rs62113221
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	1
	1
	1
	1
	0
	0.001
	1
	1
	1
	0.002

	rs62113222
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	1
	1
	1
	0
	0.001
	1
	1
	1
	0.002

	pos56058688
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	1
	1
	0
	0.001
	1
	1
	1
	0.002

	rs62113223
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	1
	0
	0.001
	1
	1
	1
	0.002

	pos56060000
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	0
	0.001
	1
	1
	1
	0.002

	pos56061277
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	0.273
	0
	0
	0
	0.185

	pos56062250
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	0.001
	0.001
	0.001
	0.32

	pos56066550
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	1
	1
	0.002

	pos56066560
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	1
	0.002

	pos56066619
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1
	0.002

	pos56067024
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	1


Supplementary Table 4: PSA levels by genotype in controls at stage 2 & 3.

	Marker
	Stage
	Geometric mean PSA (95%CI)

	P-value1

	rs17632542
	2
	TT
	TC
	CC
	

	
	
	1.46 (1.39-1.53)
	1.19 (1.05-1.34)
	0.57 (0.34-0.80)
	2.7x10-8

	
	3
	TT
	TC
	CC
	

	
	
	1.49 (1.41-1.58)
	1.28 (1.09-1.47)
	0.80 (.34-1.26)
	1.2x10-4

	
	2 & 3
	TT
	TC
	CC
	

	
	
	1.48 (1.42-1.53)
	1.23 (1.11-1.35)
	.67 (.45-.89)
	1.5x10-11

	
	
	Median (25-75%)
	

	
	
	1.1 (.7-1.8)
	.87 (.56-1.5)
	.47 (.27-.96)
	


1Test for trend in log (PSA) by allele dose
Supplementary Table 5: Grade-specific odds ratios 

	Marker
	G.S < 7
	G.S > 7+
	Ptrend
	P-value1

	rs17632542


	(a) Stage 1,2 &3
	
	

	
	.48 (.42-.55)
	.73 (.65-.82)
	7.0x10-7
	7.1x10-5

	
	(b) Stage1
	
	

	
	.31 (.23-.42)
	.39 (.29-.52)
	0.25
	.90

	
	(c) Stage2
	
	

	
	.62 (.50-.77)
	.93 (.77-1.12)
	0.002
	.02

	
	(d) Stage3
	
	

	
	.50 (.40-.62)
	.82 (.69-.98)
	1.1x10-4
	1.0x10-4

	
	G.S < 8
	G.S > 8+
	
	

	
	(a) Stage 1,2 &3
	
	

	
	.55 (.49-.61)
	.87 (.74-1.04)
	3.2x10-7
	7.1x10-5

	
	(b) Stage1
	
	

	
	.33 (.26-.41)
	.44 (.30-.67)
	.19
	.90

	
	(c) Stage2
	
	

	
	.72 (.61-.85)
	1.03 (.77-1.38)
	.03
	.02

	
	(d) Stage3
	
	

	
	.58 (.49-.68)
	1.13 (.88-1.46)
	1.7x10-6
	1.0x10-4


1 Gleason score as an ordinal variable

Supplementary Figure 1.
Box plots showing PSA levels (ng/ml) at baseline in control subjects from Stage 2 and 3 by rs17632542 genotypes.  Median values are indicated by a horizontal line and 25 and 75% are at the bottom and top of the boxes.
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