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Table S1. Clinical and demographic characteristics of subjects in CAPS

No. (%) of cases

No. (%) of
controls (n = 1,722)

Characteristic Aggressive (n = 1,231) Localized (n = 1,619) All cases (n = 2,899)
Age at enrollment (y)
Mean (SD) 68.04 (7.32) 65.14 (6.74) 66.36 (7.13)
Age, vy, at diagnosis
65 514 (41.75) 926 (57.19) 1469 (50.78)
>65 717 (58.25) 693 (42.81) 1424 (49.22)

Family history (first-degree relatives)

No 1013 (82.29) 1295 (79.99) 2,342 (80.95)
Yes 218 (17.71) 324 (20.01) 551 (19.05)
Missing data 0 0 0

PSA levels at diagnosis for cases or at enrollment for controls (ng/mL)

4 36 (2.95) 185 (11.61) 221 (7.85)
4.01-9.99 171 (14.00) 755 (47.39) 926 (32.91)
10-19.99 216 (17.69) 438 (27.50) 654 (23.24)
20-49.99 252 (20.64) 215 (13.50) 467 (16.60)
50-99.99 229 (18.76) 0 229 (8.14)

100 317 (25.96) 0 317 (11.27)
Missing 10 26 85
T-stage
TO 2 (0.16) 7 (0.44) 9 (0.32)
T1 147 (12.07) 933 (58.24) 1080 (38.30)
T2 242 (19.87) 662 (41.32) 904 (32.06)
T3 724 (59.44) 0 724 (25.67)
T4 103 (8.46) 0 103 (3.65)
TX 13 17 79
N-stage
NO 222 (70.03) 302 (100.00) 524 (84.65)
N1 95 (29.97) 0 95 (15.35)
NX 914 1317 2280
M-stage
MO 589 (68.25) 655 (100.00) 1244 (81.95)
M1 274 (31.75) 0 274 (18.05)
MX 368 964 1381

Gleason (biopsy)

4 9 (0.83) 98 (6.32) 107 (4.06)
5 43 (3.96) 247 (15.93) 290 (10.99)
6 153 (14.08) 832 (53.64) 985 (37.34)
7 414 (38.09) 374 (24.11) 788 (29.87)
8 258 (23.74) 0 258 (9.78)
9 185 (17.02) 0 185 (7.01)
10 25 (2.30) 0 25
Missing 144 68 261

67.15 (7.39)

N/A
N/A

1,565 (90.57)
163 (9.43)
0

1,438 (83.56)
230 (13.36)
37 (2.15)
13 (0.76)
2(0.12)
1 (0.06)
1

N/A
N/A
N/A
N/A
N/A
N/A

N/A
N/A
N/A

N/A
N/A
N/A

N/A
N/A
N/A
N/A
N/A
N/A
N/A
N/A

Forty-nine patients could not be classified as having aggressive or localized disease because of missing phenotypes.
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Table S2. Clinical and demographic characteristics of study subjects

No. (%) of cases

Aggressive Indolent All cases Controls
Characteristic (n = 1,408) (n =4,318) (n = 5,955) (n = 482)
Age at enrollment (y)
Mean (SD) 59.8 (6.72) 57.7 (6.49) 58.3 (6.69) 59.91 (7.19)
Age at diagnosis (y)
<65 1,112 (78.98) 3,833 (88.77) 5,115 (85.89)
>65 296 (21.02) 485 (11.23) 839 (14.09)
PSA levels at diagnosis for cases or at enrollment for controls (ng/mL)
<4 139 (9.87) 1,095 (25.36) 1,262 (21.19) 481 (99.79)
4.01-9.99 611 (43.39) 2,264 (52.43) 2,951 (49.55) 0
10-19.99 182 (12.93) 247 (5.72) 451 (7.57) 0
20-49.99 84 (5.97) 36 (0.83) 131 (2.2) 0
50-99.99 34 (2.41) 4 (0.09) 58 (0.97) 0
>100 63 (4.47) 3(0.07) 117 (1.96) 0
Missing 196 (13.92) 669 (15.49) 985 (16.54) 1(0.21)
T-stage
TO NA NA NA NA
T1 NA NA NA NA
T2 368 (26.14) 3,416 (79.11) 3,850 (64.65) NA
T3a 536 (38.07) 902 (20.89) 1,454 (24.42) NA
T3b/c 355 (25.21) 0 355 (5.96) NA
T3/T3X 9 (0.64) 0 15 (0.25) NA
T4 3(0.21) 0 3 (0.05) NA
™> 137 (9.73) 0 278 (4.67) NA
N-stage
NO 1,085 (77.06) 4,318 (100) 5,469 (91.84) NA
N1 140 (9.94) 0 (0) 140 (2.35) NA
NX 183 (13) 0 (0) 346 (5.81) NA
M-stage
MO NA NA NA NA
M1 NA NA NA NA
MX 1,408 4,318 5,955 NA
Gleason score (biopsy)
<4 0 0 2 (0.03) NA
5 2 (0.14) 67 (1.55) 73 (1.23) NA
6 23 (1.63) 3,042 (70.45) 3,104 (52.12) NA
7 (3+4) 106 (7.53) 1,254(29.04) 1,411(23.69) NA
7(4+3) 667 (47.37) 0 667 (11.2) NA
8 317 (22.51) 0 317 (5.32) NA
9 265 (18.82) 0 265 (4.45) NA
10 18 (1.28) 0 18 (0.3) NA
Missing 10 (0.71) 0 98 (1.65) NA

A total of 229 patients could not be classified as having aggressive or indolent disease because of missing

phenotypes.
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Table S3. Genotype frequency of SNP rs4054823 at 17p12 in controls as well as case patients with aggressive or indolent disease

L T

Genotype
test
(recessive
Genotype model for
frequency T)
Controls vs.
Controls stud Aggressive Indolent aggressive Controls vs. indolent
udy
" populaton C€C CT Tr C€C CT Tr cC CT T OR (95% CI) P OR (95% ClI) P
“ CGEMS study
ACS 339 904 532 171 467 275 152 349 183 1.01(0.85-1.20) 0.937 0.85 (0.70-1.04) 0.116
ATBC 228 473 219 52 119 67 124 253 132 1.25(0.91-1.73) 0.166 1.12 (0.87-1.44) 0.371
HPFS 126 304 181 29 43 46 75 191 123 1.52 (1.01-2.28) 0.045 1.10 (0.83-1.45) 0.504
PLCO 226 548 319 119 332 233 104 253 126 1.25(1.02-1.54) 0.031 0.86 (0.67-1.09) 0.208
Sub total 919 2,229 1,251 371 961 621 455 1,046 564 1.15(1.02-1.29) 0.019 0.95 (0.84-1.08) 0.386
Confirmation
CAPS 362 865 484 247 589 387 331 841 428 1.17 (1.00-1.37)  0.050 0.93 (0.79-1.08) 0.322
JHH 106 234 140 289 662 448 912 2,152 1,217 1.14 (0.91-1.44) 0.244 0.96 (0.78-1.19) 0.734
Sub total 468 1,099 624 536 1,251 835 1,243 2,993 1,645 1.16(1.02-1.33)  0.023 0.94 (0.83-1.06) 0.318

All populations 1,387 3,328 1,875 907 2,212 1,456 1,698 4,039 2,209 1.16 (1.06-1.26)  1.1E-03  0.94 (0.87-1.03) 0.188

P value and OR (95% CI) in combined populations are for the CMH test. In Controls vs. Aggressive, the Breslow-Day P value for all populations is 0.4142.
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