eTable 1. Characteristics of Individual Studies

Study Group Region Age Range Sample
Size
CHEK2*1100delC
Chekmariova et al., 2006 Controls Russia 17-74 448
Unilateral BC  Russia 25-86 660
Bilateral BC Russia 26-87 155
Vahteristo et al., 2002 Controls Finland 18-65 1885
Unilateral BC  Finland Unselected 1035
Bilateral BC Finland 16-87 33
Johnson et al., 2005 Controls UK 24-81 637
Bilateral BC UK 26-65 469
Meijers-Heijboer et al., 2002 Controls Southwestern Netherlands Matched to cases 909
CHEK2 Consortium 2004 Unilateral BC  Southwestern Netherlands Unselected 2851
Broeks et al. 2007, 2004 Bilateral BC Southwestern Netherlands Majority cases dx < age 50 247
Justenhoven et al., 2004 Controls Germany 24-80 1251
Pesch et al., 2005 Bilateral BC Germany 29-89 106
Rashid et al., 2005
Kilpivaara et al., 2005 Unilateral BC  Finland 26-97 1229
Bilateral BC Finland - 68
Mellemkjaer et al., 2008 Unilateral BC  USA, Denmark Unselected 1395
Bernstein JL et al., 2006 Bilateral BC USA, Denmark Unselected 708
CHEK2 Consortium 2004 Controls East Anglia, UK - 3749
Day et al., 1999 Unilateral BC  East Anglia, UK 45-74 2886
CHEK2 Consortium 2004 Controls UK Matched 288
Meijers-Heijboer et al., 2002 Unilateral BC UK 36-45 564
Bilateral BC UK - -
CHEK2 Consortium 2004 Controls Finland Matched to cases 447
Mitrunen et al. 2001 Unilateral BC  Finland - 464
CHEK2 Consortium 2004 Controls Southern Germany Matched to cases 650
Chang-Claude et al. 2000 Unilateral BC  Southern Germany <51 604
CHEK2 Consortium 2004 Controls Germany (Hannover) - 401
Dork et al. 2001 Unilateral BC  Germany (Hannover) - 985
CHEK2 Consortium 2004 Controls Australia Matched to cases 736
Spurdle et al. 2002 Unilateral BC  Australia 40-59 1474
De Jong et al., 2004 Controls The Netherlands - 184




Unilateral BC  The Netherlands Unselected 962
Pereira et al., 2004 Control USA - 1030
Unilateral BC  USA - 801
Van Binst et al., 2004 Controls Belgium - 103
Unilateral BC  Belgium - 52
Baeyens et al., 2005 Controls Belgium - 50
Unilateral BC  Belgium Unselected 100
Kleibl et al 2005 Controls Czech Republic - 688
Unilateral BC  Czech Republic - 688
Cybulski et al., 2007 Controls Poland - 2748
Unilateral BC  Poland >51 1978
Einarsdottir et al., 2006 Controls Swedish Matched 1334
Unilateral BC  Swedish 50-74 1509
Weischer et al., 2007 Controls Denmark 31-83 4633
Unilateral BC  Denmark 36-85 1101
BRCA1/BRCA2 truncating mix
Abeliovich et al., 1997 Unilateral BC  Non-Ashkenazi 36
Bilateral BC Non-Ashkenazi 3
Ahn et al., 2004 Unilateral BC  Korean - 109
Bilateral BC Korean - 15
Anglian Group (2000) Unilateral BC  East Anglia - 1220
Anton-Culver et al., 2000 Unilateral BC  US (4.5% Ashkenazi) Unselected (29% <50 years) 590
Bilateral BC US (4.5% Ashkenazi) Unselected (29% <50 years) 83
Apicella C et al., 2007 Unilateral BC  Ashkenazi (US) Unselected 659
Bilateral BC Ashkenazi (US) 105
Backe et al., 1999 Unilateral BC  German 21-70 800
Bergthorsson JT et al., 2001 Controls Danish Unselected 180
Bilateral BC Danish 24-45 (selected <46 years) 58
Fodor et al., 1998 Controls Ashkenazi - 1715
Unilateral BC  Ashkenazi 35-90 268
Gomes et al., 2007 Unilateral BC  Brazil 25-67 402
Gorski et al., 2005 Controls Polish - 4000
Unilateral BC ~ Polish 26-85 2012
King et al., 2003 Unilateral BC  Ashkenazi (US) - 1008




Roa et al, 1996 Controls Ashk (3120); Non-Ashk (1045) - -
Rogoziniska-Szczepka et al., 2004 Bilateral BC Polish 28-76, median 47 108
Satagopan et al., 2001 Controls Ashkenazi (USA) Matched to cases 3434
Unilateral BC  Ashk (USA 603, Canada 209) Unselected 782
Sokolenko et al., 2007 Controls Russian 18-74 478
Sokolenko et al., 2006 Unilateral BC  Russian 25-86 857
Bilateral BC Russian 25-85 152
Steinmann D et al., 2001 Unilateral BC  Germany Matched to BiBC -
Bilateral BC Germany Median age: 54 years 75
Tang et al., 1999 Unilateral BC  Hong Kong Unselected 130
Van Der Looij et al., 2000 Controls Hungary - 350
Unilateral Hungary - 500
Warner et al., 1999 Controls Ashkenazi (Canada) 25-88 380
Unilateral BC  Ashkenazi (Canada) - 412
FGFR2 rs2981582T/C
Gorodnova et al., 2009" Controls Russia, St. Petersburg 75-80 (174); 32-70(353) 524
Unilateral BC  Russia, St. Petersburg 26-85 532
Bilateral BC Russia, St. Petersburg 28-78 100
Mclnerney et al., 2008 Controls West of Ireland >60 years 1016
Unilateral BC  West of Ireland 24-90 988
Bilateral BC West of Ireland Mean age: 53.5years 40
Huijts et al., 2007* Controls The Netherlands - 590
Unilateral BC  The Netherlands 21-87 1114
Bilateral BC The Netherlands - 102

1. The data from this study have not yet been published. Two of our authors are co-investigators on this study (EK, El).
2. The authors of this article supplied us with data on genotype frequencies that are unavailable in the published article.




eTable 2

Frequencies of At-Risk Gentoypes

Mantel-Haenszel Pooled Odds Ratio (95% Cl)

Controls (%) UBC (%) BiBCs (%) UBC vs. Control BiBC vs. UBC BiBC vs. Control
CHEK2*1100delC
Chekmariova (2006) 1/448 (0.2) 14/660 (2.1) 8/155 (5.2) 9.7 (1.3-73.9) 2.5(1.0-6.1) 20.7 (2.6-167)
Vahteristo (2002) 26/188 (1.4) 12/594 (2.0) 4/33 (12.1) 1.5 (0.74-2.9) 6.7 (2.0-22.0) 9.9 (3.2-30.1)
Johnson (2005) 4/637 (0.6) - 11/583 (1.9) - - 3.4 (1.1-10.7)
Meijers-Heijboer (2004); Broeks (2007) 9/909 (1.0) 102/2851 (3.6) 15/247 (6.1) 3.7 (1.9-7.4) 1.7 (1.0-3.0) 6.5 (2.8-15.0)
Justenhoven (2004); Pesch (2005) Rashid (2005) 6/1251 (0.5) - 2/106 (1.9) - - 4.0 (0.8-20.0)
Kilpivaara (2005) - 26/1229 (2.1) 6/68 (8.8) - 4.5 (1.8-11.3) -
Bernstein (2004); Mellemkjaer (2008) - 10/1395 (0.7) 7/708 (1.0) - 1.4 (0.5-3.7) -
CHEK2 Consortium (2004); Day (1999) 20/3749 (0.5) 35/2886 (1.2) - 2.3(1.3-4.0) - -
Chek2 Cons. (2004); Meijers-Heijboer (2002) 1/288 (0.4) 7/564 (1.2) - 3.6 (0.44-29.5) - -
CHEK2 Consortium (2004); Mitrunen (2001) 5/447 (1.1) 13/464 (2.8) - 2.5(0.90-7.2) - -
CHEK2 Consortium (2004); Chang-Claude (2000) 1/650 (0.2) 2/601 (0.3) - 2.2 (0.20-23.9) - -
CHEK2 Consortium (2004); Dork (2001) 1/401 (0.3) 11/985 (1.1) - 4.5 (0.58-35.1) - -
CHEK2 Consortium (2004); Spurdle (2002) 1/736 (0.1) 10/1474 (0.7) - 5.0 (0.64-39.3) - -
De Jong (2004) 3/184 (1.6) 28/962 (2.9) - 1.8 (0.54-6.0) - -
Pereira (2004) 4/1030 (0.4) 9/801 (1.1) 2.9 (0.89-9.5) - -
Van Binst (2004) 1/103 (1.0) 0/52 (0.0) - 0.7 (0.03-16.4) - -
Baeyens (2005) 0/50 (0.0) 1/100 (1.0) - 1.5 (0.06-38.1) - -
Kleibl (2005) 2/730(0.3) 3/688 (0.4) - 1.6 (0.27-9.6) - -
Cybulski (2006) 6/2748 (0.2) 10/1978 (0.5) - 2.3 (0.84-6.4) - -
Einarsdo’ ttir (2006) 8/1334 (0.6) 19/1509 (1.3) - 2.1(0.92-4.8) - -
Weischer (2007) 22/4633 (0.5) 16/1374 (1.2) - 2.5(1.3-4.7) - -
Total frequency 121/22213 (0.5) | 328/21167 (1.5) | 53/1900 (2.8) 2.6 (2.0-3.3) 2.2 (1.5-3.2) 6.0 (3.5-10.2)
Heterogeneity P=0.002 P<0.001 P<0.001 P=0.95 P=0.12 P=0.51
BRCA1 mix (Ashkenazi)
Abeliovich (1997) - 13/160 (8.1) 3/18 (16.7) - 2.3 (0.58-8.8) -




Apicella (2007) 73/659 (11.1) 24/105 (22.9) 2.4 (1.4-4.0)

Satagopan (2001) 32/3440 (0.9) 57/782 (7.2) - 8.4 (5.4-13.0) - -
Fodor (1998) 20/1715 (1.2) 10/268 (3.7) - 3.3(1.5-7.1) - -
King (2003) - 67/1008 (6.7) - - - -
Warner (1999) - 34/412 (8.3) - - - -
Roa (1996) 38/3116 (1.2) - - - - -
Total frequency 90/8271 (1.1) 254/3289 (7.7) 27/127 (21.3) 6.7 (4.6-9.8) 2.2 (1.5-3.8)
Heterogeneity P=0.48 P=0.003 P=0.23 P=0.04 P=0.95 -
BRCA1 mix (non-Ashkenazi)

Steinmann (2001) - 3/75 (4.0) 1/75 (1.3) 0.3 (0.03-3.2) -
Bergthorsson (2001) 0/180 (0.0) - 9/58 (15.5) - 107 (6.3-1835)
Sokolenko (2007, 2006) - 13/150 (8.7) 18/152 (11.8) 1.4 (0.7-3.0) -
Ahn (2004) - 2/108 (1.9) 2/15 (13.3) 8.2 (1.1-62.9) -
Anton-Culver (2000) - 10/590 (1.7) 1/83 (1.2) 0.7 (0.09-5.6) -
Anglian Breast Cancer Study Group (2000) - 8/1220(0.7) - - -
Syrjakoski (2000) - 4/1035 (0.4) - - -
Van Der Looij (2000) - 17/500 (3.4) - - -
Gomes (2007) - 6/402 (1.5) - - -
Tang (1999) - 5/130 (3.9) - - -
Gorski (2005) 17/4000 (0.4) 59/2012 (2.9) - 7.1(4.1-12.2) - -
Roa (1996) 0/1045 (0.0) - - - - -
Rogozinska-Szczepka (2004) - - 31/108 (28.7) - -
Total frequency 17/5225 (0.3) 127/6222 (2.0) 62/491 (12.6) 7.1(4.1-12.2) 1.3 (0.7-2.4) 107 (6.3-1835)
Heterogeneity P=0.081 P<0.001 P=0.000 - P=0.18 -
BRCA1 5382insC (Ashkenazi)

Satagopan (2001) 11/3440 (0.3) 12/782 (1.5) 4.9 (2.1-11.1) - -
Fodor (1998) 2/1715 (0.1) 2/268 (0.8) - 6.4 (0.9-45.9) - -
King (2003) - 25/1008 (2.5) - - - -
Warner (1999) - 8/412 (1.9) - - - -
Roa (1996) 4/3116 (0.1) - - - - -




Total frequency 17/8271(0.21) | 47/2470(1.9) 5.1 (2.4-10.8) -
Heterogeneity P=0.20 P=0.26 P=0.80 -
BRCA1 5382insC (non-Ashkenazi)

Bergthorsson (2001) 0/180 (0.0) - 1/58 (1.7) - - 9.4 (0.38-234)
Sokolenko (2007, 2006) 0/478 (0.0) 32/857 (3.7) 15/144(10.4) 37 (2.3-603) 3.0(1.6-5.7) 114 (6.8-1927)
Van Der Looij (2000) - 7/500 (1.4) - - - -
Gomes (2007) - 5/402 (1.2) - - - -
Backe (1999) - 8/800 (1.0) - - - -
Gorski (2005) 14/4000 (0.7) 43/2012 (2.1) - 6.2 (3.4-11.4) - -

Roa (1996) 0/1045 (0.0) - - - - -
Total frequency 14/5703 (0.4) 95/4571 (2.1) 16/202 (7.9) 8.2 (4.5-14.9) 3.0 (1.6-5.7) 58 (7.9-428)
Heterogeneity P=0.212 P=0.002 P=0.044 P=0.168 - P=0.228
BRCA2 mix (Ashkenazi)

Abeliovich (1997) - 5/160 (3.1) 3/18 (16.7) - 6.2 (1.4-28.5) -
Apicella (2007) 22/659 (3.3) 7/105 (6.7) 2.1 (0.9-5.0)

Satagopan (2001) 30/3440 (0.9) 23/782 (2.9) - 3.4 (2.0-6.0) -

Fodor (1998) 18/1715 (1.1) 8/268 (3.0) - 2.9 (1.2-6.7) -

King (2003) - 37/1008 (3.7) - - -

Warner (1999) - 15/412 (3.6) - - -

Roa (1996) 47/3085 (1.5) - - - -

Total frequency 95/8240 (1.2) 110/3289 (3.3) 10/123 (8.1) 3.3 (2.1-5.2) 2.6 (1.2-5.5)

BRCA2 mix (non-Ashkenazi)

Steinmann (2001) - 0/75 (0.0) 4/75 (5.3) - 9.5 (0.50-179) -
Bergthorsson (2001) 0/180 (0.0) - 4/58 (6.9) - - 29.8 (1.6-562)
Sokolenko (2007, 2006) - 0/150 (0.0) 1/152 (0.6) - 3.0(0.12-73.7) -
Ahn (2004) - 1/108 (0.9) 1/15 (6.7) - 7.6 (0.45-129) -

Anglian Breast Cancer Study Group (2000)

16/1220 (1.3)




Syrjakoski (2000)

15/1035 (1.5)

Van Der Looij (2000)

1/500 (0.2)

Gomes (2007)

3/402 (0.8)

Roa (1996)

0/1045 (0.0)

Rogozinska-Szczepka (2004)

1/108 (0.9)

Total frequency 0/1225 (0.0) 36/3490 (1.0) 11/408 (2.7) - 6.4 (1.1-38.6) 29.8 (1.6-562)
Heterogeneity - P=0.27 P=0.044 - P=0.86 -
FGFR2 rs2981582/TT vs. CC

Gorodnova (2009) 64/524 (12.2) 77/532 (14.5) 24/100 (24.0) 1.5(1.0-2.2) 1.7 (0.97-3.1) 2.5(1.4-4.5)
Mclnerney (2008) 179/997 (18.0) 214/941 (22.7) - 1.5(1.1-1.9) - -
Huijts (2007) 84/590 (14.2) 217/1114 (19.5) 21/102 (20.6) 1.7 (1.2-2.3)

Total Frequency 327/2111 (15.5) | 508/2587 (19.6) 45/202 (22.3) 1.5 (1.3-1.8) 1.4 (0.94-2.1) 2.2 (1.5-3.4)
Heterogeneity P<0.001 P<0.001 P=0.76 P=0.80 P=0.35 P=0.54
FGFR2 rs2981582/TC vs. CC

Gorodnova et al. 210/ 460 (45.7) 251/455 (55.2) 39/76 (51.3) 1.5(1.13-1.90) 0.9 (0.53-1.4) 1.3(0.77-2.1)
Mclnerney (2008) 483/818 (59.0) 458/727 (63.0) - 1.2 (0.96-1.45)

Huijts (2007) 280/506 (55.3) 550/897 (61.3) 52/81 (64.2) 1.3(1.03-1.60) 1.1 (0.70-1.8) 1.4 (0.89-2.4)
Total frequency 973/2111(46.1) | 1259/2587(48.7) 91/202 (45.0) 1.3 (1.13-1.46) 1.0 (0.71-1.4) 1.3 (0.96-1.9)
Heterogeneity P<0.001 P=0.02 P=0.10 P=0.44 P=0.42 P=0.68
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