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Supplementary Table S1. Study characteristics

Study (year) Sample population Location Recruitment Prostate cancer Nested caseontrol study characteristics
period ascertainment method - - - —
Ratio of case patients Matching criteria and comments
to control
participants
Prospective Studies
ATBC (2003) Randomi s e-tbcopherol a | Finland 19851993 Cancer registry linkage, 1:4 Controls randomly selected from cohort
a n dcarfitene among smokers central review of medical
records and specimens
BLSA (2000) Populatiorbased cohort study of ~ USA 1958onward Self-report with medical 1:2 Age (%2 year); followup time
the physiolog of aging record review
BUPA (2006) Health plan members UK 19751982 Cancer registry and death 1:3 Age (+1 year);duration of storage of the serum same yea).
registry linkage Controls required to balive and without a cancer notification at tirr
of case selection
CHS (2005) Populationrbased cohort study USA 19891993 Cancer registry linkage or 11 Frequency matched by ageithin 3 years); race; year of entry; yea
selfreport with hospital of blood draw; control participants survived to same age as case
discharge confirmation patient
CLUE 1 (2001) Populatiorbased cohort study USA 1974onward Cancer registry linkage 1:2 Age (£1 year); race; date of recruitment (+3 wgeks
EPIC Populatiorbased cohort study Europe 19912001 Cancer registry linkage; 1:1 except for the Study centre; age at ldd draw (+6 months); time of blood draw (+
Phase 1 and Phase : health insurance record Umea centre which hour); time between blood draw and last consumption of food/dril
(2007, 2012) linkage; Selreport with was 1:2 (<3, 36, >6 hours); length of follovup
medical record review
ERSPC (2004) Populatiorbased randomized trial The 1991-2000 Diagnosis apart of trial 11 Age (per tyear group); PSA level at first visit (<2;2 34 pg/L);
of PSA screening Nether protocol postal code
lands
HPFS Cohort study of male dentists, USA 1986 Self-report with medical 1:1 Year of birth (1 year); date of recruitment (same year); time of
Phase 1 and Phase | optometrists, osteopathic record review blood collection (12 a.m.9 a.m., 9 a.nil2 p.m., 12 p.ni4 p.m., 4
(2005, 2010) physicians, podiatrists, pharmacist p.mi 12 a.m.); PSA test before blood draw (y/n); season ofdbloo
and veterinaans draw; control particip nt s had O1 screenin
blood draw
JACC (2010) Populationbased cohort study Japan 19881990 Death certificate review 1:3 Study area; gender; age using baseline characteristics. All contrc

were alive, had not migrated, anéns free of any cancer at the tim
of the matched case subjectds



KPMCP (1998) Health plan members USA 19641970 Record linkage to tumour 1:3 Same age
registry
MCCS (2006) Populatiorbased cohort study Australia 19901994 Cancer registry linkage Not matched: designec Not matched: designed as a caséort study
as a caseohort study
MEC (2010) Populatiorbased cohort study USA 19931996 Cancer registry linkage 1:2 Geographical location (California/Hawaii); ethnicityrthiyear (+1
(Blood collection year); date blood draw (+6 months); time blood draw (+2 hours);
2001-2006) fasting status
NSHDC (2000, Combination of a populatiehased Sweden 1985o0nward Cancer registry linkage 1:2 Age (6 months); date of recruitment (2 months); town or area ¢
2004) intervention study to decrease residency
cardiovascular disease and a
populatiorbased monitoring study
of cardiovasculadisease
PCPT (2013) Randomised, placebwontrolled USA 19941997 Diagnosed as part of ai 11 Frequency matched: age-yBar age groups); PCPT treatment arm
trial of finasteride and prostate protocol. Annual digital positive family history forifst-degree relative with prostate cancer
cancer rectal examinations and PS# Controls required to have completed end of study biopsy procedt
measurements. Biopsy if and had no evidence of prostate cancer.
abnormal DRE or reported
PSA level > 4.0 ng per. End
of-study prostate biopsy
PHS (1998, 2002, Randomi sed tri-al USA 1982onward Self-report with medical 1:1-3 Age (1 year and 5 years for older men); smoking status (never
2010) carotene among physicians record review former, current); length of followap
(Included both placebmd treatment arms, not stated whether cas
and controls were matched by intervention/placebo group)
PLCO (2007) Populatiorbasedandomised USA 19932001 Medical and pathology 1:1 frequency matchec Age at cohort entry @year intervals); time since initial screening (1
controlled multicentre trial of record review after screening year time window); and calendar year of cohottyerAll study
methods for early detection of and selreport with medical participants selected from trial screening arm, i.e. offered PSA at
cancer of the prostate, lung, record review recruitment and annually for 5 yrs, plus DRE at recruitment and
colorectum and ovar annually for three years.
SU.VI.LMAX (2005)  Populatiorbased, doubkblind, France 1994 Selfreported in a monthly 1:4 Same age

placebecontrolled, randomizedial
of supplementation with antioxidan
vitamins and minerals (vitamin C,
Ut o c o p hcarotené, selefium,
and zinc)

guestionnaire on health
related events or detected
through PSA screening of
baseline bloods analysed at
the end of trial. PSA values
PSA O 4.0 eg/
foll owed up a

(Al men randomized in the study were eligible)




treating physician.

Cross-sectional Studies

ProtecT-Feasibility
Phase (2004)

Diagnosed as part of trial
protocol. PSA test at
recruitment followed by
diagnostic biopsy if PSA
O03ng/ mL

1:1 stratum matched

2-year ageeband (age at PSA test); closest calendar date; GP/far
practice

(Controls had PSA below threshold [for first 12 months of study
<3ng/ml or <4ng/ml if aged over 60 years, and thereafter
PSA<ng/ml] or PSA above the threshalimbined with at least 1
negative biopsy).

ProtecT (2012)

Crosssectional study withirthe United 19992002
first phase of populatiebased PSA Kingdom

testing and randomised, controlled

trial of treatments of localised

prostate cancer

Crosssectional study within a United 20022009

populationbased PSA testing and  Kingdom
randomised, controlled trial of

treatments of localised prostate

cancer

Diagnosed as part of trial
protocd. PSA test at
recruitment followed by
diagnostic biopsy if PSA
O03ng/ mL

1:1 stratum matched

5-year ageeband (age at PSA test); GP/family practice; time and
season of blood draw due to timing of recruitment clinic. No overl
in study period with feasibtly phase of ProtecT. (Controls had
PSA<3ng/ml or raised PSA 03.0
negative biopsy)Due to variation in measurements between assa
kits, values are pradjusted for assay kit, age and sample storage
time.

Abbreviations: ATBC Alpha-Tocopherol Bet&Catotene Cancer Prevention Study; BLSA, Baltimore Longitudinal Study of Aging; CHS, Cardiovascular Health StudyBii$RA|nited Provident Association StudylUE,

Campaign

Against Cancer

and S&dyrERIC,Eur¢paaB Pruspectidesinvestigalionuineo Canoer addiNutitem; BRSP, European Randomized Study of Screestiatg {6aRcer; HPFS, Healtt

Professionals Followp Study; JACC, Japan Collaborative Cohort Study; KPMCP, Kaiser PermanentelMede®rogram; MCCS, Melbourne Collaborative Cohort Study; MEC, Multiethnic Cohort; NSHDC, Northern S
Health and Disease Cohort; PCPT, Prostate Cancer Prevention Trial; PHS, Physicians Health Study; PLCO, Prostate, lotalgaGdl@rearian Canc&creening Trial; ProtecT, Prostate Testing for Cancer and Treatment
Study; PSA, prostatspecific antigen; SU.VI.MAX, Bpplémentation en Namines et Minéraux Antiydants.



Supplementary Table S2. Assay details for IGFI, IGF-1l, IGFBP-1, IGFBP-2 and IGFBP-3 measurements

Study (year) Sample IGF-I IGF-II IGFBP-1
Method (Manufacturer/ Intra -assay Inter -assay Method (Manufacturer/ Intra -assay Inter -assay Method Intra -assay Inter-assay
Laboratory) Ccv Ccv Laboratory) Ccv Ccv (Manufacturer/ Ccv Ccv
Laboratory)
Prospective Studies
ATBC (2003) Serum ELISA (Diagnostic Systems 6.6% overall CV NA NA
Laboratories, Webster, Texas)
BLSA (2000, 2004) Serum RIA (Endocrine Sciences, 4.6%1t020%  9.0% to 10% RIA (Endocrine Sciences,  4.9% 10 9.6% 5.1% to 30% NA
Calabasas Hills, California) Calabasas Hills, California)
BUPA (2006) Serum ELISA (Diagnostic Systems Not given Not given ELISA (Diagnostic Systems Not given Not given NA
Laboratories, Webster, Texas) Laboratories, Webster,
Texas)
CHS (2005) EDTA IRMA (Diagnostic Systems 3.0%1t03.8% 6.6% to NA NA
plasma Laboratories, Webster, Texas) 12.3%
CLUE 1 (2001) Serum ELISA (Diagnostic Systems Not given Not given Not published Not published
Laboratories, Webster, Texas)
EPIC (2007, 2012) Serum ELISA (Diagnostic Systems 3.0% (phase  13.7% (phase Not published Not published
Laboratories, Webster, Texas, 1) 1)
phase 1 and phase 2 excluding 4.4% (phase  3.2% (phase
Swedish samples) 2) 2)
IDS-iSYS (Immunaediagnostic
Systems Ltd, Swedish samples
for phase 2)
ERSPC (2004) Serum IRMA (Diagnostic Systems 3.4% Not given NA NA
Laboratories, Webster, Texas)
HPFS (2005, 2010) Plasma ELISA (Diagnostic Systems <10% patch Not given NA Not published
Laboratories, Webster, Texas) 1998 to 2000,
CV=13%).
JACC (2010) Serum IRMA (Daiichi Radioisotope 2.1%1to0 3.5% Not given IRMA (Daiichi 2.7%to0 4.4% Not given NA
Lab, Tokyo, Japan) Radioisotope Lab, Tokyo,
Japan)
KPMCP (1998) Serum RIA (Nichols Institute Not given Not given NA NA
Diagnostics, San lEmente,
California)
MCCS (2006) Plasma ELISA (Diagnostic Systems Not given 11.1% NA NA
Laboratories, Webster, Texas)
MEC (2010) Serum ELISA (Diagnostic Systems 2.1% Not given ELISA (Diagnostic Systems 1.8% Not given ELISA (Diagnostic 2.2% Not given
Laboratories, Webster, Texas) Laboratories, Webster, Systems
Texas) Laboratories,
Webster, Texas)
NSHDC (2000, 2004) Plasma IRMA (Immunotech, Marseille, 8.6% to 13.8% NA IRMA (Diagnostic 2.9% Not given
France) 11.0% Systems
Laboratories,
Webster, Texas)
PCPT (2013) Serum ELISA (Diagnostic Systems Coefficients of variation 5.3% ELISA (Diagnostic Systems Coefficients of vaiation 4.2% NA

Laboratories, Webster, Texas)

and 7.1% for 2 sets of controls

Laboratories, Webster,
Texas)

and 5.0% for 2 sets of controls




PHS (1998, 2002, 2010) Plasma ELISA (Diagnostic Systems 4.9% to 6.5% Not given ELISA (Diagnostic Systems Not Not given Not published

Laboratories, Webster, Texas) Laboratories, Webster, given
Texas)
PLCO (2007) Serum ELISA (Diagnostic Systems 9% overall coefficient of NA NA
Laboratories, Webster, Texas) variation
SU.VI.MAX (2005) Plasma Chemiluminescence (Diagnostic 5.3% (type of IRMA (Immunotech, 6.8% (type of CV not reported) NA
Products, Los Angeles, CV not Marseille, France)
California) reported)
Cross-sectional studies
ProtecT-Feasibility Phase Serum ELISA (Diagnostic Systems 3% 15% ELISA (Diagnostic Systems 5% 26% NA
(2004) LaboratoriesWebster, Texas) Laboratories, Webster,
Texas)
ProtecT (202) Serum RIA (Professor Holly, in house ICC 0.86 ICC 0.66 RIA (Professor Holly, in ICC 0.84 NA
assay) house assay) 0.91

For expansion of study names see Table 1.

Abbreviations: CV, coefficient of variation; EDTA, Ethdiemeinetetraacetic acid; EIA, enzyme immunoassay; |A, immunoassay, type unspecified; MS, mass spectrometry; NK, nd kralioimiRiunoassay; RRA, radioreceptor
assay.

Cases and controls were assayed in the same batch



Supplementary Table S2 (continued). Assay details for IGFI, IGF-Il, IGFBP-1, IGFBP-2 and IGFBP-3 measurements

Study (year) IGFBP-2 IGFBP-3 Blinded Same batch
Method (Manufacturer/ Intra -assay Inter -assay Method (Manufacturer/ Intra -assay Inter-assay
Laboratory) Cv Cv Laboratory) Cv Cv
Prospective Studies
ATBC (2003) NA ELISA (Diagnostic 7.3% overall CV Not given Yes
Systems Laboratories,
Webster, Texas)
BLSA (2000, 2004) NA RIA (Endocrine Sciences, 5.1% to 13% 5.5% to 17% Not given Not given
Calabasas Hills,
California)
BUPA (2006) NA ELISA (Diagnostic Not given Not given Yes Yes
Systems Laboratories,
Webster, Texas)
CHS (2005) NA IRMA (Diagnostic 2.1%to0 5.8% 4.1% to 7.1% Not given Not given
Systems Laboratories,
Webster, Texas)
CLUE 1 (2001) NA ELISA (Diagnostic Not given Yes Yes
Systems Laboratories,
Webster, Texas)
EPIC (Allen, 2007, Price 2012)  Not published ELISA (Diagnostic 5.3% 9.4% Yes Yes
Systems Laboratories,
Webster, Texas)
ERSPC (2004) NA IRMA (Diagnostic 3.9% Not given Yes Yes
Systems Laboratorse
Webster, Texas)
HPFS (2005, 2010) NA ELISA (Diagnostic <10% Yes Yes
Systems Laboratories,
Webster, Texas)
JACC (2010) NA IRMA (Daiichi 3.1% to 4.2% Not given Yes Not given
Radioisotope Lab, Tokyo,
Japan)
KPMCP (1998) NA NA Not given Not given
MCCS (2006) NA ELISA (Diagnostic 9.5% coefficient of variation Yes Random assignment to batch,
Systems Laboratories, unspecified proportions of cases and controls were
Webster, Texas) approximately equal for all batches
MEC (2010) NA ELISA (Diagnostic 2.5% Not given Not given Not given
Systems Laboratories,
Webster, Texas)
NSHDC (2000, 2004) RIA (Diagnostic Systems  2.5% Not given IRMA (Immunotech, 3.6% to 4.9% 5.9% to 69% Yes Yes
Laboratories, Webster, Marseille, France)
Texas)
PCPT (2013) ELISA (Diagnostic Coefficients of variation 5.5% ELISA (Diagnostic Coefficients of variation 4.2% and Yes Not given
Systems Laboratories, and 8.9% for 2 sets of control: Systems Laboratories, 4.8% for 2 sets ofantrols
Webster, Texas) Webster, Texas)
PHS (1998, 2002, 2010) NA ELISA (Diagnostic 7.0% to 9.0% Not given Not given Not given
Systems Laboratories,
Webster, Texas)
PLCO (2007) NA ELISA (Diagnostic 9% overall coefficient of vaation ~ Not given Yes
Systems Laboratories,
Webster, Texas)
SU.VI.MAX (2005) RIA (Diagnostic Systems  8.6% (type of CV not Chemiluminescence 6.3% (type of CV not reported) Yes Not given

Laboratories, Webster,

reported)

(Diagnostic Products, Los



Texas)

Angeles, California)

Cross-sectional Studes

ProtecT-Feasibility Phase (2004) RIA (Diagnostic Systems 5% 14% RIA in-house 4% 14% Yes Yes
Laboratories, Webster,
Texas)

ProtecT (202) ELISA (Diagnostic ICC 0.95 ICC 0.81 RIA (Professor Holly, in ICC 0.88 ICC0.71 Yes 79%

Systems Laboratories)

house assay)




Supplementary Table S3. Geometric mean (95% confidence interval) hormone and binding protein concentratiohby
study and casecontrol status

Study Case Geometric mean concentration (95% Cl)
ngggjos' IGF-I, nmol/L IGF-I, nmol/L IGFBP-1, nmol/L _IGFBP-2, nmol/lL _ IGFBP-3, nmol/L
Prospective Studies
ATBC Case 18.0 (16.819.3) N/A N/A N/A 83.9 (79.289.0)
Control 17.7 (17.618.4)  N/A N/A N/A 79.0 (76.581.5)
BLSA Case 17.9 (15.920.1)  22.6 (17.728.9) N/A N/A 97.3 (9.4104.8)
Control 17.8 (16.719.0)  40.9 (37.244.9) N/A N/A 94.7 (90.199.6)
BUPA Case 15.2 (13.816.8)  93.0 (89.297.0) N/A N/A 99.9 (95.5104.5)
Control 15.0 (14.215.8)  89.7 (87.592.0) N/A N/A 95.2 (92.198.3)
CHS Case 18.2 (16.919.5) N/A N/A N/A 103.8 (99.2108.6)
Control 19.2 (17.920.6) N/A N/A N/A 108.2 (103.7112.9)
CLUE 1 Case 14.7 (12.816.9)  64.4 (58.271.4) 0.15 (0.090.24)  N/A 35.1 (31.539.1)
Control 14.7 (13.416.1)  66.9 (61.972.4) 0.17 (0.120.23)  N/A 34.6 (32.237.1)
EPIC Pdse 1 Case 22.0 (21.222.6) N/A N/A N/A 129.9 (127.7132.2)
Control 21.2(20.521.9)  N/A N/A N/A 128.6 (126.4130.9)
EPIC Phase 2 Case 19.8 (19.520.1)  115.1 (112.5117.6) 0.22 (0.260.24)  11.4(10.911.8)  N/A
Control 19.0 (18.719.3)  111.5(109.a1141) 0.24 (0.220.26)  11.4(10.911.8)  N/A
ERSPC Case 16.3 (15.417.2) N/A N/A N/A 123.4 (120.1126.9)
Control 16.3 (15.417.3) N/A N/A N/A 125.1 (121.1129.3)
HPFS Phase 1 Case 235 (22.924.0)  N/A N/A N/A 116.6 (114.6119.2)
Control 22.2(21.722.8)  NIA N/A N/A 112.1 (109.4114.8)
HPFS Phase 2 Case 28.1(27.528.7)  N/A 0.63(0.580.67)  NJ/A 130.4 (128.1132.8)
Control 27.2 (26.527.8) N/A 0.65 (0.660.69) N/A 126.7 (124.20129.3)
JACC Case 12.0 (8.816.2) 71.0 (65.876.5) N/A N/A 94.0 (85.2103.8)
Control 12.9 (11.214.9) 68.4 (65.371.8) N/A N/A 89.8 (84.895.2)
KPMCP Case 20.2 (18.222.4) N/A N/A N/A N/A
Control 20.6 (19.821.5)  N/A N/A N/A N/A
MCCS Case 21.8(21.12225)  N/A N/A N/A 105.0 (102.8.07.2)
Control 21.8 (21.322.3) N/A N/A N/A 103.6 (102.0105.2)
MEC Case 23.5(22.824.3) 117.6 (114.3121.1) 0.73 (0.660.80) N/A 137.3 (133.8141.0)
Control 22.9 (22.423.5) 114.3 (111.8116.8) 0.74 (0.690.79) N/A 132.1 (129.3134.9)
NSHDC Case 26.4 (25.1227.8)  N/A 1.23(1.081.39)  17.5(157-19.5)  83.3 (81.185.6)
Control 25.3(24.426.1)  N/A 1.33(1.221.44)  16.5(15.618.2)  80.1(78.481.9)
PCPT Case 26.4 (25.926.9)  228.4 (225.231.9) N/A 15.3 (14.815.8)  139.2 (137.1141.3)
Control 26.1 (25.626.6) 223.9 (220.£227.5) N/A 14.0 (135-14.5) 136.7 (134.6138.9)
PHS Case 23.0 (22.423.6)  66.4(62.970.2) 0.14 (0.120.16)  N/A 108.3 (106.4110.2)
Control 22.7 (22.123.3) 66.5 (63.869.4) 0.16 (0.140.18) N/A 107.8 (105.7109.8)
PLCO Case 25.2 (24.426.0)  N/A N/A N/A 155.2 (152.2158.9
Control 249 (24.25.6)  NIA N/A N/A 155.3 (152.7157.9)
SU.VI.MAX Case 19.4 (18.420.5)  141.3 (136.1146.7) N/A 6.3 (5.57.3) 139.8 (134.9144.9)
Control 18.7 (18.119.3) 142.4 (139.6145.3) N/A 6.5 (6.17.0) 142.6 (139.5145.8)
Crosssectional Stidies
ProtecT feas. Case 17.1 (16.517.7)  65.8 (63.268.5) N/A 13.4 (11.815.2)  120.5 (116.6124.6)
Control 16.3 (16.616.7)  56.7 (55.558.0) N/A 15.5 (14.616.5)  109.8 (107.7112.0)
ProtecT main Case 20.4 (20.£220.7)  100.8 (99.6102.0) N/A 18.8 (18.419.3)  155.4 (154.6156.7)
Control 20.4 (20.120.6)  97.3 (96.198.4) N/A 18.1 (17.618.5)  148.3 (146.8149.9)

4Geometric means (95% confidence intervals) for all cases and controls who are in complete matched case control setsnmadinameentavailable for

each analyte. For expansion of study names see TaBlehteviationsN/A, data not available for this study



Supplementary Table $4. Partial coefficients among controls between Ietransformed concentrations ofcirculating
hormones, binding proteins and other analytesstandardized within each study and adjusted for age at blood collection (5

agegroups).
IGF-I IGF-II IGFBP-1 IGFBP-2 IGFBP-3

IGF-II 040A - - - N
IGFBP-1 -0.13° -0.16° - - -
IGFBP-2 -0.09° -0.20° 0.44° - -
IGFBP-3 057° 062° -0.11° -0.17° -
SHBG -0.13° -0.26° 0.32° 0.42° -0.26°
Testosterone 0.004 -0.13° 0.31° 0.32° -0.08"
Free testosterone 0.11° 0.03 0.19° 0.09° 0.12°
Estradiol -0.03 -0.11° <10 observations 0.07% -0.02
Free Estradiol 0.08 0.04 <10 observations -0.15° 0.14°
Insulin -0.008 -0.08° -0.49° -0.39° -0.03
C-peptide 0.08 0.07° -0.47° -0.20° 0.08"

#Two -sided significance levé? <0.05
*Two-sided significance levé <0.001

Supplementary Table S5. Odds ratiosfor prostate cancer associated with a doublingrather than and 80 percentile
increase as presented elsewhere) concentration ofIGFs amongcases and their matched controlg all studies and in
prospective studies

All studies Prospective Studies

OR (95% ClI) P trend OR (95% ClI) P trend
IGF-I 1.12 (1.061.18) <0.001 1.16 (1.091.23) <0.001
IGF-II 1.21 (1.111.32) <0.001 1.04 (0.921.18) 0.551
IGFBP-1 0.96 (0.931.00) 0.032 0.96 (0.931.00) 0.032
IGFBP-2 1.07 (1.021.11) 0.003 1.10 (1.021.19) 0.009
IGFBP-3 1.39 (1.281.51) <0.001 1.27 (1.161.40) <0.001

Supplementary Table S6. Odds ratios for prostate cancer by studyspecific deciles of concentration ofGF-I and IGFBP-3
among cases and their matched controigs prospective studies

IGF-I

IGFBP-3

OR (95% CI)

OR (95% CI)

Decile

© 00O ~NO O~ WNPRP

10
P for trend

1 (reference)

1.12 (0.971.28)
1.13 (0.991.31)
1.09 (0.94 1.25)
1.20 (1.051.38)
1.16 (1.001.33)
1.28 (1.121.48)
1.23 (1.071.42)
1.30 (1.131.50)
1.43 (1.241.65)
<0.001

1 (reference)

1.18 (1.0:1.37)
1.27 (1.091.47)
1.26 (1.081.46)
1.38 (1.181.60)
1.26(1.08 1.47)
1.28 (1.101.49)
1.34 (1.151.57)
1.33 (1.141.56)
1.39 (1.191.63)
<0.001

10



Supplementary Table S7. Odds ratios for prostate cancer asociated with an 80 percentile increase iflGF concentration
for selected pairs of IGFs, with mutual adjustment among cases and their matched controla prospective studies

OR (95% ClI) P trend Number of studies
IGF alone 1.29 (1.171.41) <0.001 19
IGFI adjusted folGF-II 1.19 (1.001.42) 0.048 9
IGF-1 adjusted folGFBP-1 1.33(1.111.58) 0.002 6
IGF-1 adjusted folGFBP-2 1.36 (1.131.63) 0.001 4
IGF-1 adjusted folGFBP-3 1.18 (1.041.33) 0.008 17
IGF-I adjusted fotestosterone 1.26 (1.111.42) <0.001 8
IGF-1 adjusted folSHBG 1.22 (1.081.38) 0.001 8
IGF-1I alone 1.19 (1.011.39) 0.038 9
IGF-1I adjusted folGF-I 1.09 (0.911.30) 0.4 9
IGF-1I adjusted folGFBP-3 0.97 (0.731.29) 0.8 8
IGF-1I adjusted fotestosterone 1.20 (0.981.47) 0.084 4
IGF-1I adjusted foISHBG 1.19 (0.971.47) 0.1 4
IGFBP-1 alone 0.85 (0.731.00) 0.053 6
IGFBP-1 adjusted folGF-I 0.90 (0.761.06) 0.2 6
IGFBP-1 adjusted fotestosterone 0.98 (0.701.38) 0.9 2
IGFBP-1 adjusted folSHBG 1.00 (0.711.39) 1.0 2
IGFBP-2 alone 1.17 (1.051.31) 0.005 4
IGFBP-2 adjusted folGF-I 1.35(1.131.62) 0.001 4
IGFBP-2 adjusted fotestosterone 1.71 (1.292.25) <0.001 1
IGFBP-2 adjusted folSHBG 1.85 (1.392.48) <0.001 1
IGFBP-3 alone 1.21 (1.091.34) <0.001 17
IGFBP-3 adjusted folGF-I 1.09 (0.961.24) 0.2 17
IGFBP-3 adjusted folGF-II 1.17 (0.881.55) 0.3 8
IGFBP-3 adjusted fotestosterone 1.28 (1.131.46) <0.001 8
IGFBP-3 adjusted folSHBG 1.25(1.091.42) 0.001 8

Supplementary Table S8. Odds ratios for prostae cancer by studyspecific thirds of concentration ofIGF -1 and IGFBP-3,

among cases and their matched controigs prospective studies

Odds ratio (95% confidence interval)

Third of IGF-I
1 2 3
Third of IGFBP-3 1 1 (reference) 1.06 (0.931.22 1.11(0.90- 1.37)
2 1.16 (1.2-1.33 1.15 (1.031.29 1.16 (1.021.32
3 1.17 (0.951.43 1.11 (0.971.26) 1.26 (1.131.40)

P for interaction

0.6

11



Supplementary Figure S1. Odds ratiosfor prostate cancerassociated with an 80 percentile imrease inlIGF-Il among all

cases and their matched controls.

Ratio of median
concentrations
(top-bottom

Study Cases/Controls fifth) OR (95% CI) Odds ratio & 95% CI
Prospective studies
BLSA 72/111 3.7 0.27 (0.10-0.69) --=+——
BUPA 141/422 1.9 1.52 (0.78-3.00) =
CLUE | 30/60 2.2 0.74 (0.16-3.40)
EPIC phase 2 808/808 23 1.66 (1.14-2.40) ——
JACC 39/98 1.9 1.55 (0.52-4.59)
MEC 326/651 2.0 1.32 (0.89-1.97) —il—
PCPT 1032/1032 1.8 1.18 (0.91-1.53) -
PHS 146/146 1.8 0.92 (0.46-1.85)
SU.VLLMAX 100/400 1.7 0.70 (0.37-1.34) = :
All studies 2694/3728 1.19 (1.01-1.39) <>
Cross-sectional studies
ProtecT feas 281/767 2.3 2.36 (1.45-3.85) —a—
ProtecT main 2548/2692 2.1 1.33 (1.13-1.56) .
All studies 2829/3459 1.41 (1.21-1.64) <>
Overall 5523/7187 1.30 (1.16-1.45) <>
[ I T ]

Test of significance (prospective studies): P = 0.038 0.25 0.5
Test of heterogeneity between prospective studies: %% = 18.09; P = 0.021

Test of significance (cross-sectional studies): P < 0.001

Test of heterogeneity between cross-sectional studies: ¥ = 4.91; P = 0.027

Test of significance (overall): P < 0.001

Test of heterogeneity overall: X3, = 25.22; P = 0.005

Test of heterogeneity between prospective and cross-sectional studies: % = 2.23; P = 0.135
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Supplementary Figure S2. Odds ratiosfor prostate cancerassociated with an 80 percentile increase IGFBP-1 among all
cases and their matched controls (data are only available from prospectigtudies and not the crossectional PSA
screeningstudies.

Ratio of median
concentrations
(top-bottom

Study Cases/Controls fifth) OR (95% Cl) Odds ratio & 95% CI
CLUE | 28/52 19.0  0.80 (0.21-3.01) ,
EPIC phase 2 808/808 20.8  0.84 (0.63-1.13) —m
HPFS phase 2 629/629 121 0.92(0.67-1.27) i
MEC 386/769 9.8  0.98(0.67-1.43) i
NSHDC 149/300 57  0.79(0.44-1.41) —
PHS 490/490 425  0.72(0.50-1.05) om
Al studies 2490/3048 0.85 (0.73-1.00) <>
[ I : T 1
Test of significance (all studies): P = 0.053 0.25 0.5 1 2 4

Test of heterogeneity between studies: x% = 1.58; P = 0.904
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Supplementary Figure S3. Odds ratiosfor prostate cancerassociated with an 80 percentile increase IGFBP-2 among all
cases and their matched controls.

Ratio of median
concentrations
(top-bottom
Study Cases/Controls fifth) OR (95% CI) Odds ratio & 95% CI

Prospective studies

EPIC phase 2 808/808 4.4 1.06 (0.77-1.45) ;L
NSHDC 142/276 7.7 1.02 (0.57-1.82) :

PCPT 1032/1032 4.2 1.64 (1.27-2.12) -
SU.VI.MAX 100/400 57  0.90 (0.48-1.66) -

All studies 2082/2516 1.29 (1.08-1.55) <>

Cross-sectional studies

ProtecT feas 281/764 4.2 0.76 (0.50-1.15) ——
ProtecT main 2589/2748 4.3 1.16 (0.99-1.35) =
All studies 2870/3512 1.10 (0.95-1.27) <C§>
Overall 4952/6028 1.17 (1.05-1.31) 5>
[ I : I 1
Test of significance (prospective studies): P = 0.005 0.25 0.5 1 2 4

Test of heterogeneity between prospective studies: xfs =6.96; P =0.073

Test of significance (cross-sectional studies): P = 0.198

Test of heterogeneity between cross-sectional studies: ¥ = 3.58; P = 0.059

Test of significance (overall): P = 0.005

Test of heterogeneity overall: x% = 12.46; P = 0.029

Test of heterogeneity between prospective and cross-sectional studies: 2 = 1.93; P = 0.165
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Supplementary Figure $4. Odds ratiosfor prostate cancerassociated with an 80 percentile increase #IGFBP-3 among all

cases and their matched

controls.

Ratio of median
concentrations

(top-bottom

Study Cases/Controls fifth) OR (95% CI) Odds ratio & 95% CI
Prospective studies
ATBC 100/311 2.0 1.79 (0.93-3.44) =
BLSA 72111 21 0.94(0.36-2.45) -
BUPA 141/423 2.0 1.50 (0.82-2.76) -
CHS 174/174 2.1 0.66 (0.36-1.23) -
CLUE| 30/60 1.9 1.07 (0.30-3.89)
EPIC phase 1 630/630 1.7 1.21 (0.86-1.70) ——."—
ERSPC 197/197 1.7 0.71(0.40-1.24) —
HPFS phase 1 682/682 2.2 1.88 (1.22-2.88) +
HPFS phase 2 629/629 1.8 1.50 (1.05-2.14) —m—
JACC 39/98 2.1 1.16 (0.37-3.61)
MCCS 554/1048 1.8 1.34 (0.98-1.84) —.—
MEC 386/769 2.0 1.37 (0.94-2.00) -—.—
NSHDC 280/568 1.8 1.25(0.80-1.96) I
PCPT 1032/1032 1.9  1.19(0.92-1.53) i B
PHS 757/757 1.9 1.02 (0.72-1.43) +
PLCO 728/886 1.9 1.16 (0.86-1.56) —-.—'—
SU.VI.MAX 100/400 1.7 0.59 (0.30-1.13) =
All studies 6531/8775 1.21 (1.09-1.34) <>
Cross-sectional studies
ProtecT feas 281/766 2.0 1.49 (0.95-2.32) —I—
ProtecT main 2547/2691 1.8 1.94 (1.65-2.28) .
All studies 2828/3457 1.88 (1.62-2.19) <>
Overall 9359/12232 1.39 (1.28-1.51) @

[ T : T
Test of significance (prospective studies): P < 0.001 0.25 0.5 1 2

Test of heterogeneity between prospective studies: x4, = 21.69; P = 0.153
Test of significance (cross-sectional studies): P < 0.001
Test of heterogeneity between cross-sectional studies: x4 = 1.19; P = 0.276
Test of significance (overall): P < 0.001

Test of heterogeneity overall: X, = 45.22; P < 0.001

Test of heterogeneity between prospective and cross-sectional studies: x? = 22.34; P < 0.001
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Supplementary Figure S5. Odds ratiosfor prostate cancerassociated with an 80 percentile increase in IGFamong cases
and their matched controls, subdivided by various factors.

Factor and subset Cases/Controls OR (95% CI) Odds ratio & 95% ClI
All studies 10554/13618  1.22 (1.12-1.31) —
Age at diagnosis
<60 1728/2301 1.32 (1.08-1.60
60-69 5754/7491  1.18 {1.06-1 .31§ i_
70 or older 3033/3820 21.23 1.06-1.42
x5 het = 0.94; P = 0.626 i
Years from blood collection to diagnosis ) !
< 4736/6053 1.10 (0.99-1.24 B
3-6 2926/3635 1.42 (1.22-1.65 -
7 or more 2886/3924 21.25 1.07-1.45 -
X% het = 6.86; P = 0.032 :
Year of diagnosis ’ :
pre-1990 350/700 1.28 (0.83-1.95 ———
1990-1994 830/1106 1.21 (0.90-1.62 -
1995-1999 2845/3774 1.29 (1.11-1.49
2000 onwards 6521/8037  1.18 (1.07-1.30 !
x5 het = 0.90; P = 0.825 ;
Stage of disease ? :
early 3753/4874 1.20 (1.05-1.36 t
other localized 3632/4404 1.34 (1.18-1.54 '
advanced 1083/1473 21.03 0.80-1.31 —
¥% het=3.94; P =0.139 E
Stage of disease and years to diagnosis ? i
early <3 1852/2537 1.12 (0.94-1.34 -1l
other localized <3 1448/1849 1.12 (0.92-1.38 i
advanced <3 482/685 1.02 (0.71-1.45 ———
early 3+ 1894/2332 1.28 (1.07-1.54 ——
other localized 3+ 2181/2544 1.55 (1.30-1.86 ——
advanced 3+ 597/785 1.04(0.74-1.46 —
%% het = 10.42; P = 0.064 :
Aggressive disease ’ :
no 19549928 1.24(1131.35) -]
yes 775/1002 21.01 0.75-1.37 ——
x% het = 1.59; P = 0.207 E
Grade of disease 1 :
low-intermediate 8628/10836 1.20 {1 11-1.31 ; =
high 661/821 21.01 0.73-1.39 —
%2 het=1.11; P = 0.293 ;
Age at blood draw 1 i
<55 1354/2040 1.23 (0.98-1.54 ——
55-59 2366/3108 1.25 (1.06-1.48 -
60-64 3063/3847 1.31 (1.13-1.51 _E—
65 or older 3771/4623 21.13 1.00-1.29
x3 het = 2.20; P = 0.533 :
PSA at blood draw ’ 5
<2 ng/ml 1335/6460 1.13 (0.93-1.38 i
>2 ng/ml 5216/2367 20.!-)8 0.83-1.15 -
%2 het = 1.28; P = 0.257 5
University or higher education 1 :
no 3532/5054 1.24 {1 .09-1 .42; 1
yes 3597/3979 21.33 1.15-1.52 ;
x2 het = 0.47; P = 0.493 E
Bod2y mass._index 1 :
<25 kg/m? 3369/4226 1.25 (1.09-1.44
>25 kg/m? 5941/7701 21.24 1.12-1.37
x5 het=0.01; P =0.917 '
Cigarette smoking 1 ’
never smoker 3676/4359 1.24 (1.09-1.42
past smoker 4394/5708 1.30 (1.16-1.46
current smoker 1239/1881 1.11 (0.90-1.37 T
¥ het =1.73; P = 0.422 5
Usual alcohol consumption ) :
<10 g/d 4334/5177  1.21 {1.08-1 .37; ‘
>10 g/d 4351/5516 21.30 1.15-1.47
x4 het = 0.65; P = 0.419 :
Family history of prostate cancer 1 .
no 5428/6909  1.14 {1.03-1 .27; B
yes 772/640 1.38 (1.03-1.87 — -
%% het = 1.38; P = 0.240 | : : : |
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Supplementary Figure S6. Odds ratiosfor prostate cancerassociated with an 80 percentile increase in IGH among cases
and their matched controls, subdivided by various factors.

Factor and subset Cases/Controls OR (95% CI) Odds ratio & 95% ClI
studies . .16-1.
All studi 5523/7187 1.30 (1.16-1.45
Age at diagnosis ;
<60 1121/1476 1.18 (0.92-1.52 T
60-69 3206/4154 1.32 (1.14-1.53 . &
70 or older 1163/1552 1.31 (1.03-1.67 —a—
. . . X5 het=061;P=0.738 '
Years from blood collection to dlagnoas :
<3 3286/4233 1.38 (1.20-1.59) -
3-6 862/1129 1.06 (0.79-1.42 ——
7 or more 1369/1825 1.24 (0.99-1.56 —-—
) ) %% het = 2.76; P = 0.252 '
Year of diagnosis E
pre-1990 175/352 0.62 (0.33-1.15 ;
1990-1994 216/386 0.98 (0.58-1.66 —_—
1995-1999 474/702 1.21 (0.82-1.78 ———
2000 onwards 4658/5747 1.36 (1.21-1.54 n
] %2 het = 7.29; P = 0.063 ;
Stage of disease =
early ) 2517/3139 1.28 (1.09-1.51 -
other localized 1229/1485 1.42 (1.11-1.82 ——
advanced 461/609 1.11 (0.74-1.66 —
) ) _ x%het=1.13; P = 0.568 i
Stage of disease and years to diagnosis i
early <3 1680/2276 1.36 (1.12-1.66 ——
other localized <3 614/853 1.51 (1.09-2.09 ———
advanced <3 258/398 1.13 (0.70-1.83 ——
early 3+ 830/858 1.12 (0.84-1.50 —T .
other localized 3+ 612/625 1.27 (0.88-1.85 B s e
advanced 3+ 200/210 1.06 (0.50-2.25 :
o %% het = 2.64; P = 0.756 ;
Aggressive disease '
no 4148/5015  1.31(1.15-1.49 l ]
yes 267/331 1.17 (0.63-2.16 5
x% het=0.14; P =0.712 5
Grade of disease :
low-intermediate 4679/5908 1.34 (1.18-1.50 3
high 288/382 0.61 (0.37-1.00 —
%% het = 8.94; P = 0.003 :
Age at blood draw E
<55 627/971 0.87 (0.62-1.23 —
55-59 1334/1701 1.31 (1.05-1.65 —a—
60-64 1671/2095 1.31 (1.07-1.60 ——
65 or older 1891/2420 1.44 (1.20-1.74 -
%% het = 6.50; P = 0.090 '
PSA at blood draw :
<2 ng/ml 850/4520 1.03 (0.80-1.33 —m—
=22 ng/ml 3791/1705 1.48 (1.21-1.81 i
%% het = 4.96; P = 0.026 ;
University or higher education ;
no 1531/2061 1.17 (0.95-1.44 S =
yes 952/1139 1.05 (0.80-1.36 —m—
%% het = 0.44; P = 0.506 :
Bod'! mass_index '
<25 kg/m? 1513/2001 1.28 (1.03-1.57 ——
>25 kg/m? 2999/3757 1.33 (1.14-1.54 a
%% het = 0.09; P = 0.761 '
Cigarette smoking :
never smoker 1698/2048 1.40 (1.15-1.71 ——
past smoker 2300/3092 1.31 (1.11-1.54 -
current smoker 630/845 1.20 (0.88-1.63 -
) %% het = 0.75; P = 0.686 :
Usual alcohol consumption :
<10g 1920/2219 1.51 (1.26-1.82 ——
>10 g/d 2348/2980 1.22 (1.02-1.44 —B-
%% het = 3.12; P = 0.077 5
Family history of prostate cancer :
no 3456/4560 1.29 (1.12-1.48 S 3
yes 470/426 1.67 (1.14-2.45 —_
%% het = 1.60; P = 0.207 [ : : : |
0.25 0.5 1 2 4
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Supplemenary Figure S7. Odds ratios for prostate cancerassociated with an 80 percentile increase in IGR among all
cases and their matched controls in prospectives studies, subdivided by various factors.

Factor and subset Cases/Controls OR (95% CI) Odds ratio & 95% ClI
All studies 2694/3728 1.19 (1.01-1.39) -
Age at diagnosis
<60 260/438 1.39 (0.79-2.46 —_—t
60-69 1352/1851 1.09 (0.87-1.37 ——
70 or older 1082/1439 21 .27 (0.99-1.63 -
x% het = 1.12; P = 0.571 E
Years from blood collection to diagnosis ’ ;
<3 481/811 1.26 (0.88-1.81 —T-—
3-6 845/1094 1.05 (0.78-1.42 ———
7 or more 1368/1823 21 .24 (0.99-1.56 —-—
¥% het = 0.89; P = 0.640 E
Year of diagnosis ? :
pre-1990 175/352 0.62 (0.33-1.15 ;
1990-1994 216/386 0.98 (0.58-1.66 —_—
1995-1999 456/642 1.23 (0.83-1.83 ——
2000 onwards 1847/2348 21 .29 (1.06-1.57 —H—
%% het = 5.40; P = 0.145 i
Stage of disease ’ :
early . 879/897 1.17 (0.88-1.54 —
other localized 700/712 1.22 (0.86-1.72 —T——
advanced 225/235 21 .13 (0.55-2.32 ;
X2 het = 0.06; P = 0.973 :
Stage of disease and years to diagnosis : :
early <3 63/ 2.19 (0.67-7.16 |
other localized <3 89/89 0.87 (0.34-2.20 :
advanced <3 25/25 2.09 (0.19-23.16) - I
early 3+ 816/834 1.12 (0.84-1.50 T
other localized 3+ 611/623 1.29 (0.89-1.87 B
advanced 3+ 200/210 21.06 0.50-2.25 :
X% het = 2.09; P = 0.837 :
Aggressive disease ’ ;
no 1611/1644 1.19 {0.96-1 .48; T
yes 246/302 21.14 0.58-2.24 '
x4 het = 0.02; P = 0.900 :
Grade of disease 1 :
low-intermediate 2024/2635 1.19 {0.99-1 .43; —i—
high 163/200 20.49 0.23-1.05) - i
x5 het = 4.95; P = 0.026 !
Age at blood draw 1 :
<55 347/626 0.99 (0.62-1.57 —_—
55-59 698/945 1.22 (0.89-1.68 -
60-64 752/956 1.19 (0.87-1.63 T
65 or older 897/1201 21.23 0.94-1.62 T
x5 het =0.73; P = 0.867 :
PSA at blood draw ’ ;
<2 ng/ml 844/2035 1.03 {0.80-1 .33; ——
22 ng/ml 969/733 21.17' 0.86-1.61 ——
%% het = 0.41; P = 0.521 ;
University or higher education 1 :
no 1531/2061 1.17 {0.95-1 .44; T
yes 952/1139 1.05 (0.80-1.36 ———
Bodv mass index %% het = 0.44; P = 0.506
<25 kg/m: 932/1293 1.25 {0.96-1 .64; 1=
225 kg/m 1699/2299 21 .17 (0.96-1.43 .
x5 het = 0.16; P = 0.687 :
Cigarette smoking 1 i
never smoker 947/1244 1.27 (0.98-1.65 ——
past smoker 1340/1868 1.26 (1.02-1.56 —i—
current smoker 373/553 20.89 0.60-1.32 — T
%% het = 2.75; P = 0.254 :
Usual alcohol consumption ? ;
<10g 1256/1443 1.44 {1.15-1 .81; —i—
>10 g/d 1123/1497 21 .07 (0.83-1.37 L
X% het = 3.29; P = 0.070 ;
Family history of prostate cancer 1 ;
no 1190/1727 1.12 {0.89-1 .41; -
yes 267/279 1.56 (0.97-2.50 ! I B —
x4 het=1.52; P = 0.217 : : : |
0.25 0.5 1 2 4
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Supplementary Figure S8. Odds ratiosfor prostate cancer associated with an 80 percentile increase in IGFBR among all
cases and their matched controls in prospective studies, subdivided by various fact¢data are only availablefor IGFBP -

1 from prospective studies and not crossectionalstudies.

Factor and subset

Cases/Controls

OR (95% CI)

Odds ratio & 95% CI

All studies 2490/3048 0.85 (0.73-1.00)
Age at diagnosis
<60 324/379 0.89 (0.57-1.38
60-69 1188/1456 0.83 (0.65-1.05
70 or older 978/1213 0.87 (0.68-1.12
) . X% het=0.12; P =0.940
Years from blood collection to dmgnosns
<3 463/821 0.88 (0.62-1.26
3-6 809/962 0.92 (0.70-1.20
7 or more 1218/1265 0.80 (0.63-1.01
%% het = 0.65; P = 0.724
Year of diagnosis
pre-1990 170/194 0.88 (0.49-1.56
1990-1994 350/379 0.72 (0.46-1.11
1995-1999 326/493 0.94 (0.62-1.43
2000 onwards 1644/1982 0.86 (0.71-1.05
) x5 het = 0.84; P = 0.840
Stage of disease
early ] 556/631 0.87 (0.62-1.23
other localized 965/1024 0.72 (0.56-0.93
advanced 284/317 0.72 (0.44-1.18
x% het = 0.81; P = 0.666
Stage of disease and years to diagnosis
early <3 22/ 1.19 (0.22-6.50
other localized <3 80/98 0.30 (0.12-0.78
advanced <3 42/54 1.74 (0.49-6.19
early 3+ 534/588 0.86 (0.60-1.22
other localized 3+ 885/926 0.78 (0.60-1.01
advanced 3+ 242/263 0.61 (0.35-1.05
X% het = 6.68; P = 0.245
Aggressive disease
no 1513/1654 0.77 (0.63-0.95
yes 342/388 0.82 (0.53-1.28
%% het = 0.05; P = 0.818
Grade of disease
low-intermediate 1812/2194 0.88 {0.73-1 .06;
high 168/171 0.70 (0.38-1.30
x% het = 0.50; P = 0.481
Age at blood draw
<55 480/536 0.78 (0.53-1.14
55-59 556/669 0.89 (0.62-1.27
60-64 653/764 0.91 (0.68-1.23
65 or older 801/1079 0.81 (0.62-1.08
%% het = 0.58; P = 0.901
PSA at blood draw
<2 ng/ml 167/734 0.83 (0.47-1.46
>2 ng/ml 610/390 0.74 (0.48-1.14
. . . ) %3 het = 0.09; P = 0.761
University or higher education
no 895/1235 1.00 (0.77-1.30
yes 1479/1572 0.82 (0.66-1.00
. x% het = 1.49; P = 0.223
Bodzy mass_index
<25 kg/m? 992/1153 0.74 (0.57-0.97
>25 kg/m? 1452/1798 0.93 (0.75-1.15
. . %% het=1.76; P =0.185
Cigarette smoking
never smoker 977/1126 0.81 (0.63-1.04
past smoker 1082/1395 0.88 (0.70-1.12
current smoker 337/400 0.67 (0.44-1.01
. X% het = 1.40; P = 0.495
Usual alcohol consumption
<10 g 1064/1113 0.85 (0.67-1.08
>10 g/d 1106/1171 0.84 (0.66-1.07
x% het = 0.00; P = 0.993
Family history of prostate cancer
no 842/1160 0.95 (0.73-1.24
yes 143/125 0.85 (0.42-1.73
X3 het = 0.09; P = 0.767

|
0.25

0.5

19



Supplementary Figure S9. Odds ratiosfor prostate cancerassociated with an 80 percentile increase in IGFBP among
cases and their matched controls, subdivided by various factors.

Factor and subset

Cases/Controls

OR (95% ClI)

Odds ratio & 95% ClI

All studies 4952/6028
Age at diagnosis
<60 1084/1390
60-69 3037/3794
70 or older 799/839
Years from blood collection to diagnosis
< 3084/3799
3-6 793/1001
7 or more 1069/1228
Year of diagnosis
pre-1995 33/57
1995-1999 502/735
2000 onwards 4417/5236
Stage of disease
early 2575/3236
other localized 1173/1466
advanced 450/629

Stage of disease and years to diagnosis
1722/2337

early <3

other localized <3
advanced <3
early 3+

other localized 3+
advanced 3+

Aggressive disease
no
yes

Grade of disease
low-intermediate
high

Age at blood draw
55

<

55-59
60-64

65 or older

PSA at blood draw
<2 ng/ml
=22 ng/ml

University or higher educat
no

yes

Body mass_index
<25 kg/m?
>25 kg/m?

Cigarette smoking
never smoker
past smoker
current smoker

Usual alcohol consumption

510 9/d

645/901
267/428
846/894
525/558
180/200

4153/5106
214/250

4219/5104
263/351

533/751
1263/1557
1607/1936
1549/1784

738/3730
3263/1212

ion

1313/1569
659/729

1243/1493
2718/3156

1489/1656
2001/2489
562/666

1733/1930
2165/2627

Family history of prostate cancer
no

yes

3194/4001
428/375

1.17 (1.05-1.31)

0.93-1.48
0.96-1.28
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Supplementary Figure S10. Odds ratiosfor prostate cancerassociated with arB0 percentile increase in IGFBP2 among
all cases and their matched controls in prospective studies, subdivided by various factors.

Factor and subset Cases/Controls OR (95% CI) Odds ratio & 95% ClI
All studies 2082/2516 1.29 (1.08-1.55) —
Age at diagnosis §
<60 211/334 1.25 (0.73-2.16 —_—t
60-69 1153/1457 1.14 (0.90-1.43 |
70 or older 718/725 21 .68 (1.21-2.33 ——
x5 het =3.71; P = 0.157 :
Years from blood collection to diagnosis ? ;
) g 1memed =
- . .88-1. —-——
7 or more 1068/1226 21 .42 (1.10-1.83 — -
%% het =0.98; P = 0.613 i
Year of diagnosis ? 5
pre-1995 33/57 0.89 (0.27-2.87 5
1995-1999 484/675 1.20 (0.85-1.71 —-—
2000 onwards 1565/1784 21.35 1.09-1.66 ——
x5 het=0.71; P = 0.703 '
Stage of disease ? :
early 912/969 1.64 (1.25-2.15 —a—
other localized 625/671 1.05 (0.75-1.46 ——
advanced 213/244 0.72 (0.38-1.36 :
%2 het = 7.75; P = 0.021 ;
Stage of disease and years to diagnosis ;
early <3 80/ 1.88 (0.74-4.76 '
other localized <3 101/115 1.01 (0.45-2.28 :
advanced <3 33/44 1.06 (0.28-4.06 .
early 3+ 832/870 1.62 (1.22-2.15 -
other localized 3+ 524/556 1.05 (0.74-1.51 -—
advanced 3+ 180/200 20.64 0.31-1.33 :
%% het = 8.23; P = 0.144 ;
Aggressive disease ’ :
no 1577/1687 1.37 {1.1 1-1 .68; ——
yes 193/217 202).82 0.43-1.58 Z
x4 het=2.12; P = 0.145 :
Grade of disease 1 ;
low-intermediate 1526/1779 1.48 {1 .20-1 .83; -
high 136/166 202).75 0.34-1.64 :
x5 het=271; P =0.100 !
Age at blood draw 1 :
<55 249/393 1.22 (0.74-2.02 —
55-59 619/795 1.22 (0.88-1.69 ——-—
60-64 670/780 1.22 (0.89-1.66 -
65 or older 544/548 21.60 1.10-2.33 ——
x% het = 1.53; P = 0.675 :
PSA at blood draw ’ i
<2 ng/ml 732/1202 1.75 (1.32—2.32; ——
22 ng/ml 400/230 2('.l.85 0.51-1.41 —
x5 het =6.06; P =0.014 :
University or higher education 1 :
no 1313/1569 1.34 (1 .07-1 .67; —a—
yes 659/729 1.34 (0.98-1.85 ——-—
Body mass_index X1 het = 0.00; P = 0.972
<25 kg/m? 645/769 0.66 (0.46-0.94 ———
>25 kg/m? 1402/1668  1.60 (1.27-2.00 —.—
X5 het = 17.04; P < 0.001 ;
Cigarette smoking 1 ;
never smoker 728/838 1.35 (1.00-1.83 —-—
past smoker 1025/1239 1.47 (1.14-1.89 ———
current smoker 295/365 2(J.i?»g 0.57-1.37 —
x5 het =4.00; P =0.135 :
Usual alcohol consumption ? :
<10 g 1059/1143 1.34 {1.05—1 .71 ——
=10 g/d 917/1109 21 .34 (1.02-1.76 ——
x? het = 0.00; P = 0.996 ;
Family history of prostate cancer 1 ;
no 890/1118 1.49 {1.14—1 .94 —
yes 223/228 1.63 (0.95-2.79 T
%% het = 0.09; P = 0.769 | : ; : |
0.25 0.5 1 2 4
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SupplementaryFigure S11. Odds ratiosfor prostate cancerassociated with an 80 percentile increase in IGFBB among

ca®s and their matched controls, subdivided by various factors.

Factor and subset Cases/Controls OR (95% CI) Odds ratio & 95% ClI
All studies 9359/12232  1.39 (1.28-1.51) —]
Age at diagnosis §
<60 1519/2086 1.68 (1.35-2.09 A —
60-69 5068/6785 1.37 (1.22-1.53 _!
70 or older 2732/3355 21.29 1.10-1.51
x5 het =3.81; P =0.149 :
Years from blood collection to diagnosis ? :
< 4626/5881 1.58 (1.40-1.78 Hlt
3-6 2396/3082 1.13 (0.96-1.34 il
7 or more 2331/3263 21.32 1.11-1.56 —-
%% het = 10.20; P = 0.006 i
Year of diagnosis ? ;
pre-1990 305/482 1.21 (0.75-1.97 —
1990-1994 828/1107 1.15 (0.86-1.55 ———
1995-1999 2739/3667 1.26 (1.07-1.48 i
2000 onwards 5479/6975 21.51 (1.35-1.68 ]
x5 het =5.38; P =0.146 :
Stage of disease ’ =
early ) 3522/4639 1.44 (1.26-1.65 1
other localized 3150/3852 1.51 (1.30-1.75 :
advanced 850/1206 21.25 0.94-1.66 T
x5 het=1.32; P = 0516 E
Stage of disease and years to diagnosis ) ;
early <3 1820/2502 1.69 (1.40-2.04 ——
other localized <3 1398/1768 1.70 (1.37-2.11 .-
advanced <3 463/655 1.27 (0.88-1.85 ——-—
early 3+ 1695/2132 1.21 (1.00-1.47 —
other localized 3+ 1749/2073 1.35 (1.09-1.66 ——
advanced 3+ 383/548 1.22(0.80-1.87 T
¥% het =9.51; P = 0.090 '
Aggressive disease ) ’
no 7215/9103 1.48 {1 .35-1 .63; =
yes 551/755 0.92 (0.65-1.32 ——
¥4 het = 6.37; P = 0.012 '
Grade of disease '
low-intermediate 7918/10075 1.42 {1 .30-1 .56; =
high 548/707 21.18 0.82-1.69 T
x5 het =1.00; P =0.317 '
Age at blood draw 1 i
<55 1080/1755 1.32 (1.02-1.71 ——
55-59 2030/2789 1.41 (1.18-1.68 ——
60-64 2671/3428 1.35(1.15-1.57 -
65 or older 3578/4260 21.46 1.27-1.67 .
x5 het = 0.75; P = 0.862 :
PSA at blood draw ’ i
<2 ng/ml 1335/6409 1.02 (0.83-1.24 ——
>2 ng/ml 5173/2354 21.4\:-) 1.26-1.75 -
x5 het = 8.66; P = 0.003 :
University or higher education 1 !
no 2716/4088 1.19 (1.03-1.37 -
yes 3327/3718 1.24 (1.06-1.44 i
Body mass index x5 het = 0.14; P = 0.705
<25 kg/m? 2950/3775 1.43 {1.23—1 .66;
>25 kg/m 5175/6787 21.30 1.17-1.45
x5 het=1.00; P =0.318 '
Cigarette smoking 1 :
never smoker 3272/3895 1.37 (1.19-1.58
past smoker 3916/5203 1.33 (1.17-1.51
current smoker 979/1591 21 .45 (1.14-1.85 —a—
x5 het = 0.43; P = 0.807 '
Usual alcohol consumption ? E
<10 g 3815/4634 1.28 {1.12-1 .46; 5
>10 g/d 3692/4743 21.46 1.28-1.67
x5 het =2.03; P =0.154 :
Family history of prostate cancer 1 .
no 5388/6851 1.48 {1.33-1 .66; B
yes 769/638 1.67 (1.23-2.27 ——
¥4 het = 0.50; P = 0.478 | : = :
0.25 0.5 1 2
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Supplementary Figure S12. Odds ratiosfor prostate cancerassociated with an 80 percentile increase in IGFBB among
cases and their matched controls in prospective studies, subdivided byriaus factors.
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