Supplementary Fig. 1.

Ratio of median

No.ofcase  testosterone
patients/ concentrations
No. of control  top:bottom
Study subjects fifth RR (95% CI) RR & 95% Cl
ATBC 116/228 243 0.72 (0.38 to 1.37) ———
BLSA 61/71 1.92 1.30 (0.42 to 4.07)
CARET 273/293 2.48 0.78 (0.49 to 1.27) ——
CLUE 44/52 3.69 2.95(0.74t0 11.7) —
EPIC 501/521 2.90 1.06 (0.74 to 1.50)
FMC 164/299 2.68 1.09 (0.63 to 1.89)
HPFS 662/670 2.69 1.03 (0.76 to 1.38)
JACC 37/95 218 1.21 (0.40 to 3.68)
Janus 60/178 2.4 0.79(0.33t0 1.90) ———=———
JHCS 110/119 2.92 0.80 (0.38 to 1.69) —_—
MccCs 514/861 2.31 1.06 (0.77 to 1.47) 1
NSHDC 278/548 2.73 1.10 (0.72 to 1.69)
HHS (NBSBWG) 84/251 217 1.31 (0.65 to 2.63) —
Janus (NBSBWG) 530/1471 2.37 0.68 (0.50 to 0.91) —-
PHS 181/214 2.62 0.96 (0.53 to 1.75) —_——
ProtecT 176/324 2.51 1.62 (0.94 to 2.79) —-—
RBS 95/243 2.28 1.02 (0.53 to 1.98) B
All studies 3886/6438 0.98 (0.87 to 1.10) &

Test of heterogeneity between studies: 3%, = 16.16; P = 44; H =1.00; I = 0.01
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Supplementary Fig. 2.

Ratio of median

No. of case free testosterone

patients/ concentrations

No. of control  top:bottom
Study subjects fifth RR (95% ClI) RR & 95% ClI
ATBC 116/228 1.85 1.15 (0.60 to 2.23) l
BLSA 61/71 3.92 1.76 (0.43 to 7.18) >
CARET 273/293 2.09 0.77 (0.48 to 1.25) —I——-—
EPIC 459/477 276  1.15(0.79 to 1.66) -
FMC 164/299 2.40 1.34 (0.75 to 2.38) —-—l—
HPFS 662/670 2.58 1.07 (0.78 to 1.46) —.—
JACC 37/95 2.14 2.51(0.72t0 8.71) —-—-—>
JHCS 16/16 2.79 0.21 (0.02t0 2.12) €
Mccs 514/860 2.06 1.16 (0.84 to 1.62) —|.—
NSHDC 278/547 2.4 1.41 (0.91 to 2.17) ——I—
HHS (NBSBWG) 84/251 2.20 1.12 (0.54 to 2.32) :
Janus (NBSBWG) 530/1471 2.58 0.93 (0.69 to 1.25) —-
PHS 181/214 2.38 1.31 (0.71 to 2.42) =
ProtecT 175/323 2.34 1.41 (0.83 to 2.42) —-—I—
All studies 3550/5815 1.12 (0.98 to 1.27) f}
Test of heterogeneity between studies: x5, = 10.78; P = .63; H = 1.00; I = 0.00 I T i T |
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Supplementary Fig. 3.

Ratio of median

No. of case DHT
patients/ concentrations
No. of control  top:bottom
Study subjects fifth RR (95% CI) RR & 95% CI
ATBC 116/230 2.78 0.75 (0.40 to 1.42) =
CLUE 44/52 2.75 1.67 (0.46 to 6.11)
HPFS 404/409 458 0.92 (0.62 to 1.35) —a—
Janus 60/178 2.84 0.93 (0.40 to 2.15)
JHCS 110/119 3.38 0.65 (0.31 t0 1.37) =
PHS 181/214 4.66 0.69 (0.36 to 1.34) =
RBS 95/243 2.88 1.19 (0.61 to 2.32) -
All studies 1010/1445 0.88 (0.69to0 1.11) <r
Test of heterogeneity between studies: % = 3.22; P = .78; H = 1.00; I° = 0.00 T
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Supplementary Fig. 4.

Ratio of median
androstanediol
No. of case glucuronide
patients/ concentrations
No. of control  top:botiom

Study subjects fifth RR {95% CI) RR & 95% CI

ATBC 108/202 4.43 1.12 (0.57 to 2.22) —-I—

CARET 275/295 3.72 1.83 (1.11 to 3.01) -—I—

EPIC 604/627 4.33 0.92 (0.67 to 1.28) —.-—

HPFS 662/670 4.98 1.24 (0.92 to 1.68) -.—

Janus 60178 3.08 1.57 (0.64 to 3.86)

JHCS 110/119 3.21 1.31 (0.66 to 2.61) -I-I—

MCCS 453/730 3.70 0.86 (0.62 to 1.20) --

PHS 181/214 3.25 1.35 (0.75 to 2.41) -'-I—

All studies 2453/3035 1.13 (0.97 to 1.32) ::)

Test of heterogeneity between studies: % =9.12; P = 24; H=1.14; = 0.23 T E T
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Supplementary Fig. 5.

Ratio of median
No. of case DHEA-S
patients/ concentrations
No. of control  top:bottom

Study subjects fifth RR (95% CI) RR & 95% Cl

ATBC 116/230 4.02 1.59 (0.82 to 3.07) ——-—-—
BLSA 55/64 4.70 1.05 (0.30 to 3.65)

CARET 275/295 5.29 1.37 (0.86 to 2.19) ——-I—
CLUE 63/75 10.25 1.16 (0.38 to 3.57) .

KPMCP 43/123 5.65 2.03 (0.71 to 5.83) ———-—:-
Mmccs 507/840 4.92 0.93 (0.67 to 1.29) +

RBS 95/243 4.50 2.35 (1.09 to 5.06) —-—-—>
All studies 1154/1870 1.22 (0.98 to 1.53) <>

Test of heterogeneity between studies: ¥2 = 7.24; P = 30; H = 1.10; 2= 0.17 [ 0 E
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Supplementary Fig. 6.

Ratio of median
No. of case androstenedione

patients/ concentrations

No. of control  top:bottom
Study subjects fifth RR (95% Cl) RR & 95% ClI
ATBC 114/224 2.02 0.96 (0.52 to 1.77) —i—
CARET 273/293 2.47 1.38 (0.85 to 2.26) —+——
EPIC 601/623 2.42 0.94 (0.68 to 1.30) J—_
FMC 162/295 7.70 0.96 (0.55 to 1.68)
JHCS 1101119 2.48 1.23 (0.59 to 2.52) —_—t—
MCCS 521/876 2.80 0.96 (0.70 to 1.32) -
All studies 1781/2430 1.02 (0.85 to 1.22) <>

Test of heterogeneity between studies: 3% =2.20; P = 82; H = 1.00; I = 0.00
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Supplementary Fig. 7.

Ratio of median
No. of case estradiol
patients/ concentrations
No. of control  top:bottom

Study subjects fifth RR (95% CI) RR & 95% CI
ATBC 109/211 229  1.17(0.59102.33) ——
CARET 273/293 1.72 0.76 (0.46 to 1.26) —l—-——
CLUE 52/63 2.64 0.85 (0.28 to 2.60)

HPFS 662/670 1.96 1.08 (0.78 to 1.50) —'.—
JHCS 70/76 2.45 0.93 (0.37 to 2.34) —i—
MCCS 496/818 1.91 0.81 (0.59 to 1.13) —‘:——
NSHDC 248/451 2.31 0.97 (0.63 to 1.49) +
PHS 181/214 2.40 0.80 (0.43 to 1.49) —IT—
RBS 95/243 2.38 0.97 (0.46 to 2.06) —l—
All studies 2186/3039 0.92 (0.78 to 1.09) «C>

Test of heterogeneity between studies: x5 = 2.87; P = .94, H = 1.00; I? = 0.00 T i T
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Supplementary Fig. 8.

Ratio of median
No. of case  free estradiol
patients/ concentrations
No. of control top:bottom

Study subjects fifth RR (95% Cl) RR & 95% CI
ATBC 109/211 232 1.25(0.65 to 2.40) — -
CARET 273/293 175  062(0.38t0103) —=—]

CLUE 5/5 203 2.52(0.10t0 61.9) <

HPFS 662/670 291  1.22(0.88 0 1.70) .
JHCS 70/76 227  091(037t0222) —=——
Mccs 496/817 206  0.94 (0.67 to 1.30) i

NSHDC 247/449 244 0.8 (0.57 to 1.38)

PHS 181/214 259  0.97 (0.53 to 1.80)

Al studies 2043/2735 0.97 (0.82 to 1.16)

Test of heterogeneity between studies: ¥ =6.11; P = 53; H = 1.00; I = 0.00 T T T T
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Supplementary Fig. 9.

Ratio of median

No. of case SHBG
patients/ concentrations
No. of control  top:bottom
Study subjects fifth RR (95% CI) RR & 95% CI
ATBC 116/231 2.25 0.84 (0.45 to 1.54) —l——
BLSA 61/71 3.62 0.75 (0.24 t0 2.37) <
CARET 275/295 3.04 1.09 (0.68 to 1.74) —.—I—
CLUE 77 3.74 3.16 (0.24 to 41.0)
EPIC 539/560 2.87 0.68 (0.48 to 0.97) —
FMC 164/299 3.15 0.88 (0.49 to 1.56) ——
HPFS 662/670 3.69 0.96 (0.70 to 1.31) —.—
JACC 37/95 2.50 0.49 (0.16 to 1.44) <
JHCS 70/76 2.38 0.88 (0.34 to 2.23)
MCCS 524/884 2.47 0.83 (0.60 to 1.14) —--
NSHDC 279/551 2.9 0.83 (0.54 to 1.26) ——
HHS (NBSBWG) 84/251 3.12 1.12 (0.56 to 2.22) -
Janus (NBSBWG) 530/1471 3.30 0.81 (0.61 to 1.08) —-—-
PHS 181/214 3.92 0.81 (0.43 to 1.51) S —
ProtecT 175/323 3.43 1.06 (0.60 to 1.86) —
All studies 3704/5998 0.86 (0.76 to 0.97) O
Test of heterogeneity between studies: x5, = 6.64; P = .95; H = 1.00; I = 0.00 T T !
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