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Table S1. Relative Risk Ratios (RRR) and 95% Confidence Intervals (95%CI) for the association between As levels and Prostate Cancer Risk in MCC-Spain Case Control Study, by tumor aggressiveness at diagnosis.
	
	
	
	GLEASON=6
	
	GLEASON>6
	p-het

	
	
	
	n=156a
	
	n=180a
	

	
	Co
	Ca
	RRR(95%CI)
	Ca
	RRR(95%CI)
	

	Urinary Total Arsenic (µg/g)
	
	
	
	
	
	0.116

	Q1 <31.541
	119
	47
	1.00
	39
	1.00
	

	Q2 [31.541-76.248)
	118
	36
	0.68 (0.40-1.16)
	49
	1.30 (0.77-2.20)
	

	Q3 [76.248-150.652)
	116
	34
	0.69 (0.40-1.17)
	34
	0.96 (0.55-1.69)
	

	Q4 >=150.652
	115
	39
	0.74 (0.44-1.25)
	58
	1.45 (0.87-2.44)
	

	                           p-trend
	
	
	0.280
	
	0.297
	

	Toenail Arsenic levels (µg/g)
	
	
	
	
	
	0.271

	Q1 <0.177
	144
	39
	1.00
	41
	1.00
	

	Q2 [0.177-0.228)
	132
	37
	0.89 (0.52-1.50)
	53
	1.59 (0.96-2.63)
	

	Q3 [0.228-0.312)
	112
	50
	1.69 (1.02-2.82)
	45
	1.97 (1.16-3.34)
	

	Q4 >=0.312
	80
	30
	1.76 (0.98-3.15)
	41
	2.61 (1.49-4.57)
	

	                           p-trend
	
	
	0.009
	
	0.000
	


RRR: relative risk ratio for prostate cancer, adjusted for age, educational level, BMI, family history of prostate cancer, seafood intake (as a fixed effect), and province of residence (as a random effect). 
a Note 9 cases with complete covariate data lacked information on Gleason score.
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Table S2. Relative Risk Ratios (RRR) and 95% Confidence Intervals (95%CI) for the association between As levels and Prostate Cancer Risk in MCC-Spain Case Control Study, according to PSA levels at diagnosis.
	
	
	
	PSA<10
	
	PSA≥10
	p-het

	
	
	
	n=252a
	
	n=92a
	

	
	Co
	Ca
	RRR(95%CI)
	Ca
	RRR(95%CI)
	

	Urinary Total Arsenic (µg/g)
	
	
	
	
	
	0.888

	Q1 <31.541
	119
	64
	1.00
	22
	1.00
	

	Q2 [31.541-76.248)
	118
	65
	0.97 (0.61-1.52)
	22
	0.99 (0.51-1.93)
	

	Q3 [76.248-150.652)
	116
	52
	0.81 (0.50-1.30)
	18
	0.88 (0.44-1.76)
	

	Q4 >=150.652
	115
	71
	1.02 (0.65-1.61)
	30
	1.30 (0.69-2.45)
	

	                        p-trend
	
	
	0.919
	
	0.468
	

	Toenail Arsenic levels (µg/g)
	
	
	
	
	
	0.167

	Q1 <0.177
	144
	67
	1.00
	18
	1.00
	

	Q2 [0.177-0.228)
	132
	68
	1.05 (0.68-1.61)
	22
	1.42 (0.71-2.85)
	

	Q3 [0.228-0.312)
	112
	72
	1.57 (1.01-2.44)
	26
	2.43 (1.23-4.79)
	

	Q4 >=0.312
	80
	45
	1.56 (0.94-2.58)
	26
	3.54 (1.77-7.11)
	

	                       p-trend
	
	
	0.021
	
	0.000
	


RRR: relative risk ratio for prostate cancer, adjusted for age, educational level, BMI, family history of prostate cancer, seafood intake (as a fixed effect), and province of residence (as a random effect). 
a Note: 1 case with complete covariate data lacked information on PSA.


















Figure S1. Sample selection of controls and incident prostate cancer cases in MCC-Spain study.CASES
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· 534 refused  to participate
· 4 did not answer the questionnaire
71 Not met the inclusion criteria:
· 21 not incident cases
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· 20 Residence outside the area of influence or <6 months living in there       
· 8 younger than 20 or older than 85 years
· 16 unable to answer the questionnaire
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72 excluded for not meeting specific criteria in this study
· 21 missing creatinine values
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· 50 missing values for key variables
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· 53 missing creatinine values
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· 41 missing values for key variables
59 DNA not available
409
Available DNA
468
PC controls included in the present work
58 DNA not available

