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Table S1 Composition of cell culture medium, L-15, and exposure media. 
	Components (mM)
	L-15/ex0Cl-
	L-15/ex1 Cl-
	L-15/ex5 Cl-
	      L-15/ex145 Cl-
	                       L-15 

	H+
	2.28
	2.28
	2.28
	2.28
	2.28

	Cl-
	0
	1
	5
	146.4
	146.8

	Ca2+
	1.34
	1.34
	1.34
	1.34
	1.26

	Mg2+
	1.88
	1.88
	1.88
	1.92
	1.8

	Na+
	138.36
	138.36
	138.36
	138.36
	145.591

	K+
	6.28
	6.28
	6.28
	6.28
	5.77

	PO43-
	  
	1.78
	1.78
	1.78
	1.78

	SO42-
	1.88
	1.88
	1.88
	0.85
	0.81

	NO3-
	144.14
	143.14
	139.14
	0.0005
	0

	Ny pyruvate
	5
	5
	5
	5
	5.7

	Galactose
	5
	5
	5
	5
	5.7

	Amino acids
	0
	0
	0
	0
	26

	Vitamins
	0
	0
	0
	0
	0.04

	Ionic strength (mmol/kg)
	151.3
	151.2
	151.2
	148.3
	176

	Osmolality (mmol/kg)
	295
	295
	295
	300
	344

	pH
	7.206
	7.168
	7.209
	7.217
	7.4



*Ionic strengths were calculated by Visual MINTEQ 3.1 software. Osmolality and pH were measured by Vapro® Vapor Pressure Osmometer (Model5600, ELItech group, South Logan, UT, USA) and SI Analytics pH meter (SI Analytics, College Station, TX, USA), respectively
Table S2 Formation of 1% and 50 % precipitation of Ag and Cu in exposure media


	Media
	CuSO4 (µM)
	Dissolved (%)
	Precipitation (%)
	AgNO3 (µM)
	Dissolved (%)
	Precipitation (%)

	L-15/ex 0 Cl-
	3.1
	99
	1
	500
	100
	0

	
	7.4
	50
	50
	
	
	

	L-15/ex 1 Cl-
	3.1
	99
	1
	0.733
	99
	1

	
	7.4
	50
	50
	1.45
	50
	50

	L-15/ex 5 Cl-
	3.1
	99
	1
	0.573
	99
	1

	
	7.4
	50
	50
	1.144
	50
	50

	L-15/ex146 Cl-
	3
	99
	1
	5.8
	99
	1

	
	7.1
	50
	50
	11.5
	50
	50


Table S3 Formation of Ag precipitates in exposure media
	
	L-15/ex 0 Cl-
	L-15/ex 1 Cl-
	L-15/ex 5 Cl-
	L-15/ex146 Cl-

	AgNO3 (µM)
	Dissolved (%)
	Precipitation (%)
	Dissolved (%)
	Precipitation (%)
	Dissolved (%)
	Precipitation (%)
	Dissolved (%)
	Precipitation (%)

	100
	100
	0
	0.761
	99.239
	0.571
	99.429
	5.759
	94.241

	10
	100
	0
	7.289
	92.711
	5.722
	94.279
	57.63
	42.37

	4
	100
	0
	18.716
	81.824
	14.306
	85.694
	100
	0

	2
	100
	0
	36.319
	63.681
	28.614
	71.386
	100
	0

	1
	100
	0
	72.607
	27.393
	57.23
	42.77
	100
	0

	0.5
	100
	0
	100
	0
	100
	0
	100
	0

	0.02
	100
	0
	100
	0
	100
	0
	100
	0

	0.01
	100
	0
	100
	0
	100
	0
	100
	0



Table S4 Formation of Cu precipitates in exposure media

	
	L-15/ex 0 Cl-
	L-15/ex 1 Cl-
	L-15/ex 5 Cl-
	L-15/ex146 Cl-

	CuSO4 (µM)
	Dissolved (%)
	Precipitation (%)
	Dissolved (%)
	Precipitation (%)
	Dissolved (%)
	Precipitation (%)
	Dissoloved (%)
	Precipitation (%)

	200
	1.887
	98.113
	1.886
	98.114
	1.885
	98.115
	1.817
	98.183

	40
	9.272
	90.728
	10.655
	89.345
	9.109
	90.891
	8.935
	91.065

	20
	18.507
	81.493
	21.261
	78.739
	18.232
	81.768
	17.84
	82.16

	8
	46.211
	53.789
	46.202
	53.798
	45.463
	54.537
	44.551
	55.449

	5
	73.916
	26.084
	73.901
	26.099
	72.722
	27.278
	71.262
	28.738

	4
	92.386
	7.614
	92.367
	7.633
	90.894
	9.106
	89.069
	10.931

	1
	100
	0
	100
	0
	100
	0
	100
	0

	0.1
	100
	0
	100
	0
	100
	0
	100
	0



*Silver as cerargyrite (AgCl) and copper as Cu3(PO4)2.3H2O calculated using the software Visual MINTEQ. 










Table S5 Measured concentrations in water and exposure media done by ICPOES. 

	Exposure Media/Solvent
	AgNO3 concentration
	Recovery 
rate (%)
	CuSO4 concentration 
	Recovery 
rate (%)

	H2O 
	10 mM (stock)
	100.21 ± 0.91
	10 mM (stock)
	105.97 ± 0.37

	L-15/ex0 Cl-
	2 µM
	90.16 ± 1.29
	4 µM
	96.64 ± 2.43

	L-15/ex1 Cl-
	2 µM
	89.15 ± 1.71
	4 µM
	93.35 ± 0.30

	L-15/ex5 Cl-
	2 µM
	85.01 ± 1.12
	4 µM
	94.63 ± 0.70

	L-15/ex146 Cl-
	2 µM
	90.84 ± 0.50
	4 µM
	94.04 ± 0.68



Table S6 Primers used for qPCR 
	Gene name
	Forward primer 5'→3'
	Reverse primer 5'→3'
	Repository ID*

	MTb
	GCTCTAAAACTGGCTCTTGC
	GTCTAGGCTCAAGATGGTAC
	M18104

	GR
	TACACCGCGCCTCATATCCTCATT
	TGCCAGCCATTTCCACAGC
	HF969248

	CTR1
	TGCTGTGCTTTCGGCGTTTTGC
	AGGACAGCCTGGCCCATTGGAT
	XM_021590711

	ATP7A
	ACTGCCGCTCCTGGTGTGGTAAAC
	ACGGTGGCGGTGTGGTGGATGTAG
	XM_021561788

	DMT1
	AACAGTGTGGCGCTCTACGTGC
	TTGCCCAGACAGGACACGTCCA
	NM_001172513

	EF1a
	ATATCCGTCGTGGCAACGTGGC
	TGAGCTCGCTGAACTTGCAGGC
	NM_001124339

	Ubiquitin
	GCTGCGTCTTCGTGGAGGCATT
	TTGGGGCGCAGGTTGTTTGTGT
	NM_001124194


*GenBank (http://www.ncbi.nim.nih.gov/). 
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Fig.S1 Normalized MTb, GR, CTR1, DMT1, and ATP7A mRNA levels in RTgutGC cells exposed to 500 nM of AgNO3 and CuSO4. Values are mean ± SD, n=3 or 4. Asterisks indicate significate increase in respect to controls (One-way ANOVA, Tukey Test, P ,0.05).
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