Table S2. Methods of Controlled Human Studies of Selenium and Lung Cancer

	Ref.
	Population
	Intervention
	Control
	Treat-ment duration
	Sample size
	Study duration
	Blinding
	Random
	Drop-outs / LTFU reported
	JADAD Score (RCTs)

	
	Population
	Age
	Gender
	Smokers/ asbestos exposure
	Staging
	PS
	Previous chemo or surgery
	
	
	
	
	
	
	
	
	

	Primary Prevention
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	NCP Trial

Clark 1996; Duffield-Lillico 2002; Reid 2002

[1,2,3]
	American
	mean 63
	M 971, F 341
	n/a
	previous history of basal or squamous cell carcinoma of the skin
	n/a
	n/a
	Selenium as selenized yeast 200 mcg/d x mean 4.5y
	placebo
	mean 4.5 y
	1312
	7.9y
	double
	y
	y
	5

	SELECT;Lippman 2009 [4]
	American, Canadian, PuertoRican
	median ~62 
	M 35,533

F 0
	8-7% of each group current smokers
	n/a
	n/a
	n/a
	1. Selenomethionine 200 mcg/d 

2. α-tocopherol 400 IU/d

3. Selenium + vitE
	placebo
	median 5.46 y
	35533
	8 y

(stopped early; intended to be 12 y)
	double
	y
	n (drop outs)

y (LTFU)
	2

	Linxian;

Kamangar 2006 [5]
	Chinese
	range 40-69
	M 13,313, F 16,271
	30% smokers
	n/a
	n/a
	n/a
	2(4) factorial design: 8 tx arms in which half received ß-carotene 15mg, α-tocopherol 30mg, and selenium 50mcg in combination with other arms x 5.25 yrs
	placebo
	5.25 y
	28584
	15 y (1986 to 2001)
	double
	y
	NR
	4

	Secondary Prevention
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Karp 2010  [6]
	NSCLC patients
	NR
	NR
	only 94 never smokers
	stage IA and IB 
	NR
	complete resection surgery
	Selenium 200 mcg/d x4y

as selenized yeast
	placebo
	4 y
	1561
	median >4y f/u (stopped early)
	NR
	y
	NR
	2

	Treatment
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Hu 1997 [7]
	Chinese patients with cancer, 27 with lung cancer
	NR
	M 27, F14
	NR
	NR
	KPS>60%
	NR
	Selenium 4000ug (Kappa-selenocarrageenan) with cisplatin chemotherapy
	cisplatin only
	8 d pre and during chemo
	41
	2 chemotherapy cycles
	NR
	y
	NR
	1

	Observational – Prospective 
	
	
	
	n/a
	n/a
	n/a
	Measure of Selenium
	n/a
	Cases
	Controls
	
	n/a
	n
	n/a
	--

	Gottschall 2004 [8]
	American
	NR
	M 79

F 0
	Asbestos exposure
	--
	--
	--
	Plasma 
	
	none
	Entire cohort 79
	NR
	
	
	
	

	Garland 1995 [9]
	Nurses from Nurse’s Health Study
	range 35-55
	M 0

F 

1124


	NR
	--
	--
	--
	Toenail 
	
	505
	619
	41 mo: 

Toenail sample in 1982, f/u 41 mo
	
	
	
	

	van den Brandt 1993 [10]
	Dutch
	range 55-69
	M 1546

F 1283
	61% of cases and 27% controls current smokers
	--
	--
	--
	Toenail 
	
	370
	2457
	Data comes from period between 1986-1989: 3.3 years
	
	
	
	

	Observational – Retrospective and Cross-sectional 
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Reszka 2007;

Jablonska 2008 [11,12]
	Polish pts
	mean ~59
	M 605

F 209
	SI: cases 750, ctl 532

(all smokers)
	--
	--
	--
	Plasma
	
	Rezka: 404

Jablonska included: 325
	R: 410

J: 287
	3 mo b/w pt interview and sample collection
	
	
	
	

	Della Rovere 2006 [13]
	Italian pts
	mean: cases 63, ctl 56
	M 76

F 0
	Yes, but % not reported
	--
	--
	--
	Plasma
	
	37
	39
	NR
	
	
	
	

	Oyama 2003 [14]
	Japanese NSCLC pt, pre-surgical for resection
	mean 65
	M 54,

F 30
	NR
	--
	--
	--
	Serum
	
	84
	0
	Surgery b/w 1991-2, with reported mean survival time 7yrs (total follow up period NR)
	
	
	
	

	Gromadzinska  2003 [15]
	Polish LuCa pts occupationally exposed to carcinogens
	mean b/w 59-60
	M 132 F 38
	SI: cases 782, ctl 543
	--
	--
	--
	Plasma
	
	152
	210
	NR 
	
	
	
	

	Ujiie 2002 [16]
	Japanese pt
	NR; most pt b/w 51- 71+ yr
	M 2496

F 2523
	NR
	--
	--
	--
	Serum
	
	2707
	2312
	Recruited b/w Apr-Oct 1993; 

Non-LuCa pt only were followed prospectively for another 5 yr
	
	
	
	

	Hartman 2002 [17]
	Male Finnish smokers from the ATBC study
	range 50-69
	M 500

F 0
	All smokers
	--
	--
	--
	Toenail
	
	250
	250
	1985-93 = 8 yrs
	
	
	
	

	Goodman 2001 [18]
	American, CARET cohort
	range 44-74
	LuCa cases and ctl: M 712
	All smokers and/ or asbestos workers
	--
	--
	--
	Serum
	
	365

(lung cancer arm)
	365

(lung cancer arm)
	Intervention 1988-1996; f/u to 1999 =

12 yrs
	
	
	
	

	Ratnasinghe 2000 [19]
	Chinese tin miners
	mean 63
	M 324 

F 0
	70% cases, 55% ctl current smokers
	--
	--
	--
	Serum
	
	108
	216
	1992-9 = 

7 yrs
	
	
	
	

	Knekt 1998 [20]
	Finnish population
	mean: ~57
	M 270

F 15
	70% casess and 32% ctl current smokers
	--
	--
	--
	Serum 
	
	95
	190
	Serum samples b/w 1968-76; f/u to 1991 =

19 yrs
	
	
	
	

	Zachara 1997 [21]
	Polish patients
	mean:

cases 59

ctl 61
	M 118

F 27
	73% cases and 36% ctl current smokers
	--
	--
	--
	Selenium in various blood components + tumor and non tumor tissue levels
	
	84
	61
	50 mo period between 1990-1995
	
	
	
	

	Comstock 1997 [22]
	Maryland (US) blood donors
	most b/w 45-64
	M 470 

F 303
	66-74% cases, 26-32% ctl current smokers
	--
	--
	--
	Serum
	
	258
	515
	1975-1993 = 

18 yrs
	
	
	
	

	Piccinini 1996 [23]
	Untreated Italian lung and breast cancer pts (only lung described here)
	mean: cases 62, ctl 57
	M 25

F 3
	NR

“matched for smoking habits” 


	--
	--
	--
	Plasma, hair
	
	28
	20
	NR
	
	
	
	

	Kabuto 1994 [24]
	Japanese lung (n=77) and stomach (202) cancer pt
	mean: LuCa cases and ctl 56
	M 110

F 87 (lung cancer cases + ctl only)
	67 (ctl) to 75% (cases) current or former smokers
	--
	--
	--
	Serum
	
	77
	120
	Serum samples b/w 1970-72; 

Diagnosis b/w 1973-83 = 

13 yrs
	
	
	
	

	Gerhardsson 1993, 1986, 1985 [25,26,27]
	Scandanavian smelter workers
	mean: b/w 67-68
	M 101

F 0
	exposure to smelting metals
	--
	--
	--
	Lung tissue
	
	7
	94 

(smelters and non smelters)
	NR: data collection began in 1975 
	
	
	
	

	Tominaga 1992 [28]
	Japanese lung cancer pts
	mean ~50
	M 46

F 16
	23% smokers
	--
	--
	--
	Serum
	
	31
	31
	July 1988 to Feb 1990 ~ 2 yrs
	
	
	
	

	Knekt 1990 [29]
	Finnish population
	range 15-99
	NR: “matched for sex”
	NR
	--
	--
	--
	Serum
	
	1096
	1977
	Blood samples b/w 1968-72; median f/u 10 yr = 

14+ yrs
	
	
	
	

	Burguera 1990 [30]
	Venezuelan pt 
	mean: cases 45, ctl 25
	M 833 (all 156 cases M), 

F 679
	NR
	--
	--
	--
	Serum
	
	156

(22 lung cancer)
	1356
	NR
	
	
	
	

	Nomura 1987 [31]
	Japanese residents of Hawaii
	mean

62
	M 573

F 0
	NR
	--
	--
	--
	Serum
	
	280 (71 lung cancer)
	293
	Serum samples b/w 1971-5; f/u x 11 yrs
	
	
	
	

	Miyamoto 1987 [32]
	Japanese pt
	mean: cases ~64, family of cases ~42, ctl ~43
	M 110

F 98
	NR
	--
	--
	--
	Serum
	
	37
	Family of cases 115;

Unrelated ctl 56
	NR
	
	
	
	

	Di Ilio 1987 [33]
	Italian pt w LuCa
	mean: 57
	M 21

F 4
	NR
	--
	--
	--
	Lung tumor tissue selenium,

Normal lung tissue selenium
	
	25
	0
	N/a : cross sectional
	
	
	
	

	Menkes 1986 [34]
	American population
	NR

~45% b/w 55-64y
	M  196

F 90
	~ 65% current smokers in both cases and ctl
	--
	--
	--
	Serum 
	
	99
	196
	Blood donated 1974; f/u to 1983 = 

9 yrs
	
	
	
	

	Salonen 1985 [35]
	Eastern Finnish population
	range 30-64
	M 60 

F 42
	~50% males smokers, 0% women
	--
	--
	--
	Serum
	
	51
	51
	Survey 1977; f/u to 1980 = 

4 yrs
	
	
	
	

	Chu 1984 [36]
	Chinese miners
	NR
	M 428

F 0
	NR
	--
	--
	--
	Whole blood
	
	353
	75
	NR
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