Suppementary Figure S1
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Suppementary Figure S2
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Suppementary Figure S3
Selenium
Study or Subgroup

Placebo

Risk Ratio

Events Total Events Total Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixedl, 95% CI

1.2.1 loading dose

Angstwurm 2007 349 92
Bloos 2016 152 538
Chelkeba 2015 ] 249
Forceville 2007 14 Kl
Manzanares 2011 ] 15
Montoya 2008 5] 34
Walenta 2011 18 ¥A
Wath 2014 ] 21
Zimmermann 1397 3 20
Subtotal (95% CI) 855
Total events 256

Heterogeneity: Chif= 9.10, df= 8 (P = 0.33); F= 12%

Testfor overall effect £=0.92 (P = 0.36)

1.2.2 no loading

Andrews 2011 30 67
Angstwurm 1999 ¥ 21
Mishra 2007 g 18
Subtotal (95% CI) 106
Total events 45

i 97 167%
137 538 426%
10 25 33%
13 29 432%
7 16 21%
a 34 28%
24 78 7.48%
1 19 36%
8 20 24%
853  85.0%

273
27 G5 848%
1 2 34%
1 22 3%
108 15.0%

49

Heterogeneity: Chi®=1.59 df= 2 (P=045) F=0%

Testfor averall effect Z=0.41 (P = 0.68)

Total (95% CI) 961
Total events 301

961 100.0%
322

Heterogeneity: Chif= 10.70, df= 11 (P = 0L47); F= 0%

Testfor averall effect Z=1.01 (P =0.31)

0.75 [0.56, 1.00]
1.1 [0.91, 1.35]
0.78 [0.38, 1.60]
1.01 [0.58, 1.76]
0.76 [0.31, 1.88]
0.75 [0.29, 1.97]
0.79 [0.48, 1.32]
0.74 [0.40, 1.38]
0.38[0.12,1.21]
0.94 [0.81, 1.08]

1.08 [0.73, 1.60]
0.64 [0.31,1.32]
0.59 [0.46, 1.73]
0.94 [0.69, 1.27]

0.94 [0.82, 1.06]

Testfor subgroup differences: Chi®=0.00,df=1 (F= 0899, F=0%
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Suppementary Figure 4

Selenium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bloos 2016 198 543 20 846 A7 1% 0.99 [0.85,1.16]
Chelkeha 2017 10 249 18 25 4289% 0.48[0.27, 0.84] ——
Total (95% CI) 572 571 100.0% 0.73[0.36, 1.47]
Total events 208 2149
Heterogeneity: Tau®= 0.22; Chi*= 6.05, df=1 (P = 0.01); F= 83% I I ! t !
Testfor overall effect Z= 089 (P=0.37) 0.0 01 ! 10 100

Favours selenium  Favours placebo



Suppementary Figure Sb

Selenium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Pvents Total Woeight M-H, Fixed, 95% Cl M-H. Fixed, 95% CI
Farceville 2007 21 il 17 29 100.0% 116([0.78,1.71]
Total (95% CI) 31 29 100.0% 1.16[0.78, 1.71]
Total events 21 17
Heterogeneity: Mot applicahle '0.01 Df1 1' 1'0 1EID'

Testfor overall effect Z=0.73 (P=0471 Favours selenium  Favours placeha



Suppementary Figure S6

Selenium Placebo Std. Mean Difference Std. Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random. 95% CI
Angstwurm 1999 9 5 19 10 105 18 17.7% -012 077, 0.583] —
Bloos 2016 212 543 2 12 546 Z6E% 000012012 -
Chelkeba 2015 88 5 29 107 45 25 197% -0.37 [-0.81,017] — 71
Farceville 2007 19 4.2 31 14 4 29 195% 1.20 [0.65, 1.76] e
Manzanares 2011 1m 8 14 9 4 16 16.6% 0.16 [-0.55, 0.86] -
Total (95% CI) 637 634 100.0% 0.17 [-0.30, 0.63]

Ik

Heterogeneity: Tau®= 0.20; Chi®=19.94, df= 4 (P = 0.0005); F= 80% ! T

o _ -2 -1
Testfor overall effect Z= 070 (P =0.48) Favours selenium Favours placeho



Suppementary Figure S7

St

. Mean Difference

IV, Fixed, 95% CI

Std. Mean Difference
IV, Fixed, 95% CI

Selenium Placebo
Study or Subgrou Mean SD Total Mean SD Total Weight
Angstwurm 1353 14 18 21 11 16 21 2.89%
Angstwurm 2007 148 10 92 127 ] 97 13.1%
Bloos 2016 11 42 543 12 445 546 79.4%
Chelkeha 2015 19 N 29 238 13 25 3T%
Manzanares 2011 14 M 15 13 1 16 2.2%
Mishra 2007 21 162 18 208 21.8 22 2.8%
Total (95% CI) 718 727 100.0%

Heterogeneity: Chi*=11.54, df=5 (P = 0.04), F=57%
Testfor overall effect: Z=2.81 (P = 0.005)

0.17 F0.43, 0.78]
0.24 F0.05, 0.53]
-0.23 F0.35,-0.11]
-0.40 F0.84, 0.15]
0.11 [0.58, 0.87]
0.01 FO.61, 0.63]

-0.15[-0.25, -0.04]

-
*

L

Favours selenium

]

Favours placeho



Suppementary Figure S8

Selenium Placebo Std. Mean Difference Std. Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Angstwurm 1353 28 205 21 36 135 21 24.9% -0.45[F1.07, 0.18] —=T
Bloos 2016 26 T5 543 29 82 546 2645% -0.38 [0.50,-0.26] =
Chelkeha 20145 252 10 29 245 ] 25 15.3% 0.07 [-0.46, 0.61] -
Montaoya 2009 12 05 34 17 1.5 34 23.2% -4475.32,-3.62] +=—
Total (95% CI) 627 626 100.0% -1.22 [-2.44, -0.01] R

Heterogeneity: Tau=1.44; Chi*= F8.37, df= 3 (P = 0.00001); = 96% '4 '2 b 5

Test for overall effect: £=1.897 (P = 0.08) Favours selenium  Favours placebo



Suppementary Figure SO

Selenium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Fixed, 95% CI M-H, Fixed, 95% CI
Angstwurm 2007 10 1186 10 122 27% 1.05[0.45, 2.43]
Eloos 2016 M9 543 323 846 BET% 0.99[0.80,1.10]
Chelkeha 2015 16 29 21 25 6.2% 0.66 [0.45, 0.949] ]
Farceville 2007 1 N 2 28 0.6% 0.47[0.04, 4849]
Manzanares 2011 3 15 ¥ 16 1.9% 046 [0.14,1.44] .
Total (95% CI) 734 738 100.0%  0.96[0.87, 1.06] L
Total events 349 363
Heterogeneity: Chif= 6.48, df= 4 (P = 0.17); F= 38% :u o D=1 } 1:0 o0

Testfor overall effect 2= 0.82 (F=0.41)

Favours selenium  Favours placebo



Suppementary Figure S10

Selenium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Fixed, 95% CI M-H, Fixed, 95% CI
Chelkeha 2015 16 29 21 25 TEO% 0.66 [0.45, 0.949]
Manzanares 2011 3 15 T 16 231% 046 [0.14,1.49] - =
Total (95% CI) 44 41 100.0%  0.61[0.42, 0.89] <
Total events 18 28
Heterogeneity: Chi®=0.39, df=1 {F=0.53); F=0% t

0.01 01 1 10 100

Testfor overall effect. 2= 2.58 (F = 0.010) Favours selenium Favours placeho



Suppementary Figure S11

Selenium Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Fixed, 95% CI M-H, Fixed, 95% CI
1.12.1 Respiratory failure
Forceyille 2007 5 H 1 28 5.3% 4.68[0.58 37.68]
Manzanares 2011 2 15 1 16 50%  213[022 2117]
Subtotal (95% CI) 46 45 10.3% 3.45[0.75, 15.90] e nER——
Total events ¥ 2

Heterageneity: Chi®= 0.28, df=1({F = 0.62); F=0%
Testfor overall effect Z=1.59(F=011)

1.12.2 Refractory shock

Farceville 2007 ] H B 29 32.0% 078027, 2.29] —
Manzanares 2011 2 15 2 16 10.0% 1.07 [017, 6.64] I
Subtotal (95% CI) 46 45 42.0%  0.85[0.34,2.14] ~li—
Total events ¥ g

Heterogeneity: Chi*=0.08, df=1(F=077); F=0%
Testfor overall effect Z=0.35 (F=0.73)

1.12.3 Acute Kidney injury

Forceville 2007 0 3 1 il T7% 0.33[0.01,7.88]

Manzanares 2011 7 15 b 16 40.0% 0.83[0.45,1.94] t
Subtotal (95% CI) 46 47 A7.7%  0.84[0.41,1.72]

Total events T 9

Heterogeneity; ChiF=0.41, df=1 {FP=052);, F=0%
Testfor overall effect 2= 049 (P = 0.63)

Total events 21 18

Heterageneity: Chi®= 3.33, df= 5 (F = 0.68); F=0%

Testfor overall effect £=0.39 (F=070)

Testfor subaroun differences: Chi*= 288 df=2 (F=0.24). F=30.4%

Total (95% CI) 138 137 100.0%  1.11[0.65, 1.89] T

0.01 0.1 1 10 100
Favours selenium Favours placeho



Suppementary Figure S12

selenuim

placebo

Odids Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI

2.1.1 hefore 2001

Angstwurm 1999 7 21
irnmermann 1997 3 20
Subtotal (95% CI) Ly |
Total events 10

" 21
8 20
4

19

Heterogeneity: Chi®= 0.29, df= 1 (P = 0.59%; F= 0%

Testfor overall effect Z=2.07 (P=0.04)

2.1.2 2002 to 2011

Andrews 2011 30 67
Angstwurm 2007 34 92
Farceville 2007 14 31
Manzanares 2011 ] 15
Mishra 2007 g 18
Maontoya 2009 [ 34
Yalenta 2011 14 il
Subtotal (95% CI) 332
Toatal events 121

v Jatd]
a5 ar
13 29
7 16
" 22
8 34
24 7a
338
145

Heterogeneity: Chi®= 2 80, df=6 (P=0.83); F=0%

Test for overall effect £=1.69 (F = 0.08)

2.1.3 2012 to recently

Bloos 2016 152 538
Chelkeba 2015 9 29
Wioth 2014 ! 1
Subtotal (95% CI) 588
Total events 170

137 538
10 28
11 149

582

148

Heterogeneity: Chi®= 2.03, df= 2 (P = 0.36); F= 2%

Testfor overall effect £= 063 (P=0.53)

Total (95% CI) 961
Total events 301

Heterogeneity: ChiF= 11.58, df= 11 (P = 0.393; F= 5%

Test for overall effect Z=1.01 (F=0.31)

3.4%
3.2%
6.6%

T1%
14.4%
3.4%
21%
2.6%
3%
8.4%
41.0%

15.9%
3.5%
31%

52.4%

961 100.0%

322

Odds Ratio
M-H, Fixed, 95% CI

0.45[0.13, 1.58]
0.26 [0.06, 1.21]
0.36 [0.14, 0.95]

1.14 [0.57, 2.27]
0.56 [0.32, 1.00]
1.01 [0.37, 2.80]
0.64 [0.15, 2.76]
0.60[0.23, 2.74]
0.70 [0.21, 2.28]
0.72[0.35, 1.47]
0.76 [0.55, 1.04]

1.15 [0.88, 1.51]
0.68 [0.22, 2.07]
0.55 [0.16, 1.91]
1.09 [0.84, 1.40]

0.90[0.75, 1.10]

Testfor subaroun diferences: Chi®= 6.57. df= 2 (P=0.04), F= 69.6%

e

—_—

0.02 01 1

Favours selenium

10
Favours placebo



Suppementary Figure S13

selenuim placebo Odds Ratio Odds Ratio
Study or Subgroup Ewvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.2.1SIRS
Angstwurm 1999 T 2 11 21 34% 0.45[0.13, 1.58] _
Manzanares 2011 ] 15 T 16 21% 0.64 [0.15, 2.76] e
Zimmermann 1957 3 20 g 20 3121% 0.26 [0.06,1.21] - T
Subtotal (95% CI) 56 57 8.7%  0.43[0.19, 0.96] -
Total events 15 26

Heterogeneity: ChiF= 0,68, df= 2 (P = 0.711 F= 0%
Testfor overall effect 7= 2.07 (F = 0.04)

2.2.2 Sepsis, severe sepsis, sepsis shock

Andresys 2011 30 BY 27 5 TI1% 1.14[0.57, 2.27] -
Angstaurm 2007 39 92 a5 97 14.4% 0.56[0.32,1.00] ]
Bloos 2018 152 538 137 538 4549% 1.161(0.88,1.51] o
Chelkeha 2015 ] 29 10 25 35% 0.68[0.22, 2.07] e
Mishra 2007 ] 18 11 22 26% 0.801[0.23, 2.79] -
Maontaya 2009 G 34 g 4 3% 0700021, 2.28] - 1
Yalenta 2011 19 75 24 TH B4% 0.721[0.35,1.47] -1
Wath 2014 ] 21 11 19 31% 0.55[0.18, 1.91] _
Subtotal (95% CI) 874 875 87.9% 0.95[0.77, 1.16] L ]
Total events 272 283

Heterogeneity: Chi®=7.45 df=7 {P=0238) F= 6%
Testfor overall effect Z=052 (P = 0.61)

2.2.3 sepsis shock

Farceyille 2007 14 KNl 13 28 34% 1.01 [0.37, 2.80] - 1
Subtotal (95% CI) kb 29 3.4% 1.01[0.37, 2.80] ~l—
Total events 14 13

Heterogeneity: Mot applicahle
Testfor owerall effect: Z=0.03 (P = 0.98)

Total (95% CI) 961 961 100.0%  0.90[0.75, 1.10] L ]
Total events 301 322
Heterogeneity, Chif=11.59, df=11 {P=0.39);F=5% 'D.EI1 Df'l ] 1'0 1DD'

Testfor overall effect Z=1.01 (P =0.31)

Testfor subaroun diferences: Chif= 3.57. df= 2 (P = 0.1 7). F= 44.0% Favours selenium Favours placebo



Suppementary Figure S14

selenuim
Study or Subgroup  Events Total Events Total Weight M-H. Fixed, 95% CI

2.3.1 multi-center study

Andrews 2011 a0
Angshiurm 2007 349
Eloos 2016 152
Farceville 2007 14
Subtotal (95% CI)

Tatal events 235

67
92
538
Kl
728

placebo

v G5
a4 a7
137 438
13 29
729

232

Heterogeneity: Chi®= .00, df=3 (P = 0.17); F= 40%

Testfor overall effect Z=0.21 (P =083

2.3.2 single-center study
Ang st 1999
Chelkeha 2015
Manzanares 2011

Mishra 2007

Montoya 2009

Walenta 2011

Waoth 2014

Zimmermann 1997
Subtotal (95% CI)

Tatal events 53

—
LR I w7 L I O

21
29
15
18
34
Th
21
20
233

11 21
10 25
7 16
11 22
a 34
24 7a
" 19
] 20

232
an

Heterogeneity: Chi*=1.88, df=7 (P =097 F=0%

Testfor overall effect Z= 240 (P =002

Total (95% CI)
Total events 301

Heterogeneity: Chi®= 11.599, df=11 (P=0.39), F= 5%
Testfor overall effect: £=1.01 (P = 0.31)

961

T1%
14.4%
45.9%

3.4%
70.8%

3.4%
3.8%
21%
2.6%
31%
8.4%
3%
3.2%
29.2%

961 100.0%

322

Odds Ratio

Odds Ratio
M-H, Fixed, 95% CI

114 057, 2.27]
0.56 [0.32, 1.00]
115 0,88, 1.51]
1.01 [0.37, 2.80]
1.02 [0.82, 1.28]

0.45[0.13,1.58]
0.63 [0.22, 2.07]
0.64 [0.15, 2.76]
0.80 [0.23, 2.79]
0.70 [0.21, 2.28]
0.72 [0.35,1.47]
0.55 [0.16, 1.81]
0.26 [0.08, 1.21]
0.62 [0.41, 0.91]

0.90 [0.75, 1.10]

Testfor subaroun differences: Chi*= 4.83. df=1(F= 0031 F=79.3%

—

*

0.1 10
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100



