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The effects of tumor necrosis factor-o (TNF-0) rs1800629 and
rs361525 polymorphisms on sepsis risk

Study %
D Avs G rs1800629 OR (95% Cl) Weight
Caucasian I :
Azevedo (2013) - 1.04 (0.79, 1.37) 6.96
Balding (2003) — 1.17 (0.87, 1.56) 6.82
Davis (2010) —+—|—IL 0.61 (0.24, 1.56) 2.41
Gordon (2004) — 1.09 (0.81, 1.48) 6.71
Majetschak (2002) <} | 0.77 (0.24, 2.45) 1.71
Mira (1999) —— 2.51 (1.35, 4.66) 4.00
Peres (2012) ——ie 0.89 (0.52, 1.51) 4.66
Schaaf (2003) : : -+ 4.25(0.94,19.20) 1.1
Schaaf (2003) e 0.94 (0.47, 1.87) 358
Schueller (2006) —l 0.83 (0.47, 1.48) 4.33
Schueller (2006) —_— 0.77 (0.46, 1.28) 4.84
Sipahi (2006) —te e 2.43(0.91, 6.49) 2.23
Sole (2010) —— 1.42 (1.08, 1.86) 7.00
Sole (2010) —— 1.35(1.02, 1.80) 6.91
Tresz (2003) - 1.47 (0.48, 4.49) 1.83
Subtotal (l-squared = 37.8%, p = 0.069) O: 1.16 (0.99, 1.36) 65.09
- 1
Asian !
Dou (2007) ———— 1.38 (0.55, 3.46) 2.44
Duan (2011) ——— 1.92 (1.22, 3.01) 5.33
Fu (2016) —_ 2.29 (1.06, 4.93) 3.13
Gupta (2015) —_— 0.75 (0.27, 2.08) 2.10
Tian (2015) T—— 2.46 (0.89, 6.84) 2.10
Nakada (2005) r -~ 424 (1.00,17.95) 1.20
Nakada (2005) : - 2.19 (0.52, 9.28) 1.20
Phumeetham (2012) —_— 0.70 (0.29, 1.68) 2.65
Song (2012) ] 1.50 (1.03, 2.20) 6.00
Yu,B (2003) —— 3.35(1.39, 8.11) 2.59
Yu,D (2007) | ——— 4.67(2.02,10.76) 2.80
Subtotal (l-squared =43.3%, p = 0.061) K> 1.88 (1.36, 2.59) 31.51
1
mixed :
O'Keefe (2002) | e—— 3.31(1.62,6.78) 3.40
Subtotal (I-squared = .%, p = .) | _— 3.31(1.62, 6.78) 3.40
. 1
Overall (l-squared = 55.7%, p = 0.000) <> 1.40 (1.18, 1.66) 100.00
NOTE: Weights are from random effects analysis :
] |
.0521 1 19.2

Supplementary Figure 1: TNF-a rs1800629 subgroup analysis based on ethnicity using the A vs. G genetic model.
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Study %
D GA+AAvs GG rs1800629 OR (95% Cl) Weight
Caucasian | :
Azevedo (2013) —0—: 1.01(0.74, 1.37) 6.73
Balding (2003) -I-o-y— 1.24 (0.87,1.77) 6.39
Davis (2010) -0~ T : 0.39(0.13, 1.19) 2.24
Gordon (2004) —— 1.10 (0.77, 1.57) 6.38
Majetschak (2002) g | 0.72 (0.20, 2.59) 1.83
Mira (1999) —— 2.95(1.46, 5.96) 3.97
Peres (2012) 1 ) 0.82 (0.47, 1.45) 4.81
Schaaf (2003) : *- 4.50(0.93,21.83) 1.31
Schaaf (2003) ——j— 1.09 (0.48, 2.48) 3.35
Schueller (2006) —_— 0.79 (0.40, 1.55) 4.16
Schueller (2006) ——t— | 0.73 (0.40, 1.32) 4.64
Sipahi (2006) — 2.62 (0.94, 7.28) 2.54
Sole (2010) —— 1.56 (1.15, 2.13) 6.71
Sole (2010) —— 1.50 (1.09, 2.07) 6.63
Treszl (2003) - 1.55(0.47, 5.06) 2.06
Subtotal (l-squared =49.7%, p = 0.015) OI 1.20 (0.98, 1.47) 63.76
. 1
Asian !
Dou (2007) e e co— 1.43 (0.54, 3.80) 2.70
Duan (2011) ———— 2.01(1.20, 3.35) 5.20
Fu (2016) :—4— 2.46 (1.07, 5.64) 3.32
Gupta (2015) - * 0.47 (0.13,1.73) 1.78
Tian (2015) : *> 2.05 (0.66, 6.34) 2.21
Nakada (2005) - - 4.34 (1.01,18.58) 1.50
Nakada (2005) : - 2.22 (0.52,9.57) 1.49
Phumeetham (2012) — 0.79 (0.32, 1.99) 2.92
Song (2012) —— 1.57 (1.06, 2.33) 6.09
Yu,B (2003) B — 3.86 (1.51, 9.88) 2.84
Yu,D (2007) | —— 5.68 (2.20, 14.67) 2.81
Subtotal (l-squared =44.7%, p = 0.054) K> 1.95 (1.37,2.78) 32.85
1
mixed :
O'Keefe (2002) | —— 3.85(1.70, 8.70) 3.39
Subtotal (I-squared = .%, p =.) _—— 3.85(1.70, 8.70) 3.39
. 1
Overall (l-squared =58.2%, p =0.000) Q 1.46 (1.20, 1.78) 100.00
NOTE: Weights are from random effects analysis !
]
.0458 1 21.8

Supplementary Figure 2: TNF-a rs1800629 subgroup analysis based on ethnicity using the GA+AA vs. GG genetic
model.



Study
ID carrier A vs carrier G
Caucasian
Azevedo (2013)
Balding (2003)
Davis (2010)

rs1800629

Gordon (2004)

Majetschak (2002)
Mira (1999)

Peres (2012)
Schaaf (2003)
Schaaf (2003)
Schueller (2006)
Schueller (2006)
Sipahi (2006)
Sole (2010)

Sole (2010)
Treszl (2003)
Subtotal (l-squared = 13.3%, p = 0.304)

Asian

Dou (2007)
Duan (2011)
Fu (2016)
Gupta (2015)

<

Tian (2015)

Nakada (2005)

Nakada (2005)

Phumeetham (2012)

Song (2012)

Yu,B (2003)

Yu,D (2007)

Subtotal (l-squared =20.4%, p = 0.249)

mixed
O'Keefe (2002)
Subtotal (l-squared =.%,p =)

Overall (l-squared =37.1%, p = 0.029)

*

OR (95% Cl)

1.01 (0.75, 1.37)
1.13 (0.82, 1.56)
0.53 (0.18, 1.57)
1.07 (0.77, 1.49)
0.80 (0.24, 2.72)
2.16 (1.10, 4.22)
0.85 (0.49, 1.50)
3.38 (0.71, 16.03)
1.01 (0.47, 2.21)
0.85 (0.44, 1.61)
0.80 (0.45, 1.41)
2.28 (0.83, 6.27)
1.37 (1.02, 1.84)
1.33 (0.98, 1.80)
1.41(0.44, 4.51)
1.15 (1.00, 1.32)

1.33 (0.51, 3.48)
1.71 (1.04, 2.81)
2.21(0.97, 5.04)
0.56 (0.15, 2.05)
1.90 (0.63, 5.78)
4.15(0.97, 17.73)
2.15 (0.50, 9.25)
0.80 (0.32, 1.99)
1.51 (1.02, 2.24)
3.00 (1.20, 7.50)
3.89 (1.55, 9.77)
1.75 (1.32, 2.31)

2.69 (1.25, 5.77)
2.69 (1.25, 5.77)

1.32 (1.14, 1.54)
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%
Weight

8.38
8.03
1.70
7.81
1.39
3.67
4.62
0.89
2.96
3.88
4.55
1.94
8.51
8.32
1.52
68.17

212
5.40
2.70
1.25
1.65
1.02
1.01
2.29
6.83
2.28
2.26
28.79

3.04
3.04

100.00

NOTE: Weights are from random effects analysis
]

.0564

17.7

Supplementary Figure 3: TNF-a rs1800629 subgroup analysis based on ethnicity using the carrier A vs. carrier G
genetic model.
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Study

Avs G

Asian

Fu (2016)

Gupta (2015)

Tian (2015)

Song (2012)

Subtotal (I-squared = 0.0%, p = 0.564)

Caucasian
Gordon (2004)
Mira (1999)
Sole (2010)
Sole (2010)

Subtotal (I-squared = 53.2%, p = 0.093)

Overall (I-squared =42.5%, p = 0.095)
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rs361525

\ 4

OR (95% Cl)

1.38(0.58, 3.29)
2,63 (1.01, 6.86)
2.24 (0.74, 6.78)
1.39(0.97, 1.99)
1.52 (1.12, 2.05)

1.61(0.97,2.69)
1.95(0.84, 4.52)
0.97 (0.68, 1.37)
0.85 (0.59, 1.21)
1.06 (0.85, 1.31)

1.19 (1.00, 1.42)

%

Weight

3.82
1.93
1.79
22.69
30.23

9.79
343
27.81
28.74

69.77

100.00

1
146

I
6.86

Supplementary Figure 4: TNF-a rs361525 subgroup analysis based on ethnicity using the A vs. G genetic model.
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Study %
ID OR (95% Cl) Weight
GA+AAvs GG rs361525
. i

Asian 1
1

Fu (2016) — 1.40 (0.57, 3.43) 3.89
1

Gupta (2015) : > 2.24(0.74,6.82) 1.73
1

Tian (2015) N - 2.05 (0.62, 6.79) 1.73
1

Song (2012) T 1.41 (0.98, 2.04) 23.17
1

Subtotal (I-squared = 0.0%, p = 0.827) <> 1.49 (1.09, 2.05) 30.53
1
i

Caucasian :
1

Gordon (2004) -:—— 1.60 (0.94, 2.73) 9.83
1

Mira (1999) L 1.75 (0.71, 4.35) 3.32
1

Sole (2010) —_— 0.88 (0.60, 1.28) 27.89
1

Sole (2010) —d——: 0.77 (0.52, 1.14) 28.44
1

= = Y =

Subtotal (I-squared = 54.6%, p = 0.085) <>I 0.98 (0.78, 1.23) 69.47
1
:

Overall (I-squared = 41.3%, p = 0.103) <:> 1.14 (0.95, 1.36) 100.00
1
i

T T
147 1 6.82

Supplementary Figure 5: TNF-a rs361525 subgroup analysis based on ethnicity using the GA+AA vs. GG genetic
model.
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Study %
ID ) ) OR (95% Cl) Weight
carrier A vs carrier G rs361525

1
1

Asian 1
1

Fu (2016) T 1.36 (0.56, 3.30) 3.95
1

Gupta (2015) 1 - 2.09 (0.70, 6.24) 1.85
1

Tian (2015) - = 1.88 (0.58, 6.12) 1.85
1

Song (2012) —_— 1.37 (0.95, 1.97) 2345
1

Subtotal (I-squared = 0.0%, p = 0.864) O 1.44 (1.05, 1.97) 31.09
|
1

Caucasian :
1

Gordon (2004) B — 1.52 (0.90, 2.59) 10.15
1

Mira (1999) L 1.64 (0.67,4.02) 3.51
1

Sole (2010) —_— 0.90 (0.62, 1.31) 27.45
1

Sole (2010) —_— 0.81(0.55, 1.19) 27.80

Subtotal (I-squared = 41.5%, p = 0.163) <> 0.99 (0.79, 1.25) 68.91
1
i
1

Overall (I-squared = 25.0%, p = 0.229) <q> 1.13 (0.94, 1.36) 100.00
:
1
1

I I
.16 1 6.24

Supplementary Figure 6: TNF-a rs361525 subgroup analysis based on ethnicity using the carrier A vs. carrier G
genetic model.
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Supplementary Table 1: Database search strategy

See Supplementary File 1

Supplementary Table 2: Case/control group genotype frequencies

See Supplementary File 2



