Figure S1. Associations between SNPs in EDNRA gene with NTG onset.

Study %
[} OR (95% Cl) Weight
T
BvsA |
Kosior-Jarecka et al (2016) 1.00 (0.73, 1.36) 2573
Kim et al (2006) 0.85 (0.54, 1.35) 12.50
Subtotal (I-squared = 0.0%, p = 0.578) 0.95(0.73,1.22) 3823
BB+AB vs AA
Kosior-Jarecka et al (2016) 0.89 (0.58, 1.38) 13.63
Kim et al (2006) 0.79 (043, 1.43) 768
Subtotal (I-squared = 0.0%, p = 0.731) 0.86 (0.60, 1.22) 2132
BB vs AA+AB
Kosior-Jarecka et al (2016) 141(0.72,1.72) 12.01
Kim et al (2006) 0.48 (0.18, 1.29) 395
Subtotal (I-squared = 56.7%, p = 0.128) 0.95 (0.64, 1.42) 15.96
AB Vs AA
Kosior-Jarecka et al (2016) & 0.39(0.14, 1.06) 428
~
Kim et al (2006) 1.24 (0,64, 241) 499
Subtotal (I-squared = 72.4%, p = 0.057) 0.85 (0.50, 1.45) 927
BB Vs AA
Kosior-Jarecka et al (2016) 053 (0.32, 0.87) 13.92
Kim et al (2006) 152 (0.45, 5.16) 1.30
Subtotal (I-squared = 59.0%, p = 0.118) 061(0.39,0.97) 15.22
Overall (I-squared = 23.4%, p = 0.228) 0.87(0.74,1.02) 100.00
1
1
1
144 1 693

A) Forest plots exhibiting the association between EDNRA (c.-231G>A) and NTG in allele (B vs
A), dominant (BB+AB vs AA), recessive (BB vs AA+AB) and co-dominant (AB vs AA & BB vs
AA) models respectively.

OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.
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B) Forest plots exhibiting the association between EDNRA (c.*70C>G) and NTG in dominant
(BB+AB vs AA) and co-dominant (AB vs AA) models respectively (from fixed effects analysis).
OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.



Figure S2. Associations between SNPs in ELOVLS5 gene with NTG onset.

Study %
D OR (95% CI) Weight
i
|
|
AB vs AA 1
|
|
|
|
Mabuchi et al (2011) : 1.31(0.82, 2.10) 45.65
- T
|
|
|
Meguro et al (2010) | - \ 167 (1.11,251) 54.35
j 7/
|
Subtotal (I-squared = 0.0%, p = 0.448) <> 1.51(1.11, 2.05) 100.00
|
|
|
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|
Overall (I-squared = 0.0%, p = 0.448) <> 1.51 (1.1, 2.05) 100.00
|
|
|
|
|
|
|
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A) Forest plots demonstrating the association between ELOVLS (rs735860) and NTG in
heterozygote model (AB vs AA).
OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.



Study %

[ OR (95% Cl) Weight

BvsA :

Mabuchi et al (2011) e . 1.07 (0.79, 1.45) 14.50

Meguro et al (2010) : * 2.04 (1.64,2.52) 16.00

Subtotal (I-squared = 91.3%, p = 0.001) <<:> 1.49 (0.79, 2.80) 3050

: |

BB+AB vs AA .

Mabuchi et al (2011) ] R . 1.24 (0.80, 1.94) 11.96
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Subtotal (I-squared = 83.2%, p = 0.015) ‘<:':> 1.81(0.88, 3.70) 2498
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Mabuchi et al (2011) > . 1.03 (0.54, 1.98) 872
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Subtotal (I-squared = 78.7%, p = 0.030) <:i> 1.65(0.71,3.82) 2087

- |

Overall (I-squared = 74.9%, p = 0.000) <> 1.57 (1.20, 2.05) 100.00
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NOTE: Weights are from random effects analysis 1
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B) Forest plots demonstrating no association between ELOVLS5 (rs735860) and NTG in allele (B
vs A), dominant (BB+AB vs AA), recessive (BB vs AA+AB) and homozygote (BB vs AA) models
respectively (from random effects analysis).

OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.



Figure S3. Associations between SNPs in HK2 gene with NTG onset.

Study %
D OR (95% Cl) Weight
1
BvsA |
Jung et al (2019) " 1.69 (1.13, 2.52) 11.75
Shi etal (2013) _._;_ 1.47 (1.13,1.92) 28.68
Subtotal (I-squared = 0.0%, p = 0.580) C> 1.54 (123, 1.91) 4043
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Jung et al (2019) S CE— 1.91(1.14, 3.18) 6.69
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Subtotal (I-squared = 0.0%, p = 0.689) 0 1.75 (1.32, 2.31) 23.11
1
) 1
BB vs AA+AB !
1
Jung et al (2019) . 1 1.35 (0.55, 3.28) 2.71
1
Shi et al (2013) —_— 1.94 (1.1, 3.38) 5.80
1
Subtotal (I-squared = 0.0%, p = 0.499) <> 1.75 (1.09, 2.80) 8.50
- 1
1
AB vs AA |
Jung et al (2019) _:_‘_ 1.94 (113, 3.35) 587
Shi et al (2013) * 1.54 (1.07, 2.20) 14.92
Subtotal (I-squared = 0.0%, p = 0.482) <> 1.65 (1.22,2.23) 20.79
1
1
BBvs AA 1
1
Jung et al (2019) * > 177 (0.71, 4.42) 224
1
Shi et al (2013) . 2.31(1.30, 4.10) 492

Subtotal (I-squared = 0.0%, p = 0.633) I<> 2.14(1.31,348) 7.16

Overall (I-squared = 0.0%, p = 0.949) <> 1.67 (146, 1.92) 100.00

226 1 4.42

Forest plots demonstrating the association between HK2 (rs678350) and NTG in allele (B vs
A), dominant (BB+AB vs AA), recessive (BB vs AA+AB) and co-dominant (AB vs AA & BB
vs AA) models respectively.

OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.



Figure S4. Associations between SNPs in NCK2 gene with NTG onset.

Study %
D OR (95% CI) Weight
'
BusA |
1
Jung etal (2019) —_—— 0.73(0.50, 1.06) 1224
Shietal (2013) . 069(053,089) 2674
Subtotal (1-squared = 0.0%, p = 0.799) 0 070(057,087) 898
T
1
BB+AB vs AA !
|
Jung etal (2019) _l‘__ 085 (0.52, 1.40) 658
|
Shietal (2013) —_—— 0.74(0.53, 1.03) 15.79
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T
|
|
BB vs AAYAB h
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* T
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T
Subotal (I-squared = 0.0%, p = 0.526) <>|, 044 (0.27,0.70) 1029
1
1
|
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|
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|
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1
Jung et (2018) . n 049(022,1.11) 322
g
[
Shietal (2013) ° 0.36(0.19, 0.68) 659
+
1
Subtotal (1-squared = 0.0%, p = 0.55) <> ' 041(025.067) 981
|
|
Overall (1-squared = 21.9%, p = 0.241) <> 0,69 (0.60, 0.79) 100.00
1
1
1

193 1 5.18

Forest plots demonstrating the association between NCK?2 (rs2033008) and NTG in allele (B vs
A), dominant (BB+AB vs AA), recessive (BB vs AA+AB) and co-dominant (AB vs AA & BB vs
AA) models respectively.

OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.



Figure S5. Associations between SNPs in OPA gene with NTG onset.

Study %
) OR (95% CI) Weight
BusA | ]

1
Milanowski et al (2021) —— 1.02(0.73, 1.44) 6.05
Yu-Wai-Man et al (2014) | —— 2.04 (110, 3.81) 497
Fan etal (2010) —_—— 0.76 (0.37, 1.56) 459
Mabuchi et al (2007) _'.‘_I_ 1.27(0.28,5.73) 222
Yao et al (2006) ¢ ! 1.18 (0.19, 7.24) 17

T
Woo etal (2004) | N 112 (0.57, 217.02) 075

— g

Powell et al (2003) _‘_L 1.10 (0.65, 1.86) 537
Aung et al (2002) —_— 247 (1.24,4.90) ar2

Aung et al (2002) ——— 320 (1.4, 7.01) 426
Subtotal (I-squared = 52.1%, p = 0.034) Q 149 (1.03,2.15) 3465
I
BB+AB vs AA 1
U
Milanowski et al (2021) * 1.14(0.77,1.69) 588
I
Yu-Wai-Man et al (2014) | —— 3.96 (1.97,7.95) 467
Fan etal (2010) * 1 0.69(0.32,1.49) 439
I
Mabuchi et al (2007) * 1.28(0.28,5.79) 221
Yao et al (2006) ————— 1.19(0.19, 7.42) 168
Woo et al (2004) ! o S 11.37(0.58,223.79) 075
™ 2 g >
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)
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Mabuchi et al (2007) ———— 1.28(0.28,5.79) 221
Yao et al (2006) _._;_ 1.18(0.18,7.42) 168
Woo et al (2004) | I o S 11.37(058,223.79) 075
T + >
Powell et al (2003) +I 0.82(0.42, 1.59) 4.80
Aung et al (2002) : —_—— 6.14 (2.80, 13.45) 432
Aung et al (2002) I 3.67 (158, 8.49) a1
Subtotal (--squared = 73.0%, p = 0.000) 1.82 (1.04, 3.19) 3237
]
Overall (I-squared = 68.1%, p = 0.000) o 173(1.32, 228) 100.00
NOTE: Weights are from random effects analysis :
I I
00447 1 224

A) Forest plots demonstrating the association between OPA! (rs166850, IVS8+4C~T) and NTG
in allele (B vs A), dominant (BB+AB vs AA) and heterozygote (AB vs AA) models respectively
(from random effects analysis).

OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.
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B) Forest plots demonstrating the association between OPAI (rs10451941, IVS8+32T—=C) and
NTG in allele (B vs A), dominant (BB+AB vs AA), recessive (BB vs AA+AB) heterozygote (AB
vs AA) and homozygote (BB vs AA) models respectively.

OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.



Study %

D OR (95% CI) Weight
BB vs AA+AB
Milanowski et al (2021) & . 0.10(0.01, 1.78) 26.13
~ v
Yu-Wai-Man et al (2014) - 1.07 (0.21,5.51) 1298
Fan etal (2010) - 204 (0.13,32.97) 3.06
Powell et al (2003) I S CHN— 288 (0.70, 11.88) 932
Mabuchi et al (2007) (Excluded) 0.00
Yao et al (2006) (Excluded) 0.00
Woo et al (2004) (Excluded) 0.00
Aung et al (2002) (Excluded) 0.00
Aung et al (2002) (Excluded) 0.00
Subtotal (I-squared = 39.6%, p = 0.174) <> 0.96 (041, 2.24) 51.49
BB vs AA
Milanowski et al (2021) * 0.11(0.01,1.91) 24.90
Yu-Wai-Man et al (2014) —_— 1.4 (0.28, 7.49) 1086
Fan etal (2010) - 1.94 (0.12, 31.44) 3.16
Powell et al (2003) — * 2.71(0.65, 11.33) 9.60
Mabuchi et al (2007) (Excluded) 0.00
Yao et al (2006) (Excluded) 0.00
Woo et al (2004) (Excluded) 0.00
Aung et al (2002) (Excluded) 0.00
Aung et al (2002) (Excluded) 0.00
Subtotal (I-squared = 32.6%, p = 0.216) <> 1.04 (0.4, 2.43) 48.51
Overall (I-squared = 25.8%, p = 0.223) <> 1.00 (0.55, 1.82) 100.00
I I

.00557 1 180

C) Forest plots demonstrating no association between OPA (rs166850, IVS8+4C—=T) and NTG
in recessive (BB vs AA+AB) and homozygote (BB vs AA) models respectively (from fixed effects
analysis).

OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.



Figure S6. Associations between SNPs in OPTN gene with NTG onset.

Study %
[} OR (95% CI) Weight
1
BvsA
Fan et al (2005) —— 1.33 (0.89, 2.00) 19.23
Funayama et al (2004) —— 1.50 (0.96, 2.34) 16.12
Fuse et al (2004) [ —— 3.61(1.22, 10.63) 179
Subtotal (I-squared = 30.1%, p = 0.239) Q 1,51 (1.14,2.02) 37.15
1
BB+AB vs AA L
Fan et al (2005) —— 1.4 (0.90, 2.30) 1395
Funayama et al (2004) —_—— 144 (0.89, 2.32) 1392
Fuse et al (2004) P S E— 345 (112, 10.63) 166
Subtotal (I-squared = 7.0%, p = 0.341) ¢ 1.55 (1.12, 2.14) 2953
]
1
BB vs AAAB |
Fan et al (2005) _._;_ 1.14.(0.29, 4.49) 185
Funayama et al (2004) L ° 5.35 (0.62, 46.20) 047
g
1
Fuse et al (2004) ° 467 (0.19, 116.51) 0.19
* g
Subtotal (I-squared = 0.0%, p = 0.417) ‘O 2.20 (0.82, 5.95) 252
1
|
AB vs AA
Fan et al (2005) —_—— 1.45 (0.89, 2.36) 13.08
Funayama et al (2004) —_—— 1.32(0.81,2.17) 1372
Fuse et al (2004) —_— 3.11(0.99,9.75) 167
i
Subtotal (I-squared = 0.0%, p = 0.401) Q 1.49 (1.07, 2.07) 2847
1
BB vs AA 1
|
Fan et al (2005) —_—— 1.28 (0.32, 5.09) 168
Funayama et al (2004) L P 5.38 (0.62, 46.56) 047
T g
Fuse et al (2004) L ° 5.16 (0.21, 128.90) 0.18
¢

Subtotal (I-squared = 0.0%, p = 0.459) .O 2.41(0.88, 6.58) 234

Overall (I-squared = 0.0%, p = 0.705) Q 1.56 (1.31, 1.85) 100.00
1
1

00776 1 129

A) Forest plots demonstrating the association between OPTN (c.603T>A, Met98Lys) and NTG in
allele (B vs A), dominant (BB+AB vs AA), recessive (BB vs AA+AB) and co-dominant (AB vs
AA & BB vs AA) models respectively.

OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.



Study %

[} OR (95% CI) Weight
BysA | !
Fan et al (2005) —— 2.28(1.49,3.47) 1078
Funayama et al (2004) —— 1.50 (1.03, 2.19) 18.31
Fuse et al (2004) —_—— 1.26 (0.73, 2.18) 933
Subtotal (-squared = 40.8%, p = 0.185) Q 1,66 (1.29, 2.13) 38.41
1
BB+AB vs AA |
Fan et al (2005) —_—— 2.28(1.40,3.71) 829
Funayama et al (2004) —— 1.49 (0.98, 2.27) 1457
Fuse et al (2004) —_—— 1.41(0.74,2.67) 6.47
Subtotal (-squared = 5.7%, p = 0.346) 0 1,69 (1.27, 2.25) 2033
1
1
BB vs AA+AB |
Fan et al (2005) ! N 8.37 (1.66, 42.15) 043
T 2 g
Funayama et al (2004) 1 Y 360 (0.74, 17.53) 080
2 g
1
Fuse et al (2004) o 0.7 (0.07, 8.62) 064
2 g

Subtotal (I-squared = 23.3%, p = 0.272) 0 3.72 (1.41,9.79) 1.86
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Subtotal (-squared = 0.0%, p = 0.529) Q 1.58 (1.17, 2.12) 2870
1

BB vs AA 1

Fan et al (2005) : . S 1009(1.99,5118) 037

Funayama et al (2004) : . 3.93(0.80, 19.19) 075

Fuse et al (2004) . L 0.8 (0.08, 10.02) 058
1

Subtotal (--squared = 26.3%, p = 0.258) O 4.22 (159, 11.18) 170

1
|

Overall (I-squared = 22.0%, p = 0.209) ¢ 1.73(1.48, 2.02) 100.00
1
1

0195 1 512

B) Forest plots demonstrating the association between OPTN (c.412G>A, Thr34Thr) and NTG in
allele (B vs A), dominant (BB+AB vs AA), recessive (BB vs AA+AB) and co-dominant (AB vs
AA & BB vs AA) models respectively.

OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.
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Fan et al (2005)
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Subtotal (I-squared = 74.4%, p = 0.048)
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Fan et al (2005)
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Fan et al (2005)

Fuse et al (2004)
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Fan et al (2005)

Fuse et al (2004)
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|
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1.77 (1.11, 2.82)
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C) Forest plots demonstrating no association between OPTN (IVS6-5T>C) and NTG in allele (B
vs A), dominant (BB+AB vs AA), recessive (BB vs AA+AB) or heterozygote (AB vs AA) models
respectively (from random effects analysis).
OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.

Study

BB Vs AA

Fan et al (2005)

Fuse etal (2004)

Subtotal (I-squared = 0.0%, p = 0.387)

Overall (I-squared = 0.0%, p = 0.387)

OR (95% CI)

150 (0.42, 5.39)

:

0.67 (0.18, 2.50)

1.01(0.41, 2.50)

1.01(0.41, 2.50)
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4170

58.30

100.00

100.00

LA

D) Forest plots demonstrating no association between OPTN (IVS6-5T>C) and NTG
homozygote (BB vs AA) model (from fixed effect analysis).
OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.
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Study %

[} OR (95% CI) Weight

BvsA
Fan et al (2005) 1.52(0.77, 2.98) 18.10
Fuse etal (2004) 1.09 (050, 2.37) 17.20
Subtotal (-squared = 0.0%, p = 0.532) 1.31(0.79,2.18) 35.30
BB+AB vs AA
Fan et al (2005) 1.56 (0.78, 3.13) 16.82
Fuse etal (2004) 1.07 (046, 2.48) 14.82
Subtotal (I-squared = 0.0%, p = 0.499) 1.33(0.78,227) 3163
BB vs AA+AB
Fuse et al (2004) 1.55 (0.10, 25.17) 110
Fan et al (2005) (Excluded) 0.00
Subtotal (I-squared = %, p = .) 1.55(0.10, 25.17) 1.10
|
ABvs AA |
Fan et al (2005) —_—— 1.56 (0.78, 3.13) 16.82
Fuse etal (2004) —_—— 1.04 (043, 2.48) 14.06
Subtotal (-squared = 0.0%, p = 0.474) <:> 1.32(0.77,228) 3088
|
BB vs AA 1
Fuse etal (2004) : - S 1:6(010,2540) 1.09
Fan et al (2005) : (Excluded) 0.00
I
Subtotal (I-squared = %, p = .) | 1.56 (0.10, 25.40) 1.09
|
Overall (-squared = 0.0%, p = 0.986) <> 1.33(0.98, 1.79) 100.00
1
1
1
I I

0394 1 254

E) Forest plots demonstrating no association between OPTN (IVS6-10G>A) and NTG in allele (B
vs A), dominant (BB+AB vs AA), recessive (BB vs AA+AB) or co-dominant (AB vs AA & BB
vs AA) models respectively.

OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.



1VS7+24G>A

Study %
D OR (95% Cl) Weight
i
BvsA 1
i
Fan et al (2005) L — 1.71(0.88, 3.32) 40.18
Fuse et al (2004) — 1.48 (0.78, 2.81) 4952
Subtotal (I-squared = 0.0%, p = 0.760) @ 1.58 (0.99, 2.51) 89.70
i
1
1
BB vs AA+AB :
1
Fan et al (2005) ! 0.88 (0.04, 21.72) 2.70
I
i
Fuse et al (2004) N 4.79(0.49, 47.08) 247
i 7
Sublotal (-squared = 0.0%, p = 0.398) ::> 275051, 14.87) 547
I
i
i
BB vs AA 1
i
i
Fan et al (2005) 0.94 (0.04, 23.32) 2.56
i
Fuse et al (2004) ! 4.47 (0.45, 44.15) 2.56
T
i
Subtotal (I-squared = 0.0%, p = 0.438) :‘:> 2.71(0.49, 14.92) 513
]
i
i
Overall (1-squared = 0.0%, p = 0.856) <> 1.70 (1,10, 2:61) 100.00
1
1
1
L
T T

F) Forest plots demonstrating no association between OPTN (IVS7+24G>A) and NTG in allele (B
vs A), recessive (BB vs AA+AB) or homozygote (BB vs AA) models (from fixed effects analysis).

0212

OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.

uuuuu

OR (9% CI)

42,3.32)

G) Forest plots demonstrating no association between OPTN (IVS7+24G>A) and NTG in
dominant (BB+AB vs AA) or heterozygote (AB vs AA) models (from random effects analysis).
OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.



Figure S7. Associations between SNPs in P53 gene with NTG onset.

Study %
D OR (95% CI) Weight
BusA :
Wiggs et al (2012) Ll 1.63(1.10, 2.40) 469
Fan etal (2010) . : 0.66 (0.47, 0.93) 477
Daugherty et al (2009) L C— 0.47 (0.27,0.83) 429
Mabuchi et al (2009) L 1.02 (0.76, 1.36) 486
Dimasi et al (2005) L 1,50 (0.95, 2.36) 455
Subtotal (I-squared = 81.3%, p = 0.000) 0.97 (0.64, 1.45) 23.16
S
BB+AB vs AA :
Wiggs et al (2012) | — 7.92(5.00, 12.54) 454
Fan et al (2010) —_— 1.12 (067, 1.86) 4.43
Daugherty et al (2009) | | — 2.28(1.39,3.73) 4.47
Mabuchi et al (2009) * 0.90 (0.60, 1.35) 4.66
Dimasi et al (2005) ! * 3.76 (2.22, 6.37) 439
Subtotal (I-squared = 93.3%, p = 0.000) IO 2.32(1.02, 5.28) 22550
1
BB vs AA+AB :
Wiggs etal (2012) | ——— 3.71(1.64,8.41) 369
Fan et al (2010) _.__: 0.76 (0.43, 1.34) 4.30
Daugherty et al (2009) . . 0.23(0.03, 1.82) 1.49
Mabuchi et al (2009) * 1.00 (0.55, 1.83) 423
Dimasi et al (2005) RN SE— 1.21 (0.41, 3.59) 304
Subtotal (I-squared = 68.5%, p = 0.013) <> 1.14 (0.58, 2.25) 16.75
|
AB Vs AA !
Wiggs etal (2012) __I._ 1.26 (0.71, 2.22) 429
Fan et al (2010) ¢ | 0.44 (0.25, 0.80) 427
Daugherty et al (2009) ——— : 0.47 (0.24,0.94) 403
Mabuchi et al (2009) —t— 1.03 (0.68, 1.57) 463
Dimasi et al (2005) : . 1.85 (1.00, 3.40) 420
Subtotal (I-squared = 75.1%, p = 0.003) <:> 0.88 (0.53, 1.46) 21.41
1
BB vs AA !
Wiggs et al (2012) : ‘ 4.17 (1.74, 9.96) 3.55
Fan et al (2010) * 1 0.45 (0.23, 0.88) 4.04
Daugherty et al (2009) € - : 0.18 (0.02, 1.39) 1.48
Mabuchi et al (2009) . 1.02 (054, 1.92) 414
Dimasi et al (2005) 1 * 157 (0.51, 4.80) 297
Subtotal (I-squared = 79.3%, p = 0.001) <:|‘> 1.02 (0.41, 2.51) 16.17
1
Overall (I-squared = 86.0%, p = 0.000) <o 1.20 (0.89, 1.61) 100.00
NOTE: Weights are from random effects analysis :
I I

0221 1 45.3

Forest plots demonstrating the association between P53 (rs1042522) and NTG i1n allele (B vs A),
dominant (BB+AB vs AA), recessive (BB vs AA+AB) and co-dominant (AB vs AA & BB vs
AA) models respectively.

OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.



Figure S8. Associations between SNPs in SRBD/ gene with NTG onset.

Study %
D OR (95% CI) Weight
T
BysA 1
Jung et al (2020) '—o. 063(0.39, 1.02) 8.19
|
Mabuchi et al (2011) —_—— 020 (0.08, 0.53) 495
Meguro et al (2010) —— 0.35(0.25,0.50) 2270
Subtotal (I-squared = 66.6%, p = 0.050) o 0.40 (0.30, 0.52) 35.85
1
BB+AB vs AA I
I
Jung et al (2020) —— 0.59 (0.34, 1.02) 6.47
Mabuchi et al (2011) * ! 0.16 (0.05, 0.46) 473
Meguro et al (2010) * 0.37(0.25,0.54) 17.84
Subtotal (I-squared = 60.4%, p = 0.080) 0 038 (0.28,051) 2004
]
1
BB vs AA+AB 1
Jung et al (2020) _:_.__ 064 (0.16, 2.61) 094
Mabuchi et al (2011) L ® 1.21(0.08, 19.50) 018
¢
1
Meguro et al (2010) ° 0.06 (0.01,0.46) 329
g
Subtotal (I-squared = 60.1%, p = 0.082) O 0.23(0.09, 0.59) 441
1
1
AB vs AA |
Jung et al (2020) L ——» 0.59(0.33, 1.05) 591
1
Mabuchi et al (2011) - 0.12(0.04,041) 458
Meguro et al (2010) —— 042(0.29,063) 15.46
Subtotal (I-squared = 63.0%, p = 0.067) Q 0.41(0.30, 0.56) 25.96
1
BBvs AA !
1
Jung et al (2020) —_—— 0.56 (0.14, 2.30) 098
Mabuchi et al (2011) ! 1.06 (0.07, 17.17) 0.19
T
Meguro et al (2010) & ° 1 0.05(0.01,0.39) 357
€ 2 g |
Subtotal (I-squared = 61.4%, p = 0.075) O 0.20 (0.08, 0.50) 474
1
|
Overall (I-squared = 46.4%, p = 0.025) Q 038 (0.32, 0.45) 100.00
1
1
00682 1 147

Forest plots demonstrating the association between SRBD! (rs3213787) and NTG in allele (B vs
A), dominant (BB+AB vs AA), recessive (BB vs AA+AB) and co-dominant (AB vs AA & BB vs
AA) models respectively.

OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.



Figure S9. Associations between SNPs in 7LR4 gene with NTG onset.

Study %

D OR (95% Cl) Weight
T

BB vs AA+AB :

Takano et al (2012) ! . 1.45 (0.90, 2.35) 9.56

Suh et al (2011) e 0.80 (0.48, 1.35) 10.97

Shibuya et al (2008) & 1.40 (0.88, 2.24) 9.69

Subtotal (I-squared = 40.5%, p = 0.186) - 1.20 (0.91, 1.58) 30.22
AB vs AA

Suh et al (2011) 0.91(0.60, 1.39) 14.90

*

Shibuya et al (2008) 1.52 (1.06, 2.19) 1554

Subtotal (I-squared = 42.1%, p = 0.178) 1.27 (1.02, 1.59) 46.68

——
1
1
1
1
1
Takano et al (2012) T 1.37 (0.95, 1.97) 16.24
1
1
T
1
—_—ll—
|

1
1
1

BB vs AA 1
1

Takano et al (2012) ! + 1.70 (1.02, 2.83) 7.75
T *

Suhetal (2011) . ! 0.88 (050, 1.57) 821
1

Shibuya et al (2008) L . > 178(1.06.297) 7.14

Subtotal (I-squared = 47.1%, p = 0.151) <> 1.43 (1.06, 1.94) 23.10
Overall (I-squared = 29.2%, p = 0.185) <> 1.29 (1.11, 1.50) 100.00

337 1 2.97

A) Forest plots demonstrating the association between TLR4 (rs10759930) and NTG in
heterozygote (AB vs AA) and homozygote (BB vs AA) models (from fixed effects analysis).
OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.



Study %

D OR (95% C) Weight
T
1

BB vs AA+AB \
1
'

Takano et al (2012) o 1.37 (0.85, 2.21) 18.95
[
1

Suh etal (2011) I 0.95 (0.56, 1.60) 18.40
1
'

Shibuya et al (2008) ! 1.40 (0.8, 2.24) 18.48
g
1

Subtotal (I-squared = 0.0%, p = 0.489) <<> 1.24 (0.94, 1.64) 55.83
'
'
'
'

BB vs AA '
'
'

Takano et al (2012) L 1.69 (1.02, 2.81) 14.96
|
1

Suhetal (2011) L 0.90 (0.50, 1.60) 15.46
1
'

Shibuya et al (2008) ! N 1.75(1.05,2.93) 1375
T
1

Subtotal (I-squared = 43.1%, p = 0.172) <> 1.43 (1.06, 1.94) 44.17
T
1
'
1

Overall (I-squared = 7.5%, p = 0.368) 0 1.33 (1.08, 1.63) 100.00
1
'
1
'
L

T T
342 1 293

B) Forest plots demonstrating the association between TLR4 (rs1927914) and NTG in homozygote
(BB vs AA) model (from fixed effects analysis).
OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.



Study %

[} OR (95% CI) Weight
T
1

BB vs AA+AB |
1
1

Takano et al (2012) L 1,50 (0.91, 2.48) 11.54
]
1

Suh etal (2011) ! 0.97 (058, 1.64) 12.62
0
1

Shibuya et al (2008) p 1.29(0.81, 2.06) 13.59
|

Subtotal (I-squared = 0.0%, p = 0.486) <<> 1.25(0.94, 1.66) 37.76
1
1
1
1

AB vs AA '
1
1

Takano et al (2012) L . 1.49 (1.04, 2.14) 2095
]
1

Suh etal (2011) L 0.91(0.60, 1.38) 19.99
1
1

Shibuya et al (2008) ! 1.46 (1.02, 2.10) 2130
T *>
1

Subtotal (-squared = 46.3%, p = 0.155) Q 1.29(1.04, 1.61) 6224
1
1
1

Overall (I-squared = 4.1%, p = 0.390) <> 1.28(1.07,1.52) 100.00
1
1
1
1
1

T T

403 1 248

C) Forest plots demonstrating the association between TLR4 (rs1927911) and NTG in
heterozygote (AB vs AA) model (from fixed effects analysis).
OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.



rs12377632

Study %
D OR (95% Cl) Weight
BvsA !

Takano et al (2012) I 1.23 (0.96, 1.59) 944
4

Suh etal (2011) I 0.92(0.70, 1.21) 896

Shibuya et al (2008) Lo 1.34 (1.0, 1.71) 967

Subtotal (I-squared = 54.0%, p = 0.114)

<> 1.16 (0.93, 1.44) 28.07
1

BB+AB vs AA

Takano et al (2012) —_—— 1.53 (1.09, 2.15) 763
Suh etal (2011) I 0.86 (0.58, 1.29) 661
Shibuya et al (2008) I - 1,50 (1.07, 2.11) 7.60

Subtotal (I-squared = 64.4%, p = 0.060)

0 1.27 (0.90, 1.80) 21.84

1

1
BB vs AA+AB |
Takano et al (2012) : 0.89 (0.52, 1.52) 469
Suh etal (2011) L 0.95 (0.56, 1.60) 485
Shibuya et al (2008) _:_._ 1.40 (0.88, 2.24) 552

Subtotal (I-squared = 0.0%, p = 0.379)

:> 1,08 (0.81, 1.45) 15.05

ABvs AA X

Takano et al (2012) . — 1.66 (1.16, 2.38) 721
[

Suh etal (2011) 0.86 (057, 1.31) 624

Shibuya et al (2008) _'._ 1.44 (1.00, 2.07) 7.22

Subtotal (I-squared = 65.0%, p = 0.057)

<:.> 1.29 (0.89, 1.87) 2073

BB vs AA 1

Takano et al (2012) : 0.76 (0.41, 1.40) 393
Suh etal (2011) ! —————————  2.35(146,378) 544
Shibuya et al (2008) : N 1,63 (0.97, 2.72) 4.94

L] AL Ardt AL \ l

Subtotal (I-squared = 75.8%, p = 0.016)

g
@ 1.46 (0.79, 2.72) 14.31
Overall (I-squared = 53.5%, p = 0.007) Q 1.24 (1.08, 1.44) 100.00

NOTE: Weights are from random effects analysis I

265 1 3.78

D) Forest plots demonstrating no association between 7LR4 (rs12377632) and NTG in allele (B
vs A), dominant (BB+AB vs AA), recessive (BB vs AA+AB) or co-dominant (AB vs AA & BB
vs AA) models respectively.

OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.



152149356

Study %

D OR (95% Cl) Weight
'

Bvs A 1
'

Takano et al (2012) - 1.58 (1.22, 2.05) 10.78
|

Suh etal (2011) ———tee | 0.93 (0.71, 1.23) 10.39
|

Shibuya et al (2008) — e 1.32(1.04, 1.68) 11.12

Subtotal (I-squared = 74.5%, p = 0.020) - n 1.25 (0.93, 1.68) 32.29
'

BB+AB vs AA H

Takano et al (2012) —_— 1.60 (1.14, 2.24) 8.99

Suh etal (2011) —_—— 0.87 (0.59, 1.30) 7.89

Shibuya et al (2008) _;_._ 1.47 (1.05, 2.07) 8.96

Subtotal (I-squared = 65.0%, p = 0.057) <<> 1.29 (0.91, 1.83) 2584
|
'

AB Vs AA I
'

Takano et al (2012) ———— 1.49 (1.03, 2.14) 8.52
|

Suh et al (2011) —_—— 0.87 (0.57, 1.32) 7.48
|

Shibuya et al (2008) S R 1.42 (0.99, 2.04) 8.56

Subtotal (I-squared = 52.8%, p = 0.120) <<> 1.24(0.90, 1.71) 24.56
I
'

BB vs AA 1

Takano et al (2012) ! 0.77 (0.41, 1.43) 474

Suh et al (2011) : —_—— 237(147.382) 6.55

Shibuya et al (2008) L 1.61 (0.96, 2.69) 6.02
T

Sublotal (I-squared = 74.9%, p = 0.019) <::> 1.47 (0.80, 2.72) 17.31
|
|

Overall (I-squared = 60.0%, p = 0.004) O 1.30 (1.11, 1.54) 100.00
|

NOTE: Weights are from random effects analysis Il
L

T T

262 1 3.82
Study %
D OR (95% Cl) Weight
BB vs AA+AB
Takano et al (2012) 1.64 (0.99, 2.71) 30.10
Suh etal (2011) 0.97 (0.58, 1.64) 34.51
Shibuya et al (2008) 1.36 (0.85, 2.18) 35.39

Subtotal (I-squared = 2.3%, p = 0.359) 1.31(0.99, 1.74) 100.00

Overall (I-squared = 2.3%, p = 0.359) 1.31(0.99, 1.74) 100.00

E) Forest plots demonstrating no association between 7LR4 (1s2149356) and NTG in allele (B vs
A), dominant (BB+AB vs AA), heterozygote (AB vs AA), homozygote (BB vs AA) models (from
random effects analysis), or recessive (BB vs AA+AB) model (from fixed effects analysis).

OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.



rs11536889

Study %

D OR (95% CI) Weight

BvsA |

Takano et al (2012) 1 . 1.15(0.87,1.52) 19.65

Sunetal 2011) P 147 (088, 1.60) 1516
T

Shibuya et al (2008) -— 0.89 (0.68, 1.17) 22.43

Subtotal (I-squared = 13.5%, p = 0.315) <j> 1.05 (0.89, 1.24) 57.24

BB vs AA+AB

Takano et al (2012) 1.09 (0.54, 2.18) 3.17
Suh etal (2011) ! 1.04 (0.45, 2.41) 2.18
'
Shibuya et al (2008) 0.62 (0.29, 1.30) 3.82
Subtotal (I-squared = 0.0%, p = 0.508) 0.88 (0.57, 1.35) 9.17
AB s AA
Takano et al (2012) 1.24 (0.87, 1.77) 11.31
Suh et al (2011) 1.28 (0.86, 1.90) 8.86
Shibuya et al (2008) 0.95 (0.67, 1.34) 13.42
Subtotal (I-squared = 0.0%, p = 0.448) 1.13 (0.92, 1.40) 33.59
Overall (I-squared = 0.0%, p = 0.613) 1.06 (0.94, 1.21) 100.00
T T
.294 3.4
Study %
© OR (95% Cy Weight
i
BB+AB vs AA i
i
i
Takano ot al 2012) i 1.90 (1.37, 2.6) 18.46
i —
i
Suh etal (2011) ' 0.44 (0.29, 0.67) 1772
e i
Shibuya et al (2008) - L 0.74 (052, 1.04) 1834
]
Subtotal (I-squared = 93.8%, p = 0.000) <:> 0.86 (0.37, 1.98) 54.53
J
i
BB vs AR H
i
Takano ot al 2012) H 0.65 (029, 1.44) 1418
i
i
Suh et al (2011) ' 287 (147, 5.62) 1544
i
i
Shibuya et al (2008) I 1.21 (065, 2.28) 1585
—————
i
Subtotal (I-squared = 75.6%. p = 0.017) _<:> 134 (0.69,3.02) 4547
}
i
Overal (-squared = 86.5%. p = 0.000) <> 1,05 (0.59, 1.68) 10000
i
NOTE: Welghts ars from random affects analysis '
T T

F) Forest plots demonstrating no association between 7LR4 (rs11536889) and NTG in allele (B vs
A), recessive (BB vs AA+AB), heterozygote (AB vs AA) models (from fixed effects analysis), or
dominant (BB+AB vs AA), homozygote (BB vs AA) models (from random effects analysis).
OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.



rs7037117

Study %

D OR (95% CI) Weight

BvsA '
'

Takano et al (2012) R T~ E— 1.41 (1.04, 1.92) 10.03
|

Suh etal (2011) R — ' 0.66 (0.49, 0.89) 10.11
'

Shibuya et al (2008) —_—— 1.51(1.14,2.01) 10.32
'

Subtotal (I-squared = 89.1%, p = 0.000) <:> 1.12 (0.67, 1.89) 30.47
'
'

BB+AB vs AA |

Takano et al (2012) —_— 1.56 (1.0, 2.24) 9.33

Suh etal (2011) —_— 0.91(0.62, 1.34) 9.01

Shibuya et al (2008) —_ 1.65(1.17, 2.32) 9.58

Subtotal (I-squared = 66.4%, p = 0.051) _<> 1.34 (0.93, 1.92) 27.93
|
'

AB vs AA '
'

Takano et al (2012) RN E— 1.60 (1.09, 2.33) 9.08
|

Suh etal 2011) —_— 0.89 (0.59, 1.33) 872
|

Shibuya et al (2008) —_—— 161(1.13,2.29) 9.41

Subtotal (I-squared = 65.6%, p = 0.055) ‘<:> 1.33 (0.91, 1.93) 27.21
'
'

BB Vs AA |

Takano et al (2012) . 0.69 (0.27, 1.78) 372

Suh et al (2011) | 2.48 (1.36, 4.52) 6.44

Shibuya et al (2008) ! 1.54 (0.65, 3.66) 4.23
T

Subtotal (I-squared = 60.6% p = 0.079) <i> 1.48 (0.71, 3.08) 14.39
|
|

Overall (I-squared = 71.9%, p = 0.000) <> 1.29 (1.04, 1.61) 100.00
]

NOTE: Weights are from random effects analysis '
L

T T

221 1 452
Study %

D OR (95% CI) Weight
BB vs AA+AB

Takano et al (2012) 1.19 (0.53, 2.70) 3225
Suh etal (2011) 110 (0.53, 2.28) 4033
Shibuya et al (2008) N 166(0.74,3.71) 27.42

Subtotal (I-squared = 0.0%, p = 0.746) < 1.28(0.82, 2.01) 100.00
Overall (I-squared = 0.0%, p = 0.746) < 1.28(0.82, 2.01) 100.00
T T
269 1 3.71

G) Forest plots demonstrating no association between 7LR4 (rs7037117) and NTG in allele (B vs
A), dominant (BB+AB vs AA), heterozygote (AB vs AA), homozygote (BB vs AA) models (from
random effects analysis), or recessive (BB vs AA+AB) model (from fixed effects analysis).

OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.



157045953

Study %
D OR (95% CI) Weight
BvsA I !
Takano et al (2012) —— 1.25(0.77, 2.02) 10.09
Suh et al (2011) ‘ 0.81(0.50, 1.32) 1235
Shibuya et al (2008) . 1.30 (0.86, 1.97) 12.98
Subtotal (I-squared = 15.4%, p = 0.307) Q 1.12 (086, 1.45) 35.42
| |
BB+AB vs AA !
Takano et al (2012) —_—— 127 (0.76, 2.11) 8.98
Suhetal (2011) . 0.79(0.47,1.35) 1053
Shibuya et al (2008) - 1.27(0.82,1.97) 1168
Subtotal (I-squared = 7.5%, p = 0.339) 1.1 (0.84, 1.47) 31.19
I
T
BB vs AA+AB \
Takano et al (2012) : . 1.74 (0.16, 19.23) 0.36
Suh etal (2011) ‘I 0.86 (0.17, 4.31) 1.10
Shibuya et al (2008) | : . 6.41(0.31,134.09) 0.15
Subtotal (I-squared = 0.0%, p = 0.506) 156 (0.51, 4.75) 160
1
AB vs AA !
Takano et al (2012) . 127 (0.76, 2.14) 867
Suhetal (2011) —— 0.79 (045, 1.38) or2
Shibuya et al (2008) —— 122 (0.78, 1.90) 1.72
Subtotal (I-squared = 0.0%, p = 0.393) <> 1.09 (0.82, 1.46) 30.11
1
BB vs AA 1
Takano et al (2012) I: 1.22(0.11, 13.55) 0.41
Suhetal (2011) : 0.83(0.17, 4.17) 113
Shibuya et al (2008) L : 6.62 (0.32, 138.68) 0.14
Subtotal (I-squared = 0.0%, p = 0.491) > 1.42 (0.46, 4.35) 168
] :
1
Overall (I-squared = 0.0%, p = 0.808) @ 1.12(0.96, 1.31) 100.00
1
1
I I
00721 1 139

H) Forest plots demonstrating no association between TLR4 (rs7045953) and NTG in allele (B vs
A), dominant (BB+AB vs AA), recessive (BB vs AA+AB) or co-dominant (AB vs AA & BB vs
AA) models respectively.

OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.



Figure S10. Associations between SNPs in SIX7-SIX6 gene with NTG onset.

rs10483727

A) Forest plots exhibiting the association between SIX7-SIX6 (rs10483727) and NTG in all
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models from fixed or random effects analysis respectively.

OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.
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B) Forest plots exhibiting the association between SIX7-SIX6 (rs33912345) and NTG in all
models from fixed or random effects analysis respectively.

OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.



Figure S11. Sensitivity analysis for rs7037117 in TLR4 gene.

Meta-analysis estimates, given named study is omitted
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In the sensitivity analysis, the confidence interval of Suh’s study was beyond the upper limit so
that it was excluded for next calculation.
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Forest plots demonstrating the significant association between 7LR4 (rs7037117) and NTG in
allele (B vs A) model after one of the studies was excluded.

OR: odds ratio; CI: confidence interval; NTG: normal tension glaucoma.



