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Table S1. Publication bias of FTO SNPs.

Without BMI adjustment With BMI adjustment
ohY ps’ pE® pe’ PE®
1rs9939609 0.940 0.484 0.418 0.109
rs8050136 0.159 0.469 0.280 0.515
rs1421085 0.174 0.114 0.174 0.152
rs17817499 0.117 0.612 0.602 0.920

2 p value for Begg’s test; ® p value for Egger’s test.

Table S2. Heterogeneity for rs9939609 in South Asia and North America subgroups after
excluding each study.

Heterogeneity
Excluded study Subgroup
12(%) P
Without BMI adjustment

Phani South Asia 63.0 0.006
Fawwad South Asia 34.6 0.141
Raza South Asia 63.2 0.005
Bazzi South Asia 60.9 0.009
Ali South Asia 57.7 0.015
Rees (COBRA) South Asia 62.9 0.006

Rees (UKADS/DGP) South Asia 63.2 0.005
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Chauhan South Asia 37.2 0.121
Yajnik South Asia 58.9 0.013
Sanghera South Asia 62.3 0.007
Cruz North America 914 0.001
Bressler(African-Americans) North America 0.0 0.667
Bressler(White) North America 82.2 0.018
With BMI adjustment
Ali South Asia 20.3 0.288
Rees (COBRA) South Asia 77.1 0.004
Rees (UKADS/DGP) South Asia 77.3 0.004
Chauhan South Asia 54.0 0.089
Yajnik South Asia 75.3 0.007

Studies in red text represent the heterogeneity disappeared after removing this study.

Study %

18} OR (25% CI) Weight

Phani (201€]) -~ 1.18{1.03, 1.28) 2.77

Kiso (2018) -~ 1.23{1.07, 1.41)3.63

Kiao (2015) - 1.22 {1.06, 1.41) 2.48

Shen {2015) —_—— 1.22{0.60, 2.

Al-Sinani (2015) —-_—— 1.20 {0.99, 1.

Fawwad {2015) \ —r— 302205 4

Raza (2014) — 1.12{0.76, 1.

Bazzi (2014) —tr— 0.22{0.81,1.42

Kalnina {2013) -~ 1.28 {1.13, 1.

Ali (20132) - 1.28 {115, 1.

Binh {2012} —_— 1.61{1.06 2

lwata {2012) e 1.16{0.97, 1.

Rees (COBRA) (2011) == 1.21{1.02, 1.45)2

Rees (UKADS/DGF) (2011) -+ 117 {1.03, 1.

Huang (2011) - 0.97 (0.84, 1.

Chauhan {2011} -

Cruz (2010} ——

Bressler|African-Americans) (2010) -

Bresslerf(White) (2010} &

Liu (2010} -~

Yajnik {2009) -

Legry (2009) -

Sanghera (2008) ——

Herikawa (2008) L .

Chang (2008} —— 1.02{0.83, 1.

Omori {2008) -~ 1.09{0.95, 1.

Horikoshi (2007) —-— 1.10 {0.92, 1.

Zeggini. (2007) L] 1.19{1.14, 125

Frayling {2007} - 1.15{1.09, 1.22)6.77

Overall (l-squared = 53 2%, p = 0.000) 4 1.15{1.11, 1.18) 100.00
i

MOTE: Weights sre from random effects analysis :
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Study %
5] OR (95% CI) Weight
Xiao (2018) 104(0.79, 1.38) 3.30

‘
Al-Sinani (2015) -.— 1.11{0.80, 1.37)  4.38

Kelnina (2013) 122(1.08,1.40) 6.44
Al (2013 }-.— 148(1.27, 1.74)  4.40

Binh (2012)

162(1.04,253) 062
Iwsta (2012) 1.16(0.85, 1.40) 4.66

Rees (COBRA) (2011) 14T (087, 1.41) 479

|
Rees (UKADS/DGF) (2011) 114(1.01,1.28) T7.71
Chauhan (2011} 1.05(0.87, 1.18)  10.18
Bressler(African-Americans) (2010) 0.91(0.80,1.02) 882
Bressler(White) (2010} 112(1.02,1.23) 9.42
Liu (2010} 119(1.02,1.28) 825

i

I

i

!

Yajnik (2009) 1.21(1.06,1.37) 708
Chang (2008) 105(0.84, 1.31)  4.40
Omeri (2008) 103 (0.87,1.22) €.25
Frayling (2007) 1.02(0.96, 1.10)  11.20

Oversll {-squared = 56.1%, p=0.002) 1.41(1.08,1.17)  100.00

NOTE: Welgis 2r2 from rangem efects nalls

(b)

Figure S1. Meta-analysis for the associations between rs9939609 and T2DM risk (a) without
and (b) with adjustment for body mass index (BMI).

Study %
1D OR (95% C1) Weignt
South Asia

Phani (2016)
Fawwad (2015)

1.19(1.03.1.36) 377
302(206.442) 013

Raza (2014) 113(076.1.70) 078
Bazzi (2014) 093(061.1.42) 102
Ali (2013) 128(1.15,148) 43
Rees (COBRA) (2011) 121(102.145) 278
Rees (UKADS/DGP) (2011) 117(103.1.31) 248

Chauhan (2011)

Yajnik (2009

Sanghera (2008)

Subtotal (l-squared = 58.6%, p = 0.010)

106(093.1.15) 626
126(1.13,1.40) L5
126(103.185) 210
1.19(1.10.129) 01

East Asia

Xiso (2016) 123(107.141) 363
Xiso (2015) 123(108.1.81) 343
Shen (2015) 122(060.245) 022
Binh (2012) 161(108.248) 038
lwata (2012) 1.16(097.140) 27¢
Huang (2011) 097 (032, 1.13) 43
Liu (2010) 119(10¢.137) 377
Horikawa (2008) 103(091.1.15) S0
Chang (2008) 103(033,128) 2538
Omori (2008) 109(095.125) &.16
Hoerikoshi (2007) 1.10(092.132) 301
Subtotsl &I-&qu.md = 19.5%, p = 0.257) 111(105.1.17) 333

West Asia
Al-Sinani (2015)
Subtotal (l-squared = %, p =)

120(099.1.48) 288
120(093.1.43) 258

Euro
K;Inipr:. (2013) 128(1.13.145) 390
Legry (2009) 1.15(097.137) 301

Zeggini. (2007)
Frayling (2007)
Subtotal (l-squared = 0.0%, p = 0.490)

119(1.14,125) 726
1.15(1.09.123) 677
118(1.14,122)  208¢

North America

Cruz (2010) 125(1.03.183) 222
Bressler(African-Americans) (2010) 092(082.10¢8) 53
Bressler(White) (2010) 119(109.131) $39
Subtotal (l-squared = 85.4%, p = 0.001) 1.11(035.132) 1300
Overall (l-squared = 52.2%, p = 0.000) ‘ 1.15(1.11,1.19) 10000
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Study %
D OR (25% CI) Weight

East Asia
Hiso (2018)
Binh {2012]
Iwats (2012)

Liu {2010)

Chang {2008)

Omori (2008)

Subtotal {l-squared =0.0%, p =0.535)

04 (D
82 (1)
16 (0.
19 (1.
05 (D
03 (0.
A1 (1

West Asia
Al-Sinani (2015)

Subtotal {l-sguared = %, p=.}

.11{0.80, 1.27)4.28
.11 {0.87. 1.25)4.28

Eurcpe

Kalnina {2013)

Frayling {2007}

Subtotal {l-sguared = 75.8%, p=0.043)

South Asia

Ali (2013)

Rees ([COBRA] (2011)

Rees (UKADS/DGP) (2011)

Chauhan {2011)

ajnik (2009)

Subtotal {l-squared = §8.7%, p=0.010)

Morth America
BresslerAfrican-Americans) (2010
Bressler(White) (2010)

Subtotal {l-squared = 85.7%, p = 0.008)

=

Cversll {l-squared = 56.1%, p = 0.003) 1.11 {1.05, 1.17) 100.00
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MOTE: Weights are from random effects analysis
T

-2.53 1] 253

(b)
Figure S2. The stratified analysis results of rs9939609 grouped by region (a) without and (b)
with adjustment for body mass index (BMI).

Study %

ID OR (95% CI) Weight
A

Cauchi(Morocco) (2012) T__ 1.18 (1.05,1.33) 26.40

Cauchi(Tunisia) (2012) —*—f— 1.01(0.90, 1.14) 26.40

Bressler(African-Americans) (2010) E 0.79(0.64, 0.98) 18.77

Bressler(White) (2010) E —_—l 1.19(1.09,1.31) 28.43

Overall (I-squared =80.6%, p = 0.001) -ec'.: E 1.05(0.91, 1.21) 100.00
i

NOTE: Weights are from random effects analysis :

o | A
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Study

Cauchi(Morocco) (2012)
Cauchi(Tunisia) (2012)

Bressler(African-Americans) (2010)

OR (95% Cl)

H
| —— 1.18 (1.04, 1.35)
—— 1.01(0.88, 1.16)

Bressler(White) (2010)
Overall (I-squared =78.2%, p = 0.003)

NOTE: Weights are from random effects analysis

T
0.75 (0.60, 0.93)
|

—— 1.12(1.01,1.23)

— 1.02(0.88,1.19)

S5 of 56

%
Weight

26.31
2567
19.19
28.83
100.00

T
8

1 1.67

(b)

Figure S3. Meta-analysis for the associations between rs1421085 and T2DM risk (a) without and (b)
with adjustment for body mass index (BMI).

NOTE: Weights are from random effects analysis

Study %
ID OR (95% CI) Weight
: >
Almawi, W.Y. (2013) : -2 1.19(1.04,1.33) 3239
|
Bressler(African-Americans) (2010) i 0.92(0.81,1.04) 32.18
|
!
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i
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|
Bressler(White) (2010) —_—— 1.11(1.01,1.22) 36.60
i
Overall (-squared = 80.0%, p = 0.007) —_— e 105090123 10000
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Figure S4. Meta-analysis for the associations between rs17817499 and T2DM risk (a) without
and (b) with adjustment for body mass index (BMI).
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Meta-analysis estimates, given named study is omitted
| Lower Cl Limit < Estimate | Upper CI Limit
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Figure S5. Sensitivity analysis of rs9939609 by excluding studies with an unknown Hardy-
Weinberg equilibrium (HWE) in controls [1,2].
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