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Supplementary Tables $1-S9

Supplementary Table S1 Keywords and search strategy in literature review

1.
2.
3
4.
5
6
7

Genetic association studies in paediatric IBD

MEDLINE (OvidSP)

1. Inflammatory bowel disease.mp. or inflammatory bowel disease/
2.  Crohn disease.mp. or Crohn disease/
3. Ulcerative colitis.mp. or ulcerative colitis/
4.  Colitis, Ulcerative/ or Inflammatory Bowel Diseases/ or IBD.mp. or Crohn Disease/
5. ileitis.mp. or ileitis/
6.  pouchitis.mp. or ileitis/
7.  proctitis.mp. or proctitis/
8.  proctocolitis.mp. or proctocolitis/
9. enteritis.mp. or enteritis/
10. duodenitis.mp. or duodenitis/
11. lor2or3ord4or5or6or7or8or9orl0
12. Genetic predisposition to disease.mp. or genetic predisposition/
13. (Gene$ and associat$).mp. [mp=title, abstract, subject headings, heading word, drug trade name, original title,
device manufacturer, drug manufacturer, device trade name, keyword]
14. 13o0rl4
15. 12and 15
16. limit 16 to child
EMBASE (OvidSP)
1. Inflammatory bowel disease.mp. or inflammatory bowel disease/
2. Crohn disease.mp. or Crohn disease/
3. Ulcerative colitis.mp. or ulcerative colitis/
4.  Colitis, Ulcerative/ or Inflammatory Bowel Diseases/ or IBD.mp. or Crohn Disease/
5. ileitis.mp. or ileitis/
6.  pouchitis.mp. or ileitis/
7.  proctitis.mp. or proctitis/
8.  proctocolitis.mp. or proctocolitis/
9. enteritis.mp. or enteritis/
10. duodenitis.mp. or duodenitis/
11. lor2or3ord4or5or6or7or8or9orl0
12. Genetic predisposition to disease.mp. or genetic predisposition/
13. (gene$ and associatS$).mp. [mp=title, abstract, subject headings, heading word, drug trade name, original title, device
manufacturer, drug manufacturer, device trade name, keyword]
14. 13or14
15. 12and 15
16. limit 16 to child

Human Genome Epidemiology Network Navigator (version 2.0)

inflammatory bowel disease
Crohn disease

Colitis, Ulcerative

IBD

lleitis

pouchitis

proctitis




8.
9.

10.

proctocolitis
enteritis

duodenitis

Epigenetic studies in paediatric IBD

MEDLINE (OvidSP)

W K N U R W N R

N
= o

12.

Inflammatory bowel disease.mp. or Inflammatory Bowel Diseases/

Crohn disease.mp. or Crohn Disease/

Ulcerative colitis.mp. or Colitis, Ulcerative/

Colitis, Ulcerative/ or Inflammatory Bowel Diseases/ or IBD.mp. or Crohn Disease/
lor2or3oréd

Methylation/ or DNA Methylation/ or methylation.mp.

Interaction$.mp. or Gene-Environment Interaction/

EpigeneticS.mp. or Epigenomics/

Histones/ or DNA Methylation/ or epigenome.mp. or Epigenesis, Genetic/ or Epigenomics/
6or7or8or9

5and 10

limit 11 to "all child (0 to 18 years)"

EMBASE (OvidSP)

W X N o kR W NR

S
N

Inflammatory bowel disease.mp. or Inflammatory Bowel Diseases/

Crohn disease.mp. or Crohn Disease/

Ulcerative colitis.mp. or Colitis, Ulcerative/

Colitis, Ulcerative/ or Inflammatory Bowel Diseases/ or IBD.mp. or Crohn Disease/
lor2or3oréd

Methylation/ or DNA Methylation/ or methylation.mp.

Interaction$.mp. or Gene-Environment Interaction/

EpigeneticS.mp. or Epigenomics/

Histones/ or DNA Methylation/ or epigenome.mp. or Epigenesis, Genetic/ or Epigenomics/
6or7or8or9

5and 10

limit 11 to "all child (0 to 18 years)"




Supplementary Table S2 Characteristics of included genetic association studies in paediatric IBD

Stud Age Mean age Sample size
Author Year .y Disease cutoff of PIBD Gene
location Cases Controls
(below) cases (yrs)
SunlL? 2003 Germany CcD 18 11.2 55 101 NOD2
Tomer G 2 2003 USA CD 18 11.8 87 136 NOD2
Kugathasan S* 3 2005 USA CcD 18 12.1 58 124 NOD2
Kugathasan S* 3 2005 USA CcD 18 12.1 164 601 NOD2
Levine A4 2005 Israel CD 18 12.8 83 100 NOD2, TNF-a
Russell RK ° 2005 UK CDh/UC 16 11.0 167/60 245 NOD2
Ferraris A ® 2006 Italy CDb/uUcC 18 12.0 134/93 164 NOD2, SCL22A4/5, DLG5
Russell RK 7 2006 UK CDh/UC 16 11.2 200/74 256 IBD5, SCL22A4/5
Sykora ) & 2006 Czech CDb/uUcC 18 15.3 46/34 82 TNF-a
Baldassano RN ° 2007 USA CD 17 10.9 142 281 NOD2, ATG16L1
Browning BL *° 2007 New Zealand CDh/ucC 17 n/a 38/26 415 DLG5
Cucchiara S % 2007 Italy CDb/uUcC 18 12.0 200/186 347 MDR1, TNF-a
Cucchiara S 2 2007 Italy CDb/uUcC 18 12.0 200/186 347 ZV(?EDZ'IBDS'SCLZZA[V&D
Cummings JR 13 2007 UK CD 16 n/a 71/32 1190 ATG16L1
De ludicibus S 4 2007 Italy CDh/UcC 17 n/a 64/55 100 hGR, MDR1
de Ridder L ¥ 2007 Netherland CDb/uUcC 18 12.0 72/31 272 IL\IGO5D2,TLR4,SCL22A4/5,D
Gearry RB 16 2007 New Zealand CcDh 17 n/a 77 201 NOD2
GlasJ Y’ 2007 Germany CcD 17 n/a 53 1381 IL23R
Leshinsky SE 18 2007 Israel CcD 17 n/a 143 157 IL23R
Lacher M ¥ 2007 Germany Ccb/uc 18 11.5 78/30 120 CXCL9
Nam Sy 2 2007 Korea CcD 17 n/a 15 101 HSP70-2
Roberts RL 2t 2007  New Zealand cD 17 n/a 55 591 IL23R, ATG16L1
Van Limbergen J 2 2007 UK CDb/uUcC 17 n/a 223/82 355 NOD1/CARD4
Van Limbergen J 3 2007 UK cb/uc 17 11.1 233/86 342 IL23R
Van Limbergen J % 2007 UK CDb/uUcC 17 n/a 228/90 1233 NOD1/CARD4
Ferguson LR % 2008 New Zealand Ccb/uc 17 n/a 39/26 201 DEFA5
Ferguson LR %6 2008 New Zealand CDh/ucC 17 n/a 39/26 201 TNF-a
GlasJ ¥ 2008 Germany CcDh 17 n/a 49 1615 ATG16L1
Hradsky O 28 2008 Czech CcD 17 135 136 501 NOD2, TNF-a, PTPN22
Latiano A % 2008 Italy Ccb/uc 17 n/a 173/155 749 ATG16L1, IL23R
Perricone C 3 2008 Italy CcD 17 n/a 20 160 ATG16L1
Seiderer J 3! 2008 Germany Ccb/uc 17 n/a 50/12 967 IL-17F
Van Limbergen J 32 2008 UK CcD 17 11.2 269 345 ATG16L1
Chen B 2009 China CDb/uUcC 17 n/a 10 373 IL-17F
De Mesquita 3 2009 Belgium Ccb/uc 17 n/a 80/15 76 NOD2, TLR4
Ferguson LR 3 2009 New Zealand Ccb/uc 17 n/a 39/26 293 TNFRSF1B
Huebner C 3¢ 2009 New Zealand CDh/ucC 17 n/a 39/26 201 NOD1/CARD4
Koslowski MJ ¥ 2009 pustria, co 16 n/a 81 242 TCF-4
Belgium, UK
Lacher M 38 2009 Germany IBD 17 n/a 187 185 PXR
Lacher M % 2009 Germany CcD 17 10.9 152 253 ATG16L1
Latiano A 4° 2009 Italy Ccb/uc 17 n/a 245/130 578 IRGM
Tomer G * 2009 USA CcD 18 11.7 83 75 SCL22A4/5, IGR
Torok HP 42 2009 Germany CcD 16 n/a 48 792 TLR9
Van Limbergen J 4 2009 UK ()] 17 n/a 272 362 IRGM
Van Limbergen J 4 2009 UK CDb/UcC 17 11.3 245/92 996 FLG
ZNF365,PTGER4,IL12B,ST
45 2 2 2

Amre DK 2010 Canada CcD 18 12.3 406 415 AT3, PTPN2
Aoyagi Y *¢ 2010 Canadian uc 17 n/a 8 8 PPARg
Ferguson LR %7 2010 New Zealand CcD 17 n/a 29 382 JAK2, STAT3
Ferguson LR *8 2010 New Zealand CcD 17 n/a 30 369 IL-12B, IL23R
Gazouli M # 2010 Greece CcD 17 115 110 539 NOD2, ATG16L1
Glas J %° 2010 Germany CcD 17 n/a 344 1446 NOD2
GlasJ 5! 2010 Germany CcD 17 n/a 70 1383 STAT4
Lacher M 32 2010 Germany CcD 17 11.8 152 152 NOD2
Lacher M %3 2010 Germany CDh/uUcC 17 11.6 221/132 253 NOD2, IL23R
Lacher M>* 2010 Germany CcD 17 11.8 171 253 NOD2
Latiano A *° 2010 Italy Ccb/uc 17 n/a 283/256 651 MST1, 3p21
Morgan AR ¢ 2010 New Zealand CD 17 n/a 29 481 PTPN22, PTPN2
Roberts RL %7 2010 New Zealand CcD 17 n/a 57/28 517 CARDS, NALP3
Schroepf S 58 2010 Germany Ccb/uc 17 11.0 167 231 NOD2, ART3/CXCL11

. NOD2,IL23R,3p21,PSMG

59 7 \, ’

WagnerJ 2010 Australia CcD 18 11.6 72 98 1, TNFRSF6B
Bak-Romaniszyn L ©° 2011 Poland CDb/uUcC 18 13.7 30/26 78 MBL2
Diaz-Gallo LM & 2011 Spain Ccb/uc 16 n/a 24/7 629 CD24

Latiano A © 2011 Italy cD/uC 17 n/a 296/261 789 PTGER4, TNFSF15,NKX2-



Repnik K &3
Wang AH
Wolters VM &
de Vries HS ¢
GlasJ ¢
Glas J 68
Mazzoccoli G
Morgan AR 70
Morgan AR 7*
Muise AM 72
Chen )7
Falvey JD 74
Hirano A7
Luo YY 7®

WagnerJ 7’

Dhillon SS &
Hul7”

Jakobsen C &

Serbati N 8
Serbati N &
Senhaji N 8
Schnitzler F

2011
2011
2011
2012
2012
2012
2012
2012
2012
2012
2013
2013
2013
2013

2013

2014
2014

2014

2014
2014
2015

84

2015

Slovenia
New Zealand
Canada
Netherland
Germany
Germany
Italy
New Zealand
New Zealand
Canada
China
New Zealand
Japan
China

Australia

Canada
China

Danmark

Morocco
Morocco
Morocco

German

CD/IBD
cD
IBD
cD

cD/uc

cD/uc

CD/UC
cD
cD
IBD
cD

cD/uc
cD
cD

CcD

IBD
CcD

Cb/uc

CcD
CcD
CcD

CcD

17
18
16
17
17
18
17
17
10
17
17
17
17

17

18

17
17
17

17

n/a
n/a
n/a
n/a
n/a
n/a
n/a
n/a
n/a
n/a
n/a
n/a
n/a
12.7

n/a

n/a
n/a

n/a

n/a
n/a
n/a

n/a

43/78
30
648
53
168/59
211
402/352
46
46
268

57/28
159
19

62

159
10

244/318

10
11
4

160

299
610
924
930
908
1488
412
638
638
480
190
340
6585
122

46

913
407

543

115
114
100

719

3,IFNG,PTPN2,PSMG1,
ZNF365

SCL22A4/5

IL-10

MAGI2, PARD3, MYO9B
UGT1A1

PTPN2

PTGER4

PER3

TLR10

ULK1

NCF2

HSP70-2

MIF

TNFSF15

Apal, Tagl, Bsml

PSMG1, TNFRSF6B,NOD2
,NOD1,IBD5,IL23R,IL10R
A,DLG5,MYO9B,SLC22A4
/5,TLR4,ATG16L1,ABCB1,
10921.1,NELL1,3p21,
IRGM, NKX2.3

NOS2

MYO9B

ATG16L1, NOD2, ZMIZ1,
SLC7A10, XBP1, IBDS5,
IL27, L2,
ZNF365,TNFSF15
ATG16L1, IL23R

NOD2

MDR1

NOD2

*Data were extracted separately for American Africans and white population.

Supplementary Table S3 Summary of the variants identified for paediatric IBD in genetic association studies*

No. of
studies

Gene

Polymorphism/

rs number

(p-value)

Candidate gene study

Genome-wide significance in
GWAS

147 polymorphisms in 58 genes identified for paediatric CD

16
16
16
12

=
o

N N N N W W w w w w w b b b > b 1N

NOD2/CARD15
NOD2/CARD15
NOD2/CARD15
ATG16L1

IL23R

IBD5

IBD5

TNF-a

DLG5

IBD5

IBD5

IL23R

PTPN2

BSN

DLG5

IBD5
NOD2/CARD15
PSMG1

TLR4

TNF-a

DLG5

DLG5

IL-17F

IL23R

rs2066844
rs2066845
rs2066847

rs2241880

rs11209026
rs1050152

rs26313667
rs1800629

rs1248696
rs11739135

rs12521868

rs7517847
rs2542151
rs9858542

rs2289311
rs17622208

rs5743289
rs2836878
rs4986790
rs1799724
rs1270912
rs2165047

rs763780

rs1004819

Meta-analysis
Meta-analysis
Meta-analysis
Meta-analysis
Meta-analysis
Meta-analysis
Meta-analysis
Meta-analysis
Meta-analysis
Meta-analysis
Meta-analysis
Meta-analysis
Meta-analysis
Meta-analysis
Meta-analysis
Meta-analysis
Meta-analysis
Meta-analysis
Meta-analysis
Meta-analysis
NS/NS
NS/NS
NS/NS
NS/NS

YES
YES
YES
YES
YES
NA
NA
NA
NA
NA
YES
YES
YES
YES
NA
NA
YES
YES
NA
NA
NA
NA
NA
YES




R OR R R R R R R R R R R R R R R R R R RB RB R R RB R R R R R RB R R B R R B R R B N NNNNNDNNNRNNDNNN

IRGM
IRGM
MDR1
MYQO9B (exon 20)
NOD2/CARD15
NOD2/CARD15
PTGER4
PTPN22
SLC22A4/5
STAT3
TNFRSF6B
TNFRSF6B
TNF-a
10g21.1
ABCB1
ART3/CXCL11
CARDS
CD24

CD24

CYBA
DEFA5
DEFA5
DEFA5
DEFA5
DLG5

DLG5

FLG

FLG

GSTM1
GSTT1

hGR

HLA, BTNL2
HSP70-2
HSP70-2
IFNG, IL22, IL26
IL10

IL10

IL10

IL10
ILI0RA
IL1I0RA
IL-12B
IL-12B
IL-12B
IL23R
IL23R
IL23R
IL23R
IRGM
IRGM
MBL2
MDR1

rs13361189
rs4958847
rs1045642
rs1545620
rs2066843
rs2076756
rs4613763
rs2476601
rs3792876
rs744166
rs2315008
rs4809330
rs361525
rs2241136
rs17327442
rs6817952
rs2043211
rs3838646
rs8734
rs72550704
rs10095331
rs12682030
rs4610776
rs7017866
rs1344966
rs2289310
rs41370446
rs61816761
GSTM1 (null or non-null genotype)
GSTT1(null or non-null genotype)
rs41423247
rs2395185
rs1061581
rs539689
rs1558744
rs1800871
rs1800872
rs1800896
rs3024505
rs2229113
rs3135932
rs10045431
rs1363670
rs6887695
rs10889677
rs11805303
rs1343151
rs7530511
rs1000113
rs10065172
rs1800450
rs1128503

NS/NS
0.008/NS
NS/NS
NS/NS
NS/NS
NS/NS
NS/NS
NS/NS
0.009/NS
0.014/NS
NS/NS
NS/NS
NS/NS
NS
NS
NS
0.002
0.040
NS
0.005
NS
0.034
NS
NS
NS
NS
NS
NS

0.013
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS

0.007
NS

0.000
NS

p <0.05
NS

YES
NA
NA
NA
YES
YES
YES
NA
NA
YES
YES
YES
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
YES
NA
NA
YES
NA
YES
YES
YES
YES
NA
YES
NA
NA
NA



https://www.google.co.uk/url?sa=t&rct=j&q=&esrc=s&source=web&cd=2&cad=rja&uact=8&ved=0ahUKEwiUrvS_mM3LAhVIPhQKHdI_CbYQFggiMAE&url=https%3A%2F%2Fwww.snpedia.com%2Findex.php%2FRs1800450&usg=AFQjCNFxPa3MZZvrV6FU3KjBLL7b4szHFw&sig2=211LYWclzFM55ZPGq9QiIg&bvm=bv.117218890,d.bGs

R OR R R R R R R R R R R R R R R R R R R R R R RB R R R R R RB R R RB R R RB R R RB R R RB R R RB R R B R B R @R

MIF
MIF
MST1
MY09B

MYQOB9B (intron 14)

NALP3
NELL1

NKX2-3
NKX2-3
NOD1/CARD4
NOD1/CARD4
NOD1/CARD4
NOD1/CARD4
NOD1/CARD4
NOD1/CARD4
NOD1/CARD4
NOD1/CARD4
NOD1/CARD4
NOD1/CARD4
NOD1/CARD4
NOD1/CARD4
NOD1/CARD4
NOD2/CARD15
NOD2/CARD15
NOD2/CARD15
NOD2/CARD15
NOD2/CARD15
PERIOD3
PTGER4
PTGER4
PTPN2

PTPN2
SLC22A4/5
SLC22A4/5
SLC22A4/5
SLC22A4/5
SLC7A10
STAT3

STAT4

STAT4

TCF-4

TLR10

TLR10

TLR10

TLR10

TLR10

TLR10

TLR10

TLR4

TLR9
TNFRSF1B
TNFRSF1B

rs5844572
rs755622
rs3197999
rs962917
rs2305764
rs3582941
rs1793004
rs10883365
rs11190140
rs1558066
rs2075818
rs2075820
rs2075822
rs2529445
rs2709799
rs2907748
rs2970500
rs38403
rs4720004
rs6958571
rs7789045
rs932272
rs2066842
rs5743271
rs5743291
rs5743293
rs72796353
rs2797685
rs4495224
rs7720838
rs1893217
rs7234029
rs2631372
rs272893
rs273900
rs274551
rs10500264
rs10758669
rs3816769
rs7574865
rs3814570
rs10024216
rs10856838
rs11466657
rs4274855
rs6841698
rs7653908
rs7658893
rs4986791
rs5743836
rs1061622
rs1061624

NS
NS
0.000
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
0.002
0.036(AA VS. AC)
NS
0.005
0.043
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS

NA
NA
YES
NA
NA
NA
YES
YES
YES
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
YES
NA
NA
YES
NA
NA
NA
NA
NA
YES
YES
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA




R OR R R R R R R R R R R R R R R R R R

80 polymorphisms in 40 genes identified for paediatric UC

R R R R R R R R R R R R R R NNNNNNNRNNWWWSEDd™SNO OO0

TNFRSF1B
TNFSF15
TNFSF15
TNF-a
UGT1A1
ULK1
ULK1
ULK1
ULK1
ULK1
ULK1
ULK1
VDR
VDR
VDR
XBP1
ZMIZ1
ZNF365
ZNF365

NOD2/CARD15
NOD2/CARD15
NOD2/CARD15
IBD5

IBD5

DLG5

IL23R

TNF-a

DLG5

IBD5

IBD5

IL17F

IL23R

MDR1

PTPN2

TLR4

TNF-a
ART3/CXCL11
ATG16L1

BSN

CATT5-8
CD24

CD24

CXCL9

DEFA5

DEFA5

DEFA5

DEFA5

DLG5

DLG5

FLG

rs3397
rs3810936
rs4263839
rs1800630
rs8175347
rs10902469
rs11616018
rs12303764
rs3088051
rs3923716
rs7488085
rs7953348
rs1544410
rs731236
rs7975232
rs5762839
rs1250550
rs10761659
rs10995271

rs2066844
rs2066845
rs2066847
rs1050152

rs26313667
rs1248696
rs11209026
rs1800629

rs2289311
rs11739135

rs12521868

rs763780
rs7517847
rs1045642
rs2542151
rs4986790
rs1799724
rs6817952
rs2241880
rs9858542
rs5844572
rs3838646
rs8734
rs2276886
rs10095331
rs12682030
rs4610776
rs7017866
rs1270912
rs2165047
rs41370446

NS
0.018
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
0.010
0.007
0.001

Meta-analysis
Meta-analysis
Meta-analysis
Meta-analysis
Meta-analysis
Meta-analysis
Meta-analysis
Meta-analysis
NS/NS
NS/NS
NS/NS
NS/NS
NS/NS
NS/NS
0.043/NS
NS/NS
NS/NS
NS
NS
0.002
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS

NA
YES
YES
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
YES
YES
YES

NA
YES
NA
NA
NA
YES
YES
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA




R OR R R R R R R R R R R R R R R R R RB R R RB R R RB R R RB R R RB R R RB R R RB R R RB R R RB R R RB R R 2

29 polymorphisms in 8 genes identified for paediatric IBD

FLG

hGR

HLA, BTNL2
IBD5

IBD5

IFNG, IL22, IL26
IL2/IL21
127

IRGM
IRGM
MBL2

MIF

MST1

MYQO9B (exon 20)

NCF2
NKX2-3
NOD1/CARD4
NOD1/CARD4
NOD1/CARD4
NOD1/CARD4
NOD1/CARD4
NOD1/CARD4
NOD1/CARD4
NOD1/CARD4
NOD1/CARD4
NOD1/CARD4
NOD1/CARD4
NOD1/CARD4
PERIOD3
PPARg
PSMG1
PTGER4
PTGER4
PTGER4
PTPN2

RAC2
SLC22A4/5
SLC22A4/5
SLC22A4/5
SLC22A4/5
TLR4
TNFRSF1B
TNFRSF1B
TNFRSF1B
TNFSF15
TNFSF15
TNF-a
ZNF365
ZNF365

NOS2

rs61816761
rs41423247
rs2395185
rs17622208
rs2201841
rs1558744
rs6840978
rs1968752
rs1000113
rs4958847
Rs1800450
rs755622
rs3197999
rs1545620
rs35012521
rs11190140
rs1558066
rs2075818
rs2075820
rs2075822
rs2529445
rs2709799
rs2907748
rs2970500
rs38403
rs4720004
rs7789045
rs932272
rs2797685
rs1801282
rs2836878
rs4495224
rs4613763
rs7720838
rs7234029
rs1476002
rs272893
rs273900
rs274551
rs3792876
rs4986791
rs1061622
rs1061624
rs3397
rs4263839
rs6478108
rs361525
rs10761659
rs10995271

rs10459953

NS
NS
0.002
NS
NS
0.008
NS
0.050
NS
NS
NS
NS
0.003
NS
6.89E-03
4.00E-05
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
0.047
NS
0.013
NS
NS
2.16E-04
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
NS
4.00E-05
NS

NS

NA
NA
YES
NA
NA
NA
NA
NA
NA
NA
NA
NA
YES
YES
NA
NA
YES
NA
NA
NA
NA
NA
NA
NA
NA
YES
NA
NA
NA
NA
YES
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
NA
YES
NA

NA
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1 SLC22A4/5 rs1050152 NS NA
1 NOs2 rs11080344 NS NA
1 NOS2 rs1137933 7.40E-04 NA
1 NOSs2 rs11653716 NS NA
1 DLG5 rs1248696 NS NA
1 MYO9B (intron 20)  rs1457092 NS NA
1 MYO9B (exon 20)  rs1545620 NS NA
1 MYO9B (intron 32)  rs2279002 NS NA
1 NOs2 rs2297516 6.20E-06 NA
1 NOs2 rs2297518 NS NA
1 MYO9B (intron 28)  rs2305764 NS NA
1 MYO9B (intron 14)  rs2305767 0.039 NA
1 NOSs2 rs2314809 NS NA
1 NOs2 rs2314810 NS NA
1 SLC22A4/5 rs2631372 NS NA
1 NOs2 rs3729508 NS NA
1 NOS2 rs3730013 NS NA
1 NOs2 rs3730017 NS NA
1 NOS2 rs3794756 NS NA
1 NOS2 rs3794764 NS NA
1 PXR rs3814055 NS NA
1 PARD3 rs4379776 NS NA
1 NOs2 rs4795067 NS NA
1 MAGI2 rs6962966 NS NA
1 NOs2 rs8072199 NS NA
1 NOS2 rs944725 0.030 NA
1 MYO09B rs962917 NS NA
1 NOs2 rs9906835 NS NA

Notes:

1. Variants (highlighted in green) were reported to be significantly associated with paediatric CD in at least one candidate gene study or
GWAS accordingly.

2. For variants investigated in more than three candidate gene studies, we conducted meta-analyses; please see the p-values for
individual studies and meta-analyses in the main text and supplementary figures.

3. Meta-analyses highlighted in green mean at least one of the included studies reported significant associations; meta-analyses without
being highlighted mean none of the included studies reported significant associations

4. Genome-wide significance in GWAS was checked in GWAS catalog: https://www.ebi.ac.uk/gwas/

5. NS: No Significance; NA: Not Available

Supplementary Table S4 Linkage disequilibrium (LD) between identified variants *

SNPs rs11739135 rs12521868 rs1050152 rs2631367
rs11739135 1 0.830 0.902 0.564
rs12521868 0.830 1 0.934 0.584
rs1050152 0.902 0.934 1 0.625
rs26313667 0.564 0.584 0.625 1

* Values presented in table were r2.



Supplementary Table S5 Sensitivity analysis in dominant model by excluding study conducted in non-white population and

study violating HWE

DOMINANT MODEL: wt/var & var/var vs. wt/wt

Credibility Assessment

Gene/ No. of Venice
Variant studie Cases Controls OR P 12 Powe BFDP criteria
+/- +/- 95% Cl value 95% Cl r *
“F) ) (95% CI) (95% C1) eraded
Ethnicity (paediatric CD)
18/16 2. 1.78, 1.19E-
NOD2/rs2066844* 15 318/160 334/3721 30( 9 47(1, 81) 1.00 0.000 BAB
8 2.96) 10
78(61,
NOD2/rs2066847 15 430/1492 203/3907 5.90(3.72,9.37) 5.07E-14 93) 1.00 0.000 CAB
HWE (paediatric CD)
151 1.58E-
NOD2/rs2066844* 14 300; 314/3620 2.38(1.85, 3.07) 11 41(0, 82) 1.00 0.000 BAB
4432/183 2.02E-
;:\TGIGLI/rsZZ41880 11 867/483 8/ 0.70(0.61, 0.80) 07 0(0, 55) 1.00 0.000 BAB
HWE & Ethnicity (paediatric CD)
NOD2/rs2066844* 14 299(/) 146 310/3500  2.38(1.99, 2.84) z'ii'E' 41(0, 80) 1.00 0.000 BAA
HWE (paediatric UC)
NOD2/rs2066844 5 65/465 91/1176 1.84(1.31, 2.59) 4.83E-04 15(0, 91) 0.93 0.196 AAB

*Associations are classified as highly credible.
# Bayesian False Discovery Probability (BFDP) value were calculated at prior probability of 0.05. BFDP level of noteworthiness is 0.2.

91 Venice criteria grade for the three criteria. The first grade is for the amount of evidence assessed according to statistical power (A, 280%; B, 50%-79%; C,

<50%); the second grade is for the extent of replication assessed according to heterogeneity (12 value: A, <25%; B, 25%-50%; C, >50%); the third grade is for
protection from bias assessed according to small study effect (complete assessment of bias is difficult, no variants were graded as “A”; “B” was assigned for
studies which no small study effect was detected; otherwise, “C” was assigned).

Supplementary Table S6 Sensitivity analysis in recessive model by excluding study conducted in non-white population and

study violating HWE

RECESSIVE MODEL: var/var vs. wt/wt & wt/var

Credibility Assessment

Gene/ No. of 12 Venice
. . Cases Controls OR P Powe BFDP .
Variant studie (+/-) (+/-) (95% Cl) value (95% ) 5 criteria
s ? Cl) gradef
Ethnicity (paediatric CD)
1.54E-
NOD2/rs2066844* 12 30/1737 15/3744 4.14(2.18, 7.89) 25 0(0, 49) 0.99 0.035 AAB
18.83(8.21, 4.23E-
NOD2/rs2066847* 10 76/1370 3/3247 43 (22) 12 0(0, 57) 1.00 0.000 AAB
HWE (paediatric CD)
5.64E-
NOD2/rs2066844* 11 28/1572 12/3502 5.25(2.57, 10.74) 06 0(0, 39) 1.00 0.024 AAB
ATG16L1/rs2241880 230/112 1314/495 3.30E-
Irs 11 / / 0.74(0.63, 0.87) 0(0,60) 087  0.163 AAB
* 0 6 04
HWE & Ethnicity (paediatric CD)
5.64E-
NOD2/rs2066844* 11 28/1572 12/3502 5.25(2.57, 10.73) 06 0(0, 39) 1.00 0.024 AAB
HWE (paediatric UC)
NOD2/rs2066844 3 0/346 4/868 0.86(0.14, 5.31) 0.871 0(0, 94) 0.05 0.957 ACB

*Associations are classified as highly credible.

+ Bayesian False Discovery Probability (BFDP) value were calculated at prior probability of 0.05. BFDP level of noteworthiness is 0.2.

1 Venice criteria grade for the three criteria. The first grade is for the amount of evidence assessed according to statistical power (A, 280%; B, 50%-79%; C,
<50%); the second grade is for the extent of replication assessed according to heterogeneity (12 value: A, <25%; B, 25%-50%; C, >50%); the third grade is for
protection from bias assessed according to small study effect (complete assessment of bias is difficult, no variants were graded as “A”; “B” was assigned for
studies which no small study effect was detected; otherwise, “C” was assigned).



Supplementary Table S7 Sensitivity analysis in additive model 1 by excluding study conducted in non-white population and
study violating HWE

ADDITIVE MODEL 1: var/wt vs. wt/wt Credibility Assessment
Gene/ No. of Venice
i ; Powe BFDP o
Variant studie Cases Controls OR P 12 r o criteria
s (+/-) (+/-) (95% Cl) value (95% Cl) gradef
Ethnicity (paediatric CD)
288/160 2.14(1.80, 4.63E-
NOD2/rs2066844* 15 8 319/3721 2.56) 17 36(0, 77) 1.00 0.000 BAB
72(50,
NOD2/rs2066847 15 353/1492 199/3907 5.11(3.36,7.76)  2.06E-14 91) 1.00 0.000 CAB
HWE (paediatric CD)
272/151 2.21(1.84, 1.96E-
NOD2/rs2066844* 15 7 302/3620 2.66) 17 31(0, 79) 1.00 0.000 BAB
ATG16L1/rs2241880 3118/183 0.74(0.64, 2.90E-
* 11 637/483 8 0.85) 05 0(0, 29) 0.98 0.020 AAB
HWE & Ethnicity (paediatric CD)
271/146 2.24(1.86, 1.02E-
NOD2/rs2066844* 14 0 298/3500 2.70) 17 31(0, 77) 1.00 0.000 BAB
HWE (paediatric UC)
NOD2/rs2066844 5 0/530 4/1263 1.92(1.36,2.71) 2.07E-04 13(0, 91) 0.18 0.108 ACB

*Associations are classified as highly credible.

+ Bayesian False Discovery Probability (BFDP) value were calculated at prior probability of 0.05. BFDP level of noteworthiness is 0.2.

91 Venice criteria grade for the three criteria. The first grade is for the amount of evidence assessed according to statistical power (A, 280%; B, 50%-79%; C,

<50%); the second grade is for the extent of replication assessed according to heterogeneity (12 value: A, <25%; B, 25%-50%; C, >50%); the third grade is for
protection from bias assessed according to small study effect (complete assessment of bias is difficult, no variants were graded as “A”; “B” was assigned for
studies which no small study effect was detected; otherwise, “C” was assigned).

Supplementary Table S8 Sensitivity analysis in additive model 2 by excluding study conducted in non-white population and
study violating HWE

ADDITIVE MODEL 2: var/var vs. wt/wt Credibility Assessment
Gene/ No. of 12 Venice
. X Cases Controls OR P Powe BFDP o
Variant studie (+/-) (+/-) (95% Cl) value (95% ) o criteria
s ’ Cl) gradef
Ethnicity (paediatric CD)
274/14 .26E-
NOD2/rs2066844* 12 ; 6 307/3437 4.44(2.34, 8.43) > Og 0(0, 54) 1.00 0.016 AAB
312/105 23.42(10.20, 1.04E-
NOD2/rs2066847* 10 / 169/3078 ( 0(0, 67) 1.00 0.000 AAB
7 53.78) 13
HWE (paediatric CD)
1.76E-
NOD2/rs2066844* 11 28/1315 12/3216 5.68(2.79, 11.58) 06 0(0, 44) 1.00 0.011 AAB
ATG16L1/rs2241880 1314/183 3.41E-
. Irs 11 230/483 8/ 0.61(0.51, 0.74) 07 12(0,68) 1.00  0.001 AAB
HWE & Ethnicity (paediatric CD)
1.76E-
NOD2/rs2066844* 11 28/1315 12/3216 5.68(2.79, 11.58) 06 0(0, 44) 1.00 0.011 AAB

HWE (paediatric UC)
NOD2/rs2066844 3 0/303 4/805 0.94(0.15, 5.83) 0.950 0(0, 95) 0.05 0.957 ACB

* Associations are classified as highly credible.

+ Bayesian False Discovery Probability (BFDP) value were calculated at prior probability of 0.05. BFDP level of noteworthiness is 0.2.

91 Venice criteria grade for the three criteria. The first grade is for the amount of evidence assessed according to statistical power (A, 280%; B, 50%-79%; C,

<50%); the second grade is for the extent of replication assessed according to heterogeneity (12 value: A, <25%; B, 25%-50%; C, >50%); the third grade is for

protection from bias assessed according to small study effect (complete assessment of bias is difficult, no variants were graded as “A”; “B” was assigned for
studies which no small study effect was detected; otherwise, “C” was assigned).



Supplementary Table S9 Epigenetic studies about DNA methylation and MicroRNA expression in paediatric IBD

Authors,
Year

Subjects

Study design

Samples

Techniques

No. if loci with differential
DNA methylation or
dysregulated miRNA expression

DNA methylation studies in peripheral blood leukocyte and biopsy specimens

Adams et al, 2014
85

Harris et al, 2012
86

Harris et al, 2014
87

24 paediatric CD;
19 controls

14 paediatric CD,
8 paediatric UC,
14 controls

Discovery cohort:
10 controls,

10 Paediatric CD,
4 paediatric UC
Validation cohort:
12 controls,

5 paediatric CD,

5 paediatric UC

Case-control; Genome-

wide DNA methylation
analysis

Case-control; Genome-

wide DNA methylation
analysis

Case-control; Genome-

wide DNA methylation
analysis

miRNA expression studies in biopsy specimens

Koukos et al, 2013
88

Koukos et al,
2015 #

33 paediatric IBD
(18 active UC, 9

inactive UC and 6 CD);

12 controls

5 paediatric UC;
5 non-IBD controls

Case-control;
Assessing expression
levels of 316 miRNAs;

Testing DNA-methylation

level of MIR124

Case-control;

Peripheral blood
leukocyte

Peripheral blood
leukocyte

Colonic mucosal
biopsies

Sigmoid biopsies

Sigmoid biopsies

lllumina Human
Methylation 450
BeadChip arrays

lllumina Human
Methylation 450
BeadChip arrays

Illumina Human
Methylation 450
BeadChip arrays

RT-PCR;
quantitative
methylation-
specific PCR
analysis

RT-PCR;
miRCURY
microRNA Array
Profiling

65 CpG sites in 46 genes achieving
epigenome-wide significance

No differential methylation regions
(DMRs) associated with paediatric CD;
6 CpG sites in 5 genes displaying
methylation difference associated
with paediatric UC

108 differentially methylated genes
associated with paediatric CD;

2,243 differentially methylated genes
associated with paediatric UC;

5 dysregulated miRNA associated

paediatric UC

23 dysregulated miRNA associated
paediatric UC




Supplementary Figures S1-S57

Supplementary Figure S1 The geographic distribution of study populations. This map was generated by software ArcGIS 10.1
(www.esri.com) based on the open-accessed “World Cities” layer package provided by Eris, Delorme Publishing Company, Inc.
(http://www.arcgis.com/home/item.htmi?id=dfab3b294ab24961899b2a98e9e8cd3d).

Dominant model (var/var and var/wt vs wt/wt) Recessive (var/var vs var/wt and wt/wt)
Cases Controls Cases Controls
Author(s) and Year viviviwt wtiwt viviviwtwtiwt Odds Ratio [95% CI] Author(s) and Year viv viwttwtiwt vivv/wttwiiwt Odds Ratio [95% CI]
Tomer G, 2003 2 85 5 131 —————— 0.62[0.12, 3.25
Kugathasan S, 2005 1 57 4 120 +————————— 0.53[0.06, 4.82 Kugathasan S, 2005 1 163 4 597 -~————R————————— 0.92[0.10, 8.25]
Kugathasan S. 2005 21 143 63 538 —— 125[0.74, 2.12 Russell RK, 2005 2 165 3 242 ————— 0.98[0.16, 592]
Russell RK, 2005 18 148 24 221 —— 1.18[0.63, 2.23 Ferraris A, 2006 1 133 0 164 ~— o 3.70[0.15, 91.48]
Ferraris A, 2006 23 11 7 157 — 4.65[1.93, 11.21 i
Cucchiara S, 2007 3 153 26 321 —— 347(2.06, 5.86 Cucchiara S, 2007 5 191 1 0 B 18000105,7800]
de Ridder L, 2007 14 58 18 254 —— 341[1.60, 7.24 de Ridder L, 2007 2 70 1 271 ———— 1.74[089, 8662]
Gearry RB, 2007 20 57 12 189 — 5.53[2.55,11.99 Gearry RB, 2007 2 75 0 201 —— -+ 13.34[0.63,281.17]
gradsliy I‘?;;&%ﬁ 28 108 42 459 —— f-ij 3‘?3' ‘21-2613 Hradsky O, 2008 2 134 0 501 — = 1864[0.89,39064]
azouli M, 16 94 57 482 —— 44[0.79, 2. i i
Locher M. 2010 5 o8 . s 206[123 578 Gazouli M, 2010 2 108 2 537 ————e———  4.97[069. 3568]
Lacher M, 2010 29 142 23 230 — 2.04[1.14, 3.67 Lacher M, 2010 1 151 0 162 -—————— = 3.02[0.12, 7472]
Lacher M, 2010 37 184 23 230 —— 2.01[1.15, 3.50 Lacher M, 2010 4 167 2 251 —_—— 3.01[0.54, 16.60]
Schroepf 8. 2010 30 137 17 214 — 276[146. 519 Lacher M, 2010 4 217 2 251 — . 2.31[042, 1275]
Wagner J, 2013 12 49 5 41 —— 2.01[085, 6.17 —_—
Serbati N, 2014 0 1 2 M2 — e . 1.6 [0.00 , 43.27 Schroepf S, 2010 4 163 0 231 12.74[0.68,238.31]
FE Model - 2.23[1.88, 2.64] FE Model — 4.14(2.18, 7.89]
L | 1T 1
0.25 1.00 4.00 0.25 100  4.00
Odds Ratio (log scale) Odds Ratio (log scale)
Additive model 1 (var/wt vs wtiwt) Additive model 2 (var/var vs wt/wt)
Cases Controls Cases Controls
Author(s) and Year var/wt wt/wt var/wt wtiwt Odds Ratio [95% CI] Author(s) and Year varivar wt/wt varfvar wtiwt 0Odds Ratio [95% CI]
Tomer G, 2003 o3 85 5 131 ——————— 0.62[0.12, 325 ;
Kugathasan S, 2005 1 57 4 120 -—a————— 0.53[0.06, 4.82 Kugathasan $, 2005 1 143 4 538 ~——8—— 0.94[0.10, 8.48]
Kugathasan S. 2005 20 143 59 538 —— 128[0.74, 219 Russell RK, 2005 2 148 3 221 ——————— 1.00[0.16, 6.03]
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Cucchiara . 2007 ERT 25 a1 —a— 319186, 547 ucchiara. s, 2007 5 13 1= 10491122, 8057
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Lacher M, 2010 25 142 21 230 —a— 193(1.04, 357 Lacher, 2010 1 128 9 M2 & Wa3[0.19,18230]
Lacher M, 2010 33 184 21 230 —. 1.96[1.10, 3.51 Lacher M, 2010 4 142 2 230 — s 324[059, 17.91]
Schroepf S. 2010 26 137 17 214 —_— 2.39[1.25, 457 Lacher M, 2010 4 184 2 230 —_—-— 2.50[0.45, 13.80]
Wagner J, 2013 12 49 5 41 ——— 2.01[0.65, 6.17 L
Serbati N, 2014 Q 1 2 112 +——— 1.96[0.09 ,43.27 Schroepf §, 2010 4 137 0 214 14.04[0.75,262.82]
FE Model - 2.12[1.77, 2.52] FE Model —— 444[2.34, 843]
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Supplementary Figure S2 Forest plot of rs2066844 in paediatric CD
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Dominant model {varivar and var/wt vs wt/iwt)

Cases

Controls

Author(s) and Yearviv+viwt wtiwt viv+viwtwt/iwt

Odds Ratio [95% CI]

Tomer G, 2003 8 79 10 126 L 1.28[048, 3.37
Kugathasan S, 2005 21 144 18 583 - 4.72[245, 9.10
Russell RK, 2005 5 162 1 244 [ 7.53[0.87 , 65.06
Ferraris A, 2006 18 116 4 159 —_— 6.17[203, 1871
Cucchiara S, 2007 27 170 18 329 —-— 290[155, 542
de Ridder L, 2007 6 66 20 256 —— 1.16[045, 3.01
Gearry RB, 2007 8 69 5 196 ——y 4.54[1.44, 14.36
Hradsky O, 2008 26 110 16 485 —— 7.16[3.72, 1381
Gazouli M, 2010 19 91 7 468 —— 1.38[0.79, 239
Lacher M, 2010 15 137 4 148 —_— 4.05[1.31, 1251
Lacher M, 2010 18 153 8 245 —— 3.60[153, 849
Lacher M, 2010 26 195 8 245 —_— 4.08[1.81, 922
Schroepf S, 2010 15 152 9 222 —— 243[104, 571
Wagner J, 2010 8 64 0 98 ————————————=2596[ 1.47 . 457.60
Wagner J, 2013 7 55 0 45 ——————————1257[0.70. 22593
Serbati N. 2014 0 1 9 105 -——et—— 048[003, 885
RE Model —— 321[225, 460]
T 1
0.25 1.00 4.00
Odds Ratio (log scale)
Additive model 1 (var/wt vs wt/wt)
Cases Controls

Author(s) and Year variwt wtiwt var/wt wt/wt Odds Ratio [95% CI]
Tomer G, 2003 8 79 10 126 —_—— 1.28[048, 3.37
Kugathasan S, 2005 20 144 18 583 —— 450[232, 872
Russell RK, 2005 3 162 1 244 — 4.52[047, 43.82
Ferraris A, 2006 15 116 4 159 —_— 5.14[1.66, 1589
Cucchiara S, 2007 25 170 18 329 —— 269[143, 506
de Ridder L, 2007 6 66 18 256 —— 1.29[049, 339
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Hradsky O, 2008 25 110 15 485 ——— 7.35[375. 1440
Gazouli M, 2010 17 91 69 468 —-— 127[071, 225
Lacher M, 2010 15 137 4 148 —— 4.05[131, 1251
Lacher M, 2010 17 153 8 245 —— 3.40([143, 8.08
Lacher M, 2010 25 195 8 245 — 393[(173, 890
Schroepf S, 2010 14 152 9 222 —— 227[096, 538
Wagner J, 2010 8 64 0 98 2596 1.47 , 457.60
Wagner J, 2013 7 55 0 46 ——————=12.57[0.70 , 22593
Serbati N, 2014 0 1 8 105 e 054[003, 997
FE Model - 3.02[242, 376]

| |
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Recessive (var/var vs var/wt and wtiwt)

Cases
Author(s) and Year

Controls
viv viwt+wtiwt vivviwt+wi/wt

Odds Ratio [95% Cl]

Kugathasan S, 2005 1 164 0 601 ———e 1097[044,270.53]
Russell RK, 2005 2 165 0 245 —— 7.42[0.35,155.48]
Ferraris A, 2006 3 131 0 163 L — 8.70[0.45,170.00]
Cucchiara S, 2007 2 195 0 347 —_—— 8.89[0.42, 186.06 ]
de Ridder L, 2007 0 72 2 274 - = 0.76[0.04, 15.95]
Hradsky O, 2008 1 135 1 500 ———————— 370[0.23, 59.60]
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Schroepf S, 2010 1 166 0 23] ———— 4.17[0.17,103.03]
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Additive model 2 (varivar vs wt/iwt)
Cases Controls

Author(s) and Year varfvar wtiwt var/var wt/wt

Odds Ratio [95% CI]
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Serbati N, 2014 0 1 1
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Supplementary Figure S3 Forest plot of rs2066845 in paediatric CD

Dominant model (var/var and var/wt vs wt/wt)

Cases Controls

Author(s) and Yearvar/var wt/wt var/var wt/wt Odds Ratio [95% CI]
Sun L, 2003 20 35 4 97 — 13.86[ 4.43,43.37
Tomer G, 2003 5 82 15 121 —a—i— 049[ 0.17, 1.41
Kugathasan S, 2005 1 57 1 123 ~———F——————— 2.16[ 0.13,35.12
Kugathasan S, 2005 40 124 25 576 —— 7.43[ 4.35,12.70
Russell RK, 2005 7 160 7 238 —t— 149[ 051, 4.32
Ferraris A, 2006 19 115 4 160 —— 661[ 2.19,19.94
Cucchiara S, 2007 26 172 1 336 —— 4.62[ 2.23, 9.57
de Ridder L, 2007 10 62 20 252 —— 2.03[ 091, 4.56
Gearry RB, 2007 10 67 4 197 —_—— 7.35[ 2.23,24.22
Hradsky O, 2008 90 46 50 451 —m 17.65[11.14,27.95
Gazouli M, 2010 32 78 36 503 —— 5.73[ 3.37, 9.76
Lacher M, 2010 36 116 3 149 —_— 15.41[ 4.63,51.31
Lacher M, 2010 42 129 245 — 9.97[ 4.55,21.87
Lacher M, 2010 55 166 8 245 e 10.15[ 4.71,21.86
Schroepf S, 2010 38 129 7 224 — 943[ 4.09,21.72
Serbati N, 2014 0 1 1 13— ————————— 3.29[ 0.13,85.49
RE Model —— 5.78[ 3.67, 9.1]

— a3
0.25 100 4.00
Odds Ratio (log scale)
Additive model 1 (var/wt vs wt/wt)
Cases Controls

Author(s) and Year var/wt wt/wt var/wt wt/wt Odds Ratio [95% CI]
Sun L, 2003 1 35 4 97 — - 7.62[2.28,25.50
Tomer G, 2003 5 82 14 121 ———— 0.53[0.18, 1.52
Kugathasan S, 2005 1 57 1 123 +————————— 2.16[0.13,35.12
Kugathasan S, 2005 36 124 25 576 —— 6.69[3.88, 11.55
Russell RK, 2005 7 160 7 238 —_— 149051, 432
Ferraris A, 2006 19 115 4 160 ——— 6.61[2.19,19.94
Cucchiara S, 2007 25 172 1" 336 — 4441213, 9.24
de Ridder L, 2007 7 62 18 252 —_—— 1.58[0.63, 3.95
Gearry RB, 2007 10 67 4 197 —— 7.35[2.23,24.22
Hradsky O, 2008 66 46 50 451 —= 12.94[8.04,20.84
Gazouli M, 2010 28 78 35 503 —— 5.16[2.97, 8.95
Lacher M, 2010 34 116 3 149 — 14.56 [ 4.36 , 48.58
Lacher M, 2010 33 129 245 —— 7.83[3.52,17.46
Lacher M, 2010 43 166 8 245 —— 7.93[3.64,17.30
Schroepf S, 2010 29 129 7 224 — 7.19[3.06, 16.89
Serbati N, 2014 0 1 1 13— 3.29[0.13, 85.49
RE Model —— 5.03[3.34, 7.50]

11
0.25 100 400
Odds Ratio (log scale)

Supplementary Figure S4

Recessive (var/var vs var/wt and wt/wt)

Cases

—m—— 9.18(2.99, 28.22]

l—i—l

0.25

1.00 4.00

Qdds Ratio (log scale)

Controls
Author(s) and Year viw/wt+wtiwt viw/wt+wtiwt

Odds Ratio [95% CI]

Sun L, 2003 9 46 0 101 ———— 44726 727.75]
Kugathasan S, 2005 3 161 0 601 2667434 507.30]
Cucchiara $, 2007 1 197 0 347 526621, 130.19]
de Ridder L, 2007 3 69 2 270 —————a——— 587[ 096, 3582]
Hradsky O, 2008 24 112 0 501 —248:43143-48m3618.72]
Gazouli M, 2010 4 106 1 538 = 2930[ 205 183.44]
Lacher M, 2010 2 150 0 152 5671024, 106.41]
Lacher M, 2010 9 162 [ 253 —————— 2064, 512.73]
Lacher M, 2010 12 209 Q 253 ——————————30:251-478- 513.95]
Schroepf S, 2010 9 158 0 231 ——————————— 2775160~ 480.22]
FE Model — 54033027 |
[ —
0.25 1.00  4.00
Odds Ratio (log scale)
Additive model 2 (var/var vs wt/wt)
Cases Controls
Author(s) and Year var/vamwt/wtar/vamtiwt Odds Ratio [95% CI]
Sun L, 2003 9 35 0 97 5248-12-96—526-03 ]
Kugathasan S, 2005 3 124 ] 576 324 +-—+66—63450]
Cucchiara S, 2007 1 172 ] 336 5851024 | 144.41]
de Ridder L, 2007 3 62 2 252 ————®&—— 6.10[ 1.00, 37.28]
Hradsky O, 2008 24 46 0 451 475 FF28:47795%51 ]
Gazouli M, 2010 4 78 1 503 ————————= 25794 2.85+1 233.79 ]
Lacher M, 2010 2 116 0 149 ~42--6:31, 134.04]
Lacher M, 2010 9 129 0 245 t -80]
Lacher M, 2010 12 166 0 245 368624762686 ]
Schroepf S, 2010 9 129 0 224 32:94-14:96-—576.58
FE Model 105366, 14 |
T 1
0.25 100  4.00

Forest plot of rs2066847 in paediatric CD

Odds Ratio (log scale)



Dominant model {(var/var and var/wt vs wt/wt)

Cases Controls
Author(s) and Year viv+viwt wtiwt viviviwtwtiwt

Odds Ratio [95% CI]

Wagner J, 2010 29 42 33 65 che 1.36[0.72,2.56 )
Wagner J, 2013 27 34 15 31 B 1.64[0.74,364]
Jakobsen C, 2014 92 152 157 386 - 1.49(1.08,205]
FE Model - 1.48(1.13,1.94]
T 1
025 100 400

Additive model 1 (var/wt vs wt/wt)

Odds Ratio (log scale)

Recessive (var/var vs varfwt and wt/wt)

Cases Controls

Author(s) and Year viv viwt+wt/wt vivviwt+wtiwt

Odds Ratio [95% CI]

Wagner J, 2010 9 62 0 98 —————89.94 [ 1.71, 5623.61]
Jakobsen C. 2014 " 233 13 530 v-‘—l—< 192(0.85, 4.36]
FE Model —— 3.28(1.59, 6.79]
| I —
025 1.00 4.00

Odds Ratio (log scale)

Additive model 2 (var/var vs wtiwt)

Cases Controls Cases Controls
Author(s) and Year var/wt wt/wt var/wt wt/wt Odds Ratio [95% CI] Author(s) and Year var/var wtiwt var/var wt/wt Odds Ratio [95% CI]
Wagner J, 2010 20 42 33 65 —— 0.94[0.48,1.85] Wagner J, 2010 9 42 0 65 ————————————+29.28 [ 1.66 , 516.40]
Jakobsen C, 2014 81 152 144 386 i 1.43(1.03,1.99] Jakobsen C, 2014 11 152 13 386 e 215[0.94, 4.90]
FE Model - 1.31[0.98,1.77] FE Model —— 358[1.71, 7.51]
0.25 1.00 4.00 0.25 100 4.00

Odds Ratio (log scale)

Odds Ratio (log scale)

Supplementary Figure S5 Forest plot of rs5743289 in paediatric CD

Dominant model (var/var and variwt vs wt/iwt)

Cases Controls

Author(s) and Year var/var wtiwt varivar wtiwt Odds Ratio [95% CI]
Glas J, 2007 1 52 182 1199  me——i 0.13[0.02,0.92]
Roberts RL, 2007 1 51 75 516 ~w-—————— 0.13[0.02,0.99]
Van Limbergen J. 2007 14 219 38 304 —— 0.51[0.27,097]
Leshinsky SE, 2007 7 136 16 141 — 045[0.18, 1.14]
Latiano A, 2008 10 173 92 634 —— 0.40([0.20,0.78]
Ferguson LR, 2010 1 29 80 553 -—— 0.24[0.03,.1.77]
Gazouli M, 2010 5 105 81 458 -— 0.27[0.11,068]
Lacher M, 2010 8 213 35 218 -l 0.23[0.11,052)
Wagner J, 2010 3 68 15 83 -—— 0.24[0.07,0.88]
Wagner J, 2013 4 58 9 37 — 0.28[0.08,0.99]
FE Model — 0.32[0.23,0.43]

| —
0.25 1.00 4.00
Odds Ratio (log scale)
Additive model 1 (var/wt vs wt/wt)
Cases Controls

Author(s) and Year var/wt wt/wt var/wt wt/wt Odds Ratio [95% CI]
Glas J, 2007 1 52 176 1199 se— 0.13[0.02,0.95]
Roberts RL, 2007 1 51 72 516 ~ w-————— 0.14[0.02, 1.03]
Van Limbergen J, 2007 14 219 38 304 —— 0.51[0.27,097])
Leshinsky SE, 2007 7 136 14 141 —_— 0.52(0.20, 1.32]
Latiano A, 2008 10 173 91 634 —— 0.40[0.21,0.79]
Ferguson LR, 2010 1 29 75 553 >— 0.25[0.03,1.89]
Gazouli M, 2010 5 105 79 458  -—a— 0.28[0.11,0.70]
Lacher M, 2010 8 213 34 218 — 0.24[0.11,053)
Wagner J, 2010 3 68 15 83 -— 0.24[0.07.0.88]
Wagner J, 2013 4 58 9 37 -— 0.28[0.08.0.99]
FE Model - 033[024.044]

Supplementary Figure S6

| I B

025 1.00 4.00

Odds Ratio (log scale)

Recessive (varivar vs var/wt and wt/wt)

Cases Controls

Author(s) and Year  vivviwt+wtiwt vivviwt+wtiwt

Odds Ratio [95% CI]

1375 ~————— @

Glas J, 2007 0 53 6 1.98[0.11,35.56]
Roberts RL, 2007 0o 52 3 588 = 160[0.08,31.42]
Leshinsky SE, 2007 0 143 2 155 me——+ o 0.22[0.01, 4.55]
Latiano A, 2008 0 183 1 725 +———— 1.32[0.05,32.48]
Ferguson LR, 2010 0 30 5 628 ———— @ 1.87[0.10, 34.66 ]
Gazouli M, 2010 0 110 2 537 ._._. 0.97[0.05,20.40]
Lacher M, 2010 0 221 .} 252 -——it——— 0.38[0.02, 9.38]
RE Model ———— 097[031, 3.04]

i
025 1.00 4.00
Odds Ratio (log scale)
Additive model 2 (varivar vs wt/wt)
Cases Controls

Author(s) and Year var/var wt/wt var/var wt/wt

Odds Ratio [95% CI]

Glas J, 2007 0 52 6 1199 *+— 1.76[0.10,31.61]
Roberts RL, 2007 0 51 3 516 —— 88— 1.43[007,28.12]
Leshinsky SE, 2007 0 136 2 141 to————— 0.21[0.01, 436]
Latiano A, 2008 o m 1 8% e 122(0.05,30.06]
Ferguson LR, 2010 0 29 5 553 -——I—’ 1.71[0.09,31.58]
Gazouli M, 2010 0 105 2 458 ——O‘—— 0.87[0.04,1824]
Lacher M, 2010 0 213 1 218w ————— 034001, 842]
RE Model 088[0.28, 2.76]

025

1.00

4.00

Odds Ratio (log scale)

Forest plot of rs11209026 in paediatric CD



Dominant model (var/var and var/wt vs wt/wt)

Cases
Author(s) and Year viv+viwt wtiwt viv+viwtwi/wt

Controls

Odds Ratio [95% CI]

Recessive (var/var vs var/wt and wt/wt)

Author(s) and Year

Cases

Controls

viv viwt+wiiwt vivviwt+wtiwt

Odds Ratio [95% CI]

Latiano A, 2008 90 93 436 280 —— 0.62[0.45,0.86] Latiano A, 2008 10 173 108 608 -E— 0.33[0.17,064]
Ferguson LR, 2010 17 13 255 113 ———i 0.58[0.27,1.23] Ferguson LR, 2010 3 27 72 296 =——i— 0.46(0.13,1.55]
Lacher M, 2010 140 81 175 78 —=h 0.77[0.53,1.13] Lacher M, 2010 39 182 50 203 — 0.87[0.55,1.38]
Wagner J, 2013 36 26 33 13 ~—< 0.55[0.24,1.23] Wagner J, 2013 8 54 10 36 -— 0.53[0.19,1.48]
FE Model - 0.66[0.53,0.83] FE Model —~—— 0.57[0.41,0.79]
p ;
0.25 1.00 4.00 0.25 1.00  4.00
Odds Ratio (log scale) Odds Ratio (log scale)
Additive model 1 (var/wt vs wtiwt) Additive model 2 (var/var vs wt/wt)
Cases Controls Cases Controls
Author(s) and Year var/wt wt/wt var/wt wtiwt Odds Ratio [95% Cl] Author(s) and Year varivar wtiwt var/var wt/wt 0Odds Ratio [95% CI]
Latiano A, 2008 80 93 328 280 - 0.73[0.52,1.03] Latiano A, 2008 10 93 108 280 W— 0.28(0.14,0.56 ]
Ferguson LR, 2010 14 13 183 113 -—< 0.66[0.30,1.47] Ferguson LR, 2010 3 13 72 113 <—< 0.36[0.10,1.32]
Lacher M, 2010 101 81 125 78 '—¢—< 0.78(0.52,1.17] Lacher M, 2010 39 81 50 78 ~—l—¢ 0.75[0.45,1.27]
Wagner J, 2013 28 26 23 13 '—' 061[0.26.145] Wagner J, 2013 8 26 10 13 -— 0.40[0.13,1.26]
FE Model - 0.73[0.58.0.93] FE Model ——— 0.47 [0.32.0.67]
; i
0.25 1.00 4.00 0.25 100 4.00

QOdds Ratio (log scale)

Supplementary Figure S7 Forest plot of rs7517847 in paediatric CD

Dominant model (var/var and var/wt vs wt/wt)

Cases
Author(s) and Year viv+viwt wtiwt viv+viwtwt/wt

Controls

Odds Ratio [95% CI]

Recessive (var/var vs var/wt and wtiwt)

Cases

Author(s) and Year

Odds Ratio (log scale)

Controls
viv viwt+wtiwt vivviwt+wi/iwt

Odds Ratio [95% CI]

Russell RK, 2006 149 51 171 85 l—I—< 145[0.96,2.19] Russell RK, 2006 42 158 39 217 i 1.48[0.91,2.39]
Cucchiara S, 2007 133 58 230 117 1.17[0.80, 1.71] Cucchiara S, 2007 40 151 55 292 i 1.41[0.89,2.21]
Tomer G, 2009 65 18 48 25 188[0.92,3583) Tomer G, 2009 18 65 8 65 —_— 2.25[0.91,5.54]
Wagner J, 2013 32 30 30 16 0.57[0.26,1.25] Wagner J, 2013 6 56 8 38 - 0.51[0.16, 1.58]
FE Model - 1.24[0.97,159] FE Model e 1.41[1.05,1.89]
0.25 1.00 4.00 025 1.00 4.00
Odds Ratio (log scale) QOdds Ratio (log scale)
Additive model 1 (variwt vs wt/wt) Additive model 2 (var/var vs wt/wt)
Cases Controls Cases Controls
Author(s) and Year varfwt wtiwt var/wt wi/wt Odds Ratio [95% Cl] Author(s) and Year var/var wtiwt varivar wtiwt Odds Ratio [95% CI]
Russell RK, 2006 107 51 132 85 -—-— 135(0.88.208] Russell RK, 2006 42 51 39 85 —— 179[1.03,3.13]
Cucchiara S, 2007 93 58 175 117 —— 1.07[0.72, 1.60] Cucchiara S, 2007 40 58 55 17 - 1.47[0.88,245]
Tomer G, 2009 47 18 40 25 —_— 1.63[0.78,3.41] Tomer G, 2009 18 18 8 25 — 3.12[1.12,8.75]
Wagner J, 2013 26 30 22 16 —_— 0.63[0.27,1.45] Wagner J, 2013 6 30 8 16— 0.40[0.12,1.35]
FE Model - 1.17[0.80, 1.51] FE Model — 1.55[1.11,2.17]
—— —
0.25 1.00 4.00 0.25 1.00 4.00

Odds Ratio (log scale)

Supplementary Figure S8 Forest plot of rs11739135 in paediatric CD

Odds Ratio (log scale)



Dominant model (var/var and var/wt vs wt/wt)

Cases

Controls
Author(s) and Year viviviwt wtiwt viviviwtwtiwt

Odds Ratio [95% CI]

Recessive (var/var vs var/wt and wt/wt)

Cases Controls

Author(s) and Year viv viwt+twtiwt vivviwttwiiwt

Odds Ratio [95% CI]

Russell RK, 2006 150 50 176 80 - 1.36[0.90,207] Russell RK, 2006 47 153 39 217 —a— 1.71[1.07,2.74]
Cucchiara §, 2007 133 58 226 121 —— 1.23[0.84,1.79] Cucchiara 8, 2007 44 147 50 297 —.— 1.78[1.13,2.79]
Tomer G, 2009 63 20 43 30 —_— 220[1.11,436] Tomer G, 2009 17 66 8 65 _— 2.09[0.84,5.19]
Wagner J, 2013 43 19 32 14 —_— 0.989[043,2.27] Wagner J, 2013 12 50 9 57 —_— 1.52[0.59,3.91]
FE Model - 1.35[1.05,1.73] FE Model - 176 [1.31,2.35]
T 1 T 1
0.25 1.00 4.00 0.25 1.00 4.00
Odds Ratio (log scale) Odds Ratio (log scale)
Additive model 1 (var/iwt vs wtiwt) Additive model 2 (var/var vs wt/wt)
Cases Controls Cases Controls
Author(s) and Year var/wt wt/wt variwt wt/wt Odds Ratio [95% CI] Author(s) and Year var/var wt/wt varfvar wt/wt Odds Ratio [95% Cl]
Russell RK, 2006 103 50 137 80 —.— 1.20[0.78,1.86] Russell RK, 2006 47 50 39 80 —.— 1.93[1.11,3.35]
Cucchiara S, 2007 89 58 176 121 —.— 1.05[0.70, 1.58] Cucchiara S, 2007 44 58 50 121 —— 1.84[1.10,3.06]
Tomer G, 2009 46 20 35 30 — 1.97[0.96,4.04] Tomer G, 2009 17 20 8 30 — 3.19[1.16,8.78]
Wagner J, 2013 31 19 23 14 —_— 0.99[0.41,238] Wagner J, 2013 12 19 9 14 @ —— 0.98[0.33,2.97]
FE Model - 1.20[092,1.55] FE Model —-— 1.88[1.34,2.62]
| — 11
0.25 1.00 4.00 025 1.00 4.00
Odds Ratio (log scale) Odds Ratio (log scale)

Supplementary Figure S9 Forest plot of rs12521868 in paediatric CD

Dominant model (varfvar and variwt vs wtiwt)

Cases Controls
Author(s) and Year viv+viwt wtiwt viv+viwtwtiwt Odds Ratio [95% CI]
Russell RK, 2006 20 180 23 233 —_— 1.13[0860,211]
Tomer G, 2009 7 12 49 24 — 2.90(1.32,6.34]
Jakobsen C, 2014 177 67 367 176 il 127[091,177]
FE Model —_— 1.38[1.05,1.81]
| I B
025 1.00 4.00
Odds Ratio (log scale)
Additive model 1 (var/wt vs wt/wt)
Cases Controls
Author(s) and Year var/wt wtiwt var/wt wtiwt Odds Ratio [95% CI]
Russell RK, 2006 20 180 23 233 — 1.13[0.60,2.11]
Tomer G, 2009 49 12 33 24 — 2.97(131,6.75]
Jakobsen C, 2014 122 67 266 176 il 120(0.85,172]
FE Model -~ 1.33[1.00,1.78]
| A B
025 1.00 4.00

Odds Ratio (log scale)

Recessive (varfvar vs var/wt and wt/wt)

Cases Controls

Author(s) and Year viv viwt+wt/wt vivviwt+wi/wt

0Odds Ratio [95% CI]

Tomer G, 2009 2 61 16 1.28(0.61,269]
Jakobsen C, 2014 55 188 101 442 i 1.28(0.88,1.85]
FE Model - 128(092,178]
i
025 100 400

Odds Ratio (log scale)

Additive model 2 (varfvar vs wtiwt)

Cases Controls
Author(s) and Year var/var wt/wt var/var wt/wt

Odds Ratio [95% CI]

Tomer G, 2009 2 12 16 2.75[1.07,7.08]
Jakobsen C, 2014 55 67 101 176 e 1.43[0.93,220]
FE Model — 161[1.09,237]
T
025 100 400

Odds Ratio (log scale)

Supplementary Figure S10 Forest plot of rs17622208 in paediatric CD



Dominant model (var/fvar and var/wt vs wtfwt)

Recessive (varfvar vs variwt and wt/wt)

Cases Controls Cases Controls

Author(s) and Year viv+viwt wtiwt viv+viwtwtiwt Odds Ratio [95% CI] Author(s) and Year viv viwt+wtiwt vivviwt+wtiwt Odds Ratio [95% CI]
Ferraris A, 2006 98 36 107 53 -——'—- 1.35[0.81.2.23] Ferraris A, 2006 26 108 26 134 -—-—l—< 1.24[0.68,2.26]
Russell RK, 2006 149 51 179 77 —— 1.26[0.83.1.90] Russell RK, 2006 49 151 41 215 —— 1.70[1.07,2.71]
Cucchiara S, 2007 121 52 235 112 —— 1.11[0.75.1.65] Cucchiara S, 2007 42 131 57 290 —— 1.63[1.04,2.56]
de Ridder L, 2007 52 24 205 88 —— 0.93[0.54.160] de Ridder L, 2007 14 62 55 238 —a 0981051, 1.87]
Tomer G, 2009 63 20 44 29 — 208[1.04.4.13] Tomer G, 2008 15 68 8 65 —_— 1.79[0.71,4.51]
Repnik K, 2011 21 9 203 96 —_— 1.10[0.49.250] Repnik K, 2011 9 21 45 254 e 242[1.04.5.62]
Wagner J, 2013 43 18 3 13 —_— 0.94[0.40.2.19] Wagner J, 2013 13 48 10 36 —_— 0.98[0.38,247]
FE Model - 1.20[0.98,1.47] FE Model - 148[1.17.1.86]

| | T 1
0.25 1.00 4.00 0.25 1.00 4.00
Odds Ratio (log scale) Odds Ratio (log scale)
Additive model 1 (var/wt vs wt/wt) Additive model 2 (varivar vs wt/wt)
Cases Controls Cases Controls

Author(s) and Year variwt wtiwt var/wt wtiwt QOdds Ratio [95% CI] Author(s) and Year varivar wt/wt var/var wtiwt Odds Ratio [95% CI]
Ferraris A, 2006 72 36 81 53 -—-,—-—~ 131[0.77.222] Ferraris A, 2006 26 36 26 53 ——— 147[074.293]
Russell RK, 2006 100 51 138 77 e 1.09[0.71,1.69] Russell RK, 2006 49 51 41 77 —— 1.80[1.05,3.11]
Cucchiara 8, 2007 79 52 178 112 —— 0.96[0.63.1.46] Cucchiara S, 2007 42 52 57 112 —8— 1.59[0.95,2.66]
de Ridder L, 2007 38 24 150 88 »—-—- 093[0.52.1.65] de Ridder L, 2007 14 24 55 88 — 0.93[045,1.96]
Tomer G, 2009 48 20 36 29 i 1.93[0.95.3.95] Tomer G, 2009 15 20 8 29 — 272097 ,7.62]
Repnik K, 2011 12 9 158 9% 0.81[0.33.1.99] Repnik K, 2011 9 9 45 96 —_—— 213[079,5.74]
Wagner J, 2013 30 18 23 13 —_— 094[038,231] Wagner J. 2013 13 18 10 13— 094[0.32,279]
FE Model - 1.09[0.88.1.35] FE Model - 1.55[1.18,2.02]

1 1 1 1

025 100 4.00

QOdds Ratio (log scale)

Supplementary Figure S11 Forest plot of rs1050152 in paediatric CD

Dominant model (var/var and var/fwt vs wt/wt)

Recessive (var/var vs varfwt and wt/wt)

025 1.00 4.00

QOdds Ratio (log scale)

Cases Controls Cases Controls

Author(s) and Year vivtviwt wtiwt viviviwtwtiwt 0Odds Ratio [95% CI] Author(s) and Year viv viwttwitiwt vivv/wttwtiwt Odds Ratio [95% CI]
Ferraris A, 2006 106 28 118 42 —— 1.35[0.78,2.32] Ferraris A, 2006 35 99 35 125 . - 1.26[0.74,2.16]
Russell RK, 2006 159 41 186 70 —-— 146[094,227] Russell RK. 2006 60 140 59 197 - — 143[0.94,2.18]
Cucchiara S, 2007 134 38 255 92 —H— 1.27[0.83,1.96] Cucchiara S, 2007 50 122 72 275 —— 1.57[1.03,2.38]
de Ridder L, 2007 50 14 21 70 —— 1.18[062,227] de Ridder L, 2007 18 46 66 215 —— 1.27[0.69,2.35]
Tomer G, 2009 68 15 49 24 — 222[1.06.4.66] Tomer G, 2009 23 80 15 58 o 1.48[0.70,3.12]
FE Model - 140[1.11,1.77] FE Model - 1.42[1.13,1.78]

T 1 | D |
0.25 1.00 4.00 0.25 1.00 4.00
Qdds Ratio (log scale) Odds Ratio (log scale)
Additive model 1 (var/iwt vs wtiwt) Additive model 2 (var/var vs wt/wt)
Cases Controls Cases Controls

Author(s) and Year var/wt wt/wt variwt wtiwt Odds Ratio [95% CI] Author(s) and Year var/var wt/wt varfvar wt/wt Odds Ratio [95% Cl]
Ferraris A, 2006 7 28 83 42 —— 1.28[072,228] Ferraris A, 2006 35 28 35 42 ——— 1.50[0.77,2.93]
Russell RK, 2006 99 41 127 70 - 1.33[0.83,2.12] Russell RK, 2006 60 41 59 70 —— 1.74[1.03,2.94]
Cucchiara S, 2007 84 38 183 92 —m— 1.11[0.70, 1.76] CGucchiara S, 2007 50 38 72 92 —— 1.68[1.00,2.84]
de Ridder L, 2007 32 14 145 70 —— 1.10[0.55,2.20] de Ridder L, 2007 18 14 86 70 ——— 1.36[0.63,2.96]
Tomer G, 2009 45 15 34 2 — 212[0.97,464] Tomer G, 2009 23 15 15 24 — 245[0.98,6.13]
FE Model - 1.28[1.00,1.64] FE Model - 1.68[1.26,2.23]

1 1 E & A
025 100 400 025 100 400

Odds Ratio (log scale)

Supplementary Figure S12 Forest plot of rs26313667 in paediatric CD

QOdds Ratio (log scale)



Dominant model (var/var and var/wt vs wtiwt)

Cases Controls
Author(s) and Year vivtviwtwtiwt viv+viwtwtiwt

Odds Ratio [95% Cl]

Recessive (var/var vs var/wt and wt/wt)

Author(s) and Year

Cases Controls
vivviwt+wtiwt  vivviwt+wtiwt

0Odds Ratio [95% CI]

Baldassano RN, 2007 84 58 203 78 —— 0.56[0.36,0.85] Baldassano RN, 2007 19 123 67 214 —e— 0.49[0.28,0.86]
Cummings JR, 2007 43 28 747 443 — 0.91(0.56,1.49] Cummings JR, 2007 10 61 181 1009 —_— 0.91[046,1.82]
Roberts RL, 2007 39 16 418 130 s 0.76 [0.41,1.40] Roberts RL, 2007 9 46 134 415 ——e—ix 0.61[0.29,1.27]
Glas J, 2008 31 18 1182 433  —a—x 0.63[0.35,1.14] Glas J. 2008 9 40 375 1240 ——e—— 0.74[0.36, 1.55]
Latiano A, 2008 114 62 535 214 —i 0.74[0.52,1.04] Latiano A, 2008 33 143 159 580 —— 0.86[0.56,1.30]
Perricone C. 2008 13 7 106 54 —_— 0.95[0.36,251] Perricone C. 2008 4 16 30 130 ———— 1.08[0.34,347]
Van Limbergen J, 2008 189 80 247 98 —— 0.94 (0,66, 1.33] Van Limbergen J, 2008 58 211 7 274 —— 1.06[0.72, 1.57]
Lacher M, 2009 92 60 184 69 —— 0.57[0.38,0.88] Lacher M, 2009 19 133 56 197 —a— 0.50[0.29,0.88]
Gazouli M, 2010 62 48 378 161  —=— 0.55(0.36,0.84 ] Gazouli M, 2010 17 93 104 435 ——— 0.76[0.44,1.34]
Wagner J, 2013 44 18 35 1 ——— 0.77[0.32,1.84) Wagner J, 2013 13 49 12 34 —_— 0.75[0.31,1.85]
Serbati N, 2014 8 2 85 30  —— 1.41[0.28,7.02] Serbati N, 2014 0 10 9 106 ——e——t——— 0.53[0.03,9.84]
Jakobsen C, 2014 156 88 396 147 — 0.66(0.48,0.91] Jakobsen C, 2014 39 205 125 418 —— 0.64[0.43,0.95]
FE Model - 0.70(0.62,081] FE Model - 0.73[0.62,0.87]
1 1 .
0.25 1.00 4.00 025 1.00 4.00
Odds Ratio (log scale) Odds Ratio (log scale)
Additive model 1 (var/wt vs wt/wt) Additive model 2 (varivar vs wt/wt)
Cases Controls Cases Controls

Author(s) and Year var/wt wtiwt variwt wtiwt Odds Ratio [95% CI] Author(s) and Year varifvar wtiwt var/var wtiwt Odds Ratio [95% CI]
Baldassano RN, 2007 65 58 136 78 —a— 0.64[0.41,1.01] Baldassano RN, 2007 19 58 67 78 -m— 0.38[0.21, 0.70]
Cummings JR, 2007 33 28 566 443 — 092[0.55,155] Cummings JR, 2007 10 28 181 443 ——— 087[042, 1.84]
Roberts RL, 2007 30 16 285 130 —— 0.86(0.45,1.62] Roberts RL, 2007 9 16 134 130 -—e—= 055[0.23, 1.28]
Glas J, 2008 22 18 807 433 e 0.66(0.35,1.24] Glas J, 2008 9 18 375 433 ——e—— 058[0.26, 1.30]
Latiano A, 2008 81 62 376 214 —— 0.74(0.51,1.08] Latiano A, 2008 33 62 159 214 e 0.72[045, 1.15]
Perricone C, 2008 9 7 76 54 —_— 0.91[0.32,260] Perricone C, 2008 4 7 30 54— 1.03[0.28, 3.80]
Van Limbergen J, 2008 131 80 176 98 - 0.91[0.63,1.32] Van Limbergen J, 2008 58 80 7 98 —— 1.00[0.63, 1.58]
Lacher M, 2009 73 60 128 69 —— 0.66 [0.42,1.03] Lacher M, 2009 19 60 56 69 —m— i 0.39[0.21, 0.73]
Gazouli M, 2010 45 48 274 1861 —=— 0.55[0.35,0.86 ] Gazouli M, 2010 17 48 104 1861 —=— 0.55[0.30, 1.00]
Wagner J, 2013 31 18 23 1 —_— 0.82[0.33,2.07] Wagner J, 2013 13 18 12 1 0.66[0.22. 1.96]
Serbati N. 2014 8 2 76 30 ——— 1.58 [0.32,7.87] Serbati N, 2014 0 2 9 30— 0.64[0.03,14.58]
Jakobsen C, 2014 17 88 271 147 —.— 0.72[0.51,1.02] Jakobsen C, 2014 39 88 125 147 —m— 052[0.33, 0.81]
FE Model - 0.74 (0.64,0.86 ] FE Model - 0.61[0.51, 0.74]

| — I FR
025 1.00 4.00 0.25 1.00 4.00
Odds Ratio (log scale) Odds Ratio (log scale)

Supplementary Figure S13 Forest plot of rs2241880 in paediatric CD

Dominant model (varfvar and var/wt vs wt/wt) Recessive (var/var vs var/wt and wt/wt)

Cases Controls Cases Controls

Author(s) and Year viviviwt wtiwt viviviwtwt/wt

0Odds Ratio [95% CI]

Author(s) and Year

viv viwttwtiwt vivviwt+wt/wt

0Odds Ratio [95% CI]

Ferraris A, 2006 22 112 29 131 »—-~ 0.89[048,1.63] Ferraris A, 2006 1 133 3 157 ~————— 0.39[0.04, 383]
Cucchiara S, 2007 17 148 59 288 -—'—4 0.56[0.32,1.00] Cucchiara S, 2007 1 164 2 345 ——————= 1.05[0.09, 11.68]
de Ridder L, 2007 13 53 66 227 -—fH 0.84[043,1.64] de Ridder L, 2007 0 66 5 283 ~#————= 0.39[0.02, 7.22]
Wagner J, 2013 14 48 8 38 —_— 1.39[0.53,3.64] Wagner J, 2013 1 61 0 46 — 2.27[0.09, 56.95]
FE Model .r 0.79[0.57,1.09] FE Model ————— 0.56 [0.14, 2.26]
0.25 1.00 4.00 0.25 1.00  4.00
Odds Ratio (log scale) QOdds Ratio (log scale)
Additive model 1 (var/wt vs wt/wt) Additive model 2 (var/var vs wt/wt)
Cases Controls Cases Controls
Author(s) and Year var/wt wtiwt var/wt wtiwt Odds Ratio [95% CI] Author(s) and Year var/var wt/wt varivar wt/wt Odds Ratio [95% Cl]
Ferraris A, 2006 21 112 26 131 v—-—< 0.94[050,1.77] Ferraris A, 2006 1 112 3 131 ——— 0.39[0.04, 380]
Cucchiara S, 2007 16 148 57 288 ———I—o 0.55[0.30,0.98] Cucchiara S, 2007 1 148 2 283 ——————= 0.97[0.09, 10.82]
de Ridder L, 2007 13 53 61 227 -—-— 0.91[047,1.78] de Ridder L, 2007 0 53 5 207 ~m——— - 0.39[0.02, 7.10]
Wagner J, 2013 13 48 8 38 -—-—< 1.29[048,3.42] Wagner J, 2013 1 48 0 38 2.38[0.09,60.11]
FE Model ’ 0.80[0.57 ,1.12] FE Model ——— 0.55[0.14, 2.21]
l—i—| T 1
0.25 1.00 4.00 0.25 1.00  4.00
Odds Ratio (log scale) QOdds Ratio (log scale)

Supplementary Figure S14 Forest plot of rs1248696 in paediatric CD



Dominant model (varivar and var/wt vs wt/wt)

Cases

Controls

Author(s) and Year vivtviwt wtiwt viviviwtwtiwt

Odds Ratio [95% Cl]

Recessive (var/var vs var/wt and wtiwt)

Cases
Author(s) and Year

Controls

viv viwt+wtiwt vivviwt+wiiwt

Odds Ratio [95% CI]

Browning BL, 2007 15 23 237 178 ~—m—i 0.49[0.25,097] Browning BL, 2007 2 36 52 363 0.39[0.09,1.66]
de Ridder L, 2007 36 29 169 120 -—I— 0.88(0.51,152] de Ridder L, 2007 5 60 43 246 c—l——i-- 048[0.18,1.26]
Wagner J, 2013 34 28 25 21 -—v— 1.02(0.47,219] Wagner J, 2013 7 55 5 41 ._,_. 1.04[031,352)
FE Model - 0.76[0.53,1.10] FE Model -—- 0.55[0.29,1.06]
d :
025 1.00 4.00 025 1.00 4.00
Odds Ratio (log scale) Odds Ratio (log scale)
Additive model 1 (var/wt vs wt/wt) Additive model 2 (varivar vs wtiwt)
Cases Controls Cases Controls
Author(s) and Year variwt wtiwt variwt wtiwt Odds Ratio [95% Cl] Author(s) and Year var/var wtiwt varivar wt/wt Odds Ratio [95% CI]
Browning BL, 2007 13 23 185 178 —m—n 054[0.27,1.11] Browning BL, 2007 2 23 52 178 -— 0.30[0.07,1.30]
de Ridder L, 2007 31 29 126 120 —— 1.02[0.58,1.79] de Ridder L, 2007 5 29 43 120 ~——i— 048[0.18,1.32]
Wagner J, 2013 27 28 20 21 —_— 1.01[045,227] Wagner J, 2013 7 28 5 21 -—-—- 1.05[029,3.77]
FE Model — 0.84[0.57,1.23] FE Model ——— 051[0.26,1.01]
i 3
0.25 1.00 4.00 0.25 1.00 4.00
Odds Ratio (log scale) Odds Ratio (log scale)

Supplementary Figure S15 Forest plot of rs2289311 in paediatric CD

Dominant model (var/var and var/wt vs wtiwt)

Recessive (varivar vs var/wt and wt/wt)

Cases Controls Cases Controls
Author(s) and Year viv+viwt wtiwt viv+viwtwtiwt Odds Ratio [95% CI] Author(s) and Year viv viwt+wtiwt vivviwt+wt/wt Odds Ratio [95% CI]
Wagner J, 2010 38 32 38 55 -—4—« 1.72[092,321] Wagner J, 2010 7 83 5 88 1.96[0.59, 6.44 ]
Latiano A, 2011 123 172 246 320 0.93[0.70.1.24] Latiano A, 2011 10 285 43 523 0.43[0.21,086]
Wagner J, 2013 32 28 21 25 1.36[0.63,294] Wagner J, 2013 6 54 3 43 1.59[0.38,6.74]
FE Model - 1.06[0.83, 1.36] RE Model 0.98[0.33,2.91]
[—‘i—] T 1
0.25 1.00 4.00 0.25 100 4.00
Odds Ratio (log scale) Odds Ratio (log scale)
Additive model 1 (variwt vs wtiwt) Additive model 2 (varivar vs wt/wt)
Cases Controls Cases Controls
Author(s) and Year variwt wtiwt variwt witiwt Odds Ratio [95% Cl] Author(s) and Year varfvar wtiwt varfvar wt/wt Odds Ratio [95% Cl]
Wagner J, 2010 31 32 33 55 —-— 161[0.84.3.11] Wagner J. 2010 7 32 5 241[071,821]
Latiano A, 2011 13 172 203 320 : 1.04[0.77,1.39] Latiano A, 2011 10 172 43 0.43[0.21,0.88]
Wagner J. 2013 26 28 18 25 1.29[0.58.2.89] Wagner J. 2013 6 28 3 179040, 7.90]
FE Model - 1.13[0.88,1.46] RE Model 1.10[0.33,3.72]
e — 1 1
025 1.00 4.00 025 100 400

Odds Ratio (log scale)

Supplementary Figure S16 Forest plot of rs2836878 in paediatric CD

Odds Ratio (log scale)



Dominant model (var/var and var/wt vs wt/wt)

Cases

Controls

Author(s) and Year viv+viwt wtiwt viviviwtwtiwt

Odds Ratio [95% Cl]

Recessive (var/var vs var/wt and wt/wt)

Cases
Author(s) and Year

Controls
viv viwt+wtiwt vivwiwt+wiiwt

Odds Ratio [95% CI]

Levine A, 2005 13 87 14 84 ——— 0.90[0.40,202]

i Skora J, 2006 0 46 1 81 : 0.58(0.02, 14.63]

Skora J, 2006 8 38 " 7 —_— 1.36 [0.50,3.67 ] i
Cucchiara S, 2007 5 183 2 345 e 4.71[0.91,24.53)

Cucchiara S, 2007 51 137 39 308 P 2.94(1.85,4.67] H
i Ferguson LR, 2008 3 36 10 405 e 3.37(0.89,12.82)

Ferguson LR, 2008 17 22 133 282 —— 1.64[0.84,3.19] H
Hradsky O, 2008 65 7o o120 381 - 291(1.96,431] Himdsky. Q12000 L " 42201791040
RE Model | ——— 1.98(1.29,3.03] FE Model ———— 379(1.96, 7.32]

025 1.00 4.00 025 1.00 4.00
Odds Ratio (log scale) Odds Ratio (log scale)
Additive model 1 (var/wt vs wt/wt) Additive model 2 (varivar vs wtiwt)
Cases Controls Cases Controls
Author(s) and Year var/iwt wtiwt variwt wtiwt Odds Ratio [95% Cl] Author(s) and Year var/var wtiwt varivar wt/wt Odds Ratio [95% CI]

Levine A, 2005 13 87 14 84 e 0.90[0.40,2.02]
Skora J, 2006 0 38 1 N e—— 0.62(0.02, 15.56 ]

Skora J, 2006 8 38 10 7 B — 1.49(0.54,4.10] :
i Cucchiara 8, 2007 5 137 2 308 — 562(1.08,29.33]

Cucchiara 8, 2007 46 137 37 308 - 2.80(1.73,4.50] :
Ferguson LR, 2008 3 22 10 282 ———— 3.85(0.99, 15.00]

Ferguson LR, 2008 14 22 123 282 ——— 1.46[0.72,295] :
Hradsky O, 2008 ) 2 Rieh AR 263(1.74,398] Hradsky O, 2008 1" 7 10 381 —a 5.90(242,14.42)
RE Model 1.91[1.27,285] FE Model —— 475[243, 9.26]

T

0.25 1.00 4.00 025 1.00 4.00
Odds Ratio (log scale) Odds Ratio (log scale)

Supplementary Figure S17 Forest plot of rs1800629 in paediatric CD

Dominant model (varfvar and var/wt vs wt/wt)

Recessive (var/var vs var/wt and wt/wt)

Cases Controls Cases Controls
Author(s) and Year viviviwt wt/wt viv+viwtwtiwt Odds Ratio [95% Cl] Author(s) and Year viv viwt+wt/wt vivviwt+wi/wt 0Odds Ratio [95% CI]
Levine A, 2005 34 66 36 64 —— 0.92[0.51,1.64] Levine A, 2005 5 95 5 95 1.00(0.28, 357]
Cucchiara S, 2007 52 135 15 232 — 0.78[0.53,1.15] Cucchiara 8, 2007 4 183 15 332 ~—m—— 048[0.16, 1.48]
Ferguson LR, 2008 8 31 48 359 ——— 193[084,444] Ferguson LR, 2008 0 39 3 404 —— 146[007,2883]
FE Mode! —— 0.90[067,1.22] FE Model 063[0.28, 1.41]
1 1 1 1
0.25 1.00 4.00 0.25 100 4.00
Odds Ratio (log scale) QOdds Ratio (log scale)
Additive model 1 (var/wt vs wi/wt) Additive model 2 (varfvar vs wtiwt)
Cases Controls Cases Controls
Author(s) and Year variwt wt/wt variwt wt/iwt Odds Ratio [95% Cl] Author(s) and Year var/var wtiwt var/var wtiwt 0Odds Ratio [95% CI]
Levine A, 2005 29 66 31 64 ] 0.81[049,1.67] Levine A, 2005 5 66 5 84 — 0.97[0.27, 3.51]
Cucchiara S, 2007 48 135 100 232 —— 0.82(0.55,1.24] Cucchiara S, 2007 4 135 15 232 ~—m—— 0.46[0.15, 1.41]
Ferguson LR, 2008 8 31 45 359 — 2,06[0.89,4.75] Ferguson LR, 2008 0 31 3 359 ~—————— 1.63[0.08,32.28]
FE Model e 0.94[0.69,1.29] FE Model B 0.60[0.26, 1.36]
T T | T 1
0.25 1.00 4.00 0.25 100 4.00

Odds Ratio (log scale)

Qdds Ratio (log scale)

Supplementary Figure S18 Forest plot of rs1799724 in paediatric CD



Dominant model (var/var and variwt vs wt/wt)

Cases

Controls

Author(s) and Year viv+viwt wtiwt viviviwtwt/wt

Odds Ratio [95% Cl]

Recessive (var/var vs var/wt and wt/wt)

Cases
Author(s) and Year

Controls
viv viwt+wiiwt vivviwt+wi/wt

Odds Ratio [95% CI]

Morgan AR, 2010 9 20 154 31 ——— 0.91[040,204] Morgan AR, 2010 0 29 8 457 <—¢— 0.91[0.05, 16.19]

Latiano A, 2011 68 196 188 501 i 1.09[0.79,1.50] Latiano A, 2011 8 256 10 769 »—.—- 240[094, 6.15]

Glas J, 2012 42 126 221 687 —.-— 1.04[0.71,152] Glas J, 2012 4 164 15 893 '—.—’ 145[048, 443]

FE Model - 1.05[0.83,133] FE Model —— 1.77[0.88, 3.55]
0.25 1.00 4.00 0.25 1.00 4.00

Additive model 1 (var/wt vs wt/wt)

Cases
Author(s) and Year var/wt wt/iwt

Odds Ratio (log scale)

Controls
var/wt wtiwt

Odds Ratio [95% CI]

Additive model 2 (var/var vs wtiwt)

Cases

Odds Ratio (log scale)

Controls
Author(s) and Year var/var wtiwt var/var wt/wt

Odds Ratio [95% CI]

Morgan AR, 2010 9 20 146 311 0.96(0.43,2.16] Morgan AR, 2010 0 20 LI I — 0.89(0.05,16.03]

Latiano A, 2011 60 196 178 591 —— 102[0.73,142] Latiano A, 2011 8 19 10 501 - 241094, 6.20]

Glas J, 2012 38 126 206 687 —— 1.01(068,149] Glas J, 2012 4 126 15 687 — - 145[047, 4.45]

FE Model - 101[079,128] FE Model 177[0.88, 3.56]
 — E— [ —

0.25 1.00 4.00

Odds Ratio (log scale)

Supplementary Figure S19 Forest plot of rs2542151 in paediatric CD

Dominant model (var/var and var/wt vs wt/wt)

Cases

Controls

Author(s) and Year viviviwt wt/wt viv+viwtwtiwt

Odds Ratio [95% CI]

de Ridder L, 2007 10 62 20 224 e 1.81[0.80,4.06]
De Mesquita MB, 2009 16 64 8 7 e 2.22[089,553]
Wagner J, 2013 10 52 9 a7 —— 0.79[029,2.14]
FE Model St— 154[092,258]
1T 1
025 100 400

Additive model 1 (var/wt vs wt/iwt)

Odds Ratio (log scale)

Recessive (var/var vs var/wt and wt/wt)

Cases
Author(s) and Year

025 1.00 4.00

Odds Ratio (log scale)

Controls
viv viwt+wtiwt vivviwt+wi/wt

Odds Ratio [95% CI]

Additive model 2 (varfvar vs wt/wt)

Cases Controls Cases Controls
Author(s) and Year variwt wt/wt var/wt wtiwt Odds Ratio [95% CI] Author(s) and Year varivar wtiwt varfvar wt/wt Odds Ratio [95% Cl]
de Ridder L, 2007 9 62 20 224 ——— 1.63[0.71,3.75]
De Mesquita MB, 2009 15 64 8 7 o 2.08[0.83,523]

FE Model

L m— 1.83[0.99,3.39]
1T 1
025 100 400

Odds Ratio (log scale)

Supplementary Figure S20 Forest plot of rs4986790 in paediatric CD



Dominant model (var/var and variwt vs wt/wt)

Cases Controls
Author(s) and Year viv+viwt wtiwt viviviwtwt/wt

Odds Ratio [95% Cl]

Wagner J, 2010 46 24 42 56 L 256(1.35,482)
Latiano A, 2010 170 113 239 296 .- 1.86(1.39,250]
Wagrer J, 2013 41 20 17 29 - 350(1.57,7.80]
FE Model - 2.08(162,268]
T
025 100 400

Additive model 1 (var/wt vs wt/wt)

Controls
var/wt wtiwt

Cases
Author(s) and Year var/wt wt/iwt

Odds Ratio (log scale)

Odds Ratio [95% CI]

Recessive (var/var vs var/wt and wt/wt)

Cases Controls

Author(s) and Year viv viwt+wtiwt vivviwt+wtiwt

Odds Ratio [95% CI]

Latiano A, 2010 42 241 44 491

1.94[1.24,3.05]

FE Model

| E—

025

Odds Ratio (log scale)

Additive model 2 (var/var vs wtiwt)

Cases Controls
Author(s) and Year var/var wtiwt var/var wt/wt

1.00

4.00

1.94[1.24,3.05]

Odds Ratio [95% CI]

Latiano A, 2010 128 113 195 296 —.— 1.72(1.26,235) Latiano A, 2010 2 13 44 296 250(1.55,4.02]
FE Model - 1.72[1.26,2.35] FE Model 250[1.56,4.02]
e — | I —
025 100 400 025 100 400

Odds Ratio (log scale)

Odds Ratio (log scale)

Supplementary Figure S21 Forest plot of rs9858542 in paediatric CD

Additive: var/wt vs wt/wt

Additive: var/var vs wt/wt

o o
(=3 o
= S 7
(=] o
.
e e % m
D (=}
& % » I
o o o
o
g s
w v}
R R ? & -
T © ® g o oo
5 5 .
» 7]
L]
° L
2] L ©
W N
< ] .
L
o0
(=] (-]
B o : 3 ole
- T T T T il T T T
-2.00 0.00 2.00 4.00 -2.00 0.00 2.00 4.00

Log Odds Ratio

Egger test p value =0.644

Log Odds Ratio
Egger test p value =0.056

Supplementary Figure S22 Funnel plot with Egger test of rs2066844 in paediatric CD
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Standard Error
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Supplementary Figure S23 Funnel plot with Egger test of rs2066845 in paediatric CD
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Supplementary Figure S24 Funnel plot with Egger test of rs2066847 in paediatric CD



Additive: var/wt vs wt/wt Additive: var/var vs wt/wt
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Supplementary Figure S25 Funnel plot with Egger test of rs5743289 in paediatric CD
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Supplementary Figure S26 Funnel plot with Egger test of rs11209026 in paediatric CD
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Additive: variwt vs wtiwt Additive: var/var vs wt/iwt
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Supplementary Figure S27 Funnel plot with Egger test of rs7517847 in paediatric CD
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Supplementary Figure S28 Funnel plot with Egger test of rs11739135 in paediatric CD




Additive: var/wt vs wt/wt Additive: var/var vs wt/wt
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Supplementary Figure S29 Funnel plot with Egger test of rs12521868 in paediatric CD
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Supplementary Figure S30 Funnel plot with Egger test of rs17622208 in paediatric CD
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Supplementary Figure $S31 Funnel plot with Egger test
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Supplementary Figure $32 Funnel plot with Egger test of rs26313667 in paediatric CD



Additive: variwt vs wi/wt Additive: var/var vs wt/iwt
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Supplementary Figure $S33 Funnel plot with Egger test of rs2241880 in paediatric CD
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Supplementary Figure S34 Funnel plot with Egger test of rs1248696 in paediatric CD



Additive: var/wt vs wi/wt Additive: var/var vs wt/wt
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Supplementary Figure S35 Funnel plot with Egger test of rs2289311 in paediatric CD
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Supplementary Figure $36 Funnel plot with Egger test of rs2836878 in paediatric CD



Additive: var/wt vs wt/wt Additive: var/var vs wtiwt
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Supplementary Figure S37 Funnel plot with Egger test of rs1800629 in paediatric CD
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-3 [=]

S 3

o o

™~ -

2 3

o 1<
5 L
& 5

o o

g S g8

b= o b= o
5 S
s 3

=3 o

§ 2

o -

o

§ &

E -

T T T T T | T T T
-1.00 -0.50 0.00 0.50 1.00 400 -300 -200 -100 000 100 200 3.00
Log Odds Ratio Log Odds Ratio
Egger test p value =0.302 Egger test p value =0.509

Supplementary Figure S38 Funnel plot with Egger test of rs1799724 in paediatric CD



Additive: var/wt vs wt/wt Additive: varfvar vs wt/wt
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Supplementary Figure S39 Funnel plot with Egger test of rs2542151 in paediatric CD
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Supplementary Figure S40 Funnel plot with Egger test of rs4986790 in paediatric CD



Additive: variwt vs wtiwt Additive: var/var vs wt/wt
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Supplementary Figure S41 Funnel plot with Egger test of rs9858542 in paediatric CD
Dominant model (varivar and var/wt vs wt/wt) Recessive (var/var vs var/wt and wtiwt)
Cases Controls Cases Controls

Author(s) and Year var/var wtiwt varfvar wt/wt Odds Ratio [95% CI] Author(s) and Year

vivviwttwiiwt  vivviwt+wiiwt

Odds Ratio [95% CI]

244 w-——F——m

271 —————

251 -~—m————

1.35[0.05,33.48]
0.63[0.03, 15.44]
297[0.12,74.44]

0.38[0.02. 7.97]

Russell RK, 2005 5 55 26 0.77[0.28. 2.09]
Ferraris A, 2008 8 8 7 187 —— 211[074, 602] sl Ri200 o &
Cugchiara S, 2007 17 167 26 321 —H— 1.26[0.66. 2.38] Cucchiara 8, 2007 0 184
de Ridder L, 2007 7 23 18 254 ——=  429[163,11.35] de Ridder L, 2007 0 30
Lacher M, 2010 19 113 23 230 . 1.68[0.88. 3.21]

: Lacher M, 2010 0 132
Schroepf 8, 2010 14 77 17 214 S 2.29(1.08, 4.86]
FE Model 1.66[1.20, 2.28] RE Model

025 1.00 4.00

Odds Ratio (log scale)

Additive model 1 (variwt vs wt/iwt) Additive model 2 (varivar vs wt/wt)

| E—
025 100 400

Odds Ratio {log scale)

Controls
varfvar wt/wt

0.96(0.20. 4.68]

Odds Ratio [95% Cl]

32] -——— =

230 -~ ———

1.32[0.05,32.80]
064[0.03,15.79]
361[0.14,91.11]

0.41[0.02. 8.53]

Cases Controls Cases
Author(s) and Year var/wt wtiwt varfwt wt/wt Odds Ratio [95% Cl] Author(s) and Year varfvar wtiwt

Russell RK, 2005 5 55 25 219 —— 0.80[0.29. 2.17]
Ferraris A, 2006 8 85 7 e~ 211[074, 802] Russall Ric200 L
Cucchiara S, 2007 17 167 25 321 —— 1.31[0.69. 249] Cucchiara S, 2007 0 167
de Ridder L, 2007 7 23 17 254 ——=  455[171,12.09] de Ridder L, 2007 0 23
Lacher M, 2010 19 113 21 230 —— 1.84[0.95. 3.56]

3 Lacher M, 2010 0 113
Schroepf 8, 2010 14 77 17 214 i—s—=  229(108, 4.86)
FE Model | — 1.73[1.25. 2.39] RE Model

—

0.25 1.00 400

Odds Ratio (log scale)

Supplementary Figure S42 Forest plot of rs2066844 in paediatric UC
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Dominant model {var/var and var/wt vs wt/wt) Recessive (var/var vs var/wt and wt/wt)

Cases Controls Cases Controls
Author(s) and Year viviviwt wiiwt viviviwtwtiwt Odds Ratio [95% Cl] Author(s) and Year viv viwt+wtiwt vivviwt+wtiwt Odds Ratio [95% CI]
Russell RK, 2005 0 60 1 244 B e 1.35[0.05,33.48]
Lionetti P, 2006 1 92 4 159 — 0.43[0.05, 3.92] ;
Cucchiara S, 2007 13 am 18 329 — - 139067, 2901 Cucchiara 8, 2007 1 80 37— 388023140167
de Ridder L, 2007 0 31 20 256 ———— 0.20[0.01, 3.36] H
de Ridder L, 2007 0 31 2 274 ————— 1.74[0.08, 37.12]
Lacher M, 2010 8 124 8 245 — 1.98[0.72, 5.39] ]
Schroepf S, 2010 4 87 9 222 ——— 1.13[0.34, 3.78]
FE Model i 1441070, 1.67] FE Model : 224017, 63.38]
' H
0.25 1.00 4.00 0.25 100  4.00
Odds Ratio (log scale) Odds Ratio (log scale)
Additive model 1 (var/wt vs wt/wt) Additive model 2 (varivar vs wtiwt)
Cases Controls Cases Controls
Author(s) and Year var/wt wtiwt variwt wtiwt Odds Ratio [95% CI] Author(s) and Year var/var wt/wt var/var wt/wt Odds Ratio [95% CI]
Russell RK, 2005 0 60 1 244 _— 1.35[0.05,33.48]
Lionetti P, 2006 1 92 4 159 -— 0.43[0.05, 3.92] :
Cucchiara S, 2007 12 171 18 220 —im 1.28[060, 272] Cucchiara S, 2007 1 171 0 329 ~—-— 5.76[0.23, 142.24]
de Ridder L, 2007 0 31 18 256 L T 0.22[0.01, 3.74]
de Ridder L, 2007 0 31 2 256 -——————r 1.63[0.08, 34.69]
Lacher M, 2010 8 124 8 245 —— 1.98[0.72, 5.39] :
Schroepf S, 2010 4 87 9 222 — 1.13[0.34, 3.78]
FE Model 111068, 1.84] FE Model 06 [0.16, 57.43]
—
0.25 1.00 4.00 0.25 100  4.00
Odds Ratio (log scale) Odds Ratio (log scale)
Supplementary Figure S43 Forest plot of rs2066845 in paediatric UC
Dominant model (var/var and variwt vs wt/wt) Recessive (var/var vs varfwt and wt/wt)
Cases Controls Cases Controls
Author(s) and Year viv+viwt wtiwt viviviwtwtiwt Odds Ratio [95% CI] Author(s) and Year viv viwt+wiiwt vivviwt+wtiwt Odds Ratio [95% CI]
Russell RK, 2005 0 80 7 238 — 0.26[0.01,4.67]
Lionetti P, 2006 5 88 4 160 —_— 227[059,868]
Cucchiara $, 2007 10 176 1 336 »—.—— 1.74[0.72,4.17]
de Ridder L, 2007 2 29 20 252 -—-—o 0.87[0.19,3.91]
Lacher M, 2010 10 122 8 245 e 251(097,6.52]
Schroepf 8, 2010 7 84 7 224 -——~ 2.67[0.91,7.83]
FE Model 1.76[1.11,2.80]
0.25 1.00 4.00
Qdds Ratio (log scale)
Additive model 1 (var/wt vs wt/wt) Additive model 2 {var/var vs wt/wt)
Cases Controls Cases Controls
Author(s) and Year variwt wt/wt var/wt wtiwt 0Odds Ratio [95% CI] Author(s) and Year var/var wtiwt varivar wt/wt Odds Ratio [95% CI]
Russell RK, 2005 0 60 7 238 ~—— 0.26[0.01,4.67]
Lionetti P, 2006 5 88 4 160 —-—— 2.27[059,868]
Cucchiara S, 2007 10 176 11 336 »—.—- 174[0.72,4.17]
de Ridder L, 2007 2 29 18 252 <——> 0.97[0.21,4.37]
Lacher M, 2010 10 122 8 245 HEE 251[0.97,652]
Schroepf 8, 2010 7 84 7 224 -—-—-— 2.67[0.91,7.83]
FE Model  — 1.79(1.13,2.84]
i

0.25 1.00 4.00

Odds Ratio (log scale)

Supplementary Figure S44 Forest plot of rs2066847 in paediatric UC



Dominant model {var/var and var/wt vs wt/wt)

Cases

Controls
Author(s) and Year viv+viwt wtiwt viviviwtwtiwt

Odds Ratio [95% CI]

Van Limbergen J, 2007 6 80 38 304 — 0.60[0.25,1.47]
Latiano A, 2008 14 161 92 634 —— 060[0.33,1.08]
Lacher M, 2010 9 123 35 218 -— 0.46[0.21,098]
FE Model ——— 0.55[0.37,0.84]
1T 1
0.25 1.00 4.00
Odds Ratio (log scale)
Additive model 1 (var/wt vs wt/wt)
Cases Controls
Author(s) and Year var/wt wtiwt variwt wtiwt Odds Ratio [95% CI]
Van Limbergen J, 2007 6 80 38 304 -~ 0.60[0.25,1.47]
Latiano A, 2008 14 161 91 634 —— 0.61[0.34,1.09]
Lacher M, 2010 9 123 34 218 -—— 0.47[0.22,1.01]
FE Model —— 0.56 [0.37,0.85]
i
0.25 1.00 4.00

Odds Ratio (log scale)

Recessive (var/var vs var/wt and wt/wt)

Author(s) and Year

Cases Controls
viv viwt+wt/wt vivviwt+wi/wt

Odds Ratio [95% CI]

Additive model 2 (varivar vs wtiwt)

Cases Controls
Author(s) and Year var/var wt/wt varivar wt/wt

Odds Ratio [95% CI]

Supplementary Figure S45 Forest plot of rs11209026 in paediatric UC

Dominant model (varivar and var/wt vs wt/wt)

Cases

Controls
Author(s) and Year vivtviwt wtiwt viviviwtwtiwt

Odds Ratio [95% CI]

Recessive (var/var vs var/wt and wt/wt)

Author(s) and Year

Cases Controls
viv viwt+wtiwt vivviwt+wiiwt

Odds Ratio [95% CI]

Lionetti P, 2006 66 27 107 53 —— 1.21[0.69,2.11] Lionetti P, 2006 19 74 26 134 »—-—< 1.32[069,2.55]
Russell RK, 2006 57 17 172 84 —— 1.64[0.90,2.99] Russell RK, 2006 20 54 47 209 -—-—~ 1.65[0.90,3.01]
Cucchiara S, 2007 112 49 235 112 —— 1.09[0.73, 1.63] Cucchiara S, 2007 36 125 57 290 »—l—« 147[092,2.34]
de Ridder L, 2007 18 7 205 88 —_—— 1.10[0.45,274] de Ridder L, 2007 4 21 55 238 »—-—« 0.82[0.27,2.50]
FE Model o 1.22[0.93,1.61] FE Model 1.40[1.03,1.91]
0.25 1.00 4.00 0.25 1.00  4.00
Odds Ratio (log scale) QOdds Ratio (log scale)
Additive model 1 (var/wt vs wt/wt) Additive model 2 (varfvar vs wt/wt)
Cases Controls Cases Controls
Author(s) and Year var/wt wtiwt varfwt wtiwt Odds Ratio [95% Cl] Author(s) and Year var/var wt/wt var/var wt/wt Odds Ratio [95% CI]
Lionetti P, 2006 47 27 81 53 —t—— 1.14[0.63,2.05] Lionetti P, 2006 19 27 26 53 ~—-—4 1.43[0.68,3.04]
Russell RK, 2006 37 17 125 84 ——— 1.46[0.77,277] Russell RK, 2006 20 17 47 84 —— 2.10[1.00,4.40]
Cucchiara S, 2007 76 49 178 112 —— 0.98[0.63,1.50] Cucchiara S, 2007 36 49 57 12 »—-—« 144[085,247]
de Ridder L, 2007 14 7 150 88 —_— 1.17 [0.46 , 3.02] de Ridder L, 2007 4 7 55 88 »———< 0.91[0.26,3.27]
FE Model - 1.12[0.84,1.50] FE Model 1.52[1.06,2.17]
0.25 1.00 4.00 0.25 1.00  4.00

Odds Ratio (log scale)

Supplementary Figure $S46 Forest plot of rs1050152 in paediatric UC
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Dominant model {var/var and var/wt vs wt/wt)

Cases Controls
Author(s) and Year viv+viwt wtiwt viviviwtwtiwt

Odds Ratio [95% CI]

Recessive (var/var vs var/wt and wt/wt)

Cases Controls

Author(s) and Year viv viwt+wt/wt vivviwt+wtiwt

Odds Ratio [95% CI]

Lionetti P, 2006 74 19 118 42 ——— 1.39[0.75,2.56] Lionetti P, 2006 23 70 35 125 —l— 1.17[0.64 ,2.14]
Russell RK, 2006 58 16 186 70 ——-— 1.36[0.74,2.53] Russell RK, 2006 22 52 59 197 ~—-—~ 1.41[0.79,2.52]
Cucchiara S, 2007 123 38 255 92 i 1.17[0.76,1.80] Cucchiara S, 2007 46 115 72 275 I—I—< 1.53[0.99,235]
de Ridder L, 2007 21 4 21 70 —_— 1.74[0.58,5.25] de Ridder L, 2007 3 22 66 215 *—*——4 0.44[0.13,1.53]
FE Model ot 1.30[0.87,1.75] FE Model 4. 1.29[0.97 ,1.71]
—— ——
0.25 1.00 4.00 025 1.00 4.00

Additive model 1 (var/wt vs wt/wt)

Odds Ratio (log scale)

Additive model 2 (varivar vs wtiwt)

Odds Ratio (log scale)

Cases Controls Cases Controls
Author(s) and Year var/wt wtiwt variwt wtiwt Odds Ratio [95% CI] Author(s) and Year var/var wt/wt var/var wt/wt Odds Ratio [95% CI]
Lionetti P, 2006 51 19 83 42 ——— 1.36[0.71,259] Lionetti P, 2006 23 19 35 42 —— 1.45[0.68,3.09]
Russell RK, 2006 36 16 127 70 —— 1.24[0.64,239] Russell RK, 2006 22 16 59 70 F—-—< 1.63[0.79,3.39]
Cucchiara S, 2007 77 38 183 92 —— 1.02[0.64,1.62] Cucchiara S, 2007 46 38 72 92 >—I—< 1.55[0.91,2.62]
de Ridder L, 2007 18 4 145 70 e = 2.17[0.71,6.66] de Ridder L, 2007 3 4 66 70 <—< 0.80[0.17,3.69]
FE Model 1.22[0.89,1.67] FE Model 1.49[1.04,2.13]

0.25 1.00 4.00

Odds Ratio (log scale)

Supplementary Figure S47 Forest plot of rs26313667 in paediatric UC

Dominant model {var/var and var/wt vs wt/wt)

Cases Controls
Author(s) and Year viv+viwt wtiwt viviviwtwtiwt

Odds Ratio [95% CI]

T 1
025 100 400

Odds Ratio (log scale)

Recessive (var/var vs var/wt and wt/wt)

Cases Controls

Author(s) and Year viv viwt+wt/wt vivviwt+wtiwt

Odds Ratio [95% CI]

Lionetti P, 2006 13 80 29 131 ——— 0.73[0.36,1.49] Lionetti P, 2006 0 93 3 157 I-—- 0.24[001, 471]

Cucchiara S, 2007 27 144 59 288 —— 0.92[0.56,1.51] Cucchiara S, 2007 1 170 2 345 ~—0—— 1.01[0.09,11.27]

de Ridder L, 2007 5 20 66 227 —_—— 0.86[0.31,2.38] de Ridder L, 2007 1 24 5 288 r—-—- 240[0.27,21.38]

FE Model — 0.85[0.58,1.24] FE Model ——— 0.74[0.16, 3.33]
0.25 1.00 4.00 0.25 1.00 4.00

Additive model 1 (var/wt vs wt/wt)

Odds Ratio (log scale)

Odds Ratio (log scale)

Additive model 2 (varivar vs wtiwt)

Cases Controls Cases Controls
Author(s) and Year var/wt wtiwt variwt wtiwt Odds Ratio [95% CI] Author(s) and Year var/var wt/wt var/var wt/wt Odds Ratio [95% CI]
Lionetti P, 2006 13 80 26 131 —— 0.82[0.40,1.68] Lionetti P, 2006 0 80 3 131 ———— = 0.23[0.01, 4.58]
Cucchiara S, 2007 26 144 57 288 —— 0.91[0.55,1.51] Cucchiara S, 2007 1 144 2 288 ——————— 1.00[0.09, 11.12]
de Ridder L, 2007 4 20 61 227 — 0.74[0.25,2.26] de Ridder L, 2007 1 20 5 27 —————— 227(0.25,20.39]
FE Model e 0.86[0.58,1.27] FE Model 0.72[0.16, 3.24]
i :
0.25 1.00 4.00 0.25 100  4.00

Odds Ratio (log scale)

Odds Ratio (log scale)

Supplementary Figure S48 Forest plot of rs1248696 in paediatric UC



Dominant model {var/var and var/wt vs wt/wt)

Cases Controls
Author(s) and Year viv+viwt wtiwt viviviwtwtiwt

Odds Ratio [95% CI]

Recessive (var/var vs var/wt and wt/wt)

Cases Controls

Author(s) and Year viv viwt+wtiwt vivviwt+wtiwt Odds Ratio [95% CI]

Sikora J, 2006 14 22 1 71 —=  4.11[163,1034] Sikora J, 2006 2 34 1 81 -—- 4.76[0.42,54.32]

Cucchiara S, 2007 33 140 39 308 —a— 186112, 3.08] Cucchiara S, 2007 5 168 2 345 -—- 513[0.99,26.74]

Ferguson LR, 2008 7 19 133 282 —_— 078[032, 190] Ferguson LR, 2008 0 2 10 405 ~—-—- 0.73[0.04,12.78]

RE Model ——— 1.81[082, 399] FE Model —— 308[099, 9.55]
025 100 400 025 100 400

Additive model 1 (var/wt vs wt/wt)

Odds Ratio (log scale)

Odds Ratio (log scale)

Additive model 2 (varivar vs wtiwt)

Cases Controls Cases Controls
Author(s) and Year var/wt wtiwt variwt wtiwt Odds Ratio [95% CI] Author(s) and Year var/var wt/wt var/var wt/wt Odds Ratio [95% CI]
Sikora J, 2006 12 22 10 7 — 3.87[147,10.17] Sikora J, 2006 2 22 1 7 —_— £.45[0.56 , 74.62]
Cucchiara S, 2007 28 140 37 308 —— 1.66[0.98, 2.83] Cucchiara S, 2007 5 140 2 308 —e 5.50 [1.05,28.69]
Ferguson LR, 2008 7 19 123 282 —— 0.84[0.35, 2.06] Ferguson LR, 2008 0 19 10 282 ~— W 0.69(0.04,12.21]
FE Model e 1.65[1.10, 247] FE Model | —re—— 3.34[1.09,10.23]
i :
0.25 1.00 4.00 0.25 100  4.00

Odds Ratio (log scale)

Odds Ratio (log scale)

Supplementary Figure S49 Forest plot of rs1800629 in paediatric UC

Additive: var/var vs wt/wt

Additive: var/wt vs wt/wt
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Supplementary Figure S50 Funnel plot with Egger test of rs2066844 in paediatric UC



Additive: variwt vs wt/wt Additive: varivar vs wt/wt
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Supplementary Figure S51 Funnel plot with Egger test of rs2066845 in paediatric UC

Additive: var/wt vs wt/wt Additive: var/var vs wt/wt
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Supplementary Figure S52 Funnel plot with Egger test of rs2066847 in paediatric UC



Additive: var/wt vs wt/wt Additive: var/var vs wtiwt
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Supplementary Figure S53 Funnel plot with Egger test of rs11209026 in paediatric UC
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