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Supplementary Figure S1. Graphic representation of the Leave One Out permutation process
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Supplemental Figure 2:  Q-Q Plot of -log10 P-value in the PGC2 Sample of 39 studies
[image: Description: C:\Users\Alex\Desktop\molecular psychiatry\figure-4(1).jpg]
Expected versus Observed P-values in the selected sample which included 39 studies from the PGC2 original sample.



Supplementary Table S1. Individual PGC Study Details
	Site
	QC score 
	Array
	Cases
	Controls
	Male

	Umeå, Sweden
	9
	omni
	341
	577
	0.503

	Umeå, Sweden
	9
	omni
	193
	704
	0.475

	Norway (TOP)
	9
	A6.0
	377
	403
	0.533

	Edinburgh, UK
	8
	A6.0
	367
	284
	0.633

	Seven countries (PEIC, WTCCC2)
	6
	I1M
	574
	1812
	0.557

	Spain (PEIC, WTCCC2)
	6
	I1M
	150
	236
	0.585

	New York, US & Israel
	7
	A6.0
	325
	139
	0.614

	Ireland
	9
	A6.0
	264
	839
	0.394

	Ireland (WTCCC2)
	9
	A6.0
	1291
	1006
	0.617

	Germany (GRAS)
	9
	AXI
	1067
	1169
	0.642

	Estonia (EGCUT)
	2
	omni
	234
	1152
	0.268

	US, Australia (MGS)
	9
	A6.0
	2638
	2482
	0.588

	London, UK
	8
	A6.0
	509
	485
	0.572

	Sweden (Hubin)
	3
	omni
	265
	319
	0.618

	Bulgaria
	8
	A6.0
	195
	608
	0.474

	Israel
	8
	I1M
	894
	1594
	0.701

	Six countries, WTCCC controls
	4
	I550
	157
	245
	0.918

	New York, US
	8
	A500
	190
	190
	0.577

	Australia
	9
	I650
	456
	287
	0.601

	Cardiff, UK
	9
	A500
	396
	284
	0.589

	UK (CLOZUK)
	0
	I1M
	3426
	4085
	0.88

	UK (CLOZUK)
	0
	omni
	2105
	1975
	0.629

	Netherlands
	7
	I550
	700
	607
	0.628

	Portugal
	9
	A6.0
	346
	215
	0.521

	Boston, US (CIDAR)
	9
	omni
	67
	65
	0.757

	Munich, Germany
	8
	I317
	421
	312
	0.569

	Aberdeen, UK
	9
	A6.0
	719
	697
	0.693

	US (CATIE)
	7
	A500
	397
	203
	0.767

	Sweden
	3
	A5.0
	215
	210
	0.527

	Sweden
	3
	A6.0
	1980
	2274
	

	Sweden
	3
	omni
	1764
	2581
	0.553

	Sweden
	3
	omni
	975
	1145
	0.543

	Cardiff, UK (CogUK)
	9
	omni
	530
	678
	0.554

	NIMH CBDB
	5
	O25
	133
	269
	0.547

	NIMH CBDB
	5
	I550
	497
	389
	0.627

	Denmark
	8
	I650
	471
	456
	0.583

	Bulgaria (trios)
	8
	A6.0
	649
	649
	0.502

	Six countries (trios)
	4
	I650
	516
	516
	0.556

	Bulgaria (trios)
	8
	omni
	70
	70
	0.595





















Supplementary Table S2. Gene Ontology Enrichment


	TCF4
	P-value

	biological process 
cellular process
single-organism process 
metabolic process
cellular component organization or biogenesis 
single-organism cellular process 
organic substance metabolic process 
cellular metabolic process
cellular component organization 
biological regulation
	4.10E-16
7.01E-15
6.32E-10
1.06E-09
2.93E-09
1.77E-08
5.30E-08
1.36E-07
2.72E-07
7.78E-07

	FMRP
	

	nervous system development
generation of neurons
neurogenesis 
neuron projection development 
synaptic transmission
trans-synaptic signalling 
synaptic signalling 
signalling
cell communication
single organism signalling 
	3.36E-60
6.97E-44
2.79E-42
2.02E-39
2.40E-36
2.40E-36
2.40E-36
6.91E-36
1.06E-35
4.63E-35

	miR 137 (downregulated)
	

	cellular process
biological process
metabolic process
cellular metabolic process
organic substance metabolic process
primary metabolic process
cellular component organization or biogenesis
cellular component organization
single-organism process
cellular protein metabolic process
	7.51E-14
9.37E-13
1.59E-10
3.94E-10
7.84E-09
1.03E-08
1.09E-07
1.30E-07
2.37E-07
1.04E-06

	miR 137 (upregulated)
	

	cellular process
biological process
cellular metabolic process
metabolic process
organic substance metabolic process
primary metabolic process
single-organism process	
cellular macromolecule metabolic process
cellular component organization or biogenesis
single-organism cellular process 
	2.23E-13
5.31E-10
2.33E-08
2.57E-07
5.43E-06
2.22E-05
4.62E-05
8.22E-05
1.55E-04
2.03E-04

	CHD8 (downregulated)
	

	biological process 
single-organism developmental process
nervous system development 
anatomical structure development
developmental process 
single-multicellular organism process
multicellular organism development
system development 
single-organism process 
multicellular organismal process 
	1.16E-08
9.85E-08
1.48E-07
1.73E-07
2.09E-07
2.14E-07
2.73E-07
1.29E-06
1.98E-06
9.68E-05

	CHD8 (upregulated)
	

	cellular process 
biological process
cellular metabolic process
cellular component organization or biogenesis
metabolic process 
primary metabolic process
cellular macromolecule metabolic process
single-organism cellular process
organic substance metabolic process
sensory perception of chemical stimulus
	5.23E-10
1.53E-09
2.55E-09
6.37E-07
1.82E-06
2.76E-06
6.37E-06
9.59E-06
9.96E-06
1.83E-05

	Cancer
	

	positive regulation of macromolecule metabolic process	
regulation of nucleobase-containing compound metabolic process 
regulation of macromolecule metabolic process 
regulation of nitrogen compound metabolic process 
regulation of nucleic acid-templated transcription 
regulation of biosynthetic process
regulation of RNA biosynthetic process
regulation of cellular biosynthetic process 
positive regulation of metabolic process
regulation of metabolic process 
	1.65E-81
1.99E-81
4.46E-80
4.57E-80
4.64E-80
1.33E-79
1.64E-79
2.69E-79
2.70E-79
1.56E-78

	Cardiac disease
	

		response to chemical
response to stress 
response to organic substance 
response to stimulus 
regulation of biological quality 
response to oxygen-containing compound
response to external stimulus 
regulation of multicellular organismal process 
single-multicellular organism process 
multicellular organismal process 
	9.31E-130
6.66E-120
4.90E-117
1.97E-115
2.25E-111
1.20E-109
1.32E-107
8.07E-105
7.11E-101
4.23E-95










Supplementary Table S3. Median and IQR of Genes in Gene Sets

	GENESET
	MEDIAN
	IQR Lower
	IQR Upper

	Putative Core Gene-sets

	TCF4
	28570
	9332
	68162.5

	FMRP
	91933
	38483.5
	196109.5

	Mir137 upregulated
	25750
	9222.75
	63390

	Mir137 downregulated
	34713
	13899.25
	82837

	CDH8 upregulated
	13827
	6297.5
	31674.5

	CDH8 downregulated
	71665
	23439
	167650

	Control Sets

	Cardiac
	23131
	7677.5
	71943

	Cancer
	52281
	18009
	115420

	Random Genic Sets

	Set1
	55992
	24331.5
	120197.5

	Set2
	57913
	26497.5
	119708

	Set 3
	57192
	26227
	120399

	Set 4
	55982
	24929
	118653.5

	Set 5
	55999
	25575
	1191560
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