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Supplementary Index1. Index of single GWAs and meta-analyses of single GWAs  from January 2010 to May 2012 from which values of  λ inflation factor were extracted.

	Pubmed ID
	Year 
	Ancestry
	Phenotype

	21173776
	2010
	European
	Personality clusters

	21102463
	2010
	European
	Crohn's disease

	21130836
	2010
	Caucasian
	Processing speed

	21323541
	2010
	European
	Idiopathic membranous nephropathy

	21305692
	2010
	European
	Bipolar disorder

	21037115
	2010
	European
	Cachexia and pulmonary disease

	20953189
	2010
	European
	Psoriasis

	20884846
	2010
	Caucasian
	Serum urate regulation

	20858683
	2010
	European
	Hb1Ac levels

	20844546
	2010
	Japanese
	Endometriosis

	20800221
	2010
	European
	Depression

	20694014
	2010
	African
	Tuberculosis

	20700443
	2010
	European
	Serum magnesium

	20639880
	2010
	European
	Cirrosis

	20526338
	2010
	European
	Coagulation factors

	20445134
	2010
	European/African
	Incident heart failure

	20436469
	2010
	European/Asian
	Cleft Palate

	20421936
	2010
	European
	BMI

	20400778
	2010
	European/African
	Heart failure and aging

	20372150
	2010
	European
	Fetal growth

	20231535
	2010
	European
	Blood coagulation factors

	20173747
	2010
	European
	Atrial fibrillation

	20081858
	2010
	European
	Fasting glucose homeostasis

	20081856
	2010
	European
	Major mood disorders

	20081857
	2010
	European
	Response to oral glucose

	20062060
	2010
	European
	PR interval

	20418888
	2010
	European
	Smoking

	19543528
	2010
	European/US
	Epithelial ovarian cancer

	21102462
	2010
	European
	Age of menarche

	20081858
	2010
	European
	Fasting glucose homeostasis

	20018918
	2010
	Asian
	Sickle cell anemia

	20418890
	2010
	European
	Smoking behavior(ever vs never smokers)

	20639392
	2010
	European
	heart rate

	20864672
	2010
	European
	Coronary artery disease

	20935629
	2010
	European
	Waist to hip ratio

	21102462
	2010
	European
	Menopause

	21573907
	2011
	Hispanic
	DiabetesMellitusII

	21572414
	2011
	European
	Urine metabolites

	21531791
	2011
	European
	Glioma risk

	21544081
	2011
	SouthAsian
	Obesity

	21533175
	2011
	European
	Serum DHEAS

	21490707
	2011
	European
	Caffeine consumption

	21471458
	2011
	European
	Alcohol consumption

	21460840
	2011
	European
	Migraine

	21460840
	2011
	European
	Alzheimer disease

	21378988
	2011
	European/SouthAsian
	Coronary artery disease

	21357676
	2011
	European
	Caffeine consumption

	21355061
	2011
	European
	Albuminuria

	21441570
	2011
	Caucasian
	Diabetic retinopathy

	21490949
	2011
	Southeast Asia
	DiabetesMellitusII

	21502573
	2011
	European
	Thrombosis/D-dimmers

	21423719
	2011
	European
	Fatty liver disease

	21386085
	2011
	European
	Metabolic syndrome

	21383967
	2011
	European
	Rheumatoid arthritis and Celiac disease

	21297633
	2011
	European/MiddleEast
	Ulcerative Colitis

	21292315
	2011
	Europe/US
	Parkinson disease

	21278746
	2011
	European
	Mammographic density

	21298027
	2011
	European
	Cronh's disease

	21208937
	2011
	European
	Serum iron levels

	21149283
	2011
	European
	Transferin receptor

	21095009
	2011
	Chinese
	Myopia

	21068099
	2011
	European
	Osteoarthritis

	21051773
	2011
	European
	Dyslexia

	20872241
	2011
	European
	Breast cancer

	21980348
	2011
	European
	Left ventricula dysfunction after CABG

	21297633
	2011
	European
	Ulcerative colitis

	21076409
	2011
	European
	QRS duration

	21378990
	2011
	European
	Coronary artery disease

	21228123
	2011
	Asian
	HCV

	21076409
	2011
	European
	Ventricular conduction

	21378990
	2011
	European
	Coronary artery disease

	22883433
	2012
	European
	Schizophrenia

	22714934
	2012
	African-American
	Schizophrenia

	22590501
	2012
	European/US
	Ovarian cancer

	22423221
	2012
	African-American
	Mean platelet volume

	21685187
	2012
	European/US
	Smoking and COPD

	23049088
	2012
	European
	Myopia

	22184326
	2012
	European
	Essential Hypertension

	22184326
	2012
	European
	Essential Hypertension


Supplementary Table S1. Achieved power for different genetic risks and correction methodology  in meta-analysis of GWAs  with common SNPs (MAF: 5%, 10% and 20%) under moderate λ approach
	
	OR

f1, f2, f3

Correction Method

	
	OR=1.1
	OR=1.2

	Studies in meta-analysis
	0.05
	0.1
	0.2
	0.05
	0.1
	0.2

	
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double

	5
	0
	0
	0
	0.01
	0
	0
	0.31
	0.11
	0.01
	0.59
	0.15
	0.03
	7.18
	3.23
	1.19
	41.9
	27.84
	16.91

	10
	0.04
	0
	0
	0.48
	0.16
	0.04
	5.57
	2.5
	0.89
	8.2
	3.69
	1.47
	55.23
	40.2
	25.67
	97.08
	93.82
	87.08

	15
	0.17
	0.05
	0.01
	2.69
	1.05
	0.27
	22.95
	13.32
	6.41
	32.05
	19.52
	10.13
	92.2
	84.4
	72.35
	99.95
	99.92
	99.71

	20
	0.49
	0.16
	0.03
	8.74
	3.84
	1.42
	49.4
	34.89
	21.2
	61.52
	46.71
	30.75
	99.32
	98
	95.1
	100
	100
	99.98

	25
	1.48
	0.45
	0.11
	18.77
	10.35
	4.8
	73.64
	59.33
	43.86
	82.94
	71.4
	56.62
	99.98
	99.9
	99.56
	100
	100
	100

	30
	3.17
	1.32
	0.36
	32.66
	20.42
	10.88
	88.41
	79.39
	65.81
	94.38
	88.54
	78.38
	100
	100
	99.98
	100
	100
	100

	
	OR=1.3
	OR=1.4

	
	0.05
	0.1
	0.2
	0.05
	0.1
	0.2

	
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double

	5
	10.62
	5.25
	1.93
	61.03
	46.7
	31.84
	97.38
	94.47
	88.41
	48.63
	34.99
	21.2
	96.29
	92.68
	85.64
	100
	99.95
	99.85

	10
	68.02
	53.6
	37.5
	99.54
	98.67
	96.57
	100
	99.99
	99.99
	98.58
	96.06
	91.2
	100
	100
	100
	100
	100
	100

	15
	95.99
	91.97
	83.88
	99.99
	99.99
	99.95
	100
	100
	100
	99.98
	99.97
	99.87
	100
	100
	100
	100
	100
	100

	20
	99.78
	99.24
	98.13
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100

	25
	99.99
	99.97
	99.91
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100

	30
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100


Supplementary Table S2. Achieved power for different genetic risks and correction methodology  in meta-analysis of GWAs  with uncommon SNPs(MAF<5%)  under moderate  λ approach     A(OR=1.1-1.2)
	
	OR

f1, f2, f3

Correction Method

	
	OR=1.1

	N of studies
	0.001
	0.005
	0.01
	0.02
	0.03
	0.04

	
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double

	5
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	10
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0.01
	0.01
	0

	15
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0.01
	0
	0
	0
	0
	0
	0.08
	0.01
	0

	20
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0.05
	0
	0
	0.27
	0.1
	0.01

	25
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0.02
	0
	0
	0.1
	0.03
	0
	0.62
	0.2
	0.03

	30
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0.04
	0
	0
	0.36
	0.11
	0
	1.46
	0.51
	0.11

	
	OR=1.2

	
	0.001
	0.005
	0.01
	0.02
	0.03
	0.04

	
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double

	5
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0.01
	0
	0
	0.06
	0.02
	0
	0.21
	0.05
	0.01

	10
	0
	0
	0
	0
	0
	0
	0.01
	0
	0
	0.22
	0.05
	0.03
	1.07
	0.33
	0.09
	3.46
	1.43
	0.41

	15
	0
	0
	0
	0
	0
	0
	0.04
	0
	0
	0.96
	0.28
	0.08
	5.72
	2.34
	0.86
	16.6
	8.31
	3.48

	20
	0
	0
	0
	0
	0
	0
	0.15
	0.05
	0.01
	3.46
	1.35
	0.4
	16.84
	8.66
	3.79
	38.91
	25.76
	13.98

	25
	0
	0
	0
	0
	0
	0
	0.43
	0.14
	0.04
	8.24
	3.99
	1.44
	33.81
	20.71
	10.67
	63.17
	47.76
	31.72

	30
	0
	0
	0
	0
	0
	0
	0.94
	0.25
	0.05
	16.08
	8.27
	3.58
	51.79
	37.07
	22.22
	80.94
	68.82
	53.35


B (OR=1.3-1.4)

	
	OR

f1, f2, f3

Correction Method

	
	OR=1.3

	N of studies
	0.001
	0.005
	0.01
	0.02
	0.03
	0.04

	
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double

	5
	0
	0
	0
	0
	0
	0
	0.02
	0.01
	0
	0.12
	0.02
	0
	1.36
	0.58
	0.17
	4.75
	1.94
	0.56

	10
	0
	0
	0
	0
	0
	0
	0.15
	0.03
	0.01
	4.09
	1.56
	0.58
	20.36
	11.38
	5.3
	44.73
	30.18
	17.8

	15
	0
	0
	0
	0.03
	0
	0
	1.06
	0.34
	0.08
	19.89
	9.99
	4.19
	57.82
	43.32
	27.54
	84.81
	73.96
	59.7

	20
	0
	0
	0
	0.03
	0
	0
	3.8
	1.39
	0.43
	45.71
	30.67
	17.8
	85.94
	76.16
	61.04
	97.83
	94.84
	88.98

	25
	0
	0
	0
	0.15
	0.03
	0
	9.53
	4.38
	1.74
	70.39
	55.67
	38.49
	97.12
	92.89
	85.55
	99.88
	99.57
	98.44

	30
	0
	0
	0
	0.48
	0.08
	0.02
	18.54
	9.5
	4.15
	86.83
	76.84
	61.86
	99.51
	98.62
	96.140
	99.99
	99.95
	99.89

	
	OR=1.4

	
	0.001
	0.005
	0.01
	0.02
	0.03
	0.04

	
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double

	5
	0
	0
	0
	0
	0
	0
	0.05
	0.01
	0.01
	2.16
	0.73
	0.2
	11.06
	5.64
	2.22
	27.98
	16.79
	8.44

	10
	0
	0
	0
	0.02
	0
	0
	1.71
	0.75
	0.18
	28.09
	16.5
	8.6
	71
	56.27
	39.63
	91.69
	84.18
	72.75

	15
	0
	0
	0
	0.24
	0.06
	0.01
	9.3
	4.48
	1.49
	70.49
	56.34
	39.59
	96.74
	93.06
	85.77
	99.75
	99.33
	98.15

	20
	0
	0
	0
	0.93
	0.25
	0.07
	26.49
	14.85
	6.91
	92.92
	86.17
	74.9
	99.81
	99.51
	98.49
	100
	99.99
	99.96

	25
	0
	0
	0
	3.05
	1.02
	0.21
	49.4
	33.38
	19.02
	98.81
	97.07
	93.29
	100
	99.96
	99.94
	100
	100
	100

	30
	0
	0
	0
	6.57
	2.71
	0.8
	69.82
	54.41
	36.86
	99.92
	99.69
	98.62
	100
	100
	99.99
	100
	100
	100


Supplementary Table S3. Achieved power for different genetic risks and correction methodology  in meta-analysis of GWAs  with common SNPs (MAF: 5%, 10% and 20%) under large λ approach
	
	OR

f1, f2, f3

Correction Method

	
	OR=1.1
	OR=1.2

	Studies in meta-analysis
	0.05
	0.1
	0.2
	0.05
	0.1
	0.2

	
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double

	5
	0
	0
	0
	0.01
	0
	0
	0.27
	0.02
	0
	0.54
	0.02
	0
	7.04
	0.98
	0.5
	40.85
	14.73
	2.27

	10
	0.01
	0
	0
	0.46
	0.06
	0
	5.21
	0.6
	0.03
	8.4
	1.22
	0.6
	55.67
	23.75
	4.83
	96.45
	84.25
	52.04

	15
	0.15
	0.01
	0
	2.82
	0.24
	0.01
	22.9
	5.56
	0.49
	31.88
	9.19
	1.05
	91.24
	68.74
	30.87
	99.97
	99.53
	94.64

	20
	0.69
	0.05
	0
	8.94
	1.3
	0.09
	49.02
	19.13
	3.18
	62.53
	28.02
	5.81
	99.12
	93.99
	69.72
	100
	100
	99.78

	25
	1.64
	0.1
	0
	19.33
	4.05
	0.32
	73.84
	40.58
	10.54
	84.1
	54.3
	17.91
	99.94
	99.24
	92.57
	100
	100
	100

	30
	3.33
	0.39
	0.01
	32.38
	9.41
	0.99
	88.27
	63.5
	25.64
	94.69
	76.56
	38.31
	100
	99.98
	98.74
	100
	100
	100

	
	OR=1.3
	OR=1.4

	
	0.05
	0.1
	0.2
	0.05
	0.1
	0.2

	
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double

	5
	10.52
	1.8
	0.08
	60.91
	29.84
	6.95
	97.12
	87.09
	58.76
	49.67
	18.9
	3.21
	96.06
	84.18
	52.43
	99.97
	99.87
	98.11

	10
	67.51
	33.71
	8.26
	99.48
	95.68
	76.71
	100
	100
	99.85
	98.52
	90.35
	61.87
	100
	99.99
	99.81
	100
	100
	100

	15
	96.28
	82.52
	46.21
	100
	99.94
	99.36
	100
	100
	100
	99.99
	99.87
	97.64
	100
	100
	100
	100
	100
	100

	20
	99.76
	97.84
	84.71
	100
	100
	100
	100
	100
	100
	100
	100
	99.96
	100
	100
	100
	100
	100
	100

	25
	99.98
	99.83
	97.62
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100

	30
	100
	100
	99.77
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100
	100


Supplementary Table S4. Achieved power for different genetic risks and correction methodology  in meta-analysis of GWAs  with uncommon SNPs(MAF<5%)  under large  λ approach     A(OR=1.1-1.2)
	
	OR

f1, f2, f3

Correction Method

	
	OR=1.1

	N of studies
	0.001
	0.005
	0.01
	0.02
	0.03
	0.04

	
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double

	5
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	10
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0.02
	0
	0

	15
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0.04
	0
	0
	0.06
	0.01
	0

	20
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0.05
	0
	0
	0.21
	0.01
	0

	25
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0.04
	0
	0
	0.17
	0
	0
	0.76
	0.06
	0

	30
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0.03
	0.01
	0
	0.3
	0.01
	0
	1.58
	0.11
	0.01

	
	OR=1.2

	
	0.001
	0.005
	0.01
	0.02
	0.03
	0.04

	
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double

	5
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0.01
	0
	0
	0.03
	0.01
	0
	0.19
	0
	0

	10
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0.19
	0
	0
	1.08
	0.06
	0.01
	3.91
	0.36
	0.01

	15
	0
	0
	0
	0
	0
	0
	0.07
	0
	0
	1.17
	0.04
	0
	5.45
	0.64
	0.01
	16.27
	3.35
	0.2

	20
	0
	0
	0
	0
	0
	0
	0.13
	0.01
	0
	3.57
	0.34
	0
	16.43
	2.86
	0.21
	38.45
	12.4
	1.46

	25
	0
	0
	0
	0
	0
	0
	0.39
	0.04
	0
	8.45
	1.35
	0.06
	32.52
	8.95
	0.81
	62.38
	28.69
	5.99

	30
	0
	0
	0
	0.01
	0
	0
	0.85
	0.03
	0
	16.37
	3.14
	0.19
	51.28
	19.87
	2.77
	81.09
	49.89
	15.48


B (OR=1.3-1.4)

	
	OR

f1, f2, f3

Correction Method

	
	OR=1.3

	N of studies
	0.001
	0.005
	0.01
	0.02
	0.03
	0.04

	
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double

	5
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0.16
	0.02
	0
	1.45
	0.14
	0
	4.81
	0.56
	0.01

	10
	0
	0
	0
	0
	0
	0
	0.16
	0.01
	0
	4.07
	0.39
	0.02
	19.78
	3.96
	0.29
	43.31
	15.67
	2.19

	15
	0
	0
	0
	0.02
	0
	0
	1.1
	0.06
	0
	20
	4.1
	0.34
	58.26
	24.81
	4.47
	84.61
	56.61
	20.21

	20
	0
	0
	0
	0.07
	0
	0
	3.94
	0.28
	0.01
	45.66
	15.85
	2.17
	86.07
	58.46
	20.32
	97.86
	87.83
	56.22

	25
	0
	0
	0
	0.26
	0
	0
	9.58
	1.29
	0.04
	70.28
	36.5
	8.28
	96.94
	83.54
	47.98
	99.85
	98.14
	84.63

	30
	0
	0
	0
	0.59
	0.01
	0
	18.17
	3.52
	0.23
	86.3
	58.92
	21.07
	99.5
	95.24
	74.18
	100
	99.79
	96.47

	
	OR=1.4

	
	0.001
	0.005
	0.01
	0.02
	0.03
	0.04

	
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double

	5
	0
	0
	0
	0
	0
	0
	0.08
	0
	0
	2.13
	0.16
	0
	11.61
	1.89
	0.15
	29.38
	7.77
	0.88

	10
	0
	0
	0
	0.04
	0
	0
	1.66
	0.14
	0
	29.35
	7.48
	0.71
	70.07
	36.8
	9.14
	92.2
	70.26
	32.56

	15
	0
	0
	0
	0.24
	0
	0
	9.51
	1.19
	0.06
	71.42
	37.49
	8.86
	96.85
	84.03
	49.26
	99.82
	98.18
	85.69

	20
	0
	0
	0
	1.02
	0.01
	0
	26.6
	5.97
	0.59
	93.23
	73.47
	34.49
	99.82
	98.18
	86.29
	99.99
	99.96
	98.99

	25
	0
	0
	0
	2.93
	0.17
	0
	48.41
	16.56
	2.4
	98.98
	92.43
	65.65
	99.98
	99.88
	98.14
	100
	100
	99.95

	30
	0
	0
	0
	6.97
	0.63
	0
	69.09
	33.98
	6.93
	99.9
	98.52
	87.23
	100
	100
	99.83
	100
	100
	99.99


Supplementary Table S5. Varying effect size(OddsRatio) for adequate  power(≥80%) between common(MAF≥5%) and uncommon SNPs(MAF<5%)  under  α. three different scenarios of λ (random λ approach(RLA), moderate λ approach(MLA) and  large λ approach(LLA)) b. two types of correction methodology(no adjustment and double adjustment)  in meta-analysis of GWAs. Number in parenthesis declare number of studies needed to be incorporated in meta-analysis for adequate power. N.A: not achieved
	Correction
	Μinor Allele Frequency
	RLA
	MLA
	LLA

	
	
	Common
	Uncommon
	Common
	Uncommon
	Common
	Uncommon

	Unadjusted
	5% versus 0.5%
	1.2(24)
	1.8(27)
	1.2(24)
	NA
	1.2(24)
	NA

	Double Correction
	
	1.2(27)
	1.8(30)
	1.3(14)
	NA
	1.3(19)
	NA

	Unadjusted
	10% versus

1%
	1.15(22)
	1.5(23)
	1.15(22)
	NA
	1.15(22)
	NA

	Double Correction
	
	1.15(24)
	1.5(25)
	1.15(28)
	NA
	1.2(22)
	NA

	Unadjusted
	20% versus

2%
	1.1(27)
	1.4(16)
	1.1 (28)
	1.3(29)
	1.15(13)
	1.4(17)

	Double Correction
	
	1.1(30)
	1.4(18)
	1.15(16)
	1.4(22)
	1.15(21)
	1.4(28)


Supplementary Table S6. Achieved power for uncommon SNPs(MAF<5%), different genetic risks, and correction methodology  under varying number of aggregated studies and a predetermined overall λ inflation factor value(=1.06). Λ inflation factor was  derived from a working example of the AMDGene consortium meta-analysis for age-related macular degeneration.
A(OR=1.05-1.1)

	
	OR

f1, f2, f3

Correction Method

	
	OR=1.05

	N of studies
	0.001
	0.005
	0.01
	0.02
	0.03
	0.04

	
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double

	15
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	20
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	25
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	30
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	35
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	40
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	
	OR=1.1

	
	0.001
	0.005
	0.01
	0.02
	0.03
	0.04

	
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double

	15
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0.
	0
	0

	20
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0.1
	0
	0
	0.3
	0.3
	0.2

	25
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0.3
	0.3
	0.2
	0.6
	0.4
	0.3

	30
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0.2
	0.2
	0.2
	1.4
	1.1
	0.6

	35
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0.8
	0.5
	0.3
	2.4
	1.7
	0.9

	40
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	1.2
	1
	0.5
	3.8
	3.1
	2.2


B (OR=1.2-1.3)

	
	OR

f1, f2, f3

Correction Method

	
	OR=1.2

	N of studies
	0.001
	0.005
	0.01
	0.02
	0.03
	0.04

	
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double

	15
	0
	0
	0
	0
	0
	0
	0.1
	0.1
	0
	0.9
	0.7
	0.3
	6.1
	4.8
	3.2
	17.4
	13.9
	11.2

	20
	0
	0
	0
	0
	0
	0
	0.1
	0.1
	0.1
	3.8
	2.4
	1.4
	19
	14.7
	11.7
	38.9
	34.1
	28.4

	25
	0
	0
	0
	0
	0
	0
	0.3
	0.2
	0.1
	7.4
	6.2
	4.6
	35.5
	30.3
	24.8
	64.1
	58.4
	52.7

	30
	0
	0
	0
	0
	0
	0
	0.6
	0.2
	0.2
	16.4
	12.6
	9
	52.3
	47.6
	41.4
	81.1
	77.5
	72.6

	35
	0
	0
	0
	0
	0
	0
	1.4
	0.7
	0.5
	25.6
	21
	16.4
	65..5
	61.3
	54.3
	92.4
	90.8
	87.2

	40
	0
	0
	0
	0.1
	0.01
	0
	3.8
	2
	0.8
	37.7
	32.5
	28.2
	81.4
	78.3
	73.1
	96.9
	96.4
	95.1

	
	OR=1.3

	
	0.001
	0.005
	0.01
	0.02
	0.03
	0.04

	
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double
	No
	Single
	Double

	15
	0
	0
	0
	0
	0
	0
	0.8
	0.5
	0.3
	20.02
	16.4
	12.3
	59
	54
	46.6
	84.9
	81.9
	77.7

	20
	0
	0
	0
	0
	0
	0
	4.2
	2.8
	1.2
	44.8
	40.2
	35.8
	88.5
	85.1
	80.5
	97.6
	96.9
	95.6

	25
	0
	0
	0
	0.2
	0.1
	0
	9.5
	8
	6
	65.7
	60
	53
	97.1
	96.3
	94.8
	99.9
	99.7
	99.5

	30
	0
	0
	0
	0.6
	0.4
	0.1
	18.3
	15
	11.7
	83.2
	78.8
	73.5
	99.4
	99.4
	99.1
	100
	100
	100

	35
	0
	0
	0
	1.3
	0.8
	0.4
	30.5
	26.1
	20.8
	94.7
	92.8
	90.3
	99.8
	99.7
	99.6
	100
	100
	100

	40
	0
	0
	0
	2.1
	1.5
	1.2
	41.6
	36.7
	31.5
	98.4
	97.4
	96
	99.9
	99.9
	99.9
	100
	100
	100


Supplementary Figures

Supplementary Figure S1. Graphic associations among  observed power and determinants of the latter in random λ scenario i) without correction ii) when single correction strategy for λ was performed. Steeper increase in power was remarked for MAF changes in the range 0. 1-5% as compared to other power modifiers (Effect size and number of studies)
[image: image1.png]-- single correction

'
3
[ i
! H
L]
11 12 13 14 0 05 1 15 2
Effect Size(OR) Minor Allele Frequency(MAF)
*  power no correction *  power no correction

single correction

5 10 15 20 25 30

Number of Studies

* power
-- single correction

no correction





Supplementary Figure S2.  Power modifications induced by correction strategy under different MAF(<5%)  for moderate OR=1.2 and maximum number of studies N=30 for random λ approach 
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Supplementary Figure S3.  Power modifications induced by correction strategy under different MAF(<5%)  for moderate to large OR=1.3 and number of studies N=20 for random λ approach 
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Supplementary Figure S4.  Power modifications induced by correction strategy under different MAF(>5%)  for moderate OR=1.2  and number of studies N=15 for random λ approach 
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Supplementary Figure S5.  Power modifications induced by correction strategy under different MAF(<5%)  for moderate OR=1.2 and 35 aggregated studies. Overall λ inflation factor value for simulation techniques was derived from a working example of the AMDGene consortium meta-analysis for age-related macular degeneration.
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Supplementary Figure S6.  Power modifications induced by correction strategy under different number of aggregated studies, for MAF=2% and  moderate to large OR=1.3. Overall λ inflation factor value for simulation techniques was derived from a working example of the AMDGene consortium meta-analysis for age-related macular degeneration. 
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Supplementary Figure S7.  Power modifications induced by correction strategy under different genetic risks, for uncommon SNPs(MAF=2%) and 40 aggregated studies.  Overall λ inflation factor value for simulation techniques was derived from a working example of the AMDGene consortium meta-analysis for age-related macular degeneration.
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