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SF1 (NOS): NEWCASTLE - OTTAWA QUALITY ASSESSMENT SCALE
CASE-CONTROL STUDIES

Note: A study can be awarded a maximum of one star for each numbered item within the Selection and Exposure categories. A maximum of two stars can be given for Comparability.

Selection
1) Is the case definition adequate?
a) yes, with independent validation  (1)
b) yes, eg record linkage or based on self-reports
c) no description
2) Representativeness of the cases
a) consecutive or obviously representative series of cases  (1)
b) potential for selection biases or not stated
3) Selection of Controls
a) community controls  (1)
b) hospital controls
c) no description
4) Definition of Controls
a) no history of disease (endpoint)  (1)
b) no description of source
Comparability
1) Comparability of cases and controls on the basis of the design or analysis
a) study controls for _______________ (Select the most important factor.)   (1)
b) study controls for any additional factor  (This criterion could be modified to indicate specific                   control for a second important factor.) (1)

Exposure
1) Ascertainment of exposure
a) secure record (eg surgical records)  (1)
b) structured interview where blind to case/control status  (1)
c) interview not blinded to case/control status
d) written self-report or medical record only
e) no description
2) Same method of ascertainment for cases and controls
a) yes 
b) no
3) Non-Response rate
a) same rate for both groups 
b) non respondents described
c) rate different and no designation

(https://www.ohri.ca/programs/clinical_epidemiology/oxford.asp)

Supplementary table-1 S1:Detail studies features exploring the MTHFR-C677T and risk of migraine and its clinical subtype
	Study
	Ethnicity
	Control
	Tech
	Type
	
	Case
	
	
	Control
	
	HWE.P-value

	
	
	
	
	
	HW
	HT
	HR
	HW
	HT
	HR
	

	Joshi et al., 2009
	Asian
	HB
	PCR-RFLP
	Any Migraine
	104
	46
	0
	108
	39
	3
	0.97

	
	
	
	
	MA
	67
	21
	0
	
	
	
	

	
	
	
	
	MWA
	83
	58
	25
	
	
	
	

	Pandith et al., 2017
	Asian
	HB
	PCR-RFLP
	Any Migraine
	73
	26
	1
	80
	34
	6
	0.69

	
	
	
	
	MA
	35
	12
	0
	
	
	
	

	
	
	
	
	MWA
	37
	15
	1
	
	
	
	

	Jasrotia et al., 2018
	Asian
	HB
	PCR-RFLP
	Any Migraine
	98
	3
	1
	150
	0
	0
	1

	
	
	
	
	MA
	27
	0
	0
	
	
	
	

	
	
	
	
	MWA
	71
	3
	1
	
	
	
	

	Kaur et al., 2018
	Asian
	HB
	PCR-RFLP
	Any Migraine
	38
	52
	10
	51
	42
	7
	0.97

	
	
	
	
	MA
	6
	14
	3
	
	
	
	

	
	
	
	
	MWA
	32
	38
	7
	
	
	
	

	Aiswarya et al., 2020
	Asian
	HB
	ARMS-PCR
	Any Migraine
	154
	36
	14
	150
	52
	8
	0.61

	
	
	
	
	MA
	
	
	
	
	
	
	

	
	
	
	
	MWA
	
	
	
	
	
	
	

	Thomas et al., 2022
	Asian
	HB
	PCR-RFLP
	Any Migraine
	107
	44
	35
	89
	44
	19
	0.006*

	
	
	
	
	MA
	
	
	
	
	
	
	

	
	
	
	
	MWA
	
	
	
	
	
	
	



· Significant value therefore excluded from the meta-analysis





Supplementary table-2S1: Detail studies features exploring the MTHFR A1298Cand risk of migraine and its clinical subtype
	Study
	Ethnicity
	Control
	Tech
	Type
	
	Case
	
	
	Control
	
	HWE.P-value

	
	
	
	
	
	HW
	HT
	HR
	HW
	HT
	HR
	

	Kaur et al., 2018
	Asian
	HB
	PCR-RFLP
	Any Migraine
	29
	41
	30
	33
	50
	17
	0.79

	
	
	
	
	MA
	6
	11
	6
	
	
	
	

	
	
	
	
	MWA
	23
	30
	24
	
	
	
	

	Thomas et al., 2022
	
	
	
	Any Migraine
	37
	107
	42
	14
	119
	19
	0.0001*

	
	
	
	
	MA
	
	
	
	
	
	
	

	
	
	
	
	MWA
	
	
	
	
	
	
	



*Significant value therefore excluded from the meta-analysis and the variant was not eligible for meta-analysis due to only one study.

Supplementary table-3 S1: Detail studies features exploring the ACE I/D and risk of migraine and its clinical subtype

	Study
	Ethnicity
	Control
	Tech
	Type
	
	Case
	
	
	Control
	
	HWE.P-value

	
	
	
	
	
	DD (Risk)
	DI
	II
	DD
	DI
	II
	

	Wani et al., 2016
	Asian
	HB
	PCR
	Any Migraine
	15
	40
	45
	11
	45
	65
	0.65

	
	
	
	
	MA
	6
	17
	20
	
	
	
	

	
	
	
	
	MWA
	9
	23
	25
	
	
	
	

	Jasrotia et al., 2018
	Asian
	HB
	PCR
	Any Migraine
	33
	39
	30
	23
	74
	53
	0.73

	
	
	
	
	MA
	9
	8
	10
	
	
	
	

	
	
	
	
	MWA
	24
	31
	20
	
	
	
	

	Joshi et al., 2009
	Asian
	HB
	PCR
	Any Migraine
	18
	78
	54
	12
	78
	60
	0.15

	
	
	
	
	MA
	11
	36
	20
	
	
	
	

	
	
	
	
	MWA
	7
	42
	34
	
	
	
	





[bookmark: _Hlk138485865]Supplementary table-4 S1: Detail studies features exploring the PRDM16rs2651899and risk of migraine and its clinical subtype

	Study
	Ethnicity
	Control
	Tech
	Type
	
	Case
	
	
	Control
	
	HWE.P-value

	
	
	
	
	
	HW
	HT
	HR
	HW
	HT
	HR
	

	Ghosh et al., 2013
	Asian
	HB
	PCR-RFLP
	Any Migraine
	108
	149
	82
	41
	106
	53
	0.366

	
	
	
	
	MA
	27
	51
	30
	
	
	
	

	
	
	
	
	MWA
	81
	98
	52
	
	
	
	

	Kaur et al., 2019
	Asian
	HB
	PCR-RFLP
	Any Migraine
	32
	90
	28
	52
	78
	20
	0.366

	
	
	
	
	MA
	15
	20
	8
	
	
	
	

	
	
	
	
	MWA
	17
	70
	20
	
	
	
	



Supplementary table-5 S1: Detail studies features exploring the TRPM8 rs10166942and risk of migraine and its clinical subtype
	Study
	Ethnicity
	Control
	Tech
	Type
	
	Case
	
	
	Control
	
	HWE.P-value

	
	
	
	
	
	HW
	HT
	HR
	HW
	HT
	HR
	

	Ghosh et al., 2013
	Asian
	HB
	PCR-RFLP
	Any Migraine
	57
	175
	101
	44
	91
	65
	0.25

	
	
	
	
	MA
	18
	57
	30
	
	
	
	

	
	
	
	
	MWA
	39
	118
	71
	
	
	
	

	Kaur et al., 2019
	Asian
	HB
	PCR-RFLP
	Any Migraine
	53
	76
	21
	68
	55
	27
	0.01*

	
	
	
	
	MA
	8
	32
	3
	
	
	
	

	
	
	
	
	MWA
	45
	44
	18
	
	
	
	



*Significant value therefore excluded from the meta-analysis and the variant was not eligible for meta-analysis due to only one study.





Supplementary table-6 S1: Detail studies features exploring the ESR1 PvuII and risk of migraine and its clinical subtype
	Study
	Ethnicity
	Control
	Tech
	Type
	
	Case
	
	
	Control
	
	HWE.P-value

	
	
	
	
	
	HW
	HT
	HR
	HW
	HT
	HR
	

	Joshi et al., 2010
	Asian
	HB
	PCR-RFLP
	Any Migraine
	47
	136
	34
	88
	111
	18
	0.10

	
	
	
	
	MA
	14
	58
	12
	
	
	
	

	
	
	
	
	MWA
	33
	78
	22
	
	
	
	

	Ghosh et al., 2012
	Asian
	HB
	PCR-RFLP
	Any Migraine
	96
	183
	55
	78
	101
	21
	0.16

	
	
	
	
	MA
	24
	64
	18
	
	
	
	

	
	
	
	
	MWA
	72
	119
	37
	
	
	
	

	Kumar et al., 2023
	Asian
	HB
	PCR-RFLP
	Any Migraine
	48
	42
	12
	53
	56
	6
	0.10

	
	
	
	
	MA
	
	
	
	
	
	
	

	
	
	
	
	MWA
	48
	42
	12
	
	
	
	



Supplementary table-7 S1: Detail studies features exploring the ESR XbaI and risk of migraine and its clinical subtype
	Study
	Ethnicity
	Control
	Tech
	Type
	
	Case
	
	
	Control
	
	HWE.P-value

	
	
	
	
	
	HW
	HT
	HR
	HW
	HT
	HR
	

	Gosh et al., 2012
	Asian
	HB
	PCR-RFLP
	Any Migraine
	125
	160
	49
	74
	99
	27
	0.49

	
	
	
	
	MA
	
	
	
	
	
	
	

	
	
	
	
	MWA
	
	
	
	
	
	
	

	Ghosh et al., 2022
	Asian
	HB
	PCR-RFLP
	Any Migraine
	38
	55
	9
	66
	46
	3
	0.25

	
	
	
	
	MA
	
	
	
	
	
	
	

	
	
	
	
	MWA
	
	
	
	
	
	
	








Supplementary table-8 S1: Detail studies features exploring the TNF 308 G>A and risk of migraine and its clinical subtype
	Study
	Ethnicity
	Control
	Tech
	Type
	
	Case
	
	
	Control
	
	HWE.P-value

	
	
	
	
	
	HW
	HT
	HR
	HW
	HT
	HR
	

	Ghosh et al., 2010
	NI
	HB
	PCR-RFLP
	Any Migraine
	175
	41
	0
	191
	24
	1
	0.79

	
	
	
	
	MA
	65
	19
	0
	
	
	
	

	
	
	
	
	MWA
	110
	22
	0
	
	
	
	

	Kesavan et al., 2021
	SI
	HB
	PCR-RFLP
	Any Migraine
	158
	38
	16
	152
	56
	10
	0.22

	
	
	
	
	MA
	
	
	
	
	
	
	

	
	
	
	
	MWA
	
	
	
	
	
	
	



Supplementary table-9 S1: Detail studies features exploring the LRP1and risk of migraine and its clinical subtype
	Study
	Ethnicity
	Control
	Tech
	Type
	
	Case
	
	
	Control
	
	HWE.P-value

	
	
	
	
	
	HW
	HT
	HR
	HW
	HT
	HR
	

	Ghosh et al., 2013
	Asian
	HB
	PCR-RFLP
	Any Migraine
	234
	89
	17
	108
	74
	18
	0.61

	
	
	
	
	MA
	79
	28
	2
	
	
	
	

	
	
	
	
	MWA
	155
	61
	15
	
	
	
	

	Kaur et al., 2019
	Asian
	HB
	-
	Any Migraine
	50
	30
	20
	47
	42
	11
	0.72

	
	
	
	
	MA
	14
	5
	4
	
	
	
	

	
	
	
	
	MWA
	36
	25
	16
	
	
	
	

	*Shoba et al., 2020
	
	
	
	Any Migraine
	-
	-
	-
	
	
	
	

	
	
	
	
	MA
	
	
	
	
	
	
	

	
	
	
	
	MWA
	
	
	
	
	
	
	



*Study excluded due to improper data




[bookmark: _Hlk138485753]Supplementary table-10 S1: Detail studies features exploring the DAO-rs10156191and risk of migraine and its clinical subtype
	Study
	Ethnicity
	Control
	Tech
	Type
	
	Case
	
	
	Control
	
	HWE.P-value

	
	
	
	
	
	HW
	HT
	HR
	HW
	HT
	HR
	

	Kaur et al., 2020
	Asian
	HB
	PCR-RFLP
	Any Migraine
	137
	98
	15
	165
	73
	12
	0.58

	
	
	
	
	MA
	35
	30
	5
	
	
	
	

	
	
	
	
	MWA
	108
	63
	9
	
	
	
	

	Thomas et al., 2022
	Asian
	HB
	PCR-RFLP
	Any Migraine
	90
	5
	5
	99
	1
	0
	0.95

	
	
	
	
	MA
	
	
	
	
	
	
	

	
	
	
	
	MWA
	
	
	
	
	
	
	















Supplementary table-11 S1: Subgrouping MTHFR migraine 
	Model
	Region
	Number of studies
	
Test of association

	
Test of heterogeneity

	Publication bias
p-val (Egger's test)

	
	
	
	OR
	95% CI
	p-val
	Model
	p-val
	I^2
	

	Allele contrast 
	Overall
	5
	1.05
	[0.74-1.47]
	0.790
	Random
	0.0741
	0.5309
	0.3542

	
	NI
	4
	1.10
	[0.67-1.80]
	0.703
	Random
	0.0404
	0.6381
	0.4848

	
	SI
	1
	0.96
	[0.66-1.39]
	0.843
	Fixed
	NA
	NA
	NA

	Recessive model 
	Overall
	5
	1.31
	[0.71-2.41]
	0.385
	Fixed
	0.1652
	0.384
	0.3253

	
	NI
	4
	0.96
	[0.41-2.22]
	0.925
	Fixed
	0.1464
	0.4417
	0.5442

	
	SI
	1
	1.86
	[0.76-4.53]
	0.172
	Fixed
	NA
	NA
	NA

	Dominant model 
	Overall
	5
	1.08
	[0.72-1.61]
	0.710
	Random
	0.073
	0.5329
	0.2371

	
	NI
	4
	1.22
	[0.72-2.06]
	0.460
	Random
	0.0789
	0.5582
	0.3937

	
	SI
	1
	0.81
	[0.52-1.25]
	0.350
	Fixed
	NA
	NA
	NA

	Over-dominant
	Overall
	5
	1.06
	[0.70-1.60]
	0.787
	Random
	0.0761
	0.5272
	0.2918

	
	NI
	4
	1.24
	[0.90-1.69]
	0.187
	Fixed
	0.3045
	0.1731
	0.3151

	
	SI
	1
	0.65
	[0.40-1.04]
	0.078
	Fixed
	NA
	NA
	NA


NI: North India, SI: South India

Supplementary table-12 S1:ESR1 XbaI: Overall association of XbaI variant of ESR1 with the risk of migraine and its subtypes
	Type
	Model
	Number of studies
	
Test of association

	
Test of heterogeneity

	Publication bias
p-val (Egger's test)

	
	
	
	OR
	95% CI
	p-val
	Model
	p-val
	I2
	

	Migraine
	Allele
	2
	1.36
	0.73- 2.5
	0.32
	R
	0.0121
	0.8411
	NaN

	
	Recessive
	2
	1.27
	0.79- 2.05
	0.30
	F
	0.1031
	0.6237
	NaN

	
	Dominant
	2
	1.45
	0.6- 3.2
	0.36
	R
	0.0122
	0.8406
	NaN

	
	Over-dominant
	2
	1.23
	0.6- 2.2
	0.49
	R
	0.0562
	0.7257
	NaN

	MWA
	
	
	
	
	
	
	
	
	

	
	Allele
	2
	1.32
	0.6- 2.5
	0.40
	R
	0.0076
	0.8599
	NaN

	
	Recessive
	2
	1.66
	0.5- 5.3
	0.39
	R
	0.0927
	0.6463
	NaN

	
	Dominant
	2
	1.40
	0.5- 3.4
	0.46
	R
	0.007
	0.8626
	NaN

	
	Over-dominant
	2
	1.21
	0.6- 2.3
	0.57
	R
	0.0424
	0.7572
	NaN

	MA
	Allele
	2
	1.30
	0.96-1.75
	0.09
	F
	0.12
	0.57
	NaN

	
	Recessive
	2
	1.35
	0.72-2.51
	0.34
	F
	0.37
	0
	NaN

	
	Dominant
	2
	1.45
	0.94-2.23
	0.09
	F
	0.11
	0.59
	NaN

	
	Over-dominant
	2
	1.25
	0.83-1.89
	0.28
	F
	0.14
	0.52
	NaN





Supplementary table-13 S1: Overall association of PRDM-16 and risk of migraine
	Clinical type 
	Model
	Study
	Number of studies
	
Test of association

	
Test of heterogeneity

	Publication bias
p-val (Egger's test)

	
	
	
	
	OR
	95% CI
	p-val
	Model
	p-val
	I^2
	

	Migraine
	Allele contrast 
	Overall
	2
	1.05
	[0.55-1.98]
	0.8919374
	Random
	0.0017
	0.8987
	NaN

	
	Recessive model 
	Overall
	2
	1.03
	[0.73-1.44]
	0.8620778
	Fixed
	0.1678
	0.4743
	NaN

	
	Dominant model 
	Overall
	2
	1.03
	[0.29-3.55]
	0.9643928
	Random
	0.0002
	0.9293
	NaN

	
	Over-dominant 
	Overall
	2
	0.97
	[0.49-1.89]
	0.9184995
	Random
	0.0192
	0.8175
	NaN

	MA
	Allele contrast 
	Overall
	2
	0.99
	[0.75-1.30]
	0.9373116
	Fixed
	0.573
	0
	NaN

	
	Recessive model 
	Overall
	2
	1.16
	[0.73-1.82]
	0.5207561
	Fixed
	0.5335
	0
	NaN

	
	Dominant model 
	Overall
	2
	0.85
	[0.54-1.31]
	0.4642733
	Fixed
	0.5913
	0
	NaN

	
	Over-dominant 
	Overall
	2
	0.80
	[0.54-1.17]
	0.2476136
	Fixed
	0.9781
	0
	NaN

	MWA
	Allele contrast
	Overall
	2
	1.05
	[0.45-2.44]
	0.9068959
	Random
	0.0001
	0.9307
	NaN

	
	Recessive model 
	Overall
	2
	0.97
	[0.66-1.40]
	0.8641467
	Fixed
	0.1338
	0.5552
	NaN

	
	Dominant model 
	Overall
	2
	1.14
	[0.20-6.48]
	0.8807991
	Random
	0
	0.9525
	NaN

	
	Over-dominant 
	Overall
	2
	1.05
	[0.40-2.75]
	0.9179185
	Random
	0.0025
	0.8905
	NaN






























Supplementary table-14 S1:  Overall association of ACE I/D and risk of migraine
	Model
	Ethnicity
	Number of studies
	 
	Test of association
	  
	   
	Test of heterogeneity
	    
	Publication bias

	
	
	
	OR
	95% CI
	p-val
	Model
	p-val
	I^2
	p-val (Egger's test)

	Allele
	Overall
	3
	1.3733
	[1.1141; 1.6929]
	0.002956
	Fixed
	0.5044
	0
	0.6801

	Recessive 
	Overall
	3
	2.0547
	[1.3594; 3.1056]
	0.000634
	Fixed
	0.5326
	0
	0.2619

	Dominant 
	Overall
	3
	1.2903
	[0.9612; 1.7322]
	0.089779
	Fixed
	0.8812
	0
	0.3354

	Overdominant 
	Overall
	3
	0.8958
	[0.6717; 1.1946]
	0.453612
	Fixed
	0.2686
	0.2393
	0.9617



Supplementary table-15 S1:  Overall association of TNF A -308 G>A and risk of migraine


	Model
	Ethnicity
	Number of studies
	 
	Test of association
	  
	   
	Test of heterogeneity
	    
	Publication bias

	
	
	
	OR
	95% CI
	p-val
	Model
	p-val
	I^2
	p-val (Egger's test)

	Allele
	Overall
	2
	1.2004
	[0.6968; 2.0681]
	0.510412
	Random
	0.0787
	0.6765
	NaN

	
	NI
	1
	1.6374
	[0.9827; 2.7285]
	0.058383
	Fixed
	NA
	NA
	NA

	
	SI
	1
	0.9367
	[0.6559; 1.3376]
	0.718897
	Fixed
	NA
	NA
	NA

	Recessive 
	Overall
	2
	1.5382
	[0.6989; 3.3852]
	0.284653
	Fixed
	0.3333
	0
	NaN

	
	NI
	1
	0.3318
	[0.0134; 8.1900]
	0.500041
	Fixed
	NA
	NA
	NA

	
	SI
	1
	1.6980
	[0.7525; 3.8315]
	0.202294
	Fixed
	NA
	NA
	NA

	Dominant 
	Overall
	2
	1.1664
	[0.5218; 2.6072]
	0.707677
	Random
	0.0186
	0.8194
	NaN

	
	NI
	1
	1.7899
	[1.0452; 3.0653]
	0.033919
	Fixed
	NA
	NA
	NA

	
	SI
	1
	0.7871
	[0.5156; 1.2016]
	0.267348
	Fixed
	NA
	NA
	NA

	Overdominant 
	Overall
	2
	1.0778
	[0.3713; 3.1281]
	0.890421
	Random
	0.0029
	0.8875
	NaN

	
	NI
	1
	1.8743
	[1.0881; 3.2285]
	0.023557
	Fixed
	NA
	NA
	NA

	
	SI
	1
	0.6318
	[0.3972; 1.0050]
	0.052505
	Fixed
	NA
	NA
	NA



