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Supplementary Figures and Tables

Supplementary Table 1: Logistic regression analysis of 9p21-23 locus with Frailty with genotyped SNPs adjusted for age, OPEL-OPUS status, sex and global health score (Model. 2). 
	CHR
	SNP
	Position
	Allele
	STAT
	OR (95% CI)
	P

	9
	rs518054
	13689066
	G
	3.663
	1.701(1.280-2.259)
	2.49×10-04

	9
	rs571221
	13690235
	C
	3.485
	1.651(1.245-2.189)
	4.91×10-04

	9
	rs10511667
	18989696
	G
	3.354
	1.867(1.296-2.689)
	7.96×10-04

	9
	rs7019262
	13614384
	G
	3.270
	1.523(1.184-1.960)
	1.08×10-03

	9
	rs1359741
	22336954
	G
	-3.219
	0.650(0.501-0.845)
	1.28×10-03

	9
	rs10813796
	32359091
	G
	3.186
	1.516(1.174-1.957)
	1.44×10-03

	9
	rs17221355
	13857272
	T
	-3.172
	0.603(0.441-0.824)
	1.51×10-03

	9
	rs1033991
	26659562
	C
	3.157
	1.574(1.188-2.086)
	1.60×10-03

	9
	rs7042267
	27135962
	T
	3.139
	1.547(1.178-2.031)
	1.70×10-03

	9
	rs10121064
	26658407
	C
	3.137
	1.567(1.184-2.074)
	1.71×10-03

	9
	rs1023087
	32376618
	G
	-3.109
	0.631(0.472-0.844)
	1.88×10-03

	9
	rs986974
	13815721
	C
	-3.101
	0.624(0.463-0.841)
	1.93×10-03

	9
	rs1855850
	10480030
	T
	-3.100
	0.653(0.499-0.855)
	1.93×10-03

	9
	rs1324192
	13612345
	A
	3.087
	1.487(1.156-1.912)
	2.01×10-03


SNPs with p-value <0.002 is shown in the table






Supplementary Table 2: Comparison of significant complex disorder associated SNPs in regard with frailty. The table shows the details of significant complex disorders associated SNPs in 9p21-23 locus and risk allele frequency in frail and healthy individuals in this study.
	SNP
	Position
	Associated disease
	Risk allele*
	frail
	Non-frail
	OR; 95%CI;  frailty
	Frailty (p-value)

	rs1333040
	22083404
	Myocardial infarction(Helgadottir et al., 2007), Intracranial Aneurysm(IA)(Bilguvar et al., 2008)
	T
	0.715
	0.673
	1.217 (0.942-1.574)
	0.133

	rs1333049+
	22125503
	Coronary artery disease(Samani et al., 2007)
	C
	0.645
	0.599
	1.217 (0.954-1.552)
	0.114

	rs10757278+
	22124477
	Myocardial infarction (Helgadottir et al., 2007), IA(Bilguvar et al., 2008) and Abdominal Aortic Aneurysm(AAA)(Helgadottir et al., 2008)
	G
	0.640
	0.594
	1.215 (0.953-1.548)
	0.116

	rs7023329
	21816528
	Melanoma(Bishop et al., 2009)
	A
	0.548
	0.497
	1.231 (0.973-1.557)
	0.083

	rs564398
	22029547
	Type 2 diabetes(Silander et al., 2009)
	T
	0.739
	0.704
	1.194 (0.917-1.554)
	0.187

	rs1412829+
	22043926
	Glioma(Wrensch et al., 2009)
	G
	0.261
	0.297
	0.837 (0.643-1.090)
	0.187

	rs2383206
	22115026
	Coronary heart disease(McPherson et al., 2007)
	G
	0.691
	0.661
	1.149 (0.893-1.478)
	0.280

	rs2383207
	22115959
	Coronary Heart Disease(Helgadottir et al., 2007), AAA(Helgadottir et al., 2008)
	G
	0.698
	0.670
	1.140  0.885-1.469)
	0.311

	rs4626664
	9261737
	Restless leg syndrome(Schormair et al., 2008)
	A
	0.135
	0.120
	1.150 (0.811-1.630)
	0.433

	rs2151280+
	22034719
	Basal cell carcinoma(Stacey et al., 2009)
	G
	0.379
	0.395
	0.934 (0.734-1.189)
	0.581

	rs10811661+
	22134094
	Type 2 diabetes(Silander et al., 2009)
	T
	0.865
	0.843
	1.190 (0.850-1.666)
	0.309

	Frailty component associated SNPs

	rs71321217+
	10036568
	Gait rhythm(Adams et al., 2015)
	Ins T
	0.193
	0.173
	1.143 (0.846-1.545)
	0.384

	rs2811712
	21998035
	Physical function(Melzer et al., 2007)
	A
	0.882
	0.905
	0.785 (0.540-1.142)
	0.205







Supplementary Table 3: Association analysis of 9p21-23 locus with Frailty with genotyped SNPs (unadjusted) 
	CHR
	SNP
	Position
	Ref. allele
	Frail
	Normal
	Alt.
	OR (95% CI)
	P

	9
	rs518054
	13689066
	G
	0.314
	0.214
	T
	1.682(1.292-2.190)
	1.04×10-04

	9
	rs7019262
	13614384
	G
	0.510
	0.400
	A
	1.559(1.231-1.974)
	2.18×10-04

	9
	rs571221
	13690235
	C
	0.314
	0.219
	T
	1.636(1.258-2.129)
	2.29×10-04

	9
	rs7034231
	28119512
	G
	0.186
	0.115
	T
	1.756(1.270-2.429)
	5.95×10-04

	9
	rs1324192
	13612345
	A
	0.483
	0.383
	G
	1.508(1.190-1.911)
	6.48×10-04

	9
	rs12686721
	12067552
	C
	0.188
	0.120
	A
	1.706(1.238-2.352)
	1.01×10-03

	9
	rs7038172
	16708269
	C
	0.147
	0.087
	T
	1.809(1.261-2.594)
	1.13×10-03

	9
	rs10511761
	25612704
	T
	0.500
	0.404
	G
	1.478(1.168-1.872)
	1.14×10-03

	9
	rs4416909
	24095294
	C
	0.428
	0.524
	T
	0.677(0.535-0.858)
	1.20×10-03

	9
	rs10810148
	14447766
	G
	0.362
	0.277
	A
	1.485(1.157-1.907)
	1.88×10-03

	9
	rs17771619
	24262091
	T
	0.167
	0.243
	C
	0.623(0.461-0.842)
	2.00×10-03


SNPs with p-value <0.002 is shown in the table








Supplementary Figure 1: LD plot of associated genotyped SNPs in individuals with frailty and normal
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