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[bookmark: _GoBack]Supplementary table 1a: Participant characteristics at year 25 with respect to MAPK14 gene expression levels
	Characteristics
	MAPK14 gene expression levels
	p-value

	
	0-25 percentile
(n=568)
	>25-50 percentile
(n=568)
	>50-75 percentile
(n=568)
	>75-95 percentile
(n=454)
	>95-100 percentile
(n=113)
	

	Age (years)
	50.09
(3.68)
	49.95
(3.64)
	50.27
(3.59)
	50.26
(3.35)
	50.39
(3.43)
	0.47

	Race

	%Blacks
	60.92
	44.01
	35.92
	29.30
	36.28
	<0.0001

	Sex

	% Female
	57.57
	56.87
	56.69
	62.11
	64.60
	0.22

	Smoking

	Never
	67.96
	66.37
	64.08
	62.33
	54.87
	0.13

	Former
	20.42
	22.01
	23.77
	22.03
	27.43
	

	Current
	11.62
	11.62
	12.15
	15.64
	17.70
	

	BMI
	29.85 (6.53)
	29.56
(6.88)
	29.67
(6.79)
	30.19
(7.49)
	32.22
(9.08)
	0.005

	Alcohol consumption (mL/day)
	10.29
(22.83)
	11.41
(17.99)
	11.39
(19.40)
	10.76
(19.54)
	9.65
(19.94)
	0.79

	C-reactive protein (uG/ML)
	2.45
(3.70)
	2.48
(4.41)
	2.77
(4.16)
	3.58
(5.43)
	6.42
(8.07)
	<0.0001



Supplementary table 1b: Participant characteristics at year 25 with respect to CCR1 gene expression levels

	Characteristics
	CCR1 gene expression levels
	p-value

	
	0-25 percentile
(n=568)
	>25-50 percentile
(n=568)
	>50-75 percentile
(n=568)
	>75-95 percentile
(n=454)
	>95-100 percentile
(n=113)
	

	Age (years)
	50.31
(3.47)
	50.29
(3.60)
	50.07
(3.58)
	49.97
(3.59)
	49.67
(3.83)
	0.24

	Race

	%Blacks
	27.64
	38.20
	43.84
	57.93
	77.88
	<0.0001

	Sex

	% Female
	46.65
	54.40
	62.15
	70.26
	71.68
	<0.0001

	Smoking

	Never
	64.44
	67.08
	67.61
	60.35
	59.29
	0.005

	Former
	25.70
	21.48
	18.84
	23.79
	21.24
	

	Current
	9.86
	11.44
	13.56
	15.86
	19.47
	

	BMI
	28.93
(6.21)
	29.41
(6.51)
	30.22
(7.54)
	31.19
(7.76)
	30.74
(7.13)
	<0.0001

	Alcohol consumption (mL/day)
	11.65
(16.34)
	12.15
(26.12)
	10.32
(18.23)
	9.46
(18.88)
	9.63
(13.39)
	0.18

	C-reactive protein (uG/ML)
	2.07
(3.35)
	2.42
(3.56)
	3.14
(5.00)
	4.03
(6.18)
	4.99
(6.36)
	<0.0001




Supplementary table 1c: Participant characteristics at year 25 with respect to TLR1 gene expression levels
	Characteristics
	TLR1 gene expression levels
	p-value

	
	0-25 percentile
(n=568)
	>25-50 percentile
(n=568)
	>50-75 percentile
(n=568)
	>75-95 percentile
(n=454)
	>95-100 percentile
(n=113)
	

	Age (years)
	50.51
(3.56)
	50.49
(3.57)
	49.93
(3.48)
	49.75
(3.67)
	49.23
(3.36)
	<0.0001

	Race

	%Blacks
	41.37
	38.73
	43.84
	45.37
	56.64
	0.006

	Sex

	% Female
	51.23
	57.57
	59.86
	62.78
	74.34
	<0.0001

	Smoking

	Never
	66.73
	65.67
	64.79
	63.22
	57.52
	0.11

	Former
	22.71
	23.06
	22.36
	20.26
	24.78
	

	Current
	10.56
	11.27
	12.85
	16.52
	17.70
	

	BMI
	28.58
(6.00)
	29.12
(6.42)
	30.58
(7.39)
	31.17
(7.59)
	32.26
(8.91)
	<0.0001

	Alcohol consumption (mL/day)
	12.11
(23.76)
	11.25
(19.37)
	10.01
(16.19)
	10.01
(20.09)
	11.21
(19.91)
	0.37

	C-reactive protein (uG/ML)
	1.91
(3.93)
	2.53
(3.95)
	3.25
(4.81)
	3.87
(5.49)
	5.36
(6.70)
	<0.0001













Supplementary table 1d: Participant characteristics at year 25 with respect to TLR6 gene expression levels
	Characteristics
	TLR6 gene expression levels
	p-value

	
	0-25 percentile
(n=570)
	>25-50 percentile
(n=566)
	>50-75 percentile
(n=568)
	>75-95 percentile
(n=454)
	>95-100 percentile
(n=113)
	

	Age (years)
	50.17
(3.59)
	50.41
(3.58)
	50.13
(3.56)
	49.92
(3.55)
	49.68
(3.48)
	0.15

	Race

	%Blacks
	46.67
	34.45
	40.85
	44.93
	68.14
	<0.0001

	Sex

	% Female
	54.04
	56.54
	56.69
	64.10
	76.11
	<0.0001

	Smoking

	Never
	66.32
	69.08
	63.03
	60.35
	62.83
	0.01

	Former
	23.16
	20.85
	23.24
	21.81
	23.01
	

	Current
	10.53
	10.07
	13.73
	17.84
	14.16
	

	BMI
	29.51
(6.60)
	28.69
(5.95)
	29.87
(6.89)
	31.12
(7.77)
	33.45
(9.67)
	<0.0001

	Alcohol consumption (mL/day)
	10.30
(23.43)
	11.87
(17.47)
	11.09
(19.33)
	10.52
(19.12)
	9.76
(20.57)
	0.66

	C-reactive protein (uG/ML)
	2.11
(3.23)
	2.38
(3.99)
	3.05
(4.66)
	4.05
(6.19)
	5.36
(6.49)
	<0.0001



Supplementary table 1e: Participant characteristics at year 25 with respect to ICAM1 gene expression levels
	Characteristics
	ICAM1 gene expression levels
	p-value

	
	0-25 percentile
(n=569)
	>25-50 percentile
(n=567)
	>50-75 percentile
(n=568)
	>75-95 percentile
(n=454)
	>95-100 percentile
(n=113)
	

	Age (years)
	50.29
(3.54)
	50.21
(3.44)
	49.98
(3.65)
	50.09
(3.69)
	50.17
(3.55)
	0.64

	Race

	%Blacks
	43.06
	42.50
	43.49
	43.83
	37.17
	0.77

	Sex

	% Female
	54.83
	55.20
	61.09
	63.22
	60.18
	0.02

	Smoking

	Never
	65.38
	64.20
	65.32
	64.54
	63.72
	0.99

	Former
	21.97
	22.22
	22.36
	22.47
	23.89
	

	Current
	12.65
	13.58
	12.32
	13.00
	12.39
	

	BMI
	29.94
(6.84)
	30.32
(7.38)
	29.52
(6.68)
	29.92
(7.19)
	29.64
(7.48)
	0.43

	Alcohol consumption (mL/day)
	12.48
(26.25)
	10.52
(17.54)
	10.82
(19.12)

	9.63
(15.24)
	10.45
(16.35)
	0.23

	C-reactive protein (uG/ML)
	2.82
(5.24)
	2.89
(4.10)
	2.59
(4.21)
	3.49
(5.19)
	3.75
(5.60)
	0.01



Supplementary table 2: Association between year 30 lung function and year 25 gene 
expression levels
	[bookmark: _Hlk27666404]Year 30 % predicted FEV1

	Markers
	0 to 25 percentile
	25 to 50 percentile
	50 to 75 percentile
	75 to 95 percentile
	95 to 100 percentile
	Difference between lowest quartile and highest levels
	p-value for trend

	TLR1
	92.82 ± 0.63
	93.10 ± 0.63
	91.50 ± 0.62
	92.53 ± 0.70
	91.54 ± 1.40
	1.28 (-1.75, 4.30)
	0.47

	TLR6
	92.16 ± 0.63 
	92.66 ± 0.63
	92.69 ± 0.62
	92.24 ± 0.70
	92.18 ± 1.41
	-0.02 (-3.06, 3.01)
	0.97

	ICAM1
	91.88 ± 0.62
	91.95 ± 0.62
	92.19 ± 0.62
	93.98 ± 0.70
	92.69 ± 1.40
	-0.81 (-3.82, 2.20)
	0.14

	Year 30 % predicted FVC

	TLR1
	94.62 ± 0.57
	94.39 ± 0.57
	93.69 ± 0.57
	94.07 ± 0.63
	94.00 ± 1.27
	0.61 (-2.12, 3.35)
	0.53

	TLR6
	94.02 ± 0.57
	94.25 ± 0.57
	94.57 ± 0.56
	93.75 ± 0.63
	94.56 ± 1.27
	-0.54 (-3.28, 2.20)
	0.93

	ICAM1
	93.93 ± 0.56
	93.87 ± 0.56
	93.87 ± 0.56
	95.55 ± 0.63
	93.24 ± 1.27
	0.69 (-2.03,3.41)
	0.42

	Year 30 % predicted FEV1/ % predicted FVC

	TLR1
	98.13 ± 0.34
	98.69 ± 0.34
	97.69 ± 0.34
	98.44 ± 0.38
	97.32 ± 0.75
	0.82 (0.81, 2.44)
	0.83

	TLR6
	98.04 ± 0.34
	98.33 ± 0.34
	98.06 ± 0.34
	98.49 ± 0.38
	97.51 ± 0.76
	0.53 (-1.10, 2.16)
	0.96

	ICAM1
	97.88 ± 0.34
	97.91 ± 0.34
	98.24 ± 0.34
	98.49 ± 0.38
	99.51 ± 0.75
	-1.63 (-3.25, -0.02)
	0.14



Note: All percentages are represented as percentage ± SD. The differences are represented with the 95% CI.




Supplementary table 3: Association between 10-year change in lung function from year 20 to year 30 and year 25 gene expression profiles
	[bookmark: _Hlk27666691]% predicted FEV1 – 10-year decline

	Markers
	0 to 25 percentile
	25 to 50 percentile
	50 to 75 percentile
	75 to 95 percentile
	95 to 100 percentile
	Difference between first and final levels
	p-value for trend

	TLR1
	2.51±
0.39
	2.50±
0.39
	2.48±
0.39
	2.69±
0.44
	2.70±
0.88
	-0.19
(-2.09,
1.69)
	0.72

	TLR6
	3.27±
0.39
	2.16±
0.39
	2.43±
0.39
	2.40±
0.44
	1.94±
0.88
	1.33
(-0.556,
3.22)
	0.15

	ICAM1
	2.72±
0.39
	2.52±
0.39
	2.76±
0.39
	2.25±
0.44
	1.89±
0.89
	0.83
(-1.07,
2.74)
	0.59

	% predicted FVC – 10-year decline

	TLR1
	3.14±
0.39
	2.88±
0.39
	2.61±
0.39
	2.99±
0.44
	3.08±
0.87
	0.07
(-1.81,
1.94)
	0.45

	TLR6
	3.88±
0.39
	2.60±
0.39
	2.69±
0.39
	2.53±
0.43
	2.17±
0.87
	1.71
(-0.16,
3.58)
	0.06

	ICAM1
	3.06±
0.39
	2.86±
0.39
	3.17±
0.39
	2.78±
0.43
	1.57±
0.88
	1.49
(-0.39,
3.38)
	0.49

	% predicted FEV1/ % predicted FVC – 10-year decline

	TLR1
	-1.03±
0.23
	-1.04±
0.22
	-0.72±
0.22
	-0.96±
0.25
	-1.23±
0.50
	0.19
(-0.89,
1.29)
	0.65

	TLR6
	-1.03±
0.22
	-1.06±
0.23
	-0.77±
0.22
	-0.91±
0.25
	-1.03±
0.51
	0.001
(-1.09,
1.08)
	0.74

	ICAM1
	-0.79±
0.22
	-0.86±
0.22
	-1.08±
0.22
	-1.23±
0.25
	-0.35±
0.50
	-0.45
(-1.53,
0.63)
	0.99


Note: All percentages are represented as percentage ± SD. The differences are represented with the 95% CI.






Figure 1: Correlation between gene expression profiles of six genes in the Toll Like Receptor pathway.
[image: ]
Note: r is the pearson correlation coefficient between the genes. 
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