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Supplementary Material 2. Association of %age-predicted CRF with CVD mortality in clinically relevant subgroups

[image: ]
Hazard ratios were adjusted for smoking status, history of diabetes, systolic blood pressure, total cholesterol and high-density lipoprotein cholesterol; %age-predicted, percentage of age-predicted; AF, atrial fibrillation; CHD, coronary heart disease; CI, confidence interval; CVD, cardiovascular disease; HDL, high-density lipoprotein; HR, hazard ratio; *, P-value for interaction; cut-offs used for age, body mass index, systolic blood pressure, total cholesterol, high-density lipoprotein cholesterol; and physical activity are median values.


Supplementary Material 3. Association between percentage of age-predicted CRF and risk of CVD mortality, on excluding the first 5 years of follow-up

	Percentage of age-predicted exercise capacity 
	Events/
Total
	Model 1
	
	Model 2
	
	Model 3
	

	
	
	HR (95% CI)
	P-value
	HR (95% CI)
	P-value
	HR (95% CI)
	P-value

	Per 1 SD increase
	223 / 2,171
	0.65 (0.59 to 0.71)
	<.001
	0.73 (0.66 to 0.81)
	.001
	0.74 (0.67 to 0.82)
	<.001

	Quartile 1
	215 / 543
	ref
	
	ref
	
	ref
	

	Quartile 2
	161 / 543
	0.65 (0.53 to 0.80)
	<.001
	0.77 (0.62 to 0.95)
	.02
	0.78 (0.63 to 0.97)
	.03

	Quartile 3
	107 / 543
	0.42 (0.33 to 0.53)
	<.001
	0.53 (0.41 to 0.68)
	<.001
	0.55 (0.43 to 0.71)
	<.001

	Quartile 4
	106 / 542
	0.40 (0.31 to 0.51)
	<.001
	0.52 (0.40 to 0.68)
	<.001
	0.55 (0.42 to 0.71)
	<.001



CI, confidence interval; CRF, cardiorespiratory fitness; CVD, cardiovascular disease; HR, hazard ratio; ref, reference; SD, standard deviation
[bookmark: _Hlk503449954]Model 1: Adjusted for smoking status, history of type 2 diabetes, systolic blood pressure, total cholesterol and high-density lipoprotein-cholesterol 
Model 2: Model 1 plus body mass index, fasting plasma glucose, alcohol consumption, prevalent coronary heart disease, use of cholesterol medication, prevalent atrial fibrillation, total physical activity and socioeconomic status
Model 3: Model 2 plus high-sensitivity C-reactive protein

 

Supplementary Material 4. Association between CRF and risk of cardiovascular mortality

	CRF (ml/min)
	Events/
Total
	Model 1
	
	Model 2
	
	Model 3
	

	
	
	HR (95% CI)
	P-value
	HR (95% CI)
	P-value
	HR (95% CI)
	P-value

	Per 1 SD increase
	643 / 2,276
	0.69 (0.63 to 0.76)
	<.001
	0.70 (0.63 to 0.78)
	<.001
	0.71 (0.64 to 0.79)
	<.001

	Quartile 1
	254 / 573
	ref
	
	ref
	
	ref
	

	Quartile 2
	176 / 565
	0.60 (0.50 to 0.73)
	<.001
	0.63 (0.51 to 0.77)
	<.001
	0.63 (0.52 to 0.78)
	<.001

	Quartile 3
	104 / 569
	0.39 (0.31 to 0.49)
	<.001
	0.40 (0.31 to 0.51)
	<.001
	0.40 (0.32 to 0.52)
	<.001

	Quartile 4
	109 / 569
	0.47 (0.37 to 0.60)
	<.001
	0.48 (0.37 to 0.62)
	<.001
	0.50 (0.38 to 0.64)
	<.001



CI, confidence interval; CRF, cardiorespiratory fitness; HR, hazard ratio; ref, reference; SD, standard deviation
Model 1: Adjusted for age, smoking status, history of type 2 diabetes, systolic blood pressure, total cholesterol and high-density lipoprotein-cholesterol 
Model 2: Model 1 plus body mass index, fasting plasma glucose, alcohol consumption, prevalent coronary heart disease, use of cholesterol medication, prevalent atrial fibrillation, total physical activity and socioeconomic status
Model 3: Model 2 plus high-sensitivity C-reactive protein


Supplementary Material 5. Risk discrimination and reclassification upon addition of %age-predicted CRF and absolute CRF to a CVD mortality risk prediction model containing conventional risk factors

	Discrimination
	%age-predicted CRF
	CRF

	C-index (95% CI): conventional risk factors
	0.6797 (0.6550 to 0.7043)
	0.7086 (0.6846 to 0.7327)

	C-index (95% CI): conventional risk factors plus exposure
	0.7240 (0.6998 to 0.7482)
	0.7326 (0.7085 to 0.7567)

	C-index change (95% CI)
	0.0443 (0.0237 to 0.0650)
	0.0240 (0.0095 to 0.0385)

	p-value
	<.001
	.001

	p-value for difference in -2 log likelihood
	<.001
	<.001

	
	
	

	Reclassification
	
	

	Net reclassification index (95% CI)
	22.27% (16.72 to 27.82)
	5.56% (1.27 to 9.86)

	[bookmark: OLE_LINK1][bookmark: OLE_LINK2]p-value
	 <.001
	.01

	
	
	

	Integrated discrimination index (95% CI)
	0.0534 (0.0430 to 0.0638)
	0.0303 (0.0227 to 0.0380)

	p-value
	 <.001
	<.001



The model with conventional risk factors included age, systolic blood pressure, history of type 2 diabetes, total cholesterol, high-density lipoprotein cholesterol and smoking. Age was not included in the model for %age-predicted CRF
%age-predicted CRF, percentage of age-predicted cardiorespiratory fitness; CVD, cardiovascular disease
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