Table A-2 – NRI reclassification incorporating cardio-pulmonary fitness, using predefined categories
	
	All
	Reclassified Up
	Reclassified Down
	NRI

	Kaplan Meier event rate
	1.7%
	2.8%
	0.8%
	

	Expected event subjects
	393
	271
	112
	40.5 %

	Expected non-event subjects
	22,484
	9,365
	13,029
	16.3 %

	Overall NRI (95% CI, p value)
	56.8 % (39.4 - 71.2 , p<0.0001 )




This analysis compared the original SCORE with the modified SCORE incorporating cardio-pulmonary fitness, defined as: SCORE + (METS-11)/50.
Reclassification was performed using continuous NRI methodology
Expected numbers of event and non-event subjects were computed using Kaplan-Meier survival estimates at 9 years.
Confidence interval and P-value were estimated using 500 bootstrap replications.
Time-dependent Integrated Discrimination Improvement (IDI) was significantly above zero: IDI = 8.7210-4 ; 95% Confidence Interval [6.1910-4 , 1.1910-3].


Table A-1 – NRI reclassification and IDI incorporating cardio-pulmonary fitness, continuous  analysis (category-less)

	
Original SCORE
	
	Modified SCORE
	
	Total n
	
	Reclassified into new risk category %

	
	
	<0
	0
to <1
	1 to
<2.01
	2.01 to <3.01
	3.01 to <4.01
	4.01 to <5.01
	≥ 5.01
	
	
	
	lower
	higher
	NRI 

events 
	NRI non-events

	0 to <1
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	  Subjects included
	
	7594
	4133
	
	
	
	
	
	
	  11,727 
	
	
	
	
	

	  Event subjects (%)
	
	23 (5.9)
	27 (6.7)
	
	
	
	
	
	
	         50 
	
	5.9%
	
	-5.9%
	

	  Non-event subjects (%)
	
	7571 (33.7)
	4106 (18.3)
	
	
	
	
	
	
	  11,677 
	
	33.7%
	
	
	33.7%

	  Observed risk %
	
	0.3%
	0.6%
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	1 to <2.01
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	  Subjects included
	
	
	3845
	3643
	1064
	
	
	
	
	    8,552 
	
	
	
	
	

	  Event subjects (%)
	
	
	34 (8.6)
	80 (20.4)
	45 (11.4)
	
	
	
	
	       159 
	
	8.6%
	11.4%
	2.9%
	

	  Non-event subjects (%)
	
	
	3811 (17.0)
	3563 (15.8)
	1019 (4.5)
	
	
	
	
	    8,393 
	
	17.0%
	4.5%
	
	12.4%

	  Observed risk %
	
	
	0.9%
	2.2%
	4.2%
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	2.01 to <3.01
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	  Subjects included
	
	
	
	
	289
	566
	
	
	
	       855 
	
	
	
	
	

	  Event subjects (%)
	
	
	
	
	12 (3.0)
	36 (9.2)
	
	
	
	         48 
	
	
	9.2%
	9.2%
	

	  Non-event subjects (%)
	
	
	
	
	277 (1.2)
	530 (2.4)
	
	
	
	       807 
	
	
	2.4%
	
	-2.4%

	  Observed risk %
	
	
	
	
	4.0%
	6.4%
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	3.01 to <4.01
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	  Subjects included
	
	
	
	
	
	106
	264
	
	
	       370 
	
	
	
	
	

	  Event subjects (%)
	
	
	
	
	
	2 (0.6)
	21 (5.4)
	
	
	         23 
	
	
	5.4%
	5.4%
	

	  Non-event subjects (%)
	
	
	
	
	
	104 (0.5)
	243 (1.1)
	
	
	       347 
	
	
	1.1%
	
	-1.1%

	  Observed risk %
	
	
	
	
	
	2.3%
	8.0%
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	4.01 to <5.01
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	  Subjects included
	
	
	
	
	
	
	409
	738
	
	    1,147 
	
	
	
	
	

	  Event subjects (%)
	
	
	
	
	
	
	9 (2.4)
	47 (11.9)
	
	         56 
	
	
	11.9%
	11.9%
	

	  Non-event subjects (%)
	
	
	
	
	
	
	400 (1.8)
	691 (3.1)
	
	    1,091 
	
	
	3.1%
	
	-3.1%

	  Observed risk %
	
	
	
	
	
	
	2.3%
	6.3%
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	≥ 5.01
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	  Subjects included
	
	
	
	
	
	
	
	227
	
	       227 
	
	
	
	
	

	  Event subjects (%)
	
	
	
	
	
	
	
	29 (7.4)
	
	         29 
	
	
	
	
	

	  Non-event subjects (%)
	
	
	
	
	
	
	
	198 (0.9)
	
	       198 
	
	
	
	
	

	  Observed risk %
	
	
	
	
	
	
	
	12.7%
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	NRI total
	63.0          =
	23.4   +  39.6



NRI analysis compared the original SCORE with the modified SCORE incorporating cardio-pulmonary fitness: SCORE + (METS-11)/50, using predefined categories.  Red shading indicates an increase in risk category; and blue shading indicates a decrease in risk category. Expected numbers of event and non-event subjects were computed using Kaplan-Meier survival estimates at 9 years.
