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Supplementary Table S1. The calculation method of the inflammatory markers

	Inflammatory markers
	Calculation method

	SII
	Neutrophil count × platelet count / lymphocyte count

	SIRI
	Neutrophil count × monocyte count / lymphocyte count

	PIV
	Neutrophil count × platelet count × monocyte count / lymphocyte count

	NPAR
	Neutrophil count (%) / albumin (g/dL)

	PLR
	Platelet count / lymphocyte count

	NLR
	Neutrophil-to-lymphocyte ratio

	AGR
	Albumin concentration / globulin concentration.


SII, systemic immune-inflammation index; SIRI, systemic inflammation response index; PIV, pan-immune-inflammation value; NPAR, neutrophil-percentage-to-albumin ratio; PLR, platelet-to-lymphocyte ratio; NLR, neutrophil-to-lymphocyte ratio; AGR, albumin-to-globulin ratio. 


Supplementary Table S2. The diagnostic criteria for hypertension and diabetes.

	The diagnostic criteria for hypertension and diabetes

	Hypertension

	(1) previously diagnosed with hypertension by a physician

	(2) an abnormal average blood pressure

	(3) the use of anti-hypertensive medication

	Diabetes mellitus

	(1) having been diagnosed with diabetes mellitus by a physician

	(2) glycosylated hemoglobin≥6.5%

	(3) fasting blood glucose≥7.0 mmol/L

	(4) random blood glucose≥11.1 mmol/L

	(5) OGTT≥11.1 mmol/L

	(6) use of antidiabetic medication or insulin





[bookmark: _GoBack]Supplementary Table S3. The classification criteria for smoking status.

	Smoking status
	Classification method

	Never
	≤100 cigarettes over one's life

	Former
	＞100 cigarettes over one's life, now no smoking at all

	Now
	＞100 cigarettes over one's life, sometimes or every day
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Supplementary Fig. S1. Kaplan-Meier curves displayed for all-cause mortality (A), CVD mortality (B) and cancer mortality (C) across four SIRI groups
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Supplementary Fig. S2. RCS curves between SIRI and all-cause mortality (A), CVD mortality (B), and cancer mortality (C)










Supplementary Table S4. The subgroup analysis of the joint association of sedentary time and SIRI with all-cause mortality

	All-cause
	SIRI <0.81 & sedentary <3.61
	SIRI <0.81 & Sedentary ≥3.81
	P
	SIRI ≥0.81 & Sedentary <3.81
	P
	SIRI ≥0.81 & Sedentary ≥3.81
	P
	P for trend
	P for interaction

	Age
	
	
	
	
	
	
	
	
	0.124

	<60
	ref
	0.574(0.272,1.211)
	0.145
	0.913(0.458,1.819)
	0.796
	1.170(0.646,2.119)
	0.606
	0.024
	

	≥60
	ref
	1.600(1.008,2.538)
	0.046
	1.749(1.057,2.895)
	0.03
	2.017(1.324,3.072)
	0.001
	0.006
	

	Sex
	
	
	
	
	
	
	
	
	0.359

	Male
	ref
	1.395(0.730,2.666)
	0.314
	1.462(0.740,2.889)
	0.274
	1.646(0.897,3.021)
	0.108
	0.127
	

	Female
	ref
	0.974(0.563,1.684)
	0.924
	1.262(0.615,2.589)
	0.526
	1.631(1.001,2.717)
	0.049
	<0.001
	

	Hypertension
	
	
	
	
	
	
	
	
	0.291

	No
	ref
	0.789(0.337,1.848)
	0.585
	1.371(0.595,3.162)
	0.459
	1.047(0.480,2.284)
	0.908
	0.521
	

	Yes
	ref
	1.287(0.790,2.095)
	0.311
	1.372(0.830,2.265)
	0.217
	1.879(1.235,2.858)
	0.003
	<0.0001
	

	Diabetes
	
	
	
	
	
	
	
	
	0.683

	No
	ref
	0.953(0.544,1.669)
	0.865
	1.183(0.663,2.110)
	0.57
	1.259(0.780,2.033)
	0.346
	0.061
	

	Yes
	ref
	1.571(0.825,2.992)
	0.169
	1.773(0.921,3.415)
	0.087
	2.387(1.339,4.254)
	0.003
	0.001
	

	Smoke
	
	
	
	
	
	
	
	
	0.971

	never
	ref
	1.239(0.730,2.103)
	0.427
	1.298(0.748,2.250)
	0.354
	1.743(1.104,2.753)
	0.017
	0.007
	

	former
	ref
	0.991(0.437,2.246)
	0.983
	1.196(0.519,2.757)
	0.675
	1.310(0.639,2.687)
	0.461
	0.122
	

	now
	ref
	1.018(0.291, 3.553)
	0.978
	1.518(0.466, 4.948)
	0.489
	1.768(0.536, 5.836)
	0.349
	0.104
	

	BMI
	
	
	
	
	
	
	
	
	0.599

	＜25
	ref
	2.72(0.11, 66.57)
	0.54
	11.75(0.47,295.97)
	0.135
	3.92(0.13,119.17)
	0.433
	0.336
	

	≥25
	ref
	1.11(0.72,1.71)
	0.638
	1.35(0.83,2.20)
	0.23
	1.60(1.11,2.32)
	0.012
	<0.001
	






Supplementary Table S5. The subgroup analysis of the joint association of sedentary time and SIRI with CVD mortality

	CVD
	SIRI <0.81 & sedentary <6
	SIRI <0.81 & Sedentary ≥6
	P
	SIRI ≥0.81 & Sedentary <6
	P
	SIRI ≥0.81 & Sedentary ≥6
	P
	P for trend
	P for interaction

	Age
	
	
	
	
	
	
	
	
	0.252

	 <60
	ref
	2.699(0.671,10.847)
	0.162
	3.407(0.887,13.092)
	0.074
	2.904(0.770,10.945)
	0.115
	0.204
	

	 ≥60
	ref
	1.065(0.583,1.946)
	0.837
	1.196(0.701,2.041)
	0.511
	2.141(1.264,3.628)
	0.005
	<0.001
	

	Sex
	
	
	
	
	
	
	
	
	0.155

	 Male
	ref
	1.254(0.520,3.028)
	0.614
	1.624(0.862,3.059)
	0.134
	2.001(1.053,3.800)
	0.034
	0.042
	

	 Female
	ref
	1.497(0.577,3.888)
	0.407
	1.244(0.541,2.863)
	0.607
	3.082(1.451,6.545)
	0.003
	<0.001
	

	Hypertension
	
	
	
	
	
	
	
	
	0.302

	 No
	ref
	2.529(0.672,9.523)
	0.17
	2.760(0.958,7.951)
	0.06
	2.728(0.961,7.749)
	0.06
	0.083
	

	 Yes
	ref
	1.142(0.584,2.232)
	0.698
	1.401(0.803,2.445)
	0.235
	2.363(1.389,4.020)
	0.002
	<0.001
	

	Diabetes
	
	
	
	
	
	
	
	
	0.899

	 No
	ref
	1.391(0.586,3.303)
	0.454
	1.600(0.741,3.456)
	0.232
	2.193(1.069,4.501)
	0.032
	0.01
	

	 Yes
	ref
	1.427(0.619,3.292)
	0.404
	1.537(0.724,3.260)
	0.263
	2.528(1.288,4.964)
	0.007
	0.008
	

	Smoke
	
	
	
	
	
	
	
	
	0.715

	 never
	ref
	1.156(0.514,2.599)
	0.726
	1.725(0.856,3.477)
	0.128
	2.401(1.330,4.334)
	0.004
	<0.001
	

	 former
	ref
	0.926(0.341,2.514)
	0.88
	0.908(0.410,2.009)
	0.812
	1.517(0.688,3.347)
	0.302
	0.098
	

	 now
	ref
	7.977(1.123, 56.678)
	0.038
	5.814(1.063, 31.789)
	0.042
	10.655(2.050, 55.372)
	0.005
	0.068
	

	BMI
	
	
	
	
	
	
	
	
	0.225

	＜25
	ref
	1.02(0.00,5.20)
	0.999
	1.31(0.96, 3.332)
	0.907
	1.70(0.46, 3.93)
	0.906
	0.287
	

	≥25
	ref
	1.50(0.89,2.52)
	0.125
	1.94(1.26,2.99)
	0.003
	3.59(2.38,5.42)
	<0.0001
	<0.0001
	






Supplementary Table S6. The sensitivity analysis excluding deaths within the first 24 months of follow-up
	
	Sedentary time
	HR (95%CI) P-value

	
	
	Model 1
	Model 2
	Model 3

	All-cause mortality

	SIRI＜0.81
	＜3.81
	ref
	ref
	ref

	
	≥3.81
	1.505(1.012,2.240)
	1.314(0.866,1.995)
	1.177(0.779,1.780)

	SIRI≥0.81
	＜3.81
	1.809(1.071,3.054)
	1.556(0.921,2.628)
	1.425(0.865,2.348)

	
	≥3.81
	2.912(2.007,4.224)
	1.887(1.295,2.748)
	1.562(1.073,2.272)

	CVD mortality

	SIRI＜0.81
	＜6
	ref
	ref
	ref

	
	≥6
	1.302(0.644,2.632)
	1.445(0.787,2.653)
	1.359(0.677,2.728)

	SIRI≥0.81
	＜6
	1.909(1.068,3.410)
	1.675(1.004,2.793)
	1.529(0.863,2.706)

	
	≥6
	3.676(2.105,6.420)
	2.706(1.667,4.393)
	2.793(1.620,4.818)
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