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[bookmark: _Toc201362395][bookmark: _Hlk201003952]Table S1. Subgroup analysis by sex for the joint association of CRP and AIP with CMD
	Outcomes
	CRP-AIP groups, HR (95% CI)

	Women (n=16,870)
	

	
	CRP <1mg/L
and AIP <0.1
	CRP 1–3mg/L
and AIP <0.1
	CRP ≥3mg/L
and AIP <0.1
	CRP <1mg/L
and AIP ≥0.1
	CRP 1–3mg/L
and AIP ≥0.1
	CRP ≥3mg/L
and AIP ≥0.1

	CMD
	1 (Reference)
	1.24 (1.12–1.38)
	1.39 (1.24–1.56)
	1.55 (1.38–1.74)
	1.79 (1.58–2.02)
	1.78 (1.56–2.05)

	Cardiovascular disease
	1 (Reference)
	1.15 (0.96–1.37)
	1.25 (1.03–1.52)
	1.18 (0.95–1.47)
	1.51 (1.22–1.86)
	1.23 (0.96–1.58)

	T2DM
	1 (Reference)
	1.30 (1.15–1.48)
	1.49 (1.30–1.70)
	1.58 (1.38–1.81)
	1.69 (1.47–1.96)
	1.97 (1.69–2.30)

	Men (n=61,336)
	
	
	
	
	
	

	
	CRP <1mg/L
and AIP <0.1
	CRP 1–3mg/L
and AIP <0.1
	CRP ≥3mg/L
and AIP <0.1
	CRP <1mg/L
and AIP ≥0.1
	CRP 1–3mg/L
and AIP ≥0.1
	CRP ≥3mg/L
and AIP ≥0.1

	CMD
	1 (Reference)
	1.16 (1.11–1.22)
	1.25 (1.19–1.32)
	1.29 (1.24–1.35)
	1.48 (1.40–1.56)
	1.59 (1.49–1.70)

	Cardiovascular disease
	1 (Reference)
	1.19 (1.12–1.27)
	1.24 (1.15–1.33)
	1.18 (1.10–1.26)
	1.32 (1.21–1.43)
	1.45 (1.32–1.60)

	T2DM
	1 (Reference)
	1.16 (1.10–1.23)
	1.22 (1.14–1.31)
	1.33 (1.26–1.41)
	1.53 (1.43–1.63)
	1.57 (1.45–1.71)

	Abbreviations: AIP, atherogenic index of plasma; CI, confidence interval; CMD, cardiometabolic disease; CRP, C-reactive protein; HR, hazard ratio; T2DM, type 2 diabetes mellitus.
Models were adjusted for age, body mass index, systolic blood pressure, diastolic blood pressure, heart rate, fasting blood glucose, low-density lipoprotein cholesterol, estimated glomerular filtration rate, smoking status, alcohol consumption, physical activity, educational level, salt intake, sleep disorders, family history of myocardial infarction, stroke, and diabetes mellitus, and antihypertensive and lipid-lowering medications use.
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[bookmark: _Toc201362396][bookmark: _Hlk201361167]Table S2. Sensitivity analyses regarding the joint association of CRP and AIP with risks of CMD, cardiovascular disease, and T2DM
	Outcomes
	CRP-AIP groups, HR (95% CI)

	
	CRP <1mg/L
and AIP <0.1
	CRP 1–3mg/L
and AIP <0.1
	CRP ≥3mg/L
and AIP <0.1
	CRP <1mg/L
and AIP ≥0.1
	CRP 1–3mg/L
and AIP ≥0.1
	CRP ≥3mg/L
and AIP ≥0.1

	CMD

	Sensitivity analysis 1
	1 (Reference)
	1.18 (1.13–1.23)
	1.28 (1.22–1.35)
	1.33 (1.27–1.38)
	1.53 (1.46–1.61)
	1.64 (1.54–1.74)

	Sensitivity analysis 2
	1 (Reference)
	1.19 (1.14–1.24)
	1.30 (1.23–1.37)
	1.35 (1.29–1.41)
	1.56 (1.48–1.64)
	1.67 (1.57–1.77)

	Sensitivity analysis 3
	1 (Reference)
	1.17 (1.13–1.22)
	1.29 (1.23–1.35)
	1.33 (1.27–1.38)
	1.53 (1.46–1.61)
	1.63 (1.54–1.73)

	Cardiovascular Disease

	Sensitivity analysis 1
	1 (Reference)
	1.19 (1.12–1.26)
	1.24 (1.16–1.33)
	1.19 (1.12–1.27)
	1.35 (1.25–1.46)
	1.43 (1.31–1.57)

	Sensitivity analysis 2
	1 (Reference)
	1.19 (1.12–1.27)
	1.23 (1.15–1.32)
	1.20 (1.13–1.29)
	1.37 (1.27–1.48)
	1.42 (1.30–1.56)

	Sensitivity analysis 3
	1 (Reference)
	1.19 (1.12–1.26)
	1.25 (1.17–1.34)
	1.19 (1.11–1.27)
	1.36 (1.26–1.47)
	1.43 (1.31–1.56)

	T2DM

	Sensitivity analysis 1
	1 (Reference)
	1.17 (1.12–1.21)
	1.23 (1.17–1.29)
	1.24 (1.19–1.29)
	1.38 (1.31–1.45)
	1.45 (1.37–1.54)

	Sensitivity analysis 2
	1 (Reference)
	1.19 (1.13–1.26)
	1.30 (1.22–1.39)
	1.39 (1.32–1.46)
	1.59 (1.49–1.69)
	1.70 (1.58–1.83)

	Sensitivity analysis 3
	1 (Reference)
	1.19 (1.13–1.25)
	1.28 (1.20–1.36)
	1.37 (1.30–1.44)
	1.57 (1.48–1.67)
	1.66 (1.55–1.79)

	Abbreviations: AIP, atherogenic index of plasma; CI, confidence interval; CMD, cardiometabolic disease; CRP, C-reactive protein; HR, hazard ratio; T2DM, type 2 diabetes mellitus.
Sensitivity analysis 1 considered the competing risk of death; Sensitivity analysis 2 excluded participants who had outcome events within the first 2 years of follow-up; Sensitivity analysis 3 excluded participants with lipid-lowering medications.
Models were adjusted for age, sex, body mass index, systolic blood pressure, diastolic blood pressure, heart rate, fasting blood glucose, low-density lipoprotein cholesterol, estimated glomerular filtration rate, smoking status, alcohol consumption, physical activity, educational level, salt intake, sleep disorders, family history of myocardial infarction, stroke, and diabetes mellitus, and antihypertensive and lipid-lowering medications use.



[bookmark: _Toc201362397]Table S3. Joint association of CRP and AIP with risks of CMD using time-dependent variables
	Outcomes
	Sensitivity analysis 4, CRP-AIP groups, HR (95% CI)

	
	CRP <1mg/L
and AIP <0.1
	CRP 1–3mg/L
and AIP <0.1
	CRP ≥3mg/L
and AIP <0.1
	CRP <1mg/L
and AIP ≥0.1
	CRP 1–3mg/L
and AIP ≥0.1
	CRP ≥3mg/L
and AIP ≥0.1

	CMD

	[bookmark: _Hlk200982504]Model 1
	1 (Reference)
	1.12 (1.07–1.16)
	1.31 (1.25–1.37)
	1.75 (1.67–1.82)
	1.76 (1.68–1.85)
	2.17 (2.06–2.28)

	Model 2
	1 (Reference)
	1.02 (0.98–1.07)
	1.19 (1.13–1.25)
	1.32 (1.26–1.38)
	1.31 (1.24–1.37)
	1.44 (1.37–1.52)

	Model 3
	1 (Reference)
	1.03 (0.99–1.07)
	1.18 (1.12–1.24)
	1.32 (1.26–1.38)
	1.32 (1.26–1.38)
	1.44 (1.37–1.52)

	Cardiovascular Disease

	Model 1
	1 (Reference)
	1.18 (1.11–1.25)
	1.33 (1.25–1.42)
	1.43 (1.34–1.53)
	1.49 (1.39–1.60)
	1.84 (1.70–1.98)

	Model 2
	1 (Reference)
	1.10 (1.04–1.17)
	1.26 (1.18–1.34)
	1.27 (1.18–1.35)
	1.26 (1.17–1.36)
	1.53 (1.42–1.65)

	Model 3
	1 (Reference)
	1.09 (1.03–1.16)
	1.22 (1.14–1.31)
	1.23 (1.15–1.31)
	1.21 (1.12–1.30)
	1.42 (1.31–1.53)

	T2DM

	Model 1
	1 (Reference)
	1.07 (1.02–1.13)
	1.30 (1.22–1.38)
	2.04 (1.94–2.15)
	1.97 (1.86–2.09)
	2.48 (2.33–2.63)

	Model 2
	1 (Reference)
	1.01 (0.95–1.07)
	1.17 (1.10–1.24)
	1.38 (1.31–1.46)
	1.46 (1.38–1.55)
	1.53 (1.44–1.63)

	Model 3
	1 (Reference)
	1.01 (0.95–1.06)
	1.17 (1.10–1.24)
	1.38 (1.31–1.46)
	1.46 (1.37–1.54)
	1.53 (1.43–1.63)

	Abbreviations: AIP, atherogenic index of plasma; CI, confidence interval; CMD, cardiometabolic disease; CRP, C-reactive protein; HR, hazard ratio; T2DM, type 2 diabetes mellitus.
Models were adjusted for age, sex, body mass index, systolic blood pressure, diastolic blood pressure, heart rate, fasting blood glucose, low-density lipoprotein cholesterol, estimated glomerular filtration rate, smoking status, alcohol consumption, physical activity, educational level, salt intake, sleep disorders, family history of myocardial infarction, stroke, and diabetes mellitus, and antihypertensive and lipid-lowering medications use.






[bookmark: _Toc201362398][bookmark: _Hlk201003865]Table S4. Sensitivity analyses regarding the joint association of CRP and AIP with risks of CMD using different cutoff value for AIP
	Outcomes
	CRP-AIP groups, HR (95% CI)

	Sensitivity analysis 5
	

	
	CRP <1mg/L
and AIP <0.23
	CRP 1–3mg/L
and AIP <0.23
	CRP ≥3mg/L
and AIP <0.23
	CRP <1mg/L
and AIP ≥0.23
	CRP 1–3mg/L
and AIP ≥0.23
	CRP ≥3mg/L
and AIP ≥0.23

	CMD
	1 (Reference)
	1.18 (1.13–1.22)
	1.28 (1.23–1.34)
	1.34 (1.28–1.41)
	1.54 (1.45–1.63)
	1.65 (1.54–1.77)

	Cardiovascular disease
	1 (Reference)
	1.19 (1.12–1.25)
	1.24 (1.16–1.32)
	1.20 (1.12–1.30)
	1.36 (1.24–1.49)
	1.45 (1.30–1.62)

	T2DM
	1 (Reference)
	1.19 (1.14–1.25)
	1.28 (1.21–1.36)
	1.37 (1.29–1.45)
	1.55 (1.47–1.66)
	1.64 (1.51–1.79)

	Sensitivity analysis 6
	
	
	
	
	
	

	
	CRP <1mg/L
and AIP <-0.03
	CRP 1–3mg/L
and AIP <-0.03
	CRP ≥3mg/L
and AIP <-0.03
	CRP <1mg/L
and AIP ≥-0.03
	CRP 1–3mg/L
and AIP ≥-0.03
	CRP ≥3mg/L
and AIP ≥-0.03

	CMD
	1 (Reference)
	1.16 (1.11–1.22)
	1.27 (1.20–1.34)
	1.29 (1.24–1.34)
	1.50 (1.43–1.57)
	1.63 (1.54–1.72)

	Cardiovascular disease
	1 (Reference)
	1.20 (1.12–1.29)
	1.24 (1.15–1.34)
	1.18 (1.11–1.25)
	1.35 (1.26–1.44)
	1.44 (1.33–1.56)

	T2DM
	1 (Reference)
	1.17 (1.10–1.25)
	1.24 (1.15–1.33)
	1.32 (1.26–1.39)
	1.54 (1.46–1.63)
	1.69 (1.58–1.80)

	Abbreviations: AIP, atherogenic index of plasma; CI, confidence interval; CMD, cardiometabolic disease; CRP, C-reactive protein; HR, hazard ratio; T2DM, type 2 diabetes mellitus.
Sensitivity analysis 5 calculated AIP cutoff using clinical cutoff values for triglycerides (1.7 mmol/L) and high-density lipoprotein cholesterol (1.0 mmol/L); Sensitivity analysis 6 estimated AIP cutoff by the receiver operating characteristic curve.
Models were adjusted for age, sex, body mass index, systolic blood pressure, diastolic blood pressure, heart rate, fasting blood glucose, low-density lipoprotein cholesterol, estimated glomerular filtration rate, smoking status, alcohol consumption, physical activity, educational level, salt intake, sleep disorders, family history of myocardial infarction, stroke, and diabetes mellitus, and antihypertensive and lipid-lowering medications use.



[bookmark: _Toc201362399]Table S5. Hazard ratios (95% CI) of CMD, cardiovascular disease, and T2DM according to the CRP levels
	Outcomes
	CRP levels, HR (95% CI)

	
	CRP <1mg/L
	CRP 1–3mg/L
	CRP ≥3mg/L

	CMD
	
	
	

	 Case/Total
	10,365/47,115
	5,602/19,407
	3,621/11,684

	Incidence rate*
	16.23 (15.92–16.55)
	22.01 (21.44–22.60)
	24.01 (23.24–24.81)

	Model 1
	1 (Reference)
	1.33 (1.28–1.37)
	1.35 (1.30–1.41)

	Model 2
	1 (Reference)
	1.17 (1.13–1.21)
	1.27 (1.22–1.32)

	Model 3
	1 (Reference)
	1.16 (1.12–1.20)
	1.26 (1.22–1.31)

	Cardiovascular disease

	Case/Total
	4,665/47,115
	2,566/19,407
	1,770/11,684

	Incidence rate*
	6.87 (6.68–7.07)
	9.35 (8.99–9.72)
	10.84 (10.35–11.36)

	Model 1
	1 (Reference)
	1.30 (1.24–1.36)
	1.32 (1.25–1.40)

	Model 2
	1 (Reference)
	1.19 (1.13–1.24)
	1.24 (1.17–1.31)

	Model 3
	1 (Reference)
	1.17 (1.11–1.23)
	1.23 (1.16–1.30)

	T2DM
	
	
	

	Case/Total
	6,680/47,115
	3,670/19,407
	2,279/11,684

	Incidence rate*
	14.02 (13.69–14.36)
	18.95 (18.35–19.57)
	19.50 (18.71–20.32)

	Model 1
	1 (Reference)
	1.37 (1.32–1.43)
	1.37 (1.31–1.44)

	Model 2
	1 (Reference)
	1.17 (1.12–1.22)
	1.26 (1.20–1.32)

	Model 3
	1 (Reference)
	1.16 (1.12–1.21)
	1.26 (1.20–1.32)

	* Indicates per 1000 person-years
Abbreviations: CI, confidence interval; CMD, cardiometabolic disease; CRP, C-reactive protein; HR, hazard ratio; T2DM, type 2 diabetes mellitus.
Model 1 was adjusted for age and sex; Model 2 was further adjusted for body mass index, systolic blood pressure, diastolic blood pressure, heart rate, fasting blood glucose, low-density lipoprotein cholesterol, estimated glomerular filtration rate, atherogenic index of plasma, smoking status, alcohol consumption, physical activity, salt intake, sleep disorders, educational level, and family history of myocardial infarction, stroke, and diabetes mellitus; Model 3 was further adjusted for antihypertensive and lipid-lowering medications use.




[bookmark: _Toc201362400]Table S6. Hazard ratios (95% CI) of CMD, cardiovascular disease, and T2DM according to the AIP levels
	Outcomes
	Quartiles of AIP levels, HR (95% CI)

	
	Quartile 1
AIP <0.1
	Quartile 2
AIP 0.1–0.23
	Quartile 3
AIP ≥0.24

	CMD
	
	
	

	Case/Total
	12,469/56,995
	2,865/9,229
	4,254/11,982

	Incidence rate
	16.19 (15.91–16.48)
	23.86 (23.01–24.75)
	27.69 (26.87–28.53)

	Model 1
	1 (Reference)
	1.47 (1.41–1.53)
	1.74 (1.68–1.80)

	Model 2
	1 (Reference)
	1.22 (1.17–1.27)
	1.40 (1.35–1.45)

	Model 3
	1 (Reference)
	1.22 (1.17–1.27)
	1.39 (1.34–1.44)

	Cardiovascular disease
	

	Case/Total
	6,059/56,995
	1,231/9,229
	1,711/11,982

	Incidence rate
	7.42 (7.24–7.61)
	9.42 (8.91–9.96)
	10.10 (9.63–10.59)

	Model 1
	1 (Reference)
	1.26 (1.19–1.34)
	1.42 (1.34–1.50)

	Model 2
	1 (Reference)
	1.12 (1.06–1.20)
	1.22 (1.16–1.29)

	Model 3
	1 (Reference)
	1.11 (1.05–1.18)
	1.21 (1.15–1.28)

	T2DM
	
	
	

	Case/Total
	7,592/56,995
	1,971/9,229
	3,066/11,982

	Incidence rate
	13.20 (12.91–13.50)
	21.44 (20.52–22.41)
	25.52 (24.64–26.44)

	Model 1
	1 (Reference)
	1.60 (1.53–1.69)
	1.90 (1.82–1.98)

	Model 2
	1 (Reference)
	1.26 (1.20–1.33)
	1.42 (1.36–1.48)

	Model 3
	1 (Reference)
	1.26 (1.20–1.33)
	1.42 (1.36–1.48)

	* Indicates per 1000 person-years
Abbreviations: AIP, atherogenic index of plasma; CI, confidence interval; CMD, cardiometabolic disease; HR, hazard ratio; T2DM, type 2 diabetes mellitus.
Model 1 was adjusted for age and sex; Model 2 was further adjusted for body mass index, systolic blood pressure, diastolic blood pressure, heart rate, fasting blood glucose, low-density lipoprotein cholesterol, estimated glomerular filtration rate, C-reactive protein, smoking status, alcohol consumption, physical activity, salt intake, sleep disorders, educational level, and family history of myocardial infarction, stroke, and diabetes mellitus; Model 3 was further adjusted for antihypertensive and lipid-lowering medications use.



[bookmark: _Toc201362401]Table S7. Cross-lagged analysis of CRP and AIP between 2006 and 2010 in participants without lipid-lowering medications use
	
	R2 of CRP
	R2 of AIP
	CRP2006–CRP2010
	AIP2006–AIP2010
	CRP2006–AIP2010 (β1)
	AIP2006–CRP2010 (β2)
	P difference*

	Model 1
	0.0631
	0.3743
	0.242 (0.233–0.251)
	0.602 (0.596–0.608)
	0.079 (0.071–0.087)
	0.054 (0.045–0.063)
	<0.001

	Model 2
	0.0486
	0.3166
	0.220 (0.211–0.229)
	0.556 (0.550–0.563)
	0.069 (0.061–0.077)
	0.015 (0.005–0.024)
	<0.001

	Model 3
	0.0485
	0.3163
	0.219 (0.210–0.228)
	0.556 (0.550–0.563)
	0.069 (0.061–0.077)
	0.014 (0.005–0.023)
	<0.001

	Model 4
	0.0486
	0.3162
	0.219 (0.211–0.228)
	0.556 (0.550–0.562)
	0.069 (0.061–0.077)
	0.015 (0.005–0.024)
	<0.001

	* Indicates the P value for the difference between β1 and β2.
Abbreviations: AIP, atherogenic index of plasma; CRP, C-reactive protein.
Model 1 was adjusted for age and sex; Model 2 was further adjusted for body mass index, systolic blood pressure, diastolic blood pressure, heart rate, fasting blood glucose, low-density lipoprotein cholesterol, estimated glomerular filtration rate, smoking status, alcohol consumption, physical activity, educational level, salt intake, sleep disorders, and family history of myocardial infarction, stroke, and diabetes mellitus; Model 3 was further adjusted for antihypertensive medications use; Model 4 was further adjusted for the time interval between the two measurements.

	



[bookmark: _Toc201362402][bookmark: _Hlk201004010]Table S8. Cross-lagged analysis of CRP and AIP between 2006 and 2010 in participants of different sex
	
	R2 of CRP
	R2 of AIP
	CRP2006–CRP2010
	AIP2006–AIP2010
	CRP2006–AIP2010 (β1)
	AIP2006–CRP2010 (β2)
	P difference*

	Women (n=13,054)
	
	
	
	
	
	
	

	Model 1
	0.116
	0.372
	0.334 (0.317–0.350)
	0.596 (0.584–0.608)
	0.084 (0.069–0.100)
	0.046 (0.028–0.064)
	<0.001

	Model 2
	0.091
	0.331
	0.301 (0.283–0.318)
	0.564 (0.552–0.577)
	0.075 (0.058–0.091)
	0.016 (-0.003–0.034)
	<0.001

	Model 3
	0.091
	0.330
	0.300 (0.283–0.317)
	0.564 (0.551–0.577)
	0.075 (0.058–0.091)
	0.015 (-0.003–0.034)
	<0.001

	Model 4
	0.091
	0.330
	0.299 (0.282–0.316)
	0.564 (0.551–0.576)
	0.075 (0.059–0.092)
	0.016 (-0.003–0.034)
	<0.001

	Men (n=40,659)
	
	
	
	
	
	
	

	Model 1
	0.051
	0.362
	0.219 (0.208–0.229)
	0.593 (0.586–0.600)
	0.078 (0.069–0.087)
	0.048 (0.037–0.058)
	<0.001

	Model 2
	0.040
	0.304
	0.199 (0.189–0.209)
	0.546 (0.539–0.553)
	0.067 (0.058–0.076)
	0.010 (0.000–0.021)
	<0.001

	Model 3
	0.040
	0.303
	0.199 (0.188–0.209)
	0.546 (0.538–0.553)
	0.067 (0.057–0.076)
	0.010 (-0.001–0.021)
	<0.001

	Model 4
	0.040
	0.303
	0.199 (0.189–0.210)
	0.546 (0.538–0.553)
	0.067 (0.057–0.076)
	0.010 (0.000–0.021)
	<0.001

	* Indicates the P value for the difference between β1 and β2.
Abbreviations: AIP, atherogenic index of plasma; CRP, C-reactive protein.
Model 1 was adjusted for age; Model 2 was further adjusted for body mass index, systolic blood pressure, diastolic blood pressure, heart rate, fasting blood glucose, low-density lipoprotein cholesterol, estimated glomerular filtration rate, smoking status, alcohol consumption, physical activity, educational level, salt intake, sleep disorders, and family history of myocardial infarction, stroke, and diabetes mellitus; Model 3 was further adjusted for antihypertensive and lipid-lowering medications use; Model 4 was further adjusted for the time interval between the two measurements.




[bookmark: _Toc201362403][bookmark: _Hlk200909589][bookmark: _Hlk201004403]Table S9. Mediation effect by AIP on the association of CRP with CMD, cardiovascular disease, and T2DM
	Outcomes
	Total effect
	Direct effect
	Indirect effect
	Percentage mediated (%)

	CMD
	
	
	
	

	Model 1
	1.07 (1.06–1.08)
	1.05 (1.04–1.06)
	1.02 (1.02–1.02)
	28.43 (23.98–32.89)

	Model 2
	1.08 (1.06–1.09)
	1.06 (1.05–1.07)
	1.02 (1.01–1.02)
	21.65 (17.91–25.38)

	Model 3
	1.07 (1.06–1.08)
	1.06 (1.05–1.07)
	1.01 (1.01–1.02)
	21.52 (17.71–25.34)

	Sensitivity 1
	1.07 (1.05–1.08)
	1.05 (1.04–1.06)
	1.02 (1.01–1.02)
	23.96 (19.32–28.60)

	Sensitivity 2
	1.07 (1.06–1.09)
	1.06 (1.05–1.07)
	1.01 (1.01–1.02)
	21.18 (17.41–24.94)

	Cardiovascular disease
	
	
	
	

	Model 1
	1.06 (1.04–1.07)
	1.05 (1.03–1.06)
	1.01 (1.01–1.01)
	19.11 (13.64–24.59)

	Model 2
	1.05 (1.04–1.07)
	1.05 (1.03–1.06)
	1.01 (1.01–1.01)
	15.24 (10.11–20.37)

	Model 3
	1.05 (1.04–1.07)
	1.04 (1.03–1.06)
	1.01 (1.01–1.01)
	15.04 (9.71–20.37)

	Sensitivity 1
	1.05 (1.03–1.06)
	1.04 (1.02–1.05)
	1.01 (1.01–1.01)
	17.66 (10.59–24.73)

	Sensitivity 2 
	1.05 (1.04–1.07)
	1.05 (1.03–1.06)
	1.01 (1.01–1.01)
	14.12 (9.08–19.17)

	T2DM
	
	
	
	 

	Model 1
	1.07 (1.06–1.09)
	1.05 (1.04–1.06)
	1.02 (1.02–1.03)
	33.89 (27.98–39.81)

	Model 2
	1.08 (1.06–1.09)
	1.06 (1.04–1.07)
	1.02 (1.02–1.02)
	25.41 (20.61–30.22)

	Model 3
	1.08 (1.06–1.09)
	1.06 (1.04–1.07)
	1.02 (1.02–1.02)
	25.31 (20.42–30.20)

	Sensitivity 1
	1.07 (1.06–1.08)
	1.05 (1.04–1.06)
	1.02 (1.02–1.02)
	27.09 (21.48–32.69)

	Sensitivity 2 
	1.08 (1.06–1.09)
	1.06 (1.04–1.07)
	1.02 (1.02–1.02)
	25.01 (20.18–29.83)

	Abbreviations: AIP, atherogenic index of plasma; CMD, cardiometabolic disease; CRP, C-reactive protein; T2DM, type 2 diabetes mellitus.
Model 1 was adjusted for age and sex; Model 2 was further adjusted for body mass index, systolic blood pressure, diastolic blood pressure, heart rate, fasting blood glucose, low-density lipoprotein cholesterol, estimated glomerular filtration rate, smoking status, alcohol consumption, physical activity, educational level, salt intake, sleep disorders, and family history of myocardial infarction, stroke, and diabetes mellitus; Model 3 was further adjusted for antihypertensive and lipid-lowering medications use.
Sensitivity analysis 1 excluded participants who had outcome events within the first 2 years of follow-up; Sensitivity analysis 2 excluded participants with lipid-lowering medications.
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	Outcomes
	Total effect
	Direct effect
	Indirect effect
	Percentage mediated (%)

	Women (n=13,054)
	
	
	
	

	CMD
	1.09 (1.06–1.11)
	1.07 (1.04–1.09)
	1.02 (1.02–1.02)
	23.83 (16.28–31.39)

	CVD
	1.03 (1.00–1.07)
	1.03 (0.99–1.07)
	1.01 (1.00–1.01)
	19.23 (-6.70–45.17)

	T2DM
	1.11 (1.08–1.14)
	1.08 (1.05–1.11)
	1.02 (1.02–1.03)
	23.81 (16.76–30.87)

	Men (n=40,659)
	
	
	
	

	CMD
	1.07 (1.05–1.08)
	1.05 (1.04–1.07)
	1.01 (1.01–1.01)
	19.92 (15.56–24.29)

	CVD
	1.06 (1.04–1.07)
	1.05 (1.03–1.07)
	1.01 (1.01–1.01)
	12.90 (8.14–17.65)

	T2DM
	1.06 (1.05–1.08)
	1.05 (1.03–1.06)
	1.02 (1.01–1.02)
	25.38 (18.75–32.01)

	Abbreviations: AIP, atherogenic index of plasma; CMD, cardiometabolic disease; CRP, C-reactive protein; T2DM, type 2 diabetes mellitus.
Models were adjusted for age, body mass index, systolic blood pressure, diastolic blood pressure, heart rate, fasting blood glucose, low-density lipoprotein cholesterol, estimated glomerular filtration rate, smoking status, alcohol consumption, physical activity, educational level, salt intake, sleep disorders, family history of myocardial infarction, stroke, and diabetes mellitus, and antihypertensive and lipid-lowering medications use.
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	Outcomes
	Total effect
	Direct effect
	Indirect effect
	Percentage mediated (%)

	CMD
	
	
	
	

	Model 1
	3.54 (3.28–3.79)
	3.42 (3.17–3.67)
	1.03 (1.03–1.04)
	4.55 (3.71–5.38)

	Model 2
	2.61 (2.41–2.81)
	2.56 (2.36–2.76)
	1.02 (1.02–1.03)
	3.26 (2.45–4.07)

	Model 3
	2.54 (2.35–2.74)
	2.49 (2.30–2.69)
	1.02 (1.01–1.02)
	3.17 (2.36–3.97)

	Cardiovascular disease
	
	
	
	

	Model 1
	1.91 (1.70–2.11)
	1.87 (1.67–2.06)
	1.02 (1.01–1.03)
	4.23 (2.78–5.68)

	Model 2
	1.56 (1.39–1.73)
	1.55 (1.38–1.71)
	1.01 (1.01–1.02)
	2.98 (1.50–4.46)

	Model 3
	1.52 (1.35–1.68)
	1.50 (1.34–1.67)
	1.01 (1.01–1.02)
	2.95 (1.42–4.48)

	T2DM
	
	
	
	

	Model 1
	4.50 (4.13–4.87)
	4.34 (3.99–4.70)
	1.04 (1.03–1.04)
	4.47 (3.63–5.31)

	Model 2
	3.10 (2.82–3.37)
	3.02 (2.75–3.29)
	1.03 (1.02–1.03)
	3.77 (2.89–4.66)

	Model 3
	3.03 (2.76–3.30)
	2.96 (2.69–3.22)
	1.03 (1.02–1.03)
	3.68 (2.80–4.56)

	Abbreviations: AIP, atherogenic index of plasma; CMD, cardiometabolic disease; CRP, C-reactive protein; T2DM, type 2 diabetes mellitus.
Model 1 was adjusted for age and sex; Model 2 was further adjusted for body mass index, systolic blood pressure, diastolic blood pressure, heart rate, fasting blood glucose, low-density lipoprotein cholesterol, estimated glomerular filtration rate, smoking status, alcohol consumption, physical activity, educational level, salt intake, sleep disorders, and family history of myocardial infarction, stroke, and diabetes mellitus; Model 3 was further adjusted for antihypertensive and lipid-lowering medications use.
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