[bookmark: OLE_LINK26]Supplementary Tables
Table S1. The 31 deficits used to construct the frailty index in CHARLS.
Table S2. The proportion of missing covariates and imputation methods.
Table S3. Comparison of baseline characteristics between included and excluded participants.
Table S4. Baseline characteristics stratified by the median value of CTI (median = 4.2)
Table S5. Baseline characteristics stratified by FI level.
Table S6. Main effects of CTI and FI considering the presence of interaction terms.
Table S7. Sensitivity analyses for the association of CTI and FI with incident stroke risk.
Table S8. Association of changes in frailty status with risks of incident stroke.
Table S9. Association of mean FI and FI change with risks of incident stroke.
Supplementary Figures
[bookmark: OLE_LINK83]Figure S1. Time-dependent predictive discrimination of CTI, FI, and CTI+FI models for incident stroke risk.
Figure S2. Subgroup analysis for the association between CTI and incident stroke risk.
Figure S3. Subgroup analysis for the association between FI and incident stroke risk.
Figure S4. Predictive performance of CTI and FI for incident stroke risk after multiple imputation.
Figure S5. Predictive performance of CTI and FI for incident stroke risk after excluding participants with follow-up duration less than two years.
Figure S6. Predictive performance of CTI and FI for incident stroke risk in the overall population.
Figure S7. Mediation analyses of the associations among CTI, FI, and incident stroke risk.
	Table S1. The 31 deficits used to construct the frailty index in CHARLS

	No.
	Deficit item
	Deficit scoring

	1
	Self-reported physician-diagnosed diabetes
	Yes = 1, No = 0

	2
	Self-reported physician-diagnosed cancer
	Yes = 1, No = 0

	3
	Self-reported physician-diagnosed chronic lung disease
	Yes = 1, No = 0

	4
	Self-reported physician-diagnosed arthritis
	Yes = 1, No = 0

	5
	Self-reported physician-diagnosed heart disease
	Yes = 1, No = 0

	6
	Self-reported physician-diagnosed stroke
	Yes = 1, No = 0

	7
	Self-reported emotional, nervous, or psychiatric problems
	Yes = 1, No = 0

	8
	Self-reported memory-related disease
	Yes = 1, No = 0

	9
	Self-reported distance eyesight
	Poor or fair = 1; Excellent, very good, or good = 0

	10
	Self-reported near eyesight
	Poor or fair = 1; Excellent, very good, or good = 0

	11
	Self-reported hearing (while using hearing aid if appropriate)
	Poor or fair = 1; Excellent, very good, or good = 0

	12
	Self-rated health status
	Fair, poor, or very poor = 1; Excellent, very good, or good = 0

	13
	Difficulty with dressing
	Yes = 1, No = 0

	14
	Difficulty with bathing or showering
	Yes = 1, No = 0

	15
	Difficulty with eating
	Yes = 1, No = 0

	16
	Difficulty with getting in or out of bed
	Yes = 1, No = 0

	17
	Difficulty with using the toilet
	Yes = 1, No = 0

	18
	Difficulty with managing money
	Yes = 1, No = 0

	19
	Difficulty with taking medication
	Yes = 1, No = 0

	20
	Difficulty with shopping for groceries
	Yes = 1, No = 0

	21
	Difficulty with preparing meals
	Yes = 1, No = 0

	22
	Difficulty with walking 100 meters or one block
	Yes = 1, No = 0

	23
	Difficulty with getting up from a chair after sitting for long periods
	Yes = 1, No = 0

	24
	Difficulty with climbing several flights of stairs without resting
	Yes = 1, No = 0

	25
	Difficulty with lifting or carrying weights over 10 pounds (≈5 kg)
	Yes = 1, No = 0

	26
	Difficulty with picking up a coin from a table
	Yes = 1, No = 0

	27
	Difficulty with stooping, kneeling, or crouching
	Yes = 1, No = 0

	28
	Difficulty with reaching arms above shoulder level
	Yes = 1, No = 0

	29
	Depressive symptoms (CESD-10)
	CESD-10 ≥ 10 = 1; < 10 = 0

	30
	Cognitive function: memory recall score
	Deficit score = 1 − (recall score / 10), range 0–1

	31
	Cognitive function: orientation score
	Deficit score = 1 − (orientation score / 4), range 0–1

	The frailty index (FI) was constructed using the deficit accumulation approach. Each health deficit was coded on a scale from 0 (absence of deficit) to 1 (presence of deficit). For cognitive variables, continuous deficit scores were calculated. The FI score was calculated as the sum of deficits divided by the number of non-missing items and multiplied by 100. Participants with FI ≥ 25 were classified as frail.





	[bookmark: OLE_LINK5]Table S2. The proportion of missing covariates and imputation methods

	Variable
	Number of missing data
	Percentage of missing data (%)
	Imputation methods

	Sex
	0
	0.00
	logreg

	Smoking
	1
	0.01
	logreg

	Heart disease
	34
	0.41
	logreg

	Diabetes
	81
	0.98
	logreg

	Hypertension
	45
	0.54
	logreg

	Hyperlipidemia
	175
	2.12
	logreg

	Kidney disease
	41
	0.50
	logreg

	Antihyperglycemic treatment
	82
	0.99
	logreg

	Antihypertensive treatment
	46
	0.56
	logreg







	[bookmark: OLE_LINK115][bookmark: OLE_LINK117]Table S3. Comparison of baseline characteristics between included and excluded participants

	Variables
	Overall1
	Included (n=8,755)1
	Excluded (n=8,953)1
	P value2

	Age, years
	58.00 (51.00, 65.00)
	58.00 (52.00, 66.00)
	57.00 (50.00, 65.00)
	<0.001

	Sex, n (%)
	
	
	
	<0.001

	Female
	9,227 (52.1%)
	4,767 (54.4%)
	4,460 (49.8%)
	

	Male
	8,479 (47.9%)
	3,988 (45.6%)
	4,491 (50.2%)
	

	Residence, n (%)
	
	
	
	<0.001

	Rural
	10,537 (59.5%)
	5,619 (64.2%)
	4,918 (54.9%)
	

	Urban
	7,171 (40.5%)
	3,136 (35.8%)
	4,035 (45.1%)
	

	Marital status, n (%)
	
	
	
	<0.001

	Married and living with spouse
	14,170 (90.6%)
	7,303 (94.2%)
	6,867 (87.0%)
	

	Others
	1,477 (9.4%)
	453 (5.8%)
	1,024 (13.0%)
	

	Education level, n (%)
	
	
	
	<0.001

	Junior high school and below
	15,525 (87.7%)
	7,932 (90.6%)
	7,593 (85.0%)
	

	Senior high school and above
	2,168 (12.3%)
	823 (9.4%)
	1,345 (15.0%)
	

	Smoking, n (%)
	
	
	
	0.003

	No
	10,628 (60.5%)
	5,394 (61.6%)
	5,234 (59.4%)
	

	Yes
	6,931 (39.5%)
	3,360 (38.4%)
	3,571 (40.6%)
	

	Drinking, n (%)
	
	
	
	0.287

	No
	11,785 (67.1%)
	5,912 (67.5%)
	5,873 (66.8%)
	

	Yes
	5,767 (32.9%)
	2,843 (32.5%)
	2,924 (33.2%)
	

	BMI, kg/m²
	23.10 (20.79, 25.74)
	23.17 (20.86, 25.85)
	22.93 (20.68, 25.52)
	<0.001

	CRP, mg/L
	1.04 (0.55, 2.20)
	1.03 (0.55, 2.18)
	1.07 (0.55, 2.30)
	0.250

	Uric acid, mg/dL
	4.31 (3.57, 5.18)
	4.29 (3.56, 5.13)
	4.39 (3.62, 5.28)
	<0.001

	CTI
	4.71 (4.34, 5.14)
	4.70 (4.33, 5.12)
	4.76 (4.38, 5.20)
	<0.001

	FI
	15.00 (8.33, 23.54)
	15.42 (9.09, 23.80)
	14.35 (7.83, 23.33)
	<0.001

	Diabetes, n (%)
	1,062 (6.1%)
	546 (6.3%)
	516 (5.9%)
	0.278

	Antidiabetic treatment, n (%)
	648 (3.7%)
	323 (3.7%)
	325 (3.7%)
	0.996

	Hypertension, n (%)
	4,535 (26.0%)
	2,324 (26.7%)
	2,211 (25.2%)
	0.026

	Antihypertensive treatment, n (%)
	3,201 (18.3%)
	1,655 (19.0%)
	1,546 (17.7%)
	0.020

	Hyperlipidemia, n (%)
	1,696 (9.9%)
	879 (10.3%)
	817 (9.4%)
	0.070

	Heart disease, n (%)
	2,130 (12.2%)
	1,045 (12.0%)
	1,085 (12.4%)
	0.472

	[bookmark: OLE_LINK113]Chronic kidney disease, n (%)
	979 (5.6%)
	507 (5.8%)
	472 (5.4%)
	0.216

	1Median (Q1, Q3); n (%)

	2Wilcoxon rank sum test; Pearson's Chi-squared test
Abbreviations: BMI, body mass index; CRP, C-reactive protein; CTI, C-reactive protein–triglyceride–glucose index; FI, frailty index.



	Table S4. Baseline characteristics stratified by the median value of CTI (median = 4.2)

	Variables
	CTI < median1
	CTI ≥ median1
	P value2

	Age, years, mean (SD)
	57.00 (50.00, 65.00)
	59.00 (53.00, 66.00)
	<0.001

	Sex, n (%)
	
	
	0.096

	Female
	2,344 (53.6%)
	2,423 (55.3%)
	

	Male
	2,033 (46.4%)
	1,955 (44.7%)
	

	[bookmark: OLE_LINK10]Residence, n (%)
	
	
	<0.001

	Rural
	2,995 (68.4%)
	2,624 (59.9%)
	

	Urban
	1,382 (31.6%)
	1,754 (40.1%)
	

	Marital, n (%)
	
	
	0.137

	Married and living with spouse
	3,678 (93.8%)
	3,625 (94.6%)
	

	Others
	245 (6.2%)
	208 (5.4%)
	

	Education level, n (%)
	
	
	0.717

	< Junior high school
	3,971 (90.7%)
	3,961 (90.5%)
	

	≥ Senior high school
	406 (9.3%)
	417 (9.5%)
	

	Smoking, n (%)
	
	
	0.856

	No
	2,701 (61.7%)
	2,693 (61.5%)
	

	Yes
	1,675 (38.3%)
	1,685 (38.5%)
	

	Drinking, n (%)
	
	
	<0.001

	No
	2,873 (65.6%)
	3,039 (69.4%)
	

	Yes
	1,504 (34.4%)
	1,339 (30.6%)
	

	BMI, kg/m2
	22.23 (20.22, 24.43)
	24.34 (21.79, 26.99)
	<0.001

	CRP, mg/L
	0.57 (0.39, 0.85)
	2.12 (1.25, 4.02)
	<0.001

	Uric Acid, mg/dl
	4.05 (3.41, 4.84)
	4.52 (3.74, 5.42)
	<0.001

	CTI
	4.33 (4.11, 4.51)
	5.12 (4.89, 5.44)
	<0.001

	FI index
	15.00 (8.64, 22.61)
	15.87 (9.57, 24.79)
	<0.001

	Frailty, n (%)
	
	
	<0.001

	No
	3,482 (79.6%)
	3,295 (75.3%)
	

	Yes
	895 (20.4%)
	1,083 (24.7%)
	

	Diabetes, n (%)
	138 (3.2%)
	408 (9.4%)
	<0.001

	Antidiabetic, n (%)
	81 (1.9%)
	242 (5.6%)
	<0.001

	Hypertension, n (%)
	842 (19.3%)
	1,482 (34.1%)
	<0.001

	Antihypertensive, n (%)
	544 (12.5%)
	1,111 (25.5%)
	<0.001

	Hyperlipidemia, n (%)
	288 (6.7%)
	591 (13.9%)
	<0.001

	Heart disease, n (%)
	424 (9.7%)
	621 (14.3%)
	<0.001

	Chronic kidney disease, n (%)
	249 (5.7%)
	258 (5.9%)
	0.722

	1Median (Q1, Q3); n (%)

	2Wilcoxon rank sum test; Pearson's Chi-squared test
[bookmark: OLE_LINK35]Abbreviations: BMI: body mass index; CRP: C-reactive protein; CHG, Cholesterol, high-density lipoprotein; FI, frailty index.






	[bookmark: OLE_LINK13]Table S5. Baseline characteristics stratified by FI level.

	Variables
	FI < 251
	FI ≥ 251
	P value2

	Age, years, mean (SD)
	57.00 (50.00, 64.00)
	63.00 (56.00, 70.00)
	<0.001

	Sex, n (%)
	
	
	<0.001

	Female
	3,459 (51.0%)
	1,308 (66.1%)
	

	Male
	3,318 (49.0%)
	670 (33.9%)
	

	Residence, n (%)
	
	
	<0.001

	Rural
	4,219 (62.3%)
	1,400 (70.8%)
	

	Urban
	2,558 (37.7%)
	578 (29.2%)
	

	Marital, n (%)
	
	
	0.103

	Married and living with spouse
	5,789 (94.4%)
	1,514 (93.3%)
	

	Others
	344 (5.6%)
	109 (6.7%)
	

	Education level, n (%)
	
	
	<0.001

	< Junior high school
	6,014 (88.7%)
	1,918 (97.0%)
	

	≥ Senior high school
	763 (11.3%)
	60 (3.0%)
	

	Smoking, n (%)
	
	
	<0.001

	No
	4,057 (59.9%)
	1,337 (67.6%)
	

	Yes
	2,719 (40.1%)
	641 (32.4%)
	

	Drinking, n (%)
	
	
	<0.001

	No
	4,389 (64.8%)
	1,523 (77.0%)
	

	Yes
	2,388 (35.2%)
	455 (23.0%)
	

	BMI, kg/m2
	23.17 (20.93, 25.73)
	23.18 (20.59, 26.24)
	0.967

	CRP, mg/L
	1.00 (0.54, 2.09)
	1.13 (0.59, 2.53)
	<0.001

	Uric Acid, mg/dl
	4.32 (3.59, 5.18)
	4.18 (3.45, 4.99)
	<0.001

	CTI
	4.68 (4.31, 5.09)
	4.76 (4.38, 5.20)
	<0.001

	Diabetes, n (%)
	337 (5.0%)
	209 (10.7%)
	<0.001

	Antidiabetic, n (%)
	187 (2.8%)
	136 (7.0%)
	<0.001

	Hypertension, n (%)
	1,595 (23.7%)
	729 (37.2%)
	<0.001

	Antihypertensive, n (%)
	1,123 (16.7%)
	532 (27.1%)
	<0.001

	Hyperlipidemia, n (%)
	594 (9.0%)
	285 (14.8%)
	<0.001

	Heart disease, n (%)
	590 (8.8%)
	455 (23.2%)
	<0.001

	Chronic kidney disease, n (%)
	324 (4.8%)
	183 (9.3%)
	<0.001

	1Median (Q1, Q3); n (%)

	2Wilcoxon rank sum test; Pearson's Chi-squared test
Abbreviations: BMI: body mass index; CRP: C-reactive protein; CTI, C-reactive protein–triglyceride–glucose index; FI, frailty index.






	[bookmark: OLE_LINK18][bookmark: OLE_LINK90]Table S6. Main effects of CTI and FI considering the presence of interaction terms.

	
	Model 1
	
	Model 2
	
	Model 3

	[bookmark: OLE_LINK124]
	HR (95% CI)
	P value
	
	HR (95% CI)
	P value
	
	HR (95% CI)
	P value

	Low CTI
	Ref
	
	
	Ref
	
	
	Ref
	

	High CTI
	2.20 (1.80–2.70)
	<0.001
	
	2.21 (1.78–2.74)
	<0.001
	
	1.88 (1.51–2.35)
	<0.001

	Low FI
	Ref
	
	
	Ref
	
	
	Ref
	

	High FI
	2.41 (1.83–3.18)
	<0.001
	
	2.39 (1.76–3.23)
	<0.001
	
	2.05 (1.51–2.79)
	<0.001

	Model 1: adjusted for age and sex.
Model 2: adjusted for variables in Model 1 plus smoking, drinking, marital status, education level, residence, and BMI.
[bookmark: OLE_LINK36]Model 3: adjusted for variables in Model 2 plus heart disease, diabetes, hypertension, hyperlipidemia, chronic kidney disease, Uric Acid.
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	[bookmark: OLE_LINK93]Table S7. Sensitivity analyses for the association of CTI and FI with incident stroke risk

	[bookmark: OLE_LINK69]
	
	
	Unadjusted models
	Adjusted models

	
	Case
	Incidence ratea (95% CI)
	HR (95% CI)
	P value
	HR (95% CI)
	P value

	Using multiple imputation for missing covariate data

	Low CTI
	223
	7.2 (6.2–8.1)
	Ref
	
	Ref
	

	High CTI
	376
	13.4 (12.1–14.8)
	1.94 (1.65–2.29)
	<0.001
	1.60 (1.35–1.90)
	<0.001

	Low FI
	412
	8.7 (7.9–9.6)
	Ref
	
	Ref
	

	High FI
	187
	15.7 (13.4–17.9)
	1.90 (1.60–2.25)
	<0.001
	1.49 (1.23–1.79)
	<0.001

	Low CTI and low FI
	142
	5.6 (4.7–6.5)
	Ref
	
	Ref
	

	High CTI and low FI
	270
	12.3 (10.8–13.7)
	2.26 (1.84–2.77)
	<0.001
	1.89 (1.54–2.33)
	<0.001

	Low CTI and high FI
	81
	13.8 (10.8–16.8)
	2.57 (1.95–3.37)
	<0.001
	2.04 (1.55–2.71)
	<0.001

	High CTI and high FI
	106
	17.6 (14.2–20.9)
	3.42 (2.66–4.39)
	<0.001
	2.31 (1.77–3.02)
	<0.001

	Excluding participants receiving antidiabetic treatment or antihypertensive treatment

	Low CTI
	142
	5.9 (4.9–6.8)
	Ref
	
	Ref
	

	High CTI
	195
	10.8 (9.3–12.4)
	1.90 (1.53–2.36)
	<0.001
	1.75 (1.41–2.18)
	<0.001

	Low FI
	248
	7.1 (6.2–7.9)
	Ref
	
	Ref
	

	High FI
	89
	12.6 (10.0–15.2)
	1.85 (1.45–2.36)
	<0.001
	1.47 (1.14–1.91)
	0.004

	Low CTI and low FI
	96
	4.7 (3.8–5.7)
	Ref
	
	Ref
	

	High CTI and low FI
	152
	10.2 (8.6–11.9)
	2.22 (1.72–2.86)
	<0.001
	2.07 (1.60–2.67)
	<0.001

	Low CTI and high FI
	46
	11.6 (8.3–15.0)
	2.56 (1.80–3.64)
	<0.001
	2.07 (1.44–2.97)
	<0.001

	High CTI and high FI
	43
	13.7 (9.6–17.8)
	3.08 (2.15–4.41)
	<0.001
	2.29 (1.57–3.34)
	<0.001

	Excluding participants with follow-up duration less than two years

	Low CTI
	176
	6.5 (5.5–7.4)
	Ref
	
	Ref
	

	High CTI
	298
	12.5 (11.1–13.9)
	1.99 (1.65–2.40)
	<0.001
	1.64 (1.36–1.99)
	<0.001

	Low FI
	330
	7.9 (7.1–8.8)
	Ref
	
	Ref
	

	High FI
	144
	15.2 (12.7–17.6)
	2.00 (1.65–2.43)
	<0.001
	1.58 (1.28–1.96)
	<0.001

	Low CTI and low FI
	116
	5.2 (4.2–6.1)
	Ref
	
	Ref
	

	High CTI and low FI
	214
	11.2 (9.7–12.7)
	2.23 (1.77–2.79)
	<0.001
	1.86 (1.48–2.34)
	<0.001

	Low CTI and high FI
	60
	12.5 (9.4–15.7)
	2.53 (1.85–3.45)
	<0.001
	2.02 (1.47–2.79)
	<0.001

	High CTI and high FI
	84
	17.8 (14.0–21.6)
	3.73 (2.82–4.94)
	<0.001
	2.57 (1.90–3.48)
	<0.001

	Including participants with non-fasting blood samples at baseline

	Low CTI
	205
	6.8 (5.9–7.7)
	Ref
	
	Ref
	

	High CTI
	362
	13.2 (11.8–14.5)
	2.01 (1.69–2.38)
	<0.001
	1.65(1.38–1.97)
	<0.001

	Low FI
	393
	8.4 (7.6–9.2)
	Ref
	
	Ref
	

	High FI
	174
	16.1 (13.7–18.5)
	2.01 (1.68–2.40)
	<0.001
	1.56 (1.29–1.89)
	<0.001

	Low CTI and low FI
	132
	5.3 (4.4–6.3)
	Ref
	
	Ref
	

	High CTI and low FI
	261
	11.8 (10.4–13.3)
	2.29 (1.86–2.83)
	<0.001
	1.92 (1.55–2.38)
	<0.001

	Low CTI and high FI
	73
	13.6 (10.5–16.7)
	2.65 (1.99–3.52)
	<0.001
	2.11 (1.58–2.83)
	<0.001

	High CTI and high FI
	101
	18.6 (15.0–22.2)
	3.80 (2.93–4.92)
	<0.001
	2.53 (1.92–3.35)
	<0.001



	[bookmark: OLE_LINK94]Adjusted models: adjusted for age, sex, smoking, drinking, marital status, education level, residence, BMI, heart disease, diabetes, hypertension, hyperlipidemia, chronic kidney disease, Uric Acid.




	[bookmark: OLE_LINK99]Table S8 Association of changes in frailty status with risks of incident stroke.


	
	
	
	Crude model
	
	Model 1
	
	Model 2
	
	Model 3

	Exposure
	Case
	Incidence rate
 (95% CI)
	HR (95% CI)
	P
	
	HR (95% CI)
	P
	
	HR (95% CI)
	P
	
	HR (95% CI)
	P

	Baseline non-frail
	
	
	
	
	
	
	
	
	
	
	
	

	Stable non-frail
	241
	15.1 (13.2–17.0)
	Ref
	
	
	Ref
	
	
	Ref
	
	
	Ref
	

	Non-frail to frail
	71
	28.8 (22.1–35.6)
	1.93 (1.48–2.52)
	<0.001
	
	1.94 (1.48–2.54)
	<0.001
	
	1.95 (1.48–2.56)
	<0.001
	
	1.69 (1.28–2.23)
	<0.001

	Baseline frail
	
	
	
	
	
	
	
	
	
	
	
	

	Stable frail
	86
	43.4 (34.2–52.6)
	Ref
	
	
	Ref
	
	
	Ref
	
	
	Ref
	

	Frail to non-frail
	50
	23.7 (17.1–30.2)
	0.54 (0.38–0.77)
	<0.001
	
	0.56 (0.40–0.80)
	0.001
	
	0.58 (0.40–0.82)
	0.002
	
	0.68 (0.47–0.98)
	0.038

	Model 1: adjusted for age and sex.
Model 2: adjusted for variables in Model 1 plus smoking, drinking, marital status, education level, residence, and BMI.
Model 3: adjusted for variables in Model 2 plus heart disease, diabetes, hypertension, hyperlipidemia, CKD and CTI.
Frailty transition was defined using wave 1 and wave 2; incident stroke follow-up started from wave 3.
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	Incidence rate 
(95% CI)
	Crude model
	
	Model 1
	
	Model 2
	
	Model 3

	Exposure
	Case
	
	HR (95% CI)
	P
	
	HR (95% CI)
	P
	
	HR (95% CI)
	P
	
	HR (95% CI)
	P

	Mean FI
	
	
	
	
	
	
	
	
	
	
	
	
	

	T1
	77
	12.6 (9.8–15.4)
	Ref
	
	
	Ref
	
	
	Ref
	
	
	Ref
	

	T2
	91
	15.4 (12.2–18.5)
	1.22 (0.90–1.65)
	0.202
	
	1.22 (0.90–1.66)
	0.191
	
	1.23 (0.91–1.66)
	0.186
	
	1.14 (0.84–1.55)
	0.397

	T3
	120
	21.3 (17.5–25.1)
	1.70 (1.28–2.26)
	<0.001
	
	1.72 (1.29–2.30)
	<0.001
	
	1.71 (1.28–2.29)
	<0.001
	
	1.48 (1.11–1.99)
	0.009

	T4
	160
	33.2 (28.0–38.3)
	2.67 (2.03–3.50)
	<0.001
	
	2.58 (1.94–3.42)
	<0.001
	
	2.59 (1.95–3.45)
	<0.001
	
	2.00 (1.49–2.69)
	<0.001

	FI change
	
	
	
	
	
	
	
	
	
	
	
	
	

	T1
	114
	20.0 (16.4–23.7)
	Ref
	
	
	Ref
	
	
	Ref
	
	
	Ref
	

	T2
	87
	15.0 (11.8–18.1)
	0.74 (0.56–0.98)
	0.035
	
	0.75 (0.57–0.99)
	0.042
	
	0.75 (0.57–1.00)
	0.048
	
	0.78 (0.59–1.04)
	0.086

	T3
	120
	21.0 (17.3–24.8)
	1.05 (0.81–1.36)
	0.704
	
	1.04 (0.80–1.34)
	0.791
	
	1.04 (0.80–1.34)
	0.791
	
	1.07 (0.83–1.38)
	0.605

	T4
	127
	24.1 (19.9–28.3)
	1.20 (0.93–1.55)
	0.155
	
	1.20 (0.93–1.54)
	0.164
	
	1.20 (0.93–1.55)
	0.155
	
	1.15 (0.90–1.49)
	0.268

	Model 1: adjusted for age and sex.
Model 2: adjusted for variables in Model 1 plus smoking, drinking, marital status, education level, residence, and BMI.
Model 3: adjusted for variables in Model 2 plus heart disease, diabetes, hypertension, hyperlipidemia, CKD and CTI.
Mean FI was defined as the average of FI at wave 1 and wave 2; FI change was defined as FI at wave 2 minus FI at wave 1; incident stroke follow-up started from wave 3
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Figure S1. Time-dependent predictive discrimination of CTI and FI for incident stroke. (A) Predictive performance of categorical CTI, FI, and CTI+FI models based on predefined grouping criteria. (B) Predictive performance of continuous CTI, FI, and CTI+FI models using continuous exposure values.
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[bookmark: OLE_LINK96]Figure S2. Subgroup analysis for the association between CTI and incident stroke risk. Abbreviations: CTI, C-reactive protein–triglyceride–glucose index.
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Figure S3. Subgroup analysis for the association between FI and incident stroke risk. Abbreviations: FI, frailty index.
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Figure S4. Predictive performance of CTI and FI for incident stroke risk after multiple imputation. Abbreviations: CTI, C-reactive protein–triglyceride–glucose index; FI, frailty index; AUC, area under the curve; IDI, integrated discrimination improvement; NRI, net reclassification improvement.
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Figure S5. Predictive performance of CTI and FI for incident stroke risk after excluding participants with follow-up duration less than two years. Abbreviations: CTI, C-reactive protein–triglyceride–glucose index; FI, frailty index; AUC, area under the curve; IDI, integrated discrimination improvement; NRI, net reclassification improvement.
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[bookmark: OLE_LINK82]Figure S6. Predictive performance of CTI and FI for incident stroke risk in the overall population. Abbreviations: CTI, C-reactive protein–triglyceride–glucose index; FI, frailty index; AUC, area under the curve; IDI, integrated discrimination improvement; NRI, net reclassification improvement.
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Figure S7. Mediation analyses of the associations among CTI, FI, and incident stroke risk. Abbreviations: CTI, C-reactive protein–triglyceride–glucose index; FI, frailty index; ACME, average causal mediation effect; ADE, average direct effect.
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