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METHODS
Study design and participants
[bookmark: _Hlk73728291]The PREVIEW protocol was reviewed and approved by the following Human Ethics Committees: Research Ethics Committees of the Capital Region (University of Copenhagen, Denmark), Coordinating Ethical Committee of Helsinki and Uusimaa Hospital District (University of Helsinki, Finland), Medical Ethics Committee of the Maastricht University Medical Centre (University of Maastricht, the Netherlands), UK National Research Ethics Service and East Midlands (Leicester) Ethics Committee (University of Nottingham, the UK), Research Ethics Committee of the University of Navarra (University of Navarra, Spain), Commission on Ethics in Scientific Research with the Medical University-Sofia (KENIMUS) (Medical University of Sofia, Bulgaria), The University of Sydney, Human Research Ethics Committee (University of Sydney, Australia), Health and Disability Ethics Committees (University of Auckland, New Zealand).
[bookmark: _Hlk47540300][bookmark: _Hlk47300037][bookmark: OLE_LINK9][bookmark: _Hlk46136403][bookmark: _Hlk87129859]Interventions 
During the weight loss maintenance phase, each participant was randomly assigned to one of following intervention groups: a high-protein, low-glycemic index (GI) diet combined with high-intensity physical activity (PA); a high-protein, low-GI diet combined with moderate-intensity PA; a moderate-protein, moderate-GI diet combined with high-intensity PA; a moderate-protein, moderate-GI diet combined with moderate-intensity PA.
The PREVIEW study was conducted in line with standard operating procedures, with all staff trained prior to its commencement. To improve dietary and PA compliance, 17 group counselling visits were conducted throughout the study. Compliance was evaluated using 4-day food records and 7-day accelerometry for diet and PA, respectively. The dietary outcomes have been published previously [1]. In brief, during the weight maintenance phase, the moderate-protein, high-carbohydrate/moderate-GI group demonstrated a significantly lower protein intake (~19% of energy [E%]), a higher GI (~56), and a higher carbohydrate intake (~42 E%) compared to the high-protein, moderate-carbohydrate/low-GI group (protein: ~22 E%, GI: ~51, carbohydrate: ~38 E%). No significant differences were observed between the diet groups for fat, fiber, or total energy intake. Similarly, there were no significant differences between the PA groups for total, vigorous, moderate-to-vigorous PA, or sedentary time [1].

Reference
[1] Raben A, Vestentoft PS, Brand‐Miller J, Jalo E, Drummen M, Simpson L, et al. PREVIEW‐Results from a 3‐year randomised 2×2 factorial multinational trial investigating the role of protein, glycemic index and physical activity for prevention of type‐2 diabetes. Diabetes Obes Metab. 2020;23:324-37.

Figure S1. Trial flow diagram. 1187 Had available oral glucose tolerance test data at 8 weeks
1856 Attended at 8 weeks, 
achieved ≥8% weight loss
Not eligible (n=10139)
Screened individuals (n=5472)
Individuals eligible for weight loss phase (n=2326)
Pre-screened individuals (n=15611)
Individuals attending at baseline and starting weight loss phase (n=2223)
1187 Attended at 52 weeks (1 year)
262 Remitters and 925 Non-remitters 
934 Attended at 104 weeks (2 years)
185 Remitters and 749 Non-remitters 
863 Attended at 156 weeks (3 years)
143 Remitters and 720 Non-remitters 
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Figure S2. Nonlinear associations of baseline fasting glucose with remission of prediabetes at 1 year (fully adjusted models). Values are risk ratio and 95% CI. Data represent risk ratios of remission of prediabetes at 1year in relation to baseline fasting glucose. Data were generated from restricted cubic splines analysis with three knots at the 10th, 50th, and 90th percentiles, within modified Poisson regression models adjusted for sex, age, intervention group, baseline smoking status, baseline BMI, baseline 2-h glucose, baseline HbA1c, and intervention center. A test for non-linear association was conducted. If the non-linear association was not significant, a linear association would be assumed. Remission of prediabetes is defined using fasting glucose, 2-h glucose, and HbA1c. Risk ratios represent the change in prediabetes remission probability per 1-unit increase in the fasting glucose. Risk ratios >1 indicate that higher baseline fasting glucose is associated with increased likelihood of remission of prediabetes (positive association). Risk ratios <1 indicate that higher baseline fasting glucose is associated with a lower likelihood of remission of prediabetes (inverse association). Data were not imputed. BMI, body mass index; HbA1c, hemoglobin A1c.
Table S1. Correlation coefficients between glycemic metrics
	Glucose metrics pair
	Fasting glucose
	2-h glucose
	HbA1c
	1-h glucose
	Max glucose
	Min glucose
	Max glucose excursion
	Time to peak
	2-h iAUC

	Remission of prediabetes at 1 year
	
	
	
	
	
	
	
	
	

	Fasting glucose vs 2-h glucose
	-0.162
	-0.162
	-0.162
	0.036
	0.079
	0.287
	-0.124
	-0.225
	-0.173

	Fasting glucose vs HbA1c
	-0.373
	-0.373
	-0.373
	-0.325
	-0.313
	-0.273
	-0.360
	-0.370
	-0.384

	Fasting glucose vs 1-h glucose
	
	
	
	-0.280
	
	
	
	
	

	Fasting glucose vs Maximum glucose
	
	
	
	
	-0.342
	
	
	
	

	Fasting glucose vs Minimum glucose
	
	
	
	
	
	-0.658
	
	
	

	Fasting glucose vs Max glucose excursion
	
	
	
	
	
	
	-0.080
	
	

	Fasting glucose vs Time to peak
	
	
	
	
	
	
	
	0.172
	

	Fasting glucose vs 2-h iAUC
	
	
	
	
	
	
	
	
	0.086

	2-h glucose vs HbA1c
	-0.175
	-0.175
	-0.175
	-0.067
	-0.079
	-0.134
	-0.121
	-0.138
	0.002

	2-h glucose vs 1-h glucose
	
	
	
	-0.582
	
	
	
	
	

	2-h glucose vs Maximum glucose
	
	
	
	
	-0.601
	
	
	
	

	2-h glucose vs Minimum glucose
	
	
	
	
	
	-0.594
	
	
	

	2-h glucose vs Max glucose excursion
	
	
	
	
	
	
	-0.419
	
	

	2-h glucose vs Time to peak
	
	
	
	
	
	
	
	-0.573
	

	2-h glucose vs 2-h iAUC
	
	
	
	
	
	
	
	
	-0.742

	HbA1c vs 1-h glucose
	
	
	
	-0.125
	
	
	
	
	

	HbA1c vs Maximum glucose
	
	
	
	
	-0.102
	
	
	
	

	HbA1c vs Minimum glucose
	
	
	
	
	
	-0.007
	
	
	

	HbA1c vs Max glucose excursion
	
	
	
	
	
	
	-0.089
	
	

	HbA1c vs Time to peak
	
	
	
	
	
	
	
	-0.002
	

	HbA1c vs 2-h iAUC
	
	
	
	
	
	
	
	
	-0.156

	Remission of prediabetes at 2 year
	
	
	
	
	
	
	
	
	

	Fasting glucose vs 2-h glucose
	-0.170
	-0.170
	-0.170
	0.022
	0.060
	0.290
	-0.127
	-0.214
	-0.202

	Fasting glucose vs HbA1c
	-0.357
	-0.357
	-0.357
	-0.310
	-0.305
	-0.306
	-0.346
	-0.351
	-0.370

	Fasting glucose vs 1-h glucose
	
	
	
	-0.282
	
	
	
	
	

	Fasting glucose vs Maximum glucose
	
	
	
	
	-0.335
	
	
	
	

	Fasting glucose vs Minimum glucose
	
	
	
	
	
	-0.588
	
	
	

	Fasting glucose vs Max glucose excursion
	
	
	
	
	
	
	-0.085
	
	

	Fasting glucose vs Time to peak
	
	
	
	
	
	
	
	0.133
	

	Fasting glucose vs 2-h iAUC
	
	
	
	
	
	
	
	
	0.118

	2-h glucose vs HbA1c
	-0.156
	-0.156
	-0.156
	-0.065
	-0.077
	-0.133
	-0.112
	-0.140
	-0.003

	2-h glucose vs 1-h glucose
	
	
	
	-0.558
	
	
	
	
	

	2-h glucose vs Maximum glucose
	
	
	
	
	-0.578
	
	
	
	

	2-h glucose vs Minimum glucose
	
	
	
	
	
	-0.646
	
	
	

	2-h glucose vs Max glucose excursion
	
	
	
	
	
	
	-0.375
	
	

	2-h glucose vs Time to peak
	
	
	
	
	
	
	
	-0.563
	

	2-h glucose vs 2-h iAUC
	
	
	
	
	
	
	
	
	-0.733

	HbA1c vs 1-h glucose
	
	
	
	-0.114
	
	
	
	
	

	HbA1c vs Maximum glucose
	
	
	
	
	-0.088
	
	
	
	

	HbA1c vs Minimum glucose
	
	
	
	
	
	0.021
	
	
	

	HbA1c vs Max glucose excursion
	
	
	
	
	
	
	-0.086
	
	

	HbA1c vs Time to peak
	
	
	
	
	
	
	
	0.021
	

	HbA1c vs 2-h iAUC
	
	
	
	
	
	
	
	
	-0.138

	Remission of prediabetes at 3 year
	
	
	
	
	
	
	
	
	

	Fasting glucose vs 2-h glucose
	-0.209
	-0.209
	-0.209
	0.006
	0.041
	0.268
	-0.172
	-0.236
	-0.209

	Fasting glucose vs HbA1c
	-0.366
	-0.366
	-0.366
	-0.326
	-0.319
	-0.270
	-0.359
	-0.362
	-0.383

	Fasting glucose vs 1-h glucose
	
	
	
	-0.296
	
	
	
	
	

	Fasting glucose vs Maximum glucose
	
	
	
	
	-0.338
	
	
	
	

	Fasting glucose vs Minimum glucose
	
	
	
	
	
	-0.642
	
	
	

	Fasting glucose vs Max glucose excursion
	
	
	
	
	
	
	-0.070
	
	

	Fasting glucose vs Time to peak
	
	
	
	
	
	
	
	0.125
	

	Fasting glucose vs 2-h iAUC
	
	
	
	
	
	
	
	
	0.094

	2-h glucose vs HbA1c
	-0.155
	-0.155
	-0.155
	-0.068
	-0.079
	-0.111
	-0.114
	-0.144
	-0.007

	2-h glucose vs 1-h glucose
	
	
	
	-0.573
	
	
	
	
	

	2-h glucose vs Maximum glucose
	
	
	
	
	-0.600
	
	
	
	

	2-h glucose vs Minimum glucose
	
	
	
	
	
	-0.616
	
	
	

	2-h glucose vs Max glucose excursion
	
	
	
	
	
	
	-0.406
	
	

	2-h glucose vs Time to peak
	
	
	
	
	
	
	
	-0.555
	

	2-h glucose vs 2-h iAUC
	
	
	
	
	
	
	
	
	-0.742

	HbA1c vs 1-h glucose
	
	
	
	-0.100
	
	
	
	
	

	HbA1c vs Maximum glucose
	
	
	
	
	-0.077
	
	
	
	

	HbA1c vs Minimum glucose
	
	
	
	
	
	-0.016
	
	
	

	HbA1c vs Max glucose excursion
	
	
	
	
	
	
	-0.064
	
	

	HbA1c vs Time to peak
	
	
	
	
	
	
	
	0.040
	

	HbA1c vs 2-h iAUC
	
	
	
	
	
	
	
	
	-0.125


Values represent correlation coefficients between glycemic metrics in the fixed effects of modified Poisson regression models. Each column represents a model with the specified glucose metric as the primary predictor. Models were adjusted for age, sex, baseline smoking status, baseline BMI, intervention group, baseline fasting glucose, baseline 2-h glucose, and baseline HbA1c, with random effects for intervention center and participant identifier. HbA1c, hemoglobin A1c; iAUC, incremental area under the curve.
Table S2. Baseline characteristics between completers and dropouts at 1 year
	Characteristics
	Completers at 1 year
(n=1187)
	Dropouts at 1 year
(n=669)
	P value

	Sex
	
	
	0.028

	Women
	767 (64.6%)
	466 (69.7%)
	

	  Men
	420 (35.4%)
	203 (30.3%)
	

	Smoking status
	
	
	<0.001

	No
	1060 (89.3%)
	532 (79.5%)
	

	  Yes, but less than weekly
	37 (3.1%)
	26 (3.9%)
	

	  Yes, at least daily
	78 (6.6%)
	101 (15.1%)
	

	  Missing
	12 (1.0%)
	10 (1.5%)
	

	Age, years
	54.2 ± 10.4
	49.1 ± 11.8
	<0.001

	BMI, kg/m²
	33.0 (30.2, 36.9)
	35.6 (32.0, 40.4)
	<0.001

	Fasting glucose, mmol/L
	6.1 (5.7, 6.6)
	6.1 (5.6, 6.7)
	0.798

	2-h glucose, mmol/L
	7.6 ± 2.2
	7.7 ± 2.2
	0.703

	HbA1c, mmol/mol
	37.0 (34.0, 39.0)
	36.0 (34.0, 39.0)
	0.651

	1-h glucose, mmol/L
	10.5 ± 2.6
	10.3 ± 2.6
	0.151

	Maximum glucose, mmol/L
	11.0 ± 2.2
	10.7 ± 2.4
	0.039

	Minimum glucose, mmol/L
	5.9 ± 0.8
	6.0 ± 0.9
	0.320

	Maximum glucose excursion, mmol/L
	5.0 ± 1.9
	4.8 ± 2.0
	0.004

	Time to reach the maximum blood glucose peak, min
	54.0 ± 20.6
	53.5 ± 23.3
	0.674

	2-h iAUC, mmol·min/L
	351.2 ± 180.8
	346.1 ± 180.9
	0.577


Values are presented as mean ± standard deviation for normally distributed continuous variables, median (25th, 75th percentile) for non-normally distributed continuous variables, and n (%) for categorical variables. *P for differences in baseline characteristics between completers and dropouts at 1 year, examined using t-test for normally distributed continuous variables, Mann-Whitney U test for non-normally distributed continuous variables, and χ2 test or Fisher’s exact test for categorical variables as appropriate. Dropouts at 2 and 3 years were defined relative to participants with available prediabetes remission data at 1 year. AUC, blood glucose area under the curve; BPh, biphasic; BMI, body mass index; HbA1c, hemoglobin A1c.
Table S3. Baseline characteristics between completers and dropouts at 2 and 3 year
	Characteristics
	Completers at 2 years (n=934)
	Dropouts at 2 years (n=253)
	P value
	Completers at 3 years (n=863)
	Dropouts at 3 years (n=324)
	P value

	Sex
	
	
	0.064
	
	
	0.117

	  Women
	591 (63.3%)
	176 (69.6%)
	
	546 (63.3%)
	221 (68.2%)
	

	  Men
	343 (36.7%)
	77 (30.4%)
	
	317 (36.7%)
	103 (31.8%)
	

	Age, years
	54.7 ± 10.1
	52.1 ± 11.2
	<0.001
	54.8 ± 10.2
	52.3 ± 10.9
	<0.001

	Smoking status
	
	
	0.262
	
	
	0.018

	  No
	841 (90.0%)
	219 (86.6%)
	
	784 (90.8%)
	276 (85.2%)
	

	  Yes, but less than weekly
	28 (3.0%)
	9 (3.6%)
	
	24 (2.8%)
	13 (4.0%)
	

	  Yes, at least daily
	56 (6.0%)
	22 (8.7%)
	
	47 (5.4%)
	31 (9.6%)
	

	  Missing
	9 (1.0%)
	3 (1.2%)
	
	8 (0.9%)
	4 (1.2%)
	

	BMI, kg/m²
	32.5 (29.9, 36.1)
	35.6 (32.5, 40.8)
	<0.001
	32.3 (29.8, 36.0)
	35.1 (32.0, 39.4)
	<0.001

	Fasting glucose, mmol/L
	6.1 (5.8, 6.5)
	6.0 (5.6, 6.6)
	0.347
	6.1 (5.8, 6.5)
	6.1 (5.7, 6.7)
	0.593

	2-h glucose, mmol/L
	7.6 ± 2.1
	7.9 ± 2.3
	0.038
	7.6 ± 2.1
	7.9 ± 2.2
	0.019

	HbA1c, mmol/mol
	36.6 ± 3.4
	36.4 ± 3.9
	0.378
	36.6 ± 3.3
	36.6 ± 3.9
	0.971

	1-h glucose, mmol/L
	10.5 ± 2.5
	10.5 ± 2.7
	0.892
	10.4 ± 2.5
	10.7 ± 2.6
	0.185

	Maximum glucose, mmol/L
	11.0 ± 2.2
	11.0 ± 2.4
	0.870
	10.9 ± 2.2
	11.1 ± 2.3
	0.168

	Minimum glucose, mmol/L
	5.9 ± 0.8
	6.0 ± 0.9
	0.249
	5.9 ± 0.8
	6.0 ± 0.9
	0.029

	Maximum glucose excursion, mmol/L
	5.1 ± 1.9
	5.0 ± 2.0
	0.473
	5.0 ± 1.9
	5.1 ± 1.9
	0.495

	Time to reach the maximum blood glucose peak, min
	53.7 ± 20.2
	54.8 ± 22.1
	0.496
	53.8 ± 20.2
	54.4 ± 21.6
	0.697

	2-h AUC, mmol·min/L
	349.1 ± 178.6
	359.0 ± 188.9
	0.453
	344.8 ± 179.8
	368.3 ± 182.7
	0.048


Values are presented as mean ± standard deviation for normally distributed continuous variables, median (25th, 75th percentile) for non-normally distributed continuous variables, and n (%) for categorical variables. *P for differences in baseline characteristics between completers and dropouts at 2 or 3 years, examined using t-test for normally distributed continuous variables, Mann-Whitney U test for non-normally distributed continuous variables, and χ2 test or Fisher’s exact test for categorical variables as appropriate. Dropout at 2 or 3 years was defined relative to among participants who had outcome data at 1 year, participants who entered the weight loss maintenance phase. AUC, blood glucose area under the curve; BPh, biphasic; BMI, body mass index; HbA1c, hemoglobin A1c.

Table S4. Associations of conventional glycemic metrics and novel OGTT metrics at baseline with remission of prediabetes (unadjusted and partially adjusted models)
	Glycemic metrics
	Linear associations
	Nonlinear associations

	
	Risk ratio (95% CI)
	P value
	P value

	Remission of prediabetes at 1 year
	
	
	

	Unadjusted models
	
	
	

	Fasting glucose, mmol/L
	0.27 (0.21-0.33)
	<0.001
	<0.001

	2-h glucose, mmol/L
	0.82 (0.77-0.88)
	<0.001
	0.112

	HbA1c, %
	0.85 (0.82-0.88)
	<0.001
	0.129

	1-h glucose, mmol/L
	0.79 (0.75-0.83)
	<0.001
	0.107

	Maximum glucose, mmol/L
	0.75 (0.70-0.79)
	<0.001
	0.256

	Minimum glucose, mmol/L
	0.57 (0.50-0.64)
	<0.001
	0.748

	Maximum glucose excursion, mmol/L
	0.77 (0.71-0.82)
	<0.001
	0.392

	Time to reach the maximum blood glucose peak, min
	0.99 (0.99-1.00)
	0.074
	0.921

	2-h iAUC, mmol·min/L
	1.00 (1.00-1.00)
	<0.001
	0.813

	Partially adjusted models
	
	
	

	Fasting glucose, mmol/L
	0.29 (0.23-0.37)
	<0.001
	<0.001

	2-h glucose, mmol/L
	0.84 (0.79-0.90)
	<0.001
	0.709

	HbA1c, %
	0.86 (0.83-0.90)
	<0.001
	0.438

	1-h glucose, mmol/L
	0.82 (0.77-0.86)
	<0.001
	0.527

	Maximum glucose, mmol/L
	0.77 (0.72-0.83)
	<0.001
	0.064

	Minimum glucose, mmol/L
	0.59 (0.51-0.67)
	<0.001
	0.891

	Maximum glucose excursion, mmol/L
	0.81 (0.75-0.87)
	<0.001
	0.315

	Time to reach the maximum blood glucose peak, min
	1.00 (0.99-1.00)
	0.306
	0.972

	2-h iAUC, mmol·min/L
	1.00 (1.00-1.00)
	<0.001
	0.204

	Remission of prediabetes at 2 years
	
	
	

	Unadjusted models
	
	
	

	Fasting glucose, mmol/L
	0.30 (0.23-0.39)
	<0.001
	0.108

	2-h glucose, mmol/L
	0.82 (0.76-0.89)
	<0.001
	0.683

	HbA1c, %
	0.84 (0.80-0.87)
	<0.001
	0.739

	1-h glucose, mmol/L
	0.81 (0.76-0.86)
	<0.001
	0.155

	Maximum glucose, mmol/L
	0.76 (0.71-0.82)
	<0.001
	0.068

	Minimum glucose, mmol/L
	0.54 (0.46-0.63)
	<0.001
	0.177

	Maximum glucose excursion, mmol/L
	0.81 (0.74-0.88)
	<0.001
	0.881

	Time to reach the maximum blood glucose peak, min
	0.99 (0.98-1.00)
	0.011
	0.947

	2-h iAUC, mmol·min/L
	1.00 (1.00-1.00)
	<0.001
	0.059

	Partially adjusted models
	
	
	

	Fasting glucose, mmol/L
	0.33 (0.25-0.44)
	<0.001
	0.266

	2-h glucose, mmol/L
	0.84 (0.78-0.91)
	<0.001
	0.765

	HbA1c, %
	0.85 (0.81-0.89)
	<0.001
	0.213

	1-h glucose, mmol/L
	0.83 (0.78-0.89)
	<0.001
	0.496

	Maximum glucose, mmol/L
	0.79 (0.73-0.86)
	<0.001
	0.872

	Minimum glucose, mmol/L
	0.56 (0.48-0.65)
	<0.001
	0.089

	Maximum glucose excursion, mmol/L
	0.85 (0.78-0.93)
	<0.001
	0.411

	Time to reach the maximum blood glucose peak, min
	0.99 (0.99-1.00)
	0.067
	0.074

	2-h iAUC, mmol·min/L
	1.00 (1.00-1.00)
	<0.001
	0.134

	Remission of prediabetes at 3 years
	
	
	

	Unadjusted models
	
	
	

	Fasting glucose, mmol/L
	0.26 (0.19-0.35)
	<0.001
	0.055

	2-h glucose, mmol/L
	0.81 (0.74-0.89)
	<0.001
	0.787

	HbA1c, %
	0.82 (0.78-0.87)
	<0.001
	0.094

	1-h glucose, mmol/L
	0.79 (0.73-0.84)
	<0.001
	0.179

	Maximum glucose, mmol/L
	0.74 (0.68-0.81)
	<0.001
	0.538

	Minimum glucose, mmol/L
	0.55 (0.46-0.65)
	<0.001
	0.921

	Maximum glucose excursion, mmol/L
	0.77 (0.70-0.85)
	<0.001
	0.391

	Time to reach the maximum blood glucose peak, min
	0.99 (0.99-1.00)
	0.125
	0.852

	2-h iAUC, mmol·min/L
	1.00 (1.00-1.00)
	<0.001
	0.802

	Partially adjusted models
	
	
	

	Fasting glucose, mmol/L
	0.28 (0.20-0.39)
	<0.001
	0.307

	2-h glucose, mmol/L
	0.83 (0.76-0.91)
	<0.001
	0.425

	HbA1c, %
	0.83 (0.79-0.88)
	<0.001
	0.973

	1-h glucose, mmol/L
	0.81 (0.75-0.87)
	<0.001
	0.298

	Maximum glucose, mmol/L
	0.76 (0.70-0.84)
	<0.001
	0.514

	Minimum glucose, mmol/L
	0.57 (0.47-0.68)
	<0.001
	0.649

	Maximum glucose excursion, mmol/L
	0.81 (0.73-0.90)
	<0.001
	0.111

	Time to reach the maximum blood glucose peak, min
	1.00 (0.99-1.00)
	0.358
	0.775

	2-h iAUC, mmol·min/L
	1.00 (1.00-1.00)
	<0.001
	0.082


The nonlinear associations of individual conventional glycemic metrics and novel OGTT metrics at baseline with remission of prediabetes at 1, 2, and 3 years were modeled using restricted cubic splines with three knots at the 10th, 50th, and 90th percentiles, within modified Poisson regression models. The linear analyses were performed using modified Poisson regression models. The unadjusted models included the conventional glycemic metrics or novel OGTT metric as the sole predictor and intervention center and participant identifier as random factors, with no adjustment variables. The partially adjusted models adjusted for age and sex, with intervention center and participant identifier as random effects. Remission of prediabetes is defined using fasting glucose, 2-h glucose, and HbA1c. Risk ratios represent the change in prediabetes remission probability per 1-unit increase in the conventional glycemic metric or novel OGTT metric. Risk ratios >1 indicate that higher baseline values of conventional glycemic metrics or novel OGTT metrics are associated with increased likelihood of remission of prediabetes (positive association). Risk ratios <1 indicate that higher baseline values of conventional glycemic metrics and novel OGTT metrics are associated with a lower likelihood of remission of prediabetes (inverse association). Nominal P values are presented without adjustment for multiple testing. Data were not imputed. BMI, body mass index; OGTT, oral glucose tolerance test.


Table S5. Nonlinear associations of conventional metrics of glycemia at baseline with remission of prediabetes (fully adjusted models)
	Conventional metrics of glycemia
	P value

	Remission of prediabetes at 1 year
	

	Fasting glucose, mmol/L
	0.008

	2-h glucose, mmol/L
	0.214

	HbA1c, %
	0.062

	Remission of prediabetes at 2 years
	

	Fasting glucose, mmol/L
	0.756

	2-h glucose, mmol/L
	0.877

	HbA1c, %
	0.037

	Remission of prediabetes at 3 years
	

	Fasting glucose, mmol/L
	0.473

	2-h glucose, mmol/L
	0.649

	HbA1c, %
	0.107


The nonlinear associations of individual conventional glycemic metrics and novel OGTT metrics at baseline with remission of prediabetes at 1, 2, and 3 years were modeled using restricted cubic splines with three knots at the 10th, 50th, and 90th percentiles, within modified Poisson regression models adjusted for age, sex, baseline smoking status, baseline fasting glucose, baseline 2-h glucose, baseline HbA1c, baseline BMI, intervention group, and intervention center. Remission of prediabetes is defined using fasting glucose, 2-h glucose, and HbA1c. Risk ratios represent the change in prediabetes remission probability per 1-unit increase in the conventional metric of glycemia. Risk ratios >1 indicate that higher baseline values of conventional metrics of glycemia are associated with increased likelihood of remission of prediabetes (positive association). Risk ratios <1 indicate that higher baseline values of conventional metrics of glycemia are associated with a lower likelihood of remission of prediabetes (inverse association). Nominal P values are presented without adjustment for multiple testing. Data were not imputed. BMI, body mass index; CI, confidence interval; HbA1c, hemoglobin A1c; OGTT, oral glucose tolerance test.

Table S6. Nonlinear associations between novel OGTT metrics at baseline and remission of prediabetes (fully adjusted models)
	OGTT metrics
	P value

	Remission of prediabetes at 1 year
	

	1-h glucose, mmol/L
	0.403

	Maximum glucose, mmol/L
	0.720

	Minimum glucose, mmol/L
	0.057

	Maximum glucose excursion, mmol/L
	0.818

	Time to reach the maximum blood glucose peak, min
	0.424

	2-h AUC, mmol·min/L
	0.577

	Remission of prediabetes at 2 years
	

	1-h glucose, mmol/L
	0.961

	Maximum glucose, mmol/L
	0.638

	Minimum glucose, mmol/L
	0.390

	Maximum glucose excursion, mmol/L
	0.670

	Time to reach the maximum blood glucose peak, min
	0.698

	2-h AUC, mmol·min/L
	0.899

	Remission of prediabetes at 3 years
	

	1-h glucose, mmol/L
	0.524

	Maximum glucose, mmol/L
	0.553

	Minimum glucose, mmol/L
	0.746

	Maximum glucose excursion, mmol/L
	0.586

	Time to reach the maximum blood glucose peak, min
	0.187

	2-h AUC, mmol·min/L
	0.793


The nonlinear associations of individual conventional glycemic metrics and novel OGTT metrics at baseline with remission of prediabetes at 1, 2, and 3 years were modeled using restricted cubic splines with three knots at the 10th, 50th, and 90th percentiles, within modified Poisson regression models adjusted for age, sex, baseline smoking status, baseline fasting glucose, baseline 2-h glucose, baseline HbA1c, baseline BMI, intervention group, and intervention center. Remission of prediabetes is defined using fasting glucose, 2-h glucose, and HbA1c. Risk ratios represent the change in prediabetes remission probability per 1-unit increase in the OGTT metric. Risk ratios >1 indicate that higher baseline values of OGTT metrics are associated with increased likelihood of remission of prediabetes (positive association). Risk ratios <1 indicate that higher baseline values of OGTT metrics are associated with a lower likelihood of remission of prediabetes (inverse association). Nominal P values are presented without adjustment for multiple testing. Data were not imputed. BMI, body mass index; OGTT, oral glucose tolerance test.
Table S7. Sex and age differences in linear associations of conventional metrics and OGTT metrics at baseline with remission of prediabetes
	OGTT metrics
	Sex
	Age

	
	Risk ratio (95% CI)
	P value
	Risk ratio (95% CI)
	P value
	Risk ratio (95% CI)
	P value

	
	Women
	Men
	
	Younger
	Middle-aged
	
	Older
	

	Remission of prediabetes at 1 year
	
	
	
	
	
	
	
	

	Fasting glucose, mmol/L
	1 (Reference)*
	0.93 (0.82, 1.04)
	0.205
	1 (Reference)*
	0.68 (0.35, 1.33)
	0.263
	0.74 (0.44, 1.23)
	0.245

	2-h glucose, mmol/L
	1 (Reference)*
	1.29 (0.86, 1.94)
	0.218
	1 (Reference)*
	0.91 (0.75, 1.11)
	0.361
	0.93 (0.81, 1.08)
	0.346

	HbA1c, %
	1 (Reference)*
	1.05 (0.98, 1.12)
	0.185
	1 (Reference)*
	0.95 (0.85, 1.07)
	0.388
	0.93 (0.85, 1.01)
	0.074

	1-h glucose, mmol/L
	1 (Reference)*
	0.97 (0.88-1.07)
	0.521
	1 (Reference)*
	1.97 (0.53, 7.52)
	0.308 
	1.021 (0.34, 3.11)
	0.970 

	Maximum glucose, mmol/L
	1 (Reference)*
	0.97 (0.86-1.09)
	0.637
	1 (Reference)*
	2.14 (0.41, 11.12)
	0.368 
	1.44 (0.35, 5.88)
	0.609 

	Minimum glucose, mmol/L
	1 (Reference)*
	1.02 (0.76-1.37)
	0.892
	1 (Reference)*
	9.24 (0.42, 204.25)
	0.159 
	2.00 (0.25, 15.98)
	0.515 

	Maximum glucose excursion, mmol/L
	1 (Reference)*
	0.96 (0.84-1.10)
	0.518
	1 (Reference)*
	1.23 (0.51, 2.95)
	0.643 
	0.980 (0.46, 2.08)
	0.957 

	Time to reach the maximum blood glucose peak, min
	1 (Reference)*
	0.99 (0.98-1.00)
	0.040
	1 (Reference)*
	0.90 (0.39, 2.07)
	0.795 
	0.54 (0.26, 1.12)
	0.096 

	2-h AUC, mmol·min/L
	1 (Reference)*
	1.00 (0.98-1.00)
	0.151
	1 (Reference)*
	1.32 (0.69, 2.53)
	0.401 
	0.83 (0.48, 1.45)
	0.515 

	Remission of prediabetes at 2 years
	
	
	
	
	
	
	
	

	Fasting glucose, mmol/L
	1 (Reference)*
	1.12 (0.96, 1.30)
	0.148
	1 (Reference)*
	0.50 (0.22, 1.11)
	0.088
	0.45 (0.25, 0.82)
	0.008

	2-h glucose, mmol/L
	1 (Reference)*
	0.93 (0.48, 1.81)
	0.832
	1 (Reference)*
	0.95 (0.75, 1.20)
	0.655
	0.91 (0.76, 1.08)
	0.276

	HbA1c, %
	1 (Reference)*
	0.95 (1.02, 1.10)
	0.581
	1 (Reference)*
	0.90 (0.78, 1.04)
	0.145
	0.90 (0.82, 0.99)
	0.037

	1-h glucose, mmol/L
	1 (Reference)*
	1.05 (0.93-1.19)
	0.440
	1 (Reference)*
	1.67 (0.34, 8.09)
	0.527 
	1.20 (0.32, 4.47)
	0.789 

	Maximum glucose, mmol/L
	1 (Reference)*
	1.04 (0.90-1.20)
	0.625
	1 (Reference)*
	3.15 (0.47, 23.80)
	0.267 
	1.49 (0.28, 7.87)
	0.635 

	Minimum glucose, mmol/L
	1 (Reference)*
	1.12 (0.78-1.60)
	0.540
	1 (Reference)*
	4.32 (0.13, 141.14)
	0.410 
	4.70 (0.45, 48.73)
	0.194 

	Maximum glucose excursion, mmol/L
	1 (Reference)*
	1.00 (0.86-1.17)
	0.992
	1 (Reference)*
	1.61 (0.55, 4.71)
	0.383 
	0.76 (0.31, 1.87)
	0.546 

	Time to reach the maximum blood glucose peak, min
	1 (Reference)*
	1.01 (1.00-1.02)
	0.237
	1 (Reference)*
	0.52 (0.19, 1.46)
	0.215 
	0.48 (0.20, 1.15)
	0.100 

	2-h AUC, mmol·min/L
	1 (Reference)*
	1.00 (1.00-1.00)
	0.245
	1 (Reference)*
	1.21 (0.56, 2.63)
	0.627 
	0.78 (0.41, 1.49)
	0.448 

	Remission of prediabetes at 3 years
	
	
	
	
	
	
	
	

	Fasting glucose, mmol/L
	1 (Reference)*
	0.96 (0.81, 1.15)
	0.657
	1 (Reference)*
	0.50 (0.21, 1.20)
	0.123
	0.44 (0.22, 0.88)
	0.021

	2-h glucose, mmol/L
	1 (Reference)*
	1.07 (0.47, 2.44)
	0.873
	1 (Reference)*
	0.76 (0.58, 1.00)
	0.047
	0.77 (0.63, 0.94)
	0.009

	HbA1c, %
	1 (Reference)*
	0.98 (0.89, 1.07)
	0.598
	1 (Reference)*
	0.90 (0.77, 1.05)
	0.178
	0.87 (0.78, 0.99)
	0.028

	1-h glucose, mmol/L
	1 (Reference)*
	0.98 (0.86-1.12)
	0.769
	1 (Reference)*
	7.70 (1.28, 46.27)
	0.026 
	2.29 (0.50, 10.45)
	0.285 

	Maximum glucose, mmol/L
	1 (Reference)*
	0.94 (0.80-1.10)
	0.454
	1 (Reference)*
	12.49 (1.39, 112.59)
	0.024 
	4.20 (0.61, 28.68)
	0.144 

	Minimum glucose, mmol/L
	1 (Reference)*
	1.08 (0.67-1.75)
	0.761
	1 (Reference)*
	34.59 (0.59, 2020.83)
	0.088 
	17.54 (0.97, 316.93)
	0.052 

	Maximum glucose excursion, mmol/L
	1 (Reference)*
	0.90 (0.76-1.07)
	0.241
	1 (Reference)*
	3.22 (1.03, 10.02)
	0.044 
	1.42 (0.50, 4.05)
	0.513 

	Time to reach the maximum blood glucose peak, min
	1 (Reference)*
	1.00 (0.98-1.02)
	0.874
	1 (Reference)*
	1.25 (0.42, 3.71)
	0.687 
	0.84 (0.30, 2.35)
	0.743 

	2-h AUC, mmol·min/L
	1 (Reference)*
	1.00 (1.00-1.00)
	0.604
	1 (Reference)*
	2.84 (1.24, 6.50)
	0.013 
	1.47 (0.69, 3.13)
	0.319 


*Women were considered reference. Analyses were performed using modified Poisson regression models adjusted for age, sex, sex×baseline fasting glucose or 2-h glucose or HbA1c, baseline smoking status, baseline fasting glucose, baseline 2-h glucose, baseline HbA1c, baseline BMI, intervention group as fixed factors as well as intervention center and participant identifier as random factors. Remission of prediabetes is defined using fasting glucose, 2-h glucose, and HbA1c. Risk ratios represent the change in prediabetes remission probability per 1-unit increase in the conventional metric or OGTT metric. Risk ratios >1 indicate that higher baseline values of in conventional metrics or OGTT metrics are associated with increased likelihood of remission of prediabetes (positive association). Risk ratios <1 indicate that higher baseline values of conventional metrics or OGTT metrics are associated with a lower likelihood of remission of prediabetes (inverse association). Nominal P values are presented without adjustment for multiple testing. Given the exploratory nature of these subgroup analyses and the large number of comparisons performed, isolated findings with P values near the threshold should be interpreted with caution. Data were not imputed. BMI, body mass index; CI, confidence interval; HbA1c, hemoglobin A1c; AUC, blood glucose area under the curve; OGTT, oral glucose tolerance test.
Table S8. Associations of conventional glycemic metrics and novel OGTT metrics at baseline with remission of prediabetes (multiple imputation)
	Glycemic metrics
	Linear associations
	Nonlinear associations

	
	Risk ratio (95% CI)
	P value
	P value

	Remission of prediabetes at 1 year
	
	
	

	Fasting glucose, mmol/L
	0.38 (0.29-0.50)
	<0.001
	<0.001

	2-h glucose, mmol/L
	0.95 (0.88-1.01)
	0.123
	0.289

	HbA1c, %
	0.93 (0.89-0.98)
	0.002
	0.008

	1-h glucose, mmol/L
	0.94 (0.87-1.02)
	0.130
	0.487

	Maximum glucose, mmol/L
	0.93 (0.85-1.03)
	0.157
	0.608

	Minimum glucose, mmol/L
	1.13 (0.84-1.52)
	0.425
	0.219

	Maximum glucose excursion, mmol/L
	0.94 (0.86-1.02)
	0.128
	0.612

	Time to reach the maximum blood glucose peak, min
	1.00 (1.00-1.01)
	0.302
	0.797

	2-h iAUC, mmol·min/L
	1.00 (1.00-1.00)
	0.229
	0.785

	Remission of prediabetes at 2 years
	
	
	

	Fasting glucose, mmol/L
	0.46 (0.33-0.63)
	<0.001
	<0.001

	2-h glucose, mmol/L
	0.94 (0.87-1.03)
	0.171
	0.621

	HbA1c, %
	0.92 (0.87-0.97)
	0.001
	0.006

	1-h glucose, mmol/L
	0.97 (0.89-1.06)
	0.532
	0.810

	Maximum glucose, mmol/L
	0.96 (0.86-1.07)
	0.423
	0.649

	Minimum glucose, mmol/L
	0.78 (0.57-1.06)
	0.108
	0.007

	Maximum glucose excursion, mmol/L
	0.99 (0.89-1.09)
	0.799
	0.996

	Time to reach the maximum blood glucose peak, min
	1.00 (0.99-1.01)
	0.934
	0.889

	2-h iAUC, mmol·min/L
	1.00 (1.00-1.00)
	0.602
	0.977

	Remission of prediabetes at 3 years
	
	
	

	Fasting glucose, mmol/L
	0.44 (0.30-0.64)
	<0.001
	<0.001

	2-h glucose, mmol/L
	0.95 (0.86-1.04)
	0.275
	0.645

	HbA1c, %
	0.90 (0.85-0.96)
	<0.001
	0.004

	1-h glucose, mmol/L
	0.94 (0.85-1.04)
	0.246
	0.571

	Maximum glucose, mmol/L
	0.93 (0.82-1.06)
	0.286
	0.771

	Minimum glucose, mmol/L
	1.03 (0.70-1.52)
	0.878
	0.029

	Maximum glucose excursion, mmol/L
	0.94 (0.83-1.06)
	0.309
	0.493

	Time to reach the maximum blood glucose peak, min
	1.00 (1.00-1.01)
	0.306
	0.410

	2-h iAUC, mmol·min/L
	1.00 (1.00-1.00)
	0.271
	0.808


The nonlinear associations of individual conventional glycemic metrics and novel OGTT metrics at baseline with remission of prediabetes at 1, 2, and 3 years were modeled using restricted cubic splines with three knots at the 10th, 50th, and 90th percentiles, within modified Poisson regression models adjusted for age, sex, baseline smoking status, baseline fasting glucose, baseline 2-h glucose, baseline HbA1c, baseline BMI, intervention group, and intervention center. The linear analyses were performed using modified Poisson regression models adjusted for age, sex, baseline smoking status, baseline fasting glucose, baseline 2-h glucose, baseline HbA1c, baseline BMI, intervention group as fixed factors as well as intervention center and participant identifier as random factors. Remission of prediabetes is defined using fasting glucose, 2-h glucose, and HbA1c. Risk ratios represent the change in prediabetes remission probability per 1-unit increase in the conventional glycemic metric or novel OGTT metric. Risk ratios >1 indicate that higher baseline values of conventional glycemic metrics or novel OGTT metrics are associated with increased likelihood of remission of prediabetes (positive association). Risk ratios <1 indicate that higher baseline values of conventional glycemic metrics or novel OGTT metrics are associated with a lower likelihood of remission of prediabetes (inverse association). Nominal P values are presented without adjustment for multiple testing. Data were multiply imputed. BMI, body mass index; OGTT, oral glucose tolerance test.
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Table S9. The incremental predictive value of novel OGTT metrics beyond conventional metrics for remission of prediabetes (multiple imputation)
	OGTT metrics
	Likelihood ratio test
	ΔAUROC
	NRI

	
	χ2
	P value
	Value and 95% CI*
	P value
	Value and 95% CI*
	P value

	Remission of prediabetes at 1 year
	
	
	
	
	
	

	1-h glucose, mmol/L
	2.290
	0.130
	0.002 (-0.002, 0.011)
	0.363
	0.007 (0.002, 0.032)
	0.339

	Maximum glucose, mmol/L
	2.022
	0.155
	0.001 (-0.004, 0.005)
	0.489
	0.007 (0.003, 0.014)
	0.015

	Minimum glucose, mmol/L
	0.639
	0.424
	0 (-0.005, 0.001)
	0.904
	0.001 (-0.003, 0.007)
	0.565

	Maximum glucose excursion, mmol/L
	2.340
	0.126
	0.001 (-0.001, 0.009)
	0.510
	0.008 (0.003, 0.027)
	0.168

	Time to reach the maximum blood glucose peak, min
	1.033
	0.309
	0 (-0.002, 0.002)
	0.985
	0.003 (-0.001, 0.009)
	0.197

	2-h AUC, mmol·min/L
	1.443
	0.230
	0 (-0.003, 0.002)
	0.800
	0.005 (0.002, 0.011)
	0.032

	Remission of prediabetes at 2 years
	
	
	
	
	
	

	1-h glucose, mmol/L
	0.394
	0.530
	-0.001 (-0.006, 0)
	0.588
	0.003 (-0.002, 0.009)
	0.347

	Maximum glucose, mmol/L
	0.653
	0.419
	-0.001 (-0.007, 0)
	0.447
	0.003 (-0.001, 0.009)
	0.263

	Minimum glucose, mmol/L
	2.441
	0.118
	0.001 (-0.003, 0.005)
	0.612
	0.009 (-0.001, 0.032)
	0.290

	Maximum glucose excursion, mmol/L
	0.068
	0.794
	-0.001 (-0.005, 0)
	0.234
	0 (-0.004, 0.004)
	0.964

	Time to reach the maximum blood glucose peak, min
	0.003
	0.956
	0 (-0.003, 0)
	0.974
	0 (-0.006, 0.004)
	0.920

	2-h AUC, mmol·min/L
	0.289
	0.591
	-0.001 (-0.006, 0)
	0.411
	0.002 (-0.002, 0.007)
	0.492

	Remission of prediabetes at 3 years
	
	
	
	
	
	

	1-h glucose, mmol/L
	1.351
	0.245
	-0.001 (-0.008, 0)
	0.711
	0.005 (-0.001, 0.011)
	0.146

	Maximum glucose, mmol/L
	1.153
	0.283
	-0.001 (-0.011, 0)
	0.623
	0.003 (-0.014, 0.010)
	0.658

	Minimum glucose, mmol/L
	0.025
	0.874
	0 (-0.006, 0)
	0.703
	0.001 (-0.008, 0.013)
	0.856

	Maximum glucose excursion, mmol/L
	1.051
	0.305
	-0.001 (-0.009, 0)
	0.597
	0.003 (-0.005, 0.012)
	0.517

	Time to reach the maximum blood glucose peak, min
	1.017
	0.313
	0.002 (-0.002, 0.004)
	0.368
	0.002 (-0.006, 0.009)
	0.635

	2-h AUC, mmol·min/L
	1.232
	0.267
	-0.001 (-0.007, 0.001)
	0.731
	0.006 (-0.000, 0.014)
	0.136


[bookmark: _GoBack]*Optimism-adjusted values. The incremental value of adding novel OGTT metrics was internally validated via bootstrapping with 200 repetitions, yielding optimism-adjusted ΔAUROC and optimism-adjusted NRI. The DeLong test and Z test were used to assess whether optimism-adjusted ΔAUROC and optimism-adjusted NRI was statistically significant and 95% confidence intervals were derived from 200 bootstrap replicates to accurately reflect the variance structure. Nominal P values are presented without adjustment for multiple testing. Data were multiply imputed. Remission of prediabetes is defined using fasting glucose, 2-h glucose, and HbA1c. AUROC, area under the receiver operating characteristic curve; CI, confidence interval; HbA1c, hemoglobin A1c; NRI, net reclassification improvement; OGTT, oral glucose tolerance test.
Table S10. Associations of conventional glycemic metrics and novel OGTT metrics at baseline with remission of prediabetes (remission defined using HbA1c only)
	Glycemic metrics
	Linear associations
	Nonlinear associations

	
	Risk ratio (95% CI)
	P value
	P value

	Remission of prediabetes at 1 year
	
	
	

	Fasting glucose, mmol/L
	0.38 (0.31-0.47)
	<0.001
	0.008

	2-h glucose, mmol/L
	0.95 (0.89-1.00)
	0.044
	0.214

	HbA1c, %
	0.94 (0.91-0.97)
	<0.001
	0.062

	1-h glucose, mmol/L
	0.95 (0.89-1.01)
	0.089
	0.403

	Maximum glucose, mmol/L
	0.94 (0.87-1.01)
	0.092
	0.720

	Minimum glucose, mmol/L
	1.14 (0.90-1.44)
	0.269
	0.057

	Maximum glucose excursion, mmol/L
	0.94 (0.88-1.00)
	0.064
	0.818

	Time to reach the maximum blood glucose peak, min
	1.00 (1.00-1.01)
	0.145
	0.424

	2-h iAUC, mmol·min/L
	1.00 (1.00-1.00)
	0.153
	0.577

	Remission of prediabetes at 2 years
	
	
	

	Fasting glucose, mmol/L
	0.43 (0.32-0.57)
	<0.001
	0.756

	2-h glucose, mmol/L
	0.94 (0.82-1.01)
	0.089
	0.877

	HbA1c, %
	0.92 (0.89-0.96)
	<0.001
	0.037

	1-h glucose, mmol/L
	0.95 (0.89-1.01)
	0.089
	0.403

	Maximum glucose, mmol/L
	0.94 (0.87-1.01)
	0.092
	0.720

	Minimum glucose, mmol/L
	1.14 (0.90-1.44)
	0.269
	0.057

	Maximum glucose excursion, mmol/L
	0.94 (0.88-1.00)
	0.064
	0.818

	Time to reach the maximum blood glucose peak, min
	1.00 (1.00-1.01)
	0.145
	0.424

	2-h iAUC, mmol·min/L
	1.00 (1.00-1.00)
	0.153
	0.577

	Remission of prediabetes at 3 years
	
	
	

	Fasting glucose, mmol/L
	0.40 (0.28-0.56)
	<0.001
	0.473

	2-h glucose, mmol/L
	0.95 (0.88-1.03)
	0.220
	0.649

	HbA1c, %
	0.90 (0.86-0.95)
	<0.001
	0.107

	1-h glucose, mmol/L
	0.95 (0.89-1.01)
	0.089
	0.403

	Maximum glucose, mmol/L
	0.94 (0.87-1.01)
	0.092
	0.720

	Minimum glucose, mmol/L
	1.14 (0.90-1.44)
	0.269
	0.057

	Maximum glucose excursion, mmol/L
	0.94 (0.88-1.00)
	0.064
	0.818

	Time to reach the maximum blood glucose peak, min
	1.00 (1.00-1.01)
	0.145
	0.424

	2-h iAUC, mmol·min/L
	1.00 (1.00-1.00)
	0.153
	0.577


The nonlinear associations of individual conventional glycemic metrics and novel OGTT metrics at baseline with remission of prediabetes at 1, 2, and 3 years were modeled using restricted cubic splines with three knots at the 10th, 50th, and 90th percentiles, within modified Poisson regression models adjusted for age, sex, baseline smoking status, baseline fasting glucose, baseline 2-h glucose, baseline HbA1c, baseline BMI, intervention group, and intervention center. The linear analyses were performed using modified Poisson regression models adjusted for age, sex, baseline smoking status, baseline fasting glucose, baseline 2-h glucose, baseline HbA1c, baseline BMI, intervention group as fixed factors as well as intervention center and participant identifier as random factors. Remission of prediabetes is defined using HbA1c only. Risk ratios represent the change in prediabetes remission probability per 1-unit increase in the conventional glycemic metric or OGTT metric. Risk ratios >1 indicate that higher baseline values of conventional glycemic metrics or novel OGTT metrics are associated with increased likelihood of remission of prediabetes (positive association). Risk ratios <1 indicate that higher baseline values of conventional glycemic metrics or novel OGTT metrics are associated with a lower likelihood of remission of prediabetes (inverse association). Nominal P values are presented without adjustment for multiple testing. Data were not imputed. BMI, body mass index; OGTT, oral glucose tolerance test.


Table S11. The incremental predictive value of novel OGTT metrics beyond conventional metrics for remission of prediabetes (remission defined using HbA1c only)
	OGTT metrics
	Likelihood ratio test
	ΔAUROC
	NRI

	
	χ2
	P value
	Value and 95% CI*
	P value
	Value and 95% CI*
	P value

	Remission of prediabetes at 1 year
	
	
	
	
	
	

	1-h glucose, mmol/L
	0.040
	0.842
	0 (-0.004, 0.001)
	0.121
	-0.001 (-0.004, 0)
	0.213

	Maximum glucose, mmol/L
	0.046
	0.830
	0 (-0.004, 0.001)
	0.550
	-0.001 (-0.004, 0)
	0.182

	Minimum glucose, mmol/L
	0.285
	0.593
	0.001 (-0.004, 0.002)
	0.465
	0 (-0.003, 0.001)
	0.939

	Maximum glucose excursion, mmol/L
	0.145
	0.703
	0.001 (-0.004, 0.002)
	0.429
	-0.001 (-0.004, 0)
	0.287

	Time to reach the maximum blood glucose peak, min
	0.554
	0.457
	0 (-0.006, 0.002)
	0.881
	0.001 (-0.002, 0.003)
	0.459

	2-h AUC, mmol·min/L
	0.068
	0.795
	0.001 (-0.003, 0.004)
	0.154
	-0.001 (-0.003, 0.003)
	0.707

	Remission of prediabetes at 2 years
	
	
	
	
	
	

	1-h glucose, mmol/L
	0.005
	0.943
	0 (-0.004, 0.001)
	0.551
	-0.001 (-0.003, 0.001)
	0.629

	Maximum glucose, mmol/L
	0.000
	1.000
	0.001 (-0.003, 0.002)
	0.825
	0 (-0.003, 0.002)
	0.854

	Minimum glucose, mmol/L
	0.023
	0.880
	0 (-0.004, 0.001)
	0.370
	0 (-0.004, 0.002)
	0.788

	Maximum glucose excursion, mmol/L
	0.000
	1.000
	0 (-0.004, 0.001)
	0.598
	0 (-0.003, 0.001)
	0.637

	Time to reach the maximum blood glucose peak, min
	0.149
	0.700
	-0.001 (-0.004, 0.001)
	0.523
	0 (-0.004, 0.002)
	0.843

	2-h AUC, mmol·min/L
	0.012
	0.911
	0 (-0.005, 0.002)
	0.346
	0 (-0.003, 0.002)
	0.871

	Remission of prediabetes at 3 years
	
	
	
	
	
	

	1-h glucose, mmol/L
	0.271
	0.603
	0 (-0.004, 0.001)
	0.995
	0 (-0.003, 0.002)
	0.699

	Maximum glucose, mmol/L
	0.083
	0.773
	0 (-0.005, 0.001)
	0.992
	0 (-0.003, 0.001)
	0.801

	Minimum glucose, mmol/L
	0.095
	0.758
	0.001 (-0.004, 0.002)
	0.277
	0 (-0.004, 0.001)
	0.789

	Maximum glucose excursion, mmol/L
	0.188
	0.665
	0 (-0.005, 0.001)
	0.793
	0 (-0.003, 0.002)
	0.928

	Time to reach the maximum blood glucose peak, min
	NA
	NA
	-0.001 (-0.009, 0.001)
	0.558
	0.001 (-0.004, 0.004)
	0.654

	2-h AUC, mmol·min/L
	0.299
	0.585
	0 (-0.006, 0.001)
	0.880
	0 (-0.003, 0.002)
	0.774


*Optimism-adjusted values. The incremental value of adding novel OGTT metrics was internally validated via bootstrapping with 200 repetitions, yielding optimism-adjusted ΔAUROC and optimism-adjusted NRI. The DeLong test and Z test were used to assess whether optimism-adjusted ΔAUROC and optimism-adjusted NRI was statistically significant and 95% confidence intervals were derived from 200 bootstrap replicates to accurately reflect the variance structure. Nominal P values are presented without adjustment for multiple testing. Remission of prediabetes is defined using HbA1c only. AUROC, area under the receiver operating characteristic curve; CI, confidence interval; HbA1c, hemoglobin A1c; NRI, net reclassification improvement; OGTT, oral glucose tolerance test.
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