Supplementary Tables

Table S1

	AB
	Study
	Estimated 5-year T1D progression risk [95%CI]

	0
	TEDDY
	0.3% [0.2%, 0.5%]

	1
	TEDDY
	12% [6.9%, 17%]

	
	TrialNet
	19% [17%, 21%]

	2
	TEDDY
	33% [23%, 42%]

	
	TrialNet
	48% [44%, 51%]

	3
	TEDDY
	67% [56%, 75%]

	
	TrialNet
	61% [56%, 65%]



Title: Five-year risk estimates of T1D progression stratified by islet autoantibody status in TEDDY and TrialNet individuals
Legend
Five-year estimates of T1D progression risk of TEDDY and TrialNet individuals stratified by number of islet autoantibodies. TEDDY data from landmark age 4 years is used to determine autoantibody number and TrialNet data is taken from screening. Kaplan-Meier survival curves and 5-year estimates are used to determine the progression risk estimates.


Table S2

A
	Landmark Age
	Number Autoantibody
	FDR
	GRS

	
	1
	2
	3
	
	

	1
	2.87
	3.80
	5.15
	0.89
	0.57

	2
	2.81
	3.88
	4.50
	0.57
	0.47

	3
	2.93
	3.98
	4.64
	0.41
	0.41

	4
	3.15
	4.15
	5.00
	0.30
	0.30

	5
	2.74
	4.20
	4.90
	0.19
	0.31

	6
	2.73
	4.13
	5.03
	0.19
	0.28

	7
	2.87
	4.11
	5.01
	0.37
	0.25


B
	Landmark Age
	Number Autoantibody
	GRS:Number Autoantibody
	fdr:Number Autoantibody
	FDR
	GRS

	1
	1
	-0.22
	0.17
	0.92
	0.63

	
	2
	-0.44
	-0.81
	
	

	
	3
	-0.22
	0.06
	
	

	2
	1
	-0.06
	0.40
	0.79
	0.65

	
	2
	-0.75
	-0.98
	
	

	
	3
	-0.33
	-0.50
	
	

	3
	1
	-0.51
	-0.08
	0.75
	0.75

	
	2
	-0.46
	-0.33
	
	

	
	3
	-0.67
	-1.01
	
	

	4
	1
	-0.37
	-0.13
	0.87
	0.75

	
	2
	-0.52
	-0.49
	
	

	
	3
	-0.80
	-1.20
	
	

	5
	1
	-0.38
	0.53
	0.77
	0.67

	
	2
	-0.41
	-0.39
	
	

	
	3
	-0.54
	-1.39
	
	

	6
	1
	-0.57
	0.51
	0.98
	0.69

	
	2
	-0.52
	-0.94
	
	

	
	3
	-0.55
	-1.36
	
	

	7
	1
	-0.61
	0.76
	0.86
	0.76

	
	2
	-0.64
	-1.06
	
	

	
	3
	-0.69
	-0.78
	
	


C
	Landmark Age
	Linear Predictor

	1 - 7 years
	0.654

	8 - 17 years
	0.561

	18 years + 
	0.548



Title: Model Coefficients for TEDDY-Derived Prediction Models and Recalibrated Model in TrialNet

Legend:
Model coefficients for (A) the TEDDY-derived original prediction model, (B) the TEDDY-derived stratified prediction model incorporating interaction terms, and (C) the recalibrated model applied in TrialNet. In (A) and (B), coefficients are provided for the number of autoantibodies, genetic risk score (GRS), and first-degree relative (FDR) status at different landmark ages. In (C), the linear predictor coefficients for the recalibrated model are shown across three age groups.


Table S3

	Landmark Age (years)
	Horizon
	AUC Original Model
	AUC Stratified Model
	p value
	p value adjusted
	significant

	1
	1
	0.805
	0.804
	0.744
	1
	0

	1
	3
	0.808
	0.806
	0.095
	1
	0

	1
	5
	0.805
	0.805
	0.688
	1
	0

	1
	8
	0.805
	0.805
	0.284
	1
	0

	1.5
	1
	0.822
	0.819
	0.022
	0.669
	0

	1.5
	3
	0.824
	0.823
	0.259
	1
	0

	1.5
	5
	0.824
	0.823
	0.007
	0.213
	0

	1.5
	8
	0.824
	0.823
	0.003
	0.093
	0

	2
	1
	0.860
	0.805
	0
	0
	1

	2
	3
	0.862
	0.862
	0.719
	1
	0

	2
	5
	0.862
	0.862
	0.768
	1
	0

	2
	8
	0.860
	0.860
	0.811
	1
	0

	3
	1
	0.910
	0.834
	0
	0
	1

	3
	3
	0.910
	0.909
	0.193
	1
	0

	3
	5
	0.910
	0.910
	0.664
	1
	0

	3
	8
	0.909
	0.909
	0.528
	1
	0

	4
	1
	0.927
	0.911
	0
	0.004
	1

	4
	3
	0.929
	0.922
	0.014
	0.431
	0

	4
	5
	0.930
	0.933
	0.005
	0.139
	0

	4
	8
	0.929
	0.932
	0.003
	0.089
	0

	5
	1
	0.919
	0.884
	0
	0
	1

	5
	3
	0.924
	0.923
	0.353
	1
	0

	5
	5
	0.926
	0.925
	0.707
	1
	0

	5
	8
	0.915
	0.915
	0.981
	1
	0

	6
	1
	0.928
	0.884
	0
	0
	1

	6
	3
	0.932
	0.939
	0.003
	0.091
	0

	6
	5
	0.933
	0.937
	0.019
	0.574
	0

	7
	1
	0.933
	0.897
	0
	0.001
	1

	7
	3
	0.934
	0.935
	0.809
	1
	0

	7
	5
	0.934
	0.933
	0.588
	1
	0



Title: Comparison of time-dependent ROC AUC between the Original prediction model and stratified prediction across different landmark and horizons

Legend 
This table shows the AUC values for both linear and stratified models at various landmark times and prediction horizons. The p-values are computed using DeLong's test to compare the two models, with adjusted p-values using the Bonferroni correction to account for multiple testing. Significant results (adjusted p-value < 0.05) are highlighted.


Table S4

	Age at Screening
	Autoantibody Status
	5-year horizon

	
	
	Low Genetic Risk
	High Genetic Risk

	Between 1 and 7
	1
	0.16 [0.12 – 0.20]
	0.42 [0.34 – 0.49]

	
	2
	0.39 [0.33 – 0.44]
	0.62 [0.55 – 0.68]

	
	3
	0.68 [0.61 – 0.73]
	0.62 [0.55 – 0.68]

	Between 8 and 17
	1
	0.22 [0.19 – 0.26]
	0.30 [0.25 – 0.35]

	
	2
	0.44 [0.38 – 0.49]
	0.54 [0.48 – 0.59]

	
	3
	0.55 [0.48 – 0.62]
	0.62 [0.54 – 0.68]

	Over 18
	1
	0.10 [0.08 – 0.13]
	0.14 [0.10 – 0.19]

	
	2
	0.33 [0.24 – 0.41]
	0.41 [0.30 – 0.51]

	
	3
	0.33 [0.24 – 0.41]
	0.41 [0.30 – 0.51]



Title: Individualized table of risk estimates with confidence interval in TrialNet Pathway to Prevention participants
Legend:
Future T1D risk probability [95% CI] for 18 different scenarios combining a GRS and age at screening with different AB status for individuals with a first-degree relative living with T1D. The “Low Genetic Risk” score represents a genetic risk score at the 70th percentile of the general (UK) population or 5th T1D percentile. The “High Genetic Risk” score represents a genetic risk score at the 99th percentile of the general (UK) population or 75th T1D percentile.



