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Supplementary Table 1 FIB-4-based risk stratification inputs
	Parameter
	Value
	Reference

	Proportion of Cohort Low-Risk, %

	F2
	46.4
	ESSENCE CSR (Subgroup Data) [Data on File]

	F3
	32.4
	

	Proportion of Cohort Indeterminate-Risk, %

	F2
	43.6
	ESSENCE CSR (Subgroup Data) [Data on File]

	F3
	50.5
	

	Proportion of Cohort High-Risk, %

	F2
	10.0
	ESSENCE CSR (Subgroup Data) [Data on File]

	F3
	17.1
	

	Low-Risk Risk Multipliers

	DCC risk
	1.00
	MACE and MALO analysis cohort data [Data on File]

	HCC risk
	1.00
	

	LT risk
	1.00
	

	MI risk
	1.00
	

	Stroke risk
	1.00
	

	Indeterminate-Risk Risk Multipliers

	DCC risk
	2.40
	MACE and MALO Analysis Cohort Data [Data on File]

	HCC risk
	1.32
	

	LT risk
	2.98
	

	MI risk
	1.37
	

	Stroke risk
	2.00
	

	High-Risk Risk Multipliers

	DCC risk
	7.19
	MACE and MALO Analysis Cohort Data [Data on File]

	HCC risk
	5.61
	

	LT risk
	14.42
	

	MI risk
	1.83
	

	Stroke risk
	2.41
	


CSR clinical study report, DCC decompensated cirrhosis, F fibrosis stage, FIB-4 Fibrosis-4 Index, HCC hepatocellular carcinoma, LT liver transplant, MACE major adverse cardiac events, MALO major adverse liver outcomes, MI myocardial infarction
Supplementary Table 2 Change from baseline in cardiometabolic risk parameters
	Parameter
	Value
	Reference

	Semaglutide 2.4 mg

	Δ BMI, kg/m2 (Year 1)
	-3.90
	ESSENCE CSR (Primary Data) [Data on File]

	Δ BMI, kg/m2 (Year 2)
	N/A
	

	Δ BMI, kg/m2 (Year 3)
	N/A
	

	Δ SBP, mmHg (Year 1)
	-4.90
	

	Δ SBP, mmHg (Year 2)
	-6.10
	

	Δ SBP, mmHg (Year 3)
	-6.10
	

	Δ Total cholesterol, mg/dL (Year 1)
	-10.30
	

	Δ Total cholesterol, mg/dL (Year 2)
	-9.50
	

	Δ Total cholesterol, mg/dL (Year 3)
	-6.50
	

	Δ HDL cholesterol, mg/dL (Year 1)
	2.38
	

	Δ HDL cholesterol, mg/dL (Year 2)
	2.33
	

	Δ HDL cholesterol, mg/dL (Year 3)
	2.10
	

	Resmetirom 80 mg

	Δ BMI, kg/m2 (Year 1)
	-0.40
	Harrison et al. 2024 [1]

	Δ BMI, kg/m2 (Year 2)
	N/A
	

	Δ BMI, kg/m2 (Year 3)
	N/A
	

	Δ SBP, mmHg (Year 1)
	-1.90
	

	Δ SBP, mmHg (Year 2)
	-2.37
	

	Δ SBP, mmHg (Year 3)
	-2.37
	

	Δ Total cholesterol, mg/dL (Year 1)
	-23.42
	

	Δ Total cholesterol, mg/dL (Year 2)
	-21.60
	

	Δ Total cholesterol, mg/dL (Year 3)
	-14.78
	

	Δ HDL cholesterol, mg/dL (Year 1)
	2.07
	

	Δ HDL cholesterol, mg/dL (Year 2)
	2.03
	

	Δ HDL cholesterol, mg/dL (Year 3)
	1.83
	

	Resmetirom 100 mg

	Δ BMI, kg/m2 (Year 1)
	-0.60
	Harrison et al. 2024 [1]

	Δ BMI, kg/m2 (Year 2)
	N/A
	

	Δ BMI, kg/m2 (Year 3)
	N/A
	

	Δ SBP, mmHg (Year 1)
	-2.10
	

	Δ SBP, mmHg (Year 2)
	-2.61
	

	Δ SBP, mmHg (Year 3)
	-2.61
	

	Δ Total cholesterol, mg/dL (Year 1)
	-32.38
	

	Δ Total cholesterol, mg/dL (Year 2)
	-29.86
	

	Δ Total cholesterol, mg/dL (Year 3)
	-20.43
	

	Δ HDL cholesterol, mg/dL (Year 1)
	2.01
	

	Δ HDL cholesterol, mg/dL (Year 2)
	1.96
	

	Δ HDL cholesterol, mg/dL (Year 3)
	1.77
	

	SoC

	Δ BMI, kg/m2 (Year 1)
	-0.70
	ESSENCE CSR (Primary Data) [Data on File]

	Δ BMI, kg/m2 (Year 2)
	N/A
	

	Δ BMI, kg/m2 (Year 3)
	N/A
	

	Δ SBP, mmHg (Year 1)
	-1.40
	

	Δ SBP, mmHg (Year 2)
	-0.90
	

	Δ SBP, mmHg (Year 3)
	-0.90
	

	Δ Total cholesterol, mg/dL (Year 1)
	-0.20
	

	Δ Total cholesterol, mg/dL (Year 2)
	-2.50
	

	Δ Total cholesterol, mg/dL (Year 3)
	1.30
	

	Δ HDL cholesterol, mg/dL (Year 1)
	0.41
	

	Δ HDL cholesterol, mg/dL (Year 2)
	0.61
	

	Δ HDL cholesterol, mg/dL (Year 3)
	0.81
	


Δ change in, BMI body mass index, CSR clinical study report, HDL high-density lipoprotein, N/A not applicable, SBP systolic blood pressure, SoC standard of care
Supplementary Table 3 Health state utility and comorbidity disutility inputs
	Parameter
	Value
	Reference

	Liver Disease and Advanced Liver Disease Outcomes

	F0-F2
	0.76
	O’Hara et al. 2020 [2]

	F3
	0.73
	

	F4
	0.66
	Younossi et al. 2016 [3]

	DCC
	0.57
	Younossi et al. 2016 [3] & Dan et al. 2008 [4]

	HCC
	0.50
	Younossi et al. 2016 [3] & Hsu et al. 2012 [5]

	LT
	0.66
	Assumed to be the same as F4 (Yang 2014 [6])

	Post-LT
	0.73
	Assumed to be the same as F3 (Yang 2014 [6])

	CV Events

	MI event
	-0.041
	Rind et al. 2020 [7]

	Stroke event
	-0.052
	

	Post-MI
	-0.034
	

	Post-stroke
	
	

	T2D

	T2D
	-0.037
	NICE 2020 [8]

	OACs

	OACs
	-0.078
	NICE 2020 [8]


CV cardiovascular, DCC decompensated cirrhosis, F fibrosis stage, HCC hepatocellular carcinoma, LT liver transplant, MI myocardial infarction, NICE National Institute for Health and Care Excellence, OAC obesity-associated cancer; T2D type 2 diabetes
Supplementary Table 4 Mortality inputs
	Parameter
	Value
	Reference

	Liver-Related

	F4 to death (annual)
	0.021
	Rind et al. 2020 [7] & Tice et al. 2023 [9]

	DCC to death (annual)
	0.130
	

	HCC to death (Year 1)
	0.144
	Javanbakht et al. 2023 [10]

	HCC to death (Year 2)
	0.044
	

	HCC to death (Year 3)
	0.012
	

	HCC to death (Year 4)
	0.009
	

	HCC to death (Year 5+)
	0.008
	

	LT to death (LT event)
	0.210
	

	LT to death (post-LT)
	0.057
	

	CV-Related

	If CV event, % MI versus stroke
	0.79
	Virani et al. 2020 [11]

	% of MIs fatal
	0.24
	

	% of strokes fatal
	0.21
	

	OAC-Related

	Colorectal cancer for males (Year 1)
	0.1790
	SEER 2025 [12]

	Colorectal cancer for females (Year 1)
	0.176
	

	Breast cancer for males (Year 1)
	N/A
	

	Breast cancer for females (Year 1)
	0.0260
	

	Endometrial cancer for males (Year 1)
	N/A
	

	Endometrial cancer for females (Year 1)
	0.0910
	

	Follow-up years (Year 2+)
	0.0350
	Assumption


CV cardiovascular, DCC decompensated cirrhosis, F fibrosis stage, HCC hepatocellular carcinoma, LT liver transplant, MI myocardial infarction, N/A not applicable, OAC obesity-associated cancer, SEER Surveillance, Epidemiology, and End Results
Supplementary Table 5 PSA parameters, distributions, and distributional parameters
	Parameter
	Distribution
	Mean/ Value
	SE
	Lower Bound
	Upper Bound
	Basis of Uncertainty

	Baseline Parameters

	Mean age, years
	Normal
	56.00
	11.60
	44.40
	67.60
	95% CI

	Male sex, %
	Beta
	42.88
	1.75
	39.47
	46.32
	

	Current smoker, %
	
	10.25
	1.07
	8.25
	12.44
	

	Comorbidities, %

	Prior CVD
	Beta
	2.92
	0.49
	2.05
	3.95
	95% CI

	T2D
	
	55.50
	1.76
	52.05
	58.93
	

	Cardiometabolic Risk Parameters

	BMI, kg/m²
	Gamma
	34.60
	7.20
	21.96
	50.07
	95% CI

	SBP, mmHg
	
	130.50
	14.40
	116.10
	144.90
	

	Total cholesterol, mg/dL
	
	174.79
	46.79
	102.48
	422.66
	

	LDL cholesterol, mg/dL
	
	98.22
	36.35
	35.96
	205.72
	

	HDL cholesterol, mg/dL
	
	43.70
	10.05
	23.20
	77.34
	

	Annual Probability of Fibrosis Progression (Calculateda), %

	F0 to F1 (worsening)
	Beta
	15.16
	1.55
	12.13
	18.20
	±20.0%

	F1 to F0 (improvement)
	
	6.06
	0.62
	4.85
	7.27
	

	F1 to F2 (worsening)
	
	12.90
	1.32
	10.32
	15.48
	

	F2 to F1 (improvement)
	
	26.38
	2.69
	21.10
	31.66
	

	F2 to F3 (worsening)
	
	18.55
	1.89
	14.84
	22.26
	

	F3 to F2 (improvement)
	
	24.62
	2.51
	19.70
	29.55
	

	F3 to F4 (worsening)
	
	15.87
	1.62
	12.70
	19.05
	

	F4 to F3 (improvement)
	
	8.00
	0.82
	6.40
	9.60
	

	Annual Probability of Progression to Advanced Liver Disease Outcomes (Calculateda), %

	F3 to DCC
	Beta
	0.60
	0.06
	0.48
	0.72
	±20.0%

	F4 to DCC
	
	6.47
	0.66
	5.17
	7.76
	

	F3 to HCC
	
	0.20
	0.02
	0.16
	0.24
	

	F4 to HCC
	
	2.55
	0.26
	2.04
	3.06
	

	DCC to HCC
	
	2.60
	0.27
	2.08
	3.12
	

	DCC to LT
	
	2.30
	0.23
	1.84
	2.76
	

	HCC to LT
	
	4.00
	0.41
	3.20
	4.80
	

	Annual Rate of BMI Progression in Males, kg/m2

	Patients with T2D
	Normal
	0.040
	0.004
	0.032
	0.048
	95% CI

	Patients without T2D
	
	0.145
	0.015
	0.116
	0.174
	

	Annual Rate of BMI Progression in Females, kg/m2

	Patients with T2D
	Normal
	0.040
	0.004
	0.032
	0.048
	95% CI

	Patients without T2D
	
	0.175
	0.018
	0.140
	0.210
	

	RR versus SoC for Improvement in Fibrosis

	Semaglutide 2.4 mg
	LogNormal
	1.837
	0.377
	1.241
	2.719
	95% CI

	Resmetirom 80 mg
	
	1.576
	0.323
	1.065
	2.332
	

	Resmetirom 100 mg
	
	1.687
	0.346
	1.140
	2.496
	

	RR versus SoC for Worsening of Fibrosis

	Semaglutide 2.4 mg
	LogNormal
	0.157
	0.031
	0.106
	0.233
	95% CI

	Resmetirom 80 mg
	
	0.420
	0.084
	0.284
	0.622
	

	Resmetirom 100 mg
	
	0.309
	0.062
	0.209
	0.457
	

	FIB-4-based Risk Stratification Inputs: Indeterminate-Risk Risk Multipliers

	MI risk
	LogNormal
	1.370
	0.417
	0.776
	2.410
	95% CI

	Stroke risk
	
	2.000
	0.556
	1.202
	3.383
	

	FIB-4-based Risk Stratification Inputs: High-Risk Risk Multipliers

	MI risk
	LogNormal
	1.830
	0.576
	1.018
	3.275
	95% CI

	Stroke risk
	
	2.410
	0.706
	1.408
	4.175
	

	Treatment discontinuation rates due to AEs

	Semaglutide 2.4 mg
	Beta
	0.026
	0.003
	0.021
	0.031
	±20.0%

	Resmetirom 80 mg
	
	0.019
	0.002
	0.015
	0.023
	

	Resmetirom 100 mg
	
	0.068
	0.007
	0.054
	0.082
	

	Health State Utility and Comorbidity Disutility Inputs

	F0-F2
	Beta
	0.760
	0.078
	0.608
	0.912
	±20.0%

	F3
	
	0.730
	0.074
	0.584
	0.876
	

	F4
	
	0.660
	0.067
	0.528
	0.792
	

	DCC
	
	0.570
	0.058
	0.456
	0.684
	

	HCC
	
	0.500
	0.051
	0.400
	0.600
	

	LT
	
	0.660
	0.067
	0.528
	0.792
	

	Post-LT
	
	0.730
	0.074
	0.584
	0.876
	

	MI event
	Normal
	-0.041
	0.004
	-0.049
	-0.033
	95% CI

	Stroke event
	
	-0.052
	0.005
	-0.062
	-0.042
	

	Post-MI
	
	-0.034
	0.003
	-0.041
	-0.027
	

	Post-stroke
	
	-0.034
	0.003
	-0.041
	-0.027
	

	T2D
	
	-0.037
	0.004
	-0.044
	-0.030
	

	OACs
	
	-0.078
	0.008
	-0.094
	-0.062
	

	Mortality Inputs, %

	F4 to death (annual)
	Beta
	2.10
	0.21
	1.68
	2.52
	±20.0%

	DCC to death (annual)
	
	13.00
	1.33
	10.40
	15.60
	

	HCC to death (Year 1)
	
	14.40
	1.47
	11.52
	17.28
	

	HCC to death (Year 2)
	
	4.40
	0.45
	3.52
	5.28
	

	HCC to death (Year 3)
	
	1.20
	0.12
	0.96
	1.44
	

	HCC to death (Year 4)
	
	0.90
	0.09
	0.72
	1.08
	

	HCC to death (Year 5+)
	
	0.80
	0.08
	0.64
	0.96
	

	LT to death (LT event)
	
	21.00
	2.14
	16.80
	25.20
	

	LT to death (post-LT)
	
	5.70
	0.58
	4.56
	6.84
	

	If CV event, % MI versus stroke
	
	79.00
	7.76
	63.00
	94.00
	

	% of MIs fatal for males
	
	24.00
	2.55
	19.00
	29.00
	

	% of MIs fatal for females
	
	
	
	
	
	

	% of strokes fatal for males
	
	21.00
	2.04
	17.00
	25.00
	

	% of strokes fatal for females
	
	
	
	
	
	

	OAC-related mortality for males (Year 1)
	
	17.90
	1.83
	14.32
	21.48
	

	OAC-related mortality for females (Year 1)
	
	5.49
	0.56
	4.39
	6.59
	

	OAC-related mortality for males (Year 2+)
	
	3.50
	0.36
	2.80
	4.20
	

	OAC-related mortality for females (Year 2+)
	
	
	
	
	
	

	Treatment Acquisition (Annual Drug Package Price)b

	Semaglutide 2.4 mg
0.75 mL x 4 units
	Gamma
	$17,537
	$1,790
	$14,030
	$21,045
	±20.0%

	Resmetirom 80 mg
	
	$50,112
	$5,114
	$40,090
	$60,135
	

	Resmetirom 100 mg
	
	
	
	
	
	


Note: Distributions were assigned by parameter type: beta for probabilities, proportions, and utilities (bounded [0,1]); gamma for costs and right-skewed continuous inputs; lognormal for RRs and risk multipliers; and normal for (dis)utility decrements and continuous patient characteristics. Where a source reported no standard error (SE) or confidence interval (CI), uncertainty was approximated as ±20.0% of the point estimate; where neither was available, the SE was set to a default of 10.2% of the point estimate. A 95% CI (Z = 1.96) was assumed for reported interval bounds. Costs reported in 2025 USD; discounting was applied within modeled outcomes.
aCalculated using formula of 1-(1-[half-year probability])^2.
bAll costs accurate as of May 9, 2025.
AE adverse event, BMI body mass index, CI confidence interval, CVD cardiovascular disease, DCC decompensated cirrhosis, F fibrosis stage, FIB-4 Fibrosis-4 Index, HCC hepatocellular carcinoma, HDL high-density lipoprotein, LDL low-density lipoprotein, LT liver transplant, MI myocardial infarction, OAC obesity-associated cancer, PSA probabilistic sensitivity analysis, RR relative risk, SBP systolic blood pressure, SE standard error, SoC standard of care, T2D type 2 diabetes, USD United States Dollar




Supplementary Table 6 Elevated CV event risk subgroup baseline patient characteristics
	Parameter
	Subgroup Analysis Value
	Reference

	Baseline Parameters

	Mean age, years (SD)
	55.80 (11.90)
	ESSENCE CSR (Subgroup Data) [Data on File]

	Male sex, %
	39.97
	

	Race: white, %
	67.76
	

	CKD (eGFR <60), %
	3.29
	

	Current smoker, %
	11.84
	

	Fibrosis Staging, %

	F2
	33.06
	ESSENCE CSR (Subgroup Data) [Data on File]

	F3
	66.94
	

	Comorbidities, %

	Prior CVD
	2.92
	ESSENCE CSR (Primary Data) [Data on File]

	T2D
	57.40
	ESSENCE CSR (Subgroup Data) [Data on File]

	Obesity: BMI ≥30 kg/m2
	74.67
	

	T2D-Related Parameters, %

	Average HbA1c: patients with T2D (SD)
	7.10 (1.10)
	ESSENCE CSR (Subgroup Data) [Data on File]

	Average HbA1c: patients without T2D (SD)
	5.80 (0.50)
	

	Prediabetes
	19.77
	

	Cardiometabolic Risk Parameters

	BMI, kg/m2 (SD)
	34.80 (7.30)
	ESSENCE CSR (Subgroup Data) [Data on File]

	SBP, mmHg (SD)
	132.50 (14.90)
	

	Total cholesterol, mg/dL (SD)
	190.64 (46.02)
	

	HDL cholesterol, mg/dL (SD)
	44.08 (10.83)
	


BMI body mass index, CKD chronic kidney disease, CSR clinical study report, CVD cardiovascular disease, eGFR estimated glomerular filtration rate, F fibrosis stage, HbA1c glycated hemoglobin, HDL high-density lipoprotein, SBP systolic blood pressure, SD standard deviation, T2D, type 2 diabetes

Supplementary Table 7 Elevated CV event risk subgroup FIB-4-based risk stratification inputs
	Parameter
	Subgroup Analysis Value
	Reference

	Proportion of Cohort Low-Risk, %
	37.1
	ESSENCE CSR (Subgroup Data) [Data on File]

	Proportion of Cohort Indeterminate-Risk, %
	48.8
	

	Proportion of Cohort High-Risk, %
	14.1
	


CSR clinical study report, CV cardiovascular, FIB-4 Fibrosis-4 Index
Supplementary Table 8 Elevated T2D prevalence subgroup baseline patient characteristics
	Parameter
	Subgroup Analysis Value
	Reference

	Baseline Parameters

	Mean age, years (SD)
	57.20 (10.60)
	ESSENCE CSR (Subgroup Data) [Data on File]

	Male sex, %
	39.60
	

	Race: white, %
	92.17
	

	CKD (eGFR <60), %
	4.03
	

	Current smoker, %
	16.11
	

	Fibrosis Staging, %

	F2
	25.95
	ESSENCE CSR (Subgroup Data) [Data on File]

	F3
	74.05
	

	Comorbidities, %

	Prior CVD
	2.92
	ESSENCE CSR (Primary Data) [Data on File]

	T2D
	100.00
	ESSENCE CSR (Subgroup Data) [Data on File]

	Obesity: BMI ≥30 kg/m2
	72.71
	

	T2D-Related Parameters, %

	Average HbA1c: patients with T2D (SD)
	7.10 (1.10)
	ESSENCE CSR (Subgroup Data) [Data on File]

	Average HbA1c: patients without T2D (SD)
	7.10 (1.10)
	

	Prediabetes
	0.00
	

	Cardiometabolic Risk Parameters

	BMI, kg/m2 (SD)
	34.30 (6.70)
	ESSENCE CSR (Subgroup Data) [Data on File]

	SBP, mmHg (SD)
	130.30 (15.30)
	

	Total cholesterol, mg/dL (SD)
	180.20 (43.70)
	

	HDL cholesterol, mg/dL (SD)
	45.24 (11.60)
	


BMI body mass index, CKD chronic kidney disease, CSR clinical study report, CVD cardiovascular disease, eGFR estimated glomerular filtration rate, F fibrosis stage, HbA1c glycated hemoglobin, HDL high-density lipoprotein, SBP systolic blood pressure, SD standard deviation, T2D type 2 diabetes

Supplementary Table 9 Elevated T2D prevalence subgroup FIB-4-based risk stratification inputs
	Parameter
	Subgroup Analysis Value
	Reference

	Proportion of Cohort Low-Risk, %
	38.7
	ESSENCE CSR (Subgroup Data) [Data on File]

	Proportion of Cohort Indeterminate-Risk, %
	46.5
	

	Proportion of Cohort High-Risk, %
	14.8
	


CSR clinical study report, FIB-4 Fibrosis-4 Index, T2D type 2 diabetes

Supplementary Table 10 Elevated T2D prevalence subgroup RR inputs
	Parameter
	Subgroup Analysis Value
	Reference

	RR versus SoC for Improvement of Fibrosis

	Semaglutide 2.4 mg
	1.72
	Sanyal et al. 2025 [13]

	Resmetirom 80 mg
	2.02
	Harrison et al. 2024 [1]

	Resmetirom 100 mg
	1.59
	

	SoC
	1.00
	N/A

	RR versus SoC for Worsening of Fibrosis

	Semaglutide 2.4 mg
	0.17
	Sanyal et al. 2025 [13]

	Resmetirom 80 mg
	0.33
	Harrison et al. 2024 [1]

	Resmetirom 100 mg
	0.33
	

	SoC
	1.00
	N/A


N/A not applicable, RR relative risk, SoC standard of care, T2D type 2 diabetes
Supplementary Table 11 Elevated obesity prevalence subgroup baseline patient characteristics
	Parameter
	Subgroup Analysis Value
	Reference

	Baseline Parameters

	Mean age, years (SD)
	55.00 (11.60)
	ESSENCE CSR (Subgroup Data) [Data on File]

	Male sex, %
	45.26
	

	Race: white, %
	63.00
	

	CKD (eGFR <60), %
	2.75
	

	Current smoker, %
	11.01
	

	Fibrosis Staging, %

	F2
	32.57
	ESSENCE CSR (Subgroup Data) [Data on File]

	F3
	67.43
	

	Comorbidities, %

	Prior CVD
	2.92
	ESSENCE CSR (Primary Data) [Data on File]

	T2D
	55.50
	ESSENCE CSR (Subgroup Data) [Data on File]

	Obesity: BMI ≥30 kg/m2
	88.99
	

	T2D-Related Parameters, %

	Average HbA1c: patients with T2D (SD)
	7.10 (1.10)
	ESSENCE CSR (Subgroup Data) [Data on File]

	Average HbA1c: patients without T2D (SD)
	5.90 (0.50)
	

	Prediabetes
	22.10
	

	Cardiometabolic Risk Parameters

	BMI, kg/m2 (SD)
	36.40 (6.60)
	ESSENCE CSR (Subgroup Data) [Data on File]

	SBP, mmHg (SD)
	130.80 (14.40)
	

	Total cholesterol, mg/dL (SD)
	184.46 (42.92)
	

	HDL cholesterol, mg/dL (SD)
	45.24 (11.21)
	


BMI body mass index, CKD chronic kidney disease, CSR clinical study report, CVD cardiovascular disease, eGFR estimated glomerular filtration rate, F fibrosis stage, HbA1c glycated hemoglobin, HDL high-density lipoprotein, SBP systolic blood pressure, SD standard deviation, T2D type 2 diabetes

Supplementary Table 12 Elevated obesity prevalence subgroup FIB-4-based risk stratification inputs
	Parameter
	Subgroup Analysis Value
	Reference

	Proportion of Cohort Low-Risk, %
	39.0
	ESSENCE CSR (Subgroup Data) [Data on File]

	Proportion of Cohort Indeterminate-Risk, %
	48.0
	

	Proportion of Cohort High-Risk, %
	13.0
	


CSR clinical study report, FIB-4 Fibrosis-4 Index, T2D type 2 diabetes

Supplementary Table 13 Alternative fibrosis progression source inputs
	Parameter
	Value
	Reference

	Annual Probability of Fibrosis Progression (Calculateda), %

	F1 to F0 (improvement)
	9.60
	Younossi et al. 2016 [3]

	F0 to F1 (worsening)
	2.20
	

	F2 to F1 (improvement)
	3.90
	

	F1 to F2 (worsening)
	8.00
	

	F3 to F2 (improvement)
	5.60
	

	F2 to F3 (worsening)
	15.10
	

	F4 to F3 (improvement)
	11.00
	

	F3 to F4 (worsening)
	4.40
	


aThe original Younossi et al. 2016 transition probabilities were aggregated into single probabilities representing any improvement or any worsening, based on the patient’s starting fibrosis stage.
F fibrosis stage

[bookmark: OLE_LINK1]Supplementary Table 14 Elevated CV event risk subgroup analysis health and cost outcomes
	 
	SoC 
(Comparator)
	Semaglutide 
2.4 mg
	Resmetirom
80 mg
	Resmetirom
100 mg

	Total QALYs
	9.39
	11.04
	10.59
	10.62

	Total LYs
	13.68
	15.44
	14.95
	15.01

	Total evLYs
	9.39
	11.29
	10.77
	10.82

	Total costs, $
	554,232
	588,988
	973,083
	802,424

	Incremental Resultsa

	Incremental costs, $
	-
	34,756
	418,851
	248,192

	Incremental QALYs
	-
	1.65 
	1.19 
	1.23 

	Incremental LYs
	-
	1.76 
	1.27 
	1.33 

	Incremental evLYs
	-
	1.90 
	1.38 
	1.43 

	ICERs, $

	Cost per QALY gained
	-
	21,075 
	351,198 
	201,506 

	Cost per LY gained
	-
	19,713 
	328,783 
	186,658 

	Cost per evLYG
	-
	18,326 
	303,423 
	173,517 

	Overall Costs, $

	Treatment acquisition costs
	0
	195,521
	537,565
	366,898

	Monitoring costs
	302
	2,021
	1,946
	1,435

	Disease management costs
	553,930
	391,446
	433,572
	434,092

	Liver Disease Costs, $

	F0-F2
	57,525
	99,103
	87,518
	87,393

	F3
	22,907
	12,715
	16,153
	16,840

	F4
	53,607
	6,790
	18,345
	18,666

	DCC
	124,725
	26,610
	51,906
	51,906

	HCC
	47,799
	9,745
	19,516
	19,152

	LT
	48,686
	12,169
	21,938
	21,359

	Total
	355,249
	167,130
	215,377
	215,315

	Comorbidity Costs, $ 

	CV events
	43,860
	50,801
	48,873
	48,953

	MI
	14,831
	16,385
	15,959
	15,969

	MI event
	10,323
	11,163
	10,931
	10,933

	Post-MI
	4,509
	5,222
	5,028
	5,035

	Stroke
	27,415
	32,624
	31,173
	31,241

	Stroke event
	12,568
	14,283
	13,792
	13,829

	Post-stroke
	14,848
	18,341
	17,381
	17,411

	CV-related death
	1,613
	1,791
	1,741
	1,744

	T2D
	147,430
	166,082
	160,908
	161,464

	OACs
	7,391
	7,433
	8,414
	8,359

	Total
	198,681
	224,316
	218,195
	218,776


Note: All health and cost outcomes reflect discounting at 3% annually. Incremental outcomes are rounded for presentation; ICERs were calculated using unrounded model outputs. SoC was used as the reference strategy for evLY calculations.
aAll incremental results are calculated for the intervention versus SoC.
CV cardiovascular, DCC decompensated cirrhosis, evLY equal value life year, evLYG equal value of life years gained, F fibrosis stage, HCC hepatocellular carcinoma, ICER incremental cost-effectiveness ratio, LT liver transplant, LY life year, MI myocardial infarction, N/A not applicable, OAC obesity-associated cancer, QALY quality-adjusted life year, SoC standard of care, T2D type 2 diabetes
Supplementary Fig. 1 Elevated CV event risk subgroup analysis clinical outcomes
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Note: Health outcomes reflect discounting at 3% annually.
CV cardiovascular, DCC decompensated cirrhosis, HCC hepatocellular carcinoma, LT liver transplant, MI myocardial infarction, OAC obesity-associated cancer, SoC standard of care, T2D type 2 diabetes
Supplementary Table 15 Elevated T2D prevalence subgroup analysis health and cost outcomes
	 
	SoC 
(Comparator)
	Semaglutide 
2.4 mg
	Resmetirom
80 mg
	Resmetirom
100 mg

	Total QALYs
	8.81
	10.32
	10.19
	9.91

	Total LYs
	13.12
	14.73
	14.59
	14.30

	Total evLYs
	8.81
	10.56
	10.42
	10.10

	Total costs, $
	620,661
	660,801
	1,029,994
	868,597

	Incremental Resultsa

	Incremental costs, $
	-
	40,141
	409,333
	247,936

	Incremental QALYs
	-
	1.51 
	1.38 
	1.09 

	Incremental LYs
	-
	1.62 
	1.47 
	1.19 

	Incremental evLYs
	-
	1.75 
	1.61 
	1.29 

	ICERs, $

	Cost per QALY gained
	-
	26,658 
	296,892 
	226,742 

	Cost per LY gained
	-
	24,849 
	278,404 
	209,127 

	Cost per evLYG
	-
	22,902 
	254,904 
	192,747 

	Overall Costs, $

	Treatment acquisition costs
	0
	187,004
	546,540
	352,979

	Monitoring costs
	290
	1,932
	1,965
	1,377

	Disease management costs
	620,371
	471,865
	481,489
	514,241

	Liver Disease Costs, $

	F0-F2
	52,960
	91,644
	90,171
	79,880

	F3
	23,213
	14,494
	13,361
	18,370

	F4
	54,658
	8,236
	11,653
	21,040

	DCC
	124,844
	30,679
	36,589
	57,029

	HCC
	47,736
	11,244
	13,664
	21,087

	LT
	48,665
	13,935
	16,257
	23,452

	Total
	352,075
	170,232
	181,695
	220,859

	Comorbidity Costs, $

	CV events
	42,898
	49,389
	48,868
	47,455

	MI
	14,593
	16,030
	15,931
	15,588

	MI event
	10,267
	11,051
	11,001
	10,801

	Post-MI
	4,326
	4,979
	4,930
	4,788

	Stroke
	26,700
	31,584
	31,176
	30,143

	Stroke event
	12,505
	14,158
	14,009
	13,669

	Post-stroke
	14,195
	17,426
	17,166
	16,474

	CV-related death
	1,605
	1,775
	1,761
	1,723

	T2D
	218,719
	245,561
	243,178
	238,450

	OACs
	6,679
	6,684
	7,747
	7,477

	Total
	268,296
	301,634
	299,794
	293,382


Note: All health and cost outcomes reflect discounting at 3% annually. Incremental outcomes are rounded for presentation; ICERs were calculated using unrounded model outputs. SoC was used as the reference strategy for evLY calculations.
aAll incremental results are calculated for the intervention versus SoC.
CV cardiovascular, DCC decompensated cirrhosis, evLY equal value life year, evLYG equal value of life years gained, F fibrosis stage, HCC hepatocellular carcinoma, ICER incremental cost-effectiveness ratio, LT liver transplant, LY life year, MI myocardial infarction, N/A not applicable, OAC, obesity-associated cancer, QALY quality-adjusted life year, SoC standard of care, T2D type 2 diabetes
Supplementary Fig. 2 Elevated T2D prevalence subgroup analysis clinical outcomes
[image: ]
Note: Health outcomes reflect discounting at 3% annually.
CV cardiovascular, DCC decompensated cirrhosis, HCC hepatocellular carcinoma, LT liver transplant, MI myocardial infarction, OAC obesity-associated cancer, SoC standard of care, T2D type 2 diabetes
Supplementary Table 16 Elevated obesity prevalence subgroup analysis health and cost outcomes
	 
	SoC 
(Comparator)
	Semaglutide 
2.4 mg
	Resmetirom
80 mg
	Resmetirom
100 mg

	Total QALYs
	9.54
	11.24
	10.77
	10.81

	Total LYs
	13.87
	15.70
	15.19
	15.24

	Total evLYs
	9.54
	11.50
	10.96
	11.01

	Total costs, $
	556,093
	590,288
	978,607
	804,751

	Incremental Resultsa

	Incremental costs, $
	-
	34,195
	422,514
	248,658

	Incremental QALYs
	-
	1.70 
	1.23 
	1.26 

	Incremental LYs
	-
	1.82 
	1.31 
	1.37 

	Incremental evLYs
	-
	1.96 
	1.42 
	1.47 

	ICERs, $

	Cost per QALY gained
	-
	20,093 
	344,210 
	196,620 

	Cost per LY gained
	-
	18,773 
	321,899 
	181,933 

	Cost per evLYG
	-
	17,490 
	297,662 
	169,449 

	Overall Costs, $ 

	Treatment acquisition costs
	0
	197,703
	543,192
	368,982

	Monitoring costs
	307
	2,045
	1,968
	1,446

	Disease management costs
	555,786
	390,540
	433,447
	434,323

	Liver Disease Costs, $

	F0-F2
	58,334
	100,814
	88,950
	88,736

	F3
	23,195
	12,881
	16,368
	17,097

	F4
	55,065
	7,003
	18,873
	19,303

	DCC
	126,371
	26,849
	52,507
	52,715

	HCC
	49,318
	9,999
	20,091
	19,786

	LT
	48,011
	11,911
	21,562
	21,054

	Total
	360,294
	169,457
	218,350
	218,690

	Comorbidity Costs, $

	CV events
	42,361
	49,144
	47,313
	47,392

	MI
	15,164
	16,818
	16,367
	16,381

	MI event
	10,545
	11,447
	11,201
	11,207

	Post-MI
	4,619
	5,371
	5,167
	5,175

	Stroke
	25,628
	30,580
	29,249
	29,310

	Stroke event
	11,622
	13,236
	12,794
	12,829

	Post-stroke
	14,005
	17,343
	16,455
	16,481

	CV-related death
	1,569
	1,746
	1,697
	1,700

	T2D
	145,210
	163,993
	158,743
	159,266

	OACs
	7,921
	7,946
	9,040
	8,976

	Total
	195,492
	221,083
	215,097
	215,633


Note: All health and cost outcomes reflect discounting at 3% annually. Incremental outcomes are rounded for presentation; ICERs were calculated using unrounded model outputs. SoC was used as the reference strategy for evLY calculations.
aAll incremental results are calculated for the intervention versus SoC.
CV cardiovascular, DCC decompensated cirrhosis, evLY equal value life year, evLYG equal value of life years gained, F fibrosis stage, HCC hepatocellular carcinoma, ICER incremental cost-effectiveness ratio, LT liver transplant, LY life year, MI myocardial infarction, N/A not applicable, OAC obesity-associated cancer, QALY quality-adjusted life year, SoC standard of care, T2D type 2 diabetes
Supplementary Fig. 3 Elevated obesity prevalence subgroup analysis clinical outcomes
[image: A group of colorful bars
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Note: Health outcomes reflect discounting at 3% annually.
CV cardiovascular, DCC decompensated cirrhosis, HCC hepatocellular carcinoma, LT liver transplant, MI myocardial infarction, OAC obesity-associated cancer, SoC standard of care, T2D type 2 diabetes



Supplementary Table 17 Semaglutide 2.4 mg $350 per month MFN price scenario analysis health and cost outcomes
	 
	SoC 
(Comparator)
	Semaglutide 
2.4 mg
	Resmetirom
80 mg
	Resmetirom
100 mg

	Total QALYs
	9.34
	11.00
	10.54
	10.58

	Total LYs
	13.59
	15.37
	14.87
	14.93

	Total evLYs
	9.34
	11.25
	10.73
	10.78

	Total costs, $
	550,436
	439,357
	965,546
	796,426

	Incremental Resultsa

	Incremental costs, $
	-
	-111,079
	415,110
	245,991

	Incremental QALYs
	-
	 1.66 
	 1.20 
	 1.24 

	Incremental LYs
	-
	 1.78 
	 1.28 
	 1.34 

	Incremental evLYs
	-
	 1.91 
	 1.38 
	 1.44 

	ICERs, $

	Cost per QALY gained
	-
	 Less costly, more effective 
	 346,810 
	 198,607 

	Cost per LY gained
	-
	 Less costly, more effective 
	 324,068 
	 183,610 

	Cost per evLYG
	-
	 Less costly, more effective 
	 299,858 
	 171,149 

	Overall Costs, $

	Treatment acquisition costs
	0
	50,488
	534,042
	365,163

	Monitoring costs
	301
	2,011
	1,934
	1,428

	Disease management costs
	550,135
	386,858
	429,570
	429,836

	Liver Disease Costs, $

	F0-F2
	56,638
	98,221
	86,555
	86,486

	F3
	22,953
	12,918
	16,323
	17,005

	F4
	53,066
	6,745
	18,215
	18,503

	DCC
	125,795
	27,580
	53,152
	53,001

	HCC
	47,580
	9,868
	19,599
	19,213

	LT
	51,586
	13,641
	24,019
	23,288

	Total
	357,619
	168,972
	217,863
	217,498

	Comorbidity Costs, $

	CV events
	43,068
	50,069
	48,071
	48,181

	MI
	15,037
	16,673
	16,198
	16,217

	MI event
	10,501
	11,397
	11,133
	11,140

	Post-MI
	4,536
	5,275
	5,066
	5,076

	Stroke
	26,432
	31,614
	30,144
	30,232

	Stroke event
	12,127
	13,847
	13,345
	13,391

	Post-stroke
	14,305
	17,767
	16,799
	16,841

	CV-related death
	1,599
	1,782
	1,728
	1,732

	T2D
	142,322
	160,628
	155,514
	156,086

	OACs
	7,127
	7,190
	8,122
	8,072

	Total
	192,516
	217,886
	211,707
	212,338


Note: All health and cost outcomes reflect discounting at 3% annually. Incremental outcomes are rounded for presentation; ICERs were calculated using unrounded model outputs. SoC was used as the reference strategy for evLY calculations.
aAll incremental results are calculated for the intervention versus SoC.
CV cardiovascular, DCC decompensated cirrhosis, evLY equal value life year, evLYG equal value of life years gained, F fibrosis stage, HCC hepatocellular carcinoma, ICER incremental cost-effectiveness ratio, LT liver transplant, LY life year, MFN Most Favored Nation, MI myocardial infarction, N/A not applicable, OAC obesity-associated cancer, QALY quality-adjusted life year, SoC standard of care, T2D type 2 diabetes
Supplementary Fig. 4 Semaglutide 2.4 mg $350 per month MFN price scenario analysis clinical outcomes
[image: ]
Note: Health outcomes reflect discounting at 3% annually.
CV cardiovascular, DCC decompensated cirrhosis, HCC hepatocellular carcinoma, LT liver transplant, MFN Most Favored Nation, MI myocardial infarction, OAC obesity-associated cancer, SoC standard of care, T2D type 2 diabetes

Supplementary Table 18 Semaglutide 2.4 mg $499 per month direct-to-consumer cash price scenario analysis health and cost outcomes
	 
	SoC 
(Comparator)
	Semaglutide 
2.4 mg
	Resmetirom
80 mg
	Resmetirom
100 mg

	Total QALYs
	9.34
	11.00
	10.54
	10.58

	Total LYs
	13.59
	15.37
	14.87
	14.93

	Total evLYs
	9.34
	11.25
	10.73
	10.78

	Total costs, $
	550,436
	460,850
	965,546
	796,426

	Incremental Resultsa

	Incremental costs, $
	-
	-89,586
	415,110
	245,991

	Incremental QALYs
	-
	1.66 
	1.20 
	1.24 

	Incremental LYs
	-
	1.78 
	1.28 
	1.34 

	Incremental evLYs
	-
	1.91 
	1.38 
	1.44 

	ICERs, $

	Cost per QALY gained
	-
	 Less costly, more effective 
	346,810 
	198,607 

	Cost per LY gained
	-
	 Less costly, more effective 
	324,068 
	183,610 

	Cost per evLYG
	-
	 Less costly, more effective 
	299,858 
	171,149 

	Overall Costs, $

	Treatment acquisition costs
	0
	71,981
	534,042
	365,163

	Monitoring costs
	301
	2,011
	1,934
	1,428

	Disease management costs
	550,135
	386,858
	429,570
	429,836

	Liver Disease Costs, $

	F0-F2
	56,638
	98,221
	86,555
	86,486

	F3
	22,953
	12,918
	16,323
	17,005

	F4
	53,066
	6,745
	18,215
	18,503

	DCC
	125,795
	27,580
	53,152
	53,001

	HCC
	47,580
	9,868
	19,599
	19,213

	LT
	51,586
	13,641
	24,019
	23,288

	Total
	357,619
	168,972
	217,863
	217,498

	Comorbidity Costs, $

	CV events
	43,068
	50,069
	48,071
	48,181

	MI
	15,037
	16,673
	16,198
	16,217

	MI event
	10,501
	11,397
	11,133
	11,140

	Post-MI
	4,536
	5,275
	5,066
	5,076

	Stroke
	26,432
	31,614
	30,144
	30,232

	Stroke event
	12,127
	13,847
	13,345
	13,391

	Post-stroke
	14,305
	17,767
	16,799
	16,841

	CV-related death
	1,599
	1,782
	1,728
	1,732

	T2D
	142,322
	160,628
	155,514
	156,086

	OACs
	7,127
	7,190
	8,122
	8,072

	Total
	192,516
	217,886
	211,707
	212,338


Note: All health and cost outcomes reflect discounting at 3% annually. Incremental outcomes are rounded for presentation; ICERs were calculated using unrounded model outputs. SoC was used as the reference strategy for evLY calculations.
aAll incremental results are calculated for the intervention versus SoC.
CV cardiovascular, DCC decompensated cirrhosis, evLY equal value life year, evLYG equal value of life years gained, F fibrosis stage, HCC hepatocellular carcinoma, ICER incremental cost-effectiveness ratio, LT liver transplant, LY life year, MI myocardial infarction, N/A not applicable, OAC obesity-associated cancer, QALY quality-adjusted life year, SoC standard of care, T2D type 2 diabetes
Supplementary Fig. 5 Semaglutide 2.4 mg $499 per month direct-to-consumer cash price scenario analysis clinical outcomes
[image: ]
Note: Health outcomes reflect discounting at 3% annually.
CV cardiovascular, DCC decompensated cirrhosis, HCC hepatocellular carcinoma, LT liver transplant, MI myocardial infarction, OAC obesity-associated cancer, SoC standard of care, T2D type 2 diabetes
Supplementary Table 19 Alternative fibrosis progression source scenario analysis health and cost outcomes
	 
	SoC 
(Comparator)
	Semaglutide 
2.4 mg
	Resmetirom
80 mg
	Resmetirom
100 mg

	Total QALYs
	9.59
	10.89
	10.50
	10.54

	Total LYs
	13.86
	15.26
	14.84
	14.89

	Total evLYs
	9.59
	11.09
	10.65
	10.69

	Total costs, $
	525,524
	593,026
	980,716
	804,125

	Incremental Resultsa

	Incremental costs, $
	-
	67,502
	455,193
	278,601

	Incremental QALYs
	-
	1.31 
	0.92 
	0.95 

	Incremental LYs
	-
	1.40 
	0.98 
	1.03 

	Incremental evLYs
	-
	1.50 
	1.06 
	1.11 

	ICERs, $

	Cost per QALY gained
	-
	51,636 
	496,664 
	292,490 

	Cost per LY gained
	-
	48,076 
	463,138 
	270,306 

	Cost per evLYG
	-
	44,854 
	429,070 
	252,116 

	Overall Costs, $

	Treatment acquisition costs
	0
	194,306
	545,961
	370,615

	Monitoring costs
	306
	2,006
	1,969
	1,443

	Disease management costs
	525,217
	396,714
	432,786
	432,067

	Liver Disease Costs, $

	F0-F2
	60,381
	92,108
	82,782
	82,896

	F3
	24,808
	18,220
	20,415
	20,888

	F4
	44,536
	7,606
	17,576
	17,469

	DCC
	111,078
	33,860
	55,380
	54,790

	HCC
	41,702
	12,047
	20,277
	19,856

	LT
	46,163
	16,608
	25,119
	24,452

	Total
	328,667
	180,450
	221,549
	220,350

	Comorbidity Costs, $

	CV events
	44,166
	49,591
	47,937
	48,000

	MI
	15,314
	16,558
	16,172
	16,172

	MI event
	10,660
	11,331
	11,120
	11,115

	Post-MI
	4,654
	5,227
	5,052
	5,057

	Stroke
	27,223
	31,264
	30,040
	30,101

	Stroke event
	12,394
	13,728
	13,315
	13,344

	Post-stroke
	14,828
	17,536
	16,725
	16,757

	CV-related death
	1,629
	1,769
	1,725
	1,727

	T2D
	145,077
	159,546
	155,202
	155,672

	OACs
	7,307
	7,127
	8,098
	8,045

	Total
	196,550
	216,264
	211,237
	211,717


Note: All health and cost outcomes reflect discounting at 3% annually. Incremental outcomes are rounded for presentation; ICERs were calculated using unrounded model outputs. SoC was used as the reference strategy for evLY calculations.
aAll incremental results are calculated for the intervention versus SoC.
CV cardiovascular, DCC decompensated cirrhosis, evLY equal value life year, evLYG equal value of life years gained, F fibrosis stage, HCC hepatocellular carcinoma, ICER incremental cost-effectiveness ratio, LT liver transplant, LY life year, MI myocardial infarction, N/A not applicable, OAC obesity-associated cancer, QALY quality-adjusted life year, SoC standard of care, T2D type 2 diabetes
Supplementary Fig. 6 Alternative fibrosis progression source scenario analysis clinical outcomes
[image: ]
Note: Health outcomes reflect discounting at 3% annually.
CV cardiovascular, DCC decompensated cirrhosis, HCC hepatocellular carcinoma, LT liver transplant, MI myocardial infarction, OAC obesity-associated cancer, SoC standard of care, T2D type 2 diabetes
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