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[bookmark: _Toc222908459]SUPPLEMENTAL FIGURE 1 Pictorial Representation of the Trial Emulation Study Comparing Tafamidis and Acoramidis in Transthyretin Amyloid Cardiomyopathy Using Calibration and Indirect Treatment Comparison Methods

ACM = all-cause mortality; RCT = randomized controlled trial.
ATTR-ACT trial: Maurer. et al. 2018 and Elliot, et al. 2022;1,2 ATTRibute-CM trial: Gillmore, et al. 2024 and Judge, et al. 2025.3,4 

[bookmark: _Toc222908460]SUPPLEMENTAL TABLE 1 Exclusion Criteria to Align the Real-World Tafamidis Cohort With ATTR-ACT
	Exclusion criteria

	· Evidence of light chain amyloidosis at any time during the study period

	· ≥1 hospitalization for cardiovascular causes during the 2 weeks prior to the index date

	· NYHA class IV heart failure during the 6 months prior to the index date

	· End-stage renal disease, dialysis, or an eGFR of <25 mL/min/1.73 m2 during the 6 months prior to the index date

	· Liver or heart transplantation, or implanted cardiac mechanical-assisted device during the 6 months prior to the index date

	· Pacemaker implantation during the 6 months prior to the index date

	· Hepatitis B or C, or HIV during the 6 months prior to the index date

	· Receiving diflunisal, tauroursodeoxycholate, and/or doxycycline on or during the 30 days prior to the index date

	· Non-dihydropyridine calcium channel blockers or digoxin on the index date

	· Pregnant or breastfeeding


ATTR-ACT criteria as reported by Maurer, et al. 2018.1
eGFR = estimated glomerular filtration rate; HIV = human immunodeficiency virus; NYHA = New York Heart Association.


[bookmark: _Toc222908461]SUPPLEMENTAL TABLE 2 Exclusion Criteria to Align the Real-World Tafamidis Cohort With ATTRibute-CM
	Exclusion criteria

	· Evidence of light chain amyloidosis at any time during the study period

	· Acute myocardial infarction, acute coronary syndrome, coronary revascularization, stroke, or transient ischemic attack during the 90 days prior to the index date

	· Baseline NT-proBNP concentration of ≥8500 pg/mL during the 3 months prior to the index date

	· End-stage renal disease, dialysis, or an eGFR of <15 mL/min/1.73 m2 during the 6 months prior to the index date

	· Liver or heart transplantation, or implanted cardiac mechanical-assisted device during the 6 months prior to the index date

	· Liver function tests or total bilirubin of >3x the upper limit of normal during the 6 months prior to the index date

	· Receiving diflunisal, tauroursodeoxycholate, and/or doxycycline on or during the 14 days prior to the index date

	· Receiving patisiran or inotersen during the 6-month baseline period

	· Receiving non-dihydropyridine calcium channel blockers or digoxin on the index date

	· Pregnant or breastfeeding


eGFR = estimated glomerular filtration rate; NT-proBNP = N-terminal pro–B-type natriuretic peptide.
ATTRibute-CM criteria as reported by Gillmore, et al. 2024.3



[bookmark: _Toc222908462]SUPPLEMENTAL TABLE 3 Attrition for the Real-World Tafamidis Cohort Using ATTR-ACT Criteria
	Step
	Description
	Excluded
	Remaining

	
	
	N
	N

	Inclusion criteria

	1
	Patients prescribed tafamidis during the identification period (between June 1, 2019 and March 31, 2024) in the TriNetX database (first prescription of tafamidis = the index date)
	
	5,508

	2
	Of step 1, patients with evidence of a diagnosis of heart failure in any setting any time during the study period (December 1, 2018 to September 30, 2024)
	1,094
	4,414

	3
	Of step 2, patients with a diagnosis of ATTR-CM (ICD-10 codes: E85.0, E85.1, E85.2, E85.4, E85.82) any time during the study period
	309
	4,105

	4
	Of step 3, patients without ≥1 hospitalization(s) with cardiovascular causes (ICD-10 codes indicative of cardiovascular causes) during the 2 weeks prior to the index date
	474
	3,631

	5
	Of step 4, patients with a baseline NT-proBNP concentration of ≥600 pg/mL during the 3 months prior to or on the index date
	2,665
	966

	6
	Of step 5, patients aged between ≥18 and ≤90 years on the index date
	143
	823

	Exclusion criteria

	7
	Of step 6, patients with a prescription for diflunisal, tauroursodeoxycholate, and/or doxycycline (identified using RxNorm) on or during the 30 days prior to the index date
	27
	796

	8
	Of step 7, patients with a prescription for tafamidis any time prior to the index date (using all available data)
	10
	786

	9
	Of step 8, patients with evidence of calcium channel blockers (eg, verapamil or diltiazem) or digitalis (identified using RxNorm) on the index date
	14
	772

	10
	Of step 9, patients with evidence of diagnosis of light chain amyloidosis (identified using ICD-10 codes) any time during the study period
	33
	739

	11
	Of step 10, patients with liver or heart transplantation or implanted cardiac mechanical-assisted device (identified using ICD-10, CPT, HCPCS, and ICD-10 procedure codes) any time prior to or on the index date
	24
	715

	12
	Of step 11, patients with a diagnosis of hepatitis B or C, or HIV (identified using ICD-10 codes); or positive serology for hepatitis B or C, or HIV (identified using LOINC) on or anytime during the 6 months prior to the index date
	7
	708

	13
	Of step 12, patients with renal failure stage 5, end-stage kidney disease, or dialysis (identified using ICD-10, CPT and/or HCPCS codes); or an eGFR of <25 mL/min/1.73 m2 (identified using LOINC) on or during the 6 months prior to the index date
	77
	631

	14
	Of step 13, patients with evidence of severe heart failure as indicated by NYHA functional class IV on or during the 6 months prior to the index date
	–
	631

	15
	Of step 14, female patients who are pregnant or breastfeeding (identified using ICD-10 codes) on the index date, or anytime during the baseline or follow-up periods
	–
	631

	16
	Of step 15, patients with evidence of a pacemaker (using CPT or HCPCS codes) on or during the 6 months prior to the index date
	7
	624

	
	Final cohort
	
	624


ATTR-CM = amyloid transthyretin cardiomyopathy; CPT = Current Procedural Terminology; eGFR = estimated glomerular filtration rate; HCPCS = Healthcare Common Procedure Coding System; HIV = human immunodeficiency virus; ICD‑10 = International Classification of Diseases, 10th Revision; LOINC = Logical Observation Identifiers Names and Codes; NT‑proBNP = N-terminal pro–B-type natriuretic peptide; NYHA = New York Heart Association.
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SUPPLEMENTAL TABLE 4 Attrition for the Real-World Tafamidis Cohort Using ATTRibute-CM criteria
	Step
	Description
	Excluded
	Remaining

	
	
	N
	N

	Inclusion criteria

	1
	Patients with any prescription of tafamidis during the patient identification period (between June 1, 2019 and March 31, 2024) (first prescription of tafamidis = the index date)
	
	5,508

	2
	Of step 1, patients with an established diagnosis of ATTR-CM any time during the study period (December 1, 2018 to September 30, 2024 (ICD‑10 codes: E85.0, E85.1, E85.2, E85.4, E85.82)
	806
	4,702

	3
	Of step 2, patients with evidence of a diagnosis of heart failure in any setting any time during the study period (December 1, 2018 to September 30, 2024)
	288
	4,105

	4
	Of step 3, patients with a baseline NT-proBNP concentration of ≥300 pg/mL on or during the 90 days prior to the index date
	3,156
	1,221

	5
	Of step 4, patients aged between ≥18 years and ≤90 years on the index date
	179
	1,052

	Exclusion criteria

	6
	Of step 5, patients with a prescription for tafamidis any time prior to the index date (all available data)
	21
	1,031

	7
	Of step 6, patients with acute myocardial infarction or acute coronary syndrome (identified using ICD-10 codes), or coronary revascularization (identified using CPT, HCPCS, and ICD-10 procedure codes) within 90 days prior to the index date
	101
	933

	8
	Of step 7, patients with stroke or transient ischemic attack (identified using ICD-10 codes) during the 90 days prior to the index date
	47
	886

	9
	Of step 8, patients with evidence of diagnosis of light chain amyloidosis (identified using ICD-10 codes) any time during the study period
	40
	847

	10
	Of step 9, patients with abnormal liver function tests defined as alanine aminotransferase >3 ×three times the upper limit of normal (>108 U/L), aspartate aminotransferase >3 × the upper limit of normal4 (>105 U/L), and/or total bilirubin >3 × the upper limit of normal (9.0 mg/dL) on the index date
	3
	844

	11
	Of step 10, patients with a baseline NT-proBNP concentration of ≥8500 pg/mL on or during the 90 days prior to the index date
	118
	733

	12
	Of step 11, patients with stage 5 chronic kidney disease, end-stage kidney disease, or dialysis, or an eGFR by modification of diet for renal disease formula of <15 mL/min/1.73 m2 on the index date
	49
	685

	13
	Of step 12, patients with a prescription for diflunisal, tauroursodeoxycholate, and/or doxycycline (identified using RxNorm) on or during the 14 days of baseline period prior to the index date
	16
	670

	14
	Of step 13, patients with a prescription for patisiran (identified using RxNorm) during the 180 days of baseline period prior to the index date
	10
	660

	15
	Of step 14, patients with a prescription for inotersen (identified using RxNorm) during the 180 days of baseline period prior to the index date
	1
	659

	16
	Of step 15, patients with evidence of calcium channel blockers (eg, verapamil or diltiazem) or digitalis (identified using RxNorm) on the index date
	21
	638

	17
	Of step 16, female patients who are pregnant or breastfeeding (identified using ICD-10 codes) on the index date, or any time during the follow-up
	-
	638

	18
	Of step 17, patients with liver or heart transplantation, or implanted cardiac mechanical-assisted device any time prior to or on the index date
	22
	617

	
	Final cohort
	
	617


ATTR-CM = amyloid transthyretin cardiomyopathy; CPT = Current Procedural Terminology; eGFR = estimated glomerular filtration rate; HCPCS = Healthcare Common Procedure Coding System; ICD-10 = International Classification of Diseases, 10th Revision; = NT-proBNP = N-terminal pro–B-type natriuretic peptide.
[bookmark: _Toc222908464]SUPPLEMENTAL TABLE 5 Distributions Used for the Monte Carlo Simulation
	Data point
	Distribution used
	Source

	ATTR-ACT, 42-month ACM, tafamidis
	Trianglea
(0.315, 0.384, 0.461)
	Elliott 20212

	ATTR-ACT-emulated, 42-month ACM, tafamidis
	Trianglea
(0.311, 0.369, 0.434)
	Present study

	THAOS secular mortality adjustment, absolute difference at 42-months
	Trianglea
(0, 0.09, 0.12)
	Garcia-Pavia 20255 and assumptions on the lower and upper limits

	ATTR-ACT-emulated, 42-month ACM, tafamidis (secular adjusted)
	–b
	–

	Calibration ratio, 42-month ACM, 
ATTR‑ACT–aligned vs ATTR-ACT, tafamidis
	–b
	–

	ATTRibute-CM, 42-month ACM, acoramidis
	Trianglea
(0.200, 0.240, 0.287)
	Judge 20254

	ATTRibute-CM-emulated, 42-month ACM, tafamidis
	Trianglea
(0.296, 0.354, 0.420)
	Present study

	ATTRibute-CM–emulated and –calibrated, 42‑month ACM, tafamidis
	–b
	–


ACM = all-cause mortality; THAOS, Transthyretin Amyloidosis Outcomes Survey.
aTriangle distributions are reported as lower limit, effect size, and upper limit of 95% confidence intervals.
bNot assigned a distribution as the value is a composite of others that do have assigned distributions.


[bookmark: _Toc222908465]SUPPLEMENTAL TABLE 6 Pre- and Post-ATTR-ACT Trial-Emulated Real-World Cohort Characteristics Compared to ATTR-ACT Trial Aggregate Data
	Characteristic
	Aggregate trial value
	Trial-aligned real‑world data prior to weighting
	Trial-aligned real‑world data after weighting
	Absolute SMD prior to weighting
	Absolute SMD after to weighting

	Age, y
	74.5 ± 7.2
	77.3 ± 6.8
	74.5 ± 7.2
	0.40
	<0.01

	Male sex, %
	91.3
	81.4
	91.3
	0.29
	<0.01

	Hypertension, %
	54.9
	65.4
	54.8
	0.22
	<0.01

	Atrial fibrillation, %
	53.0
	55.9
	53.0
	0.06
	<0.01

	Coronary artery disease, %
	19.3
	12.8
	19.3
	0.18
	<0.01

	NT-proBNP
	3939 ± 3383
	3740 ± 3756
	3943 ± 3391
	0.06
	<0.01


Vales are mean ± SD or n (%).
NT-proBNP, N-terminal pro–B-type natriuretic peptide; SMD, standardized mean difference.
[bookmark: _Toc222908466]SUPPLEMENTAL TABLE 7 Pre- and Post-ATTRibute-CM Trial-Emulated Real-World Cohort Characteristics Compared to ATTRibute-CM Trial Aggregate Data
	Characteristic
	Aggregate trial value
	Trial-aligned real‑world data prior to weighting
	Trial-aligned real‑world data after weighting
	Absolute SMD prior to weighting
	Absolute SMD after to weighting

	Age, y
	77.3 ± 6.5
	77.0 ± 7.0
	77.3 ± 6.5
	0.04
	<0.01

	Male sex, %
	91.4
	80.8
	91.4
	0.30
	<0.01

	Hypertension, %
	56.8
	64.1
	56.8
	0.16
	<0.01

	Atrial fibrillation, %
	57.7
	52.4
	57.7
	0.10
	<0.01

	Coronary artery disease, %
	18.3
	13.5
	18.3
	0.12
	<0.01

	NT-proBNP
	2865 ± 2150
	2713 ± 1907
	2865 ± 2150
	0.07
	<0.01














Vales are mean ± SD or n (%).
NT-proBNP, N-terminal pro–B-type natriuretic peptide; SMD, standardized mean difference.
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SUPPLEMENTAL TABLE 8 Baseline Characteristics of Patients Included in the (Pre-MAIC) ATTRibute-CM-Like Tafamidis Cohort Compared to Patients Excluded from the Cohort Due to Missing NT-proBNP Data
	
	Included Cohort
N=617
	Excluded Due to Lack of NT-proBNP Data
N=2832
	|SMD|

	Age group (n, %)
	
	
	

	18-64
	4.1%
	6.2%
	0.097

	65-74
	28.2%
	23.9%
	0.098

	75+
	67.8%
	56.8%
	0.228

	Unknown
	0%
	13.1%
	---

	Sex (n, %)
	
	
	

	Female
	19.0%
	16.8%
	0.057

	Male
	81.0%
	76.9%
	0.102

	Unknown
	0%
	6.3%
	---

	Index year (n, %)
	
	
	

	2019
	12.5%
	13.8%
	0.040

	2020
	10.7%
	17.7%
	0.202

	2021
	22.0%
	18.7%
	0.083

	2022
	22.9%
	20.8%
	0.049

	2023
	26.3%
	22.7%
	0.083

	2024
	5.7%
	6.2%
	0.022

	Baseline comorbidities (N, %)
	
	
	

	Aortic stenosis
	7.8%
	9.1%
	0.048

	Cardiac arrhythmias
	65.2%
	61.1%
	0.084

	Atrial fibrillation
	52.8%
	53.0%
	0.004

	Conduction disorders
	26.7%
	22.5%
	0.1

	Hypertension
	64.7%
	62.1%
	0.053

	Diabetes
	19.0%
	20.3%
	0.034

	Ischemic heart disease/Coronary heart disease
	41.8%
	40.8%
	0.021

	Myocardial infarction
	2.1%
	9.0%
	0.306

	Pulmonary embolism
	2.4%
	2.2%
	0.016

	Pericarditis
	7.8%
	6.1%
	0.064

	Cerebrovascular disease
	4.7%
	9.1%
	0.173

	Peripheral vascular disease
	4.4%
	5.1%
	0.035

	Venous thrombosis
	3.4%
	3.5%
	0.003

	Carpal tunnel syndrome
	15.2%
	10.4%
	0.146

	Lumbar spinal stenosis
	6.2%
	5.7%
	0.02

	Peripheral neuropathy
	9.9%
	11.0%
	0.037

	Atraumatic biceps tendon rupture
	0.0%
	0.0%
	0

	Erectile dysfunction
	3.1%
	2.4%
	0.042

	CKD stage 1
	0.3%
	0.1%
	0.038

	CKD stage 2
	2.9%
	1.6%
	0.087

	CKD stage 3
	16.5%
	19.3%
	0.072

	CKD stage 4
	2.6%
	5.2%
	0.136

	Cataract
	7.3%
	3.9%
	0.147

	Glaucoma
	5.2%
	4.6%
	0.028

	Vitreous opacities
	2.9%
	1.2%
	0.118

	Monoclonal gammopathy
	8.4%
	6.0%
	0.095

	Dyslipidemia
	51.9%
	46.2%
	0.114

	Hyperlipidemia
	51.7%
	46.2%
	0.111

	Gout
	6.6%
	7.7%
	0.042

	Osteoarthritis
	16.7%
	16.9%
	0.006

	Gastroesophageal reflux disease
	13.3%
	14.4%
	0.031

	Benign prostatic hyperplasia (reported among men only)
	15.2%
	12.7%
	0.074

	Medications (N, %)
	
	
	

	Analgesics
	54.1%
	49.0%
	0.103

	Paracetamol
	39.7%
	37.9%
	0.037

	Beta blockers
	52.5%
	48.8%
	0.075

	Anticoagulants excluding heparin
	41.5%
	42.9%
	0.029

	Direct oral anticoagulants
	37.3%
	38.0%
	0.015

	Antithrombotic treatment (including Platelet aggregation inhibitors excluding heparin, enzymes, direct thrombin inhibitors, direct Xa inhibitors, other antithrombotic agents, heparin and vitamin K antagonists)
	62.7%
	61.8%
	0.018

	Vitamin K antagonists
	5.5%
	6.1%
	0.027

	Heparin
	20.9%
	20.4%
	0.011

	Angiotensin converting enzyme inhibitors
	13.9%
	14.5%
	0.017

	Angiotensin receptor blockers
	28.7%
	25.0%
	0.084

	Valsartan
	15.9%
	12.1%
	0.11

	Any Renin–angiotensin–aldosterone system inhibitors
	40.5%
	37.1%
	0.069

	Aldosterone antagonists
	31.6%
	26.1%
	0.123

	Sodium-glucose cotransporter 2 inhibitors
	15.1%
	12.6%
	0.07

	Diuretics (including low-ceiling diuretics including thiazides, low-ceiling diuretics excluding thiazides, high-ceiling diuretics, potassium-sparing agents, diuretics and potassium sparing agents in combination, other diuretics)
	79.1%
	71.3%
	0.182

	Diuretics (including loop diuretics and thiazides)
	75.0%
	67.3%
	0.171

	Loop diuretics
	72.6%
	65.3%
	0.158

	Thiazide diuretics
	8.8%
	6.6%
	0.079

	Statins
	47.0%
	45.9%
	0.021

	Calcium channel blockers
	18.6%
	17.4%
	0.033

	Potassium channel blockers
	14.1%
	14.4%
	0.009

	Antiarrhythmics
	38.2%
	31.5%
	0.143

	Lidocaine
	37.4%
	31.1%
	0.134

	Ceftriaxone
	3.6%
	4.9%
	0.065

	Allopurinol
	7.9%
	10.2%
	0.079

	Ezetimibe
	4.1%
	3.2%
	0.043

	Digoxin
	1.6%
	2.9%
	0.088

	Inotersen
	0.0%
	0.1%
	0.053

	Patisiran
	0.2%
	0.9%
	0.103

	Vutrisiran
	0.0%
	0.2%
	0.065

	Diflunisal
	1.0%
	1.1%
	0.015

	BMI<30kg/m2
	69.3%
	75.8%
	0.146

	BMI≥30 kg/m2
	30.7%
	24.2%
	0.146


ATTRibute-CM, Efficacy and Safety of AG10 in Subjects With Transthyretin Amyloid Cardiomyopathy; BMI, body mass index; HF, heart failure; NT-proBNP, N-terminal pro–B-type natriuretic peptide; SMD, standardized mean difference.
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Atrial fibrillation, % 57.7 57.7
Coronary artery disease, % 18.3 18.3
NTproBNP, mean + SD 2865 + 2150 2865 + 2150

[ X X
Matched Observed Calibrated
inclusion criteria 42-month ACM 42-month ACM
and characteristics =1354% =312%
______________________ [ PR < % 8 f)
o0 o Phase 3 Real-world
ﬁwﬁ acoramidis mﬂw tafamidis

Outcomes
42-month ACM (95% Cl)

Relative risk
(2.5t and 97.5% percentiles)

Relative risk reduction
Absolute risk reduction
Number needed to treat

ATTRibute-CM
24.0% (20.0-28.7%)

aligned & calibrated
31.2% (25.3-39.0%)

0.78 (0.60 and 0.99), favoring acoramidis

22% (statistically significant)

7.0%
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ACM: all-cause mortality





