


Supplementary Appendix
Table S1. Harmonized phenotype and medication concept scope
	Domain
	Core concepts
	Operational notes

	ATTR/amyloidosis
	E85.82, E85.89, E85.4
	Required with evidence of cardiac involvement

	Cardiac involvement
	I50, I42, I42.5, I50.3
	Applied during cohort identification

	AL amyloidosis exclusion
	E85.81
	Excluded from both treatment groups

	End-stage renal disease exclusion
	N18.6
	Excluded from both treatment groups

	Acute heart failure
	I50.21, I50.23, I50.31, I50.33, I50.41, I50.43, I50.811
	Acute or acute-on-chronic; diagnosis-based unless encounter-linked

	Atrial fibrillation/flutter
	I48
	Incident analysis excluded prior diagnoses

	Ventricular tachycardia/fibrillation
	I47.2, I49.0, I49.01, I49.02
	Incident analysis excluded prior diagnoses

	Cardiogenic shock
	R57.0
	Full matched denominator

	Tafamidis
	Ingredient and product concepts for Vyndamax and Vyndaqel
	July 6, 2026 RxNorm release; platform descendants/local mappings archived

	Vutrisiran
	Ingredient and administration/product concepts for Amvuttra
	July 6, 2026 RxNorm release; platform descendants/local mappings archived


Platform-specific concept identifiers and local descendants may differ between TriNetX and Epic Cosmos and should be interpreted with the archived query exports.


Table S2. Selected matched baseline characteristics in Epic Cosmos
	Variable
	Tafamidis + vutrisiran (N=414)
	Tafamidis alone (N=414)
	SMD

	Age at index, years
	76.8 ± 8.1
	77.1 ± 7.9
	0.037

	Male sex
	339 (81.9%)
	342 (82.6%)
	0.018

	Heart failure
	398 (96.1%)
	395 (95.4%)
	0.035

	Loop-diuretic use
	215 (51.9%)
	221 (53.4%)
	0.030

	Atrial fibrillation/flutter
	280 (67.6%)
	274 (66.2%)
	0.030


Values are mean ± SD or n (%). SMD, standardized mean difference. All selected prespecified covariates included in the primary matching model had post-matching SMDs below 0.10. Post hoc phenotype and disease-severity variables are shown separately in Supplementary Table S3.
Table S3. Post hoc phenotype and disease-severity characteristics in the matched cohorts
	Variable
	TriNetX: Tafamidis + vutrisiran (N=268)
	TriNetX: Tafamidis alone (N=268)
	TriNetX comparison
	Epic Cosmos: Tafamidis + vutrisiran (N=414)
	Epic Cosmos: Tafamidis alone (N=414)
	Epic comparison

	Baseline peripheral/ATTR neuropathy
	74 (27.6%)
	41 (15.3%)
	SMD 0.303; P<0.001
	121 (29.2%)
	68 (16.4%)
	SMD 0.309; P<0.001

	Documented hereditary/variant ATTR
	31 (11.6%)
	18 (6.7%)
	SMD 0.169; P=0.051
	46 (11.1%)
	27 (6.5%)
	SMD 0.162; P=0.020

	NYHA class available
	86 (32.1%)
	84 (31.3%)
	P=0.853
	157 (37.9%)
	155 (37.4%)
	P=0.886

	NYHA class I*
	10 (11.6%)
	12 (14.3%)
	
	19 (12.1%)
	21 (13.5%)
	

	NYHA class II*
	41 (47.7%)
	42 (50.0%)
	Overall class distribution P=0.904
	77 (49.0%)
	78 (50.3%)
	Overall class distribution P=0.957

	NYHA class III*
	30 (34.9%)
	26 (31.0%)
	
	53 (33.8%)
	49 (31.6%)
	

	NYHA class IV*
	5 (5.8%)
	4 (4.8%)
	
	8 (5.1%)
	7 (4.5%)
	

	NT-proBNP available
	139 (51.9%)
	138 (51.5%)
	P=0.931
	241 (58.2%)
	238 (57.5%)
	P=0.833

	Median NT-proBNP, pg/mL (IQR)
	2,810 (1,400-5,080)
	2,730 (1,390-4,980)
	Descriptive only
	2,760 (1,380-4,990)
	2,710 (1,360-4,920)
	Descriptive only


*NYHA class percentages use patients with recorded NYHA class as the denominator. Post hoc P values are descriptive and were not adjusted for multiplicity. SMDs are reported for binary phenotype variables. NT-proBNP is summarized using aggregate platform-returned medians and IQRs; no patient-level distributional test was performed. Documented hereditary/variant ATTR reflects structured EHR classification and should not be interpreted as complete genetic ascertainment.
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