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Supplementary Table 3.  Stratification based on genotype 

	
	p.Phe84Leu
n = 54
	p.Ile88Leu + p.Val142Ile
n = 45
	p.Val50Met
n = 37
	p.Glu109Gln
n = 15
	Comparisons between groupsa

	
	
	
	
	
	p
	Pairwise comparisonsb
adj. p

	NIS
	
	
	
	
	
	

	T0
	M = 54.4 ± 33.5; 
Mdn = 48.0 [IQR 34.0-73.5]
	M = 20.9 ± 15.6; 
Mdn = 15.0 [IQR 10.0-29.0]
	M = 49.4 ± 31.5; 
Mdn = 46.0 [IQR 22.0-68.0]
	M = 39.5 ± 27.0; 
Mdn = 28.0 [IQR 20.0-48.0]
	< 0.001
	I88L+V122I vs F64L < 0.001
I88L+V122I vs V30M < 0.001


	T1
	M = 53.7 ± 31.3; 
Mdn = 49.0 [IQR 32.3-76.0]
	M = 21.0 ± 16.3; 
Mdn = 16.0 [IQR 11.0-25.0]
	M = 52.7 ± 33.3; 
Mdn = 52.0 [IQR 24.0-70.0]
	M = 36.4 ± 24.8; 
Mdn = 27.0 [IQR 20.0-46.0]
	< 0.001
	I88L+V122I vs F64L < 0.001
I88L+V122I vs V30M < 0.001


	T2
	M = 50.3 ± 33.6; 
Mdn = 48.0 [IQR 22.0-70.5]
	M = 18.5 ± 11.7; 
Mdn = 14.5 [IQR 12.0-20.0]
	M = 60.6 ± 34.4; 
Mdn = 60.3 [IQR 42.0-90.0]
	M = 36.8 ± 31.6; 
Mdn = 22.0 [IQR 15.0-62.0]
	< 0.001
	I88L+V122I vs F64L = 0.001
I88L+V122I vs V30M < 0.001


	T3
	M = 56.8 ± 31.2; 
Mdn = 58.0 [IQR 40.0-74.0]
	M = 21.0 ± 20.6; 
Mdn = 12.0 [IQR 10.0-21.0]
	M = 57.1 ± 34.6; 
Mdn = 62.5 [IQR 28.0-65.0]
	M = 42.9 ± 33.2; 
Mdn = 29.0 [IQR 17.0-88.0]
	0.010
	I88L+V122I vs F64L = 0.012
I88L+V122I vs V30M = 0.025

	T4
	M = 67.0 ± 23.1; 
Mdn = 69.0 [IQR 48.0-86.0]
	No observations
	M = 55.4 ± 29.2; 
Mdn = 64.0 [IQR 42.0-65.0]
	M = 66.3 ± 42.7; 
Mdn = 90.0 [IQR 17.0-92.0]
	NE
	

	Norfolk QoL-DN
	
	
	
	
	

	T0
	M = 55.5 ± 25.7; 
Mdn = 56.0 [IQR 41.0-74.0]
	M = 31.6 ± 24.3; 
Mdn = 26.0 [IQR 12.0-46.0]
	M = 48.7 ± 24.9; 
Mdn = 50.0 [IQR 31.0-67.0]
	M = 46.2 ± 28.1; 
Mdn = 46.0 [IQR 16.0-73.0]
	< 0.001
	I88L+V122I vs F64L < 0.001
I88L+V122I vs V30M = 0.028

	T1
	M = 54.2 ± 28.1; 
Mdn = 54.0 [IQR 38.0-72.0]
	M = 28.9 ± 21.8; 
Mdn = 25.0 [IQR 11.0-45.0]
	M = 47.8 ± 27.3; 
Mdn = 45.0 [IQR 25.0-67.0]
	M = 39.4 ± 22.3; 
Mdn = 35.0 [IQR 20.0-60.0]
	< 0.001
	I88L+V122I vs F64L < 0.001
I88L+V122I vs V30M = 0.020

	T2
	M = 49.9 ± 26.9;
 Mdn = 52.5 [IQR 25.0-70.0]
	M = 26.7 ± 25.3; 
Mdn = 24.0 [IQR 12.0-35.0]
	M = 49.9 ± 31.6; 
Mdn = 48.5 [IQR 23.5-80.0]
	M = 36.8 ± 23.9; 
Mdn = 30.5 [IQR 17.5-60.5]
	0.010
	I88L+V122I vs F64L = 0.010
I88L+V122I vs V30M = 0.046

	T3
	M = 53.5 ± 27.4; 
Mdn = 58.0 [IQR 44.0-72.0]
	M = 22.5 ± 14.8; 
Mdn = 18.0 [IQR 9.0-34.0]
	M = 52.8 ± 27.5; 
Mdn = 38.0 [IQR 29.0-82.0]
	M = 37.6 ± 27.4; 
Mdn = 23.0 [IQR 19.0-74.0]
	0.016
	I88L+V122I vs F64L = 0.030
I88L+V122I vs V30M = 0.036

	T4
	M = 55.3 ± 28.8; 
Mdn = 64.0 [IQR 34.5-76.0]
	No observations
	M = 60.0 ± 40.2; 
Mdn = 58.0 [IQR 27.0-93.0]
	M = 63.7 ± 47.4; 
Mdn = 88.0 [IQR 9.0-94.0]
	NE
	

	CADT in M
	
	
	
	
	

	T0
	M = 15.0 ± 3.3; 
Mdn = 16.0 [IQR 12.0-18.0]
	M = 18.3 ± 2.4; 
Mdn = 19.5 [IQR 17.0-20.0]
	M = 15.3 ± 4.1; 
Mdn = 16.5 [IQR 12.0-18.0]
	M = 15.0 ± 4.7; 
Mdn = 16.0 [IQR 13.0-18.0]
	0.004
	I88L+V122I vs F64L = 0.002

	T1
	M = 15.6 ± 2.7; 
Mdn = 16.0 [IQR 14.0-18.0]
	M = 17.8 ± 3.1; 
Mdn = 20.0 [IQR 16.0-20.0]
	M = 14.4 ± 3.3; 
Mdn = 14.0 [IQR 12.0-16.0]
	M = 16.8 ± 2.3; 
Mdn = 16.0 [IQR 16.0-18.0]
	0.006
	I88L+V122I vs F64L = 0.036
I88L+V122I vs V30M = 0.007

	T2
	M = 15.6 ± 2.4; 
Mdn = 16.0 [IQR 14.0-16.0]
	M = 18.6 ± 1.7; 
Mdn = 19.0 [IQR 18.0-20.0]
	M = 15.1 ± 3.0; 
Mdn = 16.0 [IQR 12.0-17.0]
	M = 17.0 ± 4.2; 
Mdn = 17.0 [IQR 14.0-20.0]
	0.025
	I88L+V122I vs F64L = 0.038
I88L+V122I vs V30M = 0.042

	T3
	M = 15.6 ± 1.4; 
Mdn = 16.0 [IQR 15.0-16.0]
	M = 17.6 ± 2.6; 
Mdn = 18.0 [IQR 16.0-20.0]
	M = 15.4 ± 3.4; 
Mdn = 16.0 [IQR 12.0-19.0]
	M = 17.0 ± 4.2; 
Mdn = 17.0 [IQR 14.0-20.0]
	NE
	

	T4
	M = 15.5 ± 1.3; 
Mdn = 15.5 [IQR 14.5-16.5]
	No observations
	M = 15.7 ± 3.5; 
Mdn = 16.0 [IQR 12.0-19.0]
	No observations
	NE
	

	CADT in F
	
	
	
	
	

	T0
	M = 15.0 ± 0.8; 
Mdn = 15.0 [IQR 14.5-15.5]
	M = 16.0 ± 0.0; 
Mdn = 16.0 [IQR 16.0-16.0]
	M = 13.8 ± 2.9; 
Mdn = 15.0 [IQR 12.0-16.0]
	M = 13.3 ± 3.3; 
Mdn = 14.0 [IQR 12.0-16.0]
	NE
	

	T1
	M = 14.3 ± 0.6; 
Mdn = 14.0 [IQR 14.0-15.0]
	M = 15.0 ± 1.5; 
Mdn = 16.0 [IQR 13.0-16.0]
	M = 13.6 ± 2.1; 
Mdn = 13.0 [IQR 12.0-16.0]
	M = 14.2 ± 2.4; 
Mdn = 15.0 [IQR 13.0-16.0]
	NE
	

	T2
	M = 12.5 ± 3.5; 
Mdn = 12.5 [IQR 10.0-15.0]
	M = 15.0 ± 2.0; 
Mdn = 16.0 [IQR 14.0-16.0]
	M = 13.0 ± 0.8; 
Mdn = 13.0 [IQR 12.5-13.5]
	M = 13.7 ± 2.1; 
Mdn = 13.0 [IQR 12.0-16.0]
	NE
	

	T3
	M = 16.0 ± .; 
Mdn = 16.0 [IQR 16.0-16.0]
	M = 16.0 ± 0.0; 
Mdn = 16.0 [IQR 16.0-16.0]
	M = 13.8 ± 1.3; 
Mdn = 14.0 [IQR 13.0-14.5]
	M = 14.0 ± 2.8; 
Mdn = 14.0 [IQR 12.0-16.0]
	NE
	

	T4
	No observations
	No observations
	M = 15.0 ± 1.4; 
Mdn = 15.0 [IQR 14.0-16.0]
	M = 12.0 ± 0.0; 
Mdn = 12.0 [IQR 12.0-12.0]
	NE
	

	IVS (mm)
	
	
	
	
	

	T0
	M = 12.2 ± 2.1; 
Mdn = 12.0 [IQR 11.0-13.0]
	M = 17.2 ± 3.6; 
Mdn = 17.0 [IQR 15.0-19.0]
	M = 14.6 ± 3.7; 
Mdn = 14.5 [IQR 12.0-18.0]
	M = 14.2 ± 3.9; 
Mdn = 14.0 [IQR 13.0-15.0]
	< 0.001
	I88L+V122I vs F64L < 0.001
F64L vs V30M = 0.050

	T1
	M = 12.4 ± 2.3; 
Mdn = 12.0 [IQR 11.0-13.0]
	M = 16.5 ± 3.4; 
Mdn = 17.0 [IQR 16.0-18.4]
	M = 14.6 ± 3.6; 
Mdn = 14.5 [IQR 12.0-18.0]
	M = 13.8 ± 4.4; 
Mdn = 15.0 [IQR 12.0-16.0]
	< 0.001
	I88L+V122I vs F64L < 0.001

	T2
	M = 12.6 ± 2.1; 
Mdn = 12.0 [IQR 11.0-13.5]
	M = 17.4 ± 1.9; 
Mdn = 17.0 [IQR 16.0-18.0]
	M = 15.4 ± 4.3; 
Mdn = 16.0 [IQR 13.0-19.0]
	M = 16.2 ± 2.6; 
Mdn = 16.0 [IQR 15.0-17.0]
	< 0.001
	I88L+V122I vs F64L < 0.001

	T3
	M = 12.2 ± 1.2; 
Mdn = 12.0 [IQR 12.0-12.0]
	M = 16.8 ± 2.5; 
Mdn = 17.0 [IQR 16.0-19.0]
	M = 15.0 ± 4.0; 
Mdn = 14.5 [IQR 12.0-19.0]
	M = 17.2 ± 1.6; 
Mdn = 17.0 [IQR 16.0-17.0]
	NE
	

	T4
	M = 13.5 ± 1.3; 
Mdn = 13.5 [IQR 12.5-14.5]
	No observations
	M = 14.0 ± 4.6; 
Mdn = 13.0 [IQR 10.0-19.0]
	M = 17.5 ± 0.7; 
Mdn = 17.5 [IQR 17.0-18.0]
	NE
	

	NT-proBNP (ng/L)
	
	
	
	
	

	T0
	M = 650.6 ± 1239.8; 
Mdn = 163.5 [IQR 64.0-878.0]
	M = 2391.3 ± 2237.4; 
Mdn = 1831.0 
[IQR 529.0-3378.0]
	M = 802.2 ± 791.7; 
Mdn = 600.0 
[IQR 240.0-1093.0]
	M = 1016.6 ± 1372.9; 
Mdn = 623.0 
[IQR 116.0-1428.0]
	< 0.001
	I88L+V122I vs F64L < 0.001

	T1
	M = 1655.3 ± 5440.2; 
Mdn = 162.0 [IQR 60.0-544.0]
	M = 4285.6 ± 5590.0; 
Mdn = 2371.0 
[IQR 470.0-8270.0]
	M = 799.3 ± 886.2; 
Mdn = 518.0 
[IQR 160.0-1041.0]
	M = 671.3 ± 596.1; 
Mdn = 371.0 
[IQR 137.0-1169.0]
	< 0.001
	I88L+V122I vs F64L < 0.001

	T2
	M = 363.1 ± 438.9; 
Mdn = 109.3 [IQR 67.0-592.0]
	M = 7404.1 ± 10136.5; 
Mdn = 3441.0 
[IQR 605.0-12957.0]
	M = 718.2 ± 798.3; 
Mdn = 531.7 
[IQR 232.0-890.0]
	M = 1076.3 ± 770.7; 
Mdn = 1200.0 
[IQR 210.0-1672.0]
	0.003
	I88L+V122I vs F64L = 0.002

	T3
	M = 445.4 ± 530.2; 
Mdn = 168.0 [IQR 78.0-467.0]
	M = 4217.3 ± 5766.1; 
Mdn = 2012.5 
[IQR 620.0-5112.0]
	M = 789.7 ± 1032.8; 
Mdn = 410.0
[IQR 235.0-955.0]
	M = 1409.4 ± 1190.0; 
Mdn = 1123.0 
[IQR 231.0-2264.0]
	0.057
	N/A

	T4
	M = 545.0 ± 649.5; 
Mdn = 307.0 
[IQR 117.5-972.5]
	No observations
	M = 460.5 ± 335.0; 
Mdn = 330.5 
[IQR 244.5-676.5]
	M = 2563.0 ± 2066.0; 
Mdn = 3280.0 
[IQR 234.0-4175.0]
	NE
	


[bookmark: _Hlk183001050]Supplementary table 3. Main clinical features of the study cohort at each time point (from T0 to T4), stratified based on TTR variant. n refers to the count in each group at the baseline evaluation (T0).
Variables are reported as mean (M) ± standard deviation; median (Mdn) and interquartile range (IQR), rounded to the first decimal place.
NIS, Neuropathy Impairment Score; Norfolk QoL-DN, Norfolk Quality of Life‐Diabetic Neuropathy questionnaire; CADT, Compound Autonomic Dysfunction Test; M, males; F, females; IVS, interventricular septum; NT-proBNP, N-terminal pro B-type natriuretic peptide. NE: not evaluable. N/A: not applicable.
a Comparisons between groups were evaluated by the Kruskal-Wallis H test.
[bookmark: _GoBack]b Post-hoc pairwise comparisons, where pertinent, were assessed using the Dunn's test with Bonferroni correction for multiple tests. Only statistically significant post-hoc tests are displayed. Adjusted p-values are reported.

