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Supplemental Data Table S1. Diagnostic tools used for assessing organ involvement in amyloidosis 

Organ Diagnostic tools 

Heart NYHA class 

Echocardiography, Cardiac MRI, Technetium-99m SPECT 

NT-proBNP, cTnI, cTnT,CK-MB 

Holter monitoring 

ANS Sympathetic skin response 

Head-up tilt test 

Quantitative sudomotor axon reflex test 

PNS Motor nerve conduction study 

Sensory nerve conduction study 

F-wave 

H-reflex 

Soft tissue Spinal MRI (if clinically indicated) 

GI tract Direct biopsy verification (if clinically indicated) 

Kidney Serum creatinine, 24-hour urine total protein, eGFR 

Abbreviations: ANS, autonomic nervous system; CK-MB, creatine kinase muscle-brain; cTnI, cardiac 

troponin I; cTnT, cardiac troponin T; eGFR, estimated glomerular filtration rate; GI, gastrointestinal; 

MRI, magnetic resonance imaging; NT-proBNP, N-terminal pro-brain natriuretic peptide; NYHA, 

New York Heart Association; PNS, peripheral nervous system; SPECT, single-photon emission 

computed tomography. 

  



Supplemental Data Table S2. Primer sequences used for PCR amplification and direct TTR 

sequencing 

Exon Forward primer sequence Reverse primer sequence 
Product 

size (bp) 

1 AACGAATGTTCCGATGCTCT TCAGAGTTCAAGTCCCAGCTC 471 

2 TCTGGAGGCAGAAACCATTC CAAAAAGAGGGCATCCTTCA 499 

3 TTTGCCATTTAATTTCAGTTAGGA TTTGCTTCTCAGAGTGTTGTGAA 482 

4 GACTGTGCATGGTTCCAAAG TGGAAGGGACAATAAGGGAAT 496 

Abbreviation: TTR, transthyretin gene. 

  



Supplemental Data Table S3. P/LP TTR variants identified and organ involvement in in-house 

relatives 

Participant 

ID 
Age Sex 

TTR P/LP (NM_000371.4) 
MP 

change 

Organ involvement 

Nucleotide 

change 

Amino acid 

change 
Heart ANS PNS 

Soft 

tissue 

GI 

tract 
Kidney 

SMC-F016 24 F c.94C>A  L32M L12M - - - - - - 

SMC-F048 61 F c.97_99dup M33dup M13dup N N N N N N 

SMC-F049 40 M c.97_99dup M33dup M13dup N Y N Y N N 

SMC-F052 33 F c.97_99dup M33dup M13dup - - - - - - 

SMC-F053 33 M c.97_99dup M33dup M13dup - - - - - - 

SMC-F054 64 F c.97_99dup M33dup M13dup N - - N N N 

SMC-F087 47 F c.97_99dup M33dup M13dup Y N N N N N 

SMC-F088 52 F c.97_99dup M33dup M13dup N Y Y Y N N 

SMC-F098 45 F c.97_99dup M33dup M13dup N Y N N N N 

SMC-F103 51 F c.97_99dup M33dup M13dup N Y N N N N 

SMC-F121 53 M c.97_99dup M33dup M13dup N - - N N N 

SMC-F015 32 M c.114T>G  D38E D18E Y N N N N N 

SMC-F124 38 M c.148G>A V50M V30M - - - - - - 

SMC-F074 26 F c.165G>T K55N K35N - - - - - - 

SMC-F022 56 F c.173A>C D58A D38A - - - - - - 

SMC-F023 38 M c.173A>C D58A D38A - - - - - - 

SMC-F024 35 F c.173A>C D58A D38A N - - - - - 

SMC-F027 34 M c.173A>C D58A D38A - - - - - - 

SMC-F028 38 M c.173A>C D58A D38A - - - - - - 

SMC-F029 42 F c.173A>C D58A D38A N - - - - N 

SMC-F033 39 M c.173A>C D58A D38A N N N N N N 

SMC-F034 45 F c.173A>C D58A D38A N - - - - N 

SMC-F035 38 F c.173A>C D58A D38A - - - - - - 

SMC-F045 39 M c.173A>C D58A D38A - - - - - - 

SMC-F046 22 M c.173A>C D58A D38A - - - - - - 

SMC-F062 64 F c.173A>C D58A D38A Y Y Y Y N N 

SMC-F063 61 F c.173A>C D58A D38A Y Y Y Y N N 

SMC-F067 41 M c.173A>C D58A D38A - - - - - - 

SMC-F068 41 F c.173A>C D58A D38A - - - - - - 

SMC-F075 56 M c.173A>C D58A D38A Y Y Y Y N N 

SMC-F076 42 M c.173A>C D58A D38A Y N N N N N 

SMC-F077 39 F c.173A>C D58A D38A N Y N N N N 

SMC-F082 61 M c.173A>C D58A D38A Y Y Y Y N N 

SMC-F102 32 M c.173A>C D58A D38A N - - - - - 

SMC-F106 47 M c.173A>C D58A D38A Y N N N N N 

SMC-F107 45 F c.173A>C D58A D38A Y Y Y N N N 

SMC-F109 39 F c.173A>C D58A D38A N Y Y N N N 

SMC-F114 59 F c.173A>C D58A D38A Y Y Y Y Y N 

SMC-F115 48 F c.173A>C D58A D38A Y Y Y Y Y N 

SMC-F116 33 M c.173A>C D58A D38A N - - N N N 

SMC-F118 54 M c.173A>C D58A D38A Y Y Y N N N 

SMC-F120 33 M c.173A>C D58A D38A N N Y N N N 

SMC-F122 32 F c.173A>C D58A D38A - - - - - - 



SMC-F125 47 M c.173A>C D58A D38A - - - - - - 

SMC-F137 41 M c.173A>C D58A D38A N N N N N N 

SMC-F147 62 F c.173A>C D58A D38A Y Y Y Y Y N 

SMC-F001 64 M c.173A>C  D58A D38A Y Y Y N Y N 

SMC-F003 34 F c.173A>C  D58A D38A N Y N N N N 

SMC-F004 56 M c.173A>C  D58A D38A Y N N N N N 

SMC-F005 47 M c.173A>C  D58A D38A Y N N Y N N 

SMC-F006 78 M c.173A>C  D58A D38A Y Y Y N N Y 

SMC-F018 18 M c.173A>C  D58A D38A - - - - - - 

SMC-F091 47 M c.173A>T D58V D38V Y Y Y N Y N 

SMC-F093 54 F c.173A>T D58V D38V Y Y Y Y N N 

SMC-F095 28 M c.173A>T D58V D38V N N N N N N 

SMC-F096 25 F c.173A>T D58V D38V N - - N N N 

SMC-F110 43 M c.173A>T D58V D38V Y Y Y N N N 

SMC-F129 18 M c.173A>T D58V D38V - - - - - - 

SMC-F138 64 F c.173A>T D58V D38V - - - - - - 

SMC-F140 31 F c.173A>T D58V D38V N Y N N N N 

SMC-F142 38 M c.173A>T D58V D38V Y N N N N N 

SMC-F144 37 F c.173A>T D58V D38V - - - - - - 

SMC-F135 27 M c.191T>C F64S F44S - - - - - - 

SMC-F139 23 M c.200G>A G67E G47E - - - - - - 

SMC-F145 30 F c.200G>A G67E G47E - - - - - - 

SMC-F146 27 F c.200G>A G67E G47E - - - - - - 

SMC-F040 31 F c.236C>A T79K T59K N - - N N N 

SMC-F070 45 F c.325G>A E109K E89K Y Y N N N N 

SMC-F071 38 F c.325G>A E109K E89K Y N N N N N 

SMC-F089 23 M c.325G>A E109K E89K N N N N N N 

SMC-F148 29 M c.325G>A E109K E89K - - - - - - 

SMC-F002 49 M c.325G>A  E109K E89K Y Y Y Y N N 

SMC-F008 43 M c.325G>A  E109K E89K Y N Y N N N 

SMC-F039 52 M c.424G>A V142I V122I - - - - - - 

SMC-F066 46 M c.424G>A V142I V122I - - - - - - 

Abbreviations: P/LP, pathogenic/likely pathogenic variant; MP, mature protein; ANS, autonomic 

nervous system; PNS, peripheral nervous system; GI, gastrointestinal. 



 

Supplemental Data Fig. S1. Schematic representation of the frequency of TTR variants in all probands with ATTRv. The number of patients harboring 

each variant is shown in parentheses following the indicated amino acid change. 

Abbreviations: TTR, transthyretin gene; ATTRv, hereditary transthyretin amyloidosis. 

 


