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Transthyretin Amyloidosis (ATTR)

Misfolded
Folded Folded amyloidgenic

TTR tetramer dimers monomers
monomers

TTR mRNA

Hereditary ATTR
Transthyretin
Amyloidosis
(ATTR)

Wild-type ATTR

Amorphous Afﬁyloid
aggregates

Diagnosed in older
adults 70’s, 80’, 90’s!

fibrils

Peripheral and/or
autonomic neuropathy

New (and expensive)
therapies!

TTR gene mutation, endemic
ethnic/racial groups

Age-related disorder, no gene
mutation, male predominance

Ruberg. JACC 2019;73:2872



Diagnosis

Hiding in plain sight!



Clinical Care Issues

TTR Targets of Therapy
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Multidisciplinary Care

It takes a village! Avengers assemble!



Genetic Testing




Drug Development

Mortality
1.0+

0.9
0.8 Medication
0.7+
0.6+
0.5+ Placebo
0.4+
0.3
0.2+

Probability of survival

0.19 HR, 0.70 (95% CI, 0.51-0.96)
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Months since first dose

No. at risk (cumulative no. of events)
Medication 26400 259(5) 252(12) 244(20) 235(29) 222(42) 216(48) 209(55) 200(64) 193(71) 99(78) 0(78)
Placebo 17700 1734 171(6) 163(14) 161(16) 150(27) 141(36) 131(d6) 118(59) 113(64) 51(75 0(76)
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