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Learning Overview: After attending this presentation, attendees will better understand the genetic and pathologic differences between various forms
of cardiac amyloidosis.

Impact on the Forensic Science Community: This presentation will impact the forensic science community by highlighting two cases of cardiac
amyloidosis that were diagnosed at autopsy.

Reported here are two cases of death caused by amyloidosis with cardiac involvement. One case involved a 71-year-old Vietnamese woman. Autopsy
revealed severe cardiac interstitial fibrosis/amyloidosis, with associated cardiomegaly (470 grams), as well as focal, microscopic amyloidosis within
the stomach, liver, and kidney. Mass spectrometry of cardiac tissue was consistent with transthyretin-type amyloid deposition. Transthyretin sequencing
expressed a mutation (Ala97Ser) indicative of hereditary transthyretin amyloidosis.

The second case involved a 77-year-old male with a past medical history most significant for congestive heart failure and clinical work-up concerning
amyloidosis. Autopsy revealed diffuse cardiac amyloidosis, with associated cardiomegaly (830 grams), dilated heart, and biventricular hypertrophy, as
well microscopic amyloidosis within the liver and kidneys.

Heart disease is the most common cause of death in the United States, with the majority of cases attributable to ischemic and hypertensive heart disease.
More rare are the infiltrative cardiomyopathies, which includes amyloidosis.! Cardiac amyloidosis may be cardiac-limited or have associated
extracardiac involvement, and is nearly always caused by one of two proteins: immunoglobulin light-chain or transthyretin.?

Amyloid Light-chain (AL) amyloidosis is the most common type of pathologic cardiac amyloidosis and usually occurs in the setting of plasma cell
dyscrasias.® Amyloid Transthyretin (ATTR) amyloidosis can be due to wild-type or mutated (hereditary) transthyretin. Wild-type ATTR (previously
senile) amyloidosis is the second most common cause of cardiac amyloidosis and occurs mostly in elderly men. Hereditary ATTR amyloidosis is less
common, presents at a younger age, and has various geographic distributions.* Mortality from cardiac amyloidosis is often due to heart failure or fatal
arrhythmias.®

The cases serve to highlight cardiac amyloidosis in the forensic autopsy setting. Forensic pathologists need to be aware of the various forms of cardiac
amyloidosis and the types of postmortem testing available to better characterize the diagnosis. Depending on the type of amyloidosis, notification of
surviving family members may be appropriate, as some cases have a familial tendency.
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