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Informing Risk to Living Relatives
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Utility of Genetics in the Dead

Cause of Death Identity

Molecular Auitopsy for Sudden Unexpected Death

DMA Confirms: Here Lieth Richard Il
Under Yon Parking Lot
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Utility of “Molecular Autopsy” to the Living

Medical examiner says job is about both life
and death
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What about genetic risk for
early “normal” death?

e.g. Coronary artery disease related death before 50 years of age
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Early Heart Attack Heritability

Table 12-1.  OR for Combinations of Parental Heart

Attack History

Parental Heart Attack History OR {95% Cf
Mo family history 1.00

One parent with hearl attack at =50 y of age 1,67 (1.55-1.81)
One parent with heart attack at <50 y of age 2.36 (1.89-2.95)
Bath parents with heart attack at =50 y of age 2.90 (2.30-3,66)
Bath parents with heart attack, 1 at <50 y of age 326 (1.72-6.18)

Both parents with heart attack, both at <50 y of age 6.56 (1.39-30,95)

OR indicates odds ratio; CI, confidence interval
Data derived from Chow et al*
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Inheritance of Genetic Risk

Molecular Autopsy +
Familial Hypercholesterolemia

“Typical” Heart-Disease
Related Deaths

Caronary Arfery Disease
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Polygenic Risk Score
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Genetic Risk is Unmodifiable but Probabilistic
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PRSs Identify Groups of People at Elevated risk for CAD
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Khera AV et al. Nat Genet. 2018
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Polygenic Risk is Actionable

00 Scripps Research Mega et al, 2015 Maas et al,, 2016 Seibert et al., 2018

Torkamani et al., Nat. Rev Genet. 2018

Polygenic Molecular Autopsy

f=3 -

Early Heart Attack Polygenic risk in Deceased Clarify risk in the Living
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The Rise of Personal Genetic Testing Services

ancestryD! @ MyHeritage >NA

~17 million tests sold
Polygenic risk possible but unavailabl
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Current Requirements
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mygenerank.scripps.edu . 23andMe Data
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