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BACKGROUND

Diagnostic exome sequencing (DES) involves
the simultaneous analysis of virtually all exonic
and flanking intronic sequences

DES may result in the identification of
secondary findings (SF), which are incidental

METHODS

We examined the evolution of SF test offerings
within a single clinical laboratory in the United
States from 2011 to 2015

We performed a retrospective analysis of the
patient preferences and positive rates of SF from

SECONDARY FINDINGS TEST OFFERINGS

Evolution of SF test offerings at Ambry Genetics

In 2011, Ambry Genetics became the first clinical laboratory to establish a systemized
approach for the proffering of SF

Prior to the issuance of recommendations by the ACMG, SF category options available to

patients were: recessive disease carrier status (~1200 genes); cancer predisposition (~50
genes); adult-onset disease (~300 genes), and pediatric-onset disease (~1200 genes). SF
results were only reported for the proband

deleterious variants unrelated to the indication
for testing

the ACMG recommended list of 56 genes and/or
expanded gene lists among the first 1500 patients
who underwent DES through our clinical

In 2013, the American College of Medical
laboratory

Genetics and Genomics (ACMG) issued
recommendations pertaining to the reporting of Data were reported as number and percentage
disease-causing mutations within 56 genes statistics

identified incidentally during whole exome or
whole genome analysis

Prior to the issuance of recommendations by the ACMG, probands <18 years of age were
only provided with SF results within genes associated with pediatric-onset disease

Following the publication of ACMG's minimum gene list, a separate 'ACMG Recommended
List of Secondary Findings' option was created. The expanded SF test offerings, as described
above, remained the same. ACMG Recommended List was initially presented as an opt-out
feature. Each additional SF category option was presented as an opt-in feature

Only alterations that were classified as
pathogenic or likely pathogenic were reported as
positive SF. No variants of uncertain significance
(VUS), likely benign variants or benign
polymorphisms were reported

Reporting of additional SF is left to the
discretion of referring clinicians based on
offerings from each commercial and academic
laboratory

If requested, results from the ACMG minimum gene list have always been reported gratis.
Beginning April 2014, an additional charge for each expanded SF category was implemented

FIGURE 2. Percentage of patients requesting SF; percentage of patients requesting
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FIGURE 3. Percentage of patients requesting SF by category; positive rate by category TAKE-HOME POINTS

Based on the initial experience of one clinical
laboratory in the United States, most patients
proceeding with DES elect to receive at least some
ul Positive SF results
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negative
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Less than 4% of patients were found to have a
disease-causing alteration from among the ACMG
recommended list of 56 genes
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A continued evolution in the reporting of SF is
anticipated as DES becomes increasingly utilized,
and as disease-gene relationships are better
elucidated
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* Alterations were identified in 37.5% (21/56) of the ACMG recommended list of genes; alterations were not identified in 62.5% (35/56) of the ACMG recommended list of genes
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