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I I I . RESU |tS a nd D i SCUSS'O“ A. The ten diseases with the largest number of carriers among Ashkenazi Jewish

individuals screened in the pan-ethnic panel.

l. Introduction

The intent of carrier screening is to identify individuals at risk for a child Table 2. Fomparison of positive results for Ashkenazi Jewish individuals tested in the B. Comparison showing the subset of these ten diseases and carriers that would be
with a genetic disease. ACMG guidelines currently recommend that pan-ethnic and AJ panels. identified if only the 18 AJ panel genes or 9 ACMG recommended genes were assessed.
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more than nine diseases (expanded carrier screening)?. Here we analyze
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detection rates for Ashkenazi Jewish individuals screened by panels with 60
different numbers of diseases, to assess the benefit of disease panels 2 =
targeted to the Ashkenazi Jewish population. £
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mutations in 18 genes that cause 18 diseases. Mutations were confirmed & o
by Sanger sequencing. The 87-gene panel was intended for pan-ethnic 5
carrier screening (pan-ethnic panel, Table 1), and the 18-gene panel was _ _
intended for Ashkenazi Jewish carrier screening (AJ panel). AJ(7 diseases): 233 carriers
ACMG (5 diseases): 205 carriers
The study sample comprised individuals self-identified as Ashkenazi
Jewish and their indication for testing was carrier screening with no Pan-ethnic P:‘":' oo
L o e N = 1150 Al indivi test : ' ' '
personal or family history of a genetic disorder. A total of 1150 individuals D e pe;;ive et one of Al panel DISCUSSIPN' Qf the ten diseases with Fhe largest num!oer of carriers among
were tested in the pan-ethnic panel and 1248 individuals were tested in the 87 pan-ethnic genes N=1248 AJ individuals tested Ashkenazi Jewish individuals screened in the pan-ethnic panel, three diseases
the AJ panel O Individuals who would have been positive if = lndivi?ulilslv;hzjwere positive for at least would have been missed if the AJ panel had been used: familial
screening was [imited to the 18 Al genes one orine BENES N Mediterranean fever (92 carriers), congenital disease of glycosylation type 1a
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To compare pan-ethnic and Al-based panels, positive findings for the AJ screening was limited to the 9 ACMG if screening was limited to the 9 ACMG (21 carriers), and Smith-Lemli-Opitz syndrome (20 carriers). With the ACMG-
recommended genes ~ recommended genes recommended panel, two more of the most commonly identified diseases

individuals tested in the pan-ethnic panel were re-analyzed with the 18
genes in the AJ panel and with the 9 genes recommended by ACMG.
Similarly, positive findings for the AJ individuals tested in the AJ panel
were re-analyzed with the 9 genes recommended by ACMG.

would have been missed: Joubert syndrome type 2 (15 carriers) and maple
syrup urine disease type 1B (13 carriers). (Figure 2)

DISCUSSION: In the pan-ethnic panel 431/1150 (37.5%) AJ individuals
were carriers of at least one disease. If these individuals were tested in the
Al panel, the detection rate would be 280/1150 (24.3%). If these

individuals were tested for the nine ACMG recommended diseases, the IV‘ COhCl usions
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