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BACKGROUND

The majority of breast and ovarian cancer in individuals of Ashkenazi Jewish (AJ) descent has
been attributed to the three, well-described BRCAT and BRCAZ founder mutations.

-ounder mutations in other genes associated with cancer susceptibility in the AJ population
nave also been described, but only recently has the impact of these genes been investigated

through clinical multigene panel testing (MGPT).

Studies have examined the utility of these panels in various cancer cohorts; however, limited
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OBJECTIVES

* The purpose of this study is to determine
the frequency of mutations beyond the
BRCA founders in AJ individuals undergoing
MGPT.

= Assess frequency of AJ founder mutations
in other genes reported in literature.

information is available on the impact of ethnicity on these findings.

Table 1: Distribution of Mutations in AJ Individuals

RESULTS

METHODS

= Test results were reviewed for individuals undergoing MGPT from
June 2013 to September 2015.

* |ndividuals
analysis of 5-49 genes. Self reported ethnicity was obtained from
test requisitions.

underwent sequencing and deletion/duplication

= Statistical analyses were performed using Fisher's exact test.

Figure 1: Multigene Panel Positives by
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Table 2: AJ Founder Mutations ldentified

Gene Mutation Number of | Total N Carrier
Mutations | Tested Frequency
p.[1307K 1709 6.6%

c.68_69delAG; 54 5143 1.5%
c.5266dupC 22

c.5946delT 53 5143 1.0%
p.S428F 95 3808 2.5%
5'UTRdup 0 520 -

p.A636P S 2893 0.3%

.3959 3962delCAAG: 3 2893 0.1%
.3984_3987dupGTCA 1

TAKE-HOME POINTS

433/562 (77%) mutations identified were outside of
the three founder mutations in BRCAT and BRCA?Z,

raising the question of when to offer founder
mutations vs. MGPT.

211/562 (38%) mutations identified were outside of
AJ Founder Mutations seen in Table 2.

LIMITATIONS

= Qur patient population is enriched for previously negative AJ 3-
site testing, so our non-founder BRCA mutation rate is most
likely higher than expected.

= AJ ancestry in this study includes full and/or partial (N=211,
41%) AJ ancestry.

* |ndividuals were tested for a varying number of genes depending
on panel ordered and date of order.

BRCA7

BRCAZ
CHEKZ
GREMT
MSH?Z2
MSH6

Prospective cohorts of AJ individuals undergoing
MGPT are needed to further assess the prevalence
of non-founder mutations.
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» The following mutations were significantly more frequent among
patients with AJ ancestry and may represent additional founders: ATM
c.1027_1030delGAAA, ATM c1065+1G>T, and RAD5ID p.R186*
(c.556C>T).
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