Preparing for the unexpected: Panel-based tes;ng of ovarian cancer
pa;ents reveals ac;onable variants in non-canonical genes
K Vikstrom, S Yang, R Kurz, SE Lincoln, ED Esplin
Invitae, San Francisco, California, USA

Objec;ves

Results (con;nued)

A new paradigm in gene;c tes;ng for ovarian cancer
is emerging. With next-genera;on sequencing (NGS),
clinicians can choose to test only high-penetrance
genes, or they can test a more comprehensive panel
of 30+ cancer genes for roughly the same cost. The
clinical u;lity of high-penetrance genes such as
BRCA1, BRCA2, and the Lynch syndrome genes (MLH1,
MSH2, MSH6, PMS2, and EPCAM) is established. New
NCCN Guidelines provide addi;onal guidance for noncanonical genes such as ATM, BRIP1, CHEK2, PALB2,
RAD51C, and RAD51D. We report data on the
prevalence of pathogenic variants in ovarian cancer
pa;ents and highlight management changes for noncanonical genes.

Twelve percent (12%) of the 1,034 ovarian cancer pa;ents tested posi;ve
(128/1,034). As expected, muta;ons in BRCA1, BRCA2, and the Lynch genes
were the most common ﬁndings. ATM, BRIP1, CHEK2, PALB2, and RAD51C
accounted for an addi;onal 17% (22/128) of posi;ve cases.

Methods
One hundred twenty eight (128) of 1,034 sequen;al
ovarian cancer pa;ents who had been referred for
germline gene;c tes;ng were selected based on the
iden;ﬁca;on of a Pathogenic or Likely Pathogenic (P/
LP) variant in a cancer suscep;bility gene.
De-iden;ﬁed personal and family histories, which had
been provided by ordering clinicians, were examined.

Figure 1. Screen shot of recently revised NCCN Guidelines for Gene;c/Familial High-Risk
Assessment: Breast and Ovarian, Version 1.2016
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These data highlight the beneﬁt of expanded gene panels for the
evalua;on of hereditary cancer. Also highlighted is the impact that these
results can have on cancer surveillance protocols beyond HBOC and Lynch
syndrome genes.
Posi;ve ﬁndings in ATM, CHEK2, and PALB2 impact breast surveillance
protocols. PALB2 pa;ents with a strong family history may warrant special
considera;on, including risk-reducing mastectomy.
Ovarian cancer pa;ents with muta;ons in BRIP1, PALB2, RAD51C, and
RAD51D may consider risk-reducing salpingo-oophorectomy.
More research is needed to understand the rela;onship between newer
genes and other cancers.

Limita;ons of study: ascertainment bias, varia;on of panel size leading to
underrepresenta;on of some genes and lower detec;on rate, and
unconﬁrmed medical histories
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