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Points to consider for reporting of germline variation in _Genetl.c$
patients undergoing tumor testing: a statement of the ACMG STATEMENT inMedicine
American College of Medical Genetics and Genomics (ACMG)

Marilyn M. Li, MD, Elizabeth Chao, MD, PhD?, Edward D. Esplin, MD, PhD?, David T. Miller, MD, PhD*,
Katherine L. Nathanson, MD?, Sharon E. Plon, MD, PhD®’, Maren T. Scheuner, MD, MPH3® and
Douglas R. Stewart, MD'%; ACMG Professional Practice and Guidelines Committee"’

KEEEFREE -~/ LF 2 (Anerican College of Medical Genetics and Genomics) 2020
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PGPV (presumed germline pathogenic variant)
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PGV (pathogenic germline variant)
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PPGVs, No.

MSH6
TP53
MSH2
MUTYH biallelic
SDHB
APC
PMS2
SDHD
CDH1
SDHA
PALB2
NF1

BAP1
DICER1
SMARCA4

RECQL4
NBN
MRE11A
RAD50
BARD1
RAD51B
RAD51C
RAD51D
FAM175A
HNFIA
PMS1
FOXL2
TSHR
FGFR1
P63
CSFIR
FOXP1
GNAQ
DNMT3A
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[ Total No. of PPGVs per gene
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. Variants in ACMG cancer-related genes with
modes of inheritance consistent with potential
for phenotypic expression in the participant
(79 individuals, 5%)

. High-penetrant cancer-related genes beyond
the ACMG list, with modes of inheritance
consistent with potential for phenotypic
expression in the participant
(33 individuals, 2%)

D Additional cancer-related genes with modes
of inheritance consistent with potential for
phenotypic expression in the participant
(penetrance: moderate or not established)
(59 individuals, 4%)

D Noncancer OMIM genes with modes of
inheritance consistent with potential for
phenotypic expression in the participant
(12 individuals, 1%)

[ Genes with likely blood-related somatic mosaic
variants unrelated to the presenting cancer
(27 individuals, 2%)

D Cancer-related genes in the ACMG list with
modes of inheritance NOT consistent with
phenotypic expression in the participant
(23 individuals, 1%)

. Cancer-related genes beyond the ACMG list
with modes of inheritance NOT consistent
with phenotypic expression in the participant
(18 individuals, 1%)

|:| Noncancer OMIM genes with modes of
inheritance NOT consistent with phenotypic
expression in the participant
(17 individuals, 1%)

(MSK-IMPACT : Memorial Sloan Kettering Cancer Center)

(Schrader KA, et al. JAMA Oncol/2016)



Proportion of patients with germline

vs. somatic pathogenic variant
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Incidental germline variants in 1000 advanced cancers
on a prospective somatic genomic profiling protocol

F. Meric-Bernstam™-2:3", L. Brusco?, M. Daniels® 10, C. Wathoo?, A. M. Bailey?, L. Strong°,
K. Shaw?, K. Lu®10 Y. Qi4, H. Zhao*, H. Lara-Guerra213, J. Litton8, B. Arun®10, A. K. Eterovic’,
U. Aytac?, M. Routbort®, V. Subbiah?, F. Janku', M. A. Davies” ', S. Kopetz'2, J. Mendelsohn?2:5,

G. B. Mils®7 & K. Chen®* (Meric-Bernstam F ,et al. Ann Oncol. 2016)
[ Pathogenic germline B Pathogenic somatic
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(Hereditary breast and ovarian cancer syndrome: HBOC)
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Clonal Hematopoiesis of Indeterminate Potential (CHIP)
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NO REPORTABLE ALTERATIONS WITH COMPANION DIAGNOSTIC (CDx) CLAIMS

Refer to appendix for limitation statements related to BRCA7/2 alteration results in ovarian cancer.
See professional services section for additional information

12. Alterations in polyT homopolymer runs may
not be reliably detected in BRCA1/2.
13. Certain large rearrangements in BRCA1/2

including large scale genomic deletions A > /rlr b p— >, -
(aﬁecﬁn§ at 1§ast onegwhole exon), insertions or j(/\/E\ iﬁx O) //_\7 9-( ’ *@ )\ 'fZ\- _3'7_ 'ﬁ'* % ﬁx ‘/ -
other deleterious genomic rearrangements AR » Q
including inversions or transversion events, A% T Li gp %r P 5/)7 Ea 3\ —d_ f_ F% 75 I) %
may not be detected in an estimated 5% of
ovarian cancer patients with BRCA1/2
mutations by F1CDx.

14. Certain potentially deleterious missense or
small in-frame deletions in BRCA1/2 may not
be reported under the “CDx associated findings”
but may be reported in the “Other alterations
and biomarkers identified” section in the
patient report.
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