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Discussion of Evidence (CAG-00450N), we encourage CMS to incorporate clinically relevant
recommendations from the NCCN Guidelines® for Genetic/Familial High-Risk Assessment:
Colorectal, the NCCN Guidelines® for Genetic/Familial High-Risk Assessment: Breast and
Ovarian, and the NCCN Guidelines® for Breast Cancer Risk Reduction presented below into
the final coverage policy.

Family studies have long documented an increased risk for several forms of cancer among first-
degree relatives (i.e., parents, siblings, children) and second-degree relatives (i.c., grandparents,
aunts or uncles, grandchildren, nieces or nephews) of affected individuals. Cancers developing
in these individuals may be classified as hereditary or familial cancers. These individuals may
have an increased susceptibility to cancer as the result of one or more gene mutations present in
parental germline cells, and often require intensive cancer surveillance, screening, or
consideration of preventative medical therapies. Multi-gene testing for hereditary forms of
cancer has rapidly altered the clinical approach to testing at-risk patients and their families.
Based on NGS technology, these tests simultaneously analyze a set of genes that are associated
with a specific family cancer phenotype or multiple phenotypes. Multiple studies have shown
that this approach may detect pathogenic or likely pathogenic variants not found in single-gene
testing.!* A study of 198 women referred for BRCA1/2 testing who underwent multi-gene
testing showed 16 additional deleterious mutations out of 141 women who tested negative
specifically for BRCA1/2 (11.4%; 95% CI, 7.0-17.7).2 The discovery of these mutations led to
recommendations for further screening. Therefore, findings from multigene testing have the
potential to alter clinical management.’

When more than one gene can explain an inherited cancer syndrome, then multi-gene testing
may be more efficient and/or cost-effective than single-gene testing. For example, though
breast cancer is mainly associated with BRCA1/2 pathogenic or likely pathogenic variants, it
may also be associated with variants in the following genes: ATM, BARD1, CHEK2, PALB2,
STK11, CDH1, PTEN, and TP53.1 % In these cases where more than one pathogenic or likely
pathogenic variant could potentially influence a condition, multi-gene testing would be
clinically relevant and cost-effective,'0-12

Clinically appropriate recommendations from the NCCN Guidelines for Genetic/Familial High-
Risk Assessment and NCCN Guidelines for Risk Reduction should be used as a reference tool
when understanding patient populations that would benefit from NGS tests of germline
mutations. Both the NCCN Guidelines for Genetic/Familial High-Risk Assessment: Colorectal
and the NCCN Guidelines for Genetic/Familial High-Risk Assessment: Breast and Ovarian
provide clinical criteria, independent of the disease stage or presence of discase, for individuals
with an increased genetic risk who could benefit from NGS-based quantification for hereditary
cancers (Appendix 1 and Appendix 2). Once clinical criteria for multi-gene testing of germline
mutations is met, the NCCN Guidelines outline specific management algorithms that might
include intensive cancer surveillance, screening, or consideration of preventative medical
therapies. For example, the NCCN Guidelines for Breast Cancer Risk Reduction recommend
evidence-based options, including risk-reducing surgery or targeted therapies, for women with
an elevated predisposition to breast cancer identified by NGS-based testing for hereditary
cancers and who desire risk-reducing therapy (Appendix 3). Lastly, recognizing that multi-
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gene testing might not be clinically appropriate for all individuals, the NCCN Guidelines for
Genetic/Familial High-Risk Assessment: Breast and Ovarian provide examples of clinical
scenarios for which multi-gene testing should not be considered and syndrome-specific panels
may be preferred (Appendix 2).

We would urge CMS to clarify the current NCA so that coverage for NGS-based testing for
germline mutations, when supported by evidence-based clinical practice guidelines, is not
compromised as a result of broad restrictions to NGS-based testing under the NCD. NCCN
again appreciates the opportunity to comment on CMS’ NCA for NGS for Medicare
beneficiaries with advanced cancer as it relates to NGS-based testing for germline mutations.
We would welcome the opportunity to discuss our comments further and look forward to
working together to ensure access to high quality, high value care for patients with cancer.
Thank you for your time and consideration of our comments.

Sincerely,

R

Robert W. Carlson, MD

Chief Executive Officer

National Comprehensive Cancer Network
carlson@ncen.org 215.690.0300
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Appendix 1: Selected excerpts from NCCN Guidelines for Genetic/Familial High-Risk Assessment: Breast and Ovarian (Version 3.2019)
referencing Multi-Gene Testing
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Appendix 2: Selected excerpts from NCCN Guidelines for Genetic/Familial High-Risk Assessment: Colorectal (Version 1.2018) referencing
Multi-Gene Testing
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Appendix 3: Selected excerpts from NCCN Guidelines for Breast Cancer Risk Reduction (Version 1.2019) referencing Multi-Gene Testing
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Version 1.2018, 12/11/18 & 2018 National Comprehensive Cancer Metwork® (NCCMN®), All ights reserved. NCCN Guidelines® and this il ion may not be in any form without the express written permission of NCCN
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