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NCCN Guidelines Panel: On behalf of Exact Sciences Corporation, we respectfully request that the NCCN
Colorectal Cancer (CRC) Screening Panel for Detection, Prevention, and Risk Reduction review the
enclosed data and other considerations below for FIT-DNA-based testing (mt-sDNA; Cologuard®) to
inform updates to the NCCN Guidelines for CRC Screening and incorporate the changes noted below.
FDA Approval: The mt-sDNA test is indicated to screen adults of either sex, ages 45 years or older, who
are at average risk for CRC.
Specific Changes: We would like to respectfully request one change to the Algorithm section for Average
Risk screening and two changes to the Discussion section under CRC Screening Modalities: FIT-DNA-based
or Multi-target Stool DNA Test for the panel’s consideration:
1. Algorithm section: Replace the name ‘FIT-DNA-based testing’ in the Algorithm (see CSCR-3) and all
corresponding text with ‘mt-sDNA test’, which is a unique FDA-approved screening method.
Rationale: Use of the terminology ‘FIT-DNA’ is inaccurate and confusing for providers, implying that
results are expected for each test marker rather than a single, composite result based on algorithmic
analysis of the test components; however, reporting a single, qualitative test result is required by
the FDA label, which does not permit separate reporting of individual quantitative DNA molecular
and protein-based FIT results.
2. Discussion section: Include the 89.8% specificity for the mt-sDNA test as compared to negative
colonoscopy findings (in addition to 86.6% specificity, see MS-13).
Rationale: It is important to note that the pivotal study for the mt-sDNA test also includes the
specificity for the test at 89.8% as compared to negative colonoscopy; therefore, including this
89.8% specificity for negative colonoscopy in the Discussion section allows for objective comparison
and is consistent with mt-sDNA specificity referenced by other guideline-making bodies, such as the
American Cancer Society 2018 CRC Screening Guideline and the modeling underlying the 2016
USPSTF CRC Screening Recommendation.
3. Discussion section: Reconsider the statement, “many more patients were excluded because of
problems with mt-sDNA testing than because of problems with FIT,” (see MS-14) given that the
clinical experience with mt-sDNA testing, which includes robust patient and provider navigation
support to facilitate test completion, is markedly different than the approach used in the 2014
pivotal research study.

Rationale: Inclusion of this statement gives an inaccurate impression that mt-sDNA testing has a
lower adherence rate than FIT, which is not supported by recently published literature
demonstrating high adherence rates with the mt-sDNA test; further, assessing test completion was
not part of the study design or endpoints for Imperiale et al, and real-world collection and shipping
conditions for FIT are markedly different than the collection processes executed by Imperiale et al.
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We would be happy to discuss any of these requests in further detail.
Sincerely,
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Exact Sciences Corporation

