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Ovarian Cancer

On behalf of Myriad Genetics, I respectfully request that the NCCN Ovarian Cancer Guideline Panel review the
enclosed request for changes to the current guideline.
Specific changes requested:
1. In the decision tree on page OV-5, for women who have received bevacizumab as part of their primary
therapy, we recommend that an indication be added that shows the utilization of bevacizumab
+ olaparib is now based on a BRCA1/2 mutation and/or genomic instability. A new footnote can also be
added to state genomic instability as defined by Myriad myChoice® CDx.
2. OV-C pages 7 and 8, please change footnote O to include the underlined: “For patients treated with
three or more prior chemotherapy regimens and whose cancer is associated with HRD defined by either: 1)
deleterious or suspected deleterious BRCA mutation; or 2) genomic instability as defined by
Myriad myChoice® CDx and progression >6 months after response to the last platinum-based
chemotherapy.”
3. Define HRD consistently throughout the guidelines (pages OV-1,2,3,5) using language in #2 above.
FDA Clearance: Myriad myChoice® CDx is the only HRD assay with a companion diagnostic FDA indication for
any PARP inhibitor1.
Rationale:
Regarding #1 above, the request is to align with the recent FDA biomarker decision on May 8th, 2020.
Myriad myChoice® CDx was the only biomarker used in the PAOLA-1 trial2. In addition, it is the only biomarker
named in the ASCO Guideline for PARP Inhibitors in the Management of Ovarian Cancer for this indication3.
Regarding #2 and #3 above, the request is to create a consistent definition of HRD throughout the guidelines
based on the FDA biomarker approval. This will be consistent for treatment regimens based on the QUADRA4,
PRIMA5, and PAOLA-12 trials, in which Myriad myChoice® CDx was the only biomarker utilized.
There are several ways to test for HRD, however not all testing is interchangeable. Posters presented at
the 2020 SGO6 and ASCO Annual Meetings7 made in silico comparisons between
the Myriad myChoice® CDx genomic instability score to Foundation Medicine’s percent loss of heterozygosity
(%LOH) assay. Results showed significant discordance between the two assays, and %LOH alone would miss
34% of women with BRCA1/2 wild type status that have genomic instability who would qualify for, or
preferentially benefit from, PARP inhibitor therapy.
We acknowledge there are currently no companion diagnostic commercial brand names in the ovarian
treatment guidelines. Brand names are used in many other NCCN guidelines, for
instance, the Breast Cancer8 (i.e., Oncotype Dx, EndoPredict, etc.) and Prostate
Cancer guidelines9 (i.e., Prolaris). Since the FDA approval of Myriad myChoice® CDx in 2019, the number
of laboratories providing LOH testing as a claim to comprehensive HRD has more than doubled. To thoroughly
evaluate HRD, Myriad myChoice® CDx goes beyond LOH by also evaluating large-scale state transitions and
telomeric allelic imbalance, for which no other laboratories have a comparable test. The assay distinction,
robust clinical trial data, and FDA approvals lead to Myriad myChoice® CDx being uniquely named
in the recent ASCO guidelines as the test to determine tumor genomic instability3. It is similarly crucial for the
NCCN to not only provide situationally appropriate therapeutic treatment guidance for PARP inhibitors, but
also situationally appropriate companion diagnostic guidance for determination of HRD.
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