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BACKGROUND POTENTIAL IMPACTS OF A POSITIVE GENETIC TEST RESULT ON A METHODS
Wome.n facing a diagnosis of breast cancer often undergo PATIENT’S IMMEDIATE MED'CAL MANAG EMENT We evaluated a cohort of STAT hereditary cancer test orders.

hereditary cancer genetic testing as part of their work up.

. . _ e With regards to breast surgery, patients receiving a positive genetic test result indicating an increased risk for a second primary Test request forms for 1,137 breast-related STAT orders from April
Turnaround times for genetic testing range from seven days to four breast cancer may opt for risk-reducing mastectomy (RRM) rather than a lumpectomy or unilateral mastectomy to treat current through June of 2015 were reviewed. The following information was
weeks and vary based on genes analyzed, technolc')'gy, a?d disease. At the time of this study, consideration of RRM for BRCA1, BRCA2, CDH1, PTEN, and TP53 mutation carriers was collected:
laboratory workflow. Genetic testing .|s-p.rocessed STAT" when recommended by the National Comprehensive Cancer Network (NCCN).1 patient’s diagnosis;
deemed necessary by the ordering cI|n|C|.an. For.thes.e cases, the Additionally, radiation therapy is contraindicated for individuals carrying germline TP53 mutations. ! reason for the STAT request;
!aborfa\’Fory. uses extra resources to e>.<ped|te te.stmg >INCe * Evidence suggests BRCA mutation carriers are more sensitive to platinum-based chemotherapies, therefore a positive genetic test testing performed;
identification of a pathogenic mutation may directly impact the result may impact a medical oncologist’s recommendations.2 genetic test result.

patient's management plan.

* Individuals who carry genetic mutations may be eligible for certain clinical trials.

1200 1072 STAT TEST ORDERS AND INDICATIONS

1000
The vast majority (98.5%) of STAT cases included a rationale for STAT
testing, which was predominantly a pending surgery for breast cancer

B BRCA1/2 testing only
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600 m TP53, PTEN, or CDH1 single gene
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M Breast ca dx (invasive or 400 tr.eatment. | l%testmg eflex testing utilize

oCls) 500 * Fifty-four percent of all patients were tested for genes beyond those | 2 No reflex testing (single
m No current breast ca dx . . . . . m Tested only for 5 genes for which

0 for which there is a guideline to consider RRM. there is guideline to consider RRM if test run)
Upcoming e Reflex testing, utilized in 24% of all orders, is a stepwise approach positive
surgery  NOMSUIBIAl o ey ane which allows clinicians to obtain faster results for genes which may " Tested for 3 genes for which there is 2
treatment other Unspecified _ . . guideline to consider RRM, plus
Ceatment Other immediately affect surgical management. ~dditional genes

TEST RESULTS TAKE-HOME POINTS

Surgical decisions were potentially impacted by test results for at least 6.4% of all
patients in this cohort, with BRCA mutations being the most frequently identified
findings with the potential to impact immediate management.

Adoption of testing beyond BRCA1/2, the ability to analyze multiple genes in a
timely fashion, and expanding guidelines are all factors which may lead to

MUTATIONS IDENTIFIED
Mutation carriers to

consider RRM Seventy-three individuals might have directly benefitted from expedited genetic
testing, as their positive genetic test result may have changed their surgical decisions.
Additionally, NCCN guidelines contraindicate radiation therapy for individuals
carrying germline TP53 mutations.

* The remaining 46 positive probands carried mutations in genes for which no breast
surgical NCCN guidelines existed (APC, ATM, BARD1, BRIP1, CHEK2, MLH1, MUTYH,
NBN, PALB2*, PMS2, and RAD51C). Genetic testing may not have impacted
immediate management in these patients, however, mutations in these genes often
have other implications for a patient and/or their relatives.

No guidelineto o  Qyerall, 119 mutation-
consider RRM:

4.0% positive individuals were
identified; 73 harbored

mutations in genes that

Negative or Positive: would warrant consideration genetic testing outside of BRCA1/2 affecting immediate management.

STAT testing requires extra resources, however, it can be essential in guiding
medical management for patients facing immediate treatment decisions.

10.5% Consider
RRM: 6.4%

Uncertain:
89.5%

of risk-reducing mastectomy
(RRM) as per NCCN
guidelines at that time.*

REFERENCES

. NCCN Clinical Practice Guidelines in Oncology: Genetic/Familial High-Risk Assessment: Breast and Ovarian. www.NCCN.org

2. ByrskiT, et al. Pathologic complete response rates in young women with BRCA1-positive breast cancers after neoadjuvant chemotherapy. J Clin Oncol. 2010,
28:375-379. 10.1200/JC0.2008.20.7019.

*At the time of this study, the NCCN guideline to recommend RRM in PALB2 positive individuals had not yet been published.!

15 Argonaut, Aliso Viejo, CA 92656 Toll Free 866 262 7943 Fax 949 900 5501 ambrygen.com



