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CLINICAL AND PATHOLOGY INFORMATION

SPECIMEN TUMOR SIZE LYMPH NODE STATUS
Surgical Resection >2cm Node-positive (4-9 nodes)
HORMONE RECEPTOR STATUS MENOPAUSAL STATUS

ER+/ PR+ Postmenopausal

PROSIGNA TEST RESULT

Risk of Recurrence .
(ROR) Score 2 Predicted .
Chemotherapy Benefit?3

[ ]
Luminal 30 No
A (Score ranges 0-100)

Intrinsic Subtype

Prosigna ROR score <60

Prosigna Test Result Summary
A risk of recurrence (ROR) score of 30 results in no predicted chemotherapy benefit.

ADDITIONAL INFORMATION

Tumor Size and Lymph Node Status Predicted Chemotherapy Benefit
Physical exam or imaging may be used to initially assess tumor size and lymph node status. Patients with a Prosigna ROR score of < 60 are predicted to have minimal to no benefit from
Final tumor size and lymph node status should be assessed by pathology for accuracy. chemotherapy, whereas those with an ROR > 60 are predicted to benefit from chemotherapy.

Chemotherapy benefit prediction is based on the results of the OPTIMA clinical trial.
Prosigna Risk of Recurrence (ROR) Score

The Prosigna ROR score is generated from gene expression profiling used to assess intrinsic In the OPTIMA trial, participants were randomized to Prosigna-guided adjuvant therapy
subtypes and a proliferation score which are then weighted together with tumor size to or standard chemotherapy followed by endocrine therapy. In the Prosigna-guided arm,
provide the ROR score. The Prosigna ROR score ranges from O through 100 and correlates chemotherapy was administered only to participants with a Prosigna ROR score > 60; those
with the probability of distant recurrence (DR) in the tested population. A prognostic with an ROR < 60 were treated with endocrine therapy alone (including ovarian suppression
estimate for the 10-year distant recurrence-free survival when treated with standard of care in premenopausal women). With a demonstrated non-inferiority margin of 2%, the OPTIMA
locoregional management and adjuvant endocrine therapy has not been established for trial concluded that Prosigna-guided therapy was non-inferior for invasive breast cancer free
patients with 4-9 positive lymph nodes in the context of the Prosigna ROR score. survival (IBCFS), supporting the use of Prosigna ROR to guide chemotherapy decisions.

Intrinsic Subtype

The intrinsic subtype is based on the PAM50 classifier and determined by the biology of the
breast cancer tumor. Classifications are: Luminal A, Luminal B, HER2 enriched, or Basal-like.
Concordance with histopathologic subtyping is not established.
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ADDITIONAL CLINICAL EVIDENCE

Prediction for node-positive patients was determined based on the OPTIMA phase Il prospective randomized clinical trial. This trial analyzed 3826 node-positive
samples using a prospectively defined analysis plan.?

Higher lymph node burden is associated with a worse prognosis for developing distant metastatic recurrence. A low ROR score in node-positive (1-3 nodes)
breast cancer has been associated with better prognosis. In node-positive (4-9 nodes) breast cancer patients, the relationship between ROR score and the
estimated 10-year probability for distant recurrence prognosis has not been established.*

Prosigna Personalized Results Summary"?3
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Prosigna Risk of Recurrence (ROR) Score

Score < 60 = Less than 2% predicted benefit of chemotherapy? Score > 60 = Predicted benefit of chemotherapy?®

TEST DESCRIPTION

The Prosigna Breast Cancer Gene Signature Assay, branded as the Prosigna Breast Risk of Recurrence test, is intended for use in early-stage Hormone Receptor
positive (HR+) invasive breast cancer patients for estimating the 10-year distant recurrence-free survival when treated with standard of care locoregional
management and adjuvant endocrine therapy, applied with consideration of other clinicopathologic factors. The Prosigna Risk of Recurrence (ROR) score predicts
the benefit of chemotherapy and guides treatment decisions in the intended use population.

Whole transcriptome RNA sequencing analysis is utilized for gene expression profiling of the PAM50-based gene set on RNA extracted from formalin-fixed, paraffin-
embedded (FFPE) breast tumor tissue; data is collected from over 21,000 genes and over 425,000 probes across the transcriptome for each patient when the test
is performed. The test provides Risk of Recurrence (ROR) score, probability of 10-year distant recurrence (not available for patients with 4-9 positive lymph nodes),
predictive chemotherapy benefit, and intrinsic subtype (Luminal A, Luminal B, HER2-Enriched, Basal-like).

Results should be interpreted by a qualified healthcare professional in the context of the patient’s clinical and pathological history. Test results are intended to aid clinical
decision-making in alignment with professional guidelines alongside other clinicopathological factors. For more information on the Prosigna test visit Veracyte.com.
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CLINICAL TRIAL RESULTS

PREDICTIVE EVIDENCE

OPTIMA Phase lll Prospective Trial® OPTIMA Phase lll Prospective Trial®
Complete per protocol population Per protocol population: Prosigna ROR low score (ROR <60)
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