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We Encourage Clinicians in Practice to Submit Questions

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

Drag the white line above the submission box up to create 

more space for your message.



Familiarizing Yourself with the Zoom Interface

Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 

You may do this as many times as you need for readability.
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Thank you for joining us! 

Information on how to obtain CME, ABIM MOC and 
ABS credit will be provided at the conclusion 

of the activity in the Zoom chat room. Attendees 
will also receive an email in 1 to 3 business days 

with these instructions.
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Module 1: Optimal Approach to Genetic Testing for Patients with 
Localized Breast Cancer (BC) τDr Hughes

Module 2: Available Data with and Practical Application of PARP 
Inhibition as Adjuvant Therapy for Patients with BC τDr Robson



Survey of Clinical Investigator and Community-Based Surgeons:
February 7, 2025 ς Ongoing

Current results available in the Zoom chat room



We are looking to recruit additional community-based surgeons 
whose practice includes the care of patients with

 breast cancer to complete this survey.

If you would like to participate, please access the survey link 
available in the Zoom chat room.
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Sara A Hurvitz, MD, FACP
Interview with Dr Neil Love, February 14, 2025



A 65-year-old woman with an ER-positive, HER2-low (IHC 1+) IDC 
being considered for adjuvant CDK4/6 inhibitor therapy

65 yo woman right breast abnormality on routine screening mammogram. 
Core biopsy negative but imaging discordant so had excisional biopsy revealing 

invasive ductal carcinoma, grade 2, 25 mm with extensive lymphovascular 

invasion ER 91-100% 2-3+ PR 0 HER2 1+ by IHC and a separate 20 mm IDC same 
biomarkers. Completion mastectomy done showing no residual disease and 0/3 

SLN. Genetic testing negative. Oncotype DX RS 28. Received 

docetaxel/cyclophosphamide for 4 cycles. Has osteoporosis for which she is 

already on annual zoledronic acid. Started letrozole. Traveling to Africa for 2 
mos. Wants to start ribociclib but concerned about being overseas if she 

develops neutropenia.

Courtesy of Sara A Hurvitz, MD, FACP. Interview with Dr Neil Love, February 14, 2025.



Agenda

Introduction

Module 1: Optimal Approach to Genetic Testing for Patients with 
Localized Breast Cancer (BC) τDr Hughes

Module 2: Available Data with and Practical Application of PARP 
Inhibition as Adjuvant Therapy for Patients with BC τDr Robson



Survey Outline 

A woman with a biopsy positive for breast cancer and 3 base clinical scenarios:

Å<2.0-cm tumor without a suspicious axilla, surgery planned

Å>2.0-cm tumor and/or a suspicious axilla, surgery planned

Å>2.0-cm tumor and/or a suspicious axilla, neoadjuvant systemic therapy planned 

Additional variables within the 3 base scenarios:

ÅAge: 30-year-old, 55-year-old, 70-year-old

ÅER/PR and HER2 status

ÅRelevant family history



Survey of US-based clinical investigator and community-based surgeons

Which guidelines do you consider, if any, to determine whether 
genetic testing should be ordered for a patient with newly 
diagnosed localized breast cancer? 

Clinical 
investigators

Community-based 
surgeons

NCCN Guidelines for Genetic/Familial High-Risk 
Assessment for Breast, Ovarian, and Pancreatic cancer 

8 16

ASCO-SSO Germline Testing in Patients with Breast Cancer 7 7

American Society of Breast Surgeons Clinical Consensus 
Statement on Genetic Testing for Hereditary Breast Cancer

8 14

Other* 0 1

UpToDate® 1 0

L ƎŜƴŜǊŀƭƭȅ ŘƻƴΩǘ ŎƻƴǎƛŘŜǊ ƎǳƛŘŜƭƛƴŜǎ ƛƴ ǘƘƛǎ ǎŜǘǘƛƴƎ0 2

*Software program that determines testing eligibility based on noted society guidelines



Survey of US-based clinical investigator and community-based surgeons

Which specific assays do you usually use when testing for 
germline mutations in your patients with localized breast cancer? 

Clinical 
investigators

Community-based 
surgeons

Myriad MyRisk® Hereditary Cancer Test 6 11

Myriad BRACAnalysis CDx® 1 4

Ambry CancerNext-Expanded® 5 4

Ambry CancerNext® 2 5

Ambry BRCAplus® 1 3

Invitae Multi -Cancer Panel 5 3

Invitae Hereditary Breast Cancer Guidelines-Based Panel 3 4

Invitae Hereditary Breast and Gyn Cancers Panel 2 1

Invitae Common Hereditary Cancers Panel 2 3

Invitae BRCA1 and BRCA2 Panel 1 2

Exact Sciences Corporation Riskguard® Panel 0 1



Survey of US-based clinical investigator and community-based surgeons

Is there an age at which you believe all patients that age and younger with 
newly diagnosed localized breast cancer should undergo genetic testing?
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Median: 63 Years

Two respondents answered No

Survey respondent

90

65
60 60

55
50 50 50 50 50 50 50

40 40
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Median: 50 years

Seven respondents answered No

Clinical Investigators Community-Based Surgeons



Survey of US-based clinical investigator and community-based surgeons

All patients with newly diagnosed localized breast cancer 
described below should undergo genetic testing regardless of 
disease stage and family history.

Clinical 
investigators

Community-based 
surgeons

Patients with triple-negative breast cancer 100% 90%

Male patients 100% 90%

Patients who develop a second primary tumor 
(eg, contralateral breast cancer)

100% 86%

Patients of Ashkenazi Jewish ancestry 90% 90%



Survey of US-based clinical investigator and community-based surgeons

For which of the following patients with breast cancer should 
BRCA genetic testing be conducted prior to a decision on the 
surgical approach? 

Clinical 
investigators

Community-based 
surgeons

A woman who desires breast-conserving surgery 
and whose mother has a germline BRCA mutation 100% 95%

A woman who desires breast-conserving surgery and 
whose mother and aunt had breast cancer but their BRCA 
status is unknown 

100% 90%

An Ashkenazi Jewish woman who desires breast-
conserving surgery 80% 81%

An Ashkenazi Jewish woman who desires breast-
conserving surgery and has one close relative with breast 
cancer 

100% 95%



A woman has had a biopsy positive for breast cancer. She has not 
received local therapy. For each of the following clinical 

scenarios, please indicate whether genetic testing should be 
ordered for the patient described.



Survey of US-based clinical investigator and community-based surgeons

Age: 70 years

HR/HER2 status: ER/PR-positive, HER2-negative

Genetics: No relevant family history

Clinical Scenario 1: A patient with a <2.0-cm tumor without a suspicious 
axilla who is going to undergo surgery. Should BRCA testing be ordered for 
the patient below?

5

No, but I will defer 

to a medical 
oncologist

1

13

2

Community-Based Surgeons

Yes

Yes, but I will 

defer to a medical 
oncologist

No

Yes 1

No, but I will defer 

to a medical 
oncologist

1

No 8

Clinical Investigators

Yes, but I will 

defer to a medical 
oncologist

0



Survey of US-based clinical investigator and community-based surgeons

Age: 70 years

HR/HER2 status: ER/PR-positive, HER2-negative

Genetics: Relevant family history

Clinical Scenario 1: A patient with a <2.0-cm tumor without a suspicious 
axilla who is going to undergo surgery. Should BRCA testing be ordered for 
the patient below?

12

No, but I will defer 

to a medical 
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5

2

2

Community-Based Surgeons

Yes

Yes, but I will 

defer to a medical 
oncologist

No

Yes 10

No, but I will defer 

to a medical 
oncologist

0

No 0

Clinical Investigators

Yes, but I will 

defer to a medical 
oncologist

0



Survey of US-based clinical investigator and community-based surgeons

Age: 70 years

HR/HER2 status: ER/PR-positive, HER2-positive

Genetics: No relevant family history

Clinical Scenario 1: A patient with a <2.0-cm tumor without a suspicious 
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the patient below?
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Survey of US-based clinical investigator and community-based surgeons

Age: 70 years

HR/HER2 status: ER/PR-positive, HER2-positive

Genetics: Relevant family history
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the patient below?
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Survey of US-based clinical investigator and community-based surgeons

Age: 70 years

HR/HER2 status: ER/PR-negative, HER2-negative

Genetics: No relevant family history

Clinical Scenario 1: A patient with a <2.0-cm tumor without a suspicious 
axilla who is going to undergo surgery. Should BRCA testing be ordered for 
the patient below?
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Survey of US-based clinical investigator and community-based surgeons

Age: 70 years

HR/HER2 status: ER/PR-negative, HER2-negative

Genetics: Relevant family history

Clinical Scenario 1: A patient with a <2.0-cm tumor without a suspicious 
axilla who is going to undergo surgery. Should BRCA testing be ordered for 
the patient below?
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Survey of US-based clinical investigator and community-based surgeons

Age: 70 years

HR/HER2 status: ER/PR-positive, HER2-negative

Genetics: No relevant family history

Clinical Scenario 2: A patient with a >2.0-cm tumor and/or a suspicious 
axilla who is going to undergo surgery. Should BRCA testing be ordered for 
the patient below?
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Survey of US-based clinical investigator and community-based surgeons

Age: 70 years

HR/HER2 status: ER/PR-positive, HER2-negative

Genetics: Relevant family history

Clinical Scenario 2: A patient with a >2.0-cm tumor and/or a suspicious 
axilla who is going to undergo surgery. Should BRCA testing be ordered for 
the patient below?
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Survey of US-based clinical investigator and community-based surgeons

Age: 70 years

HR/HER2 status: ER/PR-positive, HER2-positive 

Genetics: No relevant family history

Clinical Scenario 2: A patient with a >2.0-cm tumor and/or a suspicious 
axilla who is going to undergo surgery. Should BRCA testing be ordered for 
the patient below?
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Survey of US-based clinical investigator and community-based surgeons

Age: 70 years

HR/HER2 status: ER/PR-positive, HER2-positive

Genetics: Relevant family history

Clinical Scenario 2: A patient with a >2.0-cm tumor and/or a suspicious 
axilla who is going to undergo surgery. Should BRCA testing be ordered for 
the patient below?
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Survey of US-based clinical investigator and community-based surgeons
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Survey of US-based clinical investigator and community-based surgeons

Age: 70 years

HR/HER2 status: ER/PR-negative, HER2-negative

Genetics: Relevant family history

Clinical Scenario 2: A patient with a >2.0-cm tumor and/or a suspicious 
axilla who is going to undergo surgery. Should BRCA testing be ordered for 
the patient below?
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Survey of US-based clinical investigator and community-based surgeons

Age: 70 years

HR/HER2 status: ER/PR-positive, HER2-negative

Genetics: No relevant family history

Clinical Scenario 3: A patient with a >2.0-cm tumor and/or a suspicious 
axilla who is going to receive neoadjuvant systemic therapy. Should BRCA 
testing be ordered for the patient below?
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testing be ordered for the patient below?
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oncologist

No

Yes 2

No, but I will defer 

to a medical 
oncologist

2

No 5

Clinical Investigators

Yes, but I will 

defer to a medical 
oncologist

1



Survey of US-based clinical investigator and community-based surgeons

Age: 70 years

HR/HER2 status: ER/PR-positive, HER2-positive

Genetics: Relevant family history

Clinical Scenario 3: A patient with a >2.0-cm tumor and/or a suspicious 
axilla who is going to receive neoadjuvant systemic therapy. Should BRCA 
testing be ordered for the patient below?

13

No, but I will defer 

to a medical 
oncologist

5

1

2

Community-Based Surgeons

Yes

Yes, but I will 

defer to a medical 
oncologist

No

Yes 9

No, but I will defer 

to a medical 
oncologist

No

Clinical Investigators

Yes, but I will 

defer to a medical 
oncologist

1

0

0



Survey of US-based clinical investigator and community-based surgeons

Age: 70 years

HR/HER2 status: ER/PR-negative, HER2-negative

Genetics: No relevant family history

Clinical Scenario 3: A patient with a >2.0-cm tumor and/or a suspicious 
axilla who is going to receive neoadjuvant systemic therapy. Should BRCA 
testing be ordered for the patient below?

19

No, but I will defer 

to a medical 
oncologist

0

0

2

Community-Based Surgeons

Yes

Yes, but I will 

defer to a medical 
oncologist

No

Yes 8

No, but I will defer 

to a medical 
oncologist

No

Clinical Investigators

Yes, but I will 

defer to a medical 
oncologist

1

0

1



Survey of US-based clinical investigator and community-based surgeons

Age: 70 years

HR/HER2 status: ER/PR-negative, HER2-negative

Genetics: Relevant family history

Clinical Scenario 3: A patient with a >2.0-cm tumor and/or a suspicious 
axilla who is going to receive neoadjuvant systemic therapy. Should BRCA 
testing be ordered for the patient below?

19

2

Community-Based Surgeons

Yes

Yes, but I will 

defer to a medical 
oncologist

Yes 9

Clinical Investigators

Yes, but I will 

defer to a medical 
oncologist

1
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Optimal Approach

Test the patient BEFORE they develop cancer

ÅPrevent cancer

 OR

ÅFind it at the earliest stage possible



To identify a woman as a carrier only after she 

develops cancer is a failure of cancer prevention.



10% of breast cancer is hereditary

2024
367,000 patients diagnosed with breast cancer* 

36,700 hereditary breast cancers 

were not prevented or found earlier

Over last 10 years:

Over 350,000 missed opportunities

*https://www.cancer.org/research/cancer-facts-statistics/breast-cancer-facts-figures.html?utm_source=chatgpt.com



Strategies to optimize interdisciplinary 
collaboration regarding genetic testing 
requirements and reporting of results

ÅGenetic testing is everyoneõs responsibility
ÅID & Refer 

ÅBetter yet, test patient yourself (Point of care testing)

ÅAdd germline testing to any somatic test 

ÅMinimal Residual Disease (MRD) 

ÅTumor sequencing for Targeted Therapy



Breast Cancer Genes

Ask2Me.Org/NCCN



J Clin Oncol 37:1305-1315
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Cancer panels from a single lab
What panel to order?

Breast Cancer Panel Chronic Lymphocytic Leukemia Panel Lung Adenocarcinoma Panel Penile Cancer Panel

Colon Cancer Panel Chronic Myeloid Leukemia Panel Lung Squamous Cell Carcinoma Panel Peripheral T-Cell Lymphoma Panel

Endocrine Cancer Panel Colorectal Cancer - Advanced Panel Lymphoma Panel Pleural Mesothelioma Panel

Gynecologic Cancer Panel Desmoid Tumor Panel Mantle Cell Lymphoma Panel Prostate Adenocarcinoma Panel

Hematologic Malignancies Panel Diffuse Large B-Cell Lymphoma Panel Mastocytosis Panel Rectal Cancer Panel

Lung Cancer Panel Duodenal Cancer Panel Mediastinal Germ Cell Tumor Panel Salivary Gland Cancer Panel

Melanoma and Skin Cancer Panel Esophageal Cancer Panel Medulloblastoma Panel Small Bowel Cancer Panel

Neuroendocrine Tumor Panel Ewing Sarcoma Panel Meningioma Panel Small Cell Lung Cancer Panel

Pancreatic Cancer Panel Eye Cancer Panel Merkel Cell Carcinoma Panel Soft Tissue Sarcoma Panel

Prostate Cancer Panel Fibrolamellar Hepatocellular Carcinoma Panel Mesothelioma Panel Spinal Cord Tumor Panel

Renal Cancer Panel Gallbladder Cancer Panel Multiple Myeloma Panel Squamous Cell Carcinoma Panel

Sarcoma Panel Gastric Cancer Panel Mycosis Fungoides Panel Stomach Cancer Panel

Thyroid Cancer Panel Gastrointestinal Stromal Tumor (GIST) Panel Myelodysplastic Syndrome Panel Testicular Cancer Panel

Acute Lymphoblastic Leukemia Panel Germ Cell Tumor Panel Myeloproliferative Neoplasms Panel Thymic Tumor Panel

Acute Myeloid Leukemia Panel Hairy Cell Leukemia Panel Nasal Cavity and Paranasal Sinus Cancer Panel Thyroid Cancer - Advanced Panel

Adrenocortical Carcinoma Panel Head and Neck Cancer Panel Nasopharyngeal Cancer Panel Thyroid Cancer - Follicular Panel

Anal Cancer Panel Hepatocellular Carcinoma Panel Neuroblastoma Panel Thyroid Cancer - Medullary Panel

Aplastic Anemia Panel Hodgkin Lymphoma Panel Non-Hodgkin Lymphoma Panel Thyroid Cancer - Papillary Panel

Appendiceal Cancer Panel Intestinal Neuroendocrine Tumor Panel Ocular Melanoma Panel Upper Tract Urothelial Cancer Panel

Biliary Tract Cancer Panel Kidney Cancer Panel Oral Cavity Cancer Panel Urothelial Cancer Panel

Bladder Cancer Panel Laryngeal Cancer Panel Oropharyngeal Cancer Panel Uterine Cancer Panel

Brain Tumor Panel Leiomyosarcoma Panel Osteosarcoma Panel Vaginal Cancer Panel

Carcinoid Tumor Panel Liposarcoma Panel Ovarian Cancer Panel Vulvar Cancer Panel

Chordoma Panel Liver Cancer Panel Pancreatic Adenocarcinoma Panel Paraganglioma-Pheochromocytoma Panel

Low-Grade Glioma Panel Pancreatoblastoma Panel



Experts urge caution!

éIt is entirely premature to recommend the routine use of multiple screening testsé

blah, blah, blahé



Published 1970 regarding multiphasic Heme/Chem tests



What panel to order?
Breast Cancer Panel Chronic Lymphocytic Leukemia Panel Lung Adenocarcinoma Panel Penile Cancer Panel

Colon Cancer Panel Chronic Myeloid Leukemia Panel Lung Squamous Cell Carcinoma Panel Peripheral T-Cell Lymphoma Panel

Endocrine Cancer Panel Colorectal Cancer - Advanced Panel Lymphoma Panel Pleural Mesothelioma Panel

Gynecologic Cancer Panel Desmoid Tumor Panel Mantle Cell Lymphoma Panel Prostate Adenocarcinoma Panel

Hematologic Malignancies Panel Diffuse Large B-Cell Lymphoma Panel Mastocytosis Panel Rectal Cancer Panel

Lung Cancer Panel Duodenal Cancer Panel Mediastinal Germ Cell Tumor Panel Salivary Gland Cancer Panel

Melanoma and Skin Cancer Panel Esophageal Cancer Panel Medulloblastoma Panel Small Bowel Cancer Panel

Neuroendocrine Tumor Panel Ewing Sarcoma Panel Meningioma Panel Small Cell Lung Cancer Panel

Pancreatic Cancer Panel Eye Cancer Panel Merkel Cell Carcinoma Panel Soft Tissue Sarcoma Panel

Prostate Cancer Panel Fibrolamellar Hepatocellular Carcinoma PanelMesothelioma Panel Spinal Cord Tumor Panel

Renal Cancer Panel Gallbladder Cancer Panel Multiple Myeloma Panel Squamous Cell Carcinoma Panel

Sarcoma Panel Gastric Cancer Panel Mycosis Fungoides Panel Stomach Cancer Panel

Thyroid Cancer Panel Gastrointestinal Stromal Tumor (GIST) PanelMyelodysplastic Syndrome Panel Testicular Cancer Panel

Acute Lymphoblastic Leukemia PanelGerm Cell Tumor Panel Myeloproliferative Neoplasms Panel Thymic Tumor Panel

Acute Myeloid Leukemia Panel Hairy Cell Leukemia Panel Nasal Cavity and Paranasal Sinus Cancer PanelThyroid Cancer - Advanced Panel

Adrenocortical Carcinoma Panel Head and Neck Cancer Panel Nasopharyngeal Cancer Panel Thyroid Cancer - Follicular Panel

Anal Cancer Panel Hepatocellular Carcinoma Panel Neuroblastoma Panel Thyroid Cancer - Medullary Panel

Aplastic Anemia Panel Hodgkin Lymphoma Panel Non-Hodgkin Lymphoma Panel Thyroid Cancer - Papillary Panel

Appendiceal Cancer Panel Intestinal Neuroendocrine Tumor Panel Ocular Melanoma Panel Upper Tract Urothelial Cancer Panel

Biliary Tract Cancer Panel Kidney Cancer Panel Oral Cavity Cancer Panel Urothelial Cancer Panel

Bladder Cancer Panel Laryngeal Cancer Panel Oropharyngeal Cancer Panel Uterine Cancer Panel

Brain Tumor Panel Leiomyosarcoma Panel Osteosarcoma Panel Vaginal Cancer Panel

Carcinoid Tumor Panel Liposarcoma Panel Ovarian Cancer Panel Vulvar Cancer Panel

Chordoma Panel Liver Cancer Panel Pancreatic Adenocarcinoma Panel Paraganglioma-Pheochromocytoma Panel

Low-Grade Glioma Panel Pancreatoblastoma Panel

Depends which patients you want to miss



If we did CT scans the way experts tell us to do genetic testing

Order: CT abdomen
but please do not show me the kidneys



Order: CT abdomen
but please do not show me the kidneys

If we did CT scans the way experts tell us to do genetic testing

Missed opportunities
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Å25% of carriers found

Å75% of carriers missed

25%

Cancer genes in the population



Panels will be irrelevant in the Near Future

Cancer Panel
84 genes

Finds
ÅCancer risk

ÅCost
Å$1500

Whole Exome/Genome
20,000 genes

Finds
ÅCancer risk
ÅCardiomyopathy/benign condition risks
ÅRecessive conditions
ÅPharmacogenomics

ÅCost
ÅApproaching $1500



American Society of 
Breast Surgeons

All breast cancer 
patients

American Society of 
Clinical Oncology

National Comprehensive 
Cancer Network

All breast cancer 
patients <65

Plus

candidates for PARP inhibitor 

triple-negative breast cancer

Strong personal or family history
 

male 

higher prevalence populations 
(e.g., Ashkenazi Jewish)

All breast cancer 
patients <51

Plus 

To aid in systemic treatment decisions 
using PARP inhibitors for breast cancer in 

the metastatic setting

To aid in adjuvant treatment decisions 
with olaparib for high-risk, HER2-negative 

breast cancer

Triple-negative breast cancer

Multiple primary breast cancers 
(synchronous or metachronous)

Lobular breast cancer with personal or 
family history of diffuse gastric cancer 

Male breast cancer

Ancestry: Ashkenazi Jewish ancestry

Family history of Ó1 close blood relative 
with ANY:

Åbreast cancer at age Ò50 y

Åmale breast cancer

Å ovarian cancer

Å pancreatic cancer

Å prostate cancer with metastatic or 
high- or very-high-risk group

Ó3 diagnoses of breast and/or prostate 
cancer (any grade) on the same side of the 

family including the patient with breast 
cancer

Which breast cancer patients to test



Penetrance to age 85

Ask2Me.Org/NCCN
Risk of Breast Cancer





MUSC Hereditary Cancer 
Syndrome Clinic

MUSC Hereditary Cancer Syndrome Clinic will 
help to markedly decrease the morbidity and 

mortality of hereditary cancer by managing every 
carrier by the guidelines

  
Monitor/improve compliance, efficacy and outcomes

Maximize testing of relatives (cascade testing)

 

Help to revise the guidelines

Serve as the model for other centers



Conclusion

ÅTest patients before they develop cancer

ÅManage them by the guidelines

ÅHereditary Cancer Clinic

ÅPrevent cancer, or find it at an earlier stage

ÅFor those missed by the system

ÅTest at diagnosis

ÅCheck the germline box

ÅYou can still help them and their family

Decrease the morbidity and mortality of cancer



Dr Hughes Case Presentation: 47 yo Female

2017: Mother BRCA2 positive

2017-2024 Not tested

2024

 

Later in

2024 BRCA2 positive



Mother BRCA2+           Patient, 24, BRCA2+

NCCN Guidelines 
What should have happened:   

 MRI yearly 25, add Mammo at 30  

What did happen:   
ẂNo MRI
ẂMAMMOGRAM 
ẂAge 25 negative
ẂAge 26 negative
ẂAge 27 negative
ẂAge 28 negative
ẂAge 29: 6 cm cancer

Preventable morbidity 
and mortality

Dr Hughes Case Presentation: 30 yo Female



Agenda

Introduction

Module 1: Optimal Approach to Genetic Testing for Patients with 
Localized Breast Cancer (BC) τDr Hughes

Module 2: Available Data with and Practical Application of PARP 
Inhibition as Adjuvant Therapy for Patients with BC τDr Robson



Survey of US-based clinical investigator and community-based surgeons

In the Phase III OlympiA trial evaluating olaparib versus placebo 
in the adjuvant setting for patients with localized breast cancer 
and a germline BRCA mutation, what was the duration of 
adjuvant olaparib?

12 months 9

Iôm not sure1

Clinical Investigators Community-Based Surgeons

24 months 0

12 months 16

Iôm not sure3

24 months 2



Survey of US-based clinical investigator and community-based surgeons

Results from the Phase III OlympiA trial demonstrated an 
improvement in which of the following endpoints with olaparib?

Progression-free 

survival (PFS)
0

Both PFS and OS 9

Neither PFS nor OS

Clinical Investigators Community-Based Surgeons

Overall survival (OS) 0

Iôm not sure

1

0

PFS 1

Both PFS and OS 13

Neither PFS nor OS

OS 3

Iôm not sure

1

3



Survey of US-based clinical investigator and community-based surgeons

Which of the following nonhematologic adverse events was 
commonly reported in the Phase III OlympiA trial?

Peripheral 

neuropathy
0

Iôm not sure1

Clinical Investigators Community-Based Surgeons

Gastrointestinal 

toxicities (nausea 
and/or vomiting)

1

6

14

Peripheral 

neuropathy

Iôm not sure

Gastrointestinal 

toxicities (nausea 
and/or vomiting)

9



Survey of US-based clinical investigator and community-based surgeons

Which of the following hematologic or immunologic adverse events 
was commonly reported in the Phase III OlympiA trial?

Decrease in 

hemoglobin

Iôm not sure2

Clinical Investigators Community-Based Surgeons

Neutropenia and 

thrombocytopenia 

6

8

7

Iôm not sure

3

5
Decrease in 

hemoglobin

Neutropenia and 

thrombocytopenia 



Survey of US-based clinical investigator and community-based surgeons

In the Phase III OlympiA trial, the incidence of development of second 
cancers (AML/MDS) was higher with olaparib than with placebo.

Agree

Iôm not sure2

Clinical Investigators Community-Based Surgeons

Disagree 5

3 Agree

Iôm not sure 7

Disagree 13

1



Survey of US-based clinical investigator and community-based surgeons

Olaparib is approved as adjuvant treatment after prior neoadjuvant or 
adjuvant chemotherapy for patients with germline BRCA-mutated, 
high-risk localized breast cancer that is é

ER/PR-positive, 

HER2-positive
0

All of the above 5

Either ER/PR-positive, 

HER2-negative or 
ER/PR-negative, 

HER2-negative

Clinical Investigators Community-Based Surgeons

ER/PR-positive, 

HER2-negative
0

Iôm not sure0

1

6

1

9

4

5

ER/PR-positive, 

HER2-positive

All of the above

Either ER/PR-positive, 

HER2-negative or 
ER/PR-negative, 

HER2-negative

ER/PR-positive, 

HER2-negative

Iôm not sure



PARP Inhibitors for Early-Stage 
Breast Cancer

February 20. 2025

Mark Robson, MD, FASCO



PARPi in Metastatic Breast Cancer

Litton et al, NEJM 2018

Robson et al, NEJM 2017



Multiple mechanisms of PARPi resistance

Nature 2008

Clin Cancer Res 2017

]



Maybe earlier is better?



*The denominator is N, the number of patients in the evaluable/ITT analysis set as per ICR/INV.
ÀThe exact CI was calculated using the Blaker's method.

95% CIÀ (36.7ï61.6) (32.0ï60.6) (35.0ï60.1)

45.8% 45.8%49.2% 47.5%

0
20
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by ICR by INV
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ITT population (N=61)

p
C

R
 r

a
te

 (
%

)*

pCR

(32.0ï60.6)

Posterior probability 

that true pCR rate 
exceeds 45%

0.55
80% CIÀ (36.4ï55.2) (41.0ï57.4)

0.75

Pathologic complete response

Courtesy of Jennifer K. Litton 

Litton JK et al. Oncologist. 2023 Oct 3;28(10):845-855.



Mayer et al, SABCS 2024;Abstract RF3-01

Neoadjuvant PARPi + IO



Even earlier?

OlympiA: TRIAL SCHEMA



Comments on study population

ÅVery young (median 42-43, 25% > 50)

Å72.3%  gBRCA1m

Å82.2% TNBC, no HER2+ (by design)

Å74.7% treated with mastectomy (46.5% bilateral)

ÅRRSO in ~60%

ÅCPS+EG score
Åhttp://www3.mdanderson.org/app/medcalc/index.cfm?pagename=bc

nt

ÅRemember to use nuclear grade, not histologic or overall

http://www3.mdanderson.org/app/medcalc/index.cfm?pagename=bcnt
http://www3.mdanderson.org/app/medcalc/index.cfm?pagename=bcnt


Garber et al, SABCS 2024;Abstract GS1-09



Garber et al, SABCS 2024;Abstract GS1-09



Garber et al, SABCS 2024;Abstract GS1-09



Garber et al, SABCS 2024;Abstract GS1-09



Garber et al, SABCS 2024;Abstract GS1-09



Garber et al, SABCS 2024;Abstract GS1-09

AEs of Special Interest
10 years from FPI, median 6.1 years (max 9.6)



Garber et al, SABCS 2024;Abstract GS1-09

Second Malignancies



Extending PARPi to other patient populations (TBCRC 048)

Tung N, Robson M et al, JCO 2020

PALB2

ORR 75%

sBRCA1/2

ORR 37%

Tung N, Robson M et al, ASCO 2024

* PR (not CR) since bone met response not confirmed by PET scan



Dr Robson Case Presentation
37-year-old woman from overseas

Breast lump while breastfeeding. 

Bilateral mammogram/US - left breast with a mass measuring 32 x 22mm

US guided biopsy: invasive ductal carcinoma. ER 0%, PR 20%, HER2 1+. FISH negative. Ki-67 70-75%
Bilateral breast MRI: Left breast with mass measuring 3.1 x 3 cm with axillary lymph node 1.6 x 1.4 cm; right breast 
with mass measuring 1.5 x 1.2 cm. No lymph node biopsy was obtained due to limitation of resources. Right breast 
mass was reportedly biopsied and found to be benign.

BRCA1 c5074+1G>A (Pathogenic splice site mutation)

Neoadjuvant AC-T (AC x 4 cycles, followed by nab-paclitaxel x 4 cycles).
Bilateral total mastectomy and sentinel lymph node biopsy. Pathology revealed residual poorly differentiated 
carcinoma in left breast tumor, measuring 1.8 x 1.2cm. SLN 0/7 (negative). Right breast with benign findings, SLN 
0/3 (negative). ypT1c ypN0(sn). 

Bilateral salpingo-oophorectomy

Adjuvant RT to left chest wall x 5 weeks
Started adjuvant olaparib



Dr Robson Case Presentation
61-year-old female with a PALB2 mutation (p.Glu554*)

- Bilateral Screening Mammogram and Bilateral Screening Ultrasound - notable for architectural distortion in the 
upper outer left breast approximately 4-5cm from nipple. R breast showed a stable previously known oil cyst and a 
known stable well marginated echogenic mass.

- Bilateral contrast enhanced mammogram - BIRADS 4. Left breast asymmetric mass enhancement spans 9.3 cm 
within the central, slightly lower breast, anterior depth, corresponding to region of previously described 
architectural distortion. No suspicious findings within the R breast.

L breast stereotactic biopsy. INVASIVE MAMMARY CARCINOMA (MIXED LOBULAR AND DUCTAL), G2, ER 99% / PR 
99% / HER2 (0) spans 7mm. Oncotype RS: 6

Started on anastrozole (AI) as neoadjuvant therapy 

Prophylactic BSO

After 4 months of NET: Surgical Pathology from L breast mastectomy with sentinel LN dissection. INVASIVE 
LOBULAR CARCINOMA (CLASSIC TYPE) WITH FOCAL GLANDULAR MORPHOLOGY, Single focus, 102mm, G2, no 
LVI, no perineural invasion, Margins clear (1mm), +1/3 mets >2mm in sentinel LNs. (pT3N1a)



112

CMO signature method:

SigMA ï not enough mutations to run
Purity 0.48, Ploidy 2.0

Conclusion: This is a phenocopy, NOT due to PALB2


