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Local Therapy
• Contralateral Mastectomy in Patients with Germline Mutations by 

Katharine Yao, MD
• ACOSOG Z11102 by Judy Boughey, MD
• Local-Regional Management and Prognosis by Jennifer Plichta, MD, MS, 

FACS

Clinical Controversies
• To Clip or Not to Clip by Abigail Caudle, MD MS and Viviana Galimberti, MD

Axillary Management
• Axillary Management by Tracy-Ann Moo, MD
• The OPBC-04/EUBREAST-06/OMA Study by Giacomo Montagna MD
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Local Therapy



Contralateral Mastectomy in Patients with Germline Mutations
Katharine Yao, MD
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Yao, K. SABCS Educational Session 12/6/22

Presenter Notes
Presentation Notes
Discussing patients that are actually affected with the genes in question- not discussing risk reducing mastectomyWe have identified multiple genes with varying penetrance and contribution to the development of breast cancer with the most common being BRCA1/2 , but others listed there with high penetrance. In affected carriers, there is a real risk for the development of contralateral breast cancer, particularly when stratified by age, noting much higher risk for patient with their first diagnosis below the age of 40



Contralateral Mastectomy in Patients with Germline Mutations
Katharine Yao, MD
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Yao, K. SABCS Educational Session 12/6/22

Presenter Notes
Presentation Notes
Survival benefit greatest in patients with :Patients <40yo• Non triple negative tumor phenotype• Did not receive adjuvant chemotherapy• Grade 1-2 tumorsAt 10 yrs:• 26% had negative feelings about  femininity• 33% had negative feelings about  body appearance• 23% had negative feelings about sexual relationshipsIn a multivariable model adjusting for demographics and tumor stage:• CPM was associated with more body image distressOperative risks include higher rates of complications with bilateral procedures compared to unilateral, with one study quoting a 7-11% overall return to the OR



Contralateral Mastectomy in Patients with Germline Mutations
Katharine Yao, MD
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Yao, K. SABCS Educational Session 12/6/22

Presenter Notes
Presentation Notes
ASCO GUIDELINES FOR MGMT OF HEREDITARY BREAST CANCERCPM should be offered to BRCA carriers who will have unilateral mastectomy or have undergone mastectomy but consider the following:• Age of the patient• Co-morbidities• Life expectancy from the breast cancer and other cancers• Family history• Ability of patient to undergo MRI surveillance



Contralateral Mastectomy in Patients with Germline Mutations
Katharine Yao, MD
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Yao, K. SABCS Educational Session 12/6/22

Presenter Notes
Presentation Notes
Correct misperceptions• Patients assume they need a bilateral mastectomy if  they test positive for a germline mutation• Patients believe if they undergo bilateral mastectomy they will never see cancer again• Patients assume bilateral mastectomy translates to improved survival (because of reason above)•Be supportive •Be patient •Give patients time to make a decision •Ask “what concerns you the most”? • Respect their decision 
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ACOSOG Z11102



Impact of Breast Conservation Therapy on Local Recurrence in Patients with 
Multiple Ipsilateral Breast Cancer – Results from ACOSOG Z11102 

(Alliance)
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Boughey, J. SABCS GS4-01 12/9/22



Impact of Breast Conservation Therapy on Local Recurrence in Patients with 
Multiple Ipsilateral Breast Cancer – Results from ACOSOG Z11102 

(Alliance)
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Boughey, J. SABCS GS4-01 12/9/22

Presenter Notes
Presentation Notes
More recent, retrospective institutional studies demonstrated acceptable LR rates with BCTl Due to improvements in:- breast imaging-pathologic margin  assessment- systemic therapy- radiation therapy
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Boughey, J. SABCS GS4-01 12/9/22

Presenter Notes
Presentation Notes
Has to ensure that they were truly separate lesions



Impact of Breast Conservation Therapy on Local Recurrence in Patients with 
Multiple Ipsilateral Breast Cancer – Results from ACOSOG Z11102 

(Alliance)
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Boughey, J. SABCS GS4-01 12/9/22

Presenter Notes
Presentation Notes
Oncoplastics was permittedAxillary nodal staging was createdWB with lumpectomy boost site to all sites of resectionSystemic therapy in the adjuvant setting onlyZ11102 Primary ObjectiveTo assess the local recurrence (LR) rate with breast conservation in patients with multiple ipsilateral breast cancer (MIBC)Acceptable 5-year LR rate for BCT was defined as less than 8%Z11102 Secondary Objectives-Rate of conversion to mastectomy 7.1% (14 patients converted due to positive margins)67.6% achieved margin-negative excision in a single operation-Cosmetic outcome PRO - good or excellent in 70.6% at 2 years-Adherence to protocol directed radiationIncreasing radiation boost volume associated with acute dermatitis, but not associated with worse overall cosmesis
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Boughey, J. SABCS GS4-01 12/9/22

Presenter Notes
Presentation Notes
Ultimately, 204 patients were evaluable for the primary endpointOf note, there was an amendment to the protocol in 2015 that allowed patients to enroll without an MRI and allowed post-surgical enrollment of patients with BCS for MIBC (met study criteria, but had already undergone resection)Basic CharacteristicsMean age of 6197% had two lesionsEqual split between T1 and T2Predominantly N0 disease at 96%Mostly Median follow up 66 monthsRegarding the primary endpoint, 6 out of 204 patients have developed LR  -4 ipsilateral breast, 1 skin and 1 chest wallThis resulted in a cumulative incidence of local recurrence at 5 years of 3.1% as shown above
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Boughey, J. SABCS GS4-01 12/9/22

Presenter Notes
Presentation Notes
They were unable to perform multivariable analysis to determine factors that influence local recurrence rate due to low event rate. Patients with triple negative disease had the highest local recurrence rate at 10% (only 1 event)Higher local recurrence rate in those that did not get endocrine therapy
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Boughey, J. SABCS GS4-01 12/9/22

Presenter Notes
Presentation Notes
Limitationsl Single arm studyl Small subset of patients withl No preop MRI l HER2+ or ER-/HER2- disease l Three foci of disease l 5 year follow up – short for ER+ disease
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Locoregional Management



Poster Spotlight:
Local-Regional Management and Prognosis

Jennifer Plichta, MD, MS, FACS

18

Presenter Notes
Presentation Notes
Prognostic and predictive tools needed for DCIS• RT standard for DCIS after BCS• Low-risk (<10%) for ipsilateral breast recurrence (IBR) risk may forego RT• All prospective trials > RT reduces IBR by ~50%• Even in low risk patients (RTOG 9804: non-palpable, grade 1-2, <2.5 cm with >3 mm margins)



Poster Spotlight:
Local-Regional Management and Prognosis

Jennifer Plichta, MD, MS, FACS
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Plichta, J. SABCS Poster Spotlight Discussion 15 12/8/22

Presenter Notes
Presentation Notes
METHODSDCIS patients (n=926) from 4 international cohorts • BCS with RT (n=641) and without RT (n=335)• Median follow up 8.5 yrs • Analyzed 7-gene biosignature and Residual Risk subtype (RRt)• Biosignature reported a decision score (DS) of 0-10 and presence/absence of the RRt• Subgroups based on biosignature and RRt• Low Risk = DS≤2.8 without RRt• Elevated Risk = DS>2.8 without RRt• Residual Risk = DS>2.8 with RRt• 10-yr total IBR rates evaluated using Cox Proportional Hazards and Kaplan Meier analysis



Poster Spotlight:
Local-Regional Management and Prognosis

Jennifer Plichta, MD, MS, FACS
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Plichta, J. SABCS Poster Spotlight Discussion 15 12/8/22

Presenter Notes
Presentation Notes
Nonsignificant difference in the biosignature low risk group in whether they had radiation or notIn the high risk group, there was a significant radiation benefit in all groups including the low-risk charactacteristics. 
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Jennifer Plichta, MD, MS, FACS
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Plichta, J. SABCS Poster Spotlight Discussion 15 12/8/22
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Clinical Controversies



“To Clip or not to Clip”
Viviana Galimberti, MD

23

Galimberti, V. SABCS Clinical Controversies 12/7/22

Presenter Notes
Presentation Notes
The goal of axillary deesclation is to limit morbidity and improve patient quality of life



“To Clip or not to Clip”
Viviana Galimberti, MD

24

Galimberti, V. SABCS Clinical Controversies 12/7/22

Presenter Notes
Presentation Notes
Per NCCN guidelines SNB is permitted. Removal of three nodes, allows the false negative rate to drop below 10%. FNR is so important because in Z11 there were 27% of other axillary nodal involvement that weren’t SLNB even though this did not cause increased axillary recurrence or translate to poor outcomes.5 studies that favor SNB alone



“To Clip or not to Clip”
Viviana Galimberti, MD
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Galimberti, V. SABCS Clinical Controversies 12/7/22

Presenter Notes
Presentation Notes
The presenter offered these five studies in favor of sentinel lymph node biopsy alone, emphasizing the low rates of axillary recurrence over varying amounts of followup. We will discuss another paper involving this later on. 



“To Clip or not to Clip”
Viviana Galimberti, MD
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Galimberti, V. SABCS Clinical Controversies 12/7/22

Presenter Notes
Presentation Notes
This study by the presenter looked at an increased number of patients in 396 with a mean follow of 61 months and found a single axillary failure in a patient that started node positive and converted to node negative after neoadjuvant chemotherapy. The  10-year  follow-up  confirmed  our  preliminary  data  that  the  use  of standard  SNB  (no  TAD)  is  acceptable  and  will  not  translate  into  a  worse outcomeThey concluded that -A supposed high FNR should not be used a priori to decide that initially cN1  should not receive SNB alone -The  SNB  is  acceptable  particularly  in those  with  high  pCR seen  in  patients  with HER2 positive disease and TN  
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Viviana Galimberti, MD
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Galimberti, V. SABCS Clinical Controversies 12/7/22



“The Case for Clipping Nodes”
Abigail Caudle, MD MS
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Caudle, A. SABCS Clinical Controversies 12/7/22

Presenter Notes
Presentation Notes
The concept for TAD really started with Z1071 where clip placement was noted in 170 patient cN1 patients and 2+ SLNs were examined. When the clip was found in a SLN, the false negative rate dropped precipitously to around 7%. This made sense when thinking about judging response to chemotherapy- you want to look at the node that you knew (biopsy proven) had cancer in it prior to treatment. Main arguments of this side were:Evaluating clipped node in addition to sentinel nodes is more accurate assessment of axillary response • Residual small volume disease in the axilla has prognostic and therapeutic implications



“The Case for Clipping Nodes”
Abigail Caudle, MD MS
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Caudle, A. SABCS Clinical Controversies 12/7/22

Presenter Notes
Presentation Notes
The clipped note isn’t always a sentinel node! SenTa- 50 institutions in GermanyRISAS- multi institutional studyWhen you look at these three trials, the false negative rate dropped significantly when both the sentinel nodes and the clipped node were removed. 



“The Case for Clipping Nodes”
Abigail Caudle, MD MS
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Caudle, A. SABCS Clinical Controversies 12/7/22

Presenter Notes
Presentation Notes
When sentinel node is done in isolation, there can be residual disease left behind. (Not insignificant)Adjuvant decisions can then be impacted by residual disease so it is important to have an accurate idea of whether there is residual disease or not. HER2+ – T-DM11 • TNBC – Capecitabine2 • HR+ -  Abemiciclib3 • BRCA Patients – Olaparib
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Axillary Management



Spotlight Poster Discussion: Axillary Management
Tracy-Ann Moo, MD
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Moo, T. SABCS Poster Spotlight Discussion 15 12/8/22

Presenter Notes
Presentation Notes
N=500, cN+• Tailored axillary surgery (TAS)-removal of suspicious palpable nodes and SLNs• Randomized to ALND vs. Axillary RT• HR+/HER 2- 80%, HER 2+ 11.6%, TN 6.9%Genomic testing: Monarch E, RxPonder



Spotlight Poster Discussion: Axillary Management
Tracy-Ann Moo, MD
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Moo, T. SABCS Poster Spotlight Discussion 15 12/8/22

Presenter Notes
Presentation Notes
Patients that had a dissection had a higher median number of nodes removed, but also a higher number of positive nodesDid this number of higher nodes translate into a difference in systemic therapy administration, it did not. 
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Moo, T. SABCS Poster Spotlight Discussion 15 12/8/22

Presenter Notes
Presentation Notes
No difference in the utilization of these systemic therapies
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Moo, T. SABCS Poster Spotlight Discussion 15 12/8/22

Presenter Notes
Presentation Notes
N=500, cN+• Tailored axillary surgery (TAS)-removal of suspicious palpable nodes and SLNs• Randomized to ALND vs. Axillary RT• HR+/HER 2- 80%, HER 2+ 11.6%, TN 6.9%
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OPBC-04/EUBREAST-06/OMA Study



Oncological Outcomes with Omission of ALND
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Montagna, G. SABCS GS4-02  12/9/22



Oncological Outcomes with Omission of ALND

38

Montagna, G. SABCS GS4-02  12/9/22

Presenter Notes
Presentation Notes
Dual-tracer mapping, removal of ≥ 3 SLNs, or the combination of SLNB with retrieval of the sampled clipped lymph node (TAD) reduce the false-negative rate• Whether the reduction in the false-negative rate observed with TAD translates into a significant reduction in the rate of axillary recurrence is unknown• There is no consensus on which axillary staging procedure should be used in this SettingThe aims of this study were to :To evaluate rates of axillary, locoregional, and any invasive recurrence in a large, real-world cohort of node-positive patients who achieved nodal pCR with NAC, after omission of ALND • To compare rates of axillary recurrence after SLNB with dual-tracer mapping versus TAD



Oncological Outcomes with Omission of ALND
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Montagna, G. SABCS GS4-02  12/9/22

Presenter Notes
Presentation Notes
25 centers, 11 countriesPrimary outcome: axillary recurrence, locoregional recurrenceInclusion criteria  • T1-4 • Biopsy-proven nodal metastases (N1-3) • Nodal pathologic complete response (pCR) • SLNB performed with dual-tracer mapping or • TAD (image-guided localization of the sampled node in combination with the SLNB procedure with or without dual mapping) • A minimum of 10 cases per institution Exclusion criteria  • ALND • Inflammatory breast cancer • Stage IV • < 1-year follow-up 1144 patients includedMean age of 50Mostly T2N1Poorly differentiated ductal carcinomas- most of themFewer lymph nodes removed in the TAD groupNo difference in the use of radiation therapyTAD group more likely to get nodal radiation



Oncological Outcomes with Omission of ALND
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Montagna, G. SABCS GS4-02  12/9/22

Presenter Notes
Presentation Notes
Patient with the recurrences were all T2N1 (1 was T3N1)3/4 were Her2+, all but one of the patients did NOT UNDERGO RADIOTHERAPY OR NODAL RT



Oncological Outcomes with Omission of ALND
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Montagna, G. SABCS GS4-02  12/9/22

Presenter Notes
Presentation Notes
3 years no difference
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Montagna, G. SABCS GS4-02  12/9/22



Oncological Outcomes with Omission of ALND
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Montagna, G. SABCS GS4-02  12/9/22

Presenter Notes
Presentation Notes
These results support omission of ALND in patients who successfully downstage to node-negative disease after NAC • Ongoing prospective studies will provide further insight to whether arm function and lymphedema rates differ after different staging procedureLimitationsRetrospectiveDifference in median follow up between the two groups
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Impact of Breast Conservation Therapy on Local Recurrence in Patients with 
Multiple Ipsilateral Breast Cancer – Results from ACOSOG Z11102 

(Alliance)
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Presenter Notes
Presentation Notes
Z11102 Primary ObjectiveTo assess the local recurrence (LR) rate with breast conservation in patients with multiple ipsilateral breast cancer (MIBC)San Antonio Breast Cancer Symposium®, December 6-10, 2022Acceptable 5-year LR rate for BCT was defined as less than 8%Z11102 Secondary Objectivesl Rate of conversion to mastectomy 7.1% (14 patients converted due to positive margins)67.6% achieved margin-negative excision in a single operationl Cosmetic outcome PRO - good or excellent in 70.6% at 2 yearsl Adherence to protocol directed radiationIncreasing radiation boost volume associated with acute dermatitis, but not associated with worse overall cosmesis
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