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• 67F underwent screening mammogram 5/01/25, subsequent 
diagnostic mammogram and US 5/15/25 demonstrating 1.8cm 
heterogenous mass with indistinct margins in the right breast 

• US-guided biopsy: Right invasive mammary carcinoma with lobular 
features, Grade 2, ER-/PR-/Her2- (TNBC), Ki-67 10-20%

• MRI 6/16/25: Enhancing mass with clip artifact at biopsy-proven site 
of malignancy, 2.7 x 1.8 x 2cm with additional clumped enhancement 
contiguous with index carcinoma, overall span 4.7cm

• cT1cN0M0 (Mammo) vs cT2N0M0 (MRI)

HPI



4

• Treatment team favored upfront surgery over neoadjuvant treatment given 
Grade 1 tumor with lobular features with low Ki-67 

• 7/11/2025 Right Total Mastectomy, R SLNB, Left Prophylactic Total Mastectomy
• Right Mastectomy:

• Invasive mammary carcinoma, Grade 2
• Tumor measures at least 25mm
• LVI present
• Margins free of tumor

• Right Sentinel Lymph Node: Positive for carcinoma (2/2)
• 1 lymph node with largest tumor deposit measures 2mm
• 1 lymph node with micrometastasis
• No evidence of extranodal invasion

Treatment

Pathologic Stage 
IIB (pT2N1aMx)
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• Adjuvant Chemotherapy: Completed four cycles of TC (9/5/25-11/7/25)

• Adjuvant XRT: PMRT + RNI 42.56Gy in 16 fractions to chest wall and regional lymph nodes 
including IMN (completed 12/22/2025)

• CT A/P performed 5/13/2026 as routine follow up for adrenal adenoma
• Multiple new lytic and sclerotic lesions throughout the osseus structures, concerning for osseus 

metastatic disease

• Stable left adrenal adenoma (1.2cm)

• 6/11/2026 Right Iliac Bone Biopsy

• Metastatic carcinoma consistent with breast primary (ER-/PR-/HER2-)
• PDL1 negative

• Datopotamab deruxtecan started 6/09/26

• Last follow up 9/01/26
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• Neoadjuvant chemotherapy vs upfront surgery in early stage, clinically node 
negative, triple negative breast cancer

• Candidate for KEYNOTE-522 regimen based on pre-operative MRI (T2N0)1 
• Would response to NAC have impacted her adjuvant treatment regimen?

• Management of her axilla would have differed with NAC
• ASCO/ASTRO guidelines support PMRT with RNI and omission of ALND in 

patients with cT1-3N0 invasive breast cancer undergoing mastectomy with 1-
2 positive SLN2

• In setting of NAC, cN0 patients with +SLN require ALND

Discussion

1.  Schmid P, Cortes J, Pusztai L, et al. Pembrolizumab for Early Triple-Negative Breast Cancer. N Engl J Med. 2020;382(9):810-821. doi:10.1056/NEJMoa1910549
2. Park KU, Somerfield MR, Anne N, et al. Sentinel Lymph Node Biopsy in Early-Stage Breast Cancer: ASCO Guideline Update. J Clin Oncol. 2025;43(14):1720-1741. 

doi:10.1200/JCO-25-00099
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History 
42-year-old premenopausal female who 
presented with a 6-week history of a self-
palpated mass along the lateral aspect of 
her left breast. 

Significant family history of breast cancer; 
prior genetic testing negative

Physical Exam 
Palpable left breast mass at 3 o’clock 
position, 4 cm from the NAC, no palpable 
axillary lymphadenopathy 

 

4 cm 



Imaging 
• Diagnostic mammogram – focal asymmetry in the L breast at 3’0 clock position, 

dense breast tissue, BI-RADS 4 (suspicious for malignancy)

• Left Breast US: Ill-defined 16 mm mass  at the 3’0 clock position, 4 cm from 
NAC, with benign-appearing axillary lymph nodes 

•  Bilateral breast MRI: 18mm enhancing mass in the left lower quadrant, 4 cm 
from NAC, with indistinct margins. No other enhancing masses. In the left axilla, 
largest lymph node measures approximately 15 mm in maximal diameter and has 
a benign appearance. No other abnormalities in either breast or adenopathy. 



Q1.

When would you consider/order a breast 
MRI, particularly in younger women?



Core Needle Biopsy

Path: Moderately diff. 
Invasive ductal 

adenocarcinoma (IDC), 
Nottingham grade 2, ER  
95%, PR   90%, HER2  0 
(negative), Ki-67  18%.

Intermediate-grade DCIS 



Lumpectomy + SLNB



Clinical trials on Multigene assays in 
localized ER+/HER2- Breast cancer 





Q2.

How are you implementing the Prosigna assay 
testing into your workflow in your institution? Who 

sends the test (oncology vs. surgery)?



Q3.

Have you had instances where you performed 
two different genomic assays? What was the 

rationale, and how did it influence your 
treatment decision? 



Q4.

Are there any other assays your institution uses? 
What is the discussion between surgery and 

oncology? How do you decide who will send the 
assay?







Q5.

If this was N2 disease, does a low ROR in a patient with 4-9 
positive nodes give you enough confidence to omit 

chemotherapy, or do clinical factors still override the assay 
in higher nodal burden?



Q6.

How should we translate the OPTIMA ≤60 de-escalation 
cutoff into practice given that commercial reports place N+ 

patients with ROR >40 as high risk? Are we comfortable 
sparing chemotherapy in the 41-60 intermediate group?



Treatment Plan 

Post-lumpectomy RT 5,000 cGy in 25 fractions (currently undergoing)

OFS initiated with plan for Letrozole post- RT completion  

Targeted therapy – Planned integration of CDK4/6 inhibitors 

Chemotherapy omitted 



Q7.

 
As adjuvant CDK4/6i become standard for high-risk HR+ 

disease, how does a patient’s genomic assay result 
influence your decision to add chemotherapy versus 

proceed to endocrine therapy plus a CDK4/6i as was done 
in this case?



Q8.

If this patient had a known N1 disease at 
presentation, how would that impact your decision 

on giving neoadjuvant versus adjuvant systemic 
therapy? 



Thank you! 
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51 year old female (post-menopausal) who presented for screening 
mammogram in April 2026. 

Screening mammogram: calcifications medial right breast and architectural 
distortion 
Diagnostic mammogram and US: mass at 10:00 and calcifications medial to this 
mass 
Biopsy: LCIS in both mass and calcifications 
Concordance: Mass-forming LCIS is discordant 

K.M. 
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Surgery: Right breast seed guided partial mastectomy 
Surgical pathology: Invasive lobular carcinoma (1.3cm), grade 1, ER+/PR-HER2-
Stage: pT1cNxM0 

Treatment 
- Surg onc: SLNB omitted 
- Med onc: Oncotype 12, no adjuvant chemotherapy, will receive adjuvant 

endocrine therapy (anastrozole)
- Rad onc: Adjuvant radiation treatment 

K.M. 
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Criteria for omission of SNLB
- Emory criteria: age >60, no LVI, grade 1 or 2, cT1, ER+/HER2-
- ASCO guidelines: SLNB omission for age >50 and postmenopausal with negative findings on 

preop US, grade 1-2, <2cm HR+/HER2- invasive ductal cancer
- NCCN guidelines: same criteria as above can be considered for omission of SLNB, caution 

should be used in those with lobular histology 

Changes in practice with lobular histology  
- Scardina et al., 2026: Axillary Nodal Positivity in Early-Stage Invasive Lobular Carcinoma: 

Implications for Sentinel Lymph Node Biopsy Omission 
- 20.2% of patients with early-stage clinically node negative ILC harbor occult axillary 

metastasis
- Pathologic tumor size was the primary determinant of nodal involvement
- Omission of SLNB in ILC may carry a risk of axillary understaging with potential 

therapeutic implications 

Discussion Points 
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Patient Case 
A 50 F presents to your clinic with the following history:
- Screening MMG: R breast mass in UOQ
- Diagnostic ultrasound: 2.1 x 1.6 x 1.2 cm irregular 

hypoechoic mass in the right breast @ 9:00 and 
suspicious 1.7 x 1.0 x 1.0 cm R axillary lymph node.

- R breast and R axillary ultrasound-guided biopsies
- R breast core biopsy: invasive ductal carcinoma, grade 1-2

- ER 0.8%, PR 0.1%, HER2 3+
- R axillary lymph node: metastatic carcinoma

- Diagnostic MMG: Calcifications spanning up to 8.4 cm AP 
x 9.5 cm craniocaudal 

- Bilateral Breast MRI: Irregular mass in the right breast 
measuring 20 x 15 x 25 mm with non-mass enhancement 
of 40 x 30 x 20 mm; abnormal right axillary lymph node

Clinical Staging: T(2-3)N1 
HER2+ IDC
ER- and PR- 

Diagnostic 
Mammogram: 
RLM

Diagnostic 
Axillary 
Ultrasound



Panel: What Would You Do for This Patient?

• What would make you consider DESTINY-Breast11 (4 cycles of T-
DXd followed by 4 cycles of THP) over neoadjuvant TCHP or THP?
• What if she were node-negative? Would you consider THP prior to 

T-DXd?
• What if she were triple-positive?

Clinical Stage T(2-3)N1 R Breast IDC

HER2 3+ (strongly HER2+) 
ER- and PR- 



Historical Neoadjuvant Therapy for 
High-Risk Operable HER2+ Breast 

Cancer
NEOSPHERE: pCR % was highest in the neoadjuvant 
THP arm (given for 4 cycles) at 45.8% (p=0.014).

TRYPHAENA:  TCHP arm (given for 6 cycles w/o 
anthracycline-based therapy) showed comparable 
pCR %  to anthracycline-based regimens with THP 
(66% v 57%). pCR was an exploratory endpoint.

TRAIN-2: Nearly identical pCR  rates (68 v 67%) in 
patients that received neoadjuvant TCHP with and 
without anthracycline.

Therefore, standard of care neoadjuvant 
chemotherapy for HER2+ breast cancer became 
TCHP (without anthracyclines). 



De-Escalation Trials

Phase II Single-Arm Study
• Overall pCR Rate: 43.8%
• HER2+/HR- pCR rate: 63.7%
• HER2+/HR+ pCR rate: 32.4%
• Factors that predicted better pCR: ER/PR 

negativity, HER 2 3+ (strongly +), weekly 
paclitaxel 

Phase III Randomized-Control, Noninferiority Trial
• pCR rates 65.9% v 64.1% 
• Noninferiority endpoint met

• -1.8; 95% CI -8.5 to 5.0; P = 0.0089
• Stratification by HR status:

• ER-/PR- tumors had higher pCR rates  in both 
arms compared with ER+/PR+ tumors



In higher-risk operable HER2 + breast cancer, 
can we do better?





Patient Characteristics



DESTINY-Breast11
pCR and EFS

T-DXd-THP is favored across these populations Immature EFS data



DESTINY-Breast11: Subgroup Analyses



DESTINY-Breast11: Safety and Tolerability



Panel: What Would You Do For This Patient?

• If using the DB-11 regimen, are you getting repeat breast imaging 
between T-DXd and THP to assess response?
• What if she were a heavy smoker? Or had underlying lung disease?
• If choosing DB-11, how often are you getting a CT Chest to assess for 

ILD?
• What if she develops ILD during the T-DXd portion of regimen?

Clinical Stage T(2-3)N1 R Breast IDC

HER2 3+ (strongly HER2+) 
ER- and PR- 



Back to the Case 
• She underwent systemic imaging to confirm M0 disease
• She was started on the DESTINY-Breast11 regimen given that her tumor is 

node-positive and strongly HER2 positive
• After cycle 4, her response to treatment will be assessed with breast imaging 
• CT Chest every 6 weeks to surveil for ILD
• At time of surgery if her tumor achieves pCR, she will complete one year of 

HER2-directed therapy (trastuzumab + pertuzumab)
• If she does not achieve pCR, what next?



After neoadjuvant therapy, what if pCR is not 
achieved?

For residual disease, T-DM1 became the 
adjuvant standard of care





Outcomes

DESTINY-Breast05 Outcomes

3–year invasive disease-free 
survival

92.4% (T-DXd) v 83.7% (T-DM1)
HR 0.47; p  < 0.0001

3-year disease-free survival 92.3% (T-DXd)  v 83.5%  (T-DM1)
HR 0.47, p <0.0001

3-year brain metastasis-free 
interval 

97.6% (T-DXd) v 95.8%   (T-DM1)
HR 0.64, 95 CI: 0.35 -1.17

3-year distant-recurrence interval 93.9 (T-DXd) v 86.1%   (T-DM1)
HR 0.49, 95 CI: 0.34-0.71

Overall survival Not yet mature



Safety 



• For whom would you consider the DB-05 regimen?
• What if they received DB-11 in the neoadjuvant setting?
• How often are you getting chest CT scans during adjuvant 

T-DXd?
• If the patient is getting adjuvant radiation, are you starting 

concomitant T-DXd or waiting until after radiation?
• What if they develop Grade 2 or higher ILD in the adjuvant 

setting? Do you pivot to HP or T-DM1 (Kadcyla)?

Panel: What Would You Do For This Patient?



Conclusions

• In patients with higher risk HER2+ (Stage II-III) eBC, the DESTINY-
Breast11 regimen is an FDA-approved neoadjuvant therapy
• If pCR is not achieved and residual disease remains, the DESTINY-

Breast05 regimen is now an FDA-approved therapy
•  Consider DB05 if significant residual disease remains, particularly nodal 

disease 
• If residual disease remains in the breast only, I would strongly consider T-

DM1 given the safety and tolerability challenges with 14 cycles of T-DXd

• It is important to monitor for ILD while on this regimen
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