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De-escalation of lymph node surgery for early 
stage cancers



(2016) Don’t routinely use sentinel node biopsy in clinically node 

negative women >70 years of age with hormone receptor  positive, 

HER2-negative invasive breast cancer.



Sentinel Node vs Observation After Axillary Ultra-Sound (SOUND)

SNLB No 

SNLB

Axillary 

recurre

nce

0.4% 0.7%

LRR 1.7% 1.6%

Distant 

met

1.8% 2%

Deaths 3% 2.6%



• INSEMA trial aimed to investigate whether surgical axillary staging as part of breast-

conserving therapy (BCT) for early BC can be avoided without compromising survival

• Prospective, randomized, noninferiority trial

• Enrolled patients ≥ 18 y.o. with “early” invasive breast cancer, defined as:

o Tumor size ≤ 5 cm (clinical T1-T2)

o Node negative on clinical assessment (cN0) and imaging (iN0); if iN+, negative Bx 

or FNA required

• Underwent BCT (lumpectomy PLUS post-operative whole-breast radiotherapy)

Goal: show noninferiority of complete omission of axillary surgery to SLNB with respect to 

iDFS

INSEMA - taking SOUND one T stage further



INSEMA - taking SOUND one T stage further

SOUND INSEMA

Median age 60 62

Tumor size Median -

1.1cm

90% T1: 1.1cm

(Median T2: 2.5cm)

Tumor Grade 80% G1-G2 96% G1-G2

ER+HER2- 

patients

88% 95%

Noninferiority criteria met for iDFS

5 year iDFS:

-91.9% (95% CI 89.9%-93.5%) for no axillary surgery 

-91.7% (95% CI 90.8%-92.6%) for SLN surgery

5 year Overall Survival (OS):

-98.2% (95% CI 97.1%-98.9%) for no axillary surgery 
-96.9% (95% CI 96.3%-97.5%) for SLN surgery



SNLB omission studies 
SOUND  (2023) INSEMA (2025) BOOG 2013-08 

(2025 – SABCS)

NAUTILUS 

Study population 1463 4858 1574 1734

Median age 60 62 61 55 (40% 

premenop)

Tumor size 1.1cm 90% T1: 1.1cm

(Median T2: 2.5cm)

83% T1 1.3cm 

86% T1

Tumor Grade 80% G1-G2 96% G1-G2 83% G1-G2 TBD 2027

ER+HER2- 

patients

88% 95% 86% TBD 2027

LRR SNLB – 1.7%

No SNLB – 1.6%

SNLB – 1.4%

No SNLB – 1.8%

SNLB - 0.5%

No SNLB - 1.2%

TBD 2027

5-yr DDFS SNLB – 97.7%

No SNLB – 98%

(iDFS)

SNLB – 91.1%

No SNLB – 91.4%

SNLB – 98.3%

No SNLB – 96.1%

TBD 2027

R. J. Schipper, et al. Omission of sentinel lymph node biopsy in clinically T1-2 node-negative breast cancer patients treated with breast-conserving therapy: results of the Dutch BOOG 2013-08 randomized 
controlled trial after a median follow-up of 5 years [abstract]. In: Proceedings of the San Antonio Breast Cancer Symposium 2025; 2025 Dec 9-12; San Antonio, TX. Philadelphia (PA): AACR; Clin Cancer 
Res 2026;32(4 Suppl):Abstract nr GS2-11



ASCO April 2025 Guideline on SNLB omission

Clinicians should not recommend routine SLNB in select patients who are 

postmenopausal and ≥50 years of age and with negative findings on 

preoperative axillary ultrasound for grade 1-2, small (≤2 cm), hormone 

receptor–positive, human epidermal growth factor receptor 2–negative breast 

cancer and who undergo breast-conserving therapy.



Alternatives to surgery – cryoablation and 
ablative therapy



Cryoablation

Slides shared with permission from Dr. Souda Fazeli, UCSD

Mechanism of Action

Cellular destruction through 
freezing

Freeze

• Cell shrinkage and 
dehydration

• ↑ extracellular osmolarity

Passive thaw

• ↓ extracellular osmolarity

• Cell swells and bursts

Second freeze

• Apoptosis

• Necrosis

• Immune activation

B

10 min.  8 min. 10 min.

Tumor
antigen



Cryoablation

Slides shared with permission from Dr. Souda Fazeli, UCSD



Cryoablation

Slides shared with permission from Dr. Souda Fazeli, UCSD



Laser (thermal) Ablation

B

BR-002 Trial

2 probes :

- 1 probe to deliver energy to destroy tumor

- 1 probe at edge of tumor to track temp

97% success rate of complete ablation
When tumors <15mm



Laser (thermal) Ablation

B

Follow-up BR-003 Trial

• Currently open at UCSD for patients with 

tumors <15mm that have to be >5mm 

from skin or chest wall

• Visible on US and MRI

• Surgical removal occurs shortly after 

ablation



De-escalation of surgery after chemotherapy



Is SLNB enough for patients who were cN+ and then convert to ypN0? YES

MSK Study: 234 patients converted to ypN0 after chemo and 

Treated with SLNB only.5

- 62% HER2+; 18% TNBC. Majority received postop RT (70%)

- 1 nodal recurrence (<0.5%) over F/U period 3.5 yrs

McGill Study: 58 pts cT1-2 → ypN0 and treated with SNLB/XRT 

- 70% of these patients received RT

- No axillary recurrences at 5 yrs follow-up6



Is SLNB enough for patients who were cN+ and persist as ypN1? 

Alliance 011202 will answer this but in the meantime…

Retrospective review of prospective, multi-center 

RCT for high-risk breast cancers determined by 

genomic testing randomized to neoadjuvant novel 

agents/standard of care

N = 1515 with 501 ypN+ (127 SNLB only)

SNLB only ALND

Ax 

recurrence

5.2% 3.6%

LRR 7.7% 14%

DRFS 70% 66.7%

EFS 70.4% 63.2%

Conclusion: With short term follow-up, omission of ALND in selected patients in ypN0 and ypN+ 

was not associated with worsened axillary recurrence, LRR, DRFS and EFS.



De-escalation of breast surgery for exceptional responders

Path CR following neoadjuvant systemic therapy for HER2+ and TNBC can be as high as 60%.

50 patients: 29 HER2+ and 21 TNBC

- 31 had breast pCR from biopsy therefore no 

breast surgery

- Ipsilateral breast tumor recurrence rate 0% at 55 

mts
- 5 yr OS 100%



Take home messages

1. We can consider omitting SNLB in postmenopausal women >50 with ER+HER2- cN0 

cancers  if the lymph node sampling does not influence adjuvant therapy recommendations. 

Always best to discuss in a multidisciplinary fashion!

2. Ideal cryoablation candidates are patients >70 with unifocal tumors <1.5cm ER+HER2-, cN0 
with ultrasound visible tumors and who are willing to consider adjuvant therapy

o Thermal ablation may also become an option for similar candidates

3. Targeted sentinel lymph node sampling for cN+ converting to cN0 after chemotherapy is 

reasonable and has low axillary recurrences

4. Targeted sentinel lymph node sampling for ypN+ remains controversial but current data shows 

noninferior results for axillary recurrence, LRR, DRFS and EFS. We shall wait for Alliance 

011202!

5. Keep eyes and ears perked for more studies regarding no breast surgery for exceptional 

responders following chemotherapy
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