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ABSTRACT

Introduction: This study aims to disseminate evidence-based expert consensus statements derived from the 2025 International 

Symposium on Breast Diseases of Inland São Paulo (SIMIP), addressing four critical areas in breast cancer management: (1) initial 

treatment strategies for luminal breast cancer with imaging-positive (iN1) and clinically positive axilla (cN1); (2) therapeutic 

approaches for estrogen receptor–low (ER-low) breast cancer; (3) optimal duration of adjuvant endocrine therapy (ET) in luminal 

tumors; and (4) criteria for omitting axillary surgery in early breast cancer. Methods: The 2025 São Paulo Breast Diseases Symposium 

was a two-day event held in São Paulo, Brazil, involving 110 panelists, including 99 mastologists (90%) and 11 professionals from 

related fields (pathology, breast imaging, radiotherapy, and clinical oncology). Panelists were selected based on recognized 

expertise, defined by at least 10 years of clinical experience or significant academic contribution. Four priority thematic axes 

were identified through a pre-symposium survey of Brazilian and South American specialists. Each topic was introduced by a 

10-minute evidence-based lecture followed by a 50-minute technical debate. Anonymous electronic voting was conducted via a 

secure online platform during hybrid sessions, with consensus defined as agreement by ≥75% of participants. Results: For patients 

with imaging-positive axilla (iN1), 52% of panelists preferred upfront surgery, without reaching consensus. In clinically positive 

axilla (cN1), treatment choice between upfront surgery and neoadjuvant chemotherapy varied according to age and menopausal 

status, supported by 57% of voters, also without consensus. A consensus of 84% was achieved to manage ER-low breast cancer 

similarly to triple-negative disease, using chemotherapy combined with endocrine therapy. Regarding endocrine therapy duration, 

consensus was reached for 7–10 years in high-risk Luminal B tumors (97%) and for 5 years in low-risk Luminal A tumors (95%). 

Omission of axillary surgery was supported by 85% of panelists in patients with tumors ≤2 cm, clinically node-negative disease 

(cT1N0), hormone receptor-positive/HER2-negative tumors, and negative axillary ultrasound findings. Conclusions: These expert 

consensus statements support personalized, multidisciplinary strategies to optimize oncologic outcomes while minimizing 

morbidity. Consensus favors extended endocrine therapy for high-risk luminal disease, shorter therapy for low-risk tumors, 

combined chemotherapy and endocrine therapy for ER-low disease, and omission of axillary surgery in carefully selected early 

breast cancer cases. Management of iN1 and cN1 disease should remain individualized based on clinical and biological factors, 

particularly in Brazil, where late-stage presentation remains frequent.
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INTRODUCTION
The 2025 São Paulo Breast Diseases Symposium addressed key con-
troversies in contemporary breast cancer management through a 
structured expert consensus process. Given the heterogeneity of 
breast cancer biology and the evolving role of systemic therapy, 
imaging, and surgical de-escalation, several clinical scenarios remain 
debated in daily practice, particularly within the Brazilian context.

This consensus document focuses on four priority areas iden-
tified as highly relevant for clinical decision-making:
1.	 Initial treatment strategies for luminal breast cancer with 

imaging-positive axilla (iN1) or clinically positive axilla (cN1);
2.	 Management of estrogen receptor–low (ER-low) breast cancer;
3.	 Optimal duration of adjuvant endocrine therapy in luminal 

tumors; and
4.	 Criteria for omitting axillary surgery in early-stage breast cancer.

The objective is to synthesize evidence, expert discussion, and 
voting results to support individualized, multidisciplinary care.

METHODS
The 2025 São Paulo Breast Diseases Symposium was a two-day event 
held in São Paulo, Brazil, with 110 panelists, including 99 mastologists 
(90%) and 11 professionals involved in the diagnosis and treatment of 
breast cancer (pathologists, breast imaging specialists, radiothera-
pists, and clinical oncologists) (10%). Panelists were selected based 
on expertise, with a minimum of 10 years of clinical experience or 
significant academic contributions (e.g., peer-reviewed publications 
or leadership in national breast cancer societies).

The event’s multidisciplinary composition aimed to foster col-
laboration and address gaps in the literature relevant to Brazilian 
clinical practice. Four priority thematic axes were selected through 
a pre-symposium survey of Brazilian and South American breast 
cancer specialists, focusing on regional clinical challenges.

Each topic was introduced with a 10-minute evidence-based 
lecture, followed by a 50-minute technical debate among panel-
ists, discussants, and speakers. Anonymous electronic voting was 
conducted by all 110 panelists via a secure online platform dur-
ing hybrid (in-person and virtual) presentations, with consensus 
defined as ≥75% agreement. Results were tabulated descriptively 
and drafted as expert consensus statements to ensure transpar-
ency, reproducibility, and alignment with regional healthcare needs.

RESULTS

Initial treatment of luminal disease with 
imaging-positive axilla (in1) and clinically 
positive axilla (cn1)

INTRODUCTION
Initial management of luminal breast cancer with axillary involve-
ment — either clinically positive (cN1) or detected by imaging 

(iN1) — requires a personalized approach balancing oncologic 
efficacy and morbidity minimization. The choice between upfront 
surgery or neoadjuvant systemic treatment (chemotherapy [NAC] 
or endocrine therapy [NET]) should consider factors such as 
tumor biology, nodal burden, patient age, menopausal status, 
and genomic profile. During SIMIP 2025, experts reviewed the 
latest evidence and voted on optimal approaches. Consensus 
was defined as ≥75% agreement among panelists.

Rationale and evidence

Luminal disease with iN1 (imaging-positive axilla)

Diagnostic evaluation
Axillary ultrasound (AxUS), combined with fine-needle aspiration 
or core needle biopsy, is essential to confirm nodal involvement. 
Physical examination alone has high false-negative (40–65%) and 
false-positive (17–53%) rates1,2. Histopathologic confirmation is 
critical to avoid overtreatment3.

Therapeutic considerations
In patients with cT1–2 and iN1, upfront surgery with sentinel 
lymph node biopsy (SLNB) is preferred when breast-conserving 
surgery (BCS) is feasible. Studies show that 33–74% of iN1 cases 
have ≤2 positive lymph nodes on SLNB, allowing for avoidance 
of axillary lymph node dissection (ALND)4,5. NAC or NET can 
achieve breast and axillary downstaging, with axillary patho-
logic complete response (pCR) rates ranging from 13% (Luminal 
A-like) to 35% (Luminal B-like)6. The RxPONDER and MINDACT 
trials demonstrate that in postmenopausal women with 1–3 posi-
tive lymph nodes and low genomic risk (recurrence score [RS] 
≤25 or low-risk MammaPrint signature), the benefit of adjuvant 
chemotherapy is marginal (<2% gain in disease-free survival)7,8.

Luminal disease with cN1 (clinically positive axilla)

Clinical evaluation
The presence of clinically palpable lymph nodes (cN1) suggests a 
higher tumor burden. However, the accuracy of physical exam-
ination alone is limited (false-negative 40–65%; false-positive 
17–53%)1,2. AxUS with biopsy confirms nodal status with greater 
precision3.

Therapeutic considerations
For cT3-4 and cN1 or extensive iN1, NAC is standard, as it enables 
BCS and reduces the extent of axillary surgery3. In cT1-2 cN1, the 
choice between upfront surgery and NAC should consider genomic 
risk and patient clinical profile. Postmenopausal women with low 
RS (≤25) can be managed with upfront surgery if BCS is feasible7,8. 
Premenopausal women with cT1-2 cN1 benefit more from NAC, 
although axillary pCR rates remain modest (13–35%)6-9. In cases 
achieving axillary pCR after NAC (ypN0), SLNB is sufficient10-18

. 
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However, residual disease (ypN+) still warrants ALND, pending 
results from ongoing trials3,10-18. In patients >50 years or post-
menopausal, with low-risk luminal tumors and when BCS is not 
feasible, NET may be considered3.

Voting results
During SIMIP 2025, all 110 panelists voted anonymously on the 
best initial treatment strategies:
1.	 cN1:

•	 Upfront surgery: 19%
•	 NAC: 24%
•	 Individualized decision (age/menopause): 57%

2.	 iN1:
•	 Upfront surgery: 52%
•	 NAC: 10%
•	 Individualized decision (age/menopause): 38%

Practical recommendations
	 Criteria for iN1:

•	 Initial surgery preferred for cT1–2 iN1 with feasible BCS.
•	 NAC/NET considered for cT3–4 iN1 or non-feasible BCS.

	 Criteria for cN1: 
•	 Premenopausal: recommend NAC for cT1–2 cN1.
•	 Postmenopausal: considered upfront surgery if RS ≤25.
•	 NAC: standard for cT3–4 cN1.

Estrogen receptor-low breast cancer

INTRODUCTION
Breast cancer with low estrogen receptor expression (ER-low), 
defined as 1–10% positivity, represents a biologically hetero-
geneous subtype sharing features with triple-negative breast 
cancer, while retaining partial sensitivity to endocrine therapy.

Rationale and evidence

Definition and biological profile
Per the American Society of Clinical Oncology and College of 
American Pathologists (ASCO/CAP) 2020 update, ER-low is defined 
as 1–10% ER positivity, distinguishing it from ER-negative (<1%) 
and classic ER-positive (>10%) tumors. Concerns exist regarding 
the reproducibility of ER expression in this range and its thera-
peutic implications, with retrospective data showing variability 
and limited prospective validation18. These tumors are typically 
high-grade (grade 3), with elevated Ki-67 marker (>20%) and low 
progesterone receptor expression (PgR) <1%19-21. Molecular stud-
ies show a predominant basal-like profile, similar to TNBC21-24.

Treatment response and prognosis
ER-low tumors exhibit good sensitivity to chemotherapy, with 
pCR rates comparable to TNBC23. However, their response to ET 

is limited, though not absent. A study presented at ASCO 2024 
showed that omitting adjuvant ET led to worse overall survival 
(hazard ratio [HR] 1.25; 95% confidence interval [CI] 1.05–1.48; 
p=0.01)25. Adding immunotherapy (pembrolizumab) to NAC has 
shown benefit in high-risk ER-low tumors, similar to TNBC26. 
The lack of prospective validation for ER-low treatment strate-
gies underscores the need for further research.

Molecular perspective and current guidelines
Reduced ER1 expression and increased TP53 mutation frequency 
limit ET efficacy21. Genomic signatures like Oncotype DX are not 
fully validated for ER-low but may aid decision-making in low 
clinical risk cases23. The National Comprehensive Cancer Network 
(NCCN) version 3.2025 guidelines classify ER-low as ER-positive 
but recommend an individualized approach, acknowledging its 
similarity to TNBC in aggressiveness3. The European Society for 
Medical Oncology (ESMO) 2024 suggests chemotherapy based 
on aggressive tumor biology, combined with maintenance of 
adjuvant ET in cases with residual ER positivity27.

Voting results
•	 	Treat as TNBC, maintaining ET: 84%
•	 	Treat as TNBC, omitting ET: 11%
•	 	Do not treat as TNBC: 5%

Practical recommendations
Based on voting and literature analysis, the following was 
recommended:
•	 High-risk clinical and/or pathologic ER-low:

•	 Treat as TNBC, using intensive NAC (with or without 
immunotherapy, as eligible).

•	 Maintain adjuvant ET, even with ER-low (1–10%).
•	 Low-risk ER-low (small tumors, grade 1, low Ki-67):

•	 Evaluate individually based on age, comorbidities, and 
patient preferences.

•	 ET may be maintained, despite limited evidence of benefit 
in highly indolent subgroups.

Duration of adjuvant endocrine therapy in 
luminal breast cancer

INTRODUCTION
Adjuvant ET is the cornerstone of treatment for hormone recep-
tor-positive (HR+) luminal breast cancer, significantly reducing 
the risk of local, regional, and distant recurrence. However, the 
optimal duration of ET — 5 years versus extension to 7–10 years 
— remains a critical question, determined by the risk of late recur-
rence, integrating clinical variables (age, stage, histologic grade, 
nodal status) and genomic factors (molecular signatures and risk 
scores). Adherence to long-term ET is often suboptimal in real-
world settings, necessitating monitoring strategies and shared 
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decision-making to optimize outcomes. During SIMIP 2025, experts 
deliberated on two distinct clinical scenarios (high and low risk) 
and established approaches based on ≥75% panelist consensus.

Rationale and evidence
Adjuvant ET has evolved over decades. Initially limited to 2 years 
of tamoxifen, it was extended to 5 years by the mid-1990s. The 
introduction of aromatase inhibitors in the 2000s expanded strat-
egies for postmenopausal women28. The MA.17 trial was pivotal, 
demonstrating that extending ET with letrozole after 5 years of 
tamoxifen significantly improves disease-free survival28. A recent 
meta-analysis (n=29,497) confirmed that extended ET (>5 years) 
reduces recurrence (HR 0.81; 95%CI 0.72–0.92), improves overall 
survival (HR 0.88; 95%CI 0.82–0.95), and reduces distant metas-
tases (HR 0.82; 95%CI 0.69–0.97), particularly in node-positive 
patients29. The risk of late recurrence depends heavily on stage 
and tumor biology. The Early Breast Cancer Clinical Trialists’ 
Collaborative Group (EBCTCG) reported an annual recurrence 
risk after 5 years of ET of 0.50–0.80% for T1a/bN0 and 0.80–1.20% 
for T1cN030. Tools like the Clinical Treatment Score at 5 years 
(CTS5) and molecular tests like the Breast Cancer Index (BCI) 
aid in estimating late recurrence risk and deciding on extended 
ET31,32. Genomic signatures such as Oncotype DX, EndoPredict, 
and MammaPrint help identify ultralow-risk subgroups where ET 
extension can be safely avoided33. Prolonged ET adverse effects 
(osteoporosis, thromboembolic events, vasomotor symptoms, and 
arthralgias) must be weighed, especially in elderly patients with 
comorbidities. Adherence challenges can be addressed through 
patient education, regular follow-up, and shared decision-making 
to balance benefits and risks.

Voting results
•	 High-risk: ET 7–10 years (97%).
•	 Low-risk: ET 5 years (95%).

Practical recommendations
High-risk patients:
•	 Indication: ET for 7–10 years.
•	 Criteria: Age ≤50 years, pN1 or higher, grade 3, Ki-67 >20%, 

Luminal B subtype, or high-risk genomic signature3,29.
•	 Adherence: Monitor adherence through regular follow-up and 

patient education to address side effects and improve compliance.
•	 Low-risk patients: 

•	 Indication: ET for 5 years.
•	 Criteria: Postmenopausal, pT1a/bN0 tumors, grade 1 or 2, ER+/

PR+, HER2-, Ki-67 <10%, no lymphovascular invasion. Includes 
special histologic subtypes (papillary, mucinous, tubular)3,30.

•	 Adherence: Use shared decision-making to discuss benefits 
and risks, particularly in elderly patients with comorbidities.
A summary of the panel-based recommendations for endo-

crine therapy duration is presented in Table 1.

Omission of axillary surgery in early breast cancer

INTRODUCTION
Omission of axillary surgery — both SLNB and ALND — has 
emerged as a safe strategy in well-selected early breast cancer 
cases, aiming to reduce morbidity without compromising oncologic 
control. Complications avoided include lymphedema, neuropathic 
pain, functional limitation, and infectious events. Advances in 
imaging, such as AxUS, combined with the efficacy of systemic 
therapy and radiotherapy (RT), enable surgical de-escalation in 
low-risk patients. During SIMIP 2025, experts evaluated crite-
ria for omitting axillary surgery based on the latest evidence, 
emphasizing its applicability in routine clinical practice while 
noting caution in Brazil due to high rates of late-stage diagnosis.

Rationale and evidence

Historical evolution of axillary management
In the 1970s–1980s, ALND was standard even in clinically 
node-negative (cN0) patients, as shown in the National Surgical 
Adjuvant Breast and Bowel Project (NSABP) B-04 trial31. From 
2000, SLNB replaced ALND in cN0, significantly reducing mor-
bidity, as demonstrated in NSABP B-3231. Subsequent trials like 
the American College of Surgeons Oncology Group (ACOSOG) 
Z0011, After Mapping of the Axilla: Radiotherapy Or Surgery 
(AMAROS), and Optimal Treatment Of the Axilla - Surgery Or 
Radiotherapy (OTOASOR) showed that patients with 1–2 posi-
tive sentinel nodes undergoing BCS and adjuvant RT can forgo 
ALND without loss of locoregional control31. Recent studies, such 
as Sentinel Node vs. Observation After Axillary Ultrasound in 
Breast Cancer (SOUND (2012–2021) and Intergroup Sentinel 
Mamma (INSEMA) (2015–2024), validated omitting even 
SLNB in tumor ≤2 cm, no lymph node involvement (cT1N0) 
patients with negative AxUS, ushering in a new era of axillary 

ET: endocrine therapy.

Risk level Patient profile ET duration (years) Consensus (%) Adherence atrategies

High
Age ≤50, pN1+, grade 3, 

Luminal B
7–10 97

Regular follow-up, 
patient education

Low
Postmenopausal, pT1a/

bN0, grade 1–2, Luminal A
5 95

Shared decision-making, 
monitor comorbidities

Table 1. Endocrine therapy duration recommendations.
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de-escalation34-39. ASCO 2025 endorses this approach in patients 
≥50 years, hormone receptor-positive/human epidermal growth 
factor receptor-type 2-negative (HR+/HER2-), tumors ≤2 cm, 
negative AxUS, and candidates for BCS40. In Brazil, where late-
stage diagnoses are common, careful patient selection is criti-
cal to ensure safety41.

Key clinical trials
•	 ACOSOG Z0011: In 856 cT1–2N0 patients with up to 

2 positive sentinel nodes, no signif icant difference in 
axillary recurrence was observed between groups with 
and without ALND after 9 years (0.5% vs. 1.1%). ALND 
identified additional positive nodes in 27.3% of cases, with 
no survival impact31.

•	 AMAROS and OTOASOR: Demonstrated equivalence 
between SLNB with RT and ALND in patients with up to 
2 positive nodes (axillary recurrence 1–1.8% vs. 0.4–2%), 
despite 32.8–38.5% additional node involvement in ALND31.

•	 SOUND: In 1,405 cT1N0 patients (negative AxUS), distant 
disease-free survival was similar between groups with 
or without SLNB after 5.7 years. SLNB showed 13% node 
positivity, with <1% axillary recurrence35.

•	 INSEMA: In 5,504 cT1–2N0 patients, invasive disease-
free survival was non-inferior without SLNB after 62 
months. Lymphedema was signif icantly lower (1.8% 
vs. 5.7%), and 5-year overall survival was comparable 
(96.6% vs. 95.6%)36.

Imaging evaluation and patient selection
AxUS is the standard tool for confirming nodal status in cN0/
iN0[37]. Absence of suspicious disease on imaging correlates with 
low SLNB positivity (13–15%)35,36. Eligibility criteria for omitting 
axillary surgery include:
•	 Women ≥60 years, HR+/HER2-, cT1N0 (≤2 cm), grade 1–2, Ki-67 

≤20%, no lymphovascular invasion, indicated for BCS + RT35,36,39.
•	 Patients ≥70 years, cT1N0, HR+, treated with endocrine therapy 

alone are also eligible, as shown in Cancer and Leukemia 
Group B (CALGB 93433, HER2+ and triple-negative tumors 
require caution due to aggressive biology and limited robust 
data36,39. In Brazil, high rates of late-stage diagnosis necessitate 
stringent adherence to these criteria.

Voting results
•	 Omission in selected luminal tumors: 85%.
•	 HER2+/TNBC: 5%.
•	 Maintain SLNB in all: 10%.

Practical recommendations
•	 Criteria for omitting axillary surgery:

•	 Omit SLNB and ALND in routine clinical practice for 
patients:

•	 Postmenopausal, ≥60 years, cT1N0 (tumor ≤2 cm), HR+/
HER2-, grade 1–2, Ki-67 ≤20%, negative AxUS, candidates 
for BCS with RT (whole-breast irradiation or partial breast 
irradiation)35,36,39.

•	 ≥70 years, cT1N0, HR+, treated with ET alone3,39.
•	 Caution in Brazil: Due to high rates of late-stage diagnosis, 

strict adherence to eligibility criteria is essential to ensure 
oncologic safety.

DISCUSSION
Across all four thematic axes, panel opinions largely aligned 
with contemporary evidence but frequently did not reach the 
predefined ≥75% consensus threshold. These findings highlight 
areas of ongoing uncertainty, particularly regarding axillary 
management, ER-low tumors, endocrine therapy duration, 
and treatment de-escalation strategies. The Brazilian con-
text, characterized by heterogeneous access to diagnostic 
resources and higher rates of advanced disease at presenta-
tion, reinforces the importance of cautious patient selection 
and multidisciplinary decision-making. To facilitate clinical 
interpretation of the panel discussions on axillary manage-
ment, a pragmatic decision algorithm derived from the vot-
ing results is presented in Table 2.

CONCLUSIONS
This expert consensus from the 2025 São Paulo Breast Diseases 
Symposium provides practical, evidence-informed recommenda-
tions for complex clinical scenarios in breast cancer management. 
The statements reflect majority expert opinion and are intended 
to support individualized clinical reasoning rather than define 

Patient criteria AxUS result Recommendation Consensus (%)

≥60 years, cT1N0, HR+/HER2-, 
grade 1–2, Ki-67 ≤20%, BCS + RT

Negative Omit SLNB/ALND 85

≥70 years, cT1N0, HR+, ET alone Negative Omit SLNB/ALND 85

HER2+ or TNBC, cT1N0 Negative Maintain SLNB 5

Table 2. Decision algorithm: omission of axillary surgery.

AxUS: axillary ultrasound; cT1N0: tumor ≤2cm no lymph node involvement; HR+/HER2-: hormone receptor-positive / human epidermal growth factor 
receptor-type 2-negative: BCS: breast-conserving surgery; RT: radiotherapy; ET: endocrine therapy; TNBC: triple-negative breast cancer; SLNB: sentinel 
lymph node biopsy; ALND: axillary lymph node dissection.
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mandatory treatment protocols. Further prospective studies are 
required to refine and validate these strategies.
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