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Why is invasive lobular cancer so 
fascinating for a surgeon?



Invasive lobular cancer

• Risk factors for lymph node involvement

• Invasive lobular cancer and sentinel node biopsy

• Invasive lobular cancer and nodal status (low burden vs high burden)

• Invasive lobular cancer and putative consequence of de-escalating 

axillary surgery
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Development of axillary surgery

ALND as 
staging 
method

ALND only for 
pN1

Sentinel node 
biopsy for all 

cN0

Sentinel node 
biopsy only for 

pN1-2+

Abstaining 
sentinel node 

biopsy for 
selected 
patients

• 75-80% of breast cancer patients are node negative at diagnosis

• Nodal status is a riskstratifying factor for adjuvant therapy in a minor proportion of patients



Lymphatic spread – chronology or biology?

The combination of T size = chronology
and tumor biology

is the best prediction model
for nodal spread



Leave the axilla alone with a good prediction model

• Tumor size

• Age

• Screeningdetection

• Localisation

• Multifocality

• Vascular invasion

• Histopathology

• ER, PR, Ki67

1/3 of patients could be classified as having an ultralow risk

of nodal metastasis



Tumor related factors and 
lymphatic spread

• Histopahtology - Lobular cancers have more nodal metastasisis, medullary less
• Molecular subtypes – TNBCs have a low risk of nodal metastasis, luminal a higher risk
• Immune response; Tumor infiltrating lymphocytes and Immune signatures 
 are associated with less nodal metastasis
• Growth factors and cytokines are related to nodal metastasis



Luminal tumors compared with TNBC 

and lymphatic spread

• Tumor size  ↓

• Proliferation ↓ ↑ (grade and Ki67 matters)

• Tumor infiltrating lymphocytes ↓

• Tumor mutational burden ↓

• Nodal metastasis  ↑

• Late recurrences ↑



The immune landscape of ER+/HER2-

• Macrophages are dominating
features in luminal breast cancer

• The adaptive immune response
is less dominant in ILCs



Diagnosis of nodal involvement in sentinel node 

biopsy in invasive lobular cancers

• The growth pattern of invasive lobular cancer 

poses classification problems

• Isolated tumor cells might represent micro- or 

macrometastasis

• The consistent use of cytokerating staining has 

improved the classification of nodal spread in 

invasive lobular cancer



Invasive lobular cancer and sentinel node 

metastasis

• A clinically healthy axilla can be associated with nodal metastasis especially in 

invasive lobular cancer

• The risk of sentinel node metastasis is not higher in invasive lobular cancer



• Data from NKBC 2014-2017  (ALND was still performed in patients with 
SLNMs)

• Patients with ILC, NST and mixed ILC/NST type were included (n=1886) and 
those fulfilling the criteria for omission of cALND according to the St Gallen 
2019 and Z0011 constituted the study population

• The aim was to decipher the nodal metastatic load in patients fulfilling the 
criteria for cALND omission stratified by surrogate molecular subtype as an 
indicator of understaging



Lobular breast cancer has an increased risk of 

non-sentinel node metastasis

• Mostly luminal A tumors

• Loss of E-cadherin

• Scattered infiltrative tumor 

growth in files

• Highly estrogen responsive

• Low proliferation

• Increased risk of late 

recurrences

• High stroma content

Narbe et al, BJS 2021

ILC has a 
higher proportioin 
of patients with 
non-sentinel node 
metastasis



Patients with ILC have a higher nodal 
metastatic burden 
(stage III and beyond)

31% ILC vs. 15% NST

1-3 and > 4 ALNMs by histological subtype
ILS was and independent

predictor of high nodal burden



The risk of high nodal burden is 
independent of molecular subtype



Luminal A-like ILC has a higher 
proportion of stage N2 

18.5 %                            3.1%

Any consequence for 

patients with ILC receiving

adjuvant chemotherapy??



No increased risk of sentinel node metastasis in ILC 
but of non-sentinel node metastasis – WHY???

• Immune competence of sentinel node 

metastasis in NST compared to ILC?

• Pre-metastatic niche?

• Simply a matter of understaging of 

sentinel nodes in ILC???



Oncological treatment decisions 
and nodal metastasis

• Nodal status is of importance for oncological treatment decision 

especially in postmenopausal patients with luminal A tumors and a 

positive sentinel node

• The higher risk of non-sentinel node metastasis in ILC of the luminal 

A subtype might be translated into systemic under-treatment

• Does this matter in terms of survival given that all of them will receive 

adjuvant radiotherapy and ten years of endocrine treatment?





What about outcome by type of 
axillary surgery in ILC?

Conclusions These findings support the safety of omitting ALND in selected patients with ILC. 

Further studies of axillary management in ILC and imaging tools to predict nodal involvement 

and therapeutic response are warranted.



The SENOMAC trial will shed 
light on the value of cALND in ILC

• 2759 randomized between 2015 and 2021

• Sweden, Denmark, Germany, Italy and Greece

• 1-2 macrometastases with clinical stage cN0

• > 800 patienter underwent mastectomy

• Initiala resultats in 2024 

• An ideal setting to study impact i ALND in ILC



Take-home message

• Invasive lobular cancers have a higher nodal burden irrespective of 

molecular subtyping

• In patients with luminal A subtyping this will be associated with 

systemic undertreatment

• The consequences of surgical and systemic de-escalation in terms of 

outcome is yet to be determined
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