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Giuliano et al, CA Cancer Journal for Clinicians 2017

Definition of LABC



Retrospective, observational, and single-institution studies

Arnaout A,et al. Curr Oncol. 2020 

BC Staging: What do we know?

Conventional Imaging

(mainly CE CT scan+ bone scan; in some cases chest

Rx + abdomen ultrasound)

Prevalence of distant metastasis: 1.0% (0%-5%)

Conventional Imaging

(mainly CE CT scan+ bone scan; in some cases chest

Rx + abdomen ultrasound)

Prevalence of distant metastasis:  1.9% (0%-5.4%)

Conventional Imaging

(mainly CE CT scan+ bone scan; in some cases chest

Rx + abdomen ultrasound)

Prevalence of distant metastasis:  21% (3%-31%)

ROUTINE SYSTEMIC

IMAGING IS RECOMMENDED



Staging for LABC

• CE Thorax/abdomen CT scan

• Bone scan

FDG PET/CT ScanTraditional Staging

VS

FDG PET/CT scanning when conventional staging studies 

yield nondiagnostic or suspicious results



Arnaout A,et al. Curr Oncol. 2020 

BC Staging: What do we know about PET/CT?

Prevalence of distant metastasis:  21% (3%-31%)

Retrospective, observational, and single-institution studies

Prevalence of distant metastasis:  26% (8%-64%)



Staging for LABC

• CE Thorax/abdomen CT scan

• Bone scan

Loibl S. et al, ESMO Early Breast Cancer Guidelines, Ann Oncol 2023, NCCN 2023
Linee Guida AIOM 2023

FDG PET/CT scanning can be performed for high risk patients or when 

conventional staging studies yield non-diagnostic or suspicious results



Traditional Staging vs FDG PET/CT Scan for LABC Staging

Dayes IS, et al J Clin Oncol. 2023

Stage III or IIB 

(T3N0, not T2N1) 

BC (non ILC)

R

N=369

Staging with 18F-FDG PET/CT

Conventional Staging (CE CT Scan C/A/P and Bone Scan)

Ontario Clinical Oncology Group (OCOG)

Recruited in a parallel study



Traditional Staging vs FDG PET/CT Scan for LABC Staging

% pts upstaged to stage IV

PET-CT Conventional Staging

23% (N=43) 11% (N=21)

RR 2.4 (95% CI, 1.4 to 4.2) P=0.002

More than twice as many PET-CT pts were upstaged to 

stage IV than conventionally staged pts

Dayes IS, et al J Clin Oncol. 2023

Fewer patients in the PET-CT group received 

combined modality therapy

81 % (149/184) PET-CT staged pts vs 

89% (165/185) conventional staged pts

P=0.03



Traditional Staging vs FDG PET/CT Scan for LABC Staging

Dayes IS, et al J Clin Oncol. 2023

No significant interaction 

with other 

clinical/pathological factors



The percent agreement between the local reader and central reader was 92%, 

and kappa was 0.78 (95% CI, 0.68 to 0.88).

Traditional Staging vs FDG PET/CT Scan for LABC Staging

Only 2 cases of distant metastases were histologically confirmed

Consistent risk of false positive results



FDG PET/CT for LABC Staging: Potential risks 



FDG PET/CT for LABC Staging: Potential risks 

Factors known to have an impact on FDG 

captation:  

• Histological grade (G1-2G vs G3)

• Histotipe (Lobular vs NST)

• Proliferation (low ki67 vs high ki67)

• Hormone receptors (HR+ vs HR-)

• PgR (PgR + vs PgR-)

• Phenotype (other phenotypes vs TNBC)

Among HR+ tumors, Luminal A vs Luminal B



FDG PET/CT for LABC Staging: which is the real impact? 

In LABC, staging with PET-CT detects more distant metastases than 

conventional staging (bone scan, CT of the chest/abdomen and pelvis)

Is this the correct endpoint?

Fewer PET-CT staged patients receive combined modality therapy

Fewer PET-CT staged patients are treated with curative intent



FDG PET/CT for LABC Staging: which is the real impact? 

In LABC, staging with PET-CT detects more distant metastases than 

conventional staging (bone scan, CT of the chest/abdomen and pelvis)

Is this the correct endpoint?

Fewer PET-CT staged patients receive combined modality therapy

Fewer PET-CT staged patients are treated with curative intent

These patients were not treated in pivotal clinical trials for MBC



Beyond diagnostic accuracy: The clinical utility of diagnostic tests

“…standard use of a test in routine clinical practice should be recommended only if 

the marker reliably adds to the clinician’s judgment during clinical decision-making, 

resulting in a more favorable clinical outcome for the patient. 

These favorable outcomes are increased overall survival, increased disease-free 

survival, improved quality of life, and/or reduced cost of care….”

Hayes DF et al, JNCI 1996



Is Stage IV BC always incurable? There might be exceptions

Around 50% of patients diagnosed with Stage IV in the PETABC trial might have these characteristics



Is Stage IV BC always incurable?

De novo metastatic breast cancers … distant metastases often share molecular similarities with the primary

tumor…among these patients, those with oligometastatic disease represent a unique subset that could be rendered NED.

This clinical setting resembles patients with stage IIIC disease after surgical resection and radiation therapy; in both

settings, macroscopic disease was eliminated, but the presence of micro metastasis is very likely, or certain…

Until 2002, supraclavicular lymph node involvement at presentation was considered M1 (stage IV) metastatic disease, and

these patients were considered incurable and often received systemic therapies only with palliative intent. However,

clinical data indicated that this group of patients when treated with combined modality therapy had long-term survival

similar to stage III breast cancers, eventually leading to reclassification to N3c (stage IIIC) disease (AJCC edition 7), and

today they all receive multimodality therapy with curative intent.

Might in one day we consider oligometastatic stage IV breast cancer as stage IIID disease?



PHERGAIN Trial Design

Cortez J et al ASCO 2020

Preventing a TNBC or HER2+ pt for receiving multiagent chemotherapy and immunotherapy or anti-HER2 treatment 
due to subclinical M1 might not be the best treatment option

(CE CT scan and bone scan are usually used to confirm staging in most EBC and LABC clinical trials)



Traditional Staging vs FDG PET/CT Scan for LABC Staging

% pts upstaged to stage IV

PET-CT Conventional Staging

23% (N=43) 11% (N=21)

RR 2.4 (95% CI, 1.4 to 4.2) P=0.002

More than twice as many PET-CT pts were upstaged to 

stage IV than conventionally staged pts

Dayes IS, et al J Clin Oncol. 2023

Fewer patients in the PET-CT group received 

combined modality therapy

81 % (149/184) PET-CT staged pts vs 

89% (165/185) conventional staged pts

P=0.03

20% of pts upstaged by PET/CT continued to receive 

combined modality therapy



Conclusions: Contra

• Diagnosing metastatic disease is not enough

• We need to demonstrate that this results in a more favorable clinical outcome for the patient

• If we what to widely use PET/CT for disease staging, we need to know how to treat these patients

to obtain the best clinical outcomes
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