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Fig 2. Changes in estrogen receptor (ER), progesterone receptor (PgR), and
HERZ2 between the original pathology report of the primary tumor and
the metastasis.
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Eitan Amir, et al: JCO, 2012.
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Kiyo Tanaka, et al: Breast Cancer, 2026. (JCOG1017)
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RECURRENT/STAGE IV (M1) DISEASE

CLINICAL WORKUP?

STAGE * History and physical exam
* Discuss goals of therapy, adopt shared decision-making, and document course of care
«CBC

» Comprehensive metabolic panel, including LFTs and alkaline phosphatase
* Imaging for systemic staging:

» Chest diagnostic CT  contrast

» Abdomen % pelvis diagnostic CT with contrast or MRI with contrast

» Brain MRI with contrast if suspicious CNS symptoms/ff

» Spine MRI with contrast if back Eain or symptoms of cord compression

Stage IV (M1) » Bone scan or sodium fluoride PET/CT (category 2B)
or }_, » Useful in certain circumstances:

Recurrent O FDG-PETI/CT (consider FES-PET/CT for ER-positive disease and lobular histology)
» X-rays of symptomatic bones and long and weight-bearing bones abnormal on bone scan

* Biomarker testing:

» Biopsy of at least first recurrence of disease ‘gconsider re-biopsy if progression)

» Evaluation of ER/PR and HER2 status®:999:hh

» Multlgene,Panel testing (MGPT) (somatic and germline) to identify candidates for targeted

therapies," see BINV-Q 6 of 15

« Genetic counseling if patient is at riskf for hereditary breast cancer
* Assess for distress"

NCCN Guidelines Version 5.2026
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Patients with newly diagnosed or recurrent MBC

y

y

i \/
Diagnosis:
Biopsy of metastatic lesion
to confirm histology

ESMO Guideline 2025

N

N )
Staging:

* History and physical examination
* Haematology

* Biochemistry

e Tumour markers

 Chest and abdomen CT and bone
scintigraphy (or PET-CT)

e Brain imaging (Symptomatic patients or
according to subtype if presence of CNS
metastases will alter choice of therapy)

J




Biopsy of metastatic disease

N
[ Re-assess ER, PgR, HER2* ]
TNBC HR-+/HER2-
v v
N h : N
IHC/ISH: IHC/ISH:
PD-L1 HER2-low
HER2-low HER2-ultralow
Germline mutational status: HER?+ Somatic mutational status:
BRCA1/2' PIK3CA
PALB2 ) AKT1/PTEN
ESR1 (after Al treatment)
Germline mutational status:
BRCA1/2!
PALB2

ESMO Guideline 2025
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metastatic carcinoma
ER(95%<), PgR(20%),
HER2(2+, DISHEZ14), Ki-67(13%)
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HER2 pos BC
(n=16)

HER2 pos
BCLM (n=14)

- HER2Z L2 (3#910%
* H E RZ b?%{t L/ 7L: 1 O'Tﬁlj I:I:l 815” 7f)§\ Iz%ii/ft Marcus Sunden, et al: Breast Cancer Research, 2023.

HER2 pc HER2 neg
" n=8) BCLM (n=77)
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MRI : 82~98%, CT : 72~97%, PET-CT : 49~95%
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Carmen Criscitiello, et al: Breast Cancer Research, 2014
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