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Sites of Metastases

= Liver and lung metastases

= Malignant pleural and pericardial effusions
= Ascites

= Bone marrow involvement

= Soft tissue metastases

= Contralateral axillary metastasis

See also chapters ,,CNS Metastases “ and ,Locoregional Recurrence (Loco-Regional Recurrence Treatment Options
in Non Curative Cases)”




Distribution of Breast Cancer Metastases

MAMMA

=

SAGOe. V. Risk of breast cancer metastases
MowDoGTe.Y. = is approx. 20%
AL = is dependent on molecular breast cancer subtype (i.e., lower in luminal A and higher in HER2-
Guidelnes Breast enriched and basal-like breast cancer)

Version 2022.1E A A X & . .
LS decreasmg due to more efficacious therapeutlc regimens

= about 6% of new breast cancer diagnosis are stage IV and have an estimated 5-y OS rate of 27%

Pattern of breast cancer metastases
= Bone metastases are most common metastases (30-40%), followed by lung (20%) pleura (8%) and
liver metastases (isolated liver metastases approx. 5%). Other locations are rare
= Breast cancer is the most common origin of cutaneous metastases and is considered to be the
most prevalent primary tumor of all metastases to the orbit
= Metastatic pattern strongly depends on breast cancer molecular biology and efficacy of (targeted)
therapy (i.e., compared with luminal A tumors, luminal/HER2 and HER2-enriched tumors are
associated with a significantly higher rate of brain, liver, and lung metastases, while Basal-like
M. agc-online.de tumors show a higher rate of brain, lung, and distant nodal metastases but a significantly lower
LCHREN rate of liver and bone metastases)
A = Pattern of breast cancer metastases is one of several factors determining disease prognosis

Early Breast Cancer Trialists’ Collaborative Group: Effects of chemotherapy and hormonal therapy for early breast cancer on
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Rostami R, Mittal S, Rostami P et al. Brain metastasis in breast cancer: a comprehensive literature review. J Neurooncol. 2016
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Targeting brain metastases in breast cancer. Corti C, Antonarelli G, Criscitiello C et al. Cancer Treat Rev. 2021 Dec 16;103:102324.
Review

Laakmann E, Miller V, Schmidt M et al. Systemic Treatment Options for HER2-

Positive Breast Cancer Patients with Brain Metastases beyond Trastuzumab: A Literature Review. Breast Care (Basel). 2017
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LiY, Wang S, Yang W et al. Prognostic significance of molecular subtype, metastatic site and primary tumor surgery for survival in
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Chen YQ, Xu JW, Xu XF et al. Predicting the survival benefit of local surgery in patients aged 70 years or older with stage IV breast
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Postmenopausal Woman: Case Report and Review of the Literature. Diagnostics (Basel). 2021 Apr 19;11(4):725.

El-Hadad C, Koka K, Dong W et al. Multidisciplinary Management of Orbital Metastasis and Survival Outcomes. Ophthalmic Plast
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General Treatment Aspects of Metastases
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A = Hi 1 / cytological verification 3 B +
O Histological / cytologica
Veruion 2022 1E. = Systemic therapy preferred 2a B ++*
= Consider surgery of metastases only in case of good 2b C +
response to palliative treatment, oligometastases
2a B +

= Stereotatic Radiotherapy for patients with oligometastases

* Local treatment in the case of pain,
exulceration, persistence after systemic
treatment, bowel obstruction, hydrocephalus occlusus,
spinal cord compression

www.ago-online.de

LEHREN = Systemic treatment after surgery 2c B ++
* See chapters with sy ic tr rec dations
Wording
Sterotactic Therapy can be referred to as:
SBRT
Stereotactic Body Radiation Therapy
SABR
Stereotactic ABlativeRadiotherapy
IGRT

Image Guided Radiation Therapy

Histology
1. Kasraeian S, Allison DC, Ahlman ER et al. A comparison of fine-needle aspiration, core biopsy, and surgical biopsy in the diagnosis of
extremity soft tissue masses. Clin Ortop Relat Res. 2010;468:2992-3002.

Local surgery
1. Badwe R, et al: Surgical removal of primary tumor and axillary lymph nodes in women with metastatic breast cancer at first
presentation: A randomized controlled trial. SABCS [$2-02], 2013
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Combined surgery of the primary side and metastasis
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uideines Bresst = Surgery (RO) of the primary tumor (individualized
Version 2022.1E procedure in case of oligometastatic disease)
= In case of bone metastases only 1b B +/-
= In case of visceral metastases 1b B -
= Axillary surgery for cN1 3b B +/-
= Sentinel biopsy if cNO 5 D .
= Radiotherapy of the primary tumor
= Alone (without surgery) 3a C +/-
= After local surgical treatment with BCS or mastectomy 2c B +
www.ago-online.de (according to adjuvant indication)

Surgery of the primary tumor (RO)
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ST = systemic therapy, LRT= locoregional therapy, LRP = locoregional progression
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St ST = systemic therapy, LRT = locoregional therapy,

1. Soran A, Dogan L, Isik A et al. The Effect of Primary Surgery in Patients with De Novo Stage IV Breast Cancer with Bone Metastasis
Only (Protocol BOMET MF 14-01): A Multi-Center, Prospective Registry Study. Ann Surg Oncol. 2021;28(9):5048-5057.
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- = Resection of liver metastases (RO) 3a B +/-
Guidelines Breast
Version 2022.1E * HR-positive: chemotherapy-sensitive, long disease-free interval,

absence of extrahepatic disease, < 3 metastases
* HER2-positive: age < 50 y, metastases < 5 cm, no further

metastases

= Interventional regional chemotherapy (TACE)* 3b C +/-
= Interventional regional radiotherapy (SIRT/TARE)* 3b C +/-
= Stereotactic Radiotherapy with VMAT (SRS-VMAT), other modalities* 2a B +-
= Regional ablative procedures (RFA, MWA) 3b = +/-

= |RE, LITT, HIFU 5 D -

www.ago-online.de
roRsSCrieN - Cryoablatlon 3b C .

LENIREN
NEOILEN

* interdisciplinary decision

CA = cryoablation

HIFU = high-intensity focused ultrasound

IRE = irreversible electroporation

LITT = laser-induced interstitial thermotherapy

MWA = microwave ablation

RFA = radiofrequency ablation

SIRT = selective internal radiotherapy = TARE

SRS = stereotactic radiosurgery with volumetric modulated arc therapy (VMAT)
TACE = transarteriel chemoembolization

TARE = transarteriel radioembolization

Statements:

Resection of liver metastasis (R0)

HR positive: chemotherapy sensible, long disease-free interval, absence of extrahepatic disease, < 3 metastases
Her2 positive: age < 50 y., metastasis < 5 cm, no further metastases



Diagnostics
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kit = Before any local therapy: staging and biopsy 3a B +
e o (CT-guided FNA / CNB or transbronchial FNA, EBUS, VATS)
* Resection of pulmonary metastases by VATS or
conventional resection
= In case of multi-locular metastatic disease 3a
= In case of single / few unilateral metastasis 3a B +/-
with curative intent
* Thermoablation (CT-guided RFA, LITT) 3b C +/-
* Regional radiotherapy 2a B +/-
(stereotactic radiotherapy with volumetric intensity modulated arc
www.ago-online.de therapy (SRS-VMAT))
* VATS = video-assisted thoracic surgery
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R = If short life expectancy, less invasive procedures should be 4 C s
Version 2022.1E considered
* VATS and Talcum-pleurodesis* 1b B s
= Continuous pleural drainage 2a B s
* Chemical pleurodesis*
Talcum powder 1a B +
Bleomycin, Doxycycline, Mitoxantrone 2b £ +/-
Povidone-iodine (20 ml of 10% solution) 1b B +
= Systemic treatment after pleurodesis 3b C +/-
_ = Serial thoracocentesis 4 C +/-
www.ago-online.de
: ‘I I‘E‘:;: * Adequate pain-relief
VATS: video-assisted thoracoscopic surgery
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o e Ascites:
= Puncture, drainage in symptomatic patiens 4 D e
= Continous drainage of ascites 3b D +
= Systemic therapy 3b D E
= Local chemotherapy 3b D +/-
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Malignant Pericardial Effusion
Local Therapy

el Oxford
e DG . Symptomatic pericardial effusion: LoE GR AGO
Vesion 20231E = Drainage, fenestration 3b B e
= Combination with optimized systemic therapy 4 C -
= VATS (video-assisted thoracic surgery) 4 C +

= Ultrasound-guided puncture and instillation of
cytotoxic / targeted compounds

= Bleomycin, cisplatinum, mitomycin C, mitoxantrone etc., 4 C +/-
Bevacizumab
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Guidelines Breast = Weekly chemotherapy with*:
Version 2022.1E
= Epirubicin, Doxorubicin, Paclitaxel 4 D ++
= Capecitabine 4 D ++
* HER2-positive:
* Add anti-HER2-treatment 5 D ++
* Hormone receptor-positive:
* Endocrine-based therapy 4 C +
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* Consider pre-treatment
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Soft Tissue Metastasis
Local Therapy

SAGOe. V. Oxford
md-_u DGGGeV.
in der DKG 6.V, LoE GR AGO
Guideines Broast = Surgery of limited locoregional metastasis 4 C +

Version 2022.1E = ° .
(skin, muscular, nodal) with complete resection

(RO) after exclusion of further metastases

= Radiotherapy (after surgery or, if immediate
surgery is not indicated):

= Soft tissue metastases 3b C +
= Paresis, spinal cord compression 2b C ++
= Plexus infiltration 3b C At
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“AGOe. V.
o DOCosY. “OLIGO-METASTATIC DISEASE in CONTRALATERAL AXILLA Contralateral axillary nodal metastasis
in der DKG e.V. (in the absence of contralateral primary) as initial diagnosis of recurrent disease is considered
Guidelines Breast stage 4 metastatic breast cancer.
Jarsion 202238 However, after prior local therapy to ipsilateral axilla for early breast cancer, subsequent

metachronous contralateral axillary nodal metastasis, either alone or concurrent with an in-breast
ipsilateral recurrence, could be considered and treated as a regional metastasis (due to altered
lymphatic drainage), and has the potential for long survival or cure with a multidisciplinary
approach”

ABC6 2021: LoE: Expert opinion/NA (85%)
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