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,Junge” Patientin

Brustkrebs in der Schwangerschaft und Stillzeit

»Altere” Patientin

Mammakarzinom des Mannes

Inflammatorisches Mammakarzinom

Okkultes Karzinom CUP (,,Cancer of Unknown Primary”)
Morbus Paget

Maligner und Borderline Phylloides-Tumor
Angiosarkome

Brust-Implantat assoziiertes groRzellig-anaplastisches Lymphom (BIA-ALCL)
Metaplastisches Karzinom
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Brustkrebs bei der jungen

Patientin < 40 Jahre

Meist ungiinstige Tumorbiologie mit schlechter Prognose

Lokaltherapie altersunabhdngig

Leitliniengerechte (neo-)adjuvante Systemtherapie (siehe
Therapiekapitel)

GnRHa zur ovariellen Protektion (siehe Kap. Gyn.
Probleme)

Angebot zur genetischen Beratung und Fertilitdtsberatung

Friihzeitige Beratung zur Verhiitung
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Primares inflammatorisches
Mammakarzinom (IBC, cT4d)

Oxford
LoE GR AGO

in der DKG o.V.

= Stadium cT4d definiert durch invasive Komponente in der Mamma und ++
e klinische Zeichen einer Inflammation (z. B. 2 1/3 der betroffenen Brust)
= Staging 2c B ++
* Hautbiopsie (mind. 2; Detektionsrate jedoch < 75 %) 2c B +
= Leitliniengerechte Systemtherapie (neoadjuvant bzw. adjuvant - wie bei 2c B 4
non-IBC)

» Mastektomie nach Chemotherapie 2c B +
Brusterhaltende Therapie im Fall von pCR (Individualfall) 2b C +/-

Spatrekonstruktion (zweizeitig) 3b c +

o G Sentinel-Node-Biopsie 3b =

ORSCTIEN = Postoperative Radiotherapie der Brustwand inklusive LymphabfluBwege 2c B 4

LETIREN

STRITES unabhdngig vom Therapieansprechen

General
1.

Ueno NT, Espinosa Fernandez JR, Cristofanilli M et al. International Consensus on the Clinical Management of Inflammatory Breast
Cancer from the Morgan Welch Inflammatory Breast Cancer Research Program 10th Anniversary Conference. Journal of Cancer
2018;9(8):1437-47. 1.

Audisio RA. Inflammatory Breast Cancer: Updates on diagnosis and treatment options. Eur J Surg Oncol 2018;44(8):1127.

. Copson E, Shaaban AM, Maishman T et al. The presentation, management and outcome of inflammatory breast cancer cases in the

UK: Data from a multi-centre retrospective review. Breast 2018;42:133-41.
Romanoff A, Zabor EC, Petruolo O et al. Does nonmetastatic inflammatory breast cancer have a worse prognosis than other
nonmetastatic T4 cancers? Cancer 2018;124(22):4314-21.

. Wu SG, Zhang WW, Wang J et al. Inflammatory breast cancer outcomes by breast cancer subtype: a population-based study. Future

Oncol 2018.
Boudin L, Goncalves A, Sfumato P et al. Prognostic impact of hormone receptor- and HER2-defined subtypes in inflammatory breast
cancer treated with high-dose chemotherapy: a retrospective study. Journal of Cancer 2016;7(14):2077-84.

. Costa R, Santa-Maria CA, Rossi G et al. Developmental therapeutics for inflammatory breast cancer: Biology and translational

directions. Oncotarget 2017;8(7):12417-32.
van Uden DJ, Bretveld R, Siesling S et al. Inflammatory breast cancer in the Netherlands; improved survival over the last decades.
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Breast Cancer Res Treat 2017;162(2):365-74.

In case of invasive BC and clinical signs of inflammation (e.g. > 1/3 of the breast affected) determine stage cT4d
1. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines(r)). Breast Cancer. Version 2.2022. NCCN.org (Inflammatory Breast
Cancer. IBC-1)

Survival benefit by trimodal treatment (NACT, MRM, RT)
1. Rueth NM, Lin HY, Bedrosian |, et al. Underuse of trimodality treatment affects survival for patients with inflammatory breast cancer:
an analysis of treatment and survival trends from the National Cancer Database. J Clin Oncol 2014; 32: 2018-24.

Statement: Staging

1. Ueno NT, Espinosa Fernandez JR, Cristofanilli M et al. International Consensus on the Clinical Management of Inflammatory Breast
Cancer from the Morgan Welch Inflammatory Breast Cancer Research Program 10th Anniversary Conference. Journal of Cancer
2018;9(8):1437-47.

2. Chia S et al. Locally advanced and inflammatory breast cancer J Clin Oncol 2008; 26: 786-790

Statement: Regimens as in non-inflammatory BC
1. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines(r)). Breast Cancer. Version 2.2022. NCCN.org (Inflammatory Breast
Cancer. IBC-1)

Statement: Mastectomy after chemotherapy

1. Chen H, Wu K, Wang M, et al: A standard mastectomy should not be the only recommended breast surgical treatment for non-
metastatic inflammatory breast cancer: A large population-based study in the Surveillance, Epidemiology, and End results database
18. Breast. 2017 Oct;35:48-54.

2. Kaufmann M, von Minckwitz G, Bear HD, et al. Recommendations from an international expert panel on the use of neoadjuvant
(primary) systemic treatment of operable breast cancer: new perspectives 2006. Ann Oncol. 2007;18:1927-1934

3. Hennessy BT: Disease-free and overall survival after pathologic complete disease remission of cytologically proven inflammatory
breast carcinoma axillary lymph node metastases after primary systemic chemotherapy.Cancer. 2006 Mar 1;106(5):1000-6.

4. Tsai CJ et al. Outcomes after multidisciplinary treatment of inflammatory breast cancer in the era of neoadjuvant HER2-directed




therapy. Am J Clin Oncol 2013 [Epub ahead of print].

5. Adesoye T, Lucci A. Current Surgical Management of Inflammatory Breast Cancer. Ann Surg Oncol. 2021 Oct;28(10):5461-5467. doi:
10.1245/s10434-021-10522-z. Epub 2021 Aug 3. PMID: 34346020.

Statement: Immediate breast reconstruction:

1. Nakhlis F, Regan MM, Chun YS, et al. Patterns of breast reconstruction in patients diagnosed with inflammatory breast cancer: The
Dana-Farber Cancer Institute’s Inflammatory Breast Cancer Program experience. Breast J 2020;26(3):384-90.

2. Adesoye T, Lucci A. Current Surgical Management of Inflammatory Breast Cancer. Ann Surg Oncol. 2021 Oct;28(10):5461-5467.

Statement:Sentinel lymph node

1. HidarS et al Sentinel lymph node biopsy after neoadjuvant chemotherapy in inflammatory breast cancer. Int J Surg. 2009
Jun;7(3):272-5. doi: 10.1016/j.ijsu.2009.04.012. Epub 2009 May 3.

2. Adesoye T, Lucci A. Current Surgical Management of Inflammatory Breast Cancer. Ann Surg Oncol. 2021 Oct;28(10):5461-5467. doi:
10.1245/s10434-021-10522-z..

Statement: Radiotherapy

1. Chargari C, Kirova YM, Cottu P, et al: Progressive inflammatory breast cancer in patient receiving chemotherapy: The importance of
radiotherapy as a part of locoregional treatment. Radiother Oncol. 2009 Jan;90(1):160-1. Epub 2008 Sep 2

2. Bristol IJ, Woodward WA, Strom EA, et al. Locoregional treatment outcomes after multimodality management of inflammatory
breast cancer. Int J Radiat Oncol Biol Phys. 2008;72:474-484

3. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines(r)). Breast Cancer. Version 2.2022. NCCN.org (Inflammatory Breast
Cancer. IBC-1)
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Axillary Metastasis in Occult Breast Cancer

E> (Cancer of Unknown Primary — Axillary CUP)
it * Incidence: < 1% of metastatic axillary disease
G:;:'(:va * In > 95% occult breast cancer, < 5% other primary
Version 2022.1D
* Immunhistology
* ER-positive: 55%
+ HER23+:35%

* Triple-negative: 38%

Nodal status:
= 1-3Ln-Met. in48%
= >3 Ln-Metin52%

Outcome similar or better compared to breast cancer with similar tumor
biology and tumor stage

www.ago-online.de

FIEILEN

Guidelines

1. Breast Cancer. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®). (2.2022). Breast Cancer. NCCN Clinical Practice

Guidelines in Oncology (NCCN Guidelines®) .

NICE (2010). Metastatic malignant disease of unknown primary origin in adults: diagnosis and management. Retrieved January
Dec 26th, 2018, https://www.nice.org.uk/guidance/cg104/resources/metastatic-malignant-disease-of-unknown-primary-origin-
diagnosis-and-management-of-metastatic-malignant-disease-of-unknown-primary-origin-35109328970437

Reviews

1.

Pentheroudakis, G., Lazaridis, G., & Pavlidis, N. (2010). Axillary nodal metastases from carcinoma of unknown primary (CUPAXx): a

systematic review of published evidence. Breast Cancer Research and Treatment, 119(1), 1-11. http://doi.org/10.1007/s10549-
009-0554-3

Lanitis, S., Behranwala, K. A., Al-Mufti, R., et al.(2009). Axillary metastatic disease as presentation of occult or contralateral breast
cancer. Breast (Edinburgh, Scotland), 18(4), 225-227. http://doi.org/10.1016/j.breast.2009.07.002

Galimberti, V., Bassani, G., Monti, S., et al. (2004). Clinical experience with axillary presentation breast cancer. Breast Cancer

Research and Treatment, 88(1), 43—-47. http://doi.org/10.1007/s10549-004-9453-9 18

Pentheroudakis, G., Briasoulis, E., & Pavlidis, N. (2007). Cancer of unknown primary site: missing primary or missing biology?



Qutcome

1.

Ouldamer L, Cayrol M, Vital M et al. Axillary lymph node metastases from unknown primary: A French multicentre study. Eur J
Obstet Gynecol Reprod Biol 2018;223:103-07.

McCartan DP, Zabor EC, Morrow M et al. Oncologic Outcomes After Treatment for MRI Occult Breast Cancer (pTON+). Ann Surg
Oncol 2017;24(11):3141-47

Ge LP, Liu XY, Xiao Y et al. Clinicopathological characteristics and treatment outcomes of occult breast cancer: a SEER population-
based study. Cancer Manag Res 2018;10:4381-91.

Sohn, G., Son, B. H., Lee, S. J., et al. (2014). Treatment and survival of patients with occult breast cancer with axillary lymph node
metastasis: a hationwide retrospective study. Journal of Surgical Oncology, 110(3), 270-274. http://doi.org/10.1002/jso0.23644

Huang KY, Zhang J, Fu WF, et al. Different Clinicopathological Characteristics and Prognostic Factors for Occult and Non-occult Breast
Cancer: Analysis of the SEER Database. Front Oncol. 2020 Aug 19;10:1420. doi: 10.3389/fonc.2020.01420.



Axilla-Metastasen bei okkultem Mammakarzinom (ax. CUP)

‘ﬁv = oo

E Bildgebende Diagnostik

—A—

CAD aE Oxford

in der DGGG .V,

i dain lLoE GR AGO

emszsas® Mammadiagnostik inkl. Mamma-MRT 3 B e
= Ausschluss eines kontralateralen Tumors 3 B ++
= Ausschluss eines anderen Primarius insbes. bei 5 D ++

TNBC (Haut, weibl. Genitaltrakt, Lunge,
Schilddriise, Magen, NEC)

= Staging (insbes. Thorax, Abdomen, Becken, ggf. 3 B o
auch Schilddriisen-Sonographie, HNO-
www.ago-online.de Untersuchung)
LenRey = PET/PET-CT 3b B o+

Statement: Mammography / Breast ultrasound/ Breast MRI

1.

Fehm, T., & Souchon, R. (2013). Axillary lymph node metastasis in CUP. Der Onkologe, 19(1), 40—-43.
http://doi.org/10.1007/s00761-012-2314-y

Foroudi, F., & Tiver, K. W. (2000). Occult breast carcinoma presenting as axillary metastases. International Journal of Radiation
Oncology, Biology, Physics, 47(1), 143-147. http://doi.org/10.1007/s10147-005-0485-x

Ofri A, Moore K. Occult breast cancer: Where are we at? Breast. 2020 Dec;54:211-215. doi: 10.1016/j.breast.2020.10.012. Epub
2020 Oct 27.

Statement: Staging

1.

2.

Steunebrink: Bilateral axillary metastases of occult breast carcinoma: report of a case with a review of the literature. Breast.
2005 Apr;14(2):165-8

Jerusalem, G., Rorive, A., Ancion, G. et al. (2006). Diagnostic and therapeutic management of carcinoma of unknown primary:
radio-imaging investigations. Annals of Oncology : Official Journal of the European Society for Medical Oncology / ESMO, 17
Suppl 10(suppl_10), x168-76. http://doi.org/10.1093/annonc/mdl255

Hemminki, K., Bevier, M., Sundquist, J., et al. (2013). Site-specific cancer deaths in cancer of unknown primary diagnosed with
lymph node metastasis may reveal hidden primaries. International Journal of Cancer Journal International Du Cancer, 132(4),
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2. Kwee, T.C., & Kwee, R. M. (2009). Combined FDG-PET/CT for the detection of unknown primary tumors: systematic review and
meta-analysis. European Radiology, 19(3), 731-744. http://doi.org/10.1007/s00330-008-1194-4

3. Varadhachary, G. R., Abbruzzese, J. L., & Lenzi, R. (2004). Diagnostic strategies for unknown primary cancer. Cancer, 100(9), 1776—
1785. http://doi.org/10.1002/cncr.20202

4. Pelosi, E., Pennone, M., Deandreis, D., et al. (2006). Role of whole body positron emission tomography/computed tomography scan
with 18F-fluorodeoxyglucose in patients with biopsy proven tumor metastases from unknown primary site. The Quarterly Journal of
Nuclear Medicine and Molecular Imaging: 50(1), 15-22.



Axilla-Metastasen bei okkultem Mammakarzinom (ax. CUP)

E--\-f-ﬁ'; Pathologie, Molekularpathologie
5 i
SAGOe. V. Oxford
in der DGGG e V.
A TR LoE GR AGO
Guidaiines Breast * Immunhistologie: ER, PR, HER2, GATA3 (ggf. auch Ck5/6, 5 D R
e Ck7, Ck20, SOX-10, PAX-8, TTF1, u.a.)
* Ausschluss anderer Primdrtumoren doppelt! 5 D ot

bei TNBC oder ungewdhnlicher Histologie, z. B. Lunge, weibl.
Genitaltrakt, Kopf-Hals-Tumoren, neuroendokrine Ca

. Genexﬂressionsprofile zur Bestimmung des Primarius 2c B +/-
(z. B. CUPprint, Pathwork, TOT, CancerTYPE)

* NGS, Epigenetik zur Bestimmung des Primarius 2c B +/-
(Panel-Sequenzierung, z. B. EPICup

www.age-online.de

PSCTIEN * Prognostische Genexpressionstests 5 D -

LETIREN

Immunohistochemistry

1.
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Pathol 2018;71(7):584-93.
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011-1697-6
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Provenzano, E., Byrne, D. J., Russell, P. A., et al(2015). Differential expression of immunohistochemical markers in primary lung and
breast cancers enriched for triple-negative tumours. Histopathology, 68(3), 367-377. http://doi.org/10.1111/his.12765
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. Tothill, R. W., Shi, F., Paiman, L., et al. (2015). Development and validation of a gene expression tumour classifier for cancer of
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Axilla-Metastasen bei okkultem Mammakarzinom (ax. CUP)

Therapie
Oxford
LoE GR AGO
= Axilladissektion 3a o R
= Targeted axillary dissection nach NACT (bei 3b C +/-
klinischer Komplettremission)
= Mastektomie bei unauffilligem MRT 3a o --
= Leitliniengerechte (neo-)adjuvante Systemtherapie 5 D e
* Brust-Bestrahlung bei negativem Mamma-MRT 2c B +
= Bestrahlung der regiondren LK 3b B +

Guidelines

1. Breast Cancer. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®). (2.2022).

2. Fizazi K, Greco FA, Pavlidis N et al. Cancers of unknown primary site: ESMO Clinical Practice Guidelines for diagnosis, treatment and

follow-up. Ann Oncol 2015;26 Suppl 5:v133-8.

Reviews

1. Ofri A, Moore K. Occult breast cancer: Where are we at? Breast. 2020 Dec;54:211-215. doi: 10.1016/j.breast.2020.10.012. Epub

2020 Oct 27.

Statement: Axillary dissection

1. Pentheroudakis, G., Lazaridis, G., & Pavlidis, N. (2010). Axillary nodal metastases from carcinoma of unknown primary (CUPAXx): a
systematic review of published evidence. Breast Cancer Research and Treatment, 119(1), 1-11. http://doi.org/10.1007/s10549-

009-0554-3

2. Schmidt, T., & Ulrich, A. (2014). [Surgical options in cancer of unknown primary (CUP)]. Der Radiologe, 54(2), 140-144.

http://doi.org/10.1007/s00117-013-2549-7
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http://doi.org/10.1016/j.amjsurg.2005.06.026

Pavlidis, N., Briasoulis, E., Hainsworth et al. (2003). Diagnostic and therapeutic management of cancer of an unknown primary.
European Journal of Cancer (Oxford, England : 1990), 39(14), 1990-2005. http://doi.org/10.1016/50959-8049(03)00547-1

Schmidt, T., & Ulrich, A. (2014). Chirurgische Optionen bei “cancer of unknown primary” (CUP). Der Radiologe, 54(2), 140-144.
http://doi.org/10.1007/s00117-013-2549-7

Macedo F.I. et al. Optimal surgical management for occult breast carcinoma: a meta-analysis. Ann Surg Oncol. 2016; 23: 1838-1844

Ofri A, Moore K. Occult breast cancer: Where are we at? Breast. 2020 Dec;54:211-215. doi: 10.1016/j.breast.2020.10.012. Epub
2020 Oct 27. PMID: 33130487; PMCID: PMC7599122.

Statement: Breast irradiation if breast MRI is negative

1.

Hessler LK, Molitoris JK, Rosenblatt PY et al. Factors Influencing Management and Outcome in Patients with Occult Breast Cancer
with Axillary Lymph Node Involvement: Analysis of the National Cancer Database. Surg Oncol 2017 Oct;24(10):2907-2914.

Barton, S. R., Smith, I. E., Kirby, et al. (2011). The role of ipsilateral breast radiotherapy in management of occult primary breast
cancer presenting as axillary lymphadenopathy. European Journal of Cancer (Oxford, England : 1990), 47(14), 2099-2106.
http://doi.org/10.1016/j.ejca.2011.05.010

Masinghe, S. P, Faluyi, O. O., Kerr, G. R,, et al. (2011). Breast Radiotherapy for Occult Breast Cancer with Axillary Nodal Metastases -

Does it Reduce the Local Recurrence Rate and Increase Overall Survival? Clinical Oncology (Royal College of Radiologists (Great
Britain)), 23(2), 95-100. http://doi.org/10.1016/j.clon.2010.10.001

Ofri A, Moore K. Occult breast cancer: Where are we at? Breast. 2020 Dec;54:211-215. doi: 10.1016/j.breast.2020.10.012. Epub
2020 Oct 27..

Statement: Systemic treatment according N+ tumor

1.

Pavlidis, N., Briasoulis, E., Hainsworth J. et al. (2003). Diagnostic and therapeutic management of cancer of an unknown primary.
European Journal of Cancer (Oxford, England : 1990), 39(14), 1990-2005. http://doi.org/10.1016/50959-8049(03)00547-1



2. Pentheroudakis, G., Lazaridis, G., & Pavlidis, N. (2010). Axillary nodal metastases from carcinoma of unknown primary (CUPAXx): a
systematic review of published evidence. Breast Cancer Research and Treatment, 119(1), 1-11. http://doi.org/10.1007/s10549-009-

0554-3
3. Ofri A, Moore K. Occult breast cancer: Where are we at? Breast. 2020 Dec;54:211-215. doi: 10.1016/j.breast.2020.10.012. Epub
2020 Oct 27.



G Paget‘s Disease of the Breast
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SAGD 8.\ = Definition: Paget’s disease of the breast is characterized by an intraepidermal tumor
s der DGGG &.V. manifestation originating in intraductal or invasive breast cancer.
wowe
itk = Clinical presentation: skin eczema of the nipple, areola and surrounding skin; thickening,
Guidelnes Breast pigmentation and scaly skin
Version 2022.1D
Feature Frequency
Presentation Paget's disease with invasive Ca. (37-58%)
Paqet's disease mit DCIS (30-63%
Isolated Paget's disease (4-7%)
Isolated Paget’s disease with invasion (rare)
IHC HER2-positive (83-97%)
ER-positive &10-14%
AR-positive (71-88%
wiww.age-online.de Prognosis and tumor Better in isolated Paget’s disease
FORSCHIEN biology Worse if in combination with invasive breast cancer or DCIS
Bty compared to isolated Paget’s disease

Review

1.

Streng A, Gutjahr E, Aulmann S, et al. Pathologie der Mamillenregion : I. Morbus Paget der Mamille, Varianten und
Differenzialdiagnosen. Der Pathologe. 2020;29(4):14-399. do0i:10.1007/s00292-020-00772-

Clinical Presentation

1.

Dalberg, K., Hellborg, H., & Warnberg, F. (2008). Paget's disease of the nipple in a population based cohort. Breast Cancer
Research and Treatment, 111(2), 313-319. http://doi.org/10.1007/s10549-007-9783-5

Ginhan-Bilgen, I., & Oktay, A. (2006). Paget's disease of the breast: clinical, mammographic, sonographic and pathologic findings
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Kothari, A. S., Beechey-Newman, N., Hamed, H., et al. (2002). Paget disease of the nipple: a multifocal manifestation of higher-risk
disease. Cancer, 95(1), 1-7. http://doi.org/10.1002/cncr.10638

Onoe, S., Kinoshita, T., Tamura, N. et al. (2011). Feasibility of breast conserving surgery for Paget's disease. Breast (Edinburgh,
Scotland), 20(6), 515-518. http://doi.org/10.1016/j.breast.2011.05.010

Siponen, E., Hukkinen, K., Heikkild, P., et al. (2010). Surgical treatment in Paget's disease of the breast. American Journal of
Surgery, 200(2), 241-246. http://doi.org/1a0.1016/j.amjsurg.2009.07.044
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Kothari, A. S., Beechey-Newman, N., Hamed, H., et al. (2002). Paget disease of the nipple: a multifocal manifestation of higher-risk
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Lester, T., Wang, J., Bourne, P., et al. (2009). Different panels of markers should be used to predict mammary Paget's disease
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Liegl, B., Horn, L.-C., & Moinfar, F. (2005). Androgen receptors are frequently expressed in mammary and extramammary Paget's
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Morbus Paget der Mamille

Diagnostik
Oxford

LoE GR AGO
Stanzbioptische histologische Sicherung et
Mammographie, Mammasonographie 4 D RS
Mamma-MR (falls andere Bildgebung nicht 4 C kS
aussagekréftig)
Immunhistologie (ER, PR, HER2, CK7) zur 5 D RS

Abgrenzung benigner und HER2-negativer Befunde

1. Breast Cancer. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®). (2.2022). Paget Disease (PAGET-1)

maging
1.

Pathology

1

Morrogh, M., Morris, E. A., Liberman, L. et al. (2008). MRI identifies otherwise occult disease in select patients with Paget disease of
the nipple. Journal of the American College of Surgeons, 206(2), 316—321. http://doi.org/10.1016/j.jamcollsurg.2007.07.046

Glinhan-Bilgen, 1., & Oktay, A. (2006). Paget's disease of the breast: clinical, mammographic, sonographic and pathologic findings in
52 cases. European Journal of Radiology, 60(2), 256—263. http://doi.org/10.1016/j.ejrad.2006.06.010

Capobianco, G., Spaliviero, B., Dessole, S., et al. (2006). Paget's disease of the nipple diagnosed by MRI. Archives of Gynecology and
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fov ey Morbus Paget der Mamille
E S Therapie
i
B AAD AR Oxford
in der DGGG & V.
e loE GR AGO
in der DKG a.V.
Gernsisis. ™ Morbus Paget mit Mamma-Tumor (invasives MaCa,
DCIS)
* Therapie entsprechend Standards der Grunderkrankung 5 D ++
* Operation mit RO Resektion 1c B ++
= |solierter Morbus Paget des NAC:
* RO-Resektion inkl. NAC 1c B ++
* keine adjuvante Bestrahlung bei RO 4 D ++
oSS = Sentinel-Lymphknoten-Exzision (SLNE) 2b B -

General recommendations / Guidelines:

1. Breast Cancer. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®). (2.2022). Paget Disease (PAGET-1)

Surgical Treatment of Pagets’s disease associated with breast tumor (invasive carcinoma or DCIS)

1. Bijker, N., Rutgers, E. J., Duchateau, L., EORTC Breast Cancer Cooperative Group et al. (2001). Breast-conserving therapy for Paget

disease of the nipple: a prospective European Organization for Research and Treatment of Cancer study of 61 patients. Cancer, 91(3),
472-477.

2. Caliskan, M., Gatti, G., Sosnovskikh, 1., et al. (2008). Paget's disease of the breast: the experience of the European Institute of

Oncology and review of the literature. Breast Cancer Research and Treatment, 112(3), 513-521. http://doi.org/10.1007/s10549-007-
9880-5

3. Dominici, L. S., Lester, S. C., Liao, G.-S., et al. (2012). Current surgical approach to Paget's disease. American Journal of Surgery,
204(1), 18-22. http://doi.org/10.1016/j.amjsurg.2011.07.01

Treatment of isolated Pagets’s disease

1. Durkan, B., Bresee, C., Bose, S. et al. (2013). Paget’s disease of the nipple with parenchymal ductal carcinoma in situ is associated
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2. laronga, C., Hasson, D., Hoover, S., et al. (2006). Paget's disease in the era of sentinel lymph node biopsy. American Journal of
Surgery, 192(4), 481-483. http://doi.org/10.1016/j.amjsurg.2006.06.023



ﬂ Borderline and Malignant Phyllodes Tumor

i * Name derived from greek term of “Phyllon” (leaf) due to its lobulated histological
m DKG e V. aspeCt
iz g » Differential diagnosis may be problematic on core biopsy

* Resection margin is independent prognostic parameter
* Comparable rates of recurrence in association with BCT or mastectomy
* [n-Breast recurrence relatively frequently seen (10-30%)

= Distant metastasis relatively rare (< 10%) and almost exclusively seen in malignant
phyllodes tumor.

wwow.age-online.de = Adverse pathological criteria: marked stromal cellularity and overgrowth,
LTHREN increased nuclear atypia, presence of large necrohemorrhagic areas, and high
mitotic activity associated with increased risk of distant recurrence

HEHEN

Review

1. Tan,B.Y.,, Acs, G., Apple, S. K et al. (2016). Phyllodes tumours of the breast: a consensus review. Histopathology, 68(1), 5-21.

http://doi.org/10.1111/his. 12876

Pathology and Outcome

1. Barrio, A, Clark, B., Goldberg, J. et al. (2007). Clinicopathologic Features and Long-Term Outcomes of 293 Phyllodes Tumors of

4.

the Breast. Annals of Surgical Oncology.

Tan, P. H., Thike, A. A., Tan, W. J,, et al. (2012). Predicting clinical behaviour of breast phyllodes tumours: a nomogram based on

histological criteria and surgical margins. Journal of Clinical Pathology, 65(1), 69-76. http://doi.org/10.1136/jclinpath-2011-
200368

Chao X, Chen K, Zeng J, et al.: Adjuvant radiotherapy and chemotherapy for patients with breast phyllodes tumors: a systematic
review and meta-analysis. BMC Cancer. 2019 Apr 23;19(1):372. doi: 10.1186/512885-019-5585-5

Choi N, Kim K, Shin KH, et al.: The Characteristics of Local Recurrence After Breast-Conserving Surgery Alone for Malignant and
Borderline Phyllodes Tumors of the Breast (KROG 16-08). Clin Breast Cancer. 2019 Oct;19(5):345-353.e2. doi: o5
10.1016/j.clbc.2019.04.003.



= Phyllodes Tumor

©AGOe. V. * Frequency 0.3 — 1% of all primary breast tumors
Rgechoatev parameter frequencies
in der DKG a.V.
Grading (3-STEP histological grading Benign (75%
e o system Borderline (16%
Version 2022.1D ys. g Malignant )
Median age at time of diagnosis Benign PT: 39y

Borderline PT: 45 y
Malignant PT: 47 y

Local recurrence | Benign PT: 4—17%

Borderline PT: 14 - 25%
Malignant PT: 23 - 30%

Metastasis geni rer: < Pj‘i’%i o
ordaeriine: e
sty Malignant PT: 16-22%

HEEN

10 y OS: 86-90% (range: 57-100%) depending on subtype and unfavorable histological criteria

Review

1. Tan,B.Y.,, Acs, G., Apple, S. K et al. (2016). Phyllodes tumours of the breast: a consensus review. Histopathology, 68(1), 5-21.

http://doi.org/10.1111/his. 12876

Pathology and Outcome

1. Barrio, A, Clark, B., Goldberg, J. et al. (2007). Clinicopathologic Features and Long-Term Outcomes of 293 Phyllodes Tumors of

4.

the Breast. Annals of Surgical Oncology.

Tan, P. H., Thike, A. A., Tan, W. J,, et al. (2012). Predicting clinical behaviour of breast phyllodes tumours: a nomogram based on

histological criteria and surgical margins. Journal of Clinical Pathology, 65(1), 69-76. http://doi.org/10.1136/jclinpath-2011-
200368

Chao X, Chen K, Zeng J, et al.: Adjuvant radiotherapy and chemotherapy for patients with breast phyllodes tumors: a systematic
review and meta-analysis. BMC Cancer. 2019 Apr 23;19(1):372. doi: 10.1186/512885-019-5585-5

Choi N, Kim K, Shin KH, et al.: The Characteristics of Local Recurrence After Breast-Conserving Surgery Alone for Malignant and
Borderline Phyllodes Tumors of the Breast (KROG 16-08). Clin Breast Cancer. 2019 Oct;19(5):345-353.e2. doi:
10.1016/j.clbc.2019.04.003. 26



=<  Borderline und maligner Phylloidestumor
E S - Diagnostik -
i
s 0GaGay. Oxford
in der DKG e V. LoE GR AGO
i an * Mammographie / Mamma-Ultraschall (MG / MS) 3 C ++
* Stanzbioptische Diagnostik, Dignitdtsbeurteilung am 3 o 4
Resektat
* Mamma-MRT 3 o +/-
= Staging nur beim malignen PT (CT Thorax, Knochen) 5 D +4
www.age-online.de

Imaging

1.

Plaza, M. J., Swintelski, C., Yaziji, H., et al. (2015). Phyllodes tumor: review of key imaging characteristics. Breast Disease, 35(2), 79-86.
http://doi.org/10.3233/BD-150399

Kamitani, T., Matsuo, Y., Yabuuchi, H., et al. (2014). Differentiation between benign phyllodes tumors and fibroadenomas of the breast
on MR imaging. European Journal of Radiology, 83(8), 1344-1349. http://doi.org/10.1016/j.ejrad.2014.04.031

Core biopsy

1.

2.

Abdulcadir, D., Nori, J., Meattini, |, et al. (2014). Phyllodes tumours of the breast diagnosed as B3 category on image-guided 14-gauge

core biopsy: analysis of 51 cases from a single institution and review of the literature. European Journal of Surgical Oncology 40(7),
859-864. http://doi.org/10.1016/j.ejso0.2014.02.222

Jung, H. K., Moon, H. J., Kim, M. J,, et al. (2014). Benign core biopsy of probably benign breast lesions 2 cm or larger: correlation with
excisional biopsy and long-term follow-up. Ultrasonography (Seoul, Korea), 33(3), 200-205. http://doi.org/10.14366/usg.14011
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~=<|  Borderline und maligner Phylloidestumor
E> - Operative Therapie -

gy Ehsist
in der DKG .. lLoE GR AGO
Guidfslnasareasl
22240 = Borderline-/ maligner Phylloidestumor 2b B ++

Komplettresektion mit ausreichendem und
mind. > 1 mm breitem Randsaum

= SLNE / Axilladissektion 4 C -
* Therapie des Lokalrezidivs
= RO-Resektion oder einfache Mastektomie 4 3 ++

www.age-online.de
RSCTIEN

General recommendations / Guidelines:
1. Breast Cancer. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®). (2.2022). Phyllodes Tumor (Phyll-1)

Surgical margins: Systematic review

1. Thind A, Patel B, Thind K, et al. Surgical margins for borderline and malignant phyllodes tumours. Ann R Coll Surg Engl.
2020;102(3):165-173. d0i:10.1308/rcsann.2019.0140.

2. LuY, ChenY, Zhu L, et al. Local Recurrence of Benign, Borderline, and Malignant Phyllodes Tumors of the Breast: A Systematic Review
and Meta-analysis. Ann Surg Oncol. 2019;90:342-13. doi:10.1245/s10434-018-07134-5.

3. Rosenberger LH, Thomas SM, Nimbkar SN, et al.. Contemporary Multi-Institutional Cohort of 550 Cases of Phyllodes Tumors (2007-
2017) Demonstrates a Need for More Individualized Margin Guidelines. J Clin Oncol.

21 Jan 20;39(3):178-189.

Operative management and prognosis of Phyllodes Tumors

1. Macdonald, O. K., Lee, C. M., Tward, J. D., et al. (2006). Malignant phyllodes tumor of the female breast: association of primary therapy

with cause-specific survival from the Surveillance, Epidemiology, and End Results (SEER) program. Cancer, 107(9), 2127-2133. 28



of the Breast. Ann Surg Oncol (2019) 26:2136-2143 https://doi.org/10.1245/s10434-019-07210-4

Statement: SNE / Axillary dissection in cNO

1.

Mishra, S. P., Tiwary, S. K., Mishra, M., et al. (2013). Phyllodes tumor of breast: a review article. ISRN Surgery, 2013(3), 361469-10.
http://doi.org/10.1155/2013/361469

Kim, Y.-J., & Kim, K. (2017). Radiation therapy for malignant phyllodes tumor of the breast: An analysis of SEER data. Breast
(Edinburgh, Scotland), 32, 26-32. http://doi.org/10.1016/j.breast.2016.12.006

Statement: Staging

1.

Tan, B. Y., Acs, G., Apple, S. K., et al. (2016). Phyllodes tumours of the breast: a consensus review. Histopathology, 68(1), 5-21.
http://doi.org/10.1111/his.12876

Belkacémi, Y., Bousquet, G., Marsiglia, H., et al. (2008). Phyllodes tumor of the breast. International Journal of Radiation Oncology,
Biology, Physics, 70(2), 492-500. http://doi.org/10.1016/j.ijrobp.2007.06.059



Mo . .
e Systematic Reviews (2016-2021)
ﬁ Swu Optimal Surgical Margins for Phyllodes and Borderline Tumors
SACD & \f Rosenberger LH, et al. Contemporary Multi-institutional  Local recurrence (all PT grades) was not
ity dor DEGG & V. J Clin Oncol 39: 178-189, Cohort of 550 Cases of Phyllodes reduced with wider negative margin
sawe 2021. PMID 33301374 Tumors (2007-2017) width (£ 2 mm v. > 2 mm); or final
REGACINRR o8 Demonstrates a Need for More margin status (positive v negative),
Guideines Breast Individualized Margin Guidelines.
Version 2022.1D
Thind A, etal. Ann R Coll  Surgical margins for borderline No statistically significant difference
Surg Engl. 102(3):165- and malignant phyllodes tumours. between <lcm and >1cm margins in
173, 2020. PMID (10 studies, 456 cases, 1990 — terms of local recurrence rates or distant
31918563 2019). metastasis.
Lu Y, et al. Ann Surg Local Recurrence of Benign, A positive margin and BCS both were
Oncol, 90:342-13, 2019.  Borderline, and Malignant significantly correlated with a higher LR
PMID 30617873. Phyllodes Tumors of the Breast: A risk for malignant PTs but not for benign
Systematic Review and Meta- and borderline PTs,
analysis. (54 studies, 9234 cases,
1995 — 2018).
Tan BY, et al. Histo- Phyllodes tumours of the breast: a Tumour on ink, or <1 mm, should be
pathology. 2016;68(1):5- consensus review. considered as a positive margin. Excision
w:":l:g??':":efe 21. PMID: 26768026 with negative margins should be
LETIREN achieved for recurrent and malignant
FELNLEN phyllodes tumours.

Rosenberger LH, Thomas SM, Nimbkar SN, et al. Contemporary Multi-Institutional Cohort of 550 Cases of Phyllodes Tumors
(2007-2017) Demonstrates a Need for More Individualized Margin Guidelines. J Clin Oncol. 2021 Jan 20;39(3):178-189. doi:
10.1200/JC0.20.02647. Epub 2020 Dec 10. PMID: 33301374; PMCID: PM(C8462612.

Thind A, Patel B, Thind K, et al. Surgical margins for borderline and malignant phyllodes tumours. Ann R Coll Surg Engl.
2020;102(3):165-173. d0i:10.1308/rcsann.2019.0140.

LuY, ChenY, Zhu L, et al. Local Recurrence of Benign, Borderline, and Malignant Phyllodes Tumors of the Breast: A Systematic
Review and Meta-analysis. Ann Surg Oncol. 2019;90:342-13. d0i:10.1245/s10434-018-07134-5.

Tan BY, Acs G, Apple SK, et al. Phyllodes tumours of the breast: a consensus review. Histopathology. 2016 Jan;68(1):5-21. doi:
10.1111/his.12876. PMID: 26768026; PMCID: PMC5027876.
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f}c Borderline und maligner Phylloidestumor
N - Adjuvante Therapie -

e
inder 060G Y. Oxford
oW
in dor DKG o V. LoE GR AGO
Getain 2022 98 = Adjuvante Radiotherapie (jiingeres Alter, gréReres

Tumorvolumen > 5 cm, knapper Resektionsrand)

Lokale Kontrolle 2b B +
Effekt aufs krankheitsfreie / Gesamtiiberleben 2b B
* Systemische adjuvante Therapie (Chemotherapie, 4 C -

endokrine Therapie)

= Adjuvante Therapie des Lokalrezidivs

Radiotherapie, Chemotherapie nach R1-Resektion 4 C +/-
www.age-online.de = Fernmetastasen (sehr selten)
CHREN Therapie wie bei Weichteilsarkomen 4 C +
mni ~

General recommendations / Guidelines:

1. Breast Cancer. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®). (2.2022). Phyllodes Tumor (Phyll-1)

2. https://www.nccn.org/professionals/physician_gls/pdf/breast.pdf Version 2.2022

Statements: Systemic adjuvant therapy/ Chemotherapy and Endocrine therapy

1.

2.

Soumarova, R., Seneklova, Z., Horova, H., et al. (2004). Retrospective analysis of 25 women with malignant cystosarcoma phyllodes--
treatment results. Archives of Gynecology and Obstetrics, 269(4), 278-281. http://doi.org/10.1007/s00404-003-0593-7

Tan, E. Y., Tan, P. H,, Hoon, T. P, et al. (2006). Recurrent phyllodes tumours of the breast: pathological features and clinical
implications. ANZ J Surg, 76(6), 476—480. http://doi.org/10.1111/j.1445-2197.2006.03754.x

Morales-Vasquez, F., Gonzalez-Angulo, A. M., Broglio, K., et al. (2007). Adjuvant chemotherapy with doxorubicin and dacarbazine has
no effect in recurrence-free survival of malignant phyllodes tumors of the breast. The Breast Journal, 13(6), 551-556.
http://doi.org/10.1111/j.1524-4741.2007.00510.x

Chao X, Chen K, Zeng J, et al. Adjuvant radiotherapy and chemotherapy for patients with breast phyllodes tumors: a systematic review
and meta-analysis. BMC Cancer. 2019;19(1):372. Published 2019 Apr 23. d0i:10.1186/s12885-019-5585-5
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4.

review and meta-analysis. BMC Cancer. 2019 Apr 23;19(1):372. doi: 10.1186/s12885-019-5585-5.

Choi N, Kim K, Shin KH, et al.: The Characteristics of Local Recurrence After Breast-Conserving Surgery Alone for Malignant and
Borderline Phyllodes Tumors of the Breast (KROG 16-08). Clin Breast Cancer. 2019 Oct;19(5):345-353.e2. doi:
10.1016/j.clbc.2019.04.003.

LuY, ChenY, Zhu L, et al.: Local Recurrence of Benign, Borderline, and Malignant Phyllodes Tumors of the Breast: A Systematic
Review and Meta-analysis. Ann Surg Oncol. 2019 May;26(5):1263-1275. doi: 10.1245/5s10434-018-07134-5.

Statement: Treatment of local recurrence => R0 Resection: References (retrospective analysis , case reports)

1.

Soumarova, R., Seneklova, Z., Horova, H. et al. (2004). Retrospective analysis of 25 women with malignant cystosarcoma phyllodes--
treatment results. Archives of Gynecology and Obstetrics, 269(4), 278-281.

http://doi.org/10.1007/s00404-003-0593-7

Tan, E. Y., Tan, P. H., Hoon, T. P, et al. (2006). Recurrent phyllodes tumours of the breast: pathological features and clinical
implications. ANZ J Surg, 76(6), 476—480. http://doi.org/10.1111/j.1445-2197.2006.03754.x

Mitus, J., Reinfuss, M., Mitus, J. W.,, et al. (2014). Malignant phyllodes tumor of the breast: treatment and prognosis. Breast Journal,
20(6), 639-644. http://doi.org/10.1111/tbj.12333

Statement: Distant metastases (very rare) => Treatment like soft tissue sarcomas

1.

3.

Jardim, D. L. F,, Conley, A., & Subbiah, V. (2013). Comprehensive characterization of malignant phyllodes tumor by whole genomic
and proteomic analysis: biological implications for targeted therapy opportunities. Orphanet Journal of Rare Diseases, 8(1), 112.
http://doi.org/10.1186/1750-1172-8-112

Wang, H., Wang, X., & Wang, C.-F. (2014). Comparison of clinical characteristics between benign borderline and malignant phyllodes
tumors of the breast. Asian Pacific Journal of Cancer Prevention : APJCP, 15(24), 10791-10795.
http://doi.org/10.7314/APJCP.2014.15.24.10791

https://www.nccn.org/professionals/physician_gls/pdf/breast.pdf Version 2.2022
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Sarcomas of the Breast

©AGO 6. V. * Not infrequently associated with familial syndromes (Li-Fraumeni, familial
bl adenomatous polyposis, neurofibromatosis type 1)
in der DKG a.V.
Guidelines Breast * Primary sarcomas: angiosarcoma, undifferentiated sarcoma, leiomyosarcoma,

Version 2022.1D
liposarcoma, osteosarcoma

= Secondary malignancies of the breast:
*  Radiotherapy-Associated Angi
* Breast Implant Assoclated Large-Cell Anaplastic Lymphoma (BI-ALCL)

* Rare: intramammary sarcoma metastases

» Staging: TNM (UICC) or AJCC scheme of the soft tissue sarcoma analogous to
sarcoma of the breast

www.age-online.de

* Grading: Analogous to the FNCLCC system for sarcoma or according to Rosen
(1988) for angiosarcomas

Depla, A. L., Scharloo-Karels, C. H., de Jong, M. A. A,, et al. (2014). Treatment and prognostic factors of radiation-associated
angiosarcoma (RAAS) after primary breast cancer: a systematic review. European Journal of Cancer, 50(10), 1779-1788.
http://doi.org/10.1016/j.ejca.2014.03.002

Kaklamanos, I. G., Birbas, K., Syrigos, K. N., et al. (2011). Breast angiosarcoma that is not related to radiation exposure: a
comprehensive review of the literature. Surgery Today, 41(2), 163-168. http://doi.org/10.1007/s00595-010-4341-x

Lim, S.Z., Ong, K. W., Tan, B. K. T,, et al. (2016). Sarcoma of the breast: an update on a rare entity. Journal of Clinical Pathology,
69(5), 373—-381. http://doi.org/10.1136/jclinpath-2015-203545

Penel, N., Marréaud, S., Robin, Y.-M. et al. (2011). Angiosarcoma: state of the art and perspectives. Critical Reviews in
Oncology/Hematology, 80(2), 257-263. http://doi.org/10.1016/j.critrevonc.2010.10.007

Shah, S., & Rosa, M. (2016). Radiation-Associated Angiosarcoma of the Breast: Clinical and Pathologic Features. Archives of
Pathology & Laboratory Medicine, 140(5), 477-481. http://doi.org/10.5858/arpa.2014-0581-RS

Young, R. J., Brown, N. J.,, Reed, M. W,, et al. (2010). Angiosarcoma. The Lancet Oncology, 11(10), 983-991.
http://doi.org/10.1016/51470-2045(10)70023-1

Hodgson, N. C., Bowen-Wells, C., Moffat, F. et al. (2007). Angiosarcomas of the breast: a review of 70 cases. American Journal of
Clinical Oncology, 30(6), 570-573. http://doi.org/10.1097/COC.0b013e3181131d62

Kunkiel, M., Maczkiewicz
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o I * Most common primary sarcoma of the breast

sowe
in der DKG .V

Primary Angiosarcoma of the Breast

Guideines Breast b voung age (median: 24-46 years)
Version 2022.1D

= Indistinct tumor borders

= Large tumor (median: 5-7 cm)

* Uncharacteristic findings on mammography and sonography

= High local recurrence risk, even after mastectomy

= More unfavorable prognosis than other primary sarcoma of the breast

www.age-online.de
ot '

= |Metastasize early, often to the lung and liver

Reviews

1.

Depla, A. L., Scharloo-Karels, C. H., de Jong, M. A. A., et al. (2014). Treatment and prognostic factors of radiation-associated
angiosarcoma (RAAS) after primary breast cancer: a systematic review. European Journal of Cancer, 50(10), 1779-1788.
http://doi.org/10.1016/j.ejca.2014.03.002

Lim, S. Z.,, Ong, K. W,, Tan, B. K. T., et al. (2016). Sarcoma of the breast: an update on a rare entity. Journal of Clinical Pathology,
69(5), 373—-381. http://doi.org/10.1136/jclinpath-2015-203545
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Kunkiel, M., Maczkiewicz, M., Jagiello-Gruszfeld, A., et al. (2018). Primary angiosarcomas of the breast-series of 11 consecutive
cases-a single centre experience. Curr Oncol., 25(1):e50-e53. doi: 10.3747/c0.25.3816. Epub 2018 Feb 28.

Friedrich AU, Reisenbichler ES, Heller DR, et al. Characteristics and Long-Term Risk of Breast Angiosarcoma. Ann Surg Oncol. 2021
Sep;28(9):5112-5118.
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~= Primdres Angiosarkom der Brust*

: >* - Diagnostik -

SAGO e. V. Oxford

in der DGGG e V.

oo loE GR AGO

Cuideion it * MG / MS zur Bestimmung der Tumorausdehnung 3a C -
* Prdop. MRT zur Bestimmung der Tumorausdehnung 3a o RIS
* Diagnose durch Stanzbiopsie 3a o +4
= Diagnose durch Feinnadelbiopsie 3a o -
= Staging (CT Thorax, Abd.; bei Angiosarkom MRI Kopf) 4 D e
* Prognostische Faktoren:

GriRe, Grading, Tumorrdnder 3a C ++

www.ago-online.de

FIEHEN

* Behandlung in spezialisierten Zentren empfohlen

Imaging

1. Glazebrook, K. N., Magut, M. J., & Reynolds, C. (2008). Angiosarcoma of the breast. American Journal of Roentgenology, 190(2),
533-538. http://doi.org/10.2214/AJR.07.2909

2. O'Neill, A. C., D'Arcy, C., McDermott, E., et al. (2014). Magnetic resonance imaging appearances in primary and secondary
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9485.12100
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4. Yang, W. T, Hennessy, B. T. J., Dryden, M. J,, et al. (2007). Mammary angiosarcomas: imaging findings in 24 patients. Radiology,
242(3), 725-734. http://doi.org/10.1148/radiol.2423060163

Pathology

1. Nascimento, A. F., Raut, C. P,, & Fletcher, C. D. M. (2008). Primary angiosarcoma of the breast: clinicopathologic analysis of 49 cases,
suggesting that grade is not prognostic. The American Journal of Surgical Pathology, 32(12), 1896—-1904.
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Wang, L., Lao, I. W,, Yu, L., et al. (2016). Primary Breast Angiosarcoma: A Retrospective Study of 36 Cases from a Single Chinese
Medical Institute with Clinicopathologic and Radiologic Correlations. Breast Journal. http://doi.org/10.1111/tbj.12731
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Vorburger, S., Xing, Y., Hunt, K., et al. (2005). Angiosarcoma of the breast. Cancer, 104(12), 2682—-2688.
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Gervais, M.K., Burtenshaw, S.M., Maxwell, J. et al. (2017). Clinical outcomes in breast angiosarcoma patients: A rare tumor with
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R Priméres Angiosarkom der Brust
E> - Therapie -
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in dar DKG a.V.
Guidelines Breast * Operation mit weiten freien Tumorrdandern, 2b C S
e i.d.R. Mastektomie
Brusterhaltende Therapie 3a C
* SLNE oder axilldre Dissektion im Falle cNO 3a C --
* Adjuvante Chemotherapie 4 C +/-
(Anthrazyklin / Taxan-basiert)
= Adjuvante Radiotherapie, wenn high risk
(GroRe > 5 cm, R1) 4 o +/-
www.age-online.de
ety » * Behandlung in spezialisierten Zentren empfohlen

Surgery

1. Hui, A, Henderson, M., Speakman, D., et al. (2012). Angiosarcoma of the breast: a difficult surgical challenge. Breast (Edinburgh,
Scotland), 21(4), 584-589. http://doi.org/10.1016/j.breast.2012.01.001

2. Kaklamanos, I. G., Birbas, K., Syrigos, K. N., et al. (2011). Breast angiosarcoma that is not related to radiation exposure: a
comprehensive review of the literature. Surgery Today, 41(2), 163-168. http://doi.org/10.1007/s00595-010-4341-x
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http://doi.org/10.1002/cncr.21531

4. Mitin T, McClelland S, Hatfield J, et al.: Impact of the extent of resection on primary breast angiosarcoma survival. ASCO 2019,

abstr. 521

Adjuvant Treatment (Chemotherapy, Radiotherapy)

1.

2.

Ghareeb, E. R., Bhargava, R., Vargo, J. A., et al. (2016). Primary and Radiation-induced Breast Angiosarcoma: Clinicopathologic
Predictors of Outcomes and the Impact of Adjuvant Radiation Therapy. American Journal of Clinical Oncology, 39(5), 463-467.
http://doi.org/10.1097/COC.0000000000000077

Young, R. J., Fernando, M., Hughes, D et al. (2014). Angiogenic growth factor expression in benign and malignant vascular tumours.
Experimental and Molecular Pathology, 97(1), 148-153. http://doi.org/10.1016/j.yexmp.2014.06.010
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Sekundadres Angiosarkom der Brust
- Therapie -

Oxford

LoE GR AGO
Resektion (BEO / Mastektomie) 3a C +
Die Radikalitidt der Operation fiihrt nicht zu einer Prognoseverbesserung
(Neo-)adjuvante Chemotherapie 3a C +/-
Adjuvante Radiotherapie bei Hochrisiko 2b B +/-
(GroRe > 5 cm, R1)
Regionale Hyperthermie (Verbesserung lokale Kontrolle) 2b B +/-

plus Chemotherapie und / oder Radiotherapie

Surgery (BEO/mastectomy)

1. Lindford, A., Bohling, T., Vaalavirta, L., et al. (2011). Surgical management of radiation-associated cutaneous breast angiosarcoma.
Journal of Plastic, Reconstructive & Aesthetic Surgery : JPRAS, 64(8), 1036-1042. http://doi.org/10.1016/j.bjps.2011.02.014

2. Jallali, N., James, S., Searle, A., et al. (2012). Surgical management of radiation-induced angiosarcoma after breast conservation

therapy. American Journal of Surgery, 203(2), 156-161. http://doi.org/10.1016/j.amjsurg.2010.12.011

3. https://www.leitlinienprogramm-
onkologie.de/fileadmin/user_upload/Downloads/Leitlinien/Adulte_Weichgewebesarkome/LL_Weichgewebesarkome_Langversio

n_1.0.pdf

4. Cohen-Hallaleh RB, Smith HG, Smith RC, et al. Radiation induced angiosarcoma of the breast: outcomes from a retrospective case

series. Clin Sarcoma Res. 2017 Aug 7;7:15. doi: 10.1186/s13569-017-0081-7.

(Neo-)Adjuvant Chemotherapy

1. Jallali, N., James, S., Searle, A., et al. (2012). Surgical management of radiation-induced angiosarcoma after breast conservation

therapy. American Journal of Surgery, 203(2), 156-161. http://doi.org/10.1016/j.amjsurg.2010.12.011

2. Young, R.J., Fernando, M., Hughes, D., et al. (2014). Angiogenic growth factor expression in benign and malignant vascular
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retrospective study of the EORTC soft tissue and bone sarcoma group. European Journal of Cancer (Oxford, England : 1990), 44(16),
2433-2436. http://doi.org/10.1016/j.ejca.2008.07.037

Cohen-Hallaleh RB, Smith HG, Smith RC, et al. Radiation induced angiosarcoma of the breast: outcomes from a retrospective case
series. Clin Sarcoma Res. 2017 Aug 7;7:15. doi: 10.1186/s13569-017-0081-7.

Adjuvant Radiotherapy

1.

3.

Ghareeb, E. R., Bhargava, R., Vargo, J. A. et al.(2016). Primary and Radiation-induced Breast Angiosarcoma: Clinicopathologic
Predictors of Outcomes and the Impact of Adjuvant Radiation Therapy. American Journal of Clinical Oncology, 39(5), 463-467.
http://doi.org/10.1097/COC.0000000000000077
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17(3), 405-418. http://doi.org/10.1634/theoncologist.2011-0282
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Adjuvant Hyperthermia

1.

Lim, S.Z., Ong, K. W,, Tan, B. K. T, et al. (2016). Sarcoma of the breast: an update on a rare entity. Journal of Clinical Pathology, 69(5),
373-381. http://doi.org/10.1136/jclinpath-2015-203545

Lindner, L. H., Angele, M., Diirr, H. R. et al. (2014). Systemische Therapie und Hyperthermie beim lokal fortgeschrittenen
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Linthorst, M., van Geel, A. N., Baartman, E. A, et al. (2013). Effect of a combined surgery, re-irradiation and hyperthermia therapy on



local control rate in radio-induced angiosarcoma of the chest wall. Strahlenther Onkol, 189(5), 387-393.
http://doi.org/10.1007/s00066-013-0316-3

4, Mathis, S. (2010). Hyperthermie. Systematischer Review. Ludwig Boltzmann Institut (pp. 1-59).
http://eprints.hta.lbg.ac.at/883/1/DSD_36.pdf

5. Sauer, R., Creeze, H., Hulshof, M., et al. Interdisciplinary Working Group for Clinical Hyperthermia (Atzelsberg Circle) of the German
Cancer Society and the German Society of Radiooncology. (2012). Concerning the final report “Hyperthermia: a systematic review”
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Secondary (Radiotherapy-associated)

Va

E> Angiosarcoma of the Breast

o = Cumulative incidence of radiotherapy-associated sarcoma: 3.2 per 1,000
in der DKG & V. after 15 years

Guideines Breast

Ao 22230 = (Clinical presentation

= > 5 years after BCT or mastectomy with irradiation

= usually intracutaneously or subcutaneously in the irradiation area with livid
discoloration

multiple foci

most often in advanced stages (11 - 111)

metastasis mostly pulmonary

lymph node metastasis possible

= Prognosis is more unfavorable than in non-radiotherapy-associated
S g e sarcoma

MEEN

= Survival: after 5 yrs. up to 50.5%, after 10 yrs. up to 25.2%
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Ciaehee D Therapie des Lokalrezidivs:
RO-Resektion 4 c R g
Adjuvante Radiotherapie bei Hochrisiko (GréBe > 5 cm, R1) 4 C +/-

Fernmetastasierung / nicht resektable Tumoren:

Therapie wie bei Weichteilsarkomen ( gemiR S3-Leitlinie) 4 C e
Paclitaxel weekly / liposomales Doxorubicin (bei Angiosarkomen) 2b 8 +
Antiangiogene Therapie (z. B. bei Angiosarkom) 4 c +/-

www.ago-online.de
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Treatment of local recurrences

1.

Lahat, G., Dhuka, A. R., Lahat, S., et al. (2009). Outcome of Locally Recurrent and Metastatic Angiosarcoma. Annals of Surgical
Oncology, 16(9), 2502-2509. http://doi.org/10.1245/s10434-009-0569-3

Seinen, J. M., Styring, E., Verstappen, V., et al. (2012). Radiation-associated angiosarcoma after breast cancer: high recurrence rate
and poor survival despite surgical treatment with RO resection. Annals of Surgical Oncology, 19(8), 2700-2706.
http://doi.org/10.1245/s10434-012-2310-x

https://www.leitlinienprogramm-

onkologie.de/fileadmin/user_upload/Downloads/Leitlinien/Adulte_Weichgewebesarkome/LL_Weichgewebesarkome_Langversion
_1.0.pdf

Treatment of metastatic and non-resectable tumors

1.

Lindner, L. H., Angele, M., Durr, H. R, et al. (2014). Systemische Therapie und Hyperthermie beim lokal fortgeschrittenen
Weichteilsarkom. Chirurg, 85(5), 398—403. http://doi.org/10.1007/s00104-013-2687-5

Gatcombe, H. G,, Olson, T. A., & Esiashvili, N. (2010). Metastatic primary angiosarcoma of the breast in a pediatric patient with a
complete response to systemic chemotherapy and definitive radiation therapy: case report and review of the literature. Journal of
Pediatric Hematology/Oncology, 32(3), 192-194. http://doi.org/10.1097/MPH.0b013e3181ca9ed?7 37
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~ =< |Breast Implant Associated Anaplastic Large Cell
E $ Lymphoma (BIA-ALCL)

‘:i?;gg’é «v. | * Aproximately 10.000.000 implant carrier

A TR » Rare disease, 3% of T-cell Non-Hodgkin Lymphomas, 0.04-0.5% of all malignant breast diseases
Guideines Breast | »  1:3.000 - 30.000 in women with textured implants (caveat: underreporting!)
- Estimated incidence 0.6-1.2 / 100.000 women with implants (median age: 54 y)
Mainly associated with textured implants (1:300 women)
Interval to diagnosis: 8 years (median)
Clinical symptoms
Erythema, swelling and seroma. (60%)
Solid tumor (17%)
Seroma and solid tumor (20%)
Axillary lymphadenopathia (20%)
Histology: CD30+ / ALK-T-Cell Lymphoma
wwwageoninede | . Compulsory registration as SAE (§3 MPSV to BfArM)
' ' (https://www.bfarm.de/SharedDocs/Formulare/DE/Medizinprodukte/BIA-ALCL-Meldung.html)

Reviews
1.

Eaves F, Nahai F. Anaplastic large cell ymphoma and breast implants: FDA report. Aesthetic Surgery Journal 2011; 31(4), 467-468.
http://doi.org/10.1177/1090820X11407872

Blohmer JU, Sinn HP. Zum méglichen Zusammenhang von Brustsilikonimplantatenn und dem Auftreten von Lymphomen. 243™ Statement
by the German Society of Gynecology and Obstetrics (DGGG) in Response to the call for Data on the Safety of PIP Silicone Breast Implants
and the Possible Association between Breast Implants and ALCL by the Scientific Committee on Health, Environmental and Emerging
Risks (SCHEER) of the European Commission. Geburtshilfe Frauenheilkd 2017; 77(06):617, doi:10.1055/s-0043-106280.

Leberfinger AN et al. JAMA Surg.Breast Implant-Associated Anaplastic Large Cell Lymphoma: A Systematic Review 2017;152(12):1161-
1168. doi: 10.1001/jamasurg.2017.4026.

Kricheldorff J, Fallenberg EM, Solbach C et al. Breast Implant-Associated Lymphoma. Dtsch Arztebl Int. 2018;115(38):628-635. doi:
10.3238/arztebl.2018.0628. Cordeiro PG, Ghione P, Ni A, et al. Risk of breast implant associated anaplastic large cell ymphoma (BIA-
ALCL) in a cohort of 3546 women prospectively followed long term after reconstruction with textured breast implants. J Plast Reconstr
Aesthet Surg. 2020 May;73(5):841-846. doi: 10.1016/j.bjps.2019.11.064. Epub 2020 Jan 20.PMID: 32008941

Clemens MW, Jacobsen ED, Horwitz SM. 2019 NCCN Consensus Guidelines on the Diagnosis and Treatment of BreastImplant-Associated
Anaplastic Large Cell Lymphoma (BIA-ALCL). Aesthet Surg J. 2019 Jan 31;39(Suppl_1):53-S13. doi: 10.1093/asj/sjy331.PMID: 30715173

BfArm recommendations
https://www.bfarm.de/SharedDocs/Risikoinformationen/Medizinprodukte/DE/Brustimplantate_ ALCL_FDA.html (access 30.01.2021)
Turton P, ElI-Sharkawi D, Lyburn I, et al. UK Guidelines on the Diagnosis and Treatment of Breast Implant-Associated Anaplastic Large Cell
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the safety of breast implants in relation to anaplastic large cell lymphoma: Report of the scientific committee on health, emerging
and environmental risks (SCHEER). Regul Toxicol Pharmacol. 2021 Oct;125:104982. doi: 10.1016/j.yrtph.2021.104982. Epub 2021
Jun 30. PMID: 34214611.
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BIA-ALCL - Surface of Breast Implants

eﬁ?&:&, v * The cause of BIA-ALCL is not established; however, it has been proposed that lymphomagenesis may
el be driven by a chronic inflammatory reaction induced by capsule contents or surface. The risk for
S——— BIA-ALCL has been shown to be significantly higher for implants with grade 3 and 4 surfaces.

Version 2022.1D

Process Polyurethane Salt Loss Gas Diffusion Salt Loss Imprinting Smooth/
foam (Biocell/ (Nagotex) Nano
Eurosilicone)
Surface Area high intermediate | intermediate low low minimal
Roughness high intermediate low low low minimal
SURFACE 4 3 3 2 2 1
www.age-online.de TYPE

TORSCHIEN
LETIREN
DS

Jones P, Mempin M, Hu H et al. The functional influence of breast implant outer shell morphology on bacterial attachment
and growth. Plast Reconstr Surg. 2018;142:837-849

Collett DJ, Rakhorst H, Lennox P et al.: Current Risk Estimate of Breast Implant-Associated Anaplastic Large Cell Lymphoma
in Textured Breast Implants. Plast Reconstr Surg. 2019 Mar;143(3S A Review of Breast Implant-Associated Anaplastic Large
Cell Lymphoma):30S-40S. doi: 10.1097/PRS.0000000000005567.

Wiley J. Histopathology 2019: 75, 787-796.

Loch-Wilkinson A et al. Breast Implant-Associated Anaplastic Large Cell Lymphoma in Australia: A Longitudinal Study of
Implant and Other Related Risk Factors. Aesthet Surg J. 2020 Jul 13;40(8):838-846. doi:

10.1093/asj/sjz333.PMID: 31738381 © 2019 The American Society for Aesthetic Plastic Surgery, Inc. Reprints and
permission: journals.permissions@oup.com
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s BIA-ALCL- Diagnostik

ﬂ A |
'> i Oxford

©AGOe. V.
ins der DGGG &.V. LoE GR AGO
sowe
HODEIRY: = Sonographie (Abkldrung neu aufgetretener Serome 3a D 4
sty 1 Jahr nach Implantateinlage, Herdbefund (Sensitivitat: 84 %,
Spezifitdt: 75 %))
* Mamma-MRT bei Bestdtigung Verdachtsdiagnose 3a D ++
= Staging (Bildgebung, z. B. CT, PET-CT) 3a D o
= Erguss-Zytologie bei Spdtserom 3a D ++

Untersuchung von mind. 50 ml

komplette Aufarbeitung

Flowzytometrie (T-Zell-Klon)

BIA-ALCL spezifische zytol. Diagnostik (z. B. CD 30+)

= Stanzbiopsie bei soliden Herdbefunden 3a D ++
Lymphomdiagnostik am Resektat und histologisches Staging

www.ago-online.de

LR EN = Dokumentation des Implantates und Eingabe in Register 5 D ++

BIA-ALCL-Work-up

1.

Cardoso MJ, Wyld L, Rubio IT, et al EUSOMA position regarding breast implant associated anaplastic large cell ymphoma (BIA-
ALCL) and the use of textured implants. Breast. 2019 Apr;44:90-93. doi: 10.1016/j.breast.2019.01.011.

McKernan CD, Vorstenbosch J, Chu JJ, Nelson JA. Breast Implant Safety: an Overview of Current Regulations and Screening
Guidelines. J Gen Intern Med. 2021 May 23. doi: 10.1007/s11606-021-06899-y. Epub ahead of print. PMID: 34027608.
Clemens MW, Medeiros LJ, Butler CE, et al. Complete Surgical Excision Is Essential for the Management of Patients With Breast
Implant-Associated Anaplastic Large-Cell Lymphoma. J Clin Oncol. 2016;34(2):160-168. doi:10.1200/JC0.2015.63.3412.
Kricheldorff J, Fallenberg EM, Solbach C, et al. Brustimplantat-assoziiertes Lymphom. Deutsches Arzteblatt international.
2018;115(38):628-635. doi:10.3238/arztebl.2018.0628.

Clemens MW, Jacobsen ED, Horwitz SM. 2019 NCCN Consensus Guidelines on the Diagnosis and Treatment of Breast Implant-
Associated Anaplastic Large Cell Lymphoma (BIA-ALCL). Aesthet Surg J. 2019;39(Suppl_1):53-S13. d0i:10.1093/asj/sjy331
Turton P, EI-Sharkawi D, Lyburn I, et al. UK Guidelines on the Diagnosis and Treatment of Breast Implant-Associated Anaplastic
Large Cell Lymphoma (BIA-ALCL) on behalf of the Medicines and Healthcare products Regulatory Agency (MHRA) Plastic,
Reconstructive and Aesthetic Surgery Expert Advisory Group (PRASEAG). Eur J Surg Oncol. 2021;47(2):199-210.
doi:10.1016/j.ejs0.2020.07.043

Johnson L et al. Breast implant associated anaplastic large cell ymphoma: The UK experience. Recommendations on its
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management and implications for informed consent. Eu J Surg Oncol. 2017;43:1393-1401. doi: 10.1016/j.ejs0.2017.05.004. Epub
2017 May 18.
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BIA-ALCL - Therapie
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Guidelines Breast * Implantatentfernung und vollstindige Kapsulektomie 3a C ++
Version 2022.1D

einschlieBlich Tumorentfernung

* Kontralaterale Implantatentfernung und Kapsulektomie 4 D +/-
bei Implantateinlage beidseits (2-4 % BIA-ALCL bilateral)

* Entfernung suspekter Lymphknoten, keine routine-maRige 4 D ++
Sentinel-Node Biospie, keine Axilladissektion

* Polychemotherapie (z. B. CHOP / CHOEP) bei extrakapsuldrer 4 D -
Tumorausbreitung, alternativ Brentuximab-Vedotin-CHP

» Radiatio bei unresektablen Tumoren oder R1 5 D +/-

www.ago-online.de
MRACEINS * Vorstellung im interdisziplindren Tumorboard (inkl. 5 D +4

T Lymphomspezialist)

BIA-ALCL-Treatment:

1.

Clemens MW, Medeiros LJ, Butler CE, et al. Complete Surgical Excision Is Essential for the Management of Patients With

Breast Implant-Associated Anaplastic Large-Cell Lymphoma. J Clin Oncol. 2016;34(2):160-168. d0i:10.1200/JC0.2015.63.3412.

Kricheldorff J, Fallenberg EM, Solbach C, Gerber-Schéafer C, Rancso C, Fritschen UV. Brustimplantat-assoziiertes Lymphom.
Deutsches Arzteblatt international. 2018;115(38):628-635. doi:10.3238/arztebl.2018.0628.

Clemens MW, Jacobsen ED, Horwitz SM. 2019 NCCN Consensus Guidelines on the Diagnosis and Treatment of BreastImplant-
Associated Anaplastic Large Cell Lymphoma (BIA-ALCL). Aesthet Surg J. 2019 Jan 31;39(Suppl_1):53-S13. doi:
10.1093/asj/sjy331.PMID: 30715173

Turton P, EI-Sharkawi D, Lyburn I, et al. UK Guidelines on the Diagnosis and Treatment of Breast Implant-Associated Anaplastic
Large Cell Lymphoma (BIA-ALCL) on behalf of the Medicines and Healthcare products Regulatory Agency (MHRA) Plastic,
Reconstructive and Aesthetic Surgery Expert Advisory Group (PRASEAG). Eur J Surg Oncol. 2021;47(2):199-210.
doi:10.1016/j.ejs0.2020.07.043

Johnson L et al. Breast implant associated anaplastic large cell lymphoma: The UK experience. Recommendations on its
management and implications for informed consent. Eu J Surg Oncol. 2017;43:1393-1401. doi: 10.1016/j.ejso0.2017.05.004.
Epub 2017 May 18.

Richardson K, Alrifai T, Grant-Szymanski K, et al. Breast implant-associated anaplastic large-cell lymphoma and the role of
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brentuximab vedotin (SGN-35) therapy: A case report and review of the literature. Mol Clin Oncol. 2017 Apr;6(4):539-542. doi:
10.3892/mc0.2017.1170. Epub 2017 Feb 17.

7. Stack A, Ali N, Khan N. Breast Implant-associated Anaplastic Large Cell Lymphoma: A Review with Emphasis on the Role of
Brentuximab Vedotin. J Cell Immunol. 2020 May;2(3):80-89. doi: 10.33696/immunology.2.025.

8. Brentuximab Vedotin (Neubewertung, sALCL) DGHO Stellungnahme 20211022.pdf

9. DeCoster RC, Lynch EB, Bonaroti AR, et al. Breast Implant-associated Anaplastic Large Cell Lymphoma: An Evidence-based Systematic
Review. Ann Surg. 2021;273(3):449-458. doi:10.1097/SLA.0000000000004365
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TNM Staging o propose
©AGOe. V. TNM- Definition Stage Definition
in der DGGG e.V. Kategarie
sawm
in der DKG a.V. Tumor extent T1 Can'fined.to seroma or a layer on 1A T1NO MO
Guidetnes Breas (cT/pT) luminal side of capsule — T2 NO MO .
SR 2220 T2 Early capsule infiltration TC T3 NO MO }
RE] Cell aggregates or sheets infiltrating 1A T4 NO MO
the capsule e
T4 Lymphoma infiltrates beyond the L H:INEMO [
capsule 1 T4 N1-2 MO
Regional lymph NO No lymph node involvement :
nodes (cN/pN) v T any N any M1 l
N1 One regional lymph node positive
N2 Multiple regional lymph nodes
positive
Metastasis MO No distant spread
www.age-online.de (cM/pM)
FORMCTINN M1 Spread to other organs or distant
LEnnRes~ b
HEHEN sites

1. Clemens MW, Medeiros LJ, Butler CE, et al. Complete Surgical Excision Is Essential for the Management of Patients With Breast
Implant-Associated Anaplastic Large-Cell Lymphoma. J Clin Oncol. 2016;34(2):160-168. doi:10.1200/JC0.2015.63.3412.

2. Kricheldorff J, Fallenberg EM, Solbach C, Gerber-Schafer C, Rancsé C, Fritschen UV. Brustimplantat-assoziiertes Lymphom.
Deutsches Arzteblatt international. 2018;115(38):628-635. doi:10.3238/arztebl.2018.0628.
3. Mark W Clemens, MD, FACS, Eric D Jacobsen, MD, Steven M Horwitz, MD, 2019 NCCN Consensus Guidelines on the Diagnosis

and Treatment of Breast Implant-Associated Anaplastic Large Cell Lymphoma (BIA-ALCL), Aesthetic Surgery Journal, Volume 39,
Issue Supplement_1, March 2019, Pages S3-513, https://doi.org/10.1093/asj/sjy331
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ANEe Diagnostic Pathways and Assessment

Adapted from the NCCN and UK guidelines
SRS Suspicion Imaging Findings Samples Assessment
%:: :M g ligte S‘i:f"?a Ultrasound Core biopsy Histology
b Hetdngioa Breast + Axilla (any solid mass) Immunohistology
Guidelnes Breast 1* implant
Version 2022.1D

Cytology
immune-cytology
for CD30

Capsule-related
solid tumor mass

FNA fluid
(take > 50 ml)

Mammogram
{not useful if age < &0 yrs)

Pathological
skin lesion

b d  Skin biopsy

Indeterminate?
Suspicious?

Pathological l
lymph nodes
PETCT MRI Breast Flow-Cytometry
www.age-online.de (if diagnosis i o Ii i
(/o systemicd ) onality studies
FORSCHEN S e i i {for T-cell rearragenemnts)
LEnREN

s

Kricheldorff J, Fallenberg EM, Solbach C, et al. Brustimplantat-assoziiertes Lymphom. Deutsches Arzteblatt international.
2018;115(38):628-635. doi:10.3238/arztebl.2018.0628.

NCCN Guidelines Version 1.2020 Breast implant-associated ALCL, https://biaalcl.com/wp-content/uploads/NCCN-Guidelines-
January-2020.pdf

Turton P, ElI-Sharkawi D, Lyburn |, et al. Guidelines on the Diagnosis and Treatment of Breast Implant-Associated Anaplastic Large
Cell Lymphoma on behalf of the Medicines and Healthcare products Regulatory Agency Plastic, Reconstructive and Aesthetic
Surgery Expert Advisory Group. BrJ Haematol. 2021 Feb;192(3):444-458. doi: 10.1111/bjh.17194. Epub 2020 Nov 22.

Clemens MW, Jacobsen ED, Horwitz SM. 2019 NCCN Consensus Guidelines on the Diagnosis and Treatment of Breast Implant-

Associated Anaplastic Large Cell Lymphoma (BIA-ALCL). Aesthet Surg J. 2019 Jan 31;39(Suppl_1):53-S13. doi: 10.1093/asj/sjy331.

PMID: 30715173

43



e BIA-ALCL Treatment Pathways
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e BIA-ALCL — EUSOMA-Recommendation

>

°§§r7é§é «v.| = Despite an increase of BIA-ALCL in association with texture implants
R the use of textured implants is still permitted!

Version 2022.10

»For the moment, textured implants can safely continue to be used with patient's fully informed
consent, and that women that have these type of implants already in place don't need to remove
or substitute them, which would undoubtedly cause harm to many tens of thousands of women,
to prevent an exceptionally rare, largely curable and currently poorly understood disease."
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Metaplastisches Mammakarzinom
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wown . ~  Bei epithelialer Differenzierung: Plattenepithelkarzinom, Spindelzellkarzinom
in der DKG e.V. ~  Bel heterologer (mesenchymaler) Differenzierung: chondroides, ossares oder rhabdoides metaplastisches
Guideines Breast Mammakarzinom
Version 2022.1D

Klinisch-pathologische Charakteristika:

— < 1% der Malignome der Mamma

~  Gleiche Altersgruppe wie NST-Karzinome

~  Umschrieben, tastbar

~  Schnell wachsend, schlechtes Ansprechen auf Chemotherapie
—  >90 % triple-negativ

Aggressivitat:
~  Hoch maligne bei heterologer (mesenchymaler), plattenepithelialer oder high-grade spindelzelliger
Differenzierung
~  Unsicheres malignes Potential (low-grade) bei adenosquamdser oder Fibromatose-dhnliche Differenzierung
www.ago—onnnede
ot -TP53, EGFR, PIK3CA, PTEN
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Metaplastisches Mammakarzinom*
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Version 2022.1D * Operative Therapie und axilldres Staging nach Standard 4 C 4+
= Adjuvante Chemotherapie (eher chemoresistent) 4 o +/-
* Neoadjuvante Chemotherapie (eher chemoresistent) 4 C -
* Adjuvante endokrine Therapie, wenn HR-positiv 4 c +
= Adjuvante Radiotherapie nach Standard 4 o ++
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* Adjuvante Chemotherapie 4 C
* Neoadjuvante Chemotherapie 4 >
* Adjuvante endokrine Therapie 4 C
(entfilit, da triple-negative Tumoren)
* Adjuvante Radiotherapie nach Standard 4 C +
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