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Brustkrebs:
Spezielle Situationen

»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 grozellig-anaplastisches Lymphom (BIA-ALCL)
Metaplastisches Karzinom



NEo Brustkrebs bei der jungen

: 5 Patientin < 40 Jahre
©AGOe. V. Oxford
in der DGGG e.V.
indor DKG oV, LoE GR AGO
QU el S * Meist ungiinstige Tumorbiologie mit schlechter Prognose 2a B
= Lokaltherapie altersunabhingig 2b B +
= Leitliniengerechte (neo-)adjuvante Systemtherapie (siehe 1b A ++
Therapiekapitel)
= ET Unterbrechung (max. 2 Jahre nach mind. 18 Monate 2b B +
Vortherapie) bei Kinderwunsch ohne kurzfristigen
Uberlebensnachteil
= GnRHa zur ovariellen Protektion (siehe Kap. Gyn. 1a B +
www.ago-online.de PrObIeme)
= Angebot zur genetischen Beratung und Fertilitatsberatung  2b B ++
= Friihzeitige Beratung zur Verhiitung 2b B ++
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e Brustkrebs in der Schwangerschaft*

: S — Diagnostik und OP —
Oxford
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in der DKG e.V. . . .
- = Mammadiagnostik wie auBerhalb der Schwangerschaft 4 C ++
Guidelines Breast . . . . .
Version 2023.1D (keine grundsatzliche MRT-Indikation)
= Staging: wenn indiziert (Knochenszintigraphie nach 5 D +
Entbindung)
= Ganzkoérper MRT ohne Kontrastmittel 4 C +/-
= OP wie bei Nicht-Schwangeren C ++
= Sentinel-Node Biopsie (nur Technetium) 2b B +
= SLNE im 1. Trimester 5 D +/-
T novaa ey Sensitivitdt und Spezifitét sind unklar (wahrend Stillzeit); Stillen sollte 4 C ++
fiir 24 Stunden vermieden werden
Farbstoffblau (keine Studiendaten in der Schwangerschaft) 4 C

* Teilnahme an Registerstudie empfohlen

Study link: http://germanbreastgroup.de/studien/adjuvant/brustkrebs-in-der-schwangerschaft.html
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Statement: Breast imaging & biopsy like in non-pregnant
1. diFlorio-Alexander RM, Slanetz PJ, Moy L et al. ACR Appropriateness Criteria((R)) Breast Imaging of Pregnant and Lactating Women.
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491-497
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Statement: Staging: ultrasound, chest X-ray if indicated

1.
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Roentgenol 2012;198:785-792.

Statement: Whole Body MRI
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Peccatori FA, Codacci-Pisanelli G, Del Grande M, et al. Whole body MRI for systemic staging of breast cancer in pregant women.
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Statement: Surgery like in non-pregnant patients
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3.
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. Genin AS, De Rycke Y, Stevens D, et al. Association with pregnancy increases the risk of local recurrence but does not impact overall
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Statement: ,Sentinel node biopsy” during pregnancy
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Gropper AB, Calvillo KZ, Dominici L, et al. Sentinel lymph node biopsy in pregnant women with breast cancer. Ann Surg Oncol. 2014
Aug;21(8):2506-11.
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Lee GE, Mayer EL, Partridge A. Prognosis of pregnancy-associated breast cancer. Breast Cancer Res Treat 2017;163(3):417-21.

Ruiz R, Herrero C, Strasser-Weippl K, et al. Epidemiology and pathophysiology of pregnancy-associated breast cancer: A review.
Breast 2017;35:136-41.

Talele AC, Slanetz PJ, Edmister WB, et al. The lactating breast: MRI findings and literature review. Breast J 2003, 9: 237-240

hachar SS, Gallagher K, McGuire K et al. Multidisciplinary Management of Breast Cancer During Pregnancy. Oncologist
2017;22(3):324-34.

Framarino-Dei-Malatesta M, Sammartino P, Napoli A. Does anthracycline-based chemotherapy in pregnant women with cancer offer
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: 5 — (Neo-)adjuvante Therapie —
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Suidlines Breast = Bestrahlung wahrend der Schwangerschaft 4 C -
Version 2023.1D
= (Neo-)adjuvante Chemotherapie ab dem zweiten ++
Trimenon (Indikation wie bei Nicht-Schwangeren)
Antrazykline: AC, EC 2b B ++
Taxane 2b B +
Platinsalze (Carboplatin, Cisplatin) 4 C +/-
MTX (z. B. CMF) 4 D -
= Endokrine Therapie D -
= Anti-HER2-Therapie 3a C -
R = Checkpointinhibitoren 4 D --
= Bisphosphonate, Denosumab 4 D --

Die Behandlung (Systemtherapie, Operation, RT) des Mammakarzinoms in der Schwangerschaft soll so nah wie
moglich an der Standardbehandlung junger, nicht-schwangerer Patientinnen mit Mammakarzinom ausgerichtet sein.

General principles
1. Amant F, Nekljudova V, Maggen C, et al: Outcome of breast cancer patients treated with chemotherapy during pregnancy compared

with non-pregnant controls. Eur J Cancer 2022;170:54-63.
2. Peccatori FA et al. Cancer, pregnancy and fertility: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up. Ann
Oncol. 2013;24 Suppl 6:vi160-70

3. Loibl S, Schmidt A, Gentilini O et al. Breast Cancer Diagnosed During Pregnancy: Adapting Recent Advances in Breast Cancer Care for
Pregnant Patients. JAMA Oncol. 2015 Nov;1(8):1145-53.

Statement: Radiotherapy during pregnancy
1. Kal HB et al., Radiotherapy during pregnancy: fact and fiction. Lancet Oncol 2005, 6: 328-333 (Review)

Statement: (Neo-)adjuvant chemotherapy only after first trimester (indication as in non-pregnant)

1. Loibl S, Han S, Mayer K, et al. Neoadjuvant chemotherapy for patients with breast cancer during pregnancy (BCP). J Clin Oncol 32:5s,
2014 (suppl; abstr 1071)

2. Ring et al, Chemotherapy for breast cancer during pregnancy: An 18-Year experience from five London teaching Hospitals. J Clin Oncol
2005, 23: 4192-4197
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Statement: Anthracyclines: AC, EC
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Omission of 5FU based on the same evidence as in non-pregnant patients (GIM2 study) - see also chapter on adjuvant chemotherapy
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Statement: Taxanes
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e Brustkrebs in der Schwangerschaft*

5 — Entbindung und Stillen -
darbocsay Oxford
;]Og(i: DKGe.V. LOE G R AGO
Vo 3625 15 = Entbindung erst bei ausreichender kindlicher Reife 2b C ++
= Eine Beendigung der Schwangerschaft verbessert 3b C

den miitterlichen Erkrankungsverlauf nicht

= Entbindungsmodus wie bei gesunden Schwangeren; 4 C ++
Entbindung im Leukozytennadir nach Chemotherapie
sollte vermieden werden

= Sollte eine Systemtherapie nach der Entbindung 5 D ++
fortgefiihrt werden, kann Stillen evtl. kontraindiziert sein
www.ago-online.de (CaVe: Toxizitat !)

* Teilnahme an Registerstudie empfohlen
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e Brustkrebs und Schwangerschaft*

— Familienplanung -
Oxford
©AGOe. V.
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in der DKG e.V.
cuidelinesBreast "  Nach einer Mammakarzinomerkrankung sind reproduktions- 3b D
Version 2023.1D PP [T
medizinische MaBnahmen moglich
= Die Erfolgsaussichten fiir eine intakte Schwangerschaft bzw. ein 3b D
Kind sind bei autologer Eizellverwendung bei Mammakarzinom-
patientinnen geringer als bei Nicht-Karzinompatientinnen.
= Mammakarzinompatientinnen im gebarfahigen Alter sollten eine 5 D ++
Beratung liber Fertilitdt und Fertilitatserhalt vor Therapiebeginn
erhalten.
= Von einer Schwangerschaft soll nach einer Mammakarzinom- 3a D

erkrankung nicht abgeraten werden. Dies gilt grundsatzlich
unabhangig vom Hormonrezeptorstatus und auch gBRCA Status.

www.ago-online.de

* Teilnahme an Registerstudie empfohlen
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Brustkrebs wahrend Schwangerschaft und Stillzeit*

— Prognose —
©AGOe. V.
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sowie
in der DKG e.V. LoE
Vergon 305530 * Mammakarzinom wihrend Schwangerschaft
= Prognose wird nicht verschlechtert, wenn korrekte Behandlung 3a

= Mammakarzinom widhrend der Stillzeit bzw. im ersten Jahr
nach der Schwangerschaft

= Prognose schlechter als wahrend der Schwangerschaft und ohne 3a
Bezug zur Schwangerschaft

= Schwangerschaft / Laktation nach Mammakarzinom

www.ago-online.de = Prognose wird nicht verschlechtert 3a

* Teilnahme an Registerstudie empfohlen
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Statement: Breast cancer during pregnancy / lactation: Outcome not compromized, if treated adaequately
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Statement: Pregnancy and lactation after breast cancer: Outcome not compromised
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Geriatrische Einschatzung
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%ggg&&ev = Spezifische Algorithmen nicht existent
L A'S
e KGaV. = Toleranz gegeniiber onkologischen Behandlungen variiert erheblich (,funktionelle
Reserve”)

Guidelines Breast
Version 202510 = Zur umfassenden geriatrischen Einschitzung (CGA) gehért die multidisziplindre

Auswertung der Pradiktoren fiir Morbiditat und Mortalitat dlterer Menschen
Physische, mentale und psychosoziale Gesundheit
Basisaktivitdten des taglichen Lebens (Ankleiden, Korperpflege, Zubereiten des taglichen
Essens, Medikamenteneinnahme, etc.)
Lebensumstdnde, soziales Netz, Verfiigbarkeit von Hilfsdienstleistern

= Einschatzungsinstrumente:
= Charlson Comorbidity Index (breit eingesetzt; verlassliche Pradiktion iiber 10 Jahre)
12 Prognosefaktoren zur Abschatzung des 4-Jahre-Sterberisikos
Kurze Screening-Tests (eher zur qualitativen Bewertung geeignet)
IADL (IADL = The Lawton Instrumental Activities of Daily Living Scale), G-8 Screening tool

www.ago-online.de
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Behandlung der ,riistigen alteren” Patientin

: S"‘"‘"‘ (Lebenserwartung > 5 Jahre und akzeptable Komorbiditat)
. Oxford
AGOe. V.
inder DGGG e V. LoE GR AGO
in der DKG e.V. o .
meermrse = Bestimmung des aktuellen Gesundheitszustandes 2b B +
Suidglingzge%st .
ersion 2523 = Leitliniengerechte Behandlung 2a C ++
Operation wie bei ,jiingeren” Patientinnen 2b B ++
Hormontherapie (endokrin-sensibles Ca.) la A ++

Chemotherapie (Standard Regime)

<70 Jahre 1a A +
>70 Jahre 2a C +*
Radiotherapie 1a A +
Verzicht auf Radiotherapie bei ,low risk“, bei endokriner Therapie 1b B +
www.ago-online.de
Anti-HER2-Therapie 2b C +

* Studienteilnahme wird empfohlen
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11



N

0.

10.
11.
12.

13.

cancer has an adverse impact on breast cancer-specific survival. Br J Surg 2018;105(11):1454-63.

Enger SM: Breast cancer treatment of older women in integrated health care settings. J Clin Oncol. 2006 Sep 20;24(27):4377-83
Mustacchi G, Breast cancer in elderly women: a different reality? Results from the NORA study.Ann Oncol. 2007 Jun;18(6):991-6.
Chagpar AB: Determinants of early distant metastatic disease in elderly patients with breast cancer.Am J Surg. 2006 Sep;192(3):317-
21

Kemeny MM: Barriers to clinical trial participation by older women with breast cancer.)J Clin Oncol. 2003 Jun 15;21(12):2268-75
Giordano SH: Breast cancer treatment guidelines in older women.J Clin Oncol. 2005 Feb 1;23(4):783-91.

Yood MU: Mortality impact of less-than-standard therapy in older breast cancer patients.) Am Coll Surg. 2008 Jan;206(1):66-75
Wildiers H: Management of breast cancer in elderly individuals: recommendations of the International Society of Geriatric
Oncology.Lancet Oncol. 2007 Dec;8(12):1101-15

Lugue M et al. Breast cancer management in the elderly. Clin Transl Oncol. 2013 epub

Statement: Surgery similar to ,younger” age
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Statement: Endocrine treatment (endocrine resp.)
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Statement: Chemotherapy in pts. < 70 vears
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Paget’s Disease of the Breast
>
OAGO . V. = Definition: Paget’s disease of the breast is characterized by an intraepidermal tumor
in der DGGG e.V. manifestation originating in intraductal or invasive breast cancer.
sowie
in der DG V. = Clinical presentation: skin eczema of the nipple, areola and surrounding skin; thickening,
S s e pigmentation and scaly skin
Feature Frequency
Presentation Paget s disease with i |nvaS|ve Ca 837 -58%)
%et s disease mit DCIS (3
ated 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%
e onine e Prognosis and tumor Better in isolated Paget's disease
biology Worse if in combination with invasive breast cancer or DCIS
compared to isolated Paget’s disease

Review
1. Streng A, Gutjahr E, Aulmann S, et al. Pathologie der Mamillenregion : . Morbus Paget der Mamille, Varianten und

Differenzialdiagnosen. Der Pathologe. 2020;29(4):14-399. doi: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

2. Gunhan-Bilgen, I., & 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

3.  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

4. 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

5. 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

Pathology and Immunohistochemistry
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Chen, C.-Y.,, Sun, L.-M., & Anderson, B. O. (2006). Paget disease of the breast: changing patterns of incidence, clinical presentation,
and treatment in the U.S. Cancer, 107(7), 1448-1458. http://doi.org/10.1002/cncr.22137

Hanna, W., Alowami, S., & Malik, A. (2003). The role of HER-2/neu oncogene and vimentin filaments in the production of the
Paget's phenotype. The Breast Journal, 9(6), 485—-490.

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

Lester, T., Wang, J., Bourne, P, et al. (2009). Different panels of markers should be used to predict mammary Paget's disease
associated with in situ or invasive ductal carcinoma of the breast. Annals of Clinical and Laboratory Science, 39(1), 17-24.

Liegl, B., Horn, L.-C., & Moinfar, F. (2005). Androgen receptors are frequently expressed in mammary and extramammary Paget's
disease. Modern Pathology, 18(10), 1283-1288. http://doi.org/10.1038/modpathol.3800437

Sanders, M. A., Dominici, L., Denison, C., et al. (2013). Paget disease of the breast with invasion from nipple skin into the dermis:
an unusual type of skin invasion not associated with an adverse outcome. Archives of Pathology & Laboratory Medicine, 137(1),
72-76. http://doi.org/10.5858/arpa.2011-0611-0A

Schelfhout, V. R., Coene, E. D., Delaey, B., et al. (2000). Pathogenesis of Paget's disease: epidermal heregulin-alpha, motility factor,
and the HER receptor family. Journal of the National Cancer Institute, 92(8), 622-628.



Aec Morbus Paget der Mamille

> Diagnostik

ey Oxford

in der DKG e.V. LOE GR AGO

Guidelines Breast

VORI = Stanzbioptische histologische Sicherung ++
= Mammographie, Mammasonographie 4 D ++
= Mamma-MR (falls andere Bildgebung nicht 4 C +

aussagekraftig)

= Immunhistologie (ER, PR, HER2, CK7) zur 5 D ++

Abgrenzung benigner und HER2-negativer Befunde

www.ago-online.de

General recommendations / Guidelines:

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

Imaging

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

2. Ginhan-Bilgen, I., & 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

3. Capobianco, G., Spaliviero, B., Dessole, S., et al. (2006). Paget's disease of the nipple diagnosed by MRI. Archives of Gynecology and
Obstetrics, 274(5), 316—318. http://doi.org/10.1007/s00404-006-0160-0

4, Moon, J. Y., Chang, Y.-W., Lee, E. H., et al. (2013). Malignant invasion of the nipple-areolar complex of the breast: usefulness of breast
MRI. American Journal of Roentgenology, 201(2), 448—455. http://doi.org/10.2214/AJR.12.9186



Pathology

1.

Sandoval-Leon, A. C., Drews-Elger, K., Gomez-Fernandez, C. R., et al. (2013). Paget's disease of the nipple. Breast Cancer Research
and Treatment, 141(1), 1-12. http://doi.org/10.1007/s10549-013-2661-4

Saeed, D., & Shousha, S. (2014). Toker cells of the nipple are commonly associated with underlying sebaceous glands but not with
lactiferous ducts. Journal of Clinical Pathology, 67(11), 1010-1012. http://doi.org/10.1136/jclinpath-2014-202280

Sek, P., Zawrocki, A., Biernat, W., et al(2010). HER2 molecular subtype is a dominant subtype of mammary Paget's cells. An
immunohistochemical study. Histopathology, 57(4), 564-571. http://doi.org/10.1111/j.1365-2559.2010.03665.x



= Morbus Paget der Mamille

Therapie
AEOE V. Oxford
in der DGGG e.V.
sowie
in der DKG e.V. LoE GR AGO
Veonsomis. = 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 ++
www.age-oniine.de = Sentinel-Lymphknoten-Exzision (SLNE) 2b

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. Lin C-W, Chiang M-H, Tam K-W: Treatment of Mammary Paget Disease: A systematic review and meta-analysis of real-world data. Int
J Surg 2022;107:106964.

2. Markarian S, Holmes DR: Mammary Paget's Disease: An Update. Cancers (Basel) 2022;14

3. 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.

4, 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

5. 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
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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
with worse prognosis than Paget’s disease alone. The American Surgeon, 79(10), 1009-1012.

Statement: Sentinel-node excision (SNE)

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. 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
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Borderline and Malignant Phyllodes Tumor

MAMMA

S

“Acoe V. | = Name derived from greek term of “Phyllon” (leaf) due to its lobulated histological
:'102’: DKGe.V. aspeCt
Vorson 202310 = 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.

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

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 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.

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/s10434-018-07134-5

Spanheimer PM, Murray MP, Zabor EC, et al.: Long-Term Outcomes After Surgical Treatment of Malignant/ Borderline Phyllodes 24
Tumors of the Breast. Ann Surg Oncol (2019) 26:2136—2143 https://doi.org/10.1245/s10434-019-07210-4



MNeo

s Phyllodes Tumor

1>

©AGOe. V. = Frequency 0.3 — 1% of all primary breast tumors
inoeqbeecel parameter frequencies

in der DKG e.V.

Guidelines Breast Grad|n§(3 STEP histological grading Benign (75% .
Version 2023.1D. system BMoar ¢ ge;gnte %A,

Median age at time of diagnosis Benign PT: 39y
Borderline PT: 4
Malignant PT: 4

(5]

y
y

~N

Local recurrence Benign PT: 4 - 17%
Borderline PT: 14 — 25%
Malignant PT: 23 — 30%

Metastasis geni nIPT: <P%%1 o
www.ago-online. oraerline: e Al
SR Malignant PT: 16-22%

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 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.

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/s10434-018-07134-5

Spanheimer PM, Murray MP, Zabor EC, et al.: Long-Term Outcomes After Surgical Treatment of Malignant/ Borderline Phyllodes
Tumors of the Breast. Ann Surg Oncol (2019) 26:2136—2143 https://doi.org/10.1245/s10434-019-07210-4 25



e Borderline und maligner Phylloidestumor
- Diagnostik -

ey Oxford

in der DKG e.V. LOE G R AGO

Guidelines Breast

Ve 2R D =  Mammographie / Mamma-Ultraschall (MG / MS) 3 C ++
= Stanzbioptische Diagnostik, Dignitdtsbeurteilung am 3 C ++

Resektat

= Mamma-MRT 3 C +/-
= Staging nur beim malignen PT (CT Thorax, Knochen) 5 D ++

www.ago-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

2. 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. Abdulcadir, D., Nori, J., Meattini, I., 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.ejs0.2014.02.222

2. 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
- Operative Therapie -

©AGOe. V.
in der IZ?GGG eV. OXfo rd
sowie
in der DKG e.V. LOE G R AGO
Suidglinggg%aljst
‘ersion . . . .
' = 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 C ++

www.ago-online.de

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.

4.

Yu C-Y, Huang T-W, Tam K-W: Management of phyllodes tumor: A systematic review and meta-analysis of real-world evidence. Int J
Surg 2022;107:106969.

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. doi:10.1245/s10434-018-07134-5.

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. http://doi.org/10.1002/cncr.22228

Mitus, J., Reinfuss, M., Mitus, J. W, et al. (2014). Malignant phyllodes tumor of the breast: treatment and prognosis. Breast Journal,
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4.

20(6), 639-644. http://doi.org/10.1111/tbj.12333

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

Spanheimer PM, Murray MP, Zabor EC, et al.: Long-Term Outcomes After Surgical Treatment of Malignant/ Borderline Phyllodes
Tumors 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.

2.

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



~=<|  Borderline und maligner Phylloidestumor
- Adjuvante Therapie -

©AGOe. V.
in der DGGG e.V. OXford
sowie
in der DKG e.V. LOE GR AGO
Guidelines Breast . N . . .
ReEic2022l = Adjuvante Radiotherapie (jlingeres Alter, groReres
Tumorvolumen >5 cm, knapper Resektionsrand)
Lokale Kontrolle 2b B +
Effekt aufs krankheitsfreie / Gesamtiiberleben 2b
* Systemische adjuvante Therapie (Chemotherapie, 4 C -

endokrine Therapie)
= Adjuvante Therapie des Lokalrezidivs
Radiotherapie, Chemotherapie nach R1-Resektion 4 C +/-
www.ago-online.de

= Fernmetastasen (sehr selten)

Therapie wie bei Weichteilsarkomen 4 C ++

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. 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

2. 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

3.  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

4. 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

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

Choi, N., Kim, K., Shin, K.H., et al. (2018). Malignant and borderline phyllodes tumors of the breast: a multicenter study of 362
patients (KROG 16-08). Breast Cancer Res Treat. 2018 Sep;171(2):335-344. doi: 10.1007/5s10549-018-4838-3. Epub 2018 May 28.
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/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.

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

MAMMA

1>

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

Version 2023.1D .
Ilposa rcoma, osteosarcoma

= Secondary malignancies of the breast:
Radiotherapy-Associated Angiosarcoma
Breast Implant Associated 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.ago-online.de

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

Li W, Zhang S, Fan W, et al.: Sonographic imaging features of alveolar soft part sarcoma: Case series and literature review. Medicine
(Baltimore) 2022;101:e31905.

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
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= 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
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Version 2023.1D = (Clinical presentation

= > 5years after BCT or mastectomy with irradiation

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

= multiple foci

= most often in advanced stages (Il - 111)

= metastasis mostly pulmonary

= lymph node metastasis possible

= Prognosis is more unfavorable than in non-radiotherapy-associated
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Guidelines Breast = 1:3.000 — 30.000 in women with textured implants (caveat: underreporting!)
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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
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Viertam 200l 10 1 Jahr nach Implantateinlage, Herdbefund (Sensitivitét: 84 %,
Spezifitat: 75 %))
=  Mamma-MRT bei Bestatigung Verdachtsdiagnose 3a D ++
= Staging (Bildgebung, z. B. CT, PET-CT) 3a D ++
= Erguss-Zytologie bei Spatserom 3a D ++
Untersuchung von mind. 50 ml
komplette Aufarbeitung
Flowzytometrie (T-Zell-Klon)
BIA-ALCL spezifische zytol. Diagnostik (z. B. CD 30+)
www.ago-online.de = Stanzbiopsie bei soliden Herdbefunden 3a D ++
Lymphomdiagnostik am Resektat und histologisches Staging
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= Kontralaterale Implantatentfernung und Kapsulektomie 4 D +/-
bei Implantateinlage beidseits (2-4 % BIA-ALCL bilateral)
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= Vorstellung im interdisziplindren Tumorboard (inkI. 5 D ++

Lymphomspezialist)
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in der DKG e.V. Tumor extent T1 ICon_finvlsd'g:: sefroma cir alayer on I TR
Guidelines Breast el uminal side o capsule TB T2 NO MO
Version 2023.1D — -
T2 Early capsule infiltration TC T3 NO MO
T3 Cell aggregates or sheets infiltrating 1A T4 NO MO
the capsule
1IB T1-3 N1 MO
T4 Lymphoma infiltrates beyond the
capsule mn T4 N1-2 MO
Regional lymph NO No lymph node involvement \Y Tany N any M1
nodes (cN/pN)
N1 One regional lymph node positive
N2 Multiple regional lymph nodes
positive
www.ago-online.de Metastasis MO No distant spread
—r — (cM/pM)
[ i JP < M1 Spread to other organs or distant
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FORSCHEN
LEFIREN
HEILEN

Suspicion Imaging Findings Samples Assessment

Late Seroma
Ultrasound

Core biopsy
(any solid mass)

Histology

> 12 months since \ERS
1stimplant

Capsule-related +/- )
. Mammogram Effusion
solid tumor mass .
(not useful if age < 40 yrs)

g Skin biopsy

Breast + Axilla Immunohistology

Cytology
immune-cytology
for CD30

FNA fluid
(take > 50 ml)

Pathological

skin lesion

Indeterminate?

Pathological

Suspicious?
—

|

PET CT MRI Bre_a_st Flow»(f‘ytome‘Fry
(ielpeEbn Clonality studies
indeterminate)

(for T-cell rearragenemnts)

lymph nodes

(r/o systemic disease)
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Surgery Expert Advisory Group. Br J Haematol. 2021 Feb;192(3):444-458. doi: 10.1111/bjh.17194. Epub 2020 Nov 22.
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Associated Anaplastic Large Cell Lymphoma (BIA-ALCL). Aesthet Surg J. 2019 Jan 31;39(Suppl_1):53-S13. doi: 10.1093/asj/sjy331.
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0AGO 6.V Outcome Workup Surgery Adjuvant Therapy Follow-up
in der DGGGeV. - Referral to En-bloc Clinical follow-up
isn":’:: By BIA-ALCL experienced capsulectomy and Stage | : No further (ultrasound /CT
- confirmed o breast cancer complete excision treatment scan) 3—6 m for 2y,
T center (mass) afterwards for Sy
PET-CT & +/- other breast Stage Il - IV: PET-CT if
= - axi i ider adjuvant :
Indeterminate breast MRI +/- axilla biopsy CEMEEP EE] symptomatic
(SNB not recommended) treatment
1 Routine bloods !
Options: Further . L . . .
imaging US/MRI/Repeat Gty (::‘II:::ngliatlaslfangIrl‘g) v
FNAC, Tertiary referral I Chemo- Treatment as per
1 l immunotherapy systemic ALCL regimes
Negative for LADIDEECE 0] MTD Discussion
BIA-ALCL I Radiotherapy for
positive margins / 24-36 Gy in 15
1 Clinical suspicion i ble thoraci Y
—orei . Reports to BfArM, irresectable thoracic
www.aQO- O‘N'I"e'de Treatment of infection/ remains manufacturer, DGPRAC, wall infiltration but fractions
i{’s;{fr“‘ e SaReime (St PROFILE database (FDA) NO/MO
HEILEN aspiration, implant

exchange with Consider diagnostic
capsulectomy) capsulectomy
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Reconstructive and Aesthetic Surgery Expert Advisory Group (PRASEAG). Eur J Surg Oncol. December 2020.
doi:10.1016/j.ejs0.2020.07.043.

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, EI-Sharkawi D, Lyburn I, et al. UK 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.
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1. Cardoso MJ et al EUSOMA position regarding breast implant associated anaplastic large cell ymphoma (BIA-ALCL) and the use of

textured implants.

BIA-ALCL - EUSOMA-Recommendation

= Despite an increase of BIA-ALCL in association with texture implants
the use of textured implants is still permitted!

»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."

2. Breast. 2019 Apr;44:90-93. doi: 10.1016/j.breast.2019.01.011.
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sowie —  Bei epithelialer Differenzierung: Plattenepithelkarzinom, Spindelzellkarzinom
in der DKG e.V. —  Bei heterologer (mesenchymaler) Differenzierung: chondroides, ossires oder rhabdoides metaplastisches
Guidelines Breast Mammakarzinom

Version 2023.1D
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-ahnliche Differenzierung

www.ago-online.de

Haufige Mutationen:
- TP53, EGFR, PIK3CA, PTEN
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