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LoE

1a

1b

1c

2a

2b

2c

3a

3b

Therapy / Prevention, Aetiology / Harm

Systematic review (with homogeneity) of randomised controlled trials

Individual randomised controlled trials (with narrow Confidence
Interval)

All or none

Systematic review (with homogeneity) of cohort studies

Individual cohort study (including low quality randomised controlled
trials; e.g., < 80% follow-up)

"Outcomes" Research; Ecological studies

Systematic review (with homogeneity) of case-control studies

Individual Case-Control Study

Case-series (and poor quality cohort and case-control studies)

Expert opinion without explicit critical appraisal, or based on
physiology, bench research or "first principles"

Prognosis

Systematic review (with homogeneity) of inception cohort studies; clinical
decision rule validated in different populations

Individual inception cohort study with = 80% follow-up; clinical decision rule
validated in a single population

All or none case-series

Systematic review (with homogeneity) of either retrospective cohort studies or
untreated control groups in randomised controlled trials

Retrospective cohort study or follow-up of untreated control patients in a
randomised controlled trials; Derivation of clinical decision rule or validated on
split-sample only

"Outcomes" Research

Case-series (and poor quality prognostic cohort studies)

Expert opinion without explicit critical appraisal, or based on physiology, bench
research or "first principles"
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Oxford Grades of Recommendation (GR)

MAMMA

©AGOe. V. . .
in der DGGG e.V. A consistent level 1 studies
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Version 2026

B consistent level 2 or 3 studies or extrapolations from level 1
studies

C level 4 studies or extrapolations from level 2 or 3 studies

D level 5 evidence or troublingly inconsistent or inconclusive

www.ago-online.de studies Of any Ievel
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AGO Grades of Recommendation

++

This investigation or therapeutic intervention is highly beneficial for patients,
can be recommended without restriction, and should be performed.

This investigation or therapeutic intervention is of limited benefit for patients
and can be performed.

This investigation or therapeutic intervention has not shown benefit for
patients and may be performed only in individual cases. According to current
knowledge a general recommendation cannot be given.

This investigation or therapeutic intervention can be of disadvantage for
patients and might not be performed.

This investigation or therapeutic intervention is of clear disadvantage for
patients and should be avoided or omitted in any case.
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S Spezielle Situationen und Tumorentitaten

©AGOe. V.
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1> Tumorentitaten
FAGoe V. = Mammakarzinom bei

= . = der ,gebrechlichen ilteren” Patientin

Guidelines Breast = Patientinnen mit Behinderung

Version 2026.1D

= Transgender

= Mannern
= Inflammatorisches Mammakarzinom (IBC, cT4d)
= Axilla-Metastasen bei okkultem Mammakarzinom (ax. CUP)
= Spezielle Tumorentitaten

u Morbus Paget
u Maligner und Borderline Phylloides-Tumor
u Sarkome, Angiosarkome

www.ago-online.de n Metaplastisches Karzinom
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Behandlung der alteren Patientin

AGO ++

Prinzipiell gilt die Therapieempfehlung wie bei der ,jingeren Patientin® unter
Bericksichtigung unterschiedlicher biologischer, korperlicher, psychologischer
wie behandlungsbedingter Faktoren und des geriatrischen Assessment (GA).

Behandlungsoptionen und -empfehlungen basieren auf Grundlage der
Bewertung des korperlichen Zustands, der Anfalligkeit, der Gebrechlichkeit,
der Lebenserwartung und der individuellen Ziele der Patientin und nicht nur
anhand des Alters.

Es erfolgt die Integration in einen kooperativen Entscheidungsprozess unter
Bericksichtigung der Werte und Ziele der individuellen Patientin.
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Therapie der ,gebrechlichen alteren” Patientin
(Lebenserwartung < 5 Jahre, erhebliche Komorbiditaten)

friithes Mammakarzinom

Oxford
LoE GR AGO
=  Reduzierte Standardtherapie 2b C ++
Therapieoptionen abgeleitet aus Studien mit alteren Patientinnen:
Operative Therapie
= Brustoperation zur lokalen Kontrolle 1a® A +
=  Brustoperation zur Verbesserung des Gesamtiiberlebens 2b C -
= Verzicht auf Axilla-Op bei cNO 2b B +
Strahlentherapie
=  Verzicht auf Radiotherapie bei pT1, pNO, RO, ER / PR positiv, HER2-negativ, 1a B +
endokrine adj. Therapie
=  Verzicht auf Radiotherapie bei pT2-3, ER /PR positiv, HER2- negativ, 2b B +/-
endokrine adj. Therapie
Endokrine Therapie
=  Endokrine Therapie (bei HR+) 1a A
= alleinige endokrine Therapie (ohne OP/Radiatio bei ED) 2b B
=  Verzicht auf endokrine adj. Therapie bei BEO und Radiotherapie 1b B +
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Geriatric Assessment

Links to current frailty indices:
Ability to tolerate treatment varies greatly (,,functional reserve®)

Comprehensive geriatric assessment describes a multidisciplinary evaluation
of independent predictors of morbidity & mortality for older individuals (CGA) ,

=  Physical, mental, and psycho-social health
=  Basic activities of daily living (dressing, bathing, meal preparation, medication management, etc.
= Living arrangements, social network, access to support services

General assessment tools:
= Charlson Comorbidity Index (CCl, widely used; good predictor over a 10-year period)
= 12 prognostic indicators to estimate 4-year mortality risk
= Short screening tests (more qualitative evaluation)
= |ADL (IADL = The Lawton Instrumental Activities of Daily Living Scale with 8 domains of
function, that are measured)
= G8 (Age plus Malnutrition Assessment, MNA)
=  Geriatric Prognostic Index (GPI), 3 parameters in oncological patients (food intake in the
last 3 months, > 3 prescribed drugs, moblity and autonomy)
= Timed-up-and-go-test
=  Frailty Index (Fl), Carolina Frailty Index (CFI)
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Patientin mit Behinderung

AGO ++

Menschen mit Behinderungen haben Recht ,auf das erreichbare Hochstmald an

Gesundheit ohne Diskriminierung aufgrund von Behinderung”
(Artikel 25 der Behindertenrechtskonvention der Vereinten Nationen)

Friherkennung, Behandlungsplanung und —durchfiihrung:

= Kontinuierlich konkrete Machbarkeit und Umsetzbarkeit fir die Patientin und den
zu erwartenden Nutzen durch die jeweiligen MalBnahmen gegeneinander
abwagen.

= Dies sollte individuell i.S. einer informierten Entscheidungsfindung unter
Beriicksichtigung des jeweiligen Krankheitsbildes, der jeweiligen Fahigkeiten,
Bedurfnisse und sozialen Netzwerke mit Betroffenen, deren Angehorigen bzw.
rechtlich Betreuenden erfolgen.



~<=<| Support in caring for patients with cognitive
e impairment

©AGOe. V. Specialised centres, e.g.
in der DGGG e.V. Medical treatment centres for adults with mental or severe multiple disabilities (MZEB) (§119b SGB V)
sowie - . £
e https://bagmzeb.de/mzeb-finden/ . -
= https://www.lbbp.nrw.de/menschen-mit-behinderung/mzeb
Guidelines Breast = https://www.lebenshilfe.de

Version 2026.1D

Information material in easy-to-read language, e.g.

Prevention, screening, early detection

= https://www.lebenshilfe.de/informieren/familie/krebsinformationen

= https://www.lebenshilfe.de/fileadmin/Redaktion/PDF/2_Informieren/Krebsvorsorge Leichte Sprache 1.pdf

= https://www.krebsinformationsdienst.de/fileadmin/pdf-dateien/broschueren/erblicher-brustkrebs-eierstockkrebs-leichte-
sprache.pdf

= https://www.krebsinformationsdienst.de/fileadmin/pdf-dateien/broschueren/krebsvorbeugung-leichte-
sprache.pdf?utm_source=chatgpt.com

Cancer therapy

= https://www.lebenshilfe.de/fileadmin/Redaktion/PDF/2_Informieren/Krebsbehandlung_Leichte_Sprache 2_klein.pdf

= https://www.hogrefe.com/de/shop/einfach-sprechen-ueber-gesundheit-und-krankheit-99600.html

Specialised medical associations and social organisations (in collaboration with DKG, DKH, self-help organisations and others), e.g.
www.ago-online.de = Deutsche Gesellschaft fiir Medizin fur Menschen mit geistiger oder mehrfacher Behinderung (DGMGB) e. V., https://dgmgb.de/

= Bundesvereinigung Lebenshilfe e. V., https://www.lebenshilfe.de/

= Sozialverband Deutschland (SoVD), https://www.sovd.de/




VA Y =X <>

MAMMA
¥

©AGOe. V.

in der DGGG e.V.
sowie
in der DKG e.V.

Guidelines Breast
Version 2026.1D

www.ago-online.de

Transgender und Brustkrebs

Oxford

LoE GR AGO
Transgender-Personen sind uiber Anzeichen und ++
Symptome von Brustkrebs aufzuklaren
Angebot genetische Beratung entspricht Kriterien fiir die ++
Cis-Population*
Angebot Brustkrebs-Fritherkennungsuntersuchungen an
Transgender-Frauen mit 25 Jahren ++
geschlechtsangleichender Hormontherapie
altersentsprechende Friiherkennung bei Transgender-
Mainnern vor Mastektomie und histologische 3 A ++

Untersuchung des entfernten Brustgewebes

*cis-geschlechtlich sind Personen, deren Geschlechtsidentitdt mit dem nach Geburt bestimmten Geschlecht tibereinstimmt
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Mammakarzinom des Mannes*:
Diagnostik und lokale Therapie

Oxford
LoE GR AGO

Es existiert keine speziellen Brustkrebs-spezifische Screeningverfahren oder
FriiherkennungsmaRnahmen fiir Manner
Diagnostische Aufarbeitung wie bei Frauen 4 C +

= Ultraschall 2b B ++

=  Mammographie 3b C +
Standard-Op: Mastektomie 4 C +4¥*

= BEO (Tumor-Brust-Relation!) 4 C +¥*

=  Sentinel-Node Biopsie (SLNE) 2a B +

=  Bei Mammakarzinom mit okkultem Primartumor / axillarem CUP 2b B +
Radiotherapie wie bei Frauen (beachte Tumor-Brust-Relation!) 2a C +
Genetische Beratung 2b B ++
Nachsorge und Rehabilitation (analog Empfehlungen bei Frauen) ++

* Behandlung in zertifizierten Brustzentren empfohlen; **Teilnahme an Registerstudie empfohlen



NS Mammakarzinom des Mannes:

Prognosefaktoren

©AGOe. V.

in der DGGG e.V.

?no‘év: DKG e.V. Oxford

Version 202610 LoE GR AGO
= Nodalstatus 2b A +-
= Alter 2b B +
= Tumorgrofle 2b A e
= ER /PR Expression 2b A o
= Ki-67 Expression 2b C +/-
= Grading 2b C +/-
= Genomische Signaturen 2b B +

www.ago-online.de

FORSCHEN
LEFIREN
FEILEN
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Mammakarzinom des Mannes:

Systemtherapie

Systemtherapie in der Regel analog des
Mammakarzinoms der Frau

Besonderheiten bei der endokrinen Therapie:

Tamoxifen

GnRHa + Al

Aromataseinhibitoren ohne GnRHa

Oxford
LoE GR AGO
et
2b B R
4 C +
2b B -
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Inflammatorisches Mammakarzinom

(IBC, cT4d)

Zur Diagnosestellung sollten standardisierte Scores zum Einsatz kommen.

Staging (inkl. addquate Mamma-Bildgebung)
Hautbiopsie (mind. 2; Detektionsrate jedoch < 75 %)
Leitliniengerechte Systemtherapie (wie bei non-IBC)
Neoadjuvante Chemotherapie
Mastektomie + Axilladissektion nach Chemotherapie

=  Brusterhaltende Therapie im Fall von pCR (Individualfall)

=  Wenn Rekonstruktion gewiinscht, bevorzugt Spatrekonstruktion (zweizeitig)

= Targeted Axillary Dissection bei cN1 - ycNO

Postoperative Radiotherapie der Brustwand inklusive LymphabfluBwege
unabhangig vom Therapieansprechen

Oxford
LoE GR AGO

4+
2c B ++
2c B +

2b B o
2b B o
2c B +

2b C +/-
3b C +

3b C +/-
2c B ++



MAMMA
v
[j —
©AGOe. V.

in der DGGG e.V.
sowie
in der DKG e.V.

Guidelines Breast
Version 2026.1D

www.ago-online.de

Diagnosis of inflammatory breast cancer

(adapted from Jagsi et al. Breast Cancer Res Treat 2022)

Characteristic Score 3 Score 2 Score 1 Priority Factor
(Multiplier)
Timing of signs/ symptoms <3 months 3-6 months > 6 months X3
Skin changes Any peau d’orange Skin edema/ thickening > 1/3 of the Focal skin edema/thickening (<1/3 of the X3
breast breast)
Swelling/enlarge-ment of Clinically apparent enlargement of the Intentionally blank (only score 3 or 1) Breast edema identified on imaging but X3
the breast breast or new asymmetry in breast size not
clinically detectable
Erythema or other skin Complete or near complete involvement Not nearly complete but greater than Minimal involvement or ambiguous color X2
discoloration of mini- change
the breast mal involvement of the breast
Nipple abnormalities New nipple inversion New nipple flattening or other Crusting of the nipple/areola without X2
asymmetry other
nipple changes
Lymphatic tumor cell Dermal lymphatic emboli present Non-dermal lymphatic emboli present Intentionally blank (only score 3 or 2) X2
emboli
Breast imaging Diffuse involvement of breast Enlargement of non-axillary nodes X1

parenchyma

If a characteristic it is totally absent, enter a score of zero. If statements in multiple columns describe the patient presentation, the highest scoring column should be selected. The score
for each characteristic is multiplied by the priority factor, then the subtotals of all the characteristics are added together to yield

a total score (Total IBC Value).

Total IBC Scores are: DEFINITELY IBC (total score = 42), STRONG POSSIBILITY of IBC (total score 25-41), WEAK POSSIBILITY of IBC (total score 14—24), NOT IBC (total score < 14)




N o

MAMMA

1.3
o
M
M
i
s
s
1
o
~N

©AGOe. V.

in der DGGG e.V.
sowie
in der DKG e.V.

Guidelines Breast
Version 2026.1D

www.ago-online.de

Axilla-Metastasen bei okkultem Mammakarzinom (AxCUP)

Bildgebende Diagnostik

Oxford
LoE GR AGO

= Mammadiagnostik inkl. Mamma-MRT 3 B i
= Ausschluss eines kontralateralen Tumors 3 B 4
= Staging (CT-Thorax, CT-Abdomen/Becken, 3 B ++

Skelettszintigramm)
Falls Histologie nicht eindeutig:
= Ausschluss eines anderen Primarius (v. a. NEC, 5 D S

weibl. Genitaltrakt, Lunge, Schilddriise, Magen,

Haut, HNO)
= PET/PET-CT 3b B +



rne o

Axillary Metastasis in Occult Breast Cancer

1 > (Cancer of Unknown Primary — AxCUP)
AGOe V. = Incidence: < 1% of metastatic axillary disease

sowie
in der DKG e.V.

In > 95% occult breast cancer, < 5% other primary

Guidelines Breast
Version 2026.1D

Immunhistology

* ER-positive: 55%

* HER2 3+:35%

* Triple-negative: 38%

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

www.ago-online.de

Outcome similar or better compared to breast cancer with similar tumor
biology and tumor stage
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Axilla-Metastasen bei okkultem Mammakarzinom (AxCUP)

3 Swm Pathologie, Molekularpathologie
©AGOe. V. Oxford
in dgr DGGG e.V.
in der DKG e.V. LoE GR AGO
sy = Immunhistologie: ER, PR, HER2, Ki-67, GATA3 5 D ++
= Immunhistochemie (z. B. Ck5/6, Ck7, Ck20, SOX-10, PAX-8, 5 D -

TTF1, Synaptophysin u.a.) zum Ausschluss anderer
Primartumoren bei TNBC oder ungewdhnlicher Histologie,

z.B. neuroendokrine Ca, weibl. Genitaltrakt, Lunge, Kopf-Hals-
Tumoren, Schilddriise, Magen, Haut

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

= NGS, Epigenetik zur Bestimmung des Primarius 2c B +/-
www.ago-online.de (Panel-Sequenzierung, z. B. EPICup)

= Prognostische Genexpressionstests 5 D =
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Axilla-Metastasen bei okkultem Mammakarzinom (AxCUP)

5 IR Therapie
©AGOe. V.
in dgr DeGGG e.V. OXford
in der DKG e.V. LOE GR AGO
Guidelines Breast
Wie sl ZIEED = Axilladissektion 3a C ++
= Targeted axillary dissection nach NACT (bei 3b C +
klinischer Komplettremission)
= Bestrahlung der regionaren Lymphabflusswege 3b B +
= Brust-Bestrahlung bei negativem Mamma-MRT (wie BET) 2c B +
= Mastektomie bei unauffilligem MRT 3a C -
= Leitliniengerechte (neo-)adjuvante Systemtherapie 5 D ++

www.ago-online.de

FOR:
\ \
HECILE
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,BCT“ in Patients with Occult Breast Cancer
(AxCUP)

Kim H, Park W, Kim SS et al. Prognosis of patients with axillary lymph node metastases from occult
breast cancer analysis of multicenter data. Radiat Oncol J. 2021 Jun;39(2):107-112.

Retrospective analysis, n=53 with AxCUP and OBC (adenocarcinoma); exclusion of a primary by extensive
imaging. Eleven pts received blind upper quadrantectomy, 42 no breast surgery; 46 pts received whole
breast irradiation (WBI), 7 did not; median F/U 85 months .

Result: 2 in-breast recurrences, 1 RLN rec., 1 combined in-breast and RLN, no distant metastases.

5 year DFS with WBI: 97.8% without WBI 83,3% (p = 0.01 univariate; in multivariate analysis nor biology
nor extent of the disease nor therapy had a significant impact).

Discussion: ..in patients confirmed to have no lesion in the breast by contemporary imaging studies, it is
necessary to include the ipsilateral breast in the radiation field in females with OBC presenting as AxCUP.

Tsai C, Zhao B, Chan T, Blair SL. Treatment for occult breast cancer: A propensity score analysis of the
National Cancer Database. Am J Surg. 2020 Jul;220(1):153-160.

Given the equipoise in overall survival among the treatment options, we conclude that after axillary
clearance, breast preservation and radiation therapy alone may be sufficient in the treatment of
patients with occult breast cancer.



e Morbus Paget der Mamille (MPD)

N Diagnostik
©AGOe. V.
in dgr DeGGG e.V. OXford
in der DKG e.V. LOE G R AGO
Guidelines Breast
Version 2026.1D = Bioptische histologische Sicherung* ++
= Mammographie, Mammasonographie 4 D 4+
= 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

FORSCII
S * unter Mitnahme aller Hautschichten (z. B. Punchbiopsie oder Keilexzision)
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Paget‘s Disease of the Breast

Definition: Paget’s disease of the breast is characterized by an intraepidermal tumor
manifestation typically originating in intraductal or invasive breast cancer.

Clinical presentation: skin eczema of the nipple, areola and surrounding skin; thickening,
pigmentation and scaly skin

Feature Frequency

Presentation Paget’s disease with invasive Ca. (37-58%)
Pa§et’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 i10-14%3
AR-positive (71-88%
Prognosis and tumor Excellent in isolated Paget’s disease
biology In combination with invasive breast cancer or DCIS, prognosis

is determined by the underlying breast disease
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Morbus Paget der Mamille

Therapie

= Morbus Paget mit Mamma-Tumor (invasives MaCa,

DCIS)

Therapie entsprechend Standards der Grunderkrankung

Isolierter Morbus Paget des NAC ohne Invasion

RO-Resektion inkl. NAC

Verzicht auf adjuvante Bestrahlung bei RO
Sentinel-Lymphknoten-Exzision (SLNE) bei BEO
Sentinel-Lymphknoten-Exzision (SLNE) bei Mastektomie

Oxford
LoE GR AGO
5 D ++
1c B ++
4 D +/-
2b B -~
3a C +/-
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Borderline und maligner Phylloidestumor

- Diagnostik -

Oxford
LoE GR AGO

Mammographie / Mamma-Ultraschall (MG / MS) 3 C o
Stanzbioptische Diagnostik, Dignitatsbeurteilung am 3 C ++
Resektat

Mamma-MRT 3 C +/-
Staging nur beim malignen PT (CT-Thorax / Abdomen, 5 D 4+

Skelettszintigramm)



Borderline and Malignant Phyllodes Tumor

©ﬁ(j§§éc\;/éev = Name derived from greek term of “Phyllon” (leaf) due to its lobulated histological
sowie aspect
in der DKG e.V.
e mas | = Differential diagnosis may be problematic on core biopsy

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

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

www.ago-oniine.de | = Acdverse 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
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Phyllodes Tumor

MAMMA
1
j b
©AGOe. V. * Frequency 0.3 — 1% of all primary breast tumors
in der DGGG e V. parameter frequencies
in der DKG e.V.
- Grading (3-STEP histological grading Benign (75%)
guicelines Breast system% Borderline ((16%)

Malignant (9%)

Median age at time of diagnosis Benign PT: 39y
Borderline PT: 45y
Malignant PT: 47 y

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

Metastasis Benign PT: < 1%

www.ago-online.de Borderline: PT: 1.6%
Malignant PT: 16-22%

10 y OS: 86—90% (range: 57-100%) depending on subtype and unfavorable histological criteria
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Borderline und maligner Phylloidestumor
- Operative Therapie -

Oxford
LoE GR AGO

Fibroepitheliale Ldsionen, mit einer GroRe von > 3 cm oder 5 D ++
schnellem Wachstum sollen (unabhdngig vom Befund der
Stanzbiopsie) exzidiert werden

Bei unklarem oder auf PT verdachtigem Befund der 5 D ++
Stanzbiopsie, soll eine Exzision mit lasionsfreien Randern
durchgefiihrt werden

SLNE / Axilladissektion (wenn klinisch unauffallig) i C --
Therapie des Lokalrezidivs

= RO-Resektion (BEO oder einfache Mastektomie) 4 C ++
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Phyllodes Tumors of the Breast: Canadian National
Consensus Document Using Modified Delphi Methodology

Canadian Phyllodes Tumor Consensus Panel (23 panelists): Example of one out of 109 state-
ments on diagnosis and therapy of phyllodes tumors that were discussed (73 with consensus).

The following statements are referring to MALIGNANT phyllodes (diagnosed on biopsy)

If the diagnosis of malignant PT is known preoperatively, malignant PT should under-go wide excision
(clinical 1 cm), with the goal of negative microscopic margins 87%
* In patients with negative margins who undergo wide excision (clinical 1cm) —if the

*  microscopic margin is:

* <2 mm: reexcision of margin can be offered 82%
* 2-10 mm: no re-excision should be offered 65%
* >10 mm: no reexcision should be offered 100%
* Patients with tumor on ink after breast conservation, should be offered reexcision (this includes
“shelled out” and positive margins) 96%

Bogach J et al. Ann Surg Oncol. 2023 Oct;30(11):6386-6397.



~=< Borderline und maligner Phylloidestumor

- Sicherheitsabstand -
OO ey, Oxford
isnoévg DKG e.V. LO E G R AG O

Guidelines Breast
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Anzustrebender operativer Randsaum* 2b B S
- Borderline PT: 22 mm
- Maligner PT: 2 10 mm

Minimaler pathologischer Randsaum* 2b B S
- Borderline PT: negativ (no ink on tumor)
- Maligner PT: 22 mm

Nachresektion empfohlen 2b B ++

- Borderline PT: Rand* positiv (ink on tumor)

www.ago-online.de - Maligner PT: <2 mm

FORSCIII
LECFIR

HEILE * Randsaum nur bezogen auf Brustgewebe (nicht auf Haut bzw. Brustwand)
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Borderline und maligner Phylloidestumor
- Adjuvante Radiotherapie (Ziel: lokale Kontrolle) -
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Oxford
©AGOe. V.
in der DGGG e.V. Borderline PT LoE GR AGO
sowie
in der DKG e.V. = BEO,RO 3a B -
Guidelines Breast - H Aoli -
Version 202610 BEO, R1 (NR nicht moglich/abgelehnt) 5 D +/
=  Mastektomie, RO 3a B -
=  Mastektomie, R1 (NR nicht moglich/abgelehnt) 5 D +/-
Maligner PT
= BEO,RO 3a B +
= BEO, 25 cm oder R1 (NR nicht moglich/abgelehnt) 3a B ++
=  Mastektomie, RO 3a B -
®= Tumor25cm 3a B +
=  Mastektomie, R1 (NR nicht moglich/abgelehnt) 3a B +
.ago-online.d
www-age-ortine.ae Lokalrezidiv (ohne Vorbestrahlung)
FORSCHEN
:.rt':&r: = BEO (R1 oder maligner PT) 5 D +

=  Mastektomie (Tumor 25 cm oder R1) 5 D +



VAN =X <

MAMMA

\J

20=00=330%

©AGOe. V.

in der DGGG e.V.
sowie
in der DKG e.V.

Guidelines Breast
Version 2026.1D

www.ago-online.de

FORSCHIEN
LEFIREN
HEILEN

Borderline und maligner Phylloidestumor

- Systemische Therapie -

Adjuvante systemische Therapie

=  Endokrine Therapie (unabh. vom ER/PR-Status)

= Chemotherapie

= Primadr syst. Th., wenn nicht in-sano operabel (Adriamycin/Ifosfamid)

Adjuvante Systemtherapie des Lokalrezidivs
=  Chemotherapie nach R1-Resektion
= Fernmetastasen (selten)

=  Vorstellung im Sarkomboard
=  Therapie wie bei Weichteilsarkomen

=  Chirurgische Metastasenresektion

Oxford
LoE GR AGO
4 C -
4 C -
4 C +
4 C +/-
5 D ++
4 C ++
4 C +
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Sarcomas of the Breast

Not infrequently associated with familial syndromes (Li-Fraumeni, familial
adenomatous polyposis, neurofibromatosis type 1)

Primary sarcomas: angiosarcoma, undifferentiated sarcoma, leiomyosarcoma,
liposarcoma, osteosarcoma

Secondary sarcomas of the breast:
= Radiotherapy-Associated Angiosarcoma (RAAS)

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

Grading: Analogous to the FNCLCC system for sarcoma or according to Kuba et al.
2023 for primary angiosarcomas



Primary Angiosarcoma of the Breast

MAMMA

'y

© .
AGOe V. o = Most common primary sarcoma of the breast

sowie
in der DKG e.V.

o = Young age (median: 24-46 years)
Guidelines Breast
Version 2026.1D

= |Indistinct tumor borders

= Large tumor (median: 5-7 cm)

= Uncharacteristic findings on mammography and sonography

= High local recurrence risk, even after mastectomy

= Unfavorable prognosis compared to other primary sarcomas of the breast

www.ago-online.de

= Metastasize early, often to the lung and liver




e Primares Angiosarkom der Brust*

] - Diagnostik -
©AGOe. V. Oxford
i der DGGG oV
in der DKG e.V. LoE GR AGO
Coon ST = MG / MS zur Bestimmung der Tumorausdehnung 3a C -
= Praop. MRT zur Bestimmung der Tumorausdehnung 3a C ++
= Diagnose durch Stanzbiopsie 3a C ++
= Diagnose durch Feinnadelbiopsie 3a C =
= Staging (CT Thorax, Abd.; bei Angiosarkom MRI Kopf) i} D ++
= Prognostische Faktoren:
GroRe, Grading, Tumorrander 3a C ek

www.ago-online.de
FORSCHEN

HCILER * Behandlung in spezialisierten Zentren empfohlen




ST Primares Angiosarkom der Brust

- Therapie -
: - Oxford
©AGOe. V.
isnoslv?; DGGG e.V. LoE GR AGO
in der DKG e.V.
Guidelines Breast = Operation mit weiten freien Tumorrandern, 2b C ++
Version 2026.1D i.d.R. Mastektomie
= Brusterhaltende Operation (wide excision) 3a C +/-
= SLNE oder axillare Dissektion im Falle cNO 3a C --
= Adjuvante Chemotherapie 4 C +/-
(Anthrazyklin / Taxan-basiert)
= Adjuvante Radiotherapie, wenn high risk
(GroBe >5 cm, R1) 4 C +/-
www.ago-online.de = Vorstellung in einem Sarkomboard 5 D ++

FORSCIII
LECFIR
HFICILE

* Behandlung in spezialisierten Zentren empfohlen
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Secondary (Radiotherapy-associated)
Angiosarcoma of the Breast

= Cumulative incidence of radiotherapy-associated sarcoma: 3.2 per 1,000
after 15 years

= Clinical presentation

= > 5 years after BCT or mastectomy with irradiation (median 8 years)

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

=  multiple foci

= most often in advanced stages (Il - 11l)

= metastasis mostly pulmonary

= |lymph node metastasis possible

= Prognosis is unfavorable compared to primary angiosarcoma of the breast

= Survival: after 5 yrs. up to 50.5%, after 10 yrs. up to 25.2%



A& Sekundares Angiosarkom der Brust

- Therapie -
©AGOe. V. Oxford
in dgr DGGG e.V.
i der DKG .. LoE GR AGO
Version 202615 = RO-Resektion mit weiten Sicherheitsabstdnden (klinisch 3-  3a C +
4 cm, pathologisch 1-2 cm)
= (Neo-)adjuvante Chemotherapie 3a C +
= (Neo-)adjuvante Radiotherapie bei Vorliegen von
&isikofaktoren (25cm, R1) 2b B *
= Neoadjuvante Radiochemotherapie (trimodale Therapie) 3a C +
bei lokal fortgeschrittenem Angiosarkom
= Regionale Hyperthermie (Verbesserung lokale Kontrolle) 2b B +/-

plus Chemotherapie und / oder Radiotherapie

www.ago-online.de
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Neoadjuvant treatment for radiotherapy-associated
angiosarcoma (RAAS) of the breast

Gennaro et al. Palassini et al. Van der Burg et Asha et al. Degnim et al. Michot et al.
al.
N 59 (49 RAAS) 84 RAAS 35 RAAS 8 RAAS 38 RAAS 180 RAAS
Design Retrospective Retrospective Retrospective Retrospective Retrospective Retrospective
Timeframe 2012-2023 2000-2019 1994-2024 2016-2020 1995-2020 Not stated
Treatment 23 prim. surgery 37 prim. surgery 22 prim. surgery All NART (3 + HT) 16 with NART + 141 prim surg.

28 NACT 29 NACT 13 NACT (5 7/8 with Paclitaxel NACT (Pacli) 39 NACT
8 NACT + NART 18 RT (6 NART) NART+HT) hyperfract. RT 22 without RT
Local control | 78% (NACT) vs. 83% (RT) vs. 59% 100% (NACT) vs. 100% 100% 53% (NACT) vs.
49% (Surg) (no RT) 64% (NART+NACT) vs. 30% (surg.)
46%
Recurrence- 68% (NACT) vs. RT: 83% vs. 43% Not stated Not stated 94% (NART+NACT) Not stated
free survival 35% (Surg) MDT: 63% vs. 38% vs. 43%
Overall 85% (5Y) 57% (5y); Gem- 100% (NACT) vs. 87.5% 100% 50%
survival based CHT 56% (3y) (NART+NACT) vs.
superior 82%
Wound Not stated Not stated 33% NACT+ NART 63% major compl. 38% major compl. Not stated
healing 17% NACT 50% wound 44% re-operation
problems vacuum

38% re-operation

RAAS = radiotherapy-associated angiosarcoma, RT = radiotherapy, NACT = neoadjuvant chemotherapy, NART = neoadjuvant radiotherapy; MDT = multimodality therapy, HT = hyperthermia




VAN =X <

MAMMA

\J

©AGOe. V.

in der DGGG e.V.
sowie
in der DKG e.V.

Guidelines Breast
Version 2026.1D

www.ago-online.de
FORSCHEN
LEHREN
HEILEN

Angiosarkome der Brust

Therapie von Lokalrezidiven und Metastasen

Therapie des Lokalrezidivs:

=  RO-Resektion

=  Adjuvante Radiotherapie (in Abhéngigkeit der Vorbelastung und
Risikofaktoren: Gr6Be > 5 cm, R1)

Fernmetastasierung / nicht resektable Tumoren:

=  Therapie wie bei Weichteilsarkomen (gemaf S3-Leitlinie)
= Paclitaxel weekly oder liposomales Doxorubicin (bei Angiosarkomen)

=  Antiangiogene Therapie (z. B. bei Angiosarkom)

Bei klinischer Therapieresistenz

=  Molekulare Diagnostik (molekulares Tumorboard)

Oxford
LoE GR AGO

4 C ++
4 C +/-
4 C ++
2b B +

4 o +/-
5 D +
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Metaplastic Breast Cancer

Definition: Metaplastic transformation of epithelial tumor cells

— Epithelial differentiation: squamous cell carcinoma, spindle-cell carcinoma

— Heterologous (mesenchymal) differentiation: chondroid, osseous or otherwise metaplastic breast
cancer

Clinical and pathological characteristics:

— < 1% of malignant breast neoplasms

— Similar age group as NST breast cancer

— Localized, mostly palpable
— Rapidly growing, poor response to chemotherapy

—  >90 % triple-negative

Subtypes:

— Highly aggressive with squamous cell or high-grade spindle-cell differentiation

— Less aggressive (low-grade) with low grade adenosquamous or fibromatosis-like differentiation

Frequent mutations:
— TP53, EGFR, PIK3CA, PTEN
— Possible association to gBRCA1-mutation/HRD-positivity




AL Metaplastisches Mammakarzinom*®
- high-grade -

28=00=330%
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©°AGOe. V. Referenzpathologie und Subtypisierung empfohlen. Oxford
somie oo LoE GR AGO
in der DKG e.V.
= Operative Therapie und axilldres Staging wie bei NST 4 C ++

Guidelines Breast
Version 2026.1D

Neoadjuvante Chemotherapie (eher chemoresistent)*

=  Falls primar inoperabel 5 D +
= ER pos. 4 C -
=  TNBC, falls ICPi (Pembrolizumab) indiziert 4 C +
=  HER2 pos. (inkl. Anti-HER2-Therapie) 4 C +
= Adjuvante Chemotherapie entsprechend molekularem Subtyp 3b C +
= Adjuvante endokrine Therapie (HR+) 4 C +/-
= Adjuvante Radiotherapie (wie bei NST) 4 C ++

www.ago-online.de

FOR:
\ \
HECILE

* Cave: engmaschige lokale Kontrolle zur Kontrolle des Ansprechens
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Adjuvant Chemotherapy for Metaplastic Breast Cancer
Pratt et al. Ann Surg Oncol 2025; 32:8448-8460

Methods:

Retrospective analysis of the National Cancer Database

Patients with clinically non-metastatic, unilateral metaplastic breast cancer (MpBC) or triple-negative ductal
breast cancer (TN-IDC) from 2011 to 2021

Comparison of TN-IDC vs. triple-negative MpBC (TN-MpBC) vs. non-TN-MpBC (nTN-MpBC) according to
treatment sequence (neoadjuvant chemotherapy = NACT vs. adjuvant chemotherapy vs. none)

Results:

Significantly lower rates of pCR for MpBC (TN-MpBC 15.8% vs. n-TN-MpBC 20.1% vs. TN-IDC 40.4%)

Higher rates of non-response to NACT for MpBC (TN-MpBC 23.6% vs. nTN-MpBC 23.4% vs. TN-IDC 6.5%)
Significantly higher overall mortality for MpBC (TN-MpBC 30.6% vs. NnTN-MpBC 27.4% vs. TN-IDC 20.4%)

In MpBC-patients, NACT was associated with a significantly higher overall mortality (aHR 2.56 [2.36—-4.79];
p=0.003) compared to primary surgery with or withoud adjuvant treatment. However, pCR after NACT was
associated with an improved overall survival compared to no NACT or partial/non-response (p < 0.001).

In TN-MpBC-patients, adjuvant chemotherapy was associated with a significantly better overall survival
compared to all other approaches (p < 0.001).
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Metaplastisches Mammakarzinom — low grade mit
unsicherem malignem Potential (fibromatoseartiges und
adenosquamaoses Ca.)*

Oxford
LoE GR AGO
= QOperative Therapie und axillares Staging (wie bei NST) 4 C ++
= Adjuvante Chemotherapie (eher chemoresistent) 4 C -
= Neoadjuvante Chemotherapie (eher chemoresistent) 4 C -
= Adjuvante endokrine Therapie 4 C -
(entfallt, da low-grade immer triple-negativ)
= Adjuvante Radiotherapie (wie bei NST) 4 C +

*

Referenzpathologie empfohlen



