
Screened data bases: 
Pubmed 2007 - 2025, ASCO 2010 – 2025, SABCS 2010 – 2025, Cochrane Data Base (2025) 

Screened Guidelines:
1. Paluch-Shimon S, Cardoso F, Partridge AH, et al. ESO-ESMO fifth international consensus guidelines for breast cancer in young women 

(BCY5). Ann Oncol 2022;33:1097–1118.
2. Cardoso F, Paluch-Shimon S, Senkus E, et al. 5th ESO-ESMO international consensus guidelines for advanced breast cancer (ABC 5). 

Ann Oncol. 2020;31(12):1623-1649. doi:10.1016/j.annonc.2020.09.010
3. https://www.esmo.org/guidelines/breast-cancer
4. ASCO (American Association of Clinical Oncology, Practice Guidelines) http://www.asco.org 
5. CMA (Canadian Medical Association): http://www.cmaj.ca
6. NCCN (National Comprehensive Cancer Network) vs. 6/2024: http://www.nccn.org 
7. https://www.awmf.org/uploads/tx_szleitlinien/032-045OLk_S3_Mammakarzinom_2021-07_1.pdf
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Oxford Levels of Evidence (LoE)
LoE Therapy / Prevention, Aetiology / Harm Prognosis

1a Systematic review (with homogeneity) of randomised controlled trials Systematic review (with homogeneity) of inception cohort studies; clinical 
decision rule validated in different populations 

1b Individual randomised controlled trials (with narrow Confidence 
Interval)

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

1c All or none All or none case-series

2a Systematic review (with homogeneity) of cohort studies Systematic review (with homogeneity) of either retrospective cohort studies or 
untreated control groups in randomised controlled trials

2b Individual cohort study (including low quality randomised controlled 
trials; e.g., < 80% follow-up)

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

2c "Outcomes" Research; Ecological studies "Outcomes" Research 

3a Systematic review (with homogeneity) of case-control studies

3b Individual Case-Control Study

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

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

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



Oxford Centre for Evidence-based Medicine Levels of Evidence (LOE) and Grades of Recommendation (GR). Vereinfachte Version 
(Thomssen/Harbeck). 
Quelle: Oxford Centre for Evidence based Medicine Levels of Evidence (May 2001; http://minerva.minervation.com/cebm/) 
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Oxford Grades of Recommendation (GR)

A consistent level 1 studies 

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 
studies of any level



Da sich der Empfehlungsgrad der Oxford Klassifikation streng nach dem Evidenzlevel richten, gibt dieser keine Information für die 
tägliche Praxis, welches Gewicht einer ärztlichen Maßnahme im multimodalen Diagnose- und Behandlungskonzept zuzuordnen 
ist. Die Organkommission hat deshalb einen eigenen Empfehlungsgrad entwickelt, der versucht, diese Information zur Verfügung 
zu stellen. 

Während Sie durch das Evidenzlevel und den Empfehlungsgrad der Oxford Klassifikation eine Aussage zur wissenschaftlichen 
Begründung einer ärztlichen Maßnahme erhalten, stellt der AGO-Empfehlungsgrad eine Expertenbeurteilung der betreffenden 
Maßnahme dar, der eine alle Aspekte umfassende Risiko-Nutzen-Analyse zugrunde liegt.

www.ago-online.de
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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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Breast Cancer:
Specific Situations and Tumor Entities 

§ Versions 2005–2025: 
Dall / Ditsch / Fehm / Fersis / Friedrich / Gerber / Gluz / Göhring / 
Harbeck / Huober / Janni / Kolberg-Liedtke / Loibl / Lück / Lux / Maass / 
Mundhenke / Müller / Oberhoff / Rody / Scharl / Schmidt / Schneeweiss / 
Schütz / Sinn / Solomayer / Stickeler / Thomssen 

§ Version 2026: 
Krug / Rhiem / Sinn
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§ Breast cancer in
§ frail, elderly patients 
§ patients with disabilities
§ transgender patients
§ male patients

§ Inflammatory breast cancer (IBC, cT4d)
§ Axillary metastases in occult breast cancer (AxCUP)
§ Specific tumor entities:

§ Paget‘s disease
§ Malignant and Boderline Phylloides-Tumor 
§ Sarcoma, Angiosarcoma
§ Metaplastic breast cancer

Content – Specific Situations and Tumor 
Entities



1. Biganzoli L, et al: Updated recommendations regarding the management of older patients with breast cancer: a joint paper from the 
European Society of Breast Cancer Specialists (EUSOMA) and the International Society of Geriatric Oncology (SIOG) .Review Lancet 
Oncol. 2021 Jul;22(7):e327-e340. doi: 10.1016/S1470-2045(20)30741-5. Epub 2021 May 14.

2. Carmona-Gonzalez Ca, et al: Current approaches to the pharmacological management of metastatic breast cancer in older women. 
Review. Pages 1785-1794 | Received 22 Apr 2024, Accepted 04 Sep 2024, Published online: 16 Sep 2024

3. Shi J, et al.: Fraility status among the elderly of different genders and the death risk. A follow-up study. Front. Med., 13 August 2021. 
Sec. Geriatric Medicine Volume 8 - 2021 | https://doi.org/10.3389/fmed.2021.715659

4. Lorentsen MK, Vohra S, Muss HB, et al.: Age and competing concerns in treatment selection for women with non-metastatic HR+ and 
HER2- breast cancer: Current clinical practice. J Geriatr Oncol 2022;13:839–843.

5. Dietz JR, Partridge AH, Gemignani ML, et al. Breast Cancer Management Updates: Young and Older, Pregnant, or Male. Ann Surg 
Oncol. 2015 Oct;22(10):3219-24.

6. Minami CA, et al: Trends in Locoregional Therapy in Older Women with Early-Stage Hormone Receptor-Positive Breast Cancer by 
Frailty and Life Expectancy. Ann Surg Oncol 2024 Feb;31(2):920-930. doi: 10.1245/s10434-023-14446-8. Epub 2023 Oct 18.

7. Wyld L, et al: Improving outcomes for women aged 70 years or above with early breast cancer: research programme including a 
cluster RCT.Programme Grants for Applied Research, No. 10.6. National Institute for Health and Care Research; 2022 Jun.

8. Eochagain CM: Reporting of older subgroups in registration breast cancer trials 2012-2021. Breast Cancer Res Treat. 2023 
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Treatment for Elderly Patients

§ In general, treatment recommendations are the same as for “younger 
patients”, taking into account different biological, physical, psychological and 
treatment-related factors and the geriatric assessment (GA).

§ Treatment options and recommendations are based on an assessment of the 
patient's physical condition, vulnerability, frailty, life expectancy and individual 
goals, and not just on age.

§ It is integrated into a collaborative decision-making process, taking into 
account the values and goals of the individual patient.

AGO ++



Dec;202(3):411-421.doi: 10.1007/s10549-023-07081-0. Epub 2023 Sep 4.



1. Walzer DE Measuring the value of radiotherapy in older women with breast cancer J Clin Oncol 2012 30 (23) 2809-2811
2. Audisio RA et al When reporting on older patients with cancer , frailty information is needed Ann Surg Oncol 2011; 18: 4-5
3. Smith BD et al Improvement in breast cancer outcomes over time: are older missing out? J Clin Oncol 2011 29 (35) 4647-4653 

Statement: Reduced standard treatment

Statement: No breast surgery (consider endocrine options)
1. Hind D: Surgery versus primary endocrine therapy for operable primary breast cancer in elderly women (70 years plus). Cochrane 

Database Syst Rev. 2006 Jan 25;(1):CD004272.
2. Fentiman IS, et al. Treatment of operable breast cancer in the elderly: a randomised clinical trial EORTC 10851 comparing tamoxifen 

alone with modified radical mastectomy. Eur J Cancer (2003) 39(3):309-16
3. Fentiman IS, et al: Treatment of operable breast cancer in the elderly: a randomised clinical trial EORTC 10850 comparing modified 

radical mastectomy with tumorectomy plus tamoxifen. Eur J Cancer. 2003 Feb;39(3):300-8 .
4. Balakrishnan A et al. Early operable breast cancer in elderly women treated with an aromatase inhibitor letrozole as sole therapy. Br J 

Cancer. 2011;105(12):1825-9.
5. Hamaker ME et al. Omission of surgery in elderly patients with early stage breast cancer. Eur J Cancer 2013;49(3):545-52.
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Oxford

LoE GR AGO

Reduced standard treatment 2b C ++

Options extrapolated from trials in elderly non-frail patients:

Surgery

§ Breast surgery to achieve local control 1aa A +

§ Breast surgery to improve overall survival 2b C -
§ Omission of axillary surgery for cN0 2b B +

Radiotherapy

§ Omission of radiotherapy for pT1, pN0, R0, ER / PR positive, HER2-negative, 
endocrine adj. therapy

1a B +

§ Omission of radiotherapy for pT2-3, ER /PR positive, HER2- negative, 
endocrine adj. therapy

2b B +/-

Endocrine therapy
§ Endocrine therapy (HR+) 1a A +
§ Endocrine therapy alone (without surgery/radiotherapy at first diagnosis) 2b B +

§ Omission of endocrine adj. therapy after BCS and radiotherapy 1b B +

Treatment for Frail Patients 
(Life Expectancy < 5 yrs., Substantial Comorbidities)



6. Wink CJ et al. Hormone treatment without surgery for patients aged 75 years or older with operable breast cancer. Ann Surg Oncol. 
2012;19(4):1185-91. 

7. Hills et al. Immediate breast surgery versus deferral of any surgery in women aged 70+ years with operable breast cancer: patient-
level meta-analysisof the three randomized trials among1,082 women. Early Breast Cancer Trialists’ Collaborative Group (EBCTCG). 
San Antonia Breast Cancer Symposium 2024. Abstract LB1-01.

Statement: No axillary clearing (≥ 60 y, cN0, ER+)
1. Rudenstam CM, Randomized trial comparing axillary clearance versus no axillary clearance in older patients with breast cancer: first 

results of International Breast Cancer Study Group Trial 10-93.J Clin Oncol. 2006 Jan 20;24(3):337-44. 
2. Martelli G: A randomized trial comparing axillary dissection to no axillary dissection in older patients with T1N0 breast cancer: 

results after 5 years of follow-up. Ann Surg. 2005 Jul;242(1):1-6
3. Reimer T., et al: Axillary Surgery in Breast Cancer — Primary Results of the INSEMA Trial. DOI: 10.1056/NEJMoa2412063
4. Castelo M, et al: The Association Between Surgical Axillary Staging, Adjuvant Treatment Use and Survival in Older Women with Early 

Stage Breast Cancer: A Population-Based Study. Ann Surg Oncol 2023 Jul;30(7):3901-3912. doi: 10.1245/s10434-023-13274-0. Epub
2023 Mar 14.

Statement: No radiotherapy
1. Kim YJ, Shin KH, Kim K. Omitting Adjuvant Radiotherapy for Hormone Receptor Positive Early-Stage Breast Cancer in Old Age: A 

Propensity Score Matched SEER Analysis. Cancer research and treatment : official journal of Korean Cancer Association 2018.
2. Hannoun-Levi JM, et al. Breast cancer in elderly women: is partial breast irradiation a good alternative? Breast Cancer Res Treat. 

2003 Oct;81(3):243-51
3. Hughes KS, et al. Lumpectomy plus tamoxifen with or without irradiation in women 70 years of age or older with early breast cancer. 

N Engl J Med. 2004 Sep 2;351(10):971-
4. Fyles AW:  Tamoxifen with or without breast irradiation in women 50 years of age or older with early breast cancer. N Engl J Med. 

2004 Sep 2;351(10):963-70
5. Kunkler IH, Williams LJ, Jack WJ, et al: on behalf of the PRIME II investigators. Breast-conserving surgery with or without irradiation in 

women aged 65 years or older with early breast cancer (PRIME II): a randomised controlled trial. Lancet Oncol. 2015 Jan 27.
6. Stueber TN, Diessner J, Bartmann C, et al. Effect of adjuvant radiotherapy in elderly patients with breast cancer. PLOS ONE 

2020;15:e0229518.



7. Morris L, Tiruthaneeswaran , O‘Donovan A, et al . Review of current best practice in radiation oncology for older adults with cancer: 
Updates from the International Society of Geriatric Oncology (SIOG) Task Force. J Geriatr Oncol. 2025 Dec 21;17(2):102839.

Statement: No endocrine therapying case of adjuvant RT
1. Haussmann J, Budach W, et al: Whole Breast Irradiation in Comparison to Endocrine Therapy in Early Stage Breast Cancer—A Direct 

and Network Meta-Analysis of Published Randomized Trials. Cancers 2023, 15, 4343. https:// doi.org/10.3390/cancers15174343
2. Meattini I, De Santis, MC, Visani L, et al. Single-modality endocrine therapy versus radiotherapy after breast-conserving surgery in 

women aged 70 years and older with luminal A-like early breast cancer (EUROPA): a preplanned interim analysis of a phase 3, non-
inferiority, randomised trial. Lancet Oncol 2025; 26(1): 37-50.

3. Joseph K, Ademola A, Zebak, J et al. Adjuvant radiotherapy alone, an effective treatment option for early-stage low- risk breast 
cancer in women over 50: results from a population based cohort study using a Canadian provincial database. Radiother Oncol 2025; 
213: 111175. 

4. Nierenberg TC, Crowell KA, Wang T, et al. Adjuvant Radiation vs Endocrine Therapy After Lumpectomy for Early-Stage Breast Cancer
in Older Women: Analysis of Real-World Survival Outcomes. Ann Surg Oncol. 2025; 32: 8656–8667.

5. Morris L, Tiruthaneeswaran , O‘Donovan A, et al . Review of current best practice in radiation oncology for older adults with cancer: 
Updates from the International Society of Geriatric Oncology (SIOG) Task Force. J Geriatr Oncol. 2025 Dec 21;17(2):102839.



1. Jung C, Bruno RR, Wernly B et al. Frailty as a Prognostic Indicator in Intensive Care. Dtsch Arztebl Int. 2020 Oct 2;117(40):668-673. 
2. van Walree IC, Scheepers E, van Huis-Tanja L et al. A systematic review on the association of the G8 with geriatric assessment, 

prognosis and course of treatment in older patients with cancer. J Geriatr Oncol. 2019 Nov;10(6):847-858. 
3. Williams GR, Deal AM, Sanoff HK et al. Frailty and health-related quality of life in older women with breast cancer. Support Care 

Cancer. 2019 Jul;27(7):2693-2698. 
4. Overcash J. Comprehensive Geriatric Assessment: Interprofessional Team Recommendations for Older Adult Women With Breast 

Cancer. Clinical journal of oncology nursing 2018;22(3):304-15.
5. van Abbema D, van Vuuren A, van den Berkmortel F et al. Functional status decline in older patients with breast and colorectal 

cancer after cancer treatment: A prospective cohort study. J Geriatr Oncol. 2017 May;8(3):176-184. 
6. Martinez-Tapia C, Canoui-Poitrine F, Bastuji-Garin S et al. Optimizing the G8 Screening Tool for Older Patients With Cancer: Diagnostic 

Performance and Validation of a Six-Item Version. Oncologist. 2016 Feb;21(2):188-95. 
7. Aaldriks AA, Maartense E, Nortier HJ, et al. Prognostic factors for the feasibility of chemotherapy and the Geriatric Prognostic Index 

(GPI) as risk profile for mortality before chemotherapy in the elderly. Acta Oncol. 2016 Jan;55(1):15-23.
8. Wildes TM et al. Geriatric assessment is associated with completion of chemotherapy, toxicity, and survival in older adults with 

cancer. J Geriatr Oncol. 2013;4(3):227-34.
9. Aaldriks AA. Prognostic value of geriatric assessment in older patients with advanced breast cancer receiving chemotherapy et al. 
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§ 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 (CCI, widely used; good predictor over a 10-year period)
§ 12 prognostic indicators to estimate 4-year mortality risk
§ Short screening tests (more qualitative evaluation)

§ IADL (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 (FI), Carolina Frailty Index (CFI)

Geriatric Assessment
Links to current frailty scales:



Breast 2013;22(5):753-60.
10. Bellera CA et al. Screening older cancer patients: first evaluation of the G-8 geriatric screening tool. Ann Oncol. 2012;23(8):2166-72
11. Hamaker ME, Jonker JM, de Rooij SE et al. Frailty screening methods for predicting outcome of a comprehensive geriatric 

assessment in elderly patients with cancer: a systematic review. Lancet Oncol. 2012 Oct;13(10):e437-44. 
12. Biganzoli L, Wildiers H, Oakman C et al. Management of elderly patients with breast cancer: updated recommendations of the 

International Society of Geriatric Oncology (SIOG) and European Society of Breast Cancer Specialists (EUSOMA). Lancet Oncol 
2012;13(4):e148-60.

13. Farhat JS, Velanovich V, Falvo AJ et al. Are the frail destined to fail? Frailty index as predictor of surgical morbidity and mortality in 
the elderly. J Trauma Acute Care Surg. 2012 Jun;72(6):1526-30; discussion 1530-1.

14. Lee et al. Development and validation of a prognostic index for 4-year mortality in older adults. JAMA 2006 295:801-08. 
15. Guigoz Y, Vellas B, Garry PJ. Assessing the nutritional status of the elderly: The Mini Nutritional Assessment as part of the geriatric 

evaluation. Nutr Rev. 1996 Jan;54(1 Pt 2):S59-65. 
16. Charlson et al. A new method of classifying prognostic comorbidity in longitudinal studies: development and validation. J Chron Dis 

1987 40:373-383.
17. Lawton MP, Brody EM. Assessment of older people: self-maintaining and instrumental activities of daily living. Gerontologist. 1969 

Autumn;9(3):179-86. 



1. https://www.behindertenrechtskonvention.info/gesundheitssorge-3910/; Zugriff am 30.12.2025
2. Sappok T, Kowalski C, Zenker M, Weißinger F, Berger AW. Krebserkrankungen bei Menschen mit einer Intelligenzminderung in 

Deutschland: Prävalenzen, Genetik und Versorgungslage [Cancer in people with an intellectual disability in Germany: prevalence, 
genetics, and care situation]. Bundesgesundheitsblatt Gesundheitsforschung Gesundheitsschutz. 2024 Mar;67(3):362-369. German. 
doi: 10.1007/s00103-024-03837-1. Epub 2024 Feb 9. PMID: 38334785; PMCID: PMC10927786.
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Patients with Disabilities

AGO ++

„People with disabilities have the right to the enjoyment of the highest attainable 
standard of health without discrimination on the basis of disability.“
(Cited from Article 25 of the Convention on the Rights of Persons with Disabilities by the United Nations)

Early detection, treatment planning and execution:
§ should be continously assessed regarding feasibility and potential benefit.
§ This should be done on an individual basis as an informed and patient-centered 

decision respecting the individual condition, abilities, preferences and social 
network including patients, their family members, caregivers and legal guardian, 
if applicable.



Specialised centres
1. https://bagmzeb.de/mzeb-finden/; https://bagmzeb.de/wp-content/uploads/2023/03/Rahmenkonzeption-BAG-MZEB.pdf; Zugriff 

am 30.12.2025
2. https://www.lbbp.nrw.de/menschen-mit-behinderung/mzeb; Zugriff am 30.12.2025
3. https://lebenshilfe.de

Information material in easy-to-read language
1. https://www.lebenshilfe.de/informieren/familie/krebsinformationen
2. https://www.lebenshilfe.de/fileadmin/Redaktion/PDF/2_Informieren/Krebsvorsorge_Leichte_Sprache_1.pdf
3. https://www.lebenshilfe.de/fileadmin/Redaktion/PDF/2_Informieren/Krebsbehandlung_Leichte_Sprache_2_klein.pdf
4. https://www.krebsinformationsdienst.de/fileadmin/pdf-dateien/broschueren/erblicher-brustkrebs-eierstockkrebs-leichte-

sprache.pdf
5. Einfach sprechen über Gesundheit und Krankheit, Medizinische Aufklärungsbögen in Leichter Sprache, herausgegeben von Tanja 

Sappok, Reinhard Burtscher, Anja Grimmer, https://www.hogrefe.com/de/shop/einfach-sprechen-ueber-gesundheit-und-krankheit-
99600.html

6. https://register.awmf.org/de/leitlinien/detail/028-042, Zugriff am 30.12.2025
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Specialised centres, e.g.
Medical treatment centres for adults with mental or severe multiple disabilities (MZEB) (§119b SGB V)
§ https://bagmzeb.de/mzeb-finden/
§ https://www.lbbp.nrw.de/menschen-mit-behinderung/mzeb
§ https://www.lebenshilfe.de

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.
§ Deutsche Gesellschaft für Medizin für 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/

Support in Caring for Patients with Cognitive 
Impairment



Specialised medical associations and social organisations 
1. https://dgmgb.de/
2. https://www.lebenshilfe.de/
3. https://www.sovd.de/
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Leitlinienprogramm Onkologie (Deutsche Krebsgesellschaft, Deutsche Krebshilfe, AWMF): Früherkennung, Diagnostik, Therapie und 
Nachsorge des Mammakarzinoms, Langversion 5.02, 2025, AWMF-Registernummer: 032-045OL 

http://www.leitlinienprogramm-onkologie.de/leitlinien/mammakarzinom/; Zugriff am 31.12.2025

Allgemein
1. Hartley R, Stone J, Temple-Oberle C. Breast cancer in transgender patients: A systematic review Part 1: Male to female. Eur J Surg 

Oncol. 2018;44(10):1455-1462. 
2. Joint R, Chen Z, Cameron S. Breast and reproductive cancers in the transgender population: a systematic review. BJOG. 

2018;125(12):1505-1512. 
3. Fledderus A, Gout H, Ogilvie A, van Loenen D. Breast malignancy in female-to-male transsexuals: systematic review, case report, and 

recommendations for screening. Breast. 2020;53:92-100. 
4. Stone J, Hartley R, Temple-Oberle C. Breast cancer in transgender patients: A systematic review Part 2: Female to Male. Eur J Surg 

Oncol. 2018;44(10):1463-1468. URL: 

Aufklärung, genetische Beratung
1. Corso G, Gandini S, D'Ecclesiis O, Mazza M, Magnoni F, Veronesi P, et al. Risk and incidence of breast cancer in transgender 
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Transgender and Breast Cancer

Oxford
LoE GR AGO

§ Transgender-people should be informed about signs and 
symptoms of breast cancer.

++

§ Transgender people should be offered genetic counseling 
according to criteria for the Cis-Population*.

++

§ Offer breast cancer screening to transgender women after 
≥5 years of gender-affirming hormone therapy.

++

§ Age-adjusted breast cancer screening before mastectomy 
and histological analysis of removed breast tissue in 
transgender men.

3 A ++

*Person whose gender identity corresponds to their sex assigned at birth



individuals: a systematic review and meta-analysis. Eur J Cancer Prev. 2023;32(3):207-214. 

Früherkennung 5 Jahre und mehr geschlechtsangl. Hormontherapie
1. Brown A, Lourenco A, Niell B, Cronin B, Dibble E, DiNome M, et al. ACR Appropriateness Criteria® Transgender Breast Cancer 

Screening. J Am Coll Radiol. 2021;18(11S):S502-S515. 
2. Coleman E, Radix A, Bouman W, Brown G, de Vries A, Deutsch M, et al. Standards of Care for the Health of Transgender and Gender 

Diverse People, Version 8. Int J Transgend Health. 2022;23(Suppl 1):S1-S259. 

Mastektomie
1. Joint R, Chen Z, Cameron S. Breast and reproductive cancers in the transgender population: a systematic review. BJOG. 

2018;125(12):1505-1512. 
2. Fledderus A, Gout H, Ogilvie A, van Loenen D. Breast malignancy in female-to-male transsexuals: systematic review, case report, and 

recommendations for screening. Breast. 2020;53:92-100. 
3. Stone J, Hartley R, Temple-Oberle C. Breast cancer in transgender patients: A systematic review Part 2: Female to Male. Eur J Surg 

Oncol. 2018;44(10):1463-1468. 
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International registry
1. Cardoso F, Bartlett JMS, Slaets L et al. Characterization of male breast cancer: results of the EORTC 10085/TBCRC/BIG/NABCG 

International Male Breast Cancer Program. Ann Oncol 2018;29(2):405-17. 
2. Doebar SC, Slaets L, Cardoso F et al. Male breast cancer precursor lesions: analysis of the EORTC 10085/TBCRC/BIG/NABCG 

International Male Breast Cancer Program. Mod Pathol 2017;30(4):509-18.
3. Vermeulen MA, Slaets L, Cardoso F et al. Pathological characterisation of male breast cancer: Results of the EORTC 

10085/TBCRC/BIG/NABCG International Male Breast Cancer Program. Eur J Cancer 2017;82:219-27.

General
1. Gucalp A, Traina TA, Eisner JR, et al. Male breast cancer: a disease distinct from female breast cancer. Breast Cancer Res Treat 2018.
2. Fentiman IS. Unmet needs of men with breast cancer. Eur J Surg Oncol 2018;44(8):1123-26.
3. Vetto J et al. Accurate and cost-effective evaluation of breast masses in males. Am J Surg 1998 175: 3831. 
4. Giordano SH. Breast Cancer in Men. N Engl J Med 2018;378(24):2311-20. 
5. Kanakis GA, Jorgensen N, Goulis DG. Breast Cancer in Men. N Engl J Med 2018;379(14):1385.
6. Liu N, Johnson KJ, Ma CX. Male Breast Cancer: An Updated Surveillance, Epidemiology, and End Results Data Analysis. Clin Breast 

Cancer 2018;18(5):e997-e1002
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Male Breast Cancer*: Diagnostic 
Work-Up and Loco-Regional Therapy

Oxford
LoE GR AGO

§ There is no specific breast cancer screening or early detection 
programs for men.

§ Diagnostic work-up as in women 4 C +
§ Ultrasound 2b B ++

§ Mammography 3b C +

§ Standard-surgery: Mastectomy 4 C ++**
§ BCS is an option (tumor / breast relation) 4 C +**

§ Sentinel-node excision (SLNE) 2a B +

§ In occult breast cancer / axillary cancer of unknown primary 2b B +

§ Radiotherapy as in women (consider tumor / breast relation!) 2a C +

§ Genetic counseling 2b B ++

§ Aftercare and rehabilitation as in women with breast cancer ++

* Treatment in certified breast cancer centers recommended; ** Participation in register study recommended



7. Wang J, Sun Y, Qu J, et al. Survival analysis for male ductal and lobular breast cancer patients with different stages. Future Oncol 
2018. 

8. Gucalp A, Traina TA, Eisner JR, et al. Male breast cancer: a disease distinct from female breast cancer. Breast Cancer Res Treat 2018.
9. Wang K, Wang QJ, Xiong YF, et al. Survival Comparisons Between Early Male and Female Breast Cancer Patients. Scientific reports 

2018;8(1):8900.
10. Thalib L ,Hall P. Survival of male breast cancer patients: Population-based cohort study. Cancer Sci. 2008
11. Dietz JR, Partridge AH, Gemignani ML, et al. Breast Cancer Management Updates: Young and Older, Pregnant, or Male. Ann Surg 

Oncol. 2015 Oct;22(10):3219-24.
12. Deb S, Lakhani SR, Ottini L, et al. The cancer genetics and pathology of male breast cancer. Histopathology. 2016 Jan;68(1):110-8. 

Statement: Diagnostic work up as in women

Statement: Mammography
1. Chesebro AL, Rives AF, Shaffer K. Male Breast Disease: What the Radiologist Needs to Know. Current problems in diagnostic radiology 

2018.
2. Dershaw DD. et al. Mammographic findings in men with breast cancer. Am J Roentgenol 1993 160: 267
3. Hines SL: The role of mammography in male patients with breast symptoms. Mayo Clin Proc. 2007 Mar;82(3):297-300

 
Statement: Ultrasound
1. Caruso G: High-frequency ultrasound in the study of male breast palpable masses. Radiol Med (Torino). 2004 Sep;108(3):185-93

 
Statement: Standard-surgery: Mastectomy – men
1. Shen. I et al Skin-sparing mastectomy: a survey based approach to defining standard of care. Am Surg. 2008 Oct;74(10):902-51. 
2. Fentiman IS. Surgical options for male breast cancer. Breast Cancer Res Treat 2018;172(3):539-44.
3. Kuo SH et al. Comprehensive locoregional treatment and systemic therapy for postmastectomy isolated locoregional recurrence, Int J 

Radiat Oncol Biol Phys. 2008 Dec 1;72(5):1456-64. Epub 2008 Aug 7
4. Fogh S et al. Therapy for Male Breast Cancer: Functional Advantages With Comparable Outcomes Using Breast Conservation. Clin 

Breast Cancer. 2013;13(5):344-9.
5. Fields EC et al. Management of male breast cancer in the United States: a surveillance, epidemiology and end results analysis. J 



Radiat Oncol Biol Phys 2013;87(4):747-52
6. Cloyd et al. Outcomes of partial mastectomy in male breast cancer patients: analysis of SEER, 1983-2009. Ann Surg Oncol. 

2013;20:1545–50
7. Zaenger D, Rabatic BM, Dasher B, Mourad WF. Is Breast Conserving Therapy a Safe Modality for Early-Stage Male Breast Cancer? Clin 

Breast Cancer. 2015 Nov 17. pii: S1526-8209(15)00278-5. 
8. Wong WG, Perez Holguin RA, Kanwar R, et al. Management of Male Patients With Occult Breast Cancer: Analysis of the National 

Cancer Database. J Surg Res 2024; 293: 685-692

Statement: Surgery: BEO – men
1. Cloyd JM, Hernandez-Boussard T, Wapnir IL. Outcomes of partial mastectomy in male breast cancer patients: analysis of SEER, 1983–

2009. Ann Surg Oncol. 2013;20(5):1545–50.
2. Bratman SV, Kapp DS, Horst KC. Evolving trends in the initial locoregional management of male breast cancer. Breast. 

2012;21(3):296–302. https://doi.org/10.1016/j.breast.2012.01.008.
3. Golshan M, Rusby J, Dominguez F, et al. Breast conservation for male breast carcinoma. Breast. 2007;16(6):653–6.
4. Serarslan A, Gursel B, Okumus NO, et al. Male breast cancer: 20 years experience of a tertiary hospital from the Middle Black Sea 

Region of Turkey. Asian Pac J Cancer Prev. 2015;16(15):6673–9.

Statement: Sentinel-node excision (SNE)
1. Flynn LW et al. Sentinel lymph node biopsy is successful and accurate in male breast carcinoma. J Am Coll Surg. 2008 Apr;206(4):616-

21
2. Boughey JC: Comparative analysis of sentinel lymph node operation in male and female breast cancer patients. J Am Coll Surg. 2006 

Oct;203(4):475-80. Epub 2006 Aug 23 
3. Parpex G, et al: Accuracy of sentinel lymph node biopsy in male breast cancer: Systematic review and meta-analysis.,Breast. 2024 

Mar 5;75:103703. doi: 10.1016/j.breast.2024.103703

 
Statement: Radiotherapy as in women (consider tumor breast relation!)
1. Eggemann H et al. Male breast cancer: 20-year survival data for post-mastectomy radiotherapy.  Breast Care (Basel). 2013;8(4):270-5.
2. Colciago RR, et al: The role of radiation therapy in the multidisciplinary management of male breast cancer: A systematic review and 



meta-analysis on behalf of the Clinical Oncology Breast Cancer Group (COBCG). Crit Rev Oncol Hematol. 2024 Dec:204:104537. doi: 
10.1016/j.critrevonc.2024.104537. Epub 2024 Oct 23.

Statement: Genetic counselling if 1 additional relative affected (breast/ovarian cancer)
Rolfes M, et al. Prevalence of Cancer Predisposition Germline Variants in Male Breast Cancer Patients: Results of the German 

Consortium for Hereditary Breast and Ovarian Cancer. Cancers (Basel). 2022 Jul 5;14(13):3292. doi: 10.3390/cancers14133292. 
PMID: 35805063; PMCID: PMC9265404.

1. Pellini F, Granuzzo E, Urbani S et al. Male Breast Cancer: Surgical and Genetic Features and a Multidisciplinary Management Strategy. 
Breast Care (Basel). 2020 Feb;15(1):14-20. 
 

Statement: Screening for 2nd malignancies according guidelines
1. Wernberg JA. Multiple primary tumors in men with breast cancer diagnoses: a SEER database review. J Surg Oncol. 2009 Jan 

1;99(1):16-9

Statement: Systemic therapy
1. Doyen J et al., Ann Oncol. 2009 Oct 27. Aromatase inhibition in male breast cancer patients: biological and clinical implications.
2. Eggemann H et al. Adjuvant therapy with tamoxifen compared to aromatase inhibitors for 257 male breast cancer patients. Breast 

Cancer Res Treat. 2013;137(2):465-70.
3. Patten DK et al. New Approaches in the Management of Male Breast. Cancer Clinical Breast Cancer 2013;13(5)  309–314
4. Zagouri F et al. Aromatase inhibitors with or without gonadotropin-releasing hormone analogue in metastatic male breast cancer: a 

case series. Br J Cancer. 2013;108(11):2259-63

Statement Nachsorge und Rehabilitation:
S3 Leitlinie https://www.leitlinienprogramm-
onkologie.de/fileadmin/user_upload/LL_Mammakarzinom_Langversion_5.02_Konsultationsfassung.pdf

Review articles
1. Fentiman IS, Fourquet A, Hortobagyi GN. Male breast cancer. Lancet. 2006 Feb 18;367(9510):595-604. Review. Erratum in: Lancet. 

2006 Jun 3;367(9525):1818



2. Agrawal A, Ayantunde AA, Rampaul R et al. Male breast cancer: a review of clinical management. Breast Cancer Res Treat. 2006 Oct 
11;

3. Korde LA et al: Multidisciplinary meeting on male breast cancer; summary and research recommendations J Clin Oncol 28: 2114-
2122, 2010

4. Patten DK et al. New Approaches in the Management of Male Breast. Cancer Clinical Breast Cancer 2013;13(5)  309–314
5. Sousa B et al. An update on male breast cancer and future directions for research and treatment. Eur J Pharmacol 2013;717(1-3)
6. Ruddy KJ et al. Male breast cancer: risk factors, biology, diagnosis, treatment, and survivorship. Ann Oncol 2013; 24(6):1434-43.



11

Registries
1. Cardoso F, Bartlett JMS, Slaets L et al. Characterization of male breast cancer: results of the EORTC 10085/TBCRC/BIG/NABCG 

International Male Breast Cancer Program. Ann Oncol 2018;29(2):405-17. 
2. Doebar SC, Slaets L, Cardoso F et al. Male breast cancer precursor lesions: analysis of the EORTC 10085/TBCRC/BIG/NABCG 

International Male Breast Cancer Program. Mod Pathol 2017;30(4):509-18.
3. Vermeulen MA, Slaets L, Cardoso F et al. Pathological characterisation of male breast cancer: Results of the EORTC 

10085/TBCRC/BIG/NABCG International Male Breast Cancer Program. Eur J Cancer 2017;82:219-27.
4. Wang F, Reid S, Zheng W, et al. Sex Disparity Observed for Oncotype DX Breast Recurrence Score in Predicting Mortality Among 

Patients with Early Stage ER-Positive Breast Cancer. Clinical Cancer Research 2020;26:101-9.
5. Massarweh SA, Sledge GW, Miller DP, McCullough D, Petkov VI, Shak S. Molecular Characterization and Mortality From Breast Cancer 

in Men. Journal of Clinical Oncology 2018;36:1396-404.
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Male Breast Cancer:
Prognostic Factors

Oxford
LoE GR AGO

§ Nodal status 2b A ++
§ Age 2b B +
§ Tumor size 2b A ++
§ ER / PR Expression 2b A ++
§ Ki-67 Expression 2b C +/-
§ Grade 2b C +/-
§ Genomic signatures 2b B +



Statement endocrine therapy
1. Ribeiro G et al. Adjuvant tamoxifen for male breast cancer (MBC). Br J Cancer 1992 65: 252
2. Agrawal: Fulvestrant in advanced male breast cancer. Breast Cancer Res Treat. 2007 Jan;101(1):123. Epub 2006 Jun 29.
3. Zabolotny BP: Successful use of letrozole in male breast cancer: a case report and review of hormonal therapy for male breast cancer. 

J Surg Oncol. 2005 Apr 1; 90(1):26-30
4. Goss PE: Male breast carcinoma: a review of 229 patients who presented to the Princess Margaret Hospital during 40 years: 1955–

1996. Cancer 1999; 85: 629-639
5. Giordano SH: Efficacy of anastrozole in male breast cancer. Am J Clin Oncol 2002 25: 235-237
6. Giordano SH:  Leuprolide acetate plus aromatase inhibition for male breast cancer. J Clin Oncol. 2006 Jul 20;24(21):e42-3. No abstract 

available.
7. Arriola E: Aromatase inhibitors and male breast cancer. Clin Transl Oncol. 2007 Mar;9(3):192-4
8. Eggemann H, Ignatov A, Smith BJ, et al. Adjuvant therapy with tamoxifen compared to aromatase inhibitors for 257 male breast 

cancer patients. Breast Cancer Res Treat. 2013 Jan;137(2):465-70. 
9. Di Lauro L et al. Letrozole combined with gonadotropin-releasing hormone analog for metastatic male breast cancer Breast Cancer 

Res Treat. 2013;141(1):119-23
10. Zagouri F et al. Aromatase inhibitors with or without gonadotropin-releasing hormone analogue in metastatic male breast cancer: a 
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Male Breast Cancer: 
Systemic Therapy

Oxford

LoE GR AGO

§ Systemic therapy in analogy to breast cancer in 
women

++

§ Specifics of endocrine therapy
§ Tamoxifen 2b B ++
§ GnRHa + AI 4 C +
§ AI without GnRHa 2b B -



case series. Br J Cancer. 2013;108(11):2259-63
11. Eggemann H, Brucker C, Schrauder M, et al. Survival benefit of tamoxifen in male breast cancer: prospective cohort analysis. British 

journal of cancer 2020;123:33-7.
12. Reinisch M, et al. Efficacy of Endocrine Therapy for the Treatment of Breast Cancer in Men: Results from the MALE Phase 2 

Randomized Clinical Trial. JAMA Oncol. 2021 Apr 1;7(4):565-572.
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Guidelines:
1. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines(r)). Breast Cancer. Version 5.2025 NCCN.org (Inflammatory Breast 

Cancer. IBC-2)

Standardized scoring for diagnosis: 
1. Jagsi R, Mason G, Overmoyer BA, et al. Inflammatory breast cancer defined: proposed common diagnostic criteria to guide 

treatment and research. Breast Cancer Res Treat 2022. https://doi.org/10.1007/s10549-021-06434-x

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

2. Audisio RA. Inflammatory Breast Cancer: Updates on diagnosis and treatment options. Eur J Surg Oncol 2018;44(8):1127. 
3. 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.
4. Romanoff A, Zabor EC, Petruolo O et al. Does nonmetastatic inflammatory breast cancer have a worse prognosis than other 
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Inflammatory Breast Cancer (IBC, cT4d)

Oxford
LoE GR AGO

§ Specific scores should be used for diagnosis of IBC. ++

§ Staging (including adequate breast imaging) 2c B ++

§ Skin punch biopsy (at least 2; detection rate < 75%) 2c B +

§ Treatment according to guidelines (as in non-IBC) 2b B ++

§ Neoadjuvant chemotherapy 2b B ++

§ Mastectomy + axillary dissection after chemotherapy 2c B +
§ Breast conserving therapy in case of pCR (individual) 2b C +/-

§ If reconstruction is desired, prefer delayed breast reconstruction 3b C +

§ Targeted Axillary Dissection for cN1 à ycN0 3b C +/-

§ Radiotherapy of the chest wall  including regional lymph nodes 
independent of therapy response

2c B ++



nonmetastatic T4 cancers? Cancer 2018;124(22):4314-21.
5. Wu SG, Zhang WW, Wang J et al. Inflammatory breast cancer outcomes by breast cancer subtype: a population-based study. Future 

Oncol 2018.
6. 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.
7. 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.
8. van Uden DJ, Bretveld R, Siesling S et al. Inflammatory breast cancer in the Netherlands; improved survival over the last decades. 

Breast Cancer Res Treat 2017;162(2):365-74.

Survival benefit by trimodal treatment (NACT, MRM, RT) 
1. Rueth NM, Lin HY, Bedrosian I, 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.
2. Tadros A, Diskin B, Sivilimedu V et al. Trends in Guideline-Concordant Care for Inflammatory Breast Cancer, JAMA Netw Open 2025.

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.

Statement: Regimens as in non-inflammatory BC
1. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines(r)). Breast Cancer. Version 6.2024 NCCN.org (Inflammatory Breast 

Cancer. IBC-1)

Statement: Neoadjuvant chemotherapy
1. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines(r)). Breast Cancer. Version 6.2024 NCCN.org (Inflammatory Breast 

Cancer. IBC-1)
2. 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.

3. Rueth NM, Lin HY, Bedrosian I, 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: 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. 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].

3. 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.

4. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines(r)). Breast Cancer. Version 5.2025 NCCN.org (Inflammatory Breast 
Cancer. IBC-2)

Statement: 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: Axillary management
1. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines(r)). Breast Cancer. Version 5.2025 NCCN.org (Inflammatory Breast 

Cancer. IBC-2)
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..
3. Lohani KR, Hoskin TL, Yasir S et al. Clipped Axillary Node as a Potential Surrogate for Overall Axillary Nodal Status in Inflammatory 

Breast Cancer Patients after Neoadjuvant Chemotherapy. Ann Surg Oncol 2024. 31:7431–7440. 



4. Fayanju OM, Ren Y, Greenup RA, et al. Extent of Axillary Surgery in Inflammatory Breast Cancer: A survival analysis of 3,500 patients. 
Breast Cancer Res Treat. 2020 Jan 20;180(1):207–217.

5. Imeokparia FO, Hughes TM, Dossett LA, et al. Axillary Pathologic Complete Response in Inflammatory Breast Cancer Patients: 
Implications for SLNB? Ann Surg Oncol, 2019, 26(10):3374-3379

6. Zatecky J, Coufal O. De-escalation of Axillary Surgery in Inflammatory Breast Cancer: The Right Time is Coming. Ann Surg Oncol 2025. 
32: 8555–8557.

7. DeSnyder SM, Mittendorf EA, Le-Petross C, et al. Prospective Feasibility Trial of Sentinel Lymph Node Biopsy in the Setting of 
Inflammatory Breast Cancer. Clin Breast Cancer 2018. 18: e73-e77.

Statement: Radiotherapy
1. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines(r)). Breast Cancer. Version 5.2025 NCCN.org (Inflammatory Breast 

Cancer. IBC-2)
2. Rueth NM, Lin HY, Bedrosian I, 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.
3. Tadros A, Diskin B, Sivilimedu V et al. Trends in Guideline-Concordant Care for Inflammatory Breast Cancer, JAMA Netw Open 2025.



Jagsi R, Mason G, Overmoyer BA, et al. Inflammatory breast cancer defined: proposed common diagnostic criteria to guide treatment 
and research. Breast Cancer Res Treat 2022. https://doi.org/10.1007/s10549-021-06434-x
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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 X 3

Skin changes Any peau d’orange Skin edema/ thickening ≥ 1/3 of the
breast

Focal skin edema/thickening (<1/3 of the 
breast)

X 3

Swelling/enlarge-ment of 
the breast

Clinically apparent enlargement of the
breast or new asymmetry in breast size

Intentionally blank (only score 3 or 1) Breast edema identified on imaging but 
not
clinically detectable

X 3

Erythema or other skin 
discoloration

Complete or near complete involvement 
of
the breast

Not nearly complete but greater than 
mini-
mal involvement of the breast

Minimal involvement or ambiguous color
change

X 2

Nipple abnormalities New nipple inversion New nipple flattening or other 
asymmetry

Crusting of the nipple/areola without 
other
nipple changes

X 2

Lymphatic tumor cell 
emboli

Dermal lymphatic emboli present Non-dermal lymphatic emboli present Intentionally blank (only score 3 or 2) X 2

Breast imaging Diffuse involvement of breast 
parenchyma

Enlargement of non-axillary nodes X 1

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) 
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Statement: Mammography / Breast ultrasound/ Breast MRI
1. Schneeweiss, A. & Buschhorn, L. „Breast-like cancer of unknown primary“. Implikationen für die radiologische Diagnostik. Die Radiol. 

63, 366–370 (2023)
2. 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
3. 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
4. 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. 
5. Breast Cancer. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®). (Version3.2024).

Statement: Staging
1. 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
2. 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 
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Axillary Metastasis in Occult Breast Cancer (AxCUP)
Diagnostic Imaging

Oxford
LoE GR AGO

§ Breast imaging incl. Breast-MRI 3 B ++
§ Exclude contralateral cancer 3 B ++
§ Staging (CT thorax / abdomen, pelvis, bone scan) 3 B ++

If histological diagnosis is not certain

§ Exclude non-breast malignancy, especially
in case of TNBC (e.g. NEC, female genital tract,
lung, thyroid gland, stomach, skin, ENT)

5 D ++

§ PET / PET-CT 3b B +



10(suppl_10), x168–76. http://doi.org/10.1093/annonc/mdl255
3. 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), 944–950. 
http://doi.org/10.1002/ijc.27678

Statement: PET
1. 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

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 
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Axillary Metastasis in Occult Breast Cancer
(Cancer of Unknown Primary – AxCUP)

§ Incidence: < 1% of metastatic axillary disease

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

• Immunhistology
• ER-positive: 55%
• HER2 3+: 35%
• Triple-negative: 38%

§ Nodal status:
§ 1 - 3 Ln-Met. in 48%
§ > 3 Ln-Met in 52%

§ Outcome similar or better compared to breast cancer with similar tumor 
biology and tumor stage
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Axillary Metastasis in Occult Breast Cancer (AxCUP)
Pathology, Molecular Pathology

Oxford
LoE GR AGO

§ Immunohistochemistry (ER, PR, HER2, Ki-67, GATA) 5 D ++

§ Immunohistochemistry (e.g. Ck5/6, Ck7, Ck20, SOX-
10, PAX-8, TTF1, Synaptophysin etc.) to exclude other 
primary malignancies in case of TNBC phenotype or 
unusual histology, e.g. NEC, female genital tract, lung, 
ENT tumors, thyroid, stomach, skin

5 D ++

§ Gene expression profiling for determination 
or primary site  (e.g. CUPprint, Pathwork, TOT, 
CancerType) 

2c B +/-

§ NGS, epigenetics for determination of primary site 
(Panel-Sequencing, e.g. EPICup)

2c B +/-

§ Prognostic gene expression tests 5 D --
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Axillary Metastasis in Occult Breast Cancer (AxCUP)
Therapy

Oxford
LoE GR AGO

§ Axillary dissection 3a C ++
§ Targeted axillary dissection after NACT (in case
     of clinical complete remission

3b C +

§ Regional nodal irradiation 3b B +
§ Breast irradiation if breast MRI is negative (acc. BCT) 2c B +
§ Mastectomy if breast MRI is negative 3a C --
§ (Neo-)adjuvant systemic therapy according 

to breast cancer guidelines (AGO)
5 D ++
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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.

„BCT“ in patients with Occult Breast Cancer 
(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.
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Oxford
LoE GR AGO

§ Histological verification by skin biopsy* ++
§ Mammography, sonography  4 D ++
§ MRI of the breast if other imaging negative 4 C +
§ Immunohistochemistry (ER, PR, HER2, CK7) 

to detect benign and HER2-negative cases
5 D ++

Paget‘s Disease of the Breast Diagnosis

* including all skin strata (e.g. by punch biospy or wedge excision)
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§ 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

Paget‘s Disease of the Breast

Feature Frequency

Presentation Paget‘s disease with invasive Ca. (37-58%)
Paget‘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%)

Prognosis and tumor 
biology

Excellent in isolated Paget‘s disease
In combination with invasive breast cancer or DCIS, prognosis 
is determined by the underlying breast disease
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Paget‘s Disease of the Breast 
Therapy

Oxford
LoE GR AGO

§ Paget‘s disease with underlying disease 
(invasive breast cancer, DCIS)

§ Therapy according to standard of underlying disease 5 D ++

§ Isolated Paget‘s disease of the NAC without 
invasion: 

§ R0-resection including NAC 1c B ++

§ Omission of adjuvant radiotherapy if R0 4 D +/-

§ Sentinel-node excision (SLNE) in BCS 2b B --

§ Sentinel-node excision (SLNE) in mastectomy 3a C +/-



2. Breast Cancer. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®). (5.2025). Paget Disease (PAGET-2)

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 

3. Breast Cancer. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®). (5.2025). Paget Disease (PAGET-2)

Statement: Radiotherapy
1. Goh SSN, Syn NLX, Lim CJE, et al. Oncologic outcomes after breast-conserving surgery with radiotherapy versus mastectomy in 

patients with Paget's disease of the breast: systematic review and meta-analysis. Br J Surg. 2023 Oct 10;110(11):1451-1457.
2. Lin CW, Chiang MH, Tam KW, et al. Treatment of Mammary Paget Disease: A systematic review and meta-analysis of real-world data. 

Int J Surg. 2022 Nov:107:106964.
3. Piras A, Boldrini L, Venuti V, et al. Mammary Paget's disease and radiotherapy: a systematic literature review. Eur Rev Med Pharm Sci. 

2021; 25(4): 1821-1827. 
4. Breast Cancer. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®). (5.2025). Paget Disease (PAGET-2)
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Guidelines:
1. Breast Cancer. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®). (6.2024). Phyllodes tumor (PHYLL-1)

Review
1. Ofri, A. et al. Diagnosis and management of phyllodes tumours for the surgeon: An algorithm. Surg. 20, e355–e365 (2022).

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.ejso.2014.02.222
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Borderline and Malignant Phyllodes Tumor 
Diagnosis

Oxford
LoE GR AGO

§ Mammography, sonography 3 C ++
§ Diagnosis on core biopsy, grade determination on 

resection specimen
3 C ++

§ Breast MRI 3 C +/-
§ Staging only malignant PT (CT thorax / abdomen, 

bone scan)
5 D ++



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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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. 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
2. 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
3. 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.

4. Lu Y, Chen Y, 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

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
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§ Name derived from greek term of “Phyllon” (leaf) due to its lobulated histological 
aspect

§ 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.

§ 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

Borderline and Malignant Phyllodes Tumor
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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. 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
2. 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
3. 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.

4. Lu Y, Chen Y, 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

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
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§ Frequency 0.3 – 1% of all primary breast tumors

Phyllodes Tumor

parameter frequencies

Grading   (3-STEP histological grading 
system)

Benign (75%)
Borderline (16%)
Malignant (9%)

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

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

Metastasis Benign PT: < 1%
Borderline: PT: 1.6%
Malignant PT: 16-22%

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



General recommendations / Guidelines:
1. Breast Cancer. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®). (6.2024). Phyllodes Tumor (Phyll-1)
2. Bogach J, Sriskandarajah A, Wright FC, et al.; Canadian Phyllodes Tumor Consensus Panel. Phyllodes Tumors of the Breast: Canadian 

National Consensus Document Using Modified Delphi Methodology. Ann Surg Oncol. 2023 Oct;30(11):6386-6397. 
3. Louie AD, Rosenberger LH. Phyllodes Tumors of the Breast: Addressing the Gaps in Consensus Recommendations for Clinical 

Management. Ann Surg Oncol. 2023 Oct;30(11):6296-6298. 
4. Goodwin B, Oyinlola AF, Palhang M et al.. Metastatic and Malignant Phyllodes Tumors of the Breast: An Update for Current 

Management. Am Surg. 2023 Aug 23:31348231198114. 
5. Esperança-Martins M, Melo-Alvim C, Dâmaso S et al. Breast Sarcomas, Phyllodes Tumors, and Desmoid Tumors: Turning the 

Magnifying Glass on Rare and Aggressive Entities. Cancers (Basel). 2023 Aug 2;15(15):3933. 
6. Sars C, Sackey H, Frisell J et al. Current clinical practice in the management of phyllodes tumors of the breast: an international cross-

sectional study among surgeons and oncologists. Breast Cancer Res Treat. 2023 Jun;199(2):293-304.
7. Papas Y, Asmar AE, Ghandour F, Hajj I. Malignant phyllodes tumors of the breast: A comprehensive literature review. Breast J. 2020 

Feb;26(2):240-244. 
8. Lerwill, M. F., Lee, A. H. S. & Tan, P. H. Fibroepithelial tumours of the breast—a review. Virchows Arch. 480, 45–63 (2022).
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Borderline and Malignant Phyllodes Tumor
Surgery

Oxford
LoE GR AGO

§ Fibroepithelial lesions with rapid growth or size > 3 cm 
should be excised (independently from the any CNB 
result)

5 D ++

§ If the result of the CNB is unclear or suspicious for PT, 
excision with clear margins should be performed

5 D ++

§ SLNE / Axillary dissection (if clinically unsuspicious) 4 C --
§ Treatment of local recurrence

§ R0 resection (breast-conserving surgery or simple 
mastectomy)

4 C ++



Surgical margins: Observational study:
1. Ranjbar A, Zangouri V, Shokripour M. Margin status impact on recurrence of phyllodes tumors in high-risk groups: a retrospective 

observational study. BMC Cancer. 2024 Jan 9;24(1):48.

Surgical margins: Systematic review
1. Bogach J, Sriskandarajah A, Wright FC, et al. ; Canadian Phyllodes Tumor Consensus Panel. Phyllodes Tumors of the Breast: Canadian 

National Consensus Document Using Modified Delphi Methodology. Ann Surg Oncol. 2023 Oct;30(11):6386-6397. 
2. 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.
3. 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. doi:10.1308/rcsann.2019.0140.
4. Lu Y, Chen Y, 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. Bogach J, Sriskandarajah A, Wright FC, et al. ; Canadian Phyllodes Tumor Consensus Panel. Phyllodes Tumors of the Breast: Canadian 

National Consensus Document Using Modified Delphi Methodology. Ann Surg Oncol. 2023 Oct;30(11):6386-6397. 
2. 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

3. Mituś, J., Reinfuss, M., Mituś, 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

4. 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

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



Statement: SNE / Axillary dissection in cN0 
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
2. 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
2. 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



1. Bogach J, Sriskandarajah A, Wright FC, Look Hong N; Canadian Phyllodes Tumor Consensus Panel. Phyllodes Tumors of the Breast: 
Canadian National Consensus Document Using Modified Delphi Methodology. Ann Surg Oncol. 2023 Oct;30(11):6386-6397. 
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Phyllodes Tumors of the Breast: Canadian National 
Consensus Document Using Modified Delphi Methodology

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

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%

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). 



General recommendations / Guidelines:
1. Breast Cancer. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®). (6.2024). Phyllodes Tumor (Phyll-1)
2. Bogach J, Sriskandarajah A, Wright FC, et al. Canadian Phyllodes Tumor Consensus Panel. Phyllodes Tumors of the Breast: Canadian 

National Consensus Document Using Modified Delphi Methodology. Ann Surg Oncol. 2023 Oct;30(11):6386-6397. 
3. Louie AD, Rosenberger LH. Phyllodes Tumors of the Breast: Addressing the Gaps in Consensus Recommendations for Clinical 

Management. Ann Surg Oncol. 2023 Oct;30(11):6296-6298. 
4. Goodwin B, Oyinlola AF, Palhang M et al.. Metastatic and Malignant Phyllodes Tumors of the Breast: An Update for Current 

Management. Am Surg. 2023 Aug 23:31348231198114. 
5. Esperança-Martins M, Melo-Alvim C, Dâmaso S et al. Breast Sarcomas, Phyllodes Tumors, and Desmoid Tumors: Turning the 

Magnifying Glass on Rare and Aggressive Entities. Cancers (Basel). 2023 Aug 2;15(15):3933. 
6. Sars C, Sackey H, Frisell J et al. Current clinical practice in the management of phyllodes tumors of the breast: an international cross-

sectional study among surgeons and oncologists. Breast Cancer Res Treat. 2023 Jun;199(2):293-304.
7. Papas Y, Asmar AE, Ghandour F, Hajj I. Malignant phyllodes tumors of the breast: A comprehensive literature review. Breast J. 2020 

Feb;26(2):240-244.  
8. Lerwill, M. F., Lee, A. H. S. & Tan, P. H. Fibroepithelial tumours of the breast—a review. Virchows Arch. 480, 45–63 (2022).

Surgical margins: Observational study:
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Borderline and Malignant Phyllodes Tumor
 - Margins -

Oxford

LoE GR AGO

§ Intended lesion-free surgical margins are*
- in borderline PT: ≥ 2 mm
- in malignant PT: ≥ 10 mm

2b B ++

§ Intended pathologically lesion-free margins are*
- in borderline PT: negative (no ink on tumor)
- in malignant PT: ≥ 2 mm

2b B ++

§ Re-resection recommended
- in borderline PT: if margin* positive (ink on tumor)
- in malignant PT: if margin < 2 mm

2b B ++

* Margins related to breast tissue only (but not to skin or to the thoracic wall)



1. Ranjbar A, Zangouri V, Shokripour M. Margin status impact on recurrence of phyllodes tumors in high-risk groups: a retrospective 
observational study. BMC Cancer. 2024 Jan 9;24(1):48.

Surgical margins: Systematic review
1. 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.
2. 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. doi:10.1308/rcsann.2019.0140.
3. Lu Y, Chen Y, 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.
4. 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

2. Mituś, J., Reinfuss, M., Mituś, 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

3. 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

4. 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 cN0 
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
2. 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
2. 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



1. Zeng S, Zhang X, Yang, D , et al. Effects of adjuvant radiotherapy on borderline and malignant phyllodes tumors: A systematic review 
and meta-analysis. Mol Clin Onc 3: 663-671, 2015

2. 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.

3. Zhao W, Tian Q, Zhao A, et al. The role of adjuvant radiotherapy in patients with malignant phyllodes tumor of the breast: a propensity-
score matching analysis. Breast Cancer. 2021 Jan;28(1):110-118.

4. Barth RJ. Borderline and Malignant Phyllodes Tumors: How Often do They Locally Recur and is There Anything we can do About it? Ann 
Surg Oncol. 2019 Jul;26(7):1973-1975.

5. Belkacemi Y, Bousquet G, Marsiglia H, et al. Phyllodes Tumor of the Breast. Int J Radiat Oncol Biol Phys. 2008; 70(2): 492-500. 
6. Choi N, Kim K, Shin KH et al. 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.
7. Barth RJ, Wells WA, Mitchell SE, et al. A prospective, multi-institutional study of adjuvant radiotherapy after resection of malignant 

phyllodes tumors. Ann Surg Oncol. 2009 Aug;16(8):2288-94.
8. Zheng WH, Long ZQ, Kou J, et al. Postoperative radiation therapy in localized breast malignant phyllodes tumors: RPA-derived risk 

model identifies high-benefit subgroups with local control improvement. Breast. 2025 Dec:84:104617.
9. Bogach J, Sriskandarajah A, Wright FC, et al.; Canadian Phyllodes Tumor Consensus Panel. Phyllodes Tumors of the Breast: Canadian 
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Borderline and Malignant Phyllodes Tumor
 - Adjuvant Radiotherapy (Goal: local control) - 

Oxford
Borderline PT LoE GR AGO

§ BCS, R0 3a B -

§ BCS, R1 (re-excision not possible or refused by patient) 5 D +/-

§ Mastectomy, R0 3a B -

§ Mastectomy, R1 (re-excision not possible or refused by patient) 5 D +/-

Malignant PT

§ BCS, R0 3a B +

§ BCS, ≥5 cm or R1 (re-excision not possible or refused by patient) 3a B ++

§ Mastectomy, R0 3a B -

§ Tumor ≥5 cm 3a B +

§ Mastectomy, R1 (re-excision not possible or refused by patient) 3a B +

Local recurrence (without previous RT)

§ BCS (R1 or malignant PT) 5 D +

§ Mastectomy (Tumor ≥5 cm or R1) 5 D +



National Consensus Document Using Modified Delphi Methodology. Ann Surg Oncol. 2023 Oct;30(11):6386-6397. 
10. Bishr MK, Humphreys A, Ahmed M, et al. Contemporary management of phyllodes tumours of the breast: recommendations from 

the UK Association of Breast Surgery. Brit J Surg. 2025; 112(8). 
11. Breast Cancer. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®). (5.2025). Phyllodes Tumor (Phyll-1).



General recommendations / Guidelines:
1. Breast Cancer. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®). (6.2024). Phyllodes Tumor (Phyll-1)
2. Bogach J, Sriskandarajah A, Wright Fcet al.; Canadian Phyllodes Tumor Consensus Panel. Phyllodes Tumors of the Breast: Canadian 

National Consensus Document Using Modified Delphi Methodology. Ann Surg Oncol. 2023 Oct;30(11):6386-6397. 
3. Louie AD, Rosenberger LH. Phyllodes Tumors of the Breast: Addressing the Gaps in Consensus Recommendations for Clinical 

Management. Ann Surg Oncol. 2023 Oct;30(11):6296-6298. 
4. Goodwin B, Oyinlola AF, Palhang M et al.. Metastatic and Malignant Phyllodes Tumors of the Breast: An Update for Current 

Management. Am Surg. 2023 Aug 23:31348231198114. 
5. Esperança-Martins M, Melo-Alvim C, Dâmaso S et al. Breast Sarcomas, Phyllodes Tumors, and Desmoid Tumors: Turning the 

Magnifying Glass on Rare and Aggressive Entities. Cancers (Basel). 2023 Aug 2;15(15):3933. 
6. Sars C, Sackey H, Frisell J et al. Current clinical practice in the management of phyllodes tumors of the breast: an international cross-

sectional study among surgeons and oncologists. Breast Cancer Res Treat. 2023 Jun;199(2):293-304.
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Borderline and Malignant Phyllodes Tumor
Systemic Therapy

Oxford
LoE GR AGO

§ Adjuvant systemic therapy
§ Endocrine therapy (irrespect. of ER/PR) 4 C -

§ Chemotherapy 4 C -

§ Primary systemic therapy, if complete resection (R0) presumably 
cannot be achieved (Adriamycin/Ifosfamid)

4 C +

§ Adjuvant systemic treatment of local recurrence
§ Chemotherapy after R1 resection 4 C +/-

§ Distant metastasis (rare)
§ Multidisciplinary case discussion („Sarcoma board“) 5 D ++

§ Treatment like soft tissue sarcomas 4 C ++

§ Surgical resection of metastatic lesions 4 C +
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§ 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

Sarcomas of the Breast
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§ Most common primary sarcoma of the breast

§ Young age (median: 24–46 years)

§ 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

§ Metastasize early, often to the lung and liver

Primary Angiosarcoma of the Breast
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Primary Angiosarcoma of the Breast*
Diagnosis

Oxford
LoE GR AGO

§ Mammography, sonography to determine extent of 
disease 

3a C -

§ Preoperative MRI to determine the extent of 
disease 

3a C ++

§ Diagnosis by core biopsy 3a C ++
§ Diagnosis by FNB 3a C --
§ Staging (CT  thorax & abd.; angiosarcoma: MRI 

brain) 
4 D ++

§ Prognostic factors: size, grade, margins 3a C ++

* Therapy in specialized centers recommended
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Primary Angiosarcoma of the Breast*
Therapy

Oxford
LoE GR AGO

§ Surgery with wide clear margins, mostly as 
mastectomy

2b C ++

§ Breast-conserving surgery (wide excision) 3a C +/-

§ SLNE or axillary dissection if cN0 3a C --
§ Adjuvant chemotherapy 

(anthracycline / taxane-based)
4 C +/-

§ Adjuvant radiotherapy if high risk (size > 5 cm, R1) 4 C +/-
§ Presentation in a sarcoma board 5 D ++

* Therapy in specialized centres recommended
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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 (II - III)
§ 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%
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Secondary Angiosarcoma of the Breast 
Therapy

Oxford

LoE GR AGO

§ R0-resection with wide margins (clinical margin 3-4 cm, pathological 
margin 1-2 cm)

3a C +

§ (Neo-)adjuvant chemotherapy 3a C +

§ (Neo-)adjuvant radiotherapy if high risk 
(size > 5 cm, R1)

2b B +

§ Neoadjuvant chemoradiotherapy (trimodal therapy) for locally 
advanced angiosarcoma

3a C +

§ Regional hyperthermia (to improve local control) 
plus chemotherapy and / or radiotherapy

2b B +/-
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Neoadjuvant treatment for radiotherapy-associated 
angiosarcoma (RAAS) of the breast

Gennaro et al. Palassini et al. Van der Burg et 
al. 

Asha et al. Degnim et al. Michot et 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
28 NACT
8 NACT + NART

37 prim. surgery
29 NACT
18 RT (6 NART)

22 prim. surgery
13 NACT (5 
NART+HT)

All NART (3 + HT)
7/8 with Paclitaxel
hyperfract. RT

16 with NART + 
NACT (Pacli)
22 without RT

141 prim surg.
39 NACT

Local control 78% (NACT) vs. 
49% (Surg)

83% (RT) vs. 59% 
(no RT)

100% (NACT) vs. 
64%

100% 100% 
(NART+NACT) vs. 
46%

53% (NACT) vs. 
30% (surg.)

Recurrence-
free survival

68% (NACT) vs. 
35% (Surg)

RT: 83% vs. 43%
MDT: 63% vs. 38%

Not stated Not stated 94% (NART+NACT) 
vs. 43%

Not stated

Overall 
survival

85% (5 y) 57% (5 y); Gem-
based CHT 
superior

100% (NACT) vs. 
56% (3 y)

87.5% 100% 
(NART+NACT)  vs. 
82%

50%

Wound 
healing 
problems

Not stated Not stated 33% NACT+ NART
17% NACT

63% major compl.
50% wound 
vacuum
38% re-operation

38% major compl.
44% re-operation

Not stated

RAAS = radiotherapy-associated angiosarcoma, RT = radiotherapy, NACT = neoadjuvant chemotherapy, NART = neoadjuvant radiotherapy; MDT = multimodality therapy, HT = hyperthermia
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Angiosarcoma of the Breast 
Treatment of Local Recurrence and Metastases

Oxford
LoE GR AGO

Treatment of Local Recurrence:
§ R0 resection 4 C ++

§ Adjuvant radiotherapy depending on risk factors and previous 
radiotherapy (tumor size > 5 cm, R1)

4 C +/-

Distant Metastases / Unresectable Tumors:
§ Treatment like as for soft tissue sarcomas (according to S3 

guideline)
4 C ++

§ Paclitaxel weekly or liposomal doxorubicin (as in angiosarcoma) 2b B +

§ Antiangiogenic treatment (e.g. in angiosarcoma) 4 C +/-

If clinically resistant to therapy
§ Molecular diagnostics (Multidisciplinary molecular board) 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
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Metaplastic Breast Carcinoma
- High-Grade -

Oxford

LoE GR AGO

§ Surgical therapy and axillary staging as in case of NST 4 C ++

§ Neoadjuvant chemotherapy (frequently chemoresistant)*

§ If initially inoperable 5 D +

§ ER pos. 4 C -- 

§ TNBC,  if ICPi (Pembrolizumab) indicated 4 C +

§ HER2 pos. (incl. Anti-HER2-therapy) 4 C +

§ Adjuvant chemotherapy according to biologic subtype 3b C +

§ Adjuvant endocrine therapy if HR-positive 4 C +/-

§ Adjuvant radiotherapy according therapy of NST 4 C ++

Consider reference pathology and subtyping.

* Note: control of local response in short intervals
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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. nTN-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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§ Surgical therapy and axillary staging as in case of NST 4 C ++

§ Adjuvant chemotherapy (frequently chemoresistant) 4 C -

§ Neoadjuvant chemotherapy (frequently 
chemoresistant)

4 C --

§ Adjuvant endocrine therapy (not applicable, since 
triple-negative tumors)

4 C -

§ Adjuvant radiotherapy according therapy of NST 4 C +

*   Reference pathology recommended
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