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*« Mammakarzinom des Mannes

= Inflammatorisches Mammakarzinom

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

= Maligner und Borderline Phylloides-Tumor

= Angiosarkome

= Brust-Implantat assoziiertes
groBzellig-anaplastisches Lymphom (BIA-ALCL)

= Metaplastisches Karzinom
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1. Dietz JR, Partridge AH, Gemignani ML, et al.: Cancer Management Updates: Young and
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Brustkrebs bei der jungen

ﬂ Patientin < 35 Jahre

*AGOe V

Inder DGGG oV Oxford
::;uneev LoE GR AGO
S ngs Dnias * Meist ungiinstige Tumorbiologie mit schlechter 2a 8
Prognose
= Lokaltherapie wie bei 2 35 Jahre 2b B +

* Leitliniengerechte (neo-)adjuvante Systemtherapie
(siehe Therapiekapitel)

= GnRH zur ovariellen Protektion (siehe Kap. Gyn.
Probleme)

* Angebot zur genetischen Beratung und
Fertilitatsberatung

= Friihzeitige Beratung zur Verhiitung 2b B ++

1b A 4

1a B +

2b B ++
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K J18 = Diagnostik wie auBerhalb der Schwangerschaft

4
(keine grundsatzliche MRT-Indikation) g "

= Staging: wenn indiziert

{Knochenszintigraphie nach Entbindung) . . ¥
= Ganzkorper MRT ohne Kontrastmittel 4 C +/-
* OP wie bei Nicht-Schwangeren 4 C e
= Sentinel-Node Biopsie (nur Technetium) 4 C +
= SNBim 1. Trimester 5 D +/-

* Sensitivitdt und Spezifitat sind unklar (wahrend Stillzeit); 4 ¢ -
Stillen sollte fiir 24 Stunden vermieden werden
* Farbstoffblau (keine Studiendaten in der Schwangerschaft) 4 C
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= Bestrahlung wahrend der Schwangerschaft 4 C -

= (Neo-)adjuvante Chemotherapie ab dem zweiten

Trimenon (Indikation wie bei Nicht-Schwangeren) bt
* Antrazykline: AC, EC 2b B 44
* Taxane 2b B +
= Platinsalze (Carboplatin, Cisplatin) 4 C +/-
«  MTX (e.g. CMF) 4 D
= Endokrine Therapie 4 D -
* Anti-HER2-Therapie 3a C -
* Bisphosphonate, Denosumab 4 D

waw ago-onine de
FORSCINN
" ‘ .'.' " : N Die Behandlung (Systemtherapie, Operation, RT) des Mammakarzinoms in der Schwangerschaft soll so
HMEILEN nah wie moglich an der Standardbehandlung junger, nicht-schwangerer Patientinnen mit Mammakarzinom
ausgerichtet sein.
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utero to chemotherapy for breast cancer. Breast Cancer Res. 2014 Dec
30;16(6):3414.



Mt Brustkrebs in der Schwangerschaft*

B — Entbindung und Stillen —

o d Oxford
In der DKG V. LOE GR AGO
Curkelnes Breas
Moo deH: 1R * Entbindung erst bei ausreichender kindlicher Reife 2b C ++

* Eine Beendigung der Schwangerschaft verbessert

den mitterlichen Erkrankungsverlauf nicht .. .

* Entbindungsmodus wie bei gesunden Schwangeren;
Entbindung < 3 Wochen nach Chemotherapie sollte 4 C i
vermieden werden

= Sollte eine Systemtherapie nach der Entbindung
fortgefiihrt werden miissen, kann Stillen evtl. 5 D ++
kontraindiziert sein (cave: Toxizitét !)

WaW ago-onine de

FORSCINN
LENTREN

HEILEN * Tellnahme an Registerstudie empfohlen

General principles

1. AmantF, Loibl S, Neven P, Van Calsteren K. Breast cancer in pregnancy. Lancet. 2012
Feb 11;379(9815):570-9.

2. Loibl S, Han SN, von Minckwitz G, et al. Treatment of breast cancer during pregnancy:
an observational study. Lancet Oncol 2012;13:887-896.

3. Peccatori FA et al. Cancer, pregnancy and fertility: ESMO Clinical Practice Guidelines
for diagnosis, treatment and follow-up. Ann Oncol. 2013;24 Suppl 6:vi160-70.

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

Statements: Delivery should be postponed until sufficient fetal maturation since
termination of pregnancy does not improve maternal outcome

1. Loibl S, Han SN, von Minckwitz G, et al. Treatment of breast cancer during pregnancy:
an observational study. Lancet Oncol 2012;13:887-896.

Statements: Delivery mode like in hon-pregnant; Avoid delivery < 3 weeks from prior
chemotherapy

1. Berry DL et al., Management of breast cancer during pregnancy using a standardized
protocol J Clin Oncol 1999, 17: 855-861




Statements: If further systemic therapy is needed after delivery, breast feeding may
be contraindicated depending on drug toxicities

1. Williams Obstetrics lecture book

2. Pistilli B et al. Chemotherapy, targeted agents, antiemetics and growth-factors in
human milk: how should we counsel cancer patients about breastfeeding?
Cancer Treat Rev. 2013;39(3):207-11.
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Brustkrebs und Schwangerschaft*

— Familienplanung -

Nach einer Mammakarzinomerkrankung kann
mit Hilfe reproduktionsmedizinischer Verfahren
eine Schwangerschaft angestrebt werden.

Die Erfolgsaussichten fiir eine intakte
Schwangerschaft bzw. ein Kind sind bei autologer
Eizellverwendung bei Mammakarzinompatientinnen
geringer als bei Nicht-Karzinompatientinnen.
Mammakarzinompatientinnen im gebarfahigen
Alter soliten eine Beratung uber Fertilitat und
Fertilitdtserhalt vor Therapiebeginn erhalten.
Von einer Schwangerschaft soll nach einer
Mammakarzinomerkrankung nicht abgeraten
werden. Dies gilt grundsatzlich unabhangig vom
Hormonrezeptorstatus.

* Tellnahme an Registerstudie empfohlen

Oxford
LoE GR AGO
5 D 44
D 4
5 D 4t
5 D 44
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Brustkrebs wahrend Schwangerschaft*
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Curkelnes Breas Lo E

* Mammakarzinom wahrend
Schwangerschaft / Stillzeit

* Prognose wird nicht verschlechtert,

wenn korrekte Behandlung -
* Schwangerschaft / Laktation
nach Mammakarzinom
*  Prognose wird nicht verschlechtert 3a

waw ago-onine de
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* Tellnahme an Registerstudie empfohlen

General principles

1.

Amant F, Loibl S, Neven P, et al. Breast cancer in pregnancy. Lancet. 2012 Feb
11;379(9815):570-9.

Loibl S, Han SN, von Minckwitz G, et al. Treatment of breast cancer during pregnancy:
an observational study. Lancet Oncol 2012;13:887-896.

Peccatori FA et al. Cancer, pregnancy and fertility: ESMO Clinical Practice Guidelines
for diagnosis, treatment and follow-up. Ann Oncol. 2013;24 Suppl 6:vi160-70.

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

Statement: Breast cancer during pregnancy / lactation: Outcome not compromized, if

treated adaequately

1.

Petrek JA, Dukoff R, Rogatko A: Prognosis of pregnancy associated breast cancer.
Cancer 1991, 67: 869-872

Loibl S, von Minckwitz G, et al., Breast carcinoma during pregnancy. Cancer. 2006 Jan
15;106(2):237-46

Rodriguez et al. Evidence of poorer survival in pregnancy-associated breast cancer.
Obstet Gynecol. 2008 Jul;112(1):71-8

Stensheim H, Mgller B, van Dijk T et al. Cause-specific survival for women diagnosed
with cancer during pregnancy or lactation: a registry-based cohort study. J Clin Oncol




2009;27:45-51. d0i:10.1200/JC0.2008.17.4110.

Kranick JA, Schaefer C, Rowell S, et al. Is pregnancy after breast cancer safe?
Breast J. 2010 Jul-Aug;16(4):404-11.

Azim HA Jr., Santoro L, Russell-Edu W, et al. Prognosis of pregnancy-associated
breast cancer: a meta-analysis of 30 studies. Cancer Treat Rev 2012;38:834-842.

Amant F et al. Prognosis of women with primary breast cancer diagnosed during
pregnancy: results from an international collaborative study J Clin Oncol.
2013;31(20):2532-9.

Litton JK et al. Case control study of women treated with chemotherapy for
breast cancer during pregnancy as compared with nonpregnant patients with
breast cancer. Oncologist. 2013;18(4):369-76.

Statement: Pregnancy and lactation after breast cancer: Qutcome not compromised

1.

Gelber S et al. Effect of pregnancy on overall survival after diagnosis of early
stage breast cancer. JCO 2001; 19: 1671-5: IBCSG-participants - matched pair
analysis: 94 patients pregnant after treatment (RR 0.44 — 0.96; p=0.04).

Kroman N et al. Pregnancy after treatment of breast cancer--a population-based
study on behalf of Danish Breast Cancer Cooperative Group. Acta Oncol.
2008;47(4):545-9

Azim HA Jr et al. Prognostic impact of pregnancy after breast cancer according to
estrogen receptor status: a multicenter retrospective study. J Clin Oncol
2013;31:73-79.

Review articles

1.

Del Mastro et al, Infertility and pregnancy after breast cancer: current knowledge
and future perspectives. Cancer Treat Rev. 2006 Oct;32(6):417-22. Epub 2006 Jul
13. Review.

Kroman N, et al. Prognostic influence of pregnancy before, around, and after
diagnosis of breast cancer. Breast. 2003 Dec;12(6):516-21.

Kroman N, et al. Should women be advised against pregnancy after breast-
cancer treatment? Lancet. 1997 Aug 2;350(9074):319-22.

Azim HA Jr, Santoro L, Pavlidis N, Gelber S, Kroman N, Azim H, Peccatori FA.
Safety of pregnancy following breast cancer diagnosis: a meta-analysis of 14
studies. Eur J Cancer. 2011 Jan;47(1):74-83. Epub 2010 Oct 11. Review.

Pagani O, Azim H Jr. Pregnancy after Breast Cancer: Myths and Facts. Breast Care
(Basel). 2012 Jun;7(3):210-214. Epub 2012 Jun 27.

Valachis A, Tsali L, Pesce LL, et al. Safety of pregnancy after primary breast
carcinoma in young women: a meta-analysis to overcome bias of healthy mother
effect studies. Obstet Gynecol Surv. 2010 Dec;65(12):786-93.

Azim HA Jr, Santoro L, Russell-Edu W, et al. Prognosis of pregnancy-associated
breast cancer: a meta-analysis of 30 studies. Cancer Treat Rev. 2012



Nov;38(7):834-42. Epub 2012 Jul 9. Review.

. Amant F, Loibl S, Neven P, et al. Breast cancer in pregnancy. Lancet. 2012 Feb

11;379(9815):570-9.

Peccatori FA et al. Cancer, pregnancy and fertility: ESMO Clinical Practice
Guidelines for diagnosis, treatment and follow-up. Ann Oncol. 2013;24 Suppl
6:vil60-70
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Geriatrische Einschatzung

AGOe V

Inde DGGG oV = Spezifische Algorithmen nicht existent

:":‘U“G:' « Toleranz gegeniiber onkologischen Behandlungen variiert erheblich
). nes Bressd

Veraian 201810 (,funktionelle Reserve”)

« Zur umfassenden geriatrischen Einschdtzung (CGA) gehort die
multidisziplindre Auswertung der Pradiktoren fiir Morbiditdt und
Mortalitat dlterer Menschen

« Physische, mentale und psychosoziale Gesundheit
Basisaktivitaten des tdglichen Lebens (Ankleiden, Kérperpflege, Zubereiten des
taglichen Essens, Medikamenteneinnahme, etc.)
Lebensumstande, soziales Netz, Verfiigbarkeit von Hilfsdienstleistern

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

WaW 2g0-00ine de

1. Biganzoli L et al Management of elderly patients with breast cancer updated
recommendations of the International Society of Geriatric Oncolgy (SIOG) and
European Society of Breast Cancer Specialists (EUSOMA) Lancet Oncol 13 (4):e 148-
el60

2. Charlson et al. A new method of classifying prognostic comorbidity in longitudinal
studies: development and validation. J Chron Dis 198740:373-383.

3. Lee et al. Development and validation of a prognostic index for 4-year mortality in
older adults. JAMA 2006 295:801-08.

4. 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.

5. Aaldriks AA. Prognostic value of geriatric assessment in older patients with advanced
breast cancer receiving chemotherapy et al. Breast 2013;22(5):753-60.

6. Bellera CA et al. Screening older cancer patients: first evaluation of the G-8 geriatric
screening tool. Ann Oncol. 2012;23(8):2166-72

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.
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NG Behandlung der

(Lebenserwartung > 5 Jahre und akzeptable Komorbiditat)

B yrustigen alteren” Patientin
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Curkitnes Breas A
Veesion 201810 = Bestimmung des aktuellen
: 2b B o
Gesundheitszustandes
= Leitliniengerechte Behandlung 2a € s
* Operation wie bei ,jingeren” Patientinnen 2b B ++
* Hormontherapie (endokrin-sensibles Ca) 1a A ++
* Chemotherapie (Standard Regime)
= <70 lahre 1a A “
> 70 Jahre 2a C %
* Radiotherapie 1a A +
= Verzicht auf Radiotherapie in low risk, wenn eine endokrine 1b B A
Therapie geplant ist
*  Trastuzumab Z2b € +

WaW ago-onine de

FORSCINN
LENTREN

HETLEN * Studientelinabme wird empfohlen

1. 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.

Statement: Treatment according to standard

1. Bouchardy C et al., Undertreatment strongly decreases prognosis of breast cancer in
elderly women. J Clin Oncol. 2003;21(19):3580-7

2. Enger SM: Breast cancer treatment of older women in integrated health care
settings. J Clin Oncol. 2006 Sep 20;24(27):4377-83

3. Mustacchi G, Breast cancer in elderly women: a different reality? Results from the
NORA study.Ann Oncol. 2007 Jun;18(6):991-6.

4. Chagpar AB: Determinants of early distant metastatic disease in elderly patients with
breast cancer.Am J Surg. 2006 Sep;192(3):317-21

5. Kemeny MM: Barriers to clinical trial participation by older women with breast
cancer.J Clin Oncol. 2003 Jun 15;21(12):2268-75

6. Giordano SH: Breast cancer treatment guidelines in older women.J Clin Oncol. 2005
Feb 1;23(4):783-91.

7. Yood MU: Mortality impact of less-than-standard therapy in older breast cancer
patients.) Am Coll Surg. 2008 Jan;206(1):66-75

8. Wildiers H: Management of breast cancer in elderly individuals: recommendations of
the International Society of Geriatric Oncology.Lancet Oncol. 2007 Dec;8(12):1101-15




9.

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

Statement: Surgery similar to ,younger” age

1.

Swaminathan V. et al. Choices in Surgery for older women with breast cancer
Breast Care 2012:7:445-451

Fentiman IS: 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 Feb;39(3):309-16

Fentiman IS: 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

Hind D: Surgery, with or without tamoxifen, vs tamoxifen alone for older women
with operable breast cancer: cochrane review. Br J Cancer 2007 Apr
10;96(7):1025-9.

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.

Martelli G, Miceli R, Daidone MG, et al. Axillary dissection versus no axillary
dissection in elderly patients with breast cancer and no palpable axillary nodes:
results after 15 years of follow-up. Ann Surg Oncol. 2011;18(1):125-33

Johnston SJ et al. A randomised trial of primary tamoxifen versus mastectomy
plus adjuvant tamoxifen in fit elderly women with invasive breast carcinoma of
high oestrogen receptor content: long-term results at 20 years of follow-up. Ann
Oncol 2012;9:2296-300.

ChakrabartiJ et al. A randomised trial of mastectomy only versus tamoxifen for
treating elderly patients with operable primary breast cancer-final results at 20-
year follow-up.Crit Rev Oncol Hematol. 2011;78(3):260-4.

Statement: Endocrine treatment (endocrine resp.)

1.

Crivellari D, Sun Z, Coates AS, et al. Letrozole compared with tamoxifen for
elderly patients with endocrine-responsive early breast cancer: The BIG 1-98
Trial. J Clin Oncol 2008; 26:1972-79

Muss H et al. Efficacy, toxicity, and quality of life in older women with early-stage
breast cancer treated with letrozole or placebo after 5 years of tamoxifen: NCIC
CTG intergroup trial MA.17.J Clin Oncol. 2008 Apr 20;26(12):1956-64

Lash TL: Physicians' assessments of adjuvant tamoxifen's effectiveness in older
patients with primary breast cancer.J Am Geriatr Soc. 2005 Nov;53(11):1889-96

Silliman RA: Adjuvant tamoxifen prescription in women 65 years and older with
primary breast cancer.) Clin Oncol. 2002 Jun 1;20(11):2680-8

Early Breast Cancer Trialists' Collaborative Group (EBCTCG). Effects of

11



chemotherapy and hormonal therapy for early breast cancer on recurrence and
15-year survival: an overview of the randomised trials. Lancet.
2005;365(9472):1687-717

C. Davies et al. Long-term effects of continuing adjuvant tamoxifen to 10 years
versus stopping at 5 years after diagnosis of oestrogen receptor-positive breast
cancer: ATLAS, a randomised trial. Lancet 2013;381, 805-816

Statement: Chemotherapy in pts. < 70 years

1.

Loibl S, von Minckwitz G, Harbeck N, et al. Clinical feasibility of (neo)adjuvant
taxane-based chemotherapy in older patients: analysis of >4,500 patients from
four German randomized breast cancer trials. Breast Cancer Res. 2008
Sep16;10(5):R77

Fisher B: Treatment of axillary lymph node-negative, estrogen receptor-negative
breast cancer: updated findings from National Surgical Adjuvant Breast and
Bowel Project clinical trials.) Natl Cancer Inst. 2004 Dec 15;96(24):1823-31.

Fargeot P: Disease-free survival advantage of weekly epirubicin plus tamoxifen
versus tamoxifen alone as adjuvant treatment of operable, node-positive, elderly
breast cancer patients: 6-year follow-up results of the French adjuvant study
group 08 trial.J Clin Oncol. 2004 Dec 1;22(23):4622-30

Du XL: Effectiveness of adjuvant chemotherapy for node-positive operable breast
cancer in older women.J Gerontol A Biol Sci Med Sci. 2005 Sep;60(9):1137-44

De Maio E et al., Compliance and toxicity of adjuvant CMF in elderly breast
cancer patients: a single-center experience. BMC Cancer 2005 24: 30

Muss HB et al., Adjuvant chemotherapy in older and younger women with lymph
node-positive breast cancer. JAMA 2005, 293:1073-81.

Chagpar AB: Determinants of early distant metastatic disease in elderly patients
with breast cancer.Am J Surg. 2006 Sep;192(3):317-21.

Hurria A et al., Patterns of toxicity in older patients with breast cancer receiving
adjuvant chemotherapy. Breast Cancer Res Treat. 2005 92:151-6.

Brunello A et al., Adjuvant chemotherapy for elderly patients (> or =70 years)
with early high-risk breast cancer: a retrospective analysis of 260 patients. Ann
Oncol. 2005 16:1276-82.

Statement: Chemotherapy in pts. > 70 years

1.

Qin A, Thompson CL, Silverman P. Predictors of late-onset heart failure in breast
cancer patients treated with doxorubicin. J Cancer Surviv. 2015 Jun;9(2):252-9.

Pinder MC, Duan Z, Goodwin JS, et al. Congestive heart failure in older women
treated with adjuvant anthracycline chemotherapy for breast cancer. J Clin
Oncol. 2007 Sep 1;25(25):3808-15.

von Minckwitz G, Reimer T, Potenberg J, et al. The phase Il ICE study: Adjuvant
Ibandronate with or without capecitabine in elderly patients with moderate or

11



high risk early breast cancer. SABCS 2014 (S3-04).

Loibl S. et al Present Status of Adjuvant Chemotherapy for Elderly Breast Cancer
Patients Breast Care 2012:7:439-444

Muss HB, Adjuvant chemotherapy in older women with early-stage breast
cancer.N Engl J Med. 2009 May 14;360(20):2055-65.

Muss HB: CLGB: Toxicity of older and younger patients treated with adjuvant
chemotherapy for node-positive breast cancer: the Cancer and Leukemia Group
B Experience.J Clin Oncol. 2007 Aug 20;25(24):3699-704

Muss HB: Adjuvant treatment of elderly breast cancer patients. Breast. 2007
Nov;16 Suppl 2:159-65

Nuzzo F et al. Weekly docetaxel versus CMF as adjuvant chemotherapy for
elderly breast cancer patients: safety data from the multicentre phase 3
randomised ELDA trial. Crit Rev Oncol Hematol. 2008 May;66(2):171-80. Epub
2007 Dec 21.

Crivellari D et al. Adjuvant pegylated liposomal doxorubicin for older women
with endocrine nonresponsive breast cancer who are NOT suitable for a
"standard chemotherapy regimen": the CASA randomized trial. Breast.
2013;22(2):130-7.

Statement: Radiotherapy

1.

Kunkler | Radiotherapy issues in elderly breast cancer patients Breast Cancer
Patients Breast Care 2012:7:453-459

Sautter M.L et al When are breast cancer patients old enough for the quitclaim
of local control Strahlenther Onkol 2012 :1-5

Giordano SH Radiotherapy in older women with low-risk breast cancer: why did
practice not change? 2012 J Clin Oncol 30 (14): 1577-1578

Prescott RJ: A randomised controlled trial of postoperative radiotherapy
following breast-conserving surgery in a minimume-risk older population. The
PRIME trial. Health Technol Assess. 2007 Aug;11(31):1-149, iii-iv

Yood MU: Mortality impact of less-than-standard therapy in older breast cancer
patients. J Am Coll Surg. 2008 Jan;206(1):66-75

Hughes KS et al: Lumpectomy plus tamoxifen with or without irradiation in
women age 70 years or older with early breast cancer: long-term follow-up of
CALGB 9343. J Clin Oncol. 2013;31(19):2382-7

Kunkler IH, Williams LJ, Jack WJ, et al: On behalf of the PRIME Il investigators.
Breast-conserving surgery with or without irradiation in women aged 65 years or
older with early breast cancer (PRIME Il): a randomised controlled trial. Lancet
Oncol. 2015 Jan 27.

Statement: Trastuzumab

1.

Freedman RA, Vaz-Luis |, Barry WT, et al. Patterns of chemotherapy, toxicity, and

11



short-term outcomes for older women receiving adjuvant trastuzumab-based
therapy. Breast Cancer Res Treat. 2014 Jun;145(2):491-501.

Chavez-MacGregor M, Zhang N, Buchholz TA, et al. Trastuzumab-related
cardiotoxicity among older patients with breast cancer. J Clin Oncol. 2013 Nov
20;31(33):4222-8

Guarneri V: Long-term cardiac tolerability of trastuzumab in metastatic breast
cancer: the M.D. Anderson Cancer Center experience. J Clin Oncol. 2006 Sep
1;24(25):4107-15.

. Tan-Chiu E: Assessment of cardiac dysfunction in a randomized trial comparing

doxorubicin and cyclophosphamide followed by paclitaxel, with or without
trastuzumab as adjuvant therapy in node-positive, human epidermal growth
factor receptor 2-overexpressing breast cancer: NSABP B-31.J Clin Oncol. 2005
Nov 1;23(31):7811-9

Smith |, HERA study team: 2-year follow-up of trastuzumab after adjuvant
chemotherapy in HER2-positive breast cancer: a randomised controlled trial.
Lancet. 2007 Jan 6;369(9555):29-36

Adamo V et al. The Risk of Toxicities from Trastuzumab, Alone or in Combination,
in an Elderly Breast Cancer Population. Oncology 2013;86(1):16-21.

. Albanell J et al. Trastuzumab in small tumours and in elderly women. Cancer
Treat Rev. 2014;40(1):41-7.

Brollo J et al. Adjuvant trastuzumab in elderly with HER-2 positive breast cancer:
a systematic review of randomized controlled trials. Cancer Treat Rev.
2013;39(1):44-50

11



NG e Therapie der
ﬂ »gebrechlichen adlteren” Patientin

(Lebenserwartung < 5 Jahre, erhebliche Komorbiditaten)

“AGOe V
In der DGGEG eV Oxford

e

In der DKG eV LoE GR AGO

Curkelnes Breas
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* Therapieoptionen abgeleitet aus Studien
mit dlteren Patientinnen:

* Keine Brustoperation (endokrine

2 : = 2b C +
Therapieoption erwagen)
* Keine Axilla-Op. (2 60 Jahre, cND, Rez. pos.) 2b B +
* Keine Radiatio ( 2 65 Jahre, pT1, pNO, Rez. pos.) 1b B L
* Hypofraktionierte Radiatio 2b B 4
* Keine Chemotherapie 2 70 Jahre bei negativer 2 c "

Risiko-Nutzen-Abwigung

WaW 250-0nine de
TORSLINN
LETTREN
HEILEN

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

4. Hughes KS et al Lumpectomy plus tamoxifen with or without irradiation in women age
70 or older with early breast cancer 2010 J Clin Oncol 28:69s (suppl 15, abstr 507).

5. Albrand G et al Early breast cancer: assessment and management considerations
Drugs Aging 2008 25:35-45

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
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clinical trial EORTC 10850 comparing modified radical mastectomy with
tumorectomy plus tamoxifen. Eur J Cancer. 2003 Feb;39(3):300-8

de Haes JC, et al: Quality of life in breast cancer patients aged over 70 years,
participating in the EORTC 10850 randomised clinical trial. Eur J Cancer. 2003
May;39(7):945-51. doi: 10.1016/j.ejca.2012.08.010. Epub 2012 Sep 6.

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.

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

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.

Statement: No axillary clearing (= 60 vy, cNO, 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.

Martelli G: A randomized trial comparing axillary dissection to no axillary
dissection in older patients with TINO breast cancer: results after 5 years of
follow-up. Ann Surg. 2005 Jul;242(1):1-6

Zurrida S: Axillary radiotherapy instead of axillary dissection: a randomized trial.
Italian Oncological Senology Group. Ann Surg Oncol. 2002 Mar;9(2):156-60

Statement: No radiotherapy (= 70y, pT1, pNO, ER+)

1.

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

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-

Kunkler |, et al. Postoperative breast irradiation: new trials needed in older
patients. J Clin Oncol. 2003 May 1;21(9):1893; author reply 1893-4

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

Kunkler IH, Williams LJ, Jack WJ, et al: on behalf of the PRIME Il investigators.
Breast-conserving surgery with or without irradiation in women aged 65 years or
older with early breast cancer (PRIME Il): a randomised controlled trial. Lancet
Oncol. 2015 Jan 27.

Statement: Hypofractionated radiotherapy

1.

Vaidya JS, Joseph DJ, Tobias JS et al: Targeted intraoperative radiotherapy versus
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whole breast radiotherapy for breast cancer (TARGIT-A trial): an international,
prospective, randomised, non-inferiority phase 3 trial. Lancet. 2010 Jul
10;376(9735):91-102.

2. VaidyaJS, Wenz F, Bulsara M, et al: TARGIT trialists' group. Risk-adapted targeted
intraoperative radiotherapy versus whole-breast radiotherapy for breast cancer:
5-year results for local control and overall survival from the TARGIT-A
randomised trial. Lancet. 2014 Feb 15;383(9917):603-13.

3. Veronesi U, Orecchia R, Maisonneuve P, et al. Intraoperative radiotherapy versus
external radiotherapy for early breast cancer (ELIOT): a randomised controlled
equivalence trial. Lancet Oncol. 2013 Dec;14(13):1269-77.

4. Ortholan C, et al. Long-term results of adjuvant hypofractionated radiotherapy
for breast cancer in elderly patients. Int J Radiat Oncol Biol Phys. 2005 Jan
1;61(1):154-62.

5. Kirova YM, Campana F, Savignoni A, et al: for the Institut Curie Breast Cancer
Study Group Breast-Conserving Treatment in the Elderly: Long-Term Results of
Adjuvant Hypofractionated and Normofractionated Radiotherapy.Int J Radiat
Oncol Biol Phys. 2009 Jan 2

Statement: No chemotherapy > 70 years and negative risk benefit analysis

1. Du XL, Jones DV, Zhang D. Effectiveness of adjuvant chemotherapy for node-
positive operable breast cancer in older women. J Gerontol A Biol Sci Med Sci.
2005 Sep;60(9):1137-44.

2. Early Breast Cancer Trialists' Collaborative Group (EBCTCG). Effects of
chemotherapy and hormonal therapy for early breast cancer on recurrence and
15-year survival: an overview of the randomised trials. Lancet. 2005 May 14-
20;365(9472):1687-717

3. Early Breast Cancer Trialists' Collaborative Group (EBCTCG). Adjuvant
chemotherapy in oestrogen-receptor-poor breast cancer: patient-level meta-
analysis of randomised trials. Lancet. 371;2008:1687-717

12



A< 1< s .
Mammakarzinom des Mannes:
E Diagnostik und lokale Therapie
‘::S’.?;é;sw Oxford
inder DEG eV LOE GR AGO
Curkelnes Breas ™ 3 . =
Veesian 201810 = Diagnostische Aufarbeitung wie bei Frauen 4 C +
*  Mammographie 3b C +/-
= Ultraschall 2b B 4
= Standard-Op: Mastektomie 4 c +4*
*  BET (Tumor-Brust-Relation!) a C +*
* Sentinel-Node Biopsie (SNE) 2b B +
* Radiotherapie wie bei Frauen
" 4 C +
(beachte Tumor-Brust-Relation!)
= Genetische Beratung, falls ein weiterer 2 B -
Verwandter / Verwandte betroffen
= Krebsfriiherkennungsuntersuchungen gemaR
GCP +4
waw ago-onine de Empfehlungen der DKG e.V.
TORSLUINN
LETTOEN
HEILEN * Tellnahme an Registerstudie empfohlen

International registry

1. Cardoso F, Bartlett J, Slaets L, et al: Characterization of male breast cancer: First results
of the EORTC10085/TBCRC/BIG/NABCG International Male BC Program. SABCS 2014
(S6-05).

General

1. VettoJ et al. Accurate and cost-effective evaluation of breast masses in males. Am J
Surg 1998 175: 383

2. Heinig J: Clinical management of breast cancer in males: a report of four cases. EurJ
Obstet Gynecol Reprod Biol. 2002 Apr 10;102(1):67-73

3. Thalib L,Hall P. Survival of male breast cancer patients: Population-based cohort
study. Cancer Sci. 2008

4. 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.

5. 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
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1. Dershaw DD. et al. Mammographic findings in men with breast cancer. Am J
Roentgenol 1993 160: 267

2. Hines SL: The role of mammography in male patients with breast symptom:s.
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. | et al Skin-sparing mastectomy: a survey based approach to defining
standard of care. Am Surg. 2008 Oct;74(10):902-5

2. Lanitis S et al. Diagnosis and management of male breast cancer, World J Surg.
2008 Nov;32(11):2471-6.

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: $1526-8209(15)00278-5.

Statement: Sentinel-node excision (SNE)

1. Port ER et al. Sentinel lymph node biopsy in patients with male breast carcinoma.
Cancer 2001 91:319-323

2. 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

3. 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

4. De Cicco C: Sentinel node biopsy in male breast cancer. Nucl Med
Commun 2004; 25: 139-143

5. Albo D et al. Evaluation of of lymph node status in male breast cancer patients: a
role for sentinel lymph node biopsy. Breast Cancer Res Treat 2003 77:9-14
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Statement: Radiotherapy as in women (consider tumor breast relation!)

1. Ribeiro GG: A review of the management of the male breast carcinoma based on
an analysis of 420 treated cases. Breast 1996; 5: 141-146

2. Schuchardt U et al. Adjuvant radiotherapy for breast carcinoma in men: a 20-year
clinical experience. Am J Clin Oncol 1996 19:330

3. Eggemann H et al. Male breast cancer: 20-year survival data for post-
mastectomy radiotherapy. Breast Care (Basel). 2013;8(4):270-5.

Statement: Genetic counselling if 1 additional relative affected (breast/ovarian
cancer)

1. Ottini L et al. BRCA1/BRCA2 mutation status and clinical-pathologic features of
108 male breast cancer cases from Tuscany: a population-based study in central
Italy. Breast Cancer Res Treat. 2008 Sep 26

2. Friedman LS, Gayther SA, Kurosaki T, et al. Mutation analysis of BRCA1 and
BRCA2 in a male breast cancer population. Am J Hum Genet 1997; 60: 313-319

3. Basham VM: BRCA1 and BRCA2 mutations in a population-based study of male
breast cancer. Breast Cancer Res 2002; 4: R2

4. Thorlacius S, Sigurdson S, Bjanadottir H, et al. Study of a single BRCA2 mutation
with high carrier frequency in a small population. Am J Hum
Genet 1997; 60: 1079-1084

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 et al., Ann Oncol. 2009 Oct 27. [Epub ahead of print], 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. Dilauro L et al. Letrozole combined with gonadotropin-releasing hormone
analog for metastatic male breast cancer Breast Cancer Res Treat.
2013;141(1):119-23

5. 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
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Review articles

1.
2.

10.

Donegan WL: Carcinoma of the breast in males. Cancer 1998; 83: 498-509

Borgen Pl et al. Current management of male breast cancer. A review of 104
cases. Ann Surg 1992 215:451

Erlichman C et al. Male breast cancer: a 13- year review of 89 patients. J Clin
Oncol 1984 2: 903

Cutuli B, Lacroze M, Dilhuydy JM, et al. Male breast cancer: results of the
treatments and prognostic factors in 397 cases. Eur J Cancer 1995; 31A: 1960-
1964

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

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

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

Patten DK et al. New Approaches in the Management of Male Breast. Cancer
Clinical Breast Cancer 2013;13(5) 309-314

Sousa B et al. An update on male breast cancer and future directions for research
and treatment. Eur J Pharmacol 2013;717(1-3)

Ruddy KJ et al. Male breast cancer: risk factors, biology, diagnosis, treatment,
and survivorship. Ann Oncol 2013; 24(6):1434-43.
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e Mammakarzinom des Mannes:

ﬂ Systemtherapie

CAGO e W
indet DeGGGeV OXfOI’d
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inder DEG eV LOE GR AGO
Cunkelnes Breas
sl A * Adjuvante Chemotherapie wie bei Frauen 2a B ++
* HER2 zielgerichtete Therapie (bei HER2 pos) 5 D +*
= Endokrine Therapie bei HR pos. D 4+
*  Tamoxifen 2b B +
* Aromataseinhibitoren (adjuvant) 2b B 2
* Aromataseinhibitoren (metastasiert) 4 C +/-
* GnRHa + Al (metastasiert) 4 C +*
* Fulvestrant (metastasiert) 4 G +/-
= Palliative Chemotherapie wie bei Frauen 4 C ++

WaW ago-onine de

FORSCINN
LENTREN

HETLEN * Studientelinabme wird empfohlen

Statement: Adjuvant Chemotherapy

1. Patel HZ et al. Role of adjuvant chemotherapy in male breast cancer. Cancer 1989 64:
1583

2. Bagley CS et al. Adjuvant Chemotherapy in males with cancer of the breast. Am J Clin
Oncol 1987; 2:903

3. Giordano SH, Perkins GH, Broglio K, et al. Adjuvant systemic therapy for male breast
cancer. Cancer 2005; 104: 235-264

4. Walshe JM: A prospective study of adjuvant CMF in males with node positive breast
cancer: 20-year follow-up.Breast Cancer Res Treat. 2007 Jun;103(2):177-83

Statement Trastuzumab

1. Carmona-Bayonas A. Potential benefit of maintenance trastuzumab and anastrozole
therapy in male advanced breast cancer. Breast. 2007 Jun;16(3):323-5

Statement endocrine therapy

1. Ribeiro G et al. Adjuvant tamoxifen for male breast cancer (MBC). Br J Cancer 1992 65:
252

2. Anelli TF et al. Tamoxifen administration is associated with a high rate of treatment-
limiting symptoms in male breast cancer patients. Cancer 1994 74: 74

3. Agrawal: Fulvestrant in advanced male breast cancer. Breast Cancer Res Treat. 2007
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10.

11.

12.

13.

Jan;101(1):123. Epub 2006 Jun 29.

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

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

Giordano SH: Efficacy of anastrozole in male breast cancer. Am J Clin Oncol 2002
25:235-237

Agrawal A: Fulvestrant in advanced male breast cancer. Breast Cancer Res Treat.
2007 Jan;101(1):123. Epub 2006 Jun 29. No abstract available

Giordano SH: Leuprolide acetate plus aromatase inhibition for male breast
cancer. J Clin Oncol. 2006 Jul 20;24(21):e42-3. No abstract available.

Nahleh ZA: Hormonal therapy for male breast cancer: A different approach for a
different disease. Cancer Treatment Reviews 2006 32:101-105

Arriola E: Aromatase inhibitors and male breast cancer. Clin Transl Oncol. 2007
Mar;9(3):192-4

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.

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

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 palliative chemotherapy

1.

Chitapanarux |: Gemcitabine plus cisplatin (GC): a salvage regimen for advanced
breast cancer patients who have failed anthracycline and/or taxane therapy.Gan
To Kagaku Ryoho. 2006 Jun;33(6):761-6
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Benefit from Trimodal Treatment in
E Inflammatory Breast Cancer
¥ |
a?gtfé;sw Median survival probability
Inger DKS & . Trimodal therapy 72 months p<0.05
Vosin 201035 Surgery alone 26 months
Overall survival-probability (OS) 10 years-0S 5 years-0S
Trimodal therapy 55.4% 37.3%
Surgery & chemotherapy 42.9% 28.5%
Surgery & radiotherapy 40.7% 23.5%
Surgery alone 16.5%
Multivariate analysis of OS Hazard Ratio 95% CI
Surgery & chemotherapy & 1.00 :
RT (trimodal therapy) -
Surgery & chemotherapy 1.64 1.46to 1.84
R Surgery & radiotherapy 1.47 0.96 to 2.24
ORI Surgery alone 2.28 1.80 to 2.89
LENTREN
HEILEN Rueth et al. ) Clin Oncol 2014; 32:2018-2024

Survival benefit by trimodal treatment (NACT, MRM, RT)

1. Rueth NM, Lin HY, Bedrosian |, et al. Underuse of trimodality treatment affects survival

for patients with inflammatory breast cancer: an analysis of treatment and survival
trends from the National Cancer Database. J Clin Oncol 2014; 32: 2018-24.
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N Primares inflammatorisches

E Mammakarzinom (IBC, cT4d)

ol Oxford
inder DKG & V. LOE GR AGO

Curkelnes Breas
Veran 2018 10

* Stadium cT4d definiert durch invasive Komponente
in der Mamma und klinische Zeichen einer +4
Inflammation (z.B. 2 1/3 der betroffenen Brust)

= Staging 2c B ++
= Hautbiopsie (mind. 2; Detektionsrate jedoch < 75%) 2¢ B +

* Neoadjuvante Chemotherapieregime

A S q 2 2 B
(wie bei nicht inflammatorischem MaCA) ¢ H

= Leitliniengerechte Systemtherapie 2c B ++
= Mastektomie nach Chemotherapie 2c B +
* Brusterhaltende Therapie im Fall von pCR (Individualfall) 2b C +/-
W ago-onine.de * Sentinel-Node-Biopsie 3b C
FORLLINEN * Radiotherapie der Brustwand 2c B ++

LETTREN

HMENrs

In case of invasive BC and clinical signs of inflammation (e.g. > 1/3 of the breast affected)
determine stage cT4d

1. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines(r)). Breast Cancer.
Version 1.2016. NCCN.org (Inflammatory Breast Cancer. IBC-1)

Survival benefit by trimodal treatment (NACT, MRM, RT)

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

Statement: Staging

1. Yamauchi H et al. Inflammatory breast cancer: what we know and what we need to
learn. Oncologist. 2012;17(7):891-9. doi: 10.1634/theoncologist.2012-0039. Epub
2012 May 14.

2. S. Dawood et al International expert panel on inflammatory breast cancer: consensus
statement for standardized diagnosis and treatment Ann Oncol. 2011 March; 22(3):
515-523

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

1.

Ardavanis A: Multidisciplinary therapy of locally far-advanced or inflammatory
breast cancer with fixed perioperative sequence of epirubicin, vinorelbine, and
Fluorouracil chemotherapy, surgery, and radiotherapy: long-term results.
Oncologist. 2006 Jun;11(6):563-73

S. Johnston (2008), J. Clin. Oncol. 26: 1066.1072

Mathew J et al. Neoadjuvant chemotherapy for locally advanced breast cancer :
A review of the literature and future directions.

Schairer C et al. Risk factors for inflammatory breast cancer and other invasive
breast cancers. J Natl Cancer Inst 2013;105:1373-84.

Van Laere et al. Uncovering the molecular secrets of inflammatory breast cancer
biology: an integrated analysis of three distinct affymetrix gene expression
datasets. Clin Cancer Res 2013;19:4685-96.

Statement: Regimens as in hon-inflammatory BC

1.

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

Statement: in HER2 positive disease addition of trastuzumab

1.

Gianni L et al: Neoadjuvant chemotherapy with trastuzumab followed by
adjuvant trastuzumab versus neoadjuvant chemotherapy alone, in patients with
HER2-positive locally advanced breast cancer (the NOAH trial): a randomized
controlled superiority trial with a parallel HER2-negative cohort. Lancet 2010;
375:377-384

Semiglazov V, Eiermann W, Zambetti M et al. Surgery following neoadjuvant
therapy in patients with HER2-positive locally advanced or inflammatory breast
cancer participating in the NeOAdjuvant Herceptin (NOAH) study. Eur J Surg
Oncol. 2011;37(10):856-6

Statement: in HER2 positive disease addition of trastuzumab and pertuzumab

1.

Gianni L, Pienkowski T, Im YH, et al: Efficacy and safety of neoadjuvant
pertuzumab and trastuzumab in women with locally advanced, inflammatory, or
early HER2-positive breast cancer (NeoSphere): a randomised multicentre, open-
label, phase 2 trial. Lancet Oncol. 2012 Jan;13(1):25-32. doi: 10.1016/51470-
2045(11)70336-9. Epub 2011 Dec 6.

Statement: in HER2 negative disease addition of bevazizumab

1.

Pierga JY, Petit T, Delozier T, et al. Neoadjuvant bevacizumab,trastuzumab, and
chemotherapy for primary inflammatory HER2-positive breast cancer (BEVERLY-
2): an open-label, single-arm phase2 study. Lancet Oncol 2012;13(April (4)):375—
84.
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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.

Semiglazov V et al Surgery following neoadjuvant therapy in patients with HER2-
positive locally advanced or inflammatory breast cancer participating in the
NeOAdjuvant Herceptin (NOAH) study. Eur J Surg Oncol. 2011 Oct;37(10):856-63.

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

Motwani SB, Strom EA, Schechter NR, et al. The impact of immediate breast
reconstruction on the technical delivery of postmastectomy radiotherapy. IntJ
Radiat Oncol Biol Phys. 2006;66:76—82.

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

Curcio LD et al. Beyond palliative mastectomy in inflammatory breast cancer: A
reassessment of margin status. Ann Surg Oncol 1999; 6: 249-254

Bristol I, Woodward WA, Strom EA, et al. Locoregional treatment outcomes after
multimodality management of inflammatory breast cancer Int J Radiat Oncol Biol
Phys. 2008 Oct 1;72(2):474-84. Epub 2008 Apr 24

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].

Statement:Sentinel lymph node

1.

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

Statement: Radiotherapy

1.

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

Bristol IJ, Woodward WA, Strom EA, et al. Locoregional treatment outcomes after
multimodality management of inflammatory breast cancer. Int J Radiat Oncol
Biol Phys. 2008;72:474-484
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Statement: Postoperative systemic therapy as in non-inflammatory BC

1. Veyret C: Inflammatory breast cancer outcome with epirubicin-based induction
and maintenance chemotherapy: ten-year results from the French Adjuvant
Study Group GETIS 02 Trial.Cancer. 2006 Dec 1;107(11):2535-44

2. Low JA: Long-term follow-up for locally advanced and inflammatory breast
cancer patients treated with multimodality therapy. J Clin Oncol. 2004 Oct
15;22(20):4067-74.

Reviews

1. ChiaSetal. Locally advanced and inflammatory breast cancer J Clin Oncol 2008;
26: 786-790

2. Penn CL: Remembering inflammatory breast cancer. Are you up to date on
management and treatment?J Ark Med Soc. 2007 Oct;104(4):80-2.

3. Cristofanilli M: Inflammatory breast cancer (IBC) and patterns of recurrence:
understanding the biology of a unique disease. Cancer. 2007 Oct 1;110(7):1436-
44

4. Brouwers B et a. Clinicopathological features of inflammatory versus
noninflammatory locally advanced nonmetastatic breast cancer

5. Dawood S, Merajver SD, Viens P, et al: International expert panel on
inflammatory breast cancer: consensus statement for standardized diagnosis and
treatment. Ann Oncol. 2011;22(3):515-23.

6. van Uden DJ, van Laarhoven HW, Westenberg AH, et al. Inflammatory breast
cancer: An overview. Crit Rev Oncol Hematol. 2015 Feb;93(2):116-126. doi:
10.1016/j.critrevonc.2014.09.003. Epub 2014 Oct 16.

7. Bertucci F, Finetti P, Vermeulen P, et al. Genomic profiling of inflammatory breast
cancer: a review. Breast. 2014 Oct;23(5):538-45. doi:
10.1016/j.breast.2014.06.008. Epub 2014 Jul 4.

8. Monneur A, Bertucci F, Viens P, et al. Systemic treatments of inflammatory breast

cancer: an overview. Bull Cancer. 2014 Dec 1;101(12):1080-1088.
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WaW ago-onine de

Axilla-Metastase(n)
bei okkultem Mammakarzinom
(Cancer of unknown primary — axillary CUP)

Inzidenz: < 1% aller axilliren Metastasen

In > 95% okkultes Mamma-Ca, in < 5% anderer Primarius
Immunbhistologie

ER-positiv: 55%

HER2 3+: 35%

Triple-negativ: 38%

Nodalstatus:

1-3 Lk-Met. in 48%

> 3 Lk-Met. in 52%

Outcome dhnlich oder besser als beim Mammakarzinom mit
entsprechender Tumorbiologie und Stadium

Guidelines

1. Breast Cancer. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®).
(2016). Breast Cancer. NCCN Clinical Practice Guidelines in Oncology (NCCN
Guidelines®), 1-202.

2. NICE (2010). Metastatic malignant disease of unknown primary origin in adults:
diagnosis and management. Retrieved January 5, 2017,
https://www.nice.org.uk/guidance/cg104/resources/metastatic-malignant-disease-of-
unknown-primary-origin-diagnosis-and-management-of-metastatic-malignant-
disease-of-unknown-primary-origin-35109328970437

3. ESMO Guidelines Working Group. (2011) Aebi, S., Davidson, T., Gruber, G., et al.
Primary breast cancer: ESMO Clinical Practice Guidelines for diagnosis, treatment and
follow-up. Annals of Oncology. http://doi.org/10.1093/annonc/mdr371

4. DGHO (2014). (Hubner, G., Borner, M., Neben, K., & Stoger, H eds.). CUP-Syndrom -
Krebserkrankungen mit unbekanntem Primartumor. Retrieved January 3, 2017
https://www.onkopedia.com/de/onkopedia/guidelines/cup-syndrom-
krebserkrankungen-mit-unbekanntem-primaertumor/@ @view/html/index.html

Reviews

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

17



009-0554-3

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

3. Galimberti, V., Bassani, G., Monti, S., et al. (2004). Clinical experience with
axillary presentation breast cancer. Breast Cancer Research and Treatment,
88(1), 43—-47. http://doi.org/10.1007/s10549-004-9453-9

4. Pentheroudakis, G., Briasoulis, E., & Pavlidis, N. (2007). Cancer of unknown
primary site: missing primary or missing biology? Oncologist, 12(4), 418—-425.
http://doi.org/10.1634/theoncologist.12-4-418

Pathology

1. Montagna, E., Bagnardi, V., Rotmensz, et al. (2011). Immunohistochemically
defined subtypes and outcome in occult breast carcinoma with axillary
presentation. Breast Cancer Research and Treatment, 129(3), 867—-875.
http://doi.org/10.1007/s10549-011-1697-6

Outcome

1. Sohn, G, Son, B. H., Lee, S. J,, et al. (2014). Treatment and survival of patients
with occult breast cancer with axillary lymph node metastasis: a nationwide
retrospective study. Journal of Surgical Oncology, 110(3), 270-274.
http://doi.org/10.1002/js0.23644



NEGE Axilla-Metastasen bei

okkultem Mammakarzinom (ax. CUP)

MAMMA
ﬂ Bildgebende Diagnostik
' :‘fnc‘i—, Oxford
el LoE GR AGO
Verson 201015 * Mammographie, Mamma-Ultraschall, Mamma-MRT 3 B +4
= Ausschluss eines kontralateralen Tumors 3 B s

* Ausschluss eines anderen Organtumors
insbes. bei TNBC (Haut, weibl. Genitaltrakt, 5 D +4
Lunge, Schilddriise, Magen)

= Staging (CT Thorax / Abdomen, Schilddriisen-
Sonographie, HNO-Untersuchung)

* PET/PET-CT 3 B M

WaW ago-onine de

ISCINN

LETTEEN
HMIILEN

Statement: Mammography / Breast ultrasound/ Breast MRI

1.

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

tumorbiologisch weniger aggressiv ist der isolierte M. Paget.

Merkmal Haufigkeiten

Prasentation M. Paget mit invasivem Ca. (37 — 58%)
M. Paget mit DCIS (30 — 63%)
Isolierter M. Paget (4 - 7%)
Isolierter M. Paget mit Invasion (selten)

IHC HER2-positiv (83 — 97%)
ER-positiv (10 — 14%)
AR-positiv (71 — 88%)

Clinical Presentation

1.

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

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

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

Kothari, A. S., Beechey-Newman, N., Hamed, H., et al. (2002). Paget disease of the
nipple: a multifocal manifestation of higher-risk disease. Cancer, 95(1), 1-7.
http://doi.org/10.1002/cncr.10638

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

Siponen, E., Hukkinen, K., Heikkild, P., et al. (2010). Surgical treatment in Paget's
disease of the breast. American Journal of Surgery, 200(2), 241-246.
http://doi.org/10.1016/j.amjsurg.2009.07.044

Pathology and Immunohistochemistry

21



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

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

Kothari, A. S., Beechey-Newman, N., Hamed, H., et al. (2002). Paget disease of
the nipple: a multifocal manifestation of higher-risk disease. Cancer, 95(1), 1-7.
http://doi.org/10.1002/cncr.10638

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

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

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

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

21



NG E

ﬂ MAMMA
>

AGOe V
Inder DGGG oV
e

inder DKG eV

Curkelnes Breas
Veraon 201810

WaW 250-0nine de

Morbus Paget der Mamille

Diagnostik
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LoE GR AGO

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

S a C +
aussagekraftig)
Immunhistologie (ER, PgR, HER2, Ck7) zur . D -

Abgrenzung benigner und HER2-negativer Befunde
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Morbus Paget mit Mamma-Tumor
(invasives MaCa, DCIS)

* Therapie entsprechend Standards der Grunderkrankung 5 D 44

*  Operation mit RO Resektion 1c B +4
* Isolierter Morbus Paget des NAC:

* RO-Resektion inkl. NAC 1c B +4

* keine adjuvante Bestrahlung bei RO < D +4

* Sentinel-Lymphknoten-Exzision (SNE) 2b B
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ety « Intramammares Rezidiv relativ hiufig (10 — 30%)

W ago-onine de Lokalrezidive Benigner PT: 10 - 17%

Borderline und maligner

« Fernmetastasierung insgesamt selten (< 10%) und fast ausschlieBlich
beim malignen Phylloidestumor

Merkmal Haufigkeiten

Grading Benigne (75%)
Borderline (16%)
Maligne (9%)

Medianes Alter bei Benigner PT: 39 .
Diagnosestellung Borderline PT; 45 J,
Maligner PT: 47 J.
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Maligner PT: 23 — 30%
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Adjuvante Therapie

Adjuvante Radiotherapie
bei T 22 cm (BEO) oder T 210 cm (Mastektomie)

Systemische adjuvante Therapie
(Chemotherapie, endokrine Therapie)

Therapie des Lokalrezidivs
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Sarkome der Mamma

Nicht selten assoziiert mit familidren Syndromen (Li-Fraumeni, Familidre
Adenomatdse Polypose, Neurofibromatose Typ 1)

Primdre Sarkome: Angiosarkom, undifferenziertes Sarkom,
Leiomyosarkom, Liposarkom, Osteosarkom

Sekunddre Malignome der Mamma:
+ Radiotherapie-assoziierte Angiosarkome
« Brust-Implantat-assoziierte grofRzellig-anaplastische Lymphome (BI-ALCL)

Selten: Intramammare Sarkommetastasen

Staging: TNM (UICC) bzw. AJCC-Schema der Weichteilsarkome analog
anwendbar fiir Sarkome der Mamma

Grading: Analog zum FNCLCC-System fiir Sarkome bzw. nach Rosen
(1988) fiir Angiosarkome
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Primares Angiosarkom der Mamma

= Junges Alter (Median: 24 - 46 J.)

= Unscharfe Raumforderung

= GroBRer Tumor (Median: 5 =7 cm)

* Untypischer Mammographie- und Sonographiebefund

= Hohes Lokalrezidivrisiko, auch nach Mastektomie

= Ungiinstigere Prognose als andere primdre Sarkome der Mamma
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Sekundares (Radiotherapie-assoziiertes)
Angiosarkom der Mamma

= Kumulative Inzidenz des Radiotherapie-assoziierten Sarkoms:
3.2 per 1,000 nach 15 Jahren

= Klinische Prdsentation
» >5 Jahre nach BET oder Ablatio mit Nachbestrahlung
meist intrakutan oder subkutan im Bestrahlungsgebiet mit lividen Hauteffloreszensen,
multiple Herde
hdufig im fortgeschrittenen Stadien (11 — I11)
Metastasen meist puimonal, Lymphknoten maglich

= Prognose ungiinstiger als bei Nicht-Radiotherapie assoziierten Sarkomen
« Uberleben nach 5 Jahren: 15%
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Versin 201810 * Sekundire Mastektomie 32 C ™

* Adjuvante Chemotherapie 2b B +/-
(Anthrazyklin/Taxan-basiert)

* Adjuvante Radiotherapie bei Hochrisiko 2b B +/-

(GroBe > 5 cm, R1)

* Regionale Hyperthermie (Verbesserung
lokale Kontrolle) plus Chemotherapie 2b B +/-
und/oder Radiotherapie
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il Therapie des Lokalrezidivs:
= RO-Resektion 4 C 4
B Adj.t.xvante Radiotherapie bei Hochrisiko a c +/-
(GroRe > 5 cm, R1)
Fernmetastasierung / nicht resektable Tumoren:
* Therapie wie Weichteilsarkome 4 C ++

Paclitaxel weekly / liposomales Doxorubicin

(bei Angiosarkomen) 2b B8 +

= Antiangiogene Therapie (z.B. bei Angiosarkom) 4 C +/-
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Ve 291815 « Auftreten iiberwiegend bei texturierten Implantaten
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« 5-Jahres-OAS 89%
« Intervall zur Lymphomdiagnose: 8 Jahre (Median)

= Klinische Prasentation
Schwellung und Serom (60%)
Tumordse Raumforderung (17%)
Serom und Raumforderung (20%)

= Histologisch: CD30+ / ALK-T-Zell-Lymphom
= Meldepflicht als SAE nach § 3 MPSV an das BfArM
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= Sonographie (Abkldrung neu aufgetretener Serome
1 Jahr nach Implantateinlage, Herdbefund)

* Mamma-MRT bei Bestdtigung der Diagnose 5 D ot
* Nodalstatus, PET-CT, Knochenmarksbiopsie 5 D e

* Ergusszytologie (bei neu aufgetretenen Seromen
1 Jahr nach Implantateinlage) mit Fragestellung 5 D 4
»~Z.A. BIA-ALCL”

= Lymphomdiagnostik am Resektat und
histologisches Staging (n. Clemens 2016)

* Dokumentation des Implantates (Hersteller,

e Grolie, Fiillung, Oberflache, Batch-Nummer)
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= |mplantatentfernung und vollstindige Capsulektomie

i R 3a G 4
einschlieRlich Tumorentfernung

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

= Polychemotherapie (z.B. CHOP) bei

= ¢ 4 D +
extrakapsuldrer Tumorausbreitung
= Radiatio bei unresektablen Tumoren oder R1 5 D +/-
= Rekonstruktion nach 1 Jahr erscheinungsfreiem 5 D »

Intervall
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* Bildgebung und Histologie zur

Diagnosesicherung nach lblichem Standard . v =
* Staging mittels CT-Thorax/ -Abdomen 4 c i
(hdmatogene Metastasierung)
= QOperative Therapie nach den iiblichen
Grundséatzen (hdufiger MRM aufgrund 4 C ++
fortgeschrittenen Tumorstadiums, RR > 3 cm)
= SNB 4 C +
* Adjuvante Chemotherapie (eher a c &
chemoresistent)
R * Adjuvante endokrine Therapie nach Standard 4 C +/-
Pressielia = Adjuvante Strahlentherapie nach Standard 4 C -
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Adjuvant chemotherapy

1. Reviewed in: Tzanninis IG et al., Management and Outcomes in Metaplastic
Breast Cancer Clin Breast Cancer. 2016 Dec;16(6):437-443

Adjuvant endocrine therapy
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Indet DGGG oV Hiuflgkeit::  0,2-5 % aller Mammakarzinome {1)
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unterschiedlichen Kamponenten innerhalb eines Tumars; hohe
Cuidetnes Breae Proliferationsrate
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Subtypen: nach WHO (4)

Metaplastic carcinoma of no special type Low-grade adenosquamous carcinoma

Fibromatosis-like carcinoma Squamous cell carcinoma

Spindle cell carcinoma Metaplastic carcinoma with mesenchymal differentiation
Chondroid differentiation Osseous differentiation

Other types of mesenchymal differentiation Mixed metaplastic carcinoma

Myoepithelial carcinoma

Molekularbiologie: > 90 % ER-, PR-, HER2-
In ca. 70 % Uberexpression von HER1, CX 5/6-Expression
{stem-cell-like and BRCA-like}{2)
molekulares Profil hauptsachiich basal-like {3}
haufige Mutationen in PIX3CA und PTEN (mTOR-Uberaktivitat)

Klinik:
« grofe Tumore bel Erstmanifestation ( > 5 cm)
WINAE0- SRS * hohes himatogenes Metastasierungspotenzial; Nodalbefall in ca. 20 % (kein Nodalbefall bel
FOLSCIITS spindelzellfdrmigem Subtyp und Karzinosarkom)
LETIREN ¢ Klinischer Verlauf unginstiger als TNBC
HEILEN * prognostisch unglnstiger bei asiatischen Patientinnen (haufiger MRM, schlechtes grading, haufig

plattenepithelialer Subtyp, seltener spindelzellformig)
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