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Oxford Levels of Evidence (LoOE)

2a

2b

Therapy / Prevention, Aetiology / Harm

ic review (with h ity) of

Individual randomised controlled trials (with narrow Cq

controlled trials

Prognosis

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

cohort study with 2 80% follow-up; clinical decision rule

Interval)
All or none

ic review (with h of cohort studies

Individual cohort study (i

validated in a single population
All or none case-series

cohort studies or

Systematic review (with h ity) of either retr
untreated control groups in randomised controlled trials

low quality i -.

cohort study or follow-up of untreated control patients in a

trials; e.g., < 80% follow-up)

"Outcomes" Research; Ecological studies

ic review (with h of case-control studies

Individual Case-Control Study

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

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

randomised controlled trials; Derivation of clinical decision rule or validated on
split-sample only

"Outcomes" Research

Case-series (and poor quality prognostic cohort studies)

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

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)

©AGOe. V. . .
nderosaGev. | A consistent level 1 studies
in der DKG e.V.
Guidelines Breast
Version 2026
B consistent level 2 or 3 studies or extrapolations from level 1
studies
C level 4 studies or extrapolations from level 2 or 3 studies
D level 5 evidence or troublingly inconsistent or inconclusive
UG studies of any level

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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©AGOe. V.
inder DGGG .. ++ This investigation or therapeutic intervention is highly beneficial for patients,
aerEEa: can be recommended without restriction, and should be performed.

Guidelines Breast

Version 2026 + 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
CESTEED patients and should be avoided or omitted in any case.

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

Wahrend Sie durch das Evidenzlevel und den Empfehlungsgrad der Oxford Klassifikation eine Aussage zur wissenschaftlichen
Begriindung einer arztlichen MaRnahme erhalten, stellt der AGO-Empfehlungsgrad eine Expertenbeurteilung der betreffenden
MaRnahme dar, der eine alle Aspekte umfassende Risiko-Nutzen-Analyse zugrunde liegt.
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HEILEN

HR-positives, HER2-negatives, metastasiertes
Mammakarzinom

dardtherapie gBRCA1/2 Mutation
AGO+
= el aro ¢ PARP-Inhibitore
AGO++ Ansprechen > 6 Monate
al CDKA4/6i + Al= oder CDK4/6i + AGO+ - =
F ETx + Everolimus 5
AGO+ e 460++[ cpkasei + e CDK4/6i nach PD eine S
ETxa Wechsel CDK4/6i und ETx orbehanciung
Liangeres Ansprechen und AGO+ o
HR+ 2 e Mftaﬁon ®| T-DXd (HER2-low) Alter-
HER2- Endokrine Resistenz und S native
PIK3CA Mutation Elacestrant = Endokrine 5 cTx
Imlunestrant ? Resistenz und inkl.
Inavolisib + Palbociclib + nach CTx- ADC
Fulvestrants PIK3CA/AKT1/PTEN Vorbehandlung <
Alteration fiir MBC o
Capivasertib + Fulvestrants AGO++ k
Drohender Organausfall B > T-DXd (HER2-low) o
und mangelnde endokrine PIK3CA Mutation AGO++ "
D i
Sensitivitat Alpelisib + Fulvestrant Govitecan
AGOf: cT; - AGO+ s
oder Mono CTx Endokrine Resistenz Deruxtecan
AGO-L
CTx + B CTx +/- Bevacizumab®
ADC, antibody drug conjugate; Al, Aromataseinhibitor; CDKA/6i, CDK4/6 Inhibitor; CTx, Chemotherapie; ETx, endokrine Therapie; gl ion, BRCA1/2 tion; HER2, humaner
Rezeptor 2; inkl,, inclusive; MBC, i it , ive di T-DXd, «in Préimenopal stzlich I
Bevacizu-mab i it Paclitaxel oder Capecitabin; -Olapari i Keimbahn PAL ion (AGO¥) oder i ion (AGO*-); “Ei i

Substanzen oder Regime.




Neo Metastasiertes Mammakarzinom

; S" Systemtherapie
i bata ey, GR: A AGO: ++

sowie

in der DKG e.V. . o . .

'G s e = Bewertung der Compliance vor und wahrend der Therapie (insbesondere
uidelines Breast

Ve e 2 D bei dlteren Patientinnen, bei reduziertem AZ oder relevanten

Komorbiditaten bzw. Zweitmalignomen).

= RegelmaBige Beurteilung der Lebensqualitat, subjektiver und objektiver
Toxizitdten, des AZ und von Symptomen.

= Dosierung entsprechend publizierten Protokollen.

www.ago-online.de

= Beurteilung der Tumorlast ca. alle 2 Monate, d. h. alle 2-4 Zyklen; bei
langsam progredienter Krankheit sind langere Intervalle akzeptabel.

International consensus
1. 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.




=< Chemotherapie des metastasierten Mammakarzinoms

S,\HMA Ziele
°AGOe. V. Oxford LoE: 1b GR: A AGO: ++
in der DGGG e.V.
sowie
in der DKG e.V. = Monochemotherapie
Guidelines Breast = Gilinstiger therapeutischer Index*

Version 2026.1D .. .
= Indiziert bei

= langsamer, nicht lebensbedrohlicher Progression
= Resistenz oder Progression unter endokrin-basierter Therapie

= Polychemotherapie:
= Ungiinstiger therapeutischer Index
= Indiziert zum Erzielen einer schnellen Remission bei
= ausgepragten Symptomen
= viszeraler Krise (ABC 5-Definition)
= Uberlebensvorteil im Vergleich zur sequenziellen Gabe der gleichen
Substanzen ist nicht bewiesen

www.ago-online.de

*  Der therapeutische Index beriicksichtigt Effektivitat, Toxizitdt, und Lebensqualitét

International consensus

1. 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.

Combination vs single agent

1. Qi WX, Tang LN, He AN, et al. Comparison between doublet agents versus single agent in metastatic breast cancer patients previously
treated with an anthracycline and a taxane: A meta-analysis of four phase Ill trials. Breast. 2013;22(3):314-9;

2. Belfiglio M, Fanizza C, Tinari N, et al. Consorzio Interuniversitario Nazionale per la Bio-Oncologia (CINBO). Meta-analysis of phase llI

trials of docetaxel alone or in combination with chemotherapy in metastatic breast cancer. J Cancer Res Clin Oncol. 2012;138(2):221-
9.

3. Pallis AG, Boukovinas |, Ardavanis A, et al. A multicenter randomized phase Il trial of vinorelbine/gemcitabine doublet versus
capecitabine monotherapy in anthracycline- and taxane-pretreated women with metastatic breast cancer. Ann Oncol.
2012;23(5):1164-9.



Cochrane analysis

1. Dear RF, McGeechan K, Jenkins MC, et al. Combination versus sequential single agent chemotherapy for metastatic breast cancer.
Cochrane Database Syst Rev. 2013 Dec 18;(12):CD008792. doi: 10.1002/14651858.CD008792.pub
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International consensus

1. Cardoso F, Paluch-Shimon S, Senkus E et al. 5th ESO-ESMO international consensus guidelines for advanced breast cancer (ABC 5).

Metastasiertes Mammakarzinom

Dauer der Systemtherapie

= Solange wie der therapeutische Index* positiv bleibt

Therapie bis zur Progression
Therapie bis zum besten Ansprechen
= Wechsel auf alternatives Schema vor einer Progression
Therapiestopp der aktuellen Therapie bei

Progression

Nicht tolerabler Toxizitat

Patientinnenwunsch

* Der therapeutische Index beriicksichtigt Effektivitat, Toxizitdt, und Lebensqualitét

Ann Oncol 2020; 31 (12): 1623-1649.Change to alternative regimen before progression

Treatment until progression

1. Gennari A, Stockler M, Puntoni M, et al. Duration of chemotherapy for metastatic breast cancer: a systematic review and meta-

2.

analysis of randomized clinical trials. J Clin Oncol. 2011;29:2144-9.

Alba E, Ruiz-Borrego M, Margeli M, et al. Maintenance treatment with pegylated liposomal doxorubicin versus observation following
induction chemotherapy for metastatic breast cancer: GEICAM 2001-01 study. Breast Cancer Res Treat. 2010;122(1):169-76

Park YH, Jung KH, Im SA, et al. Phase Ill, multicenter, randomized trial of maintenance chemotherapy versus observation in patients
with metastatic breast cancer after achieving disease control with six cycles of gemcitabine plus paclitaxel as first-line chemotherapy:

KCSG-BR07-02. J Clin Oncol. 2013;31(14):1732-9.

Oxford
LoE GR AGO
1la A ++
2b B +
2b B +/-
2b B +/-
1c A ++



e Systemtherapie beim mBC

S Allgemeine Uberlegungen
©ArGOe V. 7 AGO: +t

inder DGGG e, = Teilnahme an Studien wird empfohlen

in der DKG e.V.

S s = Die Wahl der medikamentdsen Therapie ist abhangig von:

Version 2026.1D
Expression von ER/PR, HER2, PD-L1; Alterationen von ESR1, PIK3CA, AKT, PTEN, gBRCA,

SBRCA, gPALB2; MSI, TMB, NTRK-Fusionen und anderen Faktoren (siehe
Mutationsdiagnostik NGS Panel priferiert)
Friihere Behandlungen (und ihre Toxizitdten)

Rezidivfreies Intervall nach Ende der adjuvanten Therapie
Progressionsfreies Intervall und Remission der vorherigen Therapie
Aggressivitat der Erkrankung, Lokalisation der Metastasen
Geschatzte Lebenserwartung

www.ago-online.de

Begleiterkrankungen (einschlieBlich Organfunktionen)

Erwartungen und Priferenzen der Patientinnen

International consensus

1. 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.

2. Sharon H. Giordano, Sarah Temin, Sarat Chandarlapaty et al.: ASCO Clinical Practice Guideline Update Systemic Therapy for Patients
With Advanced Human Epidermal Growth Factor Receptor 2—Positive Breast Cancer: J Clin Oncol 2019; 36:2736-2740.

3. Condorelli R, Mosele F, Verret B, et al. Genomic alternations breast cancer: level of evidence for actionability according to ESMO
Scale for Clinical Actionability of molecular Targets (ESCAT). Ann Oncol 2019; 30; 365-373

ER/PR

1. Campbell FC, Blamey RW, Elston CW, et al. Quantitative oestradiol receptor values in primary breast cancer and response of
metastases to endocrine therapy. Lancet. 1981;2(8259):1317-1319.

HER2

1. Seidman AD, Fornier MN, Esteva FJ, et al. Weekly trastuzumab and paclitaxel therapy for metastatic breast cancer with analysis of
efficacy by HER2 immunophenotype and gene amplification. J Clin Oncol. 2001;19(10):2587-2595.



2. Modi S, Park H, Murthy RK, et al. Antitumor activity and safety of trastuzumab deruxtecan in patients with HER2-low—expressing
advanced breast cancer: Results from a phase Ib study. J Clin Oncol. 2020;38(17):1887-1896. doi: 10.1200/JC0.19.02318.

PD-L1
1. Schmid P, Adams S, Rugo HS, et al. Atezolizumab and Nab-Paclitaxel in Advanced Triple-Negative Breast Cancer. N Engl J Med. 2018
Nov 29;379(22):2108-2121.

2. Cortes J, Cescon DW, Rugo HS et al. Pembrolizumab plus chemotherapy versus placebo plus chemotherapy for previously untreated
locally recurrent inoperable or metastatic triple-negative breast cancer (KEYNOTE-355): a randomised, placebo-controlled, double-
blind, phase 3 clinical trial. Lancet. 2020 Dec 5;396(10265):1817-1828.

m

SR1:

Fribbens C, O'Leary B, Kilourn L et al. (2016) Plasma ESR1 Mutations and the Treatment of Estrogen Receptor-Positive Advanced
Breast Cancer. J Clin Oncol. 34:2961-8. doi: 10.1200/JC0.2016.67.3061

2. Bidard F-C, Hardy-Bessard A-C, Dalenc F, et al. Switch to Fulvestrant and Palbociclib versus No Switch in Advanced Breast Cancer with
Rising ESR1 Mutation during Aromatase Inhibitor and Palbociclib Therapy (PADA-1): A Randomised, Open-Label, Multicentre, Phase 3

Trial. Lancet Oncol. 2022 Nov;23(11):1367-1377.

3. Elacestrant (oral selective estrogen receptor degrader) versus standard endocrine therapy for estrogen receptor-positive, human
epidermal growth factor receptor 2-negative advanced breast cancer: Results from the randomized phase Il EMERALD trial. J Clin
Oncol. 2022 Oct 1;40(28):3246-3256. doi: 10.1200/JC0.22.00338. Epub 2022 May 18.

=

PIK3CA/AKT/PTEN

1. Andre F, Ciruelos E, Rubovszky G. Alpelisib for PIK3CA-Mutated, Hormone Receptor-Positive Advanced Breast Cancer. N Engl J
Med. 2019;380:1929-1940

2. Turner NC, Oliveira M, Howell SJ, et al. Capivasertib in Hormone Receptor—Positive Advanced Breast Cancer. N Engl J Med. 2023 May
31;388(22):2058-2070. DOI: 10.1056/NEJMo0a2214131.




BRCA/PALB2

1. Robson M, Im SA, Senkus E, et al. Olaparib for Metastatic Breast Cancer in Patients with a Germline BRCA Mutation. N Engl ] Med.
2017;377(6):523-533.

2. Litton JK, Rugo HS, Ettl J, et al. Talazoparib in Patients with Advanced Breast Cancer and a Germline BRCA Mutation. N Engl J Med.
2018;379(8):753-763.

3. Tung NM, Robson ME, Ventz S, TBCRC 048: Phase Il Study of Olaparib for Metastatic Breast Cancer and Mutations in Homologous
Recombination-Related Genes. J Clin Oncol. 2020 Dec 20;38(36):4274-4282.

MSI/NTRAK

1. NTRK fusion-positive cancers and TRK inhibitor therapy. Nat Rev Clin Oncol. 2018 Dec;15(12):731-747. doi: 10.1038/s41571-018-
0113-0.

2. Le DT, Durham JN, Smith KN, et al. Mismatch repair deficiency predicts response of solid tumors to PD-1 blockade. Science. 2017 Jul

28;357(6349):409-413. doi: 10.1126/science.aan6733. Epub 2017 Jun 8.

Limitations of palliative chemotherapy

1.

Ribeiro JT, Macedo LT, Curigliano G, et al. Cytotoxic drugs for patients with breast cancer in the era of targeted treatment: back to the
future? Ann Oncol. 2012;23(3):547-55.

Adamowicz K, Jassem J, Katz A, Saad ED. Assessment of quality of life in advanced breast cancer. An overview of randomized phase Il
trials. Cancer Treat Rev. 2012;38(5):554-8.
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Palliativmedizinische Betreuung

= Allen Patientinnen soll nach der Diagnose einer nicht-heilbaren Krebserkrankung friithzeitig
Palliativversorgung angeboten werden, unabhdngig davon, ob eine tumorspezifische
Therapie durchgefiihrt wird.

= Bei Patientinnen mit Diagnose einer nicht-heilbaren Krebserkrankung sollte eine

vorausschauende Versorgungsplanung (,,advance care planning”) inkl. Patientenverfiigung
angeraten werden.

= Spezialisierte Palliativversorgung soll in onkologische Entscheidungsprozesse integriert
werden, z. B. durch Beteiligung an interdisziplindren Tumorkonferenzen.

= Patientinnen mit einer nicht-heilbaren Krebserkrankung, die in Strukturen der spezialisierten
Palliativmedizin betreut werden (Palliativstation, ambulante spezialisierte Versorgung wie z.
B. SAPV) sollen Zugang zu onkologischer Beratung haben.

https://www.leitlinienprogramm-onkologie.de/leitlinien/palliativmedizin/

Leitlinienprogramm Onkologie (Deutsche Krebsgesellschaft, Deutsche Krebshilfe, AWMF): Palliativmedizin fir Patienten mit einer nicht-
heilbaren Krebserkrankung, Langversion 2.2, September 2020, AWMF-Registernummer: 128/0010L, https://www.leitlinienprogramm-
onkologie.de/leitlinien/palliativmedizin/ (abgerufen am: 27.12.2021)
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Endocrine therapy:

1. Campbell FC, Blamey RW, Elston CW, et al. Quantitative oestradiol receptor values in primary breast cancer and response of

Metastasiertes Mammakarzinom (mBC)

Marker zur Indikationsstellung
Oxford
Therapie Faktor LoE GR AGO
Endokrine Therapie ER / PR (Primartumor, besser Metastase) 1a A +
Ansprechen auf vorherige Therapie 2b B +
Orale SERDs autokrine Rezeptormutation (ESR1) (Metastase, 1b B ++
Plasma)
Alpelisib / Inavolisib PIK3CA Mutation (Primédrtumor, Metastase, Plasma) 1b A +
Capivasertib PIK3CA, AKT1, PTEN-Alterationen (Primartumor, 1b A +
Metastase, Plasma)
Trastuzumab Deruxtecan HER2-low/-positiv (Primértumor, besser Metastase) 1b A +
HER2-ultralow (Primartumor, besser Metastase) 2b B +/-
Chemotherapie Ansprechen auf vorherige Therapie 1b A +
Anti-HER2-Therapie HER2 (Primdrtumor, besser Metastase) la A ++
Checkpoint-Inhibitoren PD-L1 Positivit&t* (IC, CPS) in TNBC 1b B ++
(Prim&rtumor oder Metastase)
MSI/T 3 C +
PARP-Inhibitoren gBRCA1/2-Mutation la A ++
sBRCA1/2 /gPALB2 2b B +

metastases to endocrine therapy. Lancet. 1981;2(8259):1317-1319.

Orale SERDs

1. Jhaveri KL, Neven P, Casalnuovo ML, et. Al. EMBER-3 Study Group. Imlunestrant with or without Abemaciclib in Advanced Breast

Cancer. N Engl J Med 2025 Mar 27;392(12):1189-1202. doi: 10.1056/NEJM0a2410858. Epub 2024 Dec 11.

2. Budard FC, Mayer EL, Park YH, Janni W et al. Study Group. First-Line Camizestrant for Emerging ESR1-Mutated Advanced Breast
Cancer. N Engl J Med. 2025 Aug 7;393(6):569-580. doi: 10.1056/NEJM0a2502929. Epub 2025 Jun 1.

3. Elacestrant (oral selective estrogen receptor degrader) versus standard endocrine therapy for estrogen receptor-positive, human
epidermal growth factor receptor 2-negative advanced breast cancer: Results from the randomized phase Il EMERALD trial. J Clin
Oncol. 2022 Oct 1;40(28):3246-3256. doi: 10.1200/JC0.22.00338. Epub 2022 May 18.

Alpelisib/Inavolisib:




1. André F, Ciruelos E, Rubovszky G et al. (2019) Alpelisib for PIK3CA-Mutated, Hormone Receptor-Positive Advanced Breast Cancer. N
EnglJ Med. 380:1929-1940. doi: 10.1056/NEJM0a1813904

2. Turner NC, Im S-A, Saura C, et al. Inavolisib-based therapy in PIK3CA-mutated advanced breast cancer. N Engl J Med. 2024 Oct
31;391(17):1584-1596. doi: 10.1056/NEJM0a2404625.

Capivasertib

1. Turner NC, Oliveira M, Howell SJ, et al. Capivasertib in Hormone Receptor—Positive Advanced Breast Cancer. N Engl ] Med. 2023 May
31;388(22):2058-2070. DOI: 10.1056/NEJMo0a2214131.

Trastuzumab Deruxtecan

1. Cortés J, Kim S-B, Chung W-P, et al. Trastuzumab deruxtecan versus trastuzumab emtansine for breast cancer. N Engl ] Med. 2022
Mar 23;386(12):1143-1154. doi: 10.1056/NEJM0a2115022.

2. ModiS, W. Jacot, T Yamashita et al. Trastuzumab Deruxtecan in Previously Treated HER2-Low Advanced Breast Cancer. N Engl J Med.
2022 Jul 7;387(1):9-20

3. Bardia A et al. Trastuzumab Deruxtecan after Endocrine Therapy in Metastatic Breast Cancer. (2024) N Engl J Med. 391;22

Chemotherapy
1. 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.

Anti-HER2-Therapy

1. Seidman AD, Fornier MN, Esteva FJ, et al. Weekly trastuzumab and paclitaxel therapy for metastatic breast cancer with analysis of
efficacy by HER2 immunophenotype and gene amplification. J Clin Oncol. 2001;19(10):2587-2595.

2. Modi S, Park H, Murthy RK, et al. Antitumor activity and safety of trastuzumab deruxtecan in patients with HER2-low—expressing



advanced breast cancer: Results from a phase Ib study. J Clin Oncol. 2020;38(17):1887-1896. doi: 10.1200/JC0.19.02318.

Checkpoint-Inhibitors

1.

2.

Schmid P, Adams S, Rugo HS, et al. Atezolizumab and Nab-Paclitaxel in Advanced Triple-Negative Breast Cancer. N EnglJ Med. 2018
Nov 29;379(22):2108-2121.

Cortes J, Cescon DW, Rugo HS et al. Pembrolizumab plus chemotherapy versus placebo plus chemotherapy for previously untreated
locally recurrent inoperable or metastatic triple-negative breast cancer (KEYNOTE-355): a randomised, placebo-controlled, double-
blind, phase 3 clinical trial. Lancet. 2020 Dec 5;396(10265):1817-1828.

PARP-Inhibitors

1.

Robson M, Im SA, Senkus E, et al. Olaparib for Metastatic Breast Cancer in Patients with a Germline BRCA Mutation. N Engl ] Med.
2017;377(6):523-533.

Litton JK, Rugo HS, Ettl J, et al. Talazoparib in Patients with Advanced Breast Cancer and a Germline BRCA Mutation. N Engl J Med.
2018;379(8):753-763.

Tung NM, Robson ME, Ventz S, TBCRC 048: Phase Il Study of Olaparib for Metastatic Breast Cancer and Mutations in Homologous
Recombination-Related Genes. J Clin Oncol. 2020 Dec 20;38(36):4274-4282.
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Guidelines:

1. A.Gennari, F. André, C. H. Barrios, et al. ESMO Clinical Practice Guideline for the diagnosis, staging and treatment of patients with

Endokrin-basierte und zielgerichtete Therapie

des metastasierten Mammakarzinoms

Die endokrin-basierte Therapie ist die erste Therapieoption in der

Behandlung des metastasierten hormonrezeptor-positiven HER2-negativen

Mammakarzinoms
Oxford LoE: 1a GR: A AGO: ++

Auch drohender Organausfall und / oder symptomatische viszerale
Metastasierung stellen nicht zwingend eine Indikation zur Chemotherapie
dar und eine endokrin-basierte Kombinationstherapie kann bei endokrin-
sensitiver Erkrankung praferenziell eingesetzt werden.

Oxford LoE: 2b GR: B AGO: ++

Cave: Der Rezeptor-Status kann sich im Laufe der Erkrankung verdandern. Falls moglich, sollte
dieser an einer Metastase erneut bestimmt werden.

metastatic breast cancer. Ann Oncol. 2021;32(12):1475-1495.

2. H.S.Rugo, R. B. Rumble, E. Macrae etl al. Endocrine Therapy for Hormone Receptor-Positive Metastatic Breast Cancer: American

Society of Clinical Oncology Guideline. J Clin Oncol 2016;34(25):3069-103.

Meta-analysis chemotherapy versus endocrine therapy:

1. Wilcken N, Hornbuckle J, Ghersi D. Chemotherapy alone versus endocrine therapy alone for metastatic breast cancer. Cochrane

Database Syst Rev. 2003;(2):CD002747.

2. Sledge GW Jr, Hu P, Falkson G, et al: Comparison of chemotherapy with chemohormonaltherapy as first-line therapy for metastatic,
hormone-sensitive breast cancer: An Eastern Cooperative Oncology Group study. J Clin Oncol. 2000;18:262-266.

3. Giuliano M, Schettini F, Rognoni C, et al. (2019) Endocrine treatment versus chemotherapy in postmenopausal women with hormone
receptor-positive, HER2-negative, metastatic breast cancer: a systematic review and network meta-analysis. Lancet

Oncol.2019;20:1360-1369.

Chemotherapy versus endocrine-based therapy:
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Z.Zielinski, M. Ruiz-Borrego, et al. Palbociclib in combination with endocrine therapy versus capecitabine in hormonal receptor-
positive, human epidermal growth factor 2-negative, aromatase inhibitor-resistant metastatic breast cancer: a phase Ill randomised
controlled trial-PEARL. M. Maftin,. Ann Oncol. 2020;32(4):488-499.

Y. H. Park, T.-Y. Kim, G. M. Kim, et al. Palbociclib plus exemestane with gonadotropin-releasing hormone agonist versus capecitabine
in premenopausal women with hormone receptor-positive, HER2-negative metastatic breast cancer (KCSG-BR15-10): a multicentre,
open-label, randomised, phase 2 trial. Lancet Oncol. 2019 Dec;20(12):1750-1759.

Lu YS, Mahidin EIBN, Azim H. Primary Results From the Randomized Phase Il RIGHT Choice Trial of Premenopausal Patients With
Aggressive HR+/HER2- Advanced Breast Cancer Treated With Ribociclib + Endocrine Therapy vs Physician’s Choice Combination
Chemotherapy. SABCS 2022; GS1-10.

De la Haba Rodriguez, J, Cortes J et al. Abigail: Randomized phase Il study of abemaciclib plus endocrine therapy with or without a
short course of induction paclitaxel in patients with previously untreated HR-positive/Her2-negative advanced breast cancer with
aggressive disease criteria. Annals of Oncology 2024, 35: 1-72.

Loibl, S et al. Primary results of the randomized phase Il trial comparing first-line ET plus palbociclib vs standard mono-
chemotherapy in women with high risk Her2-/HR+ metastatic breast cancer and indication for chemotherapy. SABCS 2024,Abstract
SESS-3616, LB1-03
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Vergleich ER / PR und HER2

C Metastase vs. Primartumor (n = 5.521)
©AGO e. V.
fs"ozv?é Zize \e/'v' Metaanalyse basierend auf 39 (iiberwiegend retrospektiven) Analysen ausschlieBlich

Vergleich Primdrtumor — Metastase (keine Lymphknoten):

Guidelines Breast
Version 2026.1D . .
Gepoolte relative Diskordanz:

= 19,3%(95% Cl 1/4 15.8 % to 23.4 %) fur ER
= 30,9 % (95 % Cl1/4 26.6 % to 35.6 %) fir PR
= 10,3%(95% Cl 1/4 7.8 % to 13.6 %) fir HER2

Wechsel der gepoolten Rezeptorexpression von positiv zu negativ
= 22.5%(95 % Cl =16.4 % to 30.0 %) fur ER

= 49.4% (95 % Cl =40.5 % to 58.2 %) fur PR

= 21.3%(95 % Cl=14.3 % to 30.5 %)) fur HER2

Wechsel der gepoolten Rezeptorexpression von negativ zu positiv
= 21.5%(95 % Cl=18.1% to 25.5 %) fur ER

www.ago-online.de = 15.9%(95% Cl=11.3 % to 22.0 %) fir PR
= 9.5%(95%Cl=7.4%to12.1 %) fir HER2

Meta-analysis:

1. Schrijver WAME, Suijkerbuijk KPM, van Gils CH, et al. Receptor Conversion in Distant Breast Cancer Metastases: A Systematic Review
and Meta-analysis. J Natl Cancer Inst. 2018 Jun 1;110(6):568-580. doi: 10.1093/jnci/djx273. PMID: 29315431
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e Endokrine Therapie (ET)
S Gute klinische Praxis - GKP

“homssssev. ™ Therapieentscheidungen aller Behandlungslinien sollten die Vortherapien, Alter
in dor DKG e.V. und Komorbidititen sowie den jeweiligen Zulassungsstatus beriicksichtigen.

Guidelines Breast
Version 2026.1D

= Eine prdmenopausale Patientin unter GnRHa-Therapie oder nach Ovarektomie
kann analog zur postmenopausalen Patientin behandelt werden.

= In dem vorliegenden Kapitel beziehen sich die Empfehlungen auf pra- und
postmenopausale Frauen, es sei denn, der Menopausenstatus wird explizit
erwahnt (bei pramenopausalen Patientinnen erfolgt i. d. R. die Kombination mit
GnRH-Agonisten).

www.ago-online.de

Guidelines:
1. Burstein HJ, Somerfield MR, Barton DL et al. Endocrine Treatment and Targeted Therapy for Hormone Receptor—Positive, Human
Epidermal Growth Factor Receptor 2—Negative Metastatic Breast Cancer: ASCO Guideline Update. J Clin Oncol. 2021;39:3959-3977.

2. A. Gennari, F. André, C. H. Barrios, et al. ESMO Clinical Practice Guideline for the diagnosis, staging and treatment of patients with
metastatic breast cancer. Ann Oncol. 2021;32(12):1475-1495.



e Endokrine Resistenz beim metastasierten

MAMMA H
> Mammakarzinom
©AGOe. V.
in der DGGG e.V. . . . .
fs"o(vferDKG 3 Primire endokrine Resistenz:
in der eV. . g - . - . N
= Rezidiv innerhalb der ersten zwei Jahre unter einer adjuvanten endokrinen
Guidelines Breast .
Version 2026.1D Therapie (ET)

= Progress innerhalb der ersten 6 Monate unter einer laufenden endokrinen
first-line-Therapie beim metastasierten Mammakarzinom

Sekundare (erworbene) endokrine Resistenz:
= Rezidiv unter einer adjuvanten ET, aber erst nach den ersten 2 Jahren oder
innerhalb von 12 Monaten nach abgeschlossener adjuvanter ET

= Progression 2 6 Monate nach Initiierung einer ET in der metastasierten
Situation

www.ago-online.de

Guidelines:

1. A.Gennari, F. André, C. H. Barrios, et al. ESMO Clinical Practice Guideline for the diagnosis, staging and treatment of patients with
metastatic breast cancer. Ann Oncol. 2021;32(12):1475-1495.
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<< Endokrine Therapie der primenopausalen Patientin mit

. Swm HER2-negativem, HR+ metastasiertem Mammakarzinom

©AGOe. V. OXford
= o R AGO
Guidelings Broast =  GnRHa + Fulvestrant + CDK4/6i 2b B ++
= GnRHa + Al + Ribociclib 1b B ++
= GnRHa + Al + Palbociclib / Abemaciclib 3b/5 C +
= GnRHa + Tamoxifen + Palbociclib / Abemaciclib 2b B +/-
= GnRHa + Tamoxifen 1a A +
= Tamoxifen 2b B +/-
= GnRHa + Al (first + second line) 2b B +
= GnRHa + Fulvestrant 1b B
wwwageoninedew - Aromataseinhibitoren ohne OFS 3 D -

Guidelines

1. Burstein HJ, Somerfield MR, Barton DL, et al. Endocrine Treatment and Targeted Therapy for Hormone Receptor-Positive, Human
Epidermal Growth Factor Receptor 2-Negative Metastatic Breast Cancer: ASCO Guideline Update. J Clin Oncol. 2021;39:3959-3977.

2. A. Gennari, F. André, C. H. Barrios, et al. ESMO Clinical Practice Guideline for the diagnosis, staging and treatment of patients with
metastatic breast cancer. Ann Oncol. 2021;32(12):1475-1495.

GnRHa plus Fulvestrant plus palbociclib

1. Turner NC, Ro J, André F, et al. Palbociclib in Hormone-Receptor-Positive Advanced Breast Cancer. N Engl J Med. 2015;373(3):209-19.

2. Turner NC, Slamon DJ, Ro I, et al. Overall Survival with Palbociclib and Fulvestrant in Advanced Breast Cancer N Engl J Med
2018;379:1926-1936 DOI: 10.1056/NEJM0a1810527

3. Loibl S, et al. Palbociclib Combined with Fulvestrant in Premenopausal Women with Advanced Breast Cancer and Prior Progression on
Endocrine Therapy: PALOMA-3 Results. Oncologist. 2017;22(9):1028-1038.

GnRH plus Fulvestrant + Abemaciclib / Ribociclib

1. Sledge GW Jr, Toi M, Neven P, et al. The Effect of Abemaciclib Plus Fulvestrant on Overall Survival in Hormone Receptor-Positive,
ERBB2-Negative Breast Cancer That Progressed on Endocrine Therapy-MONARCH 2: A Randomized Clinical Trial. JAMA Oncol. 2019.

14



2. Neven P, Rugo HS, Tolaney SM, et al. Abemaciclib plus fulvestrant in hormone receptor-positive, human epidermal growth factor
receptor 2-negative advanced breast cancer in premenopausal women: subgroup analysis from the MONARCH 2 trial. Breast Cancer
Res. 2021;23(1):87.

GnRHa plus Al plus ribociclib

1. Tripathy D, Im SA, Colleoni M et al. Ribociclib plus endocrine therapy for premenopausal women with hormone-receptor-positive,
advanced breast cancer (MONALEESA-7): a randomised phase 3 trial. Lancet Oncol. 2018;19(7):904-915.

2. Im SA, LuYS, Bardia A, et al. Overall Survival with Ribociclib plus Endocrine Therapy in Breast Cancer. N Engl J Med. 2019 Jul
25;381(4):307-316.

GnRHa plus Al plus palbociclib
1. DeMichele A, Cristofanilli M, Brufsky A et al. Comparative effectiveness of first-line palbociclib plus letrozole versus letrozole alone
for HR+/HER2- metastatic breast cancer in US real-world clinical practice. Breast Cancer Res. 2024;23(1):37

GnRHa plus tamoxifen (vs. OFS or tam)

1. Klijn JG, Blamey RW, Boccardo F, et al. Combined tamoxifen and luteinizing hormone-releasing hormone (LHRH) agonist versus LHRH
agonist alone in premenopausal advanced breast cancer: a meta-analysis of four randomized trials. J Clin Oncol. 2001;19(2):343-53.

2. Rugo HS, et al. Endocrine Therapy for Hormone Receptor-Positive Metastatic Breast Cancer: American Society of Clinical Oncology
Guideline. J Clin Oncol. 2016;34(25):3069-103.

Ovarian function suppression (OFS), tamoxifen

1. Taylor CW, Green S, Dalton WS, et al: Multicenter randomized clinical trial of goserelin versus surgical ovariectomy in premenopausal
patients with receptor-positive metastatic breast cancer: an intergroup study. J Clin Oncol. 1998;16:994-999.

2. Osborne CK: Tamoxifen in the treatment of breast cancer. N Engl J Med. 1998;339

3. Crump M, Sawka CA, DeBoer G, et al: An individual patient-based meta-analysis of tamoxifen versus ovarian ablation as first line
endocrine therapy for premenopausal women with metastatic breast cancer. Breast Cancer Res Treat. 1997;44:201-210.

GnRHa plus Al (first or second line)




1. Forward DP, Cheung KL, Jackson L, et al. Clinical and endocrine data for goserelin plus anastrozole as second-line endocrine therapy
for premenopausal advanced breast cancer. BrJ Cancer. 2004;90(3):590-4.

2. Park IH, Ro J, Lee KS, et al. Phase Il parallel group study showing comparable efficacy between premenopausal metastatic breast
cancer patients treated with letrozole plus goserelin and postmenopausal patients treated with letrozole alone as first-line hormone
therapy. J Clin Oncol. 2010;28(16):2705-11.

3. Carlson RW, et al. Phase Il trial of anastrozole plus goserelin in the treatment of hormone receptor-positive, metastatic carcinoma of
the breast in premenopausal women. J Clin Oncol. 2010;28(25):3917-21.

GnRHa plus fulvestrant

1. Bartsch R, Bago-Horvath Z, et al. Ovarian function suppression and fulvestrant as endocrine therapy in premenopausal women with
metastatic breast cancer. European Journal of Cancer. 2012;48:1932-1938.

2. Turner M et al. Palbociclib in Hormone-Receptor—Positive Advanced Breast Cancer. N Engl J Med. 2015;373:209-219.




prepm———s Endokrin-basierte Therapie mit CDK4/6-Inhibitor der
postmenopausalen Patientin mit HER2-negativem, HR-

MAMMA
> positivem, metastasiertem Mammakarzinom
©AGOe. V. Oxford
s e LoE GR AGO
in der DKG e.V. . . .
Guidelines Breast " RIbOCICIIb
Version 2026.1D . .
= + nicht-steroidaler Al 1b A ++
= + Fulvestrant 1b A ++
= Abemaciclib
= + nicht-steroidaler Al 1b A +
= + Fulvestrant 1b A ++
= Palbociclib
= + nicht-steroidaler Al 1b A
www.ago-online.de
: = + Fulvestrant 1b A

Guidelines
1. Burstein HJ, Somerfield MR, Barton DL, et al. Endocrine Treatment and Targeted Therapy for Hormone Receptor-Positive, Human

Epidermal Growth Factor Receptor 2-Negative Metastatic Breast Cancer: ASCO Guideline Update. J Clin Oncol. 2021,39:3959-3977.
2. A. Gennari, F. André, C. H. Barrios, et al. ESMO Clinical Practice Guideline for the diagnosis, staging and treatment of patients with
metastatic breast cancer. Ann Oncol. 2021;32(12):1475-1495.

Meta-analysis
1. Y. Liu, J. Wu, Z. Ji, et al. Comparative efficacy and safety of different combinations of three CDK4/6 inhibitors with endocrine therapies

in HR+/HER-2 - metastatic or advanced breast
cancer patients: a network meta-analysis. BMC Cancer. 2023;23:816.

2. LiY, LiL, DuQ, et al. Efficacy and Safety of CDK4/6 Inhibitors Combined with Endocrine Therapy in HR+/HER-2- ABC Patients: A
Systematic Review and Meta-Analysis. Cancer Invest. 2021;39:369-378.

3. Schettini F, Giudici F, Giuliano M et al. Overall Survival of CDK4/6-Inhibitor—Based Treatments in Clinically Relevant Subgroups of
Metastatic Breast Cancer: Systematic Review and Meta-Analysis. JNCI J Natl Cancer Inst. 2020;112(11)+

4, Giuliano M, Schettini F, Rognoni C, et al. (2019) Endocrine treatment versus chemotherapy in postmenopausal women with hormone
receptor-positive, HER2-negative, metastatic breast cancer: a systematic review and network meta-analysis. Lancet Oncol.
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2019;20:1360-1369.

Gao JJ, Cheng J, Bloomquist E, et al. CDK4/6 inhibitor treatment for patients with hormone receptor-positive, HER2-negative,
advanced or metastatic breast cancer: a US Food and Drug Administration pooled analysis. Lancet Oncol. 2019.

Petrelli F, Ghidini A, Pedersini R, et al. Comparative efficacy of palbociclib, ribociclib and abemaciclib for ER+ metastatic breast
cancer: an adjusted indirect analysis of randomized controlled trials. Breast Cancer Res Treat. 2019;174(3):597-604.

Rossi V, Berchialla P, Giannarelli D, et al. Should All Patients With HR-Positive HER2-Negative Metastatic Breast Cancer Receive CDK
4/6 Inhibitor As First-Line Based Therapy? A Network Meta-Analysis of Data from the PALOMA 2, MONALEESA 2, MONALEESA 7,
MONARCH 3, FALCON, SWOG and FACT Trials. Cancers (Basel). 2019;11(11).

Wang L, Gao S, Li D, et al. CDK4/6 inhibitors plus endocrine therapy improve overall survival in advanced HR+/HER2- breast cancer: A
meta-analysis of randomized controlled trials. Breast J. 2019 Dec 11. doi: 10.1111/tbj.13703.

Letrozole plus Ribociclib (vs. Letrozole alone)

1.

Yardley DA, Hart L, Favret A, et al. Efficacy and Safety of Ribociclib With Letrozole in US Patients Enrolled in the MONALEESA-2 Study.
Clin Breast Cancer. 2019 Aug;19(4):268-277.el. doi: 10.1016/j.clbc.2019.02.007.

Hortobagyi GN, Stemmer SM, Burris HA et al. Updated results from MONALEESA-2, a phase lll trial of first-line ribociclib plus letrozole
versus placebo plus letrozole in hormone receptor-positive, HER2-negative advanced breast cancer. Ann Oncol. 2018;29(7):1541-
1547.

Hortobagyi GN, Stemmer SM, Burris HA et al. Overall survival (OS) results from the phase Il MONALEESA-2 (ML-2) trial of

postmenopausal patients (pts) with hormone receptor positive/human epidermal growth factor receptor 2 negative (HR+/HER2-)
advanced breast cancer (ABC) treated with endocrine therapy (ET) = ribociclib (RIB). Annals of Oncology. 2021;32(suppl_5).

Tripathy D, Im SA, Colleoni M et al. Ribociclib plus endocrine therapy for premenopausal women with hormone-receptor-positive,
advanced breast cancer (MONALEESA-7): a randomised phase 3 trial. Lancet Oncol. 2018;19(7):904-915.

Lu YS, Im SA, Colleoni M et al. Updated Overall Survival of Ribociclib Plus Endocrine Therapy vs Endocrine Therapy Alone in Pre- and
Perimenopausal Patients With HR+/HER2- Advanced Breast Cancer in MONALEESA-7: A Phase Ill Randomized Clinical Trial. Clin
Cancer Res. 2021.

Fulvestrant plus Ribociclib (vs. Fulvestrant alone)




1. Slamon DJ, Neven P, Chia S, et al. Phase Ill Randomized Study of Ribociclib and Fulvestrant in Hormone Receptor-Positive, Human
Epidermal Growth Factor Receptor 2-Negative Advanced Breast Cancer: MONALEESA-3. J Clin Oncol. 2018;36(24):2465-2472.

2. Slamon DJ, Neven P, Chia S, et al. Overall Survival with Ribociclib plus Fulvestrant in Advanced Breast Cancer. N Engl J Med. 2019.

3. Slamon DJ, Neven P, Chia S, et al. Ribociclib plus fulvestrant for postmenopausal women with hormone receptor-positive, human
epidermal growth factor receptor 2-negative advanced breast cancer in the phase Il randomized MONALEESA-3 trial: updated overall
survival. Ann Oncol.2021;32:1015-1024.

Non-steroidal Al plus Abemaciclib (vs. Al alone)
1. Goetz MP, et al. MONARCH 3: Abemaciclib As Initial Therapy for Advanced Breast Cancer. J Clin Oncol. 2017;35(32):3638-3646.

2. Johnston S, Martin M, Di Leo A, et al. MONARCH 3 final PFS: a randomized study of abemaciclib as initial therapy for advanced breast
cancer. NPJ Breast Cancer. 2019;5:5.

3. Johnston S, O'Shaughnessy J, Martin M, et al. Abemaciclib as initial therapy for advanced breast cancer: MONARCH 3 updated results
in prognostic subgroups. NPJ Breast Cancer. 2021;7(1):80.

4. M. P. Goetz, M. Toi, J. Huober, et al. MONARCH 3: Final overall survival results of abemaciclib plus a non-steroidal aromatase inhibitor
as first-line therapy for HR+, HER- advanced breast cancer. SABCS 2023.

Fulvestrant plus Abemaciclib (vs. Fulvestrant alone)
1. Sledge GW Jr, et al. MONARCH 2: Abemaciclib in Combination With Fulvestrant in Women With HR+/HER2- Advanced Breast Cancer
Who Had Progressed While Receiving Endocrine Therapy. J Clin Oncol. 2017;35(25):2875-2884.

2. Sledge GW Jr, Toi M, Neven P, et al. The Effect of Abemaciclib Plus Fulvestrant on Overall Survival in Hormone Receptor-Positive,
ERBB2-Negative Breast Cancer That Progressed on Endocrine Therapy-MONARCH 2: A Randomized Clinical Trial. JAMA Oncol. 2019
Sep 29. doi: 10.1001/jamaoncol.2019.4782. [Epub ahead of print] PMID:31563959

Letrozole plus Palbociclib (vs. letrozole alone)
1. Finn RS, et al. Palbociclib and Letrozole in Advanced Breast Cancer. N Engl J Med. 2016;375(20):1925-1936.

2. Im SA, Mukai H, Park IH, et al. Palbociclib Plus Letrozole as First-Line Therapy in Postmenopausal Asian Women With Metastatic
Breast Cancer: Results From the Phase Ill, Randomized PALOMA-2 Study. J Glob Oncol. 2019;5:1-19.




3.

Rugo HS, Finn RS, Diéras V, et al. Palbociclib plus letrozole as first-line therapy in estrogen receptor-positive/human epidermal growth
factor receptor 2-negative advanced breast cancer with extended follow-up. Breast Cancer Res Treat. 2019;174(3):719-729.

DeMichele A, Cristofanilli M, Brufsky A, et al. Comparative effectiveness of first-line palbociclib plus letrozole versus letrozole alone
for HR+/HER2- metastatic breast cancer in US real-world clinical practice. Breast Cancer Res 2021;23:37.

Finn RS, Rugo HS, Dieras VC, et al. Overall survival (OS) with first-line palbociclib plus letrozole (PAL+LET) versus placebo plus letrozole
(PBO+LET) in women with estrogen receptor—positive/human epidermal growth factor receptor 2—negative advanced breast cancer
(ER+/HER2- ABC): Analyses from PALOMA-2. J Clin Oncol. 2022 (suppl 17; abstr LBA1003).

H.S. Rugo, A. Brufsky, X. Liu, et al. Real-world study of overall survival with palbociclib plus aromatase inhibitor in HR+/HER2-
metastatic breast cancer. NPJ Breast Cancer. 2022;8(1):114.

Fulvestrant 500 mg plus Palbociclib (vs. Fulvestrant alone)

1.

2.
3.

Turner NC, Ro J, André F, et al; PALOMA3 Study Group. Palbociclib in Hormone-Receptor-Positive Advanced Breast Cancer. N Engl J
Med. 2015 Jul 16;373(3):209-19.

Turner NC et al. Overall Survival with Palbociclib and Fulvestrant in Advanced Breast Cancer N Engl J Med. 2018;379:1926-1936
Rugo HS, Cristofanilli M, Loibl S, et al. Prognostic Factors for Overall Survival in Patients with Hormone Receptor-Positive Advanced
Breast Cancer: Analyses From PALOMA-3. Oncologis. 2021;26:e1339-e1346.

Cristofanilli M, Rugo HS, Im SA, Slamon DJ, Harbeck N, Bondarenko I, Masuda N, Colleoni M, DeMichele A, Loi S, Iwata H, O'Leary B,
André F, Loibl S, Bananis E, Liu Y, Huang X, Kim S, Lechuga Frean MJ, Turner NC. Overall Survival with Palbociclib and Fulvestrant in
Women with HR+/HER2- ABC: Updated Exploratory Analyses of PALOMA-3, a Double-blind, Phase Ill Randomized Study. Clin Cancer
Res. 2022;28(16):3433-3442.

Letrozole plus palbociclib vs. Fulvestrant plus palbociclib

1.

Llombart-Cussac A, Pérez-Garcia JM, Bellet Met al. Fulvestrant-Palbociclib vs Letrozole-Palbociclib as Initial Therapy for Endocrine-
Sensitive, Hormone Receptor-Positive, ERBB2-Negative Advanced Breast Cancer: A Randomized Clinical Trial. JAMA Oncol.
2021;7:1791-1799.



Prp—— Therapien 1st Line beim HR+ / HER2-negativen,

T metastasierten Mammakarzinom
g > (Nachweis von therapierelevanten Mutationen / Alterationen notwendig)

©AGOe. V.
in der DGGG e.V. Oxford
sowie
in der DKG e.V. LoE GR AGO
Guidelines Breast
Versin 202610 " PIK3CA-mutiert

Inavolisib plus Palbociclib + Fulvestrant* 1b B ++

= gBRCA-mutiert

Olaparib 1b A +

Talazoparib 1b A +

www.ago-online.de
* Progress wahrend der adjuvanten endokrinen Behandlung oder innerhalb von 12 Monaten nach Abschluss der
adjuvanten endokrinen Behandlung

Guidelines

1. Burstein HJ, Somerfield MR, Barton DL, et al. (2021) Endocrine Treatment and Targeted Therapy for Hormone Receptor-Positive,
Human Epidermal Growth Factor Receptor 2-Negative Metastatic Breast Cancer: ASCO Guideline Update. J Clin Oncol 39:3959-3977.
https://doi.org/10.1200/JC0.21.0139

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

PIK3CA mutated 1st line:

1. Jhaveri K, Seock Ah Im, Saura C et al. Overall survival with Inavolisib in PIK3CA mutated, advanced breast cancer. N Engl J Med
2025;393:151-61. DOI: 10.1056/NEJM0a2501796

PIK3CA/AKT1 or PTEN alterations:

1. Turner NC, Oliveira M, Howell SJ, et al. Capivasertib in Hormone Receptor-Positive Advanced Breast Cancer. N Engl J Med
388(22):2058-2070, 2023
2. Oliveira M, Rugo HS, Howell SJ, Capivasertib and fulvestrant for patients with hormone receptor-positive, HER2-negative advanced

16



breast cancer (CAPItello-291): patient-reported outcomes from a phase 3, randomised, double-blind, placebo-controlled trial, Lancet
Oncol 2024; 25:1231-44

gBRCA mutated:

Olaparib

1.

Robson M, Im SA, Senkus E, et al. Olaparib for Metastatic Breast Cancer in Patients with a Germline BRCA Mutation. N Engl J Med.
2017;377(6):523-533.

2. Robson ME, Tung N, Conte P, et al. OlympiAD final overall survival and tolerability results: Olaparib versus chemotherapy treatment
of physician's choice in patients with a germline BRCA mutation and HER2-negative metastatic breast cancer. Ann Oncol. 2019 Apr
1;30(4):558-566. doi: 10.1093/annonc/mdz012. PMID:30689707

3. Tung N, Robson ME, Nanda R, TBCRC 048 (olaparib expanded) expansion cohorts: Phase 2 study of olaparib monotherapy in patients
(pts) with metastatic breast cancer (MBC) with germline (g) mutations in PALB2 or somatic (s) mutations in BRCA1 or BRCA2. Journal
of Clinical Oncology, Volume 42, Number 16_suppl, https://doi.org/10.1200/JC0.2024.42.16_suppl.1021

Talazoparib

1. Litton JK, Hurvitz SA, Mina LA et al. Talazoparib versus chemotherapy in patients with germline BRCA1/2-mutated HER2-negative
advanced breast cancer: final overall survival results from the EMBRACA trial. Ann Oncol. 2020;31(11):1526-1535. doi:
10.1016/j.annonc.2020.08.2098

2. EttlJ, Quek RGW, Lee KH, et al., Quality of life with talazoparib versus physician's choice of chemotherapy in patients with advanced
breast cancer and germline BRCA1/2 mutation: patient-reported outcomes from the EMBRACA phase Il trial. Ann Oncol. 2018 Sep
1;29(9):1939-1947. doi: 10.1093/annonc/mdy257. PMID:30124753

3. Hurvitz SA, Gongalves A, Rugo HS, et al., Talazoparib in Patients with a Germline BRCA-Mutated Advanced Breast Cancer: Detailed
Safety Analyses from the Phase Il EMBRACA Trial. Oncologist. 2020 Mar;25(3):e439-e450. doi: 10.1634/theoncologist.2019-0493.
Epub 2019 Nov 25.

4. Litton JK, Rugo HS, Ettl J, et al. Talazoparib in Patients with Advanced Breast Cancer and a Germline BRCA Mutation. N Engl J Med

2018; 379:753-763 DOI: 10.1056/NEJM0a1802905.
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CDK4/6 Inhibitors beyond Progression

postMONARCH (Phase Ill)

MAINTAIN (Phase Il)

PACE (Phase Il)

PALMIRA (Phase Il)

n

368

119

166

198

CDK4/6i Palbo = Abema (59%) Palbo > Ribo (86%) Palbo = Palbo (93%) Palbo = Palbo (100%)
Ribo = Abema (33%) Ribo = Ribo (14%) Ribo = Palbo (4%)
Abema > Abema (8%) Abema = Palbo (3%)

Endocine therapy Al > Fulvestrant (100%) Al = Fulvestrant (83%) | Al = Fulvestrant (100%) | Al - Fulvestrant (88%)

Fulvestrant = Al (27%)

Fulvestrant = Al (12%)

initial treatment
duration

71%

67%

78%

85%

212 months

Median PFS ET alone | 5.3 (3.7-5.6) mo 2.76 (2.66-3.25) mo 4.8 (2.1-8.2) mo 3.6 (2.7-4.2) mo
Median PFS ET + 6.0 (5.6-8.6) mo 5.29 (3.02-8.12) mo 4.6 (3.6-5.9) mo 4.2 (3.5-5.8) mo
CDK4/6i beyond

progression

HR 0.73 (0.57-0.96) 0.57 (0.39-0.95) 1.11 (0.74-1.66) 0.8 (0.6-1.1)
p-value 0.02 0.006 0.62 (ns) 0.206 (ns)

Kalinsky K, Accordino MK, Chiuzan C, et al. Randomized Phase Il Trial of Endocrine Therapy With or Without Ribociclib After
Progression on Cyclin-Dependent Kinase 4/6 Inhibition in Hormone Receptor-Positive, Human Epidermal Growth Factor Receptor 2-

Negative Metastatic Breast Cancer: MAINTAIN Trial. J Clin Oncol. 2023;20;41(24):4004-4013.

E. Mayer, Y. Ren, N. Wagele, et al., PACE: Palbociclib after CDK and endocrine Therapy a randomized phase Il study of fulvestrant +/-
palbociclib after progression on CDK4/6 inhibitor for HR+/HER2 Mmtastatic breast cancer . SABCS 2022.

A. Lombart-Cussac, C. Harper-Wynne, A. Perello, et al. Second line endocrine therapy with or without palbociclib maintenance in
patients with HR+/HER2- advanced breast cancer: PALMIRA trial. ASCO 2023.
Kalinsky K et al.: postMONARCH: A phase 3 study of abemaciclib plus fulvestrant versus placebo plus fulvestrant in patients with HR+,

HER2-, metastatic breast cancer following progression on a CDK4 & 6 inhibitor and endocrine therapy.. JCO 40, TPS1117-
TPS1117(2022).
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Gudenestreast  w  CDKA/6i + ET* 1A A o+

= Everolimus

= +Exemestan 1b A +
=+ Tamoxifen / Fulvestrant 2b B +
= + Letrozol 2b B +/-
= CDKA4/6-Inhibitor beyond progression im met. Setting (jeweils 2b B +
mit Wechsel des CDK4/6i und der endokrinen Therapie)
oot ® . Endokrine Monotherapie (Al / Fulvestrant) nach CDK4/6i- 1b B +/-
Vortherapie

* falls nicht in der 1st-line erfolgt

Guidelines
1. Burstein HJ, Somerfield MR, Barton DL, et al. (2021) Endocrine Treatment and Targeted Therapy for Hormone Receptor-Positive,

Human Epidermal Growth Factor Receptor 2-Negative Metastatic Breast Cancer: ASCO Guideline Update. J Clin Oncol 39:3959-3977.
https://doi.org/10.1200/JC0.21.0139

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

CDK4/6i + ET

1. Sonke G, van Ommen A, Wortelboer N et al. Primary outcome analysis of the phase 3 SONIA trial (BOOG 2017-03) on selecting the
optimal position of cyclin-dependent kinases 4 and 6 (CDK4/6) inhibitors for patients with hormone receptor-positive (HR+), HER2-
negative (HER2-) advanced breast cancer (ABC). J Clin Oncol. 2023;41, 17S. LBA1000

2. Slamon DJ, Neven P, Chia S, et al. Ribociclib plus fulvestrant for postmenopausal women with hormone receptor-positive, human
epidermal growth factor receptor 2-negative advanced breast cancer in the phase Il randomized MONALEESA-3 trial: updated overall
survival. Ann Oncol 32:1015-1024, 2021

3. Sledge GW Jr, Toi M, Neven P, et al. The Effect of Abemaciclib Plus Fulvestrant on Overall Survival in Hormone Receptor-Positive,

ERBB2-Negative Breast Cancer That Progressed on Endocrine Therapy-MONARCH 2: A Randomized Clinical Trial. JAMA Oncol
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6(1):116-124, 2020

4. Cristofanilli M, Rugo HS, Im SA, et al. Overall Survival with Palbociclib and Fulvestrant in Women with HR+/HER2- ABC: Updated
Exploratory Analyses of PALOMA-3, a Double-blind, Phase Ill Randomized Study. Clin Cancer Res. 2022 Aug 15;28(16):3433-3442. doi:
10.1158/1078-0432.CCR-22-0305

Exemestane and everolimus (vs. exemestane alone)
1. Baselga J, Campone M et al. Everolimus in postmenopausal hormone-receptor-positive advanced breast cancer. N Engl J
Med.;366(6):520-9. 2012

Tamoxifen / Fulvestrant and everolimus

1. Bachelot T, Bourgier C, Cropet C et al. Randomized Phase Il Trial of Everolimus in Combination With Tamoxifen in Patients With
Hormone Receptor-Positive, Human Epidermal Growth Factor Receptor 2-Negative Metastatic Breast Cancer With Prior Exposure to
Aromatase Inhibitors: A GINECO Study. J Clin Oncol 2012; 30: 2718-2724.

2. Kornblum N, Zhao F, Manola J, et al. Randomized Phase Il Trial of Fulvestrant Plus Everolimus or Placebo in Postmenopausal Women
With Hormone Receptor-Positive, Human Epidermal Growth Factor Receptor 2-Negative Metastatic Breast Cancer Resistant to
Aromatase Inhibitor Therapy: Results of PrE0102. J Clin Oncol. 2018 Jun 1;36(16):1556-1563. doi: 10.1200/JC0.2017.76.9331. Epub
2018 Apr 17. PMID: 29664714; PMCID: PMC7186582.

Letrozole and everolimus

1. Royce M, Bachelot T, Villanueva C et. al. Everolimus Plus Endocrine Therapy for Postmenopausal Women With Estrogen Receptor-
Positive, Human Epidermal Growth Factor Receptor 2-Negative Advanced Breast Cancer: A Clinical Trial. JAMA Oncol 4(7):977-984,
2018

CDK4/6i beyond progression

1. Kalinsky K, Accordino MK, Chiuzan C, et al. Randomized Phase Il Trial of Endocrine Therapy With or Without Ribociclib After
Progression on Cyclin-Dependent Kinase 4/6 Inhibition in Hormone Receptor-Positive, Human Epidermal Growth Factor Receptor 2-
Negative Metastatic Breast Cancer: MAINTAIN Trial. J Clin Oncol 20;41(24):4004-4013, 2023K.L.

Endocrine monotherapy after CDK 4/6i-therapy




1. Bidard FC, Kaklamani VG, Neven P, et al. Elacestrant (oral selective estrogen receptor degrader) Versus Standard Endocrine Therapy
for Estrogen Receptor-Positive, Human Epidermal Growth Factor Receptor 2-Negative Advanced Breast Cancer: Results From the
Randomized Phase IIl EMERALD Trial. Clin Oncol 40(28):3246-3256, 2022

2. Kalinsky K, Accordino MK, Chiuzan C, et al. Randomized Phase Il Trial of Endocrine Therapy With or Without Ribociclib After
Progression on Cyclin-Dependent Kinase 4/6 Inhibition in Hormone Receptor-Positive, Human Epidermal Growth Factor Receptor 2-
Negative Metastatic Breast Cancer: MAINTAIN Trial. J Clin Oncol 20;41(24):4004-4013, 2023.
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Therapien 2 2te Linie und héher beim HR+ / HER2-negativen,

metastasierten Mammakarzinom
(Nachweis von therapierelevanten Mutationen / Alterationen notwendig)

Oxford

LoE GR AGO

ESR1-mutiert und Z.n. CDK 4/6i-Therapie:

Elacestrant* 1b B +

Imlunestrant* 1b B +
PIK3CA-mutiert

Alpelisib + Fulvestrant 1b B +/-
Nachweis von PIK3CA/AKT1 oder PTEN-Alterationen

Capivasertib + Fulvestrant 1b B +
gBRCA-mutiert

Olaparib 1b A +

Talazoparib 1b A +
Olaparib bei

gPALB2 2b B .

SBRCA 2b B +/-

* bevorzugt bei lingerem Ansprechen auf vorheriger CDK 4/6i-Therapie

1. Burstein HJ, Somerfield MR, Barton DL, et al. (2021) Endocrine Treatment and Targeted Therapy for Hormone Receptor-Positive,
Human Epidermal Growth Factor Receptor 2-Negative Metastatic Breast Cancer: ASCO Guideline Update. J Clin Oncol 39:3959-3977.
https://doi.org/10.1200/JC0.21.0139

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

ESR-1 mutated and previous CDK 4/6i therapy

1. Bidard FC, Kaklamani VG, Neven P et al. Elacestrant (oral selective estrogen receptor degrader) Versus Standard Endocrine Therapy
for Estrogen Receptor-Positive, Human Epidermal Growth Factor Receptor 2-Negative Advanced Breast Cancer: Results From the
Randomized Phase IIl EMERALD Trial. J Clin Oncol. 40(28):3246-3256, 2022

K.L. Jhaveri, P. Neven, M.L. Casalnuovo, Imlunestrant with or without Abemaciclib in Advanced Breast Cancer, New England Journal of
Medicine 2024, DOI: 10.1056/NEJM0a2410858

Jhaveri K, Neven P, Casalnuovo ML, et al. Imlunestrant with or without Abemaciclib in Advanced Breast Cancer: Updated efficacy
results from the phase 3 EMBER 3 trial. GS3-08, SABCS 2025

3.
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PIK3CA mutated:

1.

André F, Ciruelos E, Rubovszky G, et al. Alpelisib for PIK3CA-Mutated, Hormone Receptor-Positive Advanced Breast Cancer. N Engl J
Med 16;380(20):1929-1940, 2019

PIK3CA/AKT1 or PTEN alterations:

1.

Turner NC, Oliveira M, Howell SJ, et al. Capivasertib in Hormone Receptor-Positive Advanced Breast Cancer. N Engl ] Med
388(22):2058-2070, 2023

Oliveira M, Rugo HS, Howell SJ, Capivasertib and fulvestrant for patients with hormone receptor-positive, HER2-negative advanced
breast cancer (CAPItello-291): patient-reported outcomes from a phase 3, randomised, double-blind, placebo-controlled trial, Lancet
Oncol 2024; 25: 1231-44

gBRCA mutated:

Olaparib

1.

Robson M, Im SA, Senkus E, et al. Olaparib for Metastatic Breast Cancer in Patients with a Germline BRCA Mutation. N Engl J Med.
2017;377(6):523-533.

Robson ME, Tung N, Conte P, et al. OlympiAD final overall survival and tolerability results: Olaparib versus chemotherapy treatment
of physician's choice in patients with a germline BRCA mutation and HER2-negative metastatic breast cancer. Ann Oncol. 2019 Apr
1;30(4):558-566. doi: 10.1093/annonc/mdz012. PMID:30689707

Tung N, Robson ME, Nanda R, TBCRC 048 (olaparib expanded) expansion cohorts: Phase 2 study of olaparib monotherapy in patients
(pts) with metastatic breast cancer (MBC) with germline (g) mutations in PALB2 or somatic (s) mutations in BRCA1 or BRCA2. Journal
of Clinical Oncology, Volume 42, Number 16_suppl, https://doi.org/10.1200/JC0.2024.42.16_suppl.1021

Talazoparib

1.

Litton JK, Hurvitz SA, Mina LA et al. Talazoparib versus chemotherapy in patients with germline BRCA1/2-mutated HER2-negative
advanced breast cancer: final overall survival results from the EMBRACA trial. Ann Oncol. 2020;31(11):1526-1535. doi:
10.1016/j.annonc.2020.08.2098

Ettl J, Quek RGW, Lee KH, et al., Quality of life with talazoparib versus physician's choice of chemotherapy in patients with advanced
breast cancer and germline BRCA1/2 mutation: patient-reported outcomes from the EMBRACA phase Il trial. Ann Oncol. 2018 Sep



1;29(9):1939-1947. doi: 10.1093/annonc/mdy257. PMID:30124753
Hurvitz SA, Gongalves A, Rugo HS, et al., Talazoparib in Patients with a Germline BRCA-Mutated Advanced Breast Cancer: Detailed

Safety Analyses from the Phase Il EMBRACA Trial. Oncologist. 2020 Mar;25(3):e439-e450. doi: 10.1634/theoncologist.2019-0493.

Epub 2019 Nov 25.
Litton JK, Rugo HS, Ettl J, et al. Talazoparib in Patients with Advanced Breast Cancer and a Germline BRCA Mutation. N Engl J Med

2018; 379:753-763 DOI: 10.1056/NEJM0a1802905.



Neo Weitere endokrine Therapieoptionen beim HER2-negativen,
metastasierten Mammakarzinom 1te-Linie oder héher

; Smm (wenn keine zielgerichtete oder Kombinationstherapie moglich)
@,;Go? Oxford
EER— LoE GR AGO
e = Fulvestrant 500 mg 1b B +
= Aromataseinhibitor* 1a A +
= Tamoxifen 1a A +
= Fulvestrant 250 mg + Anastrozol 1b B +/-
= ET + Bevacizumab als 1st-line Therapie 1b B +/-
= Frithere endokrine Behandlungslinien wiederholen 5 D +/-

www.ago-online.de

* Keine Hinweise fiir die Uberlegenheit eines einzelnen Aromataseinhibitors

Guidelines
1.

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

Burstein HJ, Somerfield MR, Barton DL, et al. (2021) Endocrine Treatment and Targeted Therapy for Hormone Receptor-Positive,
Human Epidermal Growth Factor Receptor 2-Negative Metastatic Breast Cancer: ASCO Guideline Update. J Clin Oncol 39:3959-3977.
https://doi.org/10.1200/JC0.21.0139

Fulvestrant 500 mg (vs. anastrozole)

1.

Ellis MJ, Llombart-Cussac A, Feltl D, et al. Fulvestrant 500 mg Versus Anastrozole 1 mg for the First-Line Treatment of Advanced Breast
Cancer: Overall Survival Analysis From the Phase Il FIRST Study. J Clin Oncol. 2015;33(32):3781-7

Robertson JFR, Bondarenko IM, Trishkina E, et al. Fulvestrant 500 mg versus anastrozole 1 mg for hormone receptor-positive
advanced breast cancer (FALCON): an international, randomised, double-blind, phase 3 trial. Lancet. 2016 ;388(10063):2997-3005.

Di Leo A, Jerusalem G, Petruzelka L, et al. Final overall survival: fulvestrant 500 mg vs 250 mg in the randomized CONFIRM trial. J Natl
Cancer Inst. 2014;106(1):djt337.

Aromatase inhibitors (3rd generation)*
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1. Gibson L, Lawrence D, Dawson C, et al. Aromatase inhibitors for treatment of advanced breast cancer in postmenopausal women.
Cochrane Database Syst Rev. 2009;(4):CD003370.

2. Xu HB, Liu Y], Li L. Aromatase inhibitor versus tamoxifen in postmenopausal woman with advanced breast cancer: a literature-based
meta-analysis. Clin Breast Cancer. 2011;11(4):246-51.

Bevacizumab plus endocrine treatment as first line

1. Martin M, Loibl S, von Minckwitz G et al. Bevacizumab plus endocrine treatment as first line therapy for advanced disease Phase Il
trial evaluating the addition of bevacizumab to endocrine therapy as first-line treatment for advanced breast cancer: the
letrozole/fulvestrant and avastin (LEA) study. J Clin Oncol. 2015 ;33(9):1045-52.

2. Dickler MN, Barry WT, Cirrincione CT et al. Phase Ill Trial Evaluating Letrozole As First-Line Endocrine Therapy With or Without
Bevacizumab for the Treatment of Postmenopausal Women With Hormone Receptor-Positive Advanced-Stage Breast Cancer: CALGB
40503 (Alliance). J Clin Oncol. 2016;34(22):2602-9.
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Simultane oder sequenzielle
endokrin-zytostatische Behandlung

Simultane endokrin-zytotoxische Therapie

= Hohere Ansprechraten und progressionsfreies UL moglich,
keine Verbesserung des Gesamtiiberlebens

= Kann Nebenwirkungsrate / Toxizitit erhéhen

Endokrine Erhaltungstherapie nach Ansprechen auf eine
Chemotherapie

Endokrine Erhaltungstherapie in Kombination mit

Bevacizumab nach Ansprechen auf eine Chemotherapie mit

Bevacizumab

Oxford
LoE GR AGO
1b A -
2b B +

1. 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

2. Giordano SH, Temin S, Chandarlapaty S, et al. (2018) Systemic Therapy for Patients With Advanced Human Epidermal Growth Factor
Receptor 2-Positive Breast Cancer: ASCO Clinical Practice Guideline Update. J Clin Oncol 36:2736-2740.
https://doi.org/10.1200/JC0.2018.79.2697

Concomitant endocrine-cytotoxic treatment

1. Sledge GW, Hu P, Falkson G, et al. Comparison of chemotherapy with chemohormonal therapy as first-line therapy for metastatic,
hormone-sensitive breast cancer: An eastern cooperative oncology group study. J Clin Oncol 18, 262-266, 2000.

2. Partridge AH, Burstein HJ, Winer EP. Side effects of chemotherapy and combined chemohormonal therapy in women with early-stage
breast cancer. J Natl Cancer Inst Monogr. 2001;(30):135-42.

Maintenance endocrine therapy after chemotherapy induced response

1. Rossi S, Schinzari G, Basso M, et al. Maintenance hormonal and chemotherapy treatment in metastatic breast cancer: a systematic
review. Future Oncol. 2016 May;12(10):1299-307
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2. Sutherland S, Miles D, Makris A. Use of maintenance endocrine therapy after chemotherapy in metastatic breast cancer. Eur J Cancer.
2016 Dec;69:216-222.

Maintenance of bevacizumab plus endocrine therapy:
1. Trédan O, Follana P, Moullet |, et al. A phase lll trial of exemestane plus bevacizumab maintenance therapy in patients with
metastatic breast cancer after first-line taxane and bevacizumab: a GINECO group study. Ann Oncol 2016; 27(6):1020-1029.




neo mBC HER2-negativ / HR-positiv
>7 nach Vorbehandlung

Oxford
©AGOe. V.
in der DGGG e.V. LoE GR AGO
.SOWIS
in der DKG e.\V. Trastuzumab Deruxtecan
Guidelines Breast - nach Chemotherapievorbehandlung und HER2-low 1b A ++
Version 2026.1D - ohne Chemotherapievorbehandlung und nicht fiir weitere endokrin-basierte 1b B +
Therapie geeignet und HER2-low
- nicht fiir weitere endokrin-basierte Therapie geeignet und HER2-ultralow 2b B +/-
Sacituzumab Govitecan* 1b A ++
Datopotamab Deruxtecan* 1b B +
Capecitabin 2b B +
Eribulin 1b B +
Vinorelbin 2b B +
(Peg)-liposomales Doxorubicin 2b B +
Taxan Re-Challenge™ 2b B +
T CIRED Anthrazyklin Re-Challenge** 3b C +
Metronomische Therapie (z. B. Cyclophos. und MTX) 2b B +

* Siehe entsprechenden Zulassungstext hinsichtlich der Vorbehandlung
** Mindestens 1 Jahr rezidivfrei nach adjuvanter Gabe

International consensus
1. 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.

Trastuzumab Deruxtecan

1. Cortés J, Kim S-B, Chung W-P, et al. Trastuzumab deruxtecan versus trastuzumab emtansine for breast cancer. N Engl J Med. 2022 Mar
23;386(12):1143-1154. doi: 10.1056/NEJM0a2115022.

2. ModiS, W. Jacot, T Yamashita et al. Trastuzumab Deruxtecan in Previously Treated HER2-Low Advanced Breast Cancer. N Engl J Med.
2022 Jul 7;387(1):9-20

3. Modi, Jacot W, Iwata H et al. (2023) Trastuzumab Deruxtecan(T-DXd) Versus Treatment of Physician’s Choice (TPC) in Patients With
HER2-Low Unresectable and/or Metastatic Breast Cancer: Updated Survival Results of the Randomized, Phase 3 DESTINY-Breast04
Study, ESMO 2023; Modi S et al. Nat Med. 2025. Published online

4, Bardia A, Hu X, Dent R, et al. Trastuzumab deruxtecan after endocrine therapy in metastatic breast cancer. N Engl J Med.
2024;391(22).

Sacituzumab Govitecan



1. Rugo HS, Bardia A, Marmé F et al. (2023) Overall survival with sacituzumab govitecan in hormone receptor-positive and human
epidermal growth factor receptor 2-negative metastatic breast cancer (TROPiCS-02): a randomised, open-label, multicentre, phase 3

trial. Lancet 402(10411):1423-1433.

Capecitabine
1. Fumoleau P, Largillier R, Clippe C, et al. Multicentre, phase Il study evaluating capecitabine monotherapy in patients with

anthracycline- and taxane-pretreated metastatic breast cancer. Eur J Cancer. 2004;40(4):536-542.

Eribulin

1. Lick H-J, Schmidt M, Hesse Tet al. (2023) Incidence and Resolution of Eribulin-Induced Peripheral Neuropathy (IRENE) in Locally
Advanced or Metastatic Breast Cancer: Prospective Cohort Study. Oncologist 28(12):e1152-e1159. d0i:10.1093/oncolo/oyad191

2. Cortes J, O'Shaughnessy J, Loesch D, et al. Eribulin monotherapy versus treatment of physician's choice in patients with metastatic
breast cancer (EMBRACE): a phase 3 open-label randomised study. Lancet. 2011;377:914-23.

3. Twelves C, Cortes J, Vahdat L, et al. Efficacy of eribulin in women with metastatic breast cancer: a pooled analysis of two phase 3
studies. Breast Cancer Res Treat. 2014;148:553-61.

4. Scarpace SL. Eribulin mesylate (E7389): review of efficacy and tolerability in breast, pancreatic, head and neck, and non-small cell
lung cancer. Clin Ther. 2012;34(7):1467-73.

5. Pivot X, Im SA, Guo M, Marmé F. Subgroup analysis of patients with HER2-negative metastatic breast cancer in the second-line
setting from a phase 3, open-label, randomized study of eribulin mesilate versus capecitabine. Breast Cancer. 2018;25(3):370-374.

6. Ohtani S, Nakayama T, Yoshinami T, et al. Bi-weekly eribulin therapy for metastatic breast cancer: a multicenter phase Il prospective
study (JUST-STUDY). Breast Cancer. 2018;25(4):438-446.

Taxane re-challenge
1. Guo X, Loibl S, Untch M, et al. Re-Challenging Taxanes in Recurrent Breast Cancer in Patients Treated with (Neo-) Adjuvant Taxane-
Based Therapy. Breast Care (Basel). 2011;6(4):279-283.

Anthracycline re challenge
1. Twelves C, Jove M, Gombos A, et al. Cytotoxic chemotherapy: Still the mainstay of clinical practice for all subtypes metastatic breast
cancer. Crit Rev Oncol Hematol. 2016. pii: $1040-8428(16)30021-X. doi: 10.1016/j.critrevonc.2016.01.021. [Epub ahead of print]




Review.

Metronomic chemotherapy

1. Munzone E, Regan MM, Cinieri Set al. (2023) Efficacy of Metronomic Oral Vinorelbine, Cyclophosphamide, and Capecitabine vs
Weekly Intravenous Paclitaxel in Patients With Estrogen Receptor-Positive, ERBB2-Negative Metastatic Breast Cancer: Final Results
From the Phase 2 METEORA-II Randomized Clinical Trial. JAMA Oncol 9(9):1267-1272. doi:10.1001/jamaoncol.2023.2150

2. Yin W, Pei G, Liu G, et al. Efficacy and safety of capecitabine-based first-line chemotherapy in advanced or metastatic breast cancer: a
meta-analysis of randomised controlled trials. Oncotarget 2015;36:39365-72.

3. Yoshimoto M, Takao S, Hirata M, et al. Metronomic oral combination chemotherapy with capecitabine and cyclophosphamide: a
phase Il study in patients with HER2-negative metastatic breast cancer. Cancer Chemother Pharmacol. 2012;70(2):331-8.

4. Fedele P, Marino A, Orlando L, et al. Efficacy and safety of low-dose metronomic chemotherapy with capecitabine in heavily
pretreated patients with metastatic breast cancer. Eur J Cancer. 2012;48(1):24-9.

5. Addeo R, Sgambato A, Cennamo G, et al. Low-dose metronomic oral administration of vinorelbine in the first-line treatment of
elderly patients with metastatic breast cancer. Clin Breast Cancer. 2010;10(4):301-6.

6. Colleoni M, Orlando L, Sanna G, et al. Metronomic low-dose oral cyclophosphamide and methotrexate plus or minus thalidomide in
metastatic breast cancer: antitumor activity and biological effects. Ann Oncol. 2006;17(2):232-8.

7. Krajnak S, Schnatz C, Almstedt K et al. Low-dose metronomic chemotherapy as an efficient treatment option in metastatic breast
cancer-results of an exploratory case-control study. Breast Cancer Res Treat 2020; 182 (2): 389-399.
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mBC - HER2-Negative / HR-Positive*

Destiny-Breast 06 Destiny-Breast 04 Tropics 02 Tropion01
HR+/HER2-low: n = 713 HR+/HER2-low: n = 557 HR+/HER2-negative: n =543 HR+/HER2-negative n = 732
HR+/HER2-ultralow: n = 152
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no prevoius CTX for mBC 60%: 1 prior line of CTX 2%: 1 prior line of CTX 64%: 1 prior line
40%: > 1 prior line of CTX  41%: 2 prior lines of CTX 36%: 2 prior lines

57%: > 2 prior lines of CTX 0%: > 2 prior olines

13.2 (HER2-low)
13.2 (ITT) 9.6 5.5 6.9
13.2 (HER2-ultralow)

0.62 (HER2-low)

0.64 (ITT) 0.37 0.66 0.64
239 14.4
www.ago-online.de
0.83 (n.s.) 0.69 0.79 n.a.
FORSCHEN
LEHREN
HEILEN * Data from different phase 3 studies with differently pretreated patients

ITT: intentio-to-treat population; n.s.: not significant, PFS: Progression free survival, OS: Overall survival

Trastuzumab Deruxtecan

1. Cortés J, Kim S-B, Chung W-P, et al. Trastuzumab deruxtecan versus trastuzumab emtansine for breast cancer. N Engl J Med. 2022 Mar
23;386(12):1143-1154. doi: 10.1056/NEJM0a2115022.

2. ModiS, W. Jacot, T Yamashita et al. Trastuzumab Deruxtecan in Previously Treated HER2-Low Advanced Breast Cancer. N Engl J Med.
2022 Jul 7;387(1):9-20

3. Modi, Jacot W, Iwata H et al. (2023) Trastuzumab Deruxtecan(T-DXd) Versus Treatment of Physician’s Choice (TPC) in Patients With
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