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LoE

1a

1b

1c

2a

2b

2c

3a

3b

Therapy / Prevention, Aetiology / Harm

Systematic review (with homogeneity) of randomised controlled trials

Individual randomised controlled trials (with narrow Confidence
Interval)

All or none

Systematic review (with homogeneity) of cohort studies

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

"Outcomes" Research; Ecological studies

Systematic review (with homogeneity) of case-control studies

Individual Case-Control Study

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

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

Prognosis

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

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

All or none case-series

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

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

"Outcomes" Research

Case-series (and poor quality prognostic cohort studies)

Expert opinion without explicit critical appraisal, or based on physiology, bench
research or "first principles"
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B consistent level 2 or 3 studies or extrapolations from level 1
studies

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

D level 5 evidence or troublingly inconsistent or inconclusive

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

++

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

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

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

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

This investigation or therapeutic intervention is of clear disadvantage for
patients and should be avoided or omitted in any case.
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Systemic Therapy in Metastatic and Local
Advanced HR+/HER2- Breast Cancer

= Versions 2002-2025:
Albert / Banys-Paluchowski / Bischoff / Dall / Fasching / Fehm / Fersis /
Friedrich / Gerber / Hartkopf / Huober / Janni / Jonat / Kaufmann /
Kolberg-Liedtke / Loibl / Luftner/ Liick / Lux / von Minckwitz / Mdbus /

Miiller / Mundhenke / Nitz / Schmidt / SchneeweiR / Schiitz / Stickeler /
Thill / Untch / Witzel / Wockel

= Version 2026:
Loibl / Untch
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Standard therapy gBRCA1/2 mutation

(also in case of imminent PARP inhibitore

organ failure)

CDKA4/6i + Al= or CDK4/6i +
fulvestranta '

m CDKA4/6i +

Response > 6 months

Endocrine

CDKa4/6i after PD resistance and

o
ETx2 Switch of CDK4/6i and ETx no CTx for mBC "q&,'
£ N
Longer response and =
ESR1 mutation T-DXd (HER2-low) o Alter-
Endocrine resistance and El trant 'a:: native
. acestran
PIK3CA mutation m‘ - g- CTx
| imlunestrant | Endocrine 5 ol
Inavolisib + palbociclib + resistance and b ADC
fulvestrant2 PIK3CA/AKT1/PTEN CTx for mBC S
alteration L \—
Q
Capivasertib + Fulvestrant2 8
Imminent organ failure T-DXd (HER2-low)
and lack of endocrine PIK3CA mutation m . i
itivit Sacituzumab
SETSILY Alpelisib + Fulvestrant govitecan
AGOLE CTx combination Datopotamab '
m or single agent CTx Endocrine resistance Deruxtecan
CTx + bevacizumab®r CTx +/- bevacizumab®
ADC, antibody drug conjug: Al, arc ase inhibitor; CDK4/6i, CDK4/6 inhibitor; CTx, chemotherapy; ETx, endocrine therapy; gBRCA1/2 mutation, germline BRCA1/2 mutation; HER2, human epidermal growth

factor receptor 2; HR, hormone receptor; incl., including; mBC, metastatic breast cancer; PD, progressive disease; T-DXd, trastuzumab deruxtecan; ?if premenopausal add ovarian function suppression;

bbevacizumab + paclitaxel or bevacizumab + capecitabine; olaparib also in case of germline PALB2 mutation (GO+) or somatic BRCA1/2 mutation (AGO+/-); Yuse of compounds or regimens not previously used.
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Metastatic Breast Cancer
Systemic therapy

GR: A AGO: ++

Evaluate compliance before and during therapy (especially in patients of
older age, with reduced performance status, or significant co-morbidities

and secondary primaries).

Assess subjective and objective toxicities, symptoms, and performance as
well as quality of life (Qol) status repeatedly.

Use dosages according to published protocols.

Assess tumor burden at baseline and approx. every 2 months, i.e. every 2-4
cycles. In slowly growing disease, longer intervals are acceptable.



~=<  Chemotherapy of Metastatic Breast Cancer
& Therapeutic Aims

20=00=330%

©AGOe. V. Oxford LoE: 1b GR: A AGO: ++
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Mono-Chemotherapy:
Guidelines Breast . TP *
pisines Sross Favorable therapeutic index
= Indicated in case of

= Slow, not life-threatening progression
= Insensitivity to or progression during endocrine therapy

Poly-Chemotherapy:
= Unfavorable therapeutic index

= Indicated to achieve rapid remission in the case of
= Extensive symptoms
= Visceral crisis (ABC-5 definition)

= Survival benefit in comparison to sequential single-agent therapies with the same
www.ago-online.de compounds not proven

FOR:
I I
HEILI

* Therapeutic index evaluates overall efficacy, toxicity, and impact on quality of life



Mo Metastatic Breast Cancer
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Duration of Systemic Therapy
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sowie
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Guidelines Breast LOE GR AGO
Version 2026.1E . . . ..
= As long as therapeutic index® remains positive la A Sis
= Treatment until progression 2b B +
* Treatment until best response 2b B +/-
= Change to alternative regimen before progression 2b B +/-
= Stop current therapy in case of 1c A ++

=  Progression
= Non tolerable toxicity

= Patient request
www.ago-online.de

FORSCIHIEN
LEFIREN
HEILEN

* Therapeutic index evaluates overall efficacy, toxicity, and impact on quality of life



= Systemic Therapy in mBC
> General Considerations

©AGOe. V. AGO ++
s = Participation in clinical trials is recommended
in der DKG e.V.
Guidelines Breast = The choice of systemic therapy depends on:

Version 2026.1E

= Expression of ER/PR, HER2, PD-L1; alterations in ESR1, PIK3CA, AKT, PTEN, gBRCA,
SBRCA, gPALB2; MSI, TMB, NTRK fusions, and other factors (NGS panel preferred)

= Prior therapies (and their toxicities)
= Disease-free interval after end of adjuvant treatment
= Progression-free interval achieved by the previous line of therapy
= Disease aggressiveness and localization of metastases
= Estimated life expectancy
www.ago-online.de = Co-morbidities (including organ dysfunction)

= Patient preferences and expectations
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Palliative Care

All patients should be offered palliative care after the diagnosis of a non-
curable cancer, regardless of whether a tumour-specific therapy is carried
out.

In patients with incurable disease advance care planning (incl. advance
directive) should be recommended.

Specialized palliative care should be integrated into oncological decision-
making processes, e.g. by participating in interdisciplinary tumor
conferences.

Patients with incurable cancer who are cared for in structures of
specialized palliative care (palliative care ward, specialized outpatient care
such as SAPV) should have access to oncological councelling.

https://www.leitlinienprogramm-onkologie.de/leitlinien/palliativmedizin/
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Treatment of Metastatic Breast Cancer
Markers to Determine Treatment Indications

Oxford
Therapy Factor LoE GR AGO
. Endocrine therapy ER / PR (prim. tumor, better: metastasis) la A ++
Response to prior therapy 2b B ++
=  Oral SERDs Autocrine receptor mutation (ESR1) (metastases, 1b B ++
plasma)
= Alpelisib / Inavolisib PIK3CA mutation (prim. tumor, metastases, plasma) 1b A ++
= Capivasertib PIK3CA, AKT1, PTEN alterations (primary tumor, 1b A +
metastases, plasma)
=  Trastuzumab Deruxtecan HER2-low/-pos. (prim. tumor, better: metastasis) 1b A ++
HER2-ultralow (prim. tumor, better: metastasis) 2b B +/-
=  Chemotherapy Response to prior therapy 1b A ++
=  Anti-HER2-therapy HER2 (prim. tumor, better: metastasis) 1a A ++
= Checkpoint-Inhibitors PD-L1 positivity” (IC, CPS) in TNBC 1b B ++
(primary tumor or metastasis)
MSI/TMB 3 C +
= PARP-Inhibitors 8BRCA1/2-mutation la A ++

SBRCA1/2/gPALB2 2b B +
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Endocrine-based and targeted Therapy of
Metastatic Breast Cancer

Endocrine-based therapy is the first treatment option in patients with
hormone receptor (HR) positive / HER2-negative metastatic breast cancer.

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

Impending organ failure and / or symptomatic visceral metastases do not
necessarily represent an indication for chemotherapy, and endocrine-based
therapy can be used endocrine-sensitive disease preferentially.

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

Caveat: Receptor status-may change during the course of disease.
Histology of recurrent site should be obtained whenever possible.



Neo Comparison ER / PR and HER2
G| Metastasis vs. Primary Tumor (n = 5.521)

<
!
:

>

©AGO 6. V. Meta-analysis based on 39 (mostly retrospective) analyses, exclusively comparing
in derDGGG e.V. primary tumor and metastasis (no lymph nodes):
in der DKG e.V.

Guidelines Breast

Vel SIS Pooled discordance proportions were:

= 19,3% (95 % Cl 1/4 15.8% to 23.4%) for ER
= 30,9% (95% CI1/4 26.6% to 35.6%) for PR
= 10,3% (95% Cl 1/4 7.8% to 13.6%) for HER2

Pooled proportions of tumors shifting from positive to negative
= 22.5% (95% Cl = 16.4% to 30.0%) for ER

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

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

Pooled proportions of tumors shifting from negative to positive
www.ago-online.de =  21.5% (95% Cl =18.1% to 25.5%) for ER
= 15.9% (95% Cl=11.3% to 22.0%) for PR
= 9.5%(95% Cl=7.4% to 12.1%) for HER2
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Endocrine Therapy (ET)
General Considerations

Wi ithin all lines of treatment, treatment options should consider prior
endocrine therapies, age and comorbidities as well as the respective
approval status.

Premenopausal patients treated with GnRH analogues or after
ovarectomy can be treated like postmenopausal patients.

In this chapter, the recommendations refer to pre- and postmenopausal
women, unless menopausal status is explicitly mentioned (in
premenopausal patients, the combination with GnRH analogues is usually
carried out).



o Metastatic Breast Cancer
: > Endocrine resistance

©AGOe. V. . . .
in der DGGG e.V. Primary endocrine resistance:

sowie
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= Relapse within 2 years of adjuvant endocrine treatment (ET)
Guidelines Breast
Version 2026.1E = Progressive disease within first 6 months of first-line ETx for MBC

Secondary (required) endocrine resistance:

= Relapse while on adjuvant ET but after the first 2 years or a relapse
within 12 months after completing adjuvant ET

= PD 2 6 months after initiation of ET for MBC

www.ago-online.de



e Endocrine Therapy in Premenopausal Patients
=4 with HR+, HER2-Negative Metastatic Breast Cancer

20=00=330%
\{

®AGOe. V. Oxford
isnosv?; DGGGe.V.
in der DKG e.V. LoE GR AGO
Vesons26 1t ® 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 +
www.ago-oniine.de = Aromataseinhibitors without OFS 3 D -
FORSCHIEN

LEFIREN
HEILEN



Endocrine-Based Therapy with CDK4/6-Inhibitor for

re o
Postmenopausal Patients with HR-positive, HER2-Negative
I ) MAMMA
‘A Metastatic Breast Cancer
©AGOe. V. Oxford
in der DGGG e.V.
sowie LoE GR AGO
in der DKG e.V.
Guidelines Breast = Ribociclib
Version 2026.1E
® + non-steroidal Al 1b A ++
* + Fulvestrant 1b A ++
=  Abemaciclib
® + non-steroidal Al 1b A +
* + Fulvestrant 1b A ++
= Palbociclib
o " + non-steroidal Al 1b A +
ro'ufscnc'N * + Fulvestrant 1b A +

LEFIREN
FECILEN
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First Line Therapy in HR+ / HER2-negative, Metastatic Breast

Cancer

(with Therapeutic Relevant Mutations / Alterations)

=  PIK3CA-mutated

Inavolisib plus Palbociclib + Fulvestrant*

"= gBRCA-mutated
Olaparib
Talazoparib

Oxford

LoE GR AGO

1b B ++

1b A +
1b A +

* Progress during adjuvant endocrine therapy or within 12 months after adjuvant endocrine therapy
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CDK4/6 Inhibitors beyond Progression

postMONARCH (Phase Ill)

MAINTAIN (Phase 1)

PACE (Phase I1)

PALMIRA (Phase Il)

n

368

119

166

198

CDK4/6i

Palbo > Abema (59%)
Ribo = Abema (33%)
Abema - Abema (8%)

Palbo > Ribo (86%)
Ribo - Ribo (14%)

Palbo = Palbo (93%)
Ribo = Palbo (4%)
Abema - Palbo (3%)

Palbo = Palbo (100%)

Endocine therapy

Al 2 Fulvestrant (100%)

Al = Fulvestrant (83%)
Fulvestrant > Al (27%)

Al = Fulvestrant (100%)

Al = Fulvestrant (88%)
Fulvestrant > Al (12%)

initial treatment
duration
> 12 months

71%

67%

78%

85%

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 +

CDK4/6i beyond
progression

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

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)




~=c| Second-and Subsequent-Line Endocrine-based Therapies for

HR Pos. / HER2-Neg. Metastatic Breast Cancer
(No mutations / alterations required)

Oxford
©AGOe. V.
in der DGGG e.V.
sowie LoE GR AGO
in der DKG e.V.
isomse = CDK4/6i+ ET* 1A A
= Everolimus
= + Exemestane 1b A +
= + Tamoxifen / Fulvestrant 2b B +
" +Letrozole 2b B +/-
= CDKA4/6i beyond progression in metastatic disease (change 2b B +
of CDK4/6i and endocrine therapy)
www.ago-online.de
roescoen ®  Endocrine monotherapy (Al / Fulvestrant) after CDK4/6i- 1b B +/-
:lltI IILQtIr: thera py

* if not given in 1st line setting
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Second- and Subsequent-Line Therapies for HR Pos. / HER2

Neg. Metastatic Breast Cancer (Specific mutations /

Alterations Required)

ESR1-mutated after CDK 4/6i-Therapy:
=  Elacestrant*
=  Imlunestrant*

PIK3CA-mutated
= Alpelisib + Fulvestrant

With PIK3CA/AKT1 or PTEN-Alterations
= Capivasertib + Fulvestrant

gBRCA-mutated
=  Olaparib
=  Talazoparib

Olaparib if mutations in
s gPALB2

m SBRCA

* Especially after longer response on CDK 4/6i-Therapy

Oxford

LoE GR AGO
1b B +
1b B +
1b B +/-
1b B +
1b A +
1b A +
2b B +
2b B +/-
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Further Endocrine Treatment Options for HR Pos. / HER2 Neg. Metastatic

Breast Cancer: First and Subsequent Lines
(in case no combination or targeted therapies are possible)

= Fulvestrant 500 mg

= Aromatase inhibitor*

= Tamoxifen

= Fulvestrant 250 mg + Anastrozole

= ET + Bevacizumab as 1st-line treatment

= Repeat prior endocrine treatments

* There is no evidence for superiority of a single aromatase inhibitor

Oxford

LoE GR AGO

1b B +
1a A +
1a A +
1b B +/-
1b B +/-
5 D +/-
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Concomitant or Sequential
Endocrine-Cytostatic Treatment

Oxford
LoE GR AGO

Concomitant endocrine-cytotoxic treatment 1b A -

= May increase response rate and progression

free interval but not overall survival

= May increase toxicity
Endocrine maintenance therapy after 2b B +
chemotherapy induced response
Endocrine maintenance plus Bevacizumab after 1b B +/-

remission with chemotherapy and bevacizumab



~=<=  mBC - HER2-negative / HR-positive:

[ ,MAMMA
Chemotherapy after pretreatment
< Oxford
©AGOe. V.
in der DGGG e.V. LoE GR AGO
sowie
in der DKG e.V. =  Trastuzumab-Deruxtecan
Guidelines Breast - after prior chemotherapy with HER2-low 1b A ++
Version 2026.1E - without prior chemotherapy and not suitable for further 1b B +
endocrine therapy, with HER2-low
- not suitable for further endocrine therapy, with HER2-ultralow 2b B +/-
=  Sacituzumab Govitecan* 1b A ++
= Datopotamab Deruxtecan* 1b B +
= Capecitabin 2b B +
=  Eribulin 1b B +
= Vinorelbine 2b B +
= (Peg)-liposomal Doxorubicin 2b B +
= Taxane re-challenge** 2b B +
www.ago-online.de = Anthracycline re-challenge** 3b C +
FORSCHEN
LEMREN =  Metronomic therapy (e.g. cyclophos. + MTX) 2b B +

HEILEN
* See approval details for previous therapy

** at least 1 year recurrence free after adjuvant therapy



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
23.9 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



