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Oxford Levels of Evidence (LoE)
LoE Therapy / Prevention, Aetiology / Harm Prognosis

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

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

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

1c All or none All or none case-series

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

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

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

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

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

3b Individual Case-Control Study

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

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

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

A consistent level 1 studies 

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

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

D level 5 evidence or troublingly inconsistent or inconclusive 
studies of any level



www.ago-online.de

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

   Guidelines Breast 
   Version 2026

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 
Triple Negative Breast Cancer (TNBC) 

§ Versions 2002–2025: 
Albert / Bischoff / Dall / Fehm / Fersis / Friedrichs / Harbeck / Hartkopf /
Jackisch / Janni / Kolberg-Liedtke / Loibl / Lüftner / Lux / von Minckwitz 
/ Möbus / Müller / Park-Simon / Rody / Schaller / Scharl / Schmidt / 
Schmutzler / Schmidt / Schneeweiss / Schütz / Stickeler / Thill / 
Thomssen / Untch

§ Version 2026:
Bauerfeind / Thill
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Triple-negative Metastatic Breast Cancer

Atezo, atezolizumab; ADC, antibody drug conjugate; CPS, combined positive score; CTx, chemotherapy; Dato-DXd, Datopotamab Deruxtecan;  gBRCAmut, germline BRCA mutated; gBRCAwt, germline BRCA wild type; 
mo, months; neg, negative; nPac, nab-paclitaxel; PARPi, PARP inhibitor;  Pembro, pembrolizumab; PD-L1, programmed cell death ligand 1; pos, positive; TFI, treatment-free interval (not pretreated with checkpoint 
inhibitor); aPembro: CPS < 10 (neg) oder CPS ≥ 10 (pos), Atezo: IC < 1% (neg),  IC ≥ 1% (pos); bincluding PD-L1 positive if checkpoint inhibition is not an option; colaparib also in case of germline PALB2 mutation 
(AGO+) or somatic BRCA1/2 mutation (AGO+/-); dnPac, Pac or Carboplatin + Gemcitabin; eBevacizumab combined with paclitaxel or capecitabine; fuse of compounds or regimens not previously used.

Determine: 
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§ 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. 

GR: A AGO: ++

Metastatic Breast Cancer
Systemic Therapy
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§ Mono-Chemotherapy: 
§ 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 
compounds not proven 

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

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

Chemotherapy of Metastatic Breast Cancer
Therapeutic Aims
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Oxford

LoE GR AGO

§ As long as therapeutic index* remains positive 1a A ++
§ 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

Metastatic Breast Cancer
Duration of Systemic Therapy

* Therapeutic index evaluates overall efficacy, toxicity, and impact on quality of life
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Systemic Therapy in mBC
General Considerations

§ Participation in clinical trials is recommended

§ The choice of systemic therapy depends on:
§ 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

§ Co-morbidities (including organ dysfunction)

§ Patient preferences and expectations 

AGO: ++
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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) 1a A ++

Response to prior therapy 2b B ++

§ Oral SERDs Autocrine receptor mutation (ESR1) (metastases, 
plasma)

1b B ++

§ Alpelisib / Inavolisib PIK3CA mutation (prim. tumor, metastases, 
plasma)

1b A ++

§ Capivasertib PIK3CA, AKT1, PTEN alterations (primary tumor, 
metastases, plasma)

1b A +

§ Trastuzumab Deruxtecan HER2-low/-pos. (prim. tumor, better: metastasis)
HER2-ultralow (prim. tumor, better: metastasis)

1b
2b

A
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 
(primary tumor or metastasis)

1b B ++

MSI/TMB 3 C +
§ PARP-Inhibitors gBRCA1/2-mutation

sBRCA1/2/gPALB2
1a
2b

A
B

++
+
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Triple Negative mBC
1st Line, PD-L1 Positive, Independent of Germline Mutations in gBRCA 1/2 

or gPALB2 
Oxford

LoE GR AGO

§ Pembrolizumab + Chemotherapy* first-line PD-L1 CPS ≥ 10# (if TFI ≥ 6 
months)

1b B ++

§ Pembrolizumab + Sacituzumab Govitecan PD-L1 CPS ≥ 10# (if TFI ≥ 6 
months)

1b B +

§ Atezolizumab + nab-Paclitaxel first-line PD-L1 IC ≥ 1# (if TFI ≥ 12 
months)

1b B +

§ Atezolizumab + Paclitaxel first-line PD-L1 IC ≥ 1# 1b B -

§ Pembrolizumab monotherapy (after chemotherapy w/o previous 
immune oncology based therapy) in case of CPS ≥ 20#

1b B +/-

§ Re-challenge after neo-/adjuvant therapy of immune checkpoint 
inhibitors

5 D +/-

# (see chapter „Pathology“)
* nab-Paclitaxel or Paclitaxel or Carboplatin / Gemcitabine 
TFI = therapy-free interval
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Oxford

LoE GR AGO
§ Datopotamab Deruxtecan 1ba Ba +
§ Sacituzumab Govitecan (TFI ≥ 6 months) 1b B +
§ Paclitaxel (weekly) +/- Bevacizumab 2b B +
§ Capecitabine +/- Bevacizumab 2b B +
§ Nab-Paclitaxel / Carboplatin (vs. Carbo / Gem) 1b B +
§ Carboplatin / Gemcitabine 1b B +
§ Nab-Paclitaxel +/- Bevacizumab 2b B +/-
§ Carboplatin (vs. Docetaxel) 1b B +/-
§ Eribulin 1b B +/-

* according to approval, TFI = therapy free intervall

Triple negative mBC 
1st -line, PD-L1 Negative or Checkpoint-inhibitor no Option, independent of Germline 

Mutations gBRCA 1/2mt or gPALB2mt* 
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Triple negative mBC
1st-Line, PD-L1-, independent of gBRCA 1/2mt or gPALB2mt*

(Cortés J et al., NEJM 2025; Dent R et al.,  ESMO 2025, #LBA21)

Datopotamab Deruxtecan Sacituzumab-Govitecan

Trial TROPION-Breast02
mTNBC: n = 644
Datopotamab Deruxtecan vs. TPC 
(Nab-Paclitaxel, Paclitaxel, Eribulin, 
Carboplatin, Capecitabine)

ASCENT-03
mTNBC: n = 558
Sacituzumab govitecan vs. TPC (Paclitaxel. 
nab-Paclitaxel, Gemcitabine / Carboplatin)

TFI De novo: 34 vs. 34%
Prior TFI 0-12 months: 21 vs. 21%
Prior TFI 0-6 months: 15 vs. 16%
Prior TFI > 12 months: 46 vs. 45%

De novo: 31 vs. 32%
Prior TFI 6-12 months: 66 vs. 67%
Prior TFI > 12 months 48 vs. 48%

Median PFS (months) 10.8 vs. 5.6 mo (BICR)
9.6 vs. 5.2 months (investigator assessed)

9.7 vs. 6.9 (BICR)
9.6 vs. 6.8 (investigator assessed)

Hazard ratio for PFS 0.57 (BICR) 
0.56 (investigator assessed) 

0.62 (BICR)
0.64 (investigator assessed)

Median OS (months) 23.7 vs. 18.7 21.5 vs. 20.2

Hazard ratio for OS 0.79 (sign.) 0.98

ORR 62.5 vs. 29.3% 48 vs. 46%

Crossover allowed No Yes
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Oxford

LoE GR AGO

§ Sacituzumab Govitecan* 1b A ++
§ Trastuzumab Deruxtecan (in HER2 low) 2b C +
§ Carboplatin +

§ Gemcitabine 1b A +
§ Nab-Paclitaxel 2b B +
§ Paclitaxel 2b B +

§ Carboplatin 1b B +
§ Eribulin 2a B +
§ Capecitabine 2b B +

§ Doxorubicin, Epirubicin, Peg-liposomal Doxorubicin(Alip) if no pre-
treatment with antracyclin

2b B +

§ Pembrolizumab Mono (PD-L1+ CPS ≥ 20) 2b B +
* According to approval

Triple negative mBC
2nd-line, PD-L1 Negative, independent of Germline Mutations gBRCA 1/2mt or 

gPALB2mt
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Oxford

LoE GR AGO
Dependent on prior therapy (substance)
§ Sacituzumab Govitecan* 1b A ++
§ Trastuzumab Deruxtecan (if HER2 low) 2b C +
§ Pembrolizumab Mono (PD-L1+ CPS ≥ 20) 2b B +
§ Eribulin 2a B +
§ Carboplatin 2b B +
§ Vinorelbin 2b B +
§ Capecitabine 2b B +

§ Doxorubicin, Epirubicin, Peg-liposomal Doxorubicin(Alip) if no pre-
treatment with antracyclin

2b B +

* According to approval 

Triple negative mBC
≥ 3rd-line, independent of Germline Mutations gBRCA 1/2mt or gPALB2mt
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Oxford

LoE GR AGO

§ Carboplatin (vs. Docetaxel) (if Platin-naive) 1b B +
§ PARP-inhibitors

§ BRCA 1/2 mutations
§ Olaparib 2b B ++
§ Talazoparib 2b B ++

§ gPALB2
§ Olaparib 2b B +

§ sBRCA 1/2 
§ Olaparib 2b B +/-

Triple negative mBC
BRCA 1/2mt or PALB2mt 


