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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
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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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Neoadjuvant Systemic Therapy

§ Versions 2002–2025: 
Bauerfeind / Blohmer / Costa / Dall / Fasching / Fehm / Fersis / Friedrich / 
Göhring / Harbeck / Heinrich / Huober / Jackisch / Kaufmann / Liedtke / 
Loibl / Lux / von Minckwitz / Müller / Mundhenke / Nitz / Schneeweiss /    
Schütz / Solomayer / Stickeler / Untch / Thill / Thomssen

§ Version 2026:
Witzel / Wöckel
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Strategies for Differentiated 
Systemic Treatment in the Curative Situation

* see prognosis chapter

AGO
If chemotherapy is indicated systemic treatment before surgery (neoadjuvant) should be preferred; 
study participation recommended.

§ HR+ / HER2- and „low recurrence-risk”
§ Endocrine therapy without chemotherapy ++

§ HR+ / HER2- and „high recurrence-risk”
§ Endocrine therapy 
§ Endocrine-based therapy with abemaciclib

++
++

§ Endocrine-based therapy with ribociclib +
§ Patients with indication for chemo-endocrine therapy*

§ Conventionally dosed AT-based chemotherapy (q3w) +
§ Dose dense chemotherapy (including weekly schedule) ++

§ gBRCA1/2mut (HR+ / HER2- or TNBC respectively)
§ Olaparib +/- endocrine therapy

§ Triple-negative (TNBC)

++

§ Conventional dosed AT-based chemotherapy (q3w) +
§ Sequential AT-based chemotherapy (incl. weekly schedule with Pac / Carbo) +
§ Neoadjuvant platinum-containing chemotherapy +
§ Neoadjuvante AT-based and platinum-containing chemotherapy with ICPi (Pembrolizumab) ++
§ (Neo)adjuvant ddEC à Pac / Carbo +

§ HER2+
§ Trastuzumab (plus Pertuzumab in N+ or NACT) ++

§ Sequential AT-based chemotherapy with concurrent T + anti-HER2 therapy ++
§ Anthracycline-free, chemotherapy + anti-HER2 therapy ++
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Therapy of HER2-positive Early Breast Cancer

CNB, core needle biopsy; HR, hormone receptor; pCR, pathological complete response; Pz, Pertuzumab; q3w, every 3 weeks; T-DM1, Trastuzumab emtansine; T-DXd, 
Trastuzumab Deruxtecan; Tz, Trastuzumab; y, year; if HR+ additional adjuvant endocrine therapy.

Tz  + paclitaxel (Tz for 1y)

Tz-based regimen
(Tz for 1y)

PzTz-based regimen 
(PzTz for 1y)

PzTz-based 
regimen

(6-8 cycles)
Surgery

Neratinib 1y
(only HR+, 
Stage II-III)

AGO++

AGO++

AGO++

AGO+

AGO++

AGO+
SurgerycT1 and 

cN0

pT1 and pN0

pT ≥ 2 or pN+

pN0

pN+

cT ≥ 2 
or 

pNCNB+

AGO+/-

AGO++

AGO++

AGO+

pCR
(ypT0/is 

and ypN0)

Tz to complete 1ypCR and 
cN0

pCR and 
cN+

PzTz to
complete 1y

cT4 or
cN ≥ 2 or 

ypN+

no 14 x T-DM1 q3w

14 x T-DXd q3w
AGO+

non-
pCR

AGO++

yes
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Neoadjuvant Systemic Chemotherapy
Clinical Benefit

Oxford

LoE GR

§ Leads to improvement of prognosis by individualization of neoadjuvant and 
post-neoadjuvant therapy

1b A

§ Survival is similar after neoadjuvant (preoperative, primary) and adjuvant 
systemic therapy (with same regimen and number of cycles), if the 
postneoadjuvant therapy is not stratified according to pathologic response

1a A

§ Pathological complete response is associated with improved survival 1b A
§ The RCB Score and the class of RCB are subtype independent prognostic 

factors
2a B

§ Can achieve operability in primary inoperable tumors 1b A
§ Improved options for breast conserving surgery 1b A
§ Decreases rate of axillary lymphadenectomies lymphonodectomies 2b B

§ Allows individualization of therapy according to mid-course treatment effect 1b B
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Neoadjuvant Systemic 
Chemotherapy - Indications

Oxford

LoE GR AGO

§ If similar postoperative adjuvant chemotherapy is 
indicated

1b A ++

§ To allow a risk adapted postoperative therapy 1b A ++

§ Inflammatory breast cancer 2b B ++
§ Primary inoperable breast cancer 1c A ++
§ Large operable breast cancer requiring mastectomy 

and adjuvant chemotherapy with the goal of breast 
conservation 

1b B ++
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Neoadjuvant Systemic Therapy
Timing of Diagnosis, Surgery and Radiotherapy

Oxford

LoE GR AGO

Timing of surgery
§ 4-8 weeks after last course of chemotherapy

2a B ++

Radiotherapy within 2 months after surgery 2b B ++
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Oxford

LoE GR AGO

§ Pertuzumab + trastuzumab in combination with 
chemotherapy  (high-risk defined as cT2-4 and / or 
cN+)

2b B ++

§ Trastuzumab in combination with stand 
polychemotherapy (low-risk)*

1b A +

§ Anti-HER2 agents without chemotherapy 2b B +/-

* Single agent chemotherapy combined with trastuzumub should preferably be used in the adjuvant setting

Neoadjuvant Targeted Therapy 
in HER2-positive Tumors
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Oxford

LoE GR AGO

In case of early response

§ Completion of neoadjuvant chemotherapy 1b A ++

In case of no change:

§ Completion of neoadjuvant chemotherapy (NACT) followed by surgery 2b C ++

In case of disease progression

§ Re-evaluation of tumorbiological factors 5 D +/-

§ Stop NACT and proceed to surgery or radiotherapy 4 D ++

§ Additional adjuvant chemotherapy with non cross-resistant regimen 4 D +/-

Neoadjuvant Chemotherapy
Treatment Strategies Based on Clinical Response
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(Neo)Adjuvant Chemotherapy: 
in Small, Node-Negative Tumors (T1)

§ HER2+ in combination with trastuzumab
§ > 10 mm adjuvant or neoadjuvant 1a A ++
§ > 5-10 mm adjuvant 2b B +
§ ≤ 5 mm adjuvant 2b B +/-

Oxford

LoE GR AGO
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Neoadjuvant Chemotherapy

Oxford

LoE GR AGO

Anthracyclin-free regimens

§ 6 x docetaxel / carboplatin plus trastuzumab / pertuzumab 1b B ++
§ 6 x docetaxel q3w (or 18 weeks paclitaxel) plus trastuzumab /

pertuzumab
1b B +

§ 9 x paclitaxel / carboplatin  d1, d8  q3w plus trastuzumab /
pertuzumab

1b B +/-

§ 12 x paclitaxel q1w plus trastuzumab / pertuzumab 1b B +/-
§ 4 x T-DXd q3w gefolgt von 12 x Paclitaxel q1w plus

Trastuzumab/Pertuzumab (high risk)
1b B +/-

Anthracycline-containing regimen

§ 4 x EC / AC à 12 x paclitaxel q1w (or 4 x docetaxel q3w) plus
trastuzumab / pertuzumab

1b B ++
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Anthracycline-or Carboplatin free Taxan
Based Regimens for HER2+ 

T Docetaxel, Tx Paclitaxel, C Carboplatin, H Trastuzumab, P Pertuzumab

Anthracycline-free regimens Pts. (n) pCR rate (%) OUTCOME

6 x TCH (TRIO B07) 34 47 Not published

6 x TCHP (TRYPHAENA) 75 64 3-yr-DFS: 90%

6 x TCHP (KRISTINE - TRIO - 021) 221 56 3-yr-EFS: 94.2

4 x TCHP (NSABP- B52; nur HR+) 155 41 Not published

9 x TxCHP (TRAIN-2) 206 68 3-yr-EFS: 93.6%

Carboplatin-free regimens Pts. (n) pCR rate (%) OUTCOME

6 x TxHP (18 weeks) (NeoCarph) 382 64 Not mature yet

4 x T-DXd à12 x TxHP (DB 11) 321 67 Not mature yet

4 x TxHP (12 weeks) (compassHER2 pCR) 2141 44 Not mature yet
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Postneoadjuvant Therapy HER2-positive
Oxford

LoE GR AGO

pCR

§ Low risk: Trastuzumab (to complete 12 mths) 2a C ++

§ High risk (cN+): Trastuzumab + Pertuzumab (to complete 12 mths) 2b C +

§ Neratinib after 1 year Trastuzumab (HR-positive, stage II-III)* 2b B +/-

non-pCR

§ T-DM1 1b B ++

§ Trastuzumab + Pertuzumab (to complete 12 mths) 2b C +

§ Trastuzumab-Deruxtecan (high-risk) 1b B +

§ Additional HER2-directed therapy after 1 yr (extended adjuvant th.)

§ Neratinib after Trastuzumab (HR-positive, stage II-III)* 2b B +

§ Neratinib after other HER2-directed therapies (HR-positive, 
stage II-III)*

5 D +/-

*    In combination with standard endocrine treatment
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Katherine-Trial (1) 
T-DM1 vs. Trastuzumab (14 x) 

Destiny Breast 05-Trial (2) 

T-DXd vs. T-DM1 (14 x) 

Patients 1460 1635

Inclusion criteria HER2 3+ or HER2 2+/FISH positive
residual invasive disease at surgery detected 
pathologically in the surgical specimen of the 
breast or axillary lymph nodes

HER2 3+ or HER2 2+/FISH positive
Inoperable at diagnosis 
(T4 N0-3 M0 or  T1-3 N2-3 M0)
or residual disease and node-posiitve at surgery (T1-3 
N0-N1 M0 and ypN1-ypN3)

Preceding therapy > 9 weeks of trastuzumab and > 9 weeks of 
taxane-based chemotherapy

> 9 weeks of trastuzumab and > 9 weeks of taxane-
based chemotherapy

FU (median) 101 months 30 months

Survival data 7-yr-iDFS 80.8% versus 67.1%, 
HR 0.54; 95% CI 0.44 to 0.66, 
7-yr-OS 89.1 vs. 84.4%, HR 0.66; 95% CI, 0.51 to 
0.87

3-yr-iDFS 92.4% versus 83.7%; 
HR 0.47; 95% CI, 0.34 to 0.66, 
3-yr-DFS 92.3 vs. 83.5%, 
HR 0.47; 95% CI 0.34-0.66

AE of interest Grade > 3 events: cardial (0.1%),  hepatobiliary 
(0.3%)

any-grade interstitial lung disease (9.6%)

(1) Geyer et al. N Engl J Med. 2025 Jan 16;392(3):249-257. (2) Loibl. et al. N Engl J Med. 2025 Dec 10 

Postneoadjuvant Treatment with 
Antibody-Drug Conjugates in HER2-positive Breast Cancer
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Adjuvant Chemotherapy

Oxford

LoE GR AGO

pT1 pN0

§ 12 x paclitaxel q1w plus trastuzumab 2b B ++

> pT1 pN0 (in case of no neoadjuvant chemotherapy)

§ 6 x TCH 1b B ++

§ EC / AC à paclitaxel q1w (or docetaxel q3w) plus trastuzumab 1b B ++

pN+ (in case of no neoadjuvant chemotherapy)

§ 6 x TCHP 1b B ++

§ EC / AC à paclitaxel q1w (or docetaxel q3w) plus trastuzumab / 
pertuzumab

1b B ++

T Docetaxel, C Carboplatin, H Trastuzumab, P Pertuzumab
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Adjuvant HER2-directed Treatment
Oxford
LoE GR AGO

§ Trastuzumab + Pertuzumab
§ pN+ 1ba B ++
§ pN- 1ba B +/-

§ Neratinib 

§ 1 year after 1 year trastuzumab (HR-positive, stage II-III) 1b B +

§ 1 year after trastuzumab / pertuzumab / T-DM1 (HR-positive, 

stage II-III)

5 D +/-
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(Neo)Adjuvant Treatment
with Trastuzumab / Pertuzumab

Oxford

LoE GR AGO

Start of treatment

§ Simultaneously with taxanes 1a A ++
§ Sequentially up to 3 months after chemotherapy 1b B +

Duration

§ For 1 year 1a A ++
§ For 0.5 years (Trastuzumab) 1a A +
§ For 2 years 1b A -




