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Diagnosis and Treatment of Patients 
with Early and Advanced Breast Cancer

Therapy Algorithms
Preamble:
Therapy options shown in the algorithms are based on the current AGO recommendations, but 
cannot represent all evidence-based treatment options, since prior therapies, performance status, 
comorbidities, patient preference, special tumor biology etc. must be taken into account for the 
actual treatment choice. Normally only recommendations with the recommendation grades AGO+ 
and AGO++ are taken into account.

In individual cases, other evidence-based treatment options (not listed here) may also be 
appropriate and justified. After failure of effective standard treatments discussion in a molecular 
tumor board should be considered.

Regardless of approval status, the algorithms only take into account drugs that were available in 
Germany at the time the algorithm was last updated. 
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Therapy Algorithms

§ Version 2021-2023: 
Schneeweiss / Bauerfeind / Fehm / Müller / Thill / Thomssen / Witzel / Wöckel / 
Janni

§ Version 2024:
Schneeweiss/ Müller with the Breast Committee of the AGO

§ Format legend:
§ Definitions, features, parameters
§ Therapy with grade of recommendation AGO+ or AGO++
§ Therapy with grade of recommendation AGO+/- (case by case decision)
§ Recommended path with grade of recommendation AGO+ oder AGO++
§ Crossing without transition 
§ Path of case by case decision (grade of recommendation AGO+/-)
§ Arrow points to the next therapy option
§ AGO grade of recommendation of this path                 AGO++
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Therapy of HR-positive, HER2-negative
Early Breast Cancer: Strategies
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CNB, Stanzbiopsie (core needle biopsy); CTx, chemotherapy; ER, estrogen receptor; PgR, progesterone receptor; HER2, human epidermal growth factor receptor 2 
2; HR, Hormonrezeptor; Tx, therapy; w/o, without; ae.g.. ≤cT1c cN0-1 G1-2 Ki-67 ≤ 5% or -if sitaution unclear- low-risk gene expression profile; be.g. inoperable tumor 
or ≥ 4 clinically involved axillary nodes or G3 and Ki-67 ≥ 35% or -if situation unclear- high-risk gene expression profile; cstandard endocrine Tx; dif no change of 
prognostic factors after surgery; eif not already done.
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Therapy of HER2-positive Early Breast Cancer

CNB, core needle biopsy; HR, hormone receptor; Ner, Neratinib; pCR, pathological complete response; Pz, Pertuzumab; q3w, every 3 
weeks; T-DM1, Trastuzumab emtansine; Tz, Trastuzumab; y, year; if HR+ adjuvant endocrine therapy
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Therapy of Triple-negative Early Breast Cancer

cT1a 
cN0 Surgery
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A, doxorubicin; C, cyclophosphamide; Cb, carboplatin; CTx, chemotherapy; dd, dose dense (every 2 weeks); E, epirubicin; mut, 
mutated; nP, nab-paclitaxel; Pembro, pembrolizumab; P, paclitaxel; wt, wild type; y, year; a if Pembrolizumab was started before 
surgery; b after A/T-containing chemotherapy; c after chemotherapy with platinum and/or pembrolizumab.
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Axillary Surgery and Neoadjuvant 
Chemotherapy (NACT) 

ALND, axillary lymph node dissection; CNB,  core needle biopsy; NACT, neoadjuvant chemotherapy; sn, sentinel node; SLNE, sentinel lymph node excision; TAD , targeted axillary dissection (SLNE + TLNE); TLNE, 
targeted lymph node excision; a participation in EUBREAST-01 study recommended; b participation in AXSANA study recommended; c TAD in case of 1-3 suspicious lymph nodes before NACT: +, in case of ≥ 4 
suspicious lymph nodes before NACT: +/-; d for radiotherapy procedures see recommendations for radiotherapy.
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AI, aromatase inhibitor; CPS-EG, clinical pathological stage + estrogen receptor status and grade score; gBRCA1/2mut, germ line BRCA1/2 mutation; 
LN, lymph node; OFS, ovarian function suppression; pCR, pathologic complete response; y, years; aAdministration of chemotherapy was a surrogate 
marker for higher risk of recurrence in clinical trials; bOFS also in case of remaining or recurring ovarian function within 24 months after 
chemotherapy induced amenorrhea; conly HER2-negative; dIn case patients wish to become pregnant interruption of adjuvant endocrine therapy 
after 18 months for a maximum of 2 years is possible without short-term survival disadvantage with a median F/U of only 3.5 years (AGO+).

Increased
risk for 

recurrencea

No Tamoxifen for 5yd,1

Yes

AGO++

Tamoxifen plus OFSb for 2-5yd,3,6,11
AGO++ AGO+

AI plus OFSb for 5y3-6,11

Continue 
tamoxifen for 

5y2

AGO++ AGO+

plus olaparib for 1yc, 8     

AGO+
plus abemaciclib for 2yc, 7

1-3 LN+ and (T3 or G3)
or ≥ 4 LN+

gBRCA1/2mut and 
non-pCR + CPS-EG ≥ 39,10

or ≥ 4 LN+                    AGO++



7. Harbeck N, Rastogi P, Martin M, et al. MonarchE Committee Members. Adjuvant abemaciclib combined with endocrine therapy for 
high-risk early breast cancer: updated efficacy and Ki-67 analysis from the monarchE study. Ann Oncol. 2021;32:1571-1581.

8. Tutt ANJ, Garber JE, Kaufman B, et al. Adjuvant Olaparib for Patients with BRCA1- or BRCA2-Mutated Breast Cancer. N Engl J Med. 
2021;384(25):2394-2405.

9. Mittendorf EA, Jeruss JS, Tucker SL, et al. Validation of a novel staging system for disease-specific survival in patients with breast 
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10. Loibl S, Weber K, Huober J, et al. Risk Assessment after Neoadjuvant Chemotherapy in Luminal Breast Cancer Using a 
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AI, aromatase inhibitor; CPS-EG, clinical pathological stage + estrogen receptor status and grade score; EAT, extended adjuvant therapy;  gBRCA1/2mut, germ line 
BRCA1/2 mutation; LN, lymph node; Tam, tamoxifen; y, years; a decision criteria may include: condition after neo(adjuvant) chemotherapy  (indicating high risk), 
positive lymph node status, T2/T3 tumors, elevated risk of recurrence  based on immuno-histochemical criteria or based on multi-gene expression assays, high 
CTS5-Score; b up to date no impact on overall survival; c only HER2 negative.

Recommend 
EAT for up to a 
total duration of 
therapy of 7-8yb,4

Tam for 5y1

(very old, very low risk of recurrence or if contraindications for AI are present)
Discuss EAT2

Tam for 2-3y followed by AI (complete 5y)3
or

AI for 2-3y followed by Tam (complete 5y)3
od

AI for 5y3

AGO+

AGO++

AGO+High risk of 
recurrencea

Non-steroidal AI for 5y3

(invasive lobular histology)

AGO+

plus olaparib for 1yc, 6    

AGO+
plus abemaciclib for 2yc, 5

1-3 LN+ and (T3 or G3)
or ≥ 4 Lk+

gBRCA1/2mut and 
non-pCR + CPS-EG ≥ 37,8 or

≥ 4 LN+                    AGO++



8. Loibl S, Weber K, Huober J, et al. Risk Assessment after Neoadjuvant Chemotherapy in Luminal Breast Cancer Using a 
Clinicomolecular Predictor. Cancer Res. 2018;24:3358-3365. 
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Chemotherapy mBC  
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previously treated with an anthracycline and a taxane: A meta-analysis of four phase III 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 
III 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 I, Ardavanis A, et al. A multicenter randomized phase III 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.   

4. Cochrane analysis 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 

CDK4/6i meta-analysis 

5. Petrelli F, Ghidini A, Pedersini R, et al. Comparative efficacy of palbociclib, ribociclib and abemaciclib for ER+ metastatic breast 
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HR-positive/HER2-negative Metastatic Breast 
Cancer: Strategies

AI, aromatase inhibitor; CDK4/6i, CDK4/6 inhibitor; CTx, chemotherapy; ETx, endocrine therapy; gBRCA1/2 mutation, germ line BRCA1/2 mutation; HER2, human epidermal growth factor 
receptor 2; HR, hormone receptor; mBC, metastatic breast cancer; mo, months; sPIK3CA mutation, somatic PIK3CA mutation; sPIK3CA/AKT1/PTEN alteration, somatic PIK3CA/AKT1/PTEN 
alteration; T-DXd, trastuzumab deruxtecan;  a if premenopausal add ovarian function suppression; b bevacizumab + paclitaxel or + capecitabine.

Imminent organ failure 
and lack of endocriine 

sensitivity

CTx combination1-4

or single agent CTx

Standard therapy
 (also in case of imminent 

organ failure)

gBRCA1/2 mutation

Response ≤ 6 Mo

PARP inhibitor8-14

CTx14 +/- bevacizumabb,15

CDK4/6ia + AI or CDK4/6ia 
+ fulvestrant5,6

Response > 6 Mo
ETx + everolimus16

AGO++

AGO++

AGO++

AGO+

AGO+

CTx + bevacizumabb
AGO+

HR+ / 
HER2-
MBC AGO+

ETx
AGO+

sPIK3CA mutation
Fulvestrant + alpelisib17

Longer response and ESR1 mutation
Elacestrant18

AGO+

T-DXd (HER2-low)20

Sacituzumab Govitecan21

Endocrine resistant and pretreated
AGO++

AGO++

AGO++

AGO++

sPIK3CA/AKT1/PTEN alteration
Fulvestrant + capivasertib19

AGO+

CDK4/6ia 
+ ETx7

AGO++



cancer: an adjusted indirect analysis of randomized controlled trials. Breast Cancer Res Treat. 2019 Apr;174(3):597-604. 
doi:810.1007/s10549-019-05133-y. PMID:30659432 
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13. 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 III trial. Ann Oncol. 2018 Sep 
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GnRHa plus fulvestrant plus palbociclib 
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HR-positive / HER2-negative Metastatic Breast Cancer: 
Endocrine-based First Line Treatment

HR+ / HER2-
mBC

Premenopausal
standard therapy

AI, aromatase inhibitor; CDK4/6i, CDK4/6 inhibitor; GnRHa, GnRH agonist; HR, hormone receptor; ns, non-steroidal; mBC, metastatic breast cancer; 
mo, months; TFI, treatment-free interval.

GnRHa + fulvestrant + CDK4/6i1,2,6

GnRHa + AI + ribociclib4,5

GnRHa + tamoxifen7,8

GnRHa + AI or GnRHa + fulvestrant9-12

AGO++

AGO++

AGO+

AGO+
GnRHa + AI + palbociclib or abemaciclib3

AGO+

Palbociclib + nsAI16-18 or Fulvestrant30,31

Abemaciclib + fulvestrant34,35

Ribociclib + nsAI20,21 or fulvestrant32,33

Postmenopausal
standard therapy Abemaciclib + nsAI22,23

AGO++

AGO++

AGO+

AGO+
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GnRHa plus fulvestrant 
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HER2-positive Metastatic Breast Cancer: 
1st-3rd-line

Abe, Abemaciclib; AI, aromatase inhibitor; Cap, capecitabine; CTx, chemotherapy; ETx, endocrine therapy; Ful, Fulvestrant; HR, hormone receptor; Lap, lapatinib; mo, months; Ner, 
neratinib; Pz, pertuzumab; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TFI, treatment-free interval; Tuc, tucatinib; Tz, trastuzumab; a no overall survival benefit, 
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