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Heterogeneity of candidates for 
neoadjuvant therapy
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For the purpose of these recommendations, LABC means 
INOPERABLE, NON-METASTATIC LOCALLY ADVANCED BC



The Neoadjuvant pCR Metaanalysis
• Patients achieving pCR have 

better outcome (DFS, OS)
• Her2 + and TNBC have the 

highest pCR
• Definition of pCR: eradication of 

invasive cancer from breast and 
axilla, no M1

• DCIS not prognostically important
• dichotomous: either pCR, or NOT

• BUT: predictive value is good, not 
great

• 15-20 % of pCR relapse/die
• 40-50% non pCR never relapse

Cortazar et al, Lancet 2014; 384:164-172



Evaluation prior to primary systemic 
therapy

Pathology: CORE BIOPSY !
– Full assessment of grade, RE, RP and Her2 (ki67)

 Adequate breast imaging: extent of disease
– Mammography
– Ultrasound for T and N (FNA of suspicious nodes)
– MRI- if available for response assesment
– Clip placement at dg (for surgery & pathology!)

BEFORE starting any therapy, a core biopsy providing histology and 
biomarker (ER, PR, HER-2, proliferation/grade) expression is 
indispensable to guide treatment decisions. (LoE: I B) (97%)

Since LABC patients have a significant risk of metastatic disease, a full 
staging workup, including a complete history, physical examination, lab 
tests and imaging of chest and abdomen (preferably CT) and bone, 
prior to initiation of systemic therapy is highly recommended.
(LoE: I B) (100%)
PET-CT, if available, may be used (instead of and not on top of CTs & 
bone scan). (LoE: II B) (100%)



Systemic therapy (not surgery or RT) should be the initial treatment.

If LABC remains inoperable after systemic therapy and eventual 
radiation, “palliative” mastectomy should not be done, unless the 
surgery is likely to result in an overall improvement in quality of life.

(LoE:  Expert opinion) (100%)

LOCALLY ADVANCED INOPERABLE BC (LABC)

A combined treatment modality based on a multidisciplinary approach  
(systemic therapy, surgery and radiotherapy) is strongly indicated in the 
vast majority of cases. (LoE: I A) (100%)



Phase II GeparSixto

Phase II CALGB 40603 

Toxicity : less than 60%/65% 
of patients in the carboplatin 
arm completed all cycles
BRCA mutation: no differential 
benefit



BrighTNess phase III trial : veliparib plus carboplatin or 
carboplatin alone plus standard neoadjuvant chemotherapy

Loibl et al, Lancet Oncol 2018; 19: 497–509



I-SPY 2 TRIAL Schema: HER2- Signatures
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Screening

• Tumor size > 2.5 cm
• MRI and biopsy
• HER2-
• Triple negative
• HR+, MP High Risk

NOT ELIGIBLE
Her2+ or

HR Positive and
MammaPrint Low Risk

Experimental
Paclitaxel 80 mg/m2 every wk x 12

Pembro 200 mg every 3 wks x 4

Control 
Paclitaxel 80 mg/m2 every wk x 

12 

Nanda R et al, J Clin Oncol 35, 2017 (suppl; abstr 506)



Pembrolizumab graduated in all HER2- signatures:
Both HR+/HER2- and TN

The Bayesian model estimated pCR rates appropriately adjust to characteristics of the I-SPY 2 population. 
The raw pCR rates  (not shown) are higher than the model estimate  of 0.604 in TNBC.

Signature

Estimated pCR rate 
(95% probabilty interval)

Probability
pembro is 
superior to 

control

Predictive 
probability of 

success in 
phase 3Pembro Control

All HER2- 0.46
(0.34 – 0.58)

0.16 
(0.06 – 0.27) > 99% 99%

TNBC 0.60
(0.43 – 0.78)

0.20 
(0.06 – 0.33) >99% >99%

HR+/HER2- 0.34
(0.19 – 0.48)

0.13 
(0.03 – 0.24) >99% 88%

9
Nanda R et al, J Clin Oncol 35, 2017 (suppl; abstr 506)



GEPARTRIO 



Anthracycline- and-taxane-based chemotherapy is recommended as 
initial treatment. (LoE: I A) (85%)

LOCALLY ADVANCED INOPERABLE TNBC



For (LABC) Her2 positive, there is still room for 
improvement

Tested strategies
• dual blockade (T+L, T+P)
• incorporation of T-DM1, neratinib
• better prediction

Gianni et al. Lancet Oncology 2014;15:640



Dual HER2 Blockade with Taxanes, trastuzumab 
and Pertuzumab



LOCALLY ADVANCED INOPERABLE HER-2+

Concurrent taxane and anti-HER-2 therapy is recommended since it 
increases the rate of pCR. (LoE: I A) (92%)

Anthracycline-based chemotherapy should be incorporated in the 
treatment regimen. (LoE: I A) (72%)

When an anthracycline is given, it should be administered sequentially 
with the anti-HER-2 therapy. (LoE: I A) (87%)



Surgery is considered not indicated for stage II-III TNBC or 
HER2 positive!



Options for HR+ LABC include an anthracycline- and taxane-based 
chemotherapy regimen, or endocrine therapy. (LoE: I A) (85%)

The choice of CT versus ET, as initial treatment, will depend on tumor 
(grade, biomarker expression) and patient (menopausal status, 
performance status, comorbidities, preference) considerations. (85%)

LOCALLY ADVANCED INOPERABLE HR+





Cottu P, et al. Ann Oncol 2017;28(Suppl 5):Abstr LBA9



Preoperative Endocrine Therapy:
Conclusions

Aromatase inhibitors more effective than TAM

30-50% clinical response…but <5% pCR

Breast conserv. in >40% initially proposed MRM

Optimal duration: at least 4-6 mth (…12-18mths?)

Not a substitute for surgery on the long term

How to select?
– Postmenopausal patients ( no neoadj endocrine for 

premenopausal patients)

– “true” Luminal A 

– Ki-67 <10%??



In patients with axillary low burden of disease at presentation 
(previously cN0-cN1) with complete response after systemic treatment 
(ycN0), sentinel lymph node biopsy can be an option, provided all the 
recommendations for sentinel node after primary systemic treatment 
are followed (i.e. dual tracer, clipping/marking positive nodes, 
minimum of three sentinel nodes).

(LoE/GoR: III/B) (62%)

LOCALLY ADVANCED INOPERABLE BC (LABC)

Following effective neoadjuvant systemic therapy with or without 
radiotherapy, surgery will be possible in many patients. 
This will consist of mastectomy with axillary dissection  in the vast 
majority of cases, but in selected patients with a good response, 
breast conserving surgery may be possible. (LoE/GoR: II/A) (98%)

New statement





For inflammatory LABC, overall treatment recommendations are similar 
to those for non-inflammatory LABC, with systemic therapy as first 
treatment. (LoE: I B) (93%)

INFLAMMATORY LABC 

Mastectomy with axillary dissection is recommended in almost all cases, 
even when there is good response to primary systemic therapy. 
(LoE: I B) (95%)

Immediate reconstruction is generally not recommended in patients 
with inflammatory LABC (LoE: Expert opinion) (95%)

Loco-regional radiotherapy (chest wall and lymph nodes) is required, 
even when a pCR is achieved with systemic therapy. (LoE: I B) (98%)



NEOADJUVANT SYSTEMIC THERAPY: UNSOLVED QUESTIONS

Who should not receive neoadjuvant therapy (vs adjuvant -small 
tumors?)

How to select CT versus HT in luminal tumors?

Optimal strategy for TNBC (platinum, PARPs)

Her2+ : who needs double blockade, and which one?
 Predictive markers for antiHer2 agents (PI3K  ??)
 Do pCR patients need adjuvant anti-Her2 therapy?
 is CT always needed? which one ( T versus A and T)?

Non-pCR patients: how to improve outcome?



Conclusions

Anthra plus taxanes= standard backbone
pCR is prognostic 
Endocrine neoadjuvant: for postm, “true”luminal A
 Anti-Her2 primary therapy: use trastuzumab ( and 

pertuzumab if available)! 
TNBC: anthra plus taxanes, discuss platinum
Immunological factors in breast cancer are important- stay 

tuned!
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