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SHIFT TOWARDS NEOADJUVANT - WHY?

• Neoadjuvant chemotherapy(NACT) is the standard strategy in locally advanced disease. 

• Helps achieve Breast Conserving Surgery with good cosmesis. 

• Chemotherapy delivered when vasculature is intact. 

• In vivo marker of chemo-sensitivity. 

• Response adaptation possible. 

• pathComplete Response - strong predictor of survival in Triple Negative Breast 

Cancer(TNBC)



NACT IN TNBC

• Commonly used regimes- Sequential Anthracyclines followed by Taxanes with/without 

Carboplatin or Docetaxel-Carboplatin. 

• PathCR achieved in 30-40% patients.

• Strategies to improve this pathCR rate are needed. 



ADD-ONS TO CHEMOTHERAPY TO IMPROVE 
PATHCR

• Carboplatin. 

• Poly(ADP Ribosyl Polymerase)(PARP) inhibitors. 

• Immunotherapy. 



GeparSixto: phase II trial neoadjuvant

chemo/bev +/- carbo – pCR rate in TNBC
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associated with markedly higher toxicity, which resulted in less than 60%
patients completing all their chemo cycles, compared to the control group.
49 vs 36% patients discontinued due to toxicity

von Minckwitz, Lancet Oncol. 2014



GeparSixto: phase II trial neoadjuvant

chemo/bev +/- carbo – DFS in TNBC

3 yr DFS 85.8%

3 yr DFS 76.1%

von Minckwitz, SABCS 2015



GeparSixto and BRCA status: pCR

??

Von Minckwitz G, SABCS 2015





ADDITION OF CARBOPLATIN

• Better pathCR but associated with significant toxicity.

• Dose of Carboplatin reduced from AUC 2 to AUC 1.5 due to toxicity

• Benefit confined to TNBC subset only. 

• Benefit irrespective of BRCA status.

• Commonly used drug, easily available, economical, toxicity known and preventable. 



Addition of PARPi- BRIGHTNESS Study









BRIGHTNESS STUDY

• Addition of Carboplatin improved survival, not Veliparib.

• pathCR was better in BRCA wildtype patients(however, number of gBRCA was < 20%)

• Event free survival correlated with pathCR and not BRCA status.



IMMUNOTHERAPY IN ADDITION TO NACT











KEYNOTE 522

• Pembrolizumab given to all comers.

• Magnitude of response was better in PDL-1 positive patients but PDL-1 negative patients 

were very few(< 20%)

• pathCR in control arm was also good.

• Overall survival not very impressive numerically inspite of giving Pembrolizumab in the 

adjuvant setting too.



NACT IN TNBC

• Neoadjuvant chemotherapy being offered earlier and to smaller tumours may improve 

results. 

• No biomarker(BRCA, PDL-1) has helped in selecting patients for NACT.

• Addition of Carboplatin has improved pathCR rates but at the cost of significant toxicity.

• However, it may be a good choice for young, fit patients desiring breast conservation. 

• Better access to Immunotherapy may help it to become a standard frontline therapy


