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Chemotherapy optimization in the 
neoadjuvant setting 



ETNA (Gianni et al, abstract 515) 

Study design Primary endpoint: pCR rate 

Gianni L et al, JAMA Oncol. 2018 



ETNA (Gianni et al, abstract 515) 

EFS by pCR (ITT) EFS by study arm (ITT) 



Untch et al, Lancet Oncol 2016; Untch et al JCO 2019 

GeparSepto study 



Metastatic HER2+ Breast Cancer 
 
 



Cleopatra trial (Swain SM et al, abstract 1020) 



Cleopatra trial: Outcome results 

PFS OS 

Swain et al N Engl J Med. 2015  



CLEOPATRA: End-of-study investigator-assessed PFS 

Swain SM et al, abstract 1020 ASCO 2019 



CLEOPATRA: End-of-study OS in the ITT population 

Swain SM et al, abstract 1020 ASCO 2019 



CLEOPATRA: Key safety 

Swain SM et al, abstract 1020 ASCO 2019 



 
 
 

Metastatic Luminal Breast Cancer: 
CDK4/6 inhibitors and beyond 

 
 



Combination of CDK4/6i + ET improves outcome 



Multiple potential mechanisms of resistance to CDK4/6i 



MONALEESA-7: Gene Expression Analysis using mRNA 
from Archival Tumor (Yen-Shen Lu et al. Abstract 1018) 



MONALEESA-7: Gene Expression Analysis Results 



Phase 2 Abemaciclib in ER+ BCBM: (Anders et al Abstract 1017)   

Phase II Abemaciclib in ER+ BC with Brain Mets (BM) 
(Anders et al, abstract 1017) 



Change in tumor size Best overall response PFS 

Abemaciclib in ER+ BC with BM: Results  

Negative for primary endpoint: OIRR 6% (predicted > 11%) 
 38% had some tumor shrinkage and ICBR was 25% 
 41% had no prior SRS or WBRT. Of these 29% had SD>6 months 



Treatment paradigm after progression on CDK4/6i 

Current treatment options in second-line setting that «predate» 
CDK4/6i era: 

• Fulvestrant (if not used in first-line) 

• AI 

• Everolimus+exemestane 

• Chemotherapy 

• Clinical trials 

• Hopefully soon alpelisib for PIK3CA mut 
 

Di Leo et al, JNCI 2014. Baselga et al, NEJM 2012. Yardley et al Adv Ther 2013. Bachelot et al JCO 2012. Kornblum et al JCO 2018.  

Bardia et al ASCO 2018. Dhakal et al ASCO 2018. Cook et al ASCO 2019. Andre et al NEJM 2019. 



TRINITI-1 trial (Bardia et al, abstract 1016) 



TRINITI-1: Results 



TRINITI-1: Biomarker Analysis 



TRINITI-1 study 

• Encouraging results 

• Next step: RCTs CDK4/6i + ET + everolimus vs ET + everolimus  

• Biomarker analyses are hypothesis generating and need validation 
• Shorter PFS in pts with cfDNA mutations could be a reflection of aggressive 

tumor/high tumor burden? 

• ESR1 mutants: choice of SERD as ET partner? 

• Currently, CDK4/6i should not be used beyong progression outside of 
clinical trials 



Immunotherapy in Breast Cancer 
 
 



• April 2018: review of ClinicalTrials.gov 
identified 293 actively accruing trials 
evaluating immunotherapeutic agents in 
breast cancer 

 

• There is an urgent need to identify reliable 
biomarkers of response (and resistance) 
to immunotherapy in order to: 

- Select patients who will benefit from 
immunotherapy 

- Avoid unnecessary side effects 

- Avoid «financial toxicity» 

 

 

The immunotherapy landscape in breast cancer  

Adams S et al JAMA Oncol 2019 



IMpassion130: study design 

Schmid P NEJM 2018 

Key IMpassion130 eligibility criteria: 

• Metastatic or inoperable locally advanced TNBC 

‒ Histologically documented 

• No prior therapy for advanced TNBC 

‒ Prior chemo in the curative setting, including 
taxanes, allowed if TFI ≥ 12 mo 

• ECOG PS 0-1 

Stratification factors: 

• Prior taxane use (yes vs no) 

• Liver metastases (yes vs no) 

• PD-L1 status on IC (positive [≥ 1%] vs negative [< 1%]) 

Atezo + nab-P arm: 

Atezolizumab 840 mg IV  

‒ On days 1 and 15 of 28-day cycle 

+ Nab-paclitaxel 100 mg/m2 IV 

‒ On days 1, 8 and 15 of 28-day cycle 

Plac + nab-P arm: 

Placebo IV  

‒ On days 1 and 15 of 28-day cycle 

+ Nab-paclitaxel 100 mg/m2 IV 

‒ On days 1, 8 and 15 of 28-day cycle 

Double blind; no crossover permitted 
RECIST v1.1 

PD or toxicity 
R 

1:1 

451 

451 



Schmid P ASCO 2019 

IMpassion130: Outcome results 

~ 40% 



TMB across tumor types 

Alexandrov et al Nature 2013; Narang et al BMC Cancer 2019; Barroso-Sousa et al Proc ASCO 2018 



TMB as an immunotherapy biomarker 

Samstein RM et al, Nat Genet 2018 



Pembrolizumab in pts with MBC with reported high (>9 
mut/mb) TMB: TAPUR study (Alva et al, abstract 1014) 

Clinical outcomes OS and PFS       Change in tumor size by HER2 status 



Pembrolizumab in 28 pts with MBC with reported high 
(>9 mut/mb) TMB: TAPUR study (Alva et al, abstract 
1014) 

Clinical outcomes       Historical Clinical outcomes 

2 prior Tx 7% 
≥ 3 prior Tx 93% 

Ref.  Drug ORR 

TNBC 
2L+ 

Adams S et al, 
Ann Oncol 2019 

Pembrolizumab 
5.3% 

Emens L et al, 
JAMA Oncol 

2018 
Atezolizumab 

7.0% 



GeparNuevo study 

Study design pCR rate 

Durvalumab Placebo P-value 

All patients 
(n=174) 

53% 44% 0.287 

Window 
patients 
(n=117) 

61% 41% 0.048 

Loibl S et al, Ann Oncol 2019 



GeparNuevo: Response based on TMB (Seliger et al, 
abstract 588) 



Slide 20 

Havel J et al, Nat Rev Cancer 2019 



Bracci L Cell Death and Differentiation 2014 

Refining immunotherapy strategies: Which is the best 
chemotherapeutic partner? 

Schmid P et al, N Engl J Med 2018  



First or second-line pembrolizumab with weekly taxol or 
capecitabine for mTNBC (Page et al, abstract 1015) 
 



Pembrolizumab with weekly taxol or capecitabine for 
mTNBC: Results 

Signal in quickly progressing TNBC? 

Improved ICD signal in capecitabine treated 
tumors or chemoresistance to taxanes 

Schmid P NEJM 2018 



Refining immunotherapy strategies: Can targeted agents 
improve response? 
  

• The MEK pathway is active in TNBC 

• Activation suppresses inflammatory 
resposes to T-cells, leading to reduced 
antigen presentation and PD-L1 
expression 

• Combining MEKi with anti-PD-L1i may 
improve antigen presentation while 
blocking PD-L1 mediated suppression 

• Sinergistic activity of MEKi and anti-
PD-L1i  

MMTV-Neu model 

Loi S et al, Clin Cancer Res 2016 



Phase II COLET study: Atezolizumab + Cobimetinib + 
Paclitaxel/nab-paclitaxel as first-line treatment for 
mTNBC (Brufsky et al, abstract 1013) 



Phase II COLET study: Outcome results 

ORR        ORR in the IMpassion130 

11/32 (34%) 9/28 (32%) 

Schmid P NEJM 2018 



Phase II COLET study: Outcome results 

ORR       ORR by PD-L1 status 

11/32 (34%) 9/28 (32%) 



Immunotherapy in Breast Cancer 
 
 
• Need for better biomarkers and for an understanding of their 

relationship to one another 

• Is there a role for improving response to immune checkpoint inhibitors 
by selecting the best chemotherapeutic partner? 

• Re-thinking targeted therapies in combination with immune 
checkpoint inhibitors 



Grazie 


