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TNBC: An heterogeneous disease  

• Invasive Ductal Carcinoma high grade  

• Invasive Lobular Carcinoma high grade, pleomorphic 

• High grade neuroendocrine 

• Metaplastic, high grade 

• Myoepithelial carcinoma  

• Medullary 

• Apocrine 

• Adenoid-cystic 

• Metaplastic, low grade 

 

 
 
 
 
 
 
 
 
 
 

Better  
prognosis 

Poor 
prognosis 



Are all TNBC created equal? 
 

1: Lehmann et al, J Clin Invest 2011; 2: Bertucci at al, Cancer Res 2006 3: Huober et al, Ann Oncol 2012; 
4: Hennessy et al, Cancer Res 2009; Lehmann et al, Breast Cancer Res 2014 



Overview of TNBC 

Chan JJ, et al. J OncolPract. 2018;14(5):281-289. 

Consistent with molecular profiling data: ~25% of TNBC are 
immunomodulatory subtype – 



>50% of advanced TNBC tumours 

TNBC is a potential target for immunotherapy based on immunogenicity 

1. Wang, et al. Nature 2014; 2. Lehmann, et al. J Clin Invest 2011; 3. Cimino-

Matthews, et al. Hum Pathol 2013; 4. Loi, et al. Ann Oncol 2014; 5. Chen and 

Mellman. Immunity 2013; 6. Mittendorf, et al. Cancer Immunol Res 2014;  

T-cell infiltration2–4 High mutation rate1 
PD-L1 expression5,6 

The immunogenic characteristics of TNBC make it a potential target for immunotherapy 



Single-Agent Immunotherapy in TNBC 

• Single agent PD-1/PDL-1 
inhibition: 
•  ORR beetween 5-

20%  
• Impressive outcomes in 

those with response 
• Durable responses 

observed 
• PD-L1+, TIL-infiltration 

and first-line enriches for 
responsive tumors 



Single-Agent Immunotherapy in second line  mTNBC 

aAssessed at a central laboratory using the PD-L1 IHC 22C3 

Cortes J et al al 



Primary endpoints 

OS in the CPS ≥20 population was an exploratory 
endpoint.  



Bianchini G  





Chemotherapy Induces Multiple Immunomodulatory Changes in the Tumor 
Microenvironment That May Influence the Effectiveness of Immunotherapy 

 Combination of immune checkpoint inhibitors and chemotherapy synergistic 

 Chemotherapy (nab-P too): release of neo-antigens, which may then provoke an immune response 

 In preclinical mouse tumour models, nab-Paclitaxel synergises with anti-PDL1 

 Treatment with either platinum or taxane-based agents increases tumour-infiltrating CD8+ T cells 

 Increased tumour PD-L1 expression and infiltration of CD8+ T cells in serial biopsies from a phase Ib study testing the combination of atezo and chemotherapy 

  

1. Adams, et al. SABCS 2015; 2. Chen, et al. Immunity 2013; 3. Hodge, et al. Int J Cancer 2013; 4. Camidge, et al. WCLC 2015; 5. Lieu, et al. ECC 2014 
6. Adams, et al. ASCO 2016; 7. Giaccone, et al. ECC 2015 





Outcomes 



OS at 18 months follow up 

The results did not cross the predefined boundaries for significance with a 
pvalue of 0.077, 95% confidence interval of 0.72 to 1.01.  



Subsequent Therapies 





Estimates of clinical activity 



Should we prefer to biopsy a metastatic tumor site “more likely 
inflamed” (e.g lymph node, lung, primary site) for PD-L1 
assessment?  



Considerations on Impassion 130 

• Nab-paclitaxel is the optimal chemo backbone? 

• Dose of Nab-paclitaxel? 

• Formal OS testing in PD-L1+ pts not permitted according to study 
design 

•  “Missing arm” in the study: Atezolizumab alone 
• Might that be a good option for certain subset?  

 

• Should we be more focused on OS than on PFS?  



Is nab-Paclitaxel the Ideal Partner? 



Eribulin and pembro 





Which chemotherapy adjuvant is 
best? 

 ~50%   Impassion 130-ineligible 
 Capecitabine as the adjuvant  
 Signal for better CBR/ORR/OS 
 Lymphodepletion as a consideration?  
 Not associated with response  

Improved ICD signal 
in capecitabine/5FU- 

treated tumors  
OR 

Chemoresistance to 
taxanes  



Can target agents convert «non responders»  

 The MEK pathway is active in 
TNBC 

 Activation suppresses 
inflammatory responses to T cells 

 Combining MEK inhibitoris with 
anti_PD-L1 inhibitors may 
improve antigen presentation 
while blocking PD-L1 mediated 
suppression 

Higher 

response 

rates in 

PD-L1 IC-

positive 
tumors 



Adverse event of Immotherapy 



Nab-paclitaxel dose intensity  was not compromised 
by the addiction of atezo 

Schneeweiss A et al Asco 2019 (poster 149) 

 No new safety signals were 
observed with 4.5 months 
longer follow up, and safety 
data remain consistent with 
those previously published 

 No cumulative toxicities or 
new or late onset safety 
signals 

 Potentially immune-mediated 
AESI were manageable  

 AESI median time to 
onset was consistent 
with atezo 
monotherapy trials 



Immuno-therapy: Gaps in knowledge  

• What is the optimal?  
• Biomarker (PDL1?  What test better? TMB? Immunogene?): pts selection 

• Line of therapy (better before) 

• Immune checkpoint agent (is there one working better?) 

• Chemo backbone (anyhow?)  

 

• Who benefits single agent? 

• Who benefits combination strategies? 


