
07.05.2019 

1 

 

Sunil Badve, MD, FRCPath 

Professor, Department of Pathol & Lab Med 

Professor, Internal Medicine. 

Indiana University, IN. USA. 
 

Case A 



07.05.2019 

2 



07.05.2019 

3 

Differential diagnosis 

• Lobular carcinoma  
• ER+ 

 

 

• Carcinoma with Apocrine features 
• ER- negative, often TNBC 
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Goals of Classification 

 

 

 

 

Breast Cancer classifications 

• All tumors are individuals and have distinct profiles  
• RNA 
• DNA 
• Protein 

 

• Depending on the classification schema 
• Multiple subclasses can identified 

 

• Nothing intrinsic about “intrinsic classification” 
• Classes can change with time and treatment  
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Molecular Portraits 

Intrinsic classification 

Expression Dendrogram 

Sorlie PNAS 2001 

Nothing intrinsic about “intrinsic classification” 
- Classes can change with time and treatment  
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Curtis et al 2012 Nature doi:10:1038/nature10983 

Chromosomal aberrations-based classification  
 

Integrated cluster classification 

Discovery set  Validation set 
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TNBC classifications 

• Basal like is not TNBCs 

 

• Histologically heterogeneous 

 

• Marker expression in these cancers is 
heterogeneous 

 

• Classification schema??? 

Interrelationship between BLC and TNBC 

Lehmann et al 2011 J Clin Invest 
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Molecular Subtypes of TNBC 

• Six subtypes of TNBCs 

 

• Different molecular 
pathways 

 

• Different drugs might be 
effective  
• In vitro  

• In mouse models 

 

 
Lehmann/ Bauer et al 2011 J Clin Invest 

Six subtypes of TNBCs 

Lehmann/ Bauer et al 2011 J Clin Invest 
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Luminal Androgen receptor 

• AR is expressed by a relatively large number of TNBCs  
• In some studies up to 50% 

• Provides a therapeutic target 

 

• Drugs have shown activity and are in multiple trials (single agents or 
in combinations) 
• Bicalutamide 

• Enzalutamide 

• Abiraterone acetate 

Routine practice and Mol. subtypes 

• ER positive  
• Lum A: PR+, HER2-; Ki67 (low <20%) 
• Lum B: PR-, HER2+ OR Ki67 (high>20%) 

 

• HER2 
• IHC or FISH 

 

• TNBC 
• Tumor infiltrating lymphocytes 
• Androgen receptor 
• No value of additional markers (as yet!) 



07.05.2019 

10 

Take home messages 

• TNBCs/Basal-like CA 
• Group of entities 

• Morphology/molecular characteristics 

 

• Therapy may be subgroup dependent 
• Need additional evidence 

 

• Androgen receptor is a good target 


