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Tumor Infiltrating Lymphocytes (TIL) 

TILs have prognostic and 
predictive value 



Methods for TIL Evaluation 
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DNA Methylation 
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Approach 

MeT  
Signature 

Optimized MeT 
Signature 

Highly (>80%) differential methylated 
probes between T cells and breast cancer 

cells  

Optimize/reduce MeT signature based on 
anthracycline response in TOP cohort 
using a Machine Learning Approach  

Test MeT Signature for prediction of 
response in TOP cohort 

Infinium Methylation Arrays 

8 Breast Cancer Epithelial  and  
3 T- Lymphocyte Cell Lines 

TOP Cohort: 
51 Non-Responders & 7 Responders 



Cox Regression: 
Coeff: 2.6  
SE: 1.07 
P: 0.015 
HR: 9.74 
P: 0.00181 

MeT Score low 

MeT Score high 

AUC: 78% 
Sens: 100% 

Spec: 51% 
PPV: 22%  

NPV: 100%  
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MeT Signature 

MeT Score STAT1 

IR 

AUC: 78% 
Sens: 100% 

Spec: 51% 
PPV: 22%  

NPV: 100%  



Optimized MeT Signature 

MeT Score 

AUC: 88% 
Sens: 100%  

Spec: 71% 
PPV: 32% 

NPV: 100%  

Coeff: -1.97  
SE: 0.766  
P: 0.0099 
HR: 6.29 
P: 0.0122 
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ρ = -0.53088  
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Conclusions 

• Stability of DNA methylation mark 
 

• Sensitivity of DNA methylation detection assays 
 

•  Nature of DNA methylation signal in T cell-related genes (on/off) 
 

DNA methylation of T cell-related genes (MeT Signature) 
reflects lymphocyte infiltration of tumors (TIL) and  

predicts response to anthracyclines   
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