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Extended Data Fig. 8 | See next page for caption.
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Extended Data Fig. 8 | Association of immune cell densities in mesothelioma 
lesions with response to immunotherapy, with tissue localization and with 
patients’ outcome. a, Association with response to immunotherapy of immune 
cell densities, evaluated by mIF in mesothelioma lesions and assessed in tumor 
compartment, in stroma compartment and in the whole lesion (tumor + stroma). 
Patients (n = 35) were classified as responders (including partial responses and 
stable disease for at least 6 months) (n = 20) or non-responders (all those  
patients with progressive disease) (n = 15). Statistical analysis by Mann-Whitney  
test. b, Association of immune cell densities with tissue localization  

(tumor vs. stroma) in responders and non-responders within each of the  
four DNA methylation subsets (DEM, LOW, INT and CIMP). Statistical analysis  
by the Wilcoxon matched-pairs signed-rank test. *, p<0.05; ***, p<0.001.  
c, Association of immune cell densities with patients’ survival was evaluated by 
mIF in pre-therapy mesothelioma lesions and assessed in tumor (T), stroma (S) 
and combined (tumor + stroma, T + S) areas. The lesions were dichotomized 
according to whether the cell density of each immune cell subset was above/
equal (HI) to, or below (LO) the median value for each marker. Statistical analysis 
by log-rank test.
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Extended Data Fig. 9 | A probabilistic classifier for tumor methylation 
subtypes. a, Bar plots show sensitivity, specificity and precision of a random 
forest classifier predicting methylation subtype from RRBS data (n = 50). b, Bar 
plots of accuracy of the model and the area under ROC curve (AUC) for the LOW 

class. c, Receiver operating characteristic (ROC) curves for different folds, the 
blue line is the average curve. d–f, Same as in a–c, for the classifier predicting 
methylation subtype from EPIC microarray data based on MESOMICS study 
(n = 119).
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