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Objective: The characterization of tumor heterogeneity using radiomic features from PET images is gaining interest in the context of precision 
medicine. Yet, the relationship between radiomic features and biological characteristics of lesions needs to be clarified. To this end, we 
studied the relationship between PET radiomic features and metabolomic data in breast cancer and we investigated their ability to predict 
the immunohistochemical tumor subtypes.  
Methods: 26 patients with a breast cancer underwent a pre-treatment FDG PET/CT scan on a Biograph PET/CT scanner (Siemens). In each 
patient, the primary lesion was segmented using a threshold equal to 40% of SUVmax. In each volume of interest, we computed 43 radiomic 
features using the LIFEx software (absolute discretization: 64 gray-levels between 0 and 20 SUV units) including SUVmax, SUVmean, 
Metabolic Volume (MV), TLG, 7 histogram indices, 2 shape features and 30 textural indices. Based on the resected tissues, we used a mass 
spectrometer to analyze the expression of 1500 metabolites listed in the Human metabolome database. Spearman correlation coefficients 
(R) between each radiomic feature and each metabolite were studied. We investigated the ability of radiomic features and metabolomic 
data to identify triple-negative breast cancer (TNBC). We compared the performance of logistic regression for SUVmax, MV and SUVmax+MV 
with those of 5 statistical methods for radiomic features and metabolomic data separately: linear discriminant analysis (LDA), partial least 
squares discriminant analysis (PLSDA), orthogonal partial least squares (OPLS), high dimensional discriminant analysis (HDDA, [1]) and globally 
sparse HDDA (gsHDDA, [2]). This procedure was repeated 25 times with 16 randomly selected patients for the training set and 10 patients 
for the validation set. The accuracy of the TNBC identification was measured on the validation set using the Youden index (sensitivity + 
specificity - 1).  
Results: In our cohort, 7 women had TNBC. The mean correlation coefficient, in absolute value, between radiomic and metabolomic features 
was equal to 0.20±0.14 (range: [0-0.81]). Only 3% of pairwise correlations were higher than 0.50 (in absolute value). Twenty out of 43 
radiomic features were moderately correlated with at least 50 metabolites (|R|≥0.50) including SUVs and MV. With the logistic regression, 
the best performance for TNBC identification was obtained for SUVmax with a Youden index equal to 0.29±0.34. Using different statistical 
methods, the Youden indices ranged between 0.18 and 0.34 based on metabolomic data and between -0.12 and 0.50 from radiomic features. 
The best performance for TNBC identification was obtained for HDDA (Youden = 0.50±0.35) and gsHDDA (Youden = 0.49±0.34) based on 
radiomic features and these results outperformed those obtained with SUVmax (p-values of Wilcoxon test = 0.03). One of the advantages of 
gsHDDA compared to other methods is that the model was built based on selected features. The study of these features showed a moderate 
correlation (|R|=0.21±0.15, range: [0-0.71]) between 10 key radiomic features and 601 key metabolites (features selected by gsHDDA in at 
least 50% of the tests), suggesting that the combination between these two sources of information could improve the identification of TNBC. 
Conclusion: In breast lesions, we demonstrated a poor to moderate correlation between PET radiomic features and metabolomic data. 
However, the two types of data allow the identification of TNBC with similar performances. Additional breast cancer patients are currently 
being included to validate these results on a large cohort and the joint analysis of radiomic features and metabolomic data will be 
investigated in order to take advantage of the complementarity of data and enhance classification performance. 


