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' Introduction ' GEP-based metabolic score is representative of the metabolic activities in MM cells
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Figure 4 : High metabolic score values are associated with a poor outcome in MM patients. A. Representation of the Metabolic score in the patient from the CoMMpass Cohort
based on 112 genes including 29 glycolytic genes and 83 Oxphos genes. B. Patients of the CoMMpass cohort (n = 674) were ranked according to the increased metabolic score.
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[Heterogeneity of the metabolic profiles in HMCLs

A. B. C. D. Figure 2 : Heterogeneity of the The maximum difference in OS was obtained using MaxStat with a cut off -0.07, splitting patients into high-risk (n = 217; red curve) and low-risk (n = 457; green curve) groups.
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| CONCLUSION ]

The metabolic activities were shown very heterogeneous in HMCLs. By integrating the HMCL's metabolic profiles with their respective transcriptomic data (RNAseq), we defined a metabolomic score to classify the HMCL into different groups
representing of their glycolysis level. First, high significant correlations between the HMCL's functional metabolic profiles and their calculated metabolic score were identified. Secondly, the gene-based metabolomic score calculated in the MMRF
CoMMpass cohort (newly diagnosed MM patients, n=674) confirmed metabolic heterogeneity in the patient with segregation of the cohort into two groups with a significantly different outcome. Thirdly, significant correlation between a high
mitochondrial ATP production and the resistance to proteasome inhibitor (P = 0.035, n= 13) were observed.

=> Altogether, we demonstrated that metabolomic deregulation could participate in drug resistance in MM. Inhibitors targeting metabolic activities may be of therapeutic interest to overcome drug resistance in MM.
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