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Tumor-associated myeloid cells
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What myeloid-derived suppressor cells are
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MDSC and clinical outcome in HL
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G-MDSC or low-density neutrophils in peripheral blood?
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N-HL: functional evaluation
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NLR in Hodgkin Lymphoma
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S-Arg-1isincreased in HL
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Percent survival

S-Arg-1 and PFS (n=118)
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G-MDSCs sono aumentate nel MM
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Significance of NLR in Myeloma Patients
Treated with ABMT
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CD15 FITC

Arg-1-PE

Arg-1 is increased in MM-G-MDSC

myeloid but not MM cells express aminoacid degrading
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Aminoacid shortage in MM environment
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Arginine
Concentration Qg/mL

Increased Arg-1 and reduced arginine in MM
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Cell Count

Neutrofili di MM inibiscono la proliferazone T-cellulare
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CB1158-Argl inhibitor reduces
MM engraftment in vivo
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tryp/KYN is reduced in MM progression
due to increased s-IDO-1
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IDO-1 inhibition partially reverts T-cell dysfunction
due to HDN
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Epacadostat-IDO1 inhibitor has a minor
activity in reducing MM engraftment in vivo
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Increased epacadostat concentration is toxic
for T-cells
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Aminoacid degrading enzymes are increased
in MM environment
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Progressive arginine and tryptophan deprivation do not
affect cell viability and proliferation in MM
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nhon-oncogene addiction in MM
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non-oncogene addiction in MM
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aa deprivation response: GCN2 pathway
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GCN2 is required for MM cells survival
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aa deprivation response induces GCN2 in MM
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Reduction in GCN2 signalling is
associated to IRF4 silencing
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Progressive arginine deprivation induces IRF-4
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Progressive arginine deprivation induces
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Bioenergetics of MM cells upon arginine

MMl.s , U266 , H929
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GCN2 is required for MM but not for T-cell
lymphoma survival
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MM cells induce and expand T-regs in vitro and in vivo

C Human Treg induction assay
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Reduction of T-regs is associated to clinical response
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