
Altered myelopoiesis in cancer 
 
Vincenzo Bronte 
Verona University Hospital 
 
 
 
 
 
 

vincenzo.bronte@univr.it 



Disclosure  

• iTeos Therapeutics SA, scientific advisory board and research collaboration 

• Tusk Therapeutics Ltd, scientific advisory board, research support and collaboration 

• IO Biotech ApS, shareholder and scientific advisory board 

• BioNTech AG, patent and research collaboration  

• Ganymed Pharmaceuticals AG, research collaboration 

• Xios Therapeutics, scientific advisory board 

• Codiak BioSciences, scientific advisory board 

 

 



D.  Hanahan , R. A.  Weinberg, Cell, 2011 
 

Cancer stroma comprises different immune cells 
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Myeloid cells of innate immunity 

Dendritic cells 

Mast cells 

Neutrophils 

Monocytes/Macrophages 

Phagocytosis, inflammation, anti-
microbial peptide production 

Phagocytosis, inflammation, 
tissue repair 

Eosinophils 

Inflammation, vascular permeability 

Defense against parasites 

Activation of naïve T cells 

Cell type Main function in immune response 
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Steady-state hematopoyesis 
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CD38+CD204+CD206  TAMs correlate with immunosuppression 
(PD-1+ T cells and Treg) 
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TME signals 

PMN-MDSCs 

CTL 

The IL-23/IL-17 axis in inflammation and cancer 
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TAMs of different origin in pancreatic cancer 
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The metabolic control of T cell activation  by myeloid cells 
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Amino acid metabolizing enzymes with immuno regulatory activity 



Metabolic and molecular pathways for ARG1 induction 

Notch-Rbpj 
VEGF 
TGF 
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ARG1 genetic ablation favors immunotherapy  
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Cold and immune-evasive tumors: the 
micro-environment as target 



Cold and immune-evasive tumors: 
the micro-environment as target 

• Cancer cell molecular programs 

-catenin 

• Enzymes 

IDO1, Arginase 1 

• Chemochines, cytokines and chemoattractants 

CCL2, CCL3, CCL4, CSF-1  

• Signaling and transcription factors in myeloid 
infiltrating cells 

PI3K, c/EBP, miR142-3p 

• Myeloid cell activation and biology 

Anti-CD38, TLR4 agonists, STING agonists, TLR9 agonists 
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Targeting PI3K in myeloid cells 



Conclusions 
 

• Targeting myeloid cells is likely not going to be effective as 
single therapy but can enhance cancer immunotherapy. 
 
• Single or combinatorial approaches depleting macrophages 
for prolonged times might have secondary effects on tissues 
homeostasis. 
 
• Treatments that acts on cell plasticity might offer some 
advantages over simple depletion. 
 
• Intratumoral activation can promote a sustained T cell 
response. 
 
• Further characterization of tumor-infiltrating myeloid cells 
might provide better molecular targets for intervention. 
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Therapeutic interventions on TAMs to improve cancer therapy 
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Targeting cEBP in myeloid cells 
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Interference with Treg triggers a CD8+ T cell-dependent 
maturation of monocytes into Batf3 dendritic cells 



Conclusions 
 

• Targeting myeloid cells is likely not going to be effective as 
single therapy but can enhance cancer immunotherapy. 
 
• Single or combinatorial approaches depleting macrophages 
for prolonged times might have secondary effects on tissues 
homeostasis. 
 
• Treatments that acts on cell plasticity might offer some 
advantages over simple depletion. 
 
• Intratumoral activation can promote a sustained T cell 
response. 
 
• Further characterization of tumor-infiltrating myeloid cells 
might provide better molecular targets for intervention. 
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Refining therapeutic strategies to alter myeloid compartment in cancer 


