The CXCL5-mediated recruitment of
SiglecF"9" neutrophil in lung tumor
tissue impair CD8 T cell response
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High plasticity of tumor associated neutrophils (TANs)

Direct influence of TME:

« Promote proliferation of cancer cells
* ECM remodeling

» Angiogenesis

* Release of ROS

Neutrophil

Tumor microenvironment

(TME)

Indirect mechanisms of tumor progression:

High plasticity is dependent on the
tumor type and the constellation of
immune modulating factors

» Alteration of leukocytes activation
« T cell inhibition

Jaillon S, Ponzetta A, Di Mitri D, Santoni A, Bonecchi R, Mantovani A. Neutrophil diversity and plasticity in tumour progression and therapy. Nat Reviews Cancer (2020).



Lung adenocarcinoma (KP) is dominated by Neu-SiglecFhih
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Tumor-Promoting Ly-6G* SiglecF"sh Cells Are Mature and Long-Lived Neutrophils. Christina Pfirschke et al., (2020) Cell Report



SiglecF

CXCL5 KO tumors do not accumulate Neu-SiglecFhigh
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Differential chemokine-gene expression in
KP model compare to healthy lung shows the

over-expression of CXCL5
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Enhanced tumor specific CD8 T cell response in CXCL5 KO tumors
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Contact-mediated mechanism of inhibition in the established nodule

Small nodule

4 -

Large nodule

- Neutrophil -




Neu-SiglecFMgh hamper the full activity of PD-L1 treatment
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Conclusions

Highly Neu-SiglecFhigh
infiltrated tumor

Poorly Neu-SiglecFhish
infiltrated tumor

Tumor escape Tumor control

Neu-SiglecFhigh O CXCL5 %Cancer cell ‘ CD8* T cell ? PD-L1 blockade
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