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CLEC-1 ligand (CLEC-1L) is inducible under cell stress conditions

3 CLEC-1 impedes antigen cross-presentation and
and exposed by dying cells

epithelial or hematopoietic tumor cell phagocytosis by human M®

2

Abstract

C-type lectin receptors (CLRs) are powerful pattern recognition receptors
shaping immune cell-mediated tissue damage by positively or negatively
regulating myeloid cell functions and hence tumor elimination or evasion.

1 CLEC-1 is expressed by tumor associated macrophages (TAM)
and cross-presenting dendritic cells (cDC1)

DCs were generated from bone marrow of WT or Clecla KO mice with 20ng/mL of GM-CSF, then incubated with MCA101-FcR OVA cells (expressing membranous OVA)
treated either with UV (to induce CLEC-1L expression) and incubated or with OVA-specific CD8+ OT-1 cells in vitro (A) or with MCA101-FcR OVA cells freeze-thaw cycles (not
expressing CLEC-1L) ; or soluble OVA protein which were concomitantly injected into Clecla KO or WT mice with OVA-specific CD8+ OT-1 cells (B) or OVA-specific CD4+
OT-ll cells (C) for in vivo experiment. OT-1 and OT-Il proliferation was analyzed by flow cytometry.

CLEC-1 expression in mouse and human immune cells and M®/DCs subsets from different solid tumor
microenvironment context or models was analyzed by flow cytometry or RT-qPCR (A). CLEC1A expression
was also characterized in mouse and human non-small cell lung carcinoma (NSCLC) tumor using single cell
RNA sequencing public datasets (Zilionis et al, Inmunity 2019) (B).

Ligand of CLEC-1 is detectable in danger- Identification of a CLEC-1 ligand in tumor cells
induced dying tumor cells

Human Raji tumor cell lysate was co-immunoprecipitated
with hCLEC-1 recombinant protein and revealed by western

Human tumor cell lines were treated with 150mJ/cm? UV radiation, 50Gy y-radiation,
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administered intraperitoneally (i.p.) once at d12. Mouse Fc-CLEC-1 recombinant protein was intraperitoneally injected twice a week for two weeks from d4 at 3mg/kg (B).

(B). Anti-CLEC-1 antagonistic antibody was administered at 5mg/kg twice a week for 3 weeks starting to d4 after tumor inoculation in human CLEC1 knock-In mice (C). mAb #2
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Tumor microenvironment (TME) analysis was conducted by flow cytometry on Percoll-sorted non parenchymal cells from tumor at d20 after tumor inoculation (D).

A Clecla deficiency monotherapy C CLEC-1 mAb blockade monotherapy D CLEC-1 mAb antagonism

on the Hepa 1.6 tumor cell line

A Clecla deficiency + Cyclophosphamide B CLEC-1/CLEC-1L blockade + Cyclophosphamide
Combination Combination
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