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Introduction

Checkpointnhibitors targeting adaptiveimmunity have shown high efficiency
to fight cancersbut immune checkpoint on innate immune cells remains
poorly studied,in particularfor myeloidcells Interactionof SIRPalphé S| RP a ) ,
expressedy myeloidcells,with the ubiquitousreceptor CB17 Is animportant a
Immune checkpointof the innate responseregulatingmacrophagesdendritic
cellsand neutrophilsfunctions Myeloid-derivedsuppressoicells(MDSCare a
heterogeneouspopulation of iImmature hematopoietic precursorsknown to
suppressimmune responsesn cancerand chronicinflammation Thesecells
were first identified in tumor-bearingmice and are now consideredas a key
cell population preventing antitumor immunity in the clinic We have found
that S | Ri®axpressedoy rat aswell as mouse and human MDSCand that
S | R Brwagonist (EfftDEM) induce differentiation of MDSC into non-
wppressive:ellscontributingto breakingimmunetolerance

Results
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Rat MDSCcultured 48 hours in vitro with anti-SIRB mAb acquire an inflammatory (M1)

Mouse Rat Human macrophagghenotypeandloosetheir capacityto supressl lymphocyteproliferation
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In a kidney allograft tolerance model in rat induced by costimulation blockade, MRCH cb1lb cDso L1zpa0
administration of a blocking anti-S | RMAD for 3 weeks broke iImmune tolerance and  _ .y —/—= PE— oy T SR
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-~ Conclusion N

Thesefindings indicate that the S| RE#/ axis might physiologicallymaintain MDSCin their immature and immunosuppressivestate and that
- Immunotherapiegargetingthis pathwaydo differentiate MDSQn pro-inflammatorymature myeloidcellscontributingto breakingimmunetolerance
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