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Thesefindings indicate that the SIRPα-CD47 axis might physiologicallymaintain MDSCin their immature and immunosuppressivestate and that
immunotherapiestargetingthis pathwaydo differentiateMDSCin pro-inflammatorymaturemyeloidcellscontributingto breakingimmunetolerance.

Conclusion

Results

/ƻƴǘǊƻƭ ƻŦ ƛƳƳǳƴŜ ǘƻƭŜǊŀƴŎŜ ōȅ ǘƘŜ {Lwtʰ - CD47 pathway
and Myeloid-Derived Suppressor Cells

anti-SIRPh

Introduction
Checkpointinhibitors targetingadaptiveimmunity haveshownhigh efficiency
to fight cancersbut immune checkpoint on innate immune cells remains
poorly studied,in particularfor myeloidcells. Interactionof SIRPalpha(SIRPα),
expressedby myeloidcells,with the ubiquitousreceptorCD47 is an important
immunecheckpointof the innate responseregulatingmacrophages,dendritic
cellsandneutrophilsfunctions. Myeloid-derivedsuppressorcells(MDSC)are a
heterogeneouspopulation of immature hematopoieticprecursorsknown to
suppressimmune responsesin cancerand chronic inflammation. Thesecells
were first identified in tumor-bearingmice and are now consideredas a key
cell population preventingantitumor immunity in the clinic. We have found
that SIRPαis expressedby rat as well as mouseand human MDSCand that
SIRPαantagonist (Effi-DEM) induce differentiation of MDSC into non-
suppressivecellscontributingto breakingimmunetolerance.

{Lwtʰ ōƭƻŎƪŀŘŜ ƛƴŘǳŎŜǎ a5{/ ŘƛŦŦŜǊŜƴǘƛŀǘƛƻƴ
in non-suppressive inflammatory cellsa5{/ ŜȄǇǊŜǎǎ {Lwtʰ

{Lwtʰ ōƭƻŎƪŀŘŜ ōǊŀƪŜǎ ƛƳƳǳƴŜ ǘƻƭŜǊŀƴŎŜ ŀƴŘ ŀŎŎǳƳǳƭŀǘƛƻƴ ƻŦ ƛƴŦƭŀƳƳŀǘƻǊȅ ƳŀŎǊƻǇƘŀƎŜ

Non-myeloidcells Class-II+ myeloidcells MonocyticMDSC            GranulocyticMDSC

Class II CD103 CD80 CD86 CD4 His48 NKRP1 CD49b

Rat MDSCcultured 48 hours in vitro with anti-SIRPα mAb acquire an inflammatory (M1)
macrophagephenotypeandloosetheir capacityto supressTlymphocyteproliferation
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In a kidney allograft tolerance model in rat induced by costimulation blockade,
administration of a blocking anti-SIRPαmAb for 3 weeks broke immune tolerance and
inducednon-classicalallograftrejection. Histologicalexaminationshowedmild T lymphocyte
and high macrophageinfiltrates in rejectedgrafts. mRNAanalysisrevealedan inflammatory
(M1) macrophagesignature(datanot shown: increaseof CD103, CD86andiNOS).
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