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Introduction
In patients with B-cell Acute Lymphoblastid_eukemia(B-ALL),ChimericAntigen Receptor(CAR)T cellstargeting COL9 have achieveddurable responses However,the contribution of the tumor microenvironment(TME)on CART-cell fate and
endogenousmmunity remainsincompletelyunderstood Trancriptomicdata from treated BALLpatients bone marrow (BM)}residentimmune cellsdemonstratedthat immunologicahichereactsto CART cellmediatedinflammationby activationof

inhibitory pathwaysand molecules Remodellingpf the compositionof BM after CART-cellinfusionis observed
Significantenrichmentfor geneexpressiorprofile associatedvith Hypoxiawas correlatedwith the expansionof Myeloid DerivedSuppressofellsitMDSC)In parallel,¢ D Gignalingand cell exhaustionin endogenousC8+ T cellsand infused CART

cellswere observed
Aim: Definerole of Hypoxiain exacerbatinghe exhaustionof CART cellsand endogenousmmunity:.
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Conclusions

CART cellspromote myeloid,and MDSQrecruitmentin the BM microenvironmentin patientswith B-ALL ultimately leadingto T cell exhaustionasactivefeedbackof regulationin responseto CART-cellmediatedinflammation,which may antagonize
the effect of CARI-celltherapy. Hypoxiahavea role in exacerbatingCART cell dysfunctionand exhaustion Mitigation of the pathwayof Hypoxiaand couldrestore CART cellsactivity and persistencan vitro
This study provide novel and potential therapeutic targets within the tumor microenvironment that antagonize the effe&tTotéll therapy.
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