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Chimeric antigen receptor macrophages (CAR M)
induce antitumor immunity and synergize with T
cell checkpoint inhibitors in pre-clinical solid tumor
models
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Solid tumor challenges for adoptive cell therapy
1. Trafficking & penetration 2. Tumor microenvironment 3. Target antigen heterogeneity
+ Extravasation * Immunosuppression * Inherent resistance
*  Homing * Exhaustion * Antigen negative relapse

* Penetration * Metabolic challenges

» Poor proliferation & persistence
* Low antigen presentation
* Low Th1 cytokines

B lymphocyte
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Type of cancer
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Ad5f35 induces CAR expression and promotes an M1 PAAGR Ameicen Assocition
phenotype in murine MACs without affecting viability
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CARs redirect multiple macrophage effector

functions

CAR-M clears HER2*
target cells

CAR-M induce MHC expression

on tumor cells

CT26-HER2+ Killing kinetics
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CAR-M enhance tumor killing of
transgenic TCR T cells
(OTI OVA model)
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CAR-M shrink tumors and improve overall PAAGR Ameicen Assocition
. - - for Cancer Research’
survival in immunocompetent mouse models

FINDING CURES TOGETHER"

Untreated
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# of live CD45+CD3+ / 1e5 cells

# of CD3+CD4+/ 1e5 cells

CAR-M reprogram and activate the TME in
immunocompetent pre-clinical models

Increased infiltration of T cells

Ex vivo TIL restimulation with gp70
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Increased infiltration & activation of DCs
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CAR-M drive T cell infiltration into solid tumors
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CAR-M therapy vaccinates mice against tumor CR American Associatir

 \. for Cancer Research’

recurrence and prevents antigen negative relapse BN CURES TOGETHER
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CAR-M promote systemic anti-tumor response

and enhance abscopal effect
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Evaluation of the TME in the HER2- (abscopal) tumor

CD3+ T cells (% of Tot.)
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Tumor Volume (mm3)

CAR-M + PD-1 blockade leads to improved tumor AACR Americon Associatior

control and survival in immunocompetent animals
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Conclusions

CAR-M quickly eradicate tumor cells in a CAR- and HER2-specific way

CAR-M induce MHC expression on tumor cells and enhance immunorecognition of
the target cells by T cells

Local administration of CAR-M modulates the TME, impacts primary and abscopal
tumor growth and increases mice survival

CAR-M therapy vaccinates mice against tumor recurrence and prevents antigen
negative relapse

The combination of CAR-M with anti-PD-1 blockade leads to synergistic tumor control
and significantly increases overall survival
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