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CD123 is a target in BPDCN

BPDCN 

CD123

(α-chain)

IL-3

IL-3 receptor

Garnache-Ottou F et al., Br J Haematol, 2007

Garnache-Ottou et al., Blood Advances, 2019

Angelot-Delettre & Garnache-Ottou. Blood, 2012

Bôle-Richard et al., Leukemia, 2020

Fredon et al., Cancer Immunol. Res., 2024

CD123 CAR-T cell 

(CAR123)

2

Blastic Plasmacytoid Dendritic Cell Neoplasm



CD123-targeted therapies and CAR-T cell therapies are associated with toxicities 

CAR-T cell

Tagraxofusp

Diphtheria toxin IL-3

Neurotoxicity

Hematotoxicity

Capillary-leak 

syndrome (CLS)

Excessive inflammatory 

environment

3

Frankel et al., Blood, 2014

Pemmaraju et al., N Engl J Med., 2019

Morris et al., Nat. Rev. Immunol., 2022

Gu et al., WIREs Mech Dis., 2022

Izzedine et al., Kidney Int Rep., 2022



TNF-α and IFN-γ induce an overexpression of CD123 on endothelial cells
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Dasatinib 25 nM inhibits TNF-α and IFN-γ secretion by CAR123
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Dasatinib 25 nM does not impact CAR123 anti-tumor effect
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Dasatinib inhibition of cytotoxicity is reversible

(Mantion et al., Mol. Ther. Oncol., in press)
7

CAR123

+/- dasatinib

Lavage

24h

CAR123

24h

CAL-1

Flow cytometry:

Target cell death

Co-culture

Ratio 1:1 



Dasatinib reduces CAR123-induced CD123 overexpression by HMEC-1 endothelial cell line
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Dasatinib controls on-target/off-tumor effect of CAR123 on HMEC-1 endothelial cell line

(Mantion et al., Mol. Ther. Oncol., in press)
9

Incucyte S3 microscopy:
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TNF-α and IFN-γ induce an overexpression of CD123 on endothelial cells
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