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CD123-targeted therapies and CAR-T cell therapies are associated with toxicities
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TNF-a and IFN-y induce an overexpression of CD123 on endothelial cells
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Dasatinib 25 nM inhibits TNF-a and IFN-y 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
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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

-

"; O\a s °
0 o oy
°°% ®o0
\'Jo...Q > °
- e ‘o0 ?® ©ao
Incucyte cytotoxicity assay s e
- g . - L I )
in conditionned media |eese ocee oos

+/- Dasatinib ‘
+/- anti-TNF-o l

+ anti-IFN-y

[ "
s el

L) L ¥, 9.
it (@ J@ L1

PR

"
L T @
;8 e

Incucyte S3 microscopy:

k Target cell death

(DimalTID

IBISA

(Mantion et al., Mol. Ther. Oncaol., in press)

CAL-1 + CAR123
100-

Cytotoxicity (%)

AF .7 = *-"":3‘..‘3—--'
4 e~
04—

Time (h)
HMEC-1 + CAR123
100
g 80-
> -
G 60+
x -
(o]
£ 40—
2
© 204
B

0 6 12 18 24 30 36 42 48

Time (h)

IIIIIIIIIIIIIIIIIIII
0 6 12 18 24 30 36 42 48

& NT
Dasa 25 nM

* Dasa 50 nM

& Dasa 100 nM
& Dasa 250 nM
& Anti-TNF-a + anti IFN-y

n=4

Fekek| g

n=4



TNF-a and IFN-y induce an overexpression of CD123 on endothelial cells
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Low concentration dasatinib reduces CAR123 toxicity on endothelial cells
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High concentration dasatinib reversibly inhibits CAR123 functionality
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