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Introduction & Objectives

Acute myeloid leukemia (AML) is a hematological

malignancy with a very low overall survival. Among the 1. NKG2D ligands are expressed in AML 2. CAR-NKAE cells and CAR-T cells destroy AML cells 3. CAR-T cells near completely destroyed AML blast after 24 hours
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expression of NKG2D ligands and PD-1 ligands in tumor

> 7. CAR-NKAE cells and CAR-T cells release IFN-y, TNF-a and 1l-2 . . .
cells (AML cell lines -n=5- and primary blasts -n=3-) = _ 100 B Tvs. NL-20 8. PD-L1 expression could constitute a resistance
o Bl CAR-Tvs. NL-20 i} i
were analyzed by flow cytometry. The cytotoxicity of < % 801 —_— PBMICS 1800- PNy 600 TFa 150 -2 mechanism
untransduced NKAE, CAR-NKAE cells, untransduced T o o 60 , E CAR-Tvs. PBMCs 1600- . . 7
[<T] R . o g -
cells and CAR-T cells was evaluated by 4 hour europium g @ 407 I L £ 1000y 4001 100 . 2% 122
release assay. Also cytotoxicity after 24 hour exposition g g 207 T il w800 . % 25
. a 600- ° 200' 50' % ° D—‘B 60+ Bl PD-L1
was evaluated by flow cytometry of PI*and annexin V* & - 400- Ed % e —- 58,0 o
. . . . . . ° o o o 9 .
cells. Toxicity on healthy tissue (healthy lung cells -NL- 1121 41 &1 161 321 203‘ . 5 - ol e = ol e g2 20 T
20- and PBMCs from third party) was analyzed in the Effector:target ¢ & A XA WO & A AT 8T -
L & Q & & X N X £ e !
same way by 4 hour Eur-TDA release assay. S v«& & ® &Qﬁ & N ();3:e & o AML cell lines Blasts
¢
Conclusions Acknowledgements
» We have demonstrated that AML cells could be target with an NKG2D-CAR. This work was supported by CRIS Foundation for Cancer Research (Cancer Research Innovation Spain).
» Primary NKAE cells and T cells can be transduced with an NKG2D-CAR at low MOI to enhance their antileukemic

activity.
NKG2D-CAR-T cells exhibited a highly activated phenotype and were more effective than CAR-NKAE cells.
DJPJ hold patents in the area of CAR T cell therapy. DAL declares an equity interest, advisory

Moreover, CAR-T cells were able to near completely destroy AML blasts. role, and intellectual property licensing to CytoSen Therapeutics and Kiadis Pharma, and Author contact:

Although further studies are needed, these results show the potential of NKG2D-CAR T and NK cell therapy in AML. advisory role with Caribou BioSciences and Courier Biosciences. aleivas@h12o0.es
jmarti0l@ucm.es

Conflict of interest Disclosures:

Y VYV



