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Introduction:

» Despite promising results, patients treated with CAR-T cells usually relapse due
to tumor heterogeneity or antigen loss.

« Dual-targeting CAR-T cell strategies have been widely tested, although they
have several shortcomings related to CAR design.
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* We have previously shown that T cells secreting T cell engagers (STAb-T cells)
have advantages over i.v. administered bispecific antibodies and CAR-T cells.
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« STADb-T therapies against CD19, CD1a and BCMA have been developed and
characterized, demonstrating superior tumor control compared to CAR-T cells.

Methods:

* We have developed a dual-targeting strategy for hematological malignancies
based on T cells bearing an anti-CD22 CAR and secreting anti-CD19 T cell
engagers (CAR-STADb-T cells).
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* This work has primarily focused on the comparison between CAR-STAD-T cells
and a previously validated tandem CAR construct (TanCAR-T) against the
same two antigens.

CAR-T cells

secreting T cell engagers

are more effective than

recruiting
bystander T cells

More info

EI .,==;;,{5:=31" [=]
T 15K ===,=
i g vk

" ' IIII! !
! el :H i

l
IEI - 1'..==:-';':"’;-5~

UNICA Cancer
Immunotherapy Unit

Full presentation

Contact : Javier Arroyo-Rodenas (farroyor@salud.madrid.org)
Luis Alvarez-Vallina (lav.imas12@h120.es)

/’2 Hospital Universitario
“'H 12 de Octubre

Copies of this poster/slide deck obtained through Quick Response (QR) Code are for personal use only and may not be reproduced without permission from ASCO® or the author of this poster/slides

Hospital 12 de Octubre

CONQUER
CANCER®

THE ASCO FOUNDATION

MERIT AWARD

. < ?°
Results: K0
KDa RIS i
_ l ajl —
« CAR-STADb-T cells 22 B : 50,000 25.000 5000 T
secrete functional o T K562 i 12 0 [T Target
anti-CD19 T cell e of |13 0l 112 0| 12 0
. ] ] 1 | ] ] z
engagers that activate ¥ . T

all non-transduced o] | o {_ 0 1 0
bystanderT 0 0| ]21 77| 151 46| [182 2] 9
o
lymphocytes in the ‘ o
presence of tumor 13 {1 {3 {6 i/
cells, amplifying the ° o) B 4|0 iE
response. . 1 0
VBl ] mlf 6 1]

GFP

Contacting co-cultures
' Transduced T cells (AT)
. P9

Non-contacting co-cultures

?o ° 90 { ® Transduced T cells (AT)

Target cells (T) ) Target cells (T)

conventional CAR-T cells by e

-18 o - 18
> 80+ -16 > 80+ - 16
8 14 5 o L 14 5 —— NT-T
> _ L > _ L
g 2E g 12 . CAR-STADT
> 40- : 8 @ 3 40- ' § @ -+ TanCAR-T
3 20+ } :2 é ES 20 - X :2 E A NT-T'FNV
' ] I [ F2 . f i 5 CAR-STAb-T IFNy
0 1 * : +—0 0 - & 0 TanCAR-T IFNy

A-T | 100 10" | 5x10"| 102 |5x102|5x103|5%x10% A-T | 10° 10" | 5x10"| 102 |5x102|5x103|5x10*

NA-T| 10° 105 | 105 | 105 | 105 | 10° 0 NA-T| 10° 105 | 10% | 105 | 10° | 10° 0

A-T-T 1:50,000/1:5,000(1:1,000| 1:500 | 1:100 | 1:10 | 1:1 A-T:T 1:50,000(1:5,000(1:1,000| 1:500 | 1:100 | 1:10 | 1:1

* The effective recruitment of bystander T lymphocytes by CAR-STADb-T cells is
translated into a superior cytotoxic activity at low E:T ratios.
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Future research directions:

« CAR-STAD-T cells may be especially relevant in lymphodepleted patients with
low T cell counts due to their high efficacy and recruitment properties.

« Safety concerns may be critical when targeting solid tumors. Therefore, our
ongoing efforts are focused on the development of inducible STAb and CAR-
STADb-T cells for specific and safe activation against tumor cells.




