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T cell redirecting therapies
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Nanotechnology to advance T cell therapies
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MRNA-NCs screening

Design of Experiments (DOE)
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mRNA NCs screening

Transfection efficienc 0 +
y %GFP R2:0.4564

] 160 .
3 90
m 4 140-
( Jurkat Cells 5 80
[+}]
| 6 N 120-
2 H 8 70 "
J' o™ Q 9 S 100-
mMGFP-NCs 20 60
1-3 pg/million cells = 12 80 T T 1
HO g_ }2 50 0 50 100 150
n 15 4 40 % + cells
S
< 18 130 70 R2:0.4611
. <
24/72h 21 j 20 57
22 c ®e
23 410 S 50 .
24 £ ° o
25 °
— Q 40— °
Flow citometry leh 72h 24h 72h o o “see
Transfection efficiency (GFP+) 1ug RNA/M 3ng RNA/M 30 T T 1
0 50 100 150
Dose and Time % + cells
CRS =3 NEXT-GENERATION
ANNUAL MeeTing PHILADELPHIA, PA DELIVERY INNOVATIONS

& EXPOSITION JULY 13-18, 2025



MRNA-NCs efficiency in T cells
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Blood from 100- 100 -
healthy donors 80- - . a . .
ﬁ wE 80 -
(ADOS) 3 60+ ; 550-
:w i
. % 20 2 407
Negative T-cell o i 2
. . ERY £ 20
l isolation . . £,
i 0-== : N2 S kR
Primary S MNP PR & SIS
N
Human T cells | F&FFFS ¢ @ 3
1. T cell activation Dose response Persistency
2. mMRNA-NCs: 5 g 1009 100-
RNA/million cells 2 807 PRI
8 g0 E]
+ + 60_
N\ E 40+ E 40-
= 4
| 24h/96h % * 20-
— 0- 04
N
Flow cytometry &8 8 SN

NEXT-GENERATION
DELIVERY INNOVATIONS

CRS ==

ANNUAL MeeTine PHILADELPHIA, PA
& EXPOSITION JULY 13-18, 2025




MRNA-NCs optimization in T cells

" N

Lead candidate Spleen-tropic
ionizable lipids

[Etest

Polymers

Size: 70 — 155 nm
Charge: neutral
PDI < 0.2
RNA associaton: +85%
Stable in culture medium
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Transfection efficiency and viability, human T cells

100

% GFP+ cells

& e

K

D)

% Viable cells (7 AA

c." o“ (%4 c." & P

MFI (X fold)

120 -

804

40-

d‘-

FEE

%
%,
"’o

/
NEXT-GENERATION

o8 q“-‘@d" % @c."@d‘@ @5}‘@&

DELIVERY INNOVATIONS



Summary and conclusions

Screening = NCs for T cell transfection

Lead candidate

,’.5....(5._{

25 mMRNA-NC prototypes S 6 spleen tropic mMRNA-NCs

eNC-1

High T cell transfection efficiency and low toxicity. Better performance than LNPs
(Pfizer), lipofectamine and electroporation.

Therapeutic potential and biodistribution studies are undergoing.
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