Highly potent and specific bivalent T cell engager (TCE) targeting PRAME on HLA-A*02:01
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CDR813 induces potent cancer cell killing and low cytokine
release

@ M-gager CDR813 targeting PRAME @ Binding studies suggest that CDR813 is highly specific

Background

Binding of monovalent CDR813 was measured by SPR. Amino acids alanine, arginine or aspartic acid were substituted on the
PRAME,,s ,55 peptide to establish which amino acids are critical for binding. Reduction in binding indicates that the substituted
amino acid is important for binding. The binding profile enables to search for similar peptides in the human proteome. No relevant
binding was observed to similar peptides presented in healthy tissues.

OV56 cancer cells were co-incubated with PBMCs and CDR813 or two comparators. Granzyme B and interferon y release was
determined at 24 h. CDR813 is more potent than TCR-TCE Fc and induces lower cytokine release than sTCRxCD3.

* Preferentially Expressed Antigen in Melanoma (PRAME) is a
cancer/testis antigen expressed in a broad range of solid and
hematological cancers. PRAME,,:_,3; peptide SLLQHLIGL presented on
HLA-A*02:01 is a promising tumor target as its presentation is mainly
restricted to cancer.
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CDR813 is an antibody fragment-based TCE which bivalently binds to
the HLA-A*02:01-restricted PRAME,,. ,5; peptide on tumors. The
target affinity of CDR813 was optimized to achieve high potency and
target specificity.

N
o
o
o
|

0.8=
—- TCR-TCE Fc

Interferon y (pg/ml)
S
3
|

0.6=

Granzyme B (pg/ml)

Substitution

0.4=-

Drug Product profile supports ¥ /
liquid formulation in high conc. B " Cell killing
(> 100 mg/mL), suitable for s.c. (e.g., Granzyme B

release)

0.2=-

0.0 T T T T 1711

DY DAL A O R
&QQ\O@OO'\'Q
P& SR L F
. QO\\\L-OO&&%&QQ)\/

?\
200 150 100 80 60 40 20 O <&

Fold-difference in Kp
(PRAME/similar peptide)

Anchor position

TCE conc. (nM) TCE conc. (nM)

CDR813 was compared in potency, cytokine release, safety and
developability properties against two comparators identical to clinical-
stage compounds, which were produced in-house.
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CDR813 shows the broadest window between on-target/on-
tumor and on-target/off-tumor reactivity

CDR813 and the two comparators were tested in co-cultures of PBMCs with OV56 cells or with HLA-A*02:01+ normal human
primary cells of renal origin expressing low levels of PRAME (data not shown). Granzyme B release was quantified after 24 h.

Comparators Description

sTCRxCD3 Recombinant soluble TCR fused to an anti-CD3 scFv
TCR-TCE Fc Half-life extended TCR and low-affinity T cell recruiter

@ CDR813 exhibits a good safety profile in vitro
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