KRAS G12V T cell receptor-engineered T cells expressing the durability FAS-41BB switch receptor exhibit a potent, persistent,

coordinated CD4/CD8 anti-tumor response in vitro and in vivo
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Coordinated CD4/CD8 Response and
FAS-41BB Switch Receptor

» T cells transduced with high
affinity TCR specifically
recognize KRAS G12V \
presented by HLA-A*11:01 %’

Fig 3: TCR-T Expansion
SW527 co-cultured with
transduced mixed CD4/CD8 T
cells, which were transferred to
new well with fresh SW527 ().
Dramatic expansion occurred in

Fig 4: TCR-T Expansion
SW527 co-cultured with
transduced CD4, CD8, or mixed
CD4/CD8 T cells, which were
transferred to new well with
fresh SW527 (1). Better

Fig 5: In Vitro Efficacy

Transduced CD4, CD8, or
mixed CD4/CD8 T cells co-
cultured and rechallenged (1)
with SW527. Better tumor
control with CD4 and CD8 T cell

Fig 2: Cell Line Reactivity

CD137 expression on
transduced CD8 T cells co-
cultured with A11 KRAS G12V
mutant cell lines demonstrates
reactivity to endogenous KRAS

Abstract

Adoptive cell therapy with genetically modified T cells
has shown promising efficacy in solid tumors but has
been limited by immunosuppressive mechanisms that
interfere with sustained activity including FAS ligand-
induced apoptosis of tumor-infiltrating, FAS receptor-

Fig 1: Expression

FACS analysis confirms
expression of A11 G12V TCR,
CD8aB, and FAS-41BB in
primary T cells.
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Methods

Human CD4/CD8T cells isolated from healthy
volunteers were lentivirally transduced with constructs
encoding the KRAS TCR, CD8a chains, and FAS-
41BB. Preclinical studies included peptide titrations
with the index peptide and ones in which one residue

Fig 6: XScan

Transduced CD8 T cells
stimulated with potential off-
target peptides predicted by
XScan. Even at high peptide
concentration only the RAB7B
peptide shows any evidence of

Fig 7: Off-Target

XScan predicted a single
potential off-target in the
genome, RAB7B, but peptide
failed to stimulate transduced
CD8 T cells at physiologic
concentrations demonstrating

Fig 8: Cytokine-
Independent Persistence
Transduced CD4/CD8 T cells
expanded with cytokine support
for 2 weeks, followed by
cytokine removal. Lack of
persistence in the absence of
exogenous cytokines supports

Fig 9: In Vivo Efficacy

Single intravenous
administration of 1x107
CD4/CD8 TCR-T 10 days after
subcutaneous inoculation of
SW527 leads to 4 out 5 mice
achieving a complete response.

Fig 10: In Vivo Survival

Single intravenous
administration of 1x107
CD4/CD8 TCR-T 10 days after
subcutaneous inoculation of
SW527 leads to long term
survival as demonstrated by
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5-parameter lentivirus able to express A11 KRAS G12V TCR +
CD8ab + FAS-41BB switch receptor

Inclusion of CD8af allows for stimulation of CD4 T cells and
coordinated immune response resulting in a superior product
Transduced T cells respond to multiple cell lines expressing
endogenous KRAS G12V, allowing for in vivo efficacy

No cytokine-independent persistence and off-target specificities
not detected

Preclinical studies support the clinical development of this first-
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