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Background

Engineered Toxin Bodies (ETBs) are comprised of a
proprietarily engineered form of Shiga-like Toxin A subunit
(DI SLTA) genetically fused to antibody-like binding domains.
ETBs work through novel mechanisms of action and are
capable of forced internalization, undergoing retrograde
translocation to the cytosol, and inducing potent cell-kill via
the enzymatic and permanent inactivation of

ribosomes, resulting in the inhibition of protein synthesis and
induction of apoptosis through ribotoxic stress mechanisms.
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Antigen Seeding Technology (AST)

Antigen Seeding Technology (AST) incorporates the fusion of an immunodominant
antigenic peptide to an ETB scaffold allowing for the delivery of intracellular peptide for

subsequent MHC-I loading, surface presentation, a

nd re-direction of an endogenous

memory T cell response against the tumor. AST is a novel mechanism of action for re-
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Trop2 Mediated Antigen Seeding Technology (AST)

The general workflow for performing AST assays involves treating

HLA-A*01 Trop2 AST Model with Transgenic A-375 Cell Line

and incubating target cells with test agent (ex. ETB or positive
control peptide), co-culturing with antigen restricted T-cells isolated
from HLA matched PBMCs, collection of supernatant for detection

AST activity assays require HLA matched target
positive cells and antigen specific CTLs derived from

Trop2 Surface Expression
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directing immune responses to tumors. MTEM’s first AST enabled ETB in clinical

development, MT-6402, targets PD-L1+ tumors and delivers the HLA-A*02 restricted
peptide from the CMV pp65 tegument protein. Additional MHC class | restricted antigens
can be added to ETBs to match HLA-A haplotype (ex. HLA-A*01, HLA-A*24, etc) and

broaden the patient population that could benefit from AST.

of human interferon gamma (hulFNy) via ELISA (hulFNy MAX ELISA,
Biolegend) and cell viability assessment by ATP quantification
(CTG2.0, Promega).
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donor PBMCs. A-375 cells (malignant melanoma)
are HLA-A*01 and readily accommodate transgenic
engineering, presenting a useful system for
preparing AST models. A-375 cells were transduced
with human Trop2 lentivirus, and selected clones
evaluated for surface expression (huTrop2/ A-375) .
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