DLL3 IN SMALL CELL LUNG CANCER AND
OTHER NEUROENDOCRINE TUMORS
DLL3 is upregulated and expressed on the surface of human neuroendocrine tumor cells1
DLL3 is an inhibitory ligand of the Notch pathway, a cell-cell signaling pathway that plays a role in embryonic
development.2,3 In healthy tissue, DLL3 is minimally expressed and predominantly localized to the Golgi apparatus
and other cytoplasmic vesicles, and is only rarely found on the cellular surface.2,4
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DLL3 is expressed on the surface of several types of tumor cells, including SCLC and others of neuroendocrine origin such as
neuroendocrine prostate cancer (NEPC), small cell bladder cancer, and gastrointestinal neuroendocrine cancer.1,4
A large multicenter study showed
positive DLL3 expression in 85% of
patients with SCLC (n=895/1,050),
regardless of disease stage6,‡,§,**

In an analysis of 423 patients with
prostate cancer, DLL3 was expressed
in 77% of NEPC samples (n=36/47)7,††

DLL3 is a rational therapeutic target due to its selective high expression on the surface
of SCLC and NEPC cells and its relative absence on the surface of healthy cells
*DLL3 IHC staining in normal human lung tissue.5
†
DLL3 IHC staining (brown stain) in human SCLC tumor tissue.5
‡
A multicenter, international, noninterventional study of 1,050 patients with 1 specimen and evaluable DLL3 expression detected using IHC.6
§
DLL3 positivity was based on the percentage of tumor cells with DLL3 staining present, with positive indicating ≥ 25% of tumor cells.6
**DLL3 staining defined as present if tumor cells showed punctate and/or diffuse cytoplasmic and/or partial or circumferential membranous staining.6
††
DLL3 expression in 400 prostate cancer samples from 228 patients was analyzed by IHC, with DLL3 positivity defined as any cytoplasmic or membranous staining.7
DLL3, delta-like ligand 3; IHC, immunohistochemistry; SCLC, small cell lung cancer.

Cancer cells can be eliminated by cytotoxic T cells8

Cytotoxic T cells play an important role in recognizing and eliminating cancer cells.8 However, cancer cells can evade
the immune system through various mechanisms.9-11
These evasion mechanisms, which include loss of MHC I molecules, inhibition of cytotoxic T-cell receptor signaling and
the use of the PD-1/PD-L1 signaling pathway, can help cancer cells survive and proliferate.9-11
BiTE® molecules are designed to overcome these escape mechanisms by engaging the body’s endogenous T cells to
target and help eliminate cancer cells.9

BiTE® molecules could engage a patient’s own T cells to eliminate SCLC and other
neuroendocrine cancer cells9,12
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BiTE® molecules can be designed to engage a
specific target on the surface of SCLC cells and
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Binding of the BiTE® molecule activates the T cell,
which can result in the formation of a cytolytic
synapse between the SCLC cell and T cell
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The activated T cell can create perforin pores
in the SCLC cell membrane, allowing for the
transfer of granzymes which may lead to SCLC
cell apoptosis. This can result in T-cell expansion
and serial T-cell–mediated tumor cell lysis.

BiTE® molecules are designed to induce T-cell activation, proliferation, and tumor
cell lysis
BiTE, Bispecific T-cell Engager; CD, cluster of differentiation; MHC I, major histocompatibility class I; PD-1, programmed cell death protein 1; PD-L1, programmed cell death ligand 1; SCLC, small cell lung cancer.
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