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Delta-like ligand 3 (DLL3) is a cell surface protein that is predominantly expressed in
neuroendocrine tumors, such as small cell lung cancer (SCLC), while exhibiting minimal
presence in normal adult tissues. This selective expression renders DLL3 an attractive
therapeutic target for aggressive cancers that have limited treatment alternatives. By
targeting DLL3, novel therapies can effectively target tumor cells while reducing
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damage to healthy tissues, aligning with the principles of precision oncology.
The approval of the first DLL3-targeted therapy in 2024 represented a pivotal
development, sparking increased interest in both treatment and diagnostic
advancements focused on this distinctive biomarker.

The approval of Imdelltra (tarlatamab) by Amgen in May 2024 significantly transformed
the landscape for DLL3-targeted therapies. As the first therapy aimed at DLL3, Imdelltra
signifies a remarkable progression in the field of oncology. This bispecific T-cell engager
(BIiTE) received approval for adult patients with extensive-stage small cell lung cancer
(ES-SCLC) whose condition had progressed following platinum-based chemotherapy.
Its accelerated approval, driven by notable response rates and duration of response
(DoR) observed in clinical trials, highlights its clinical promise. Nevertheless, ongoing
confirmatory studies are essential to further substantiate its therapeutic efficacy.

From a commercial perspective, Imdelltra has achieved impressive initial success,
generating over US$ 45 Million in sales within its first few months solely in the US
market. This early performance reflects the substantial demand for innovative therapies
in ES-SCLC and positions Imdelltra as a significant contender in this developing
therapeutic category. Its commercial success has sparked a surge of interest and
investment in DLL3-targeting therapies, leading to numerous collaborations and
licensing agreements as companies compete for a stake in this promising market.

Boehringer Ingelheim’s Obrixtamig (Bl 764532), a DLL3/CD3 bispecific antibody,
represents the next most advanced clinical candidate in this domain. Developed using
the OGAP® Discovery Platform, Obrixtamig has received FDA Fast Track designation
for small cell lung cancer, underscoring its potential to offer a new therapeutic option for
patients. Although clinical development is ongoing, its advancement signifies the
increasing competition and variety of strategies within the DLL3-targeting sector.

The approval and initial success of Imdelltra have catalyzed a surge in licensing
agreements aimed at expediting the development of innovative DLL3-targeted
therapies. For example, in January 2025, Innovent Biologics entered into a collaboration
and exclusive licensing agreement with Roche to further develop I1BI3009, a novel
DLL3-targeted antibody-drug conjugate (ADC). With IND approvals secured in Australia,
China, and the US, and the first patient dosed in December 2024, this partnership
highlights the potential of ADCs in enhancing DLL3-targeting strategies. Roche’s
intention to assume full development responsibilities after the initial phases further
emphasizes the strategic significance of this collaboration, with Innovent poised to
receive up to US$ 1 billion in milestone payments along with tiered royalties on net
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sales.

In addition to therapeutic uses, DLL3 is being utilized as a diagnostic tool, thereby
increasing its overall market potential. Researchers at Memorial Sloan Kettering Cancer
Center have created an imaging technology that employs a radioactive particle binding
to DLL3, facilitating more accurate detection of DLL3-expressing lung and prostate
cancers through PET scans. This diagnostic advancement could be pivotal in identifying
patients likely to benefit from DLL3-targeted therapies, such as Imdelltra, thus
optimizing treatment outcomes and broadening the market for these agents.

The integration of substantial clinical evidence, impressive commercial success, and
continuous research and development efforts establishes the DLL3-targeting therapies
market as a vibrant and swiftly expanding area within oncology. Numerous companies
are progressing their development pipelines, forming strategic partnerships, and
investigating novel diagnostic uses, indicating that the future of DLL3-targeted therapies
is highly promising for both patients and stakeholders. As the market evolves, it is
expected to become a fundamental component in the treatment of cancers associated
with DLL3 expression.
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