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Aijaz et al. ASCO Educational Book 2025

DLL3 is a surface target for neuroendocrine neoplasms



Why DLL3xCD3 TCEs are effective in SCLC

Zugazagoitia et al. Clin Cancer Res 2024Peressini et al. (Zugazagoitia) Clin Cancer Res 2024
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Sustained clinical efficacy of tarlatamab (>10 mg) in relapsed SCLC (DeLLphi-300)

Paz-Ares et al. J Clin Oncol 2023
Paz-Ares et al. J Clin Oncol 2024



Confirmed deep and durable responses with tarlatamab in DeLLphi-301 trial

Ahn et al. (Paz-Ares) NEJM 2023 Sands et al. WCLC 2024
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Robust OS benefit with tarlatamab in a global phase III clinical trial setting

Rudin et al. ASCO 2025
Mountzios et al. NEJM 2025
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More modest benefit with tarlatamab in terms of RR or PFS

Rudin et al. ASCO 2025
Mountzios et al. NEJM 2025
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Lower incidence of severe AEs with tarlatamab than chemotherapy

Rudin et al. ASCO 2025
Mountzios et al. NEJM 2025



Meador CB. ASCO 2025

Other T cell redirection strategies against DLL3 in clinical development for SCLC
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Obrixtamig

Choudhury et al. ESMO 2023Wermke et al. WCLC 2024

Clinical efficacy of other DLL3-CD3 TCEs in recurrent SCLC



Aveltamig (ZG006), a tri-specific T cell engager (TRI-TCE), in recurrent SCLC

Ai et al. ASCO 2025



Outline

• Introduction to T cell redirection strategies in SCLC

• T cell engagers (TCE) in recurrent SCLC

• T cell engagers (TCE) in 1L SCLC

• Conclusions



Paulson et al. WCLC 2025
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Tarlatamab with a PD-L1 inhibitor as 1LM demonstrates promising survival outcomes
(DeLLphi-303)



Wermke et al. ESMO 2025

Tarlatamab with a PD-L1 inhibitor as 1L demonstrates promising survival outcomes
(DeLLphi-303)



Obrixtamig plus atezolizumab as 1L demonstrates promising survival outcomes
(Dareon-8)

Peters et al. ESMO 2025



Obrixtamig plus atezolizumab as 1L has a manageable safety profile
(Dareon-8)

Peters et al. ESMO 2025



• Immunotherapy has transformed SCLC.

• Long term survival with PD-1 axis blockade is possible in SCLC.

• The observed survival benefit with 1L DLL3xCD3 TCEs plus an anti-PD-L1 agent is
unprecedented, vastly exceeding the associated risks.

• Earlier use of novel IO strategies for LS-SCLC likely to further increase survival.

• The stigma of SCLC as an untreatable deadly disease needs to end.
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