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Tarlatamab in previously treated SCLC: Extended follow-up of overall survival from the phase 3 DeLLphi-304 trial

C.M. Rudin1, M-J. Ahn2, M.H.H. Schuler3, F. Blackhall4, G. Mountzios5, T. Yoshida6, L. Sun7, B.C. Cho8, A. Lugini9, S. Arulananda10, P.E.
Lammers11, S.R. Punekar12, P.F. Simoes da Rocha13, J. Mazieres14, M. Gumus15, U. Demirci16, S. Huang17, A. Hamidi18, U. Patil17, B. Zhu19

1 Memorial Sloan Kettering Cancer Center, Fiona and Stanley Druckenmiller Center for Lung Cancer Research, New York, United States of
America, 2 Sungkyunkwan University School of Medicine, Samsung Medical Center, Seoul, Republic of Korea, 3 Department of Medical
Oncology, West German Cancer Center, University Hospital Essen, Essen, Germany, 4 University of Manchester, The Christie NHS Foundation
Trust, Manchester, United Kingdom, 5 4th Oncology Clinic and Clinical Trials Department, Henry Dunant Hospital Centre, Athens, Greece, 6

Department of Thoracic Oncology, National Cancer Center Hospital, Tokyo, Japan, 7 Department of Pulmonary and Critical Care Medicine,
The First Affiliated Hospital of Nanchang University, Nanchang, China, 8 Yonsei University College of Medicine, Yonsei Cancer Center, Seoul,
Republic of Korea, 9 Medical Oncology Unit, Azienda Ospedaliera San Giovanni Addolorata Hospital, Rome, Italy, 10 Department of Medical
Oncology, Monash Health, Clayton, Australia, 11 Oncology Clinical Research, Baptist Cancer Center, Memphis, United States of America, 12

Perlmutter Cancer Center, NYU Langone Health, New York, United States of America, 13 Department of Medical Oncology Service, Vall
d'Hebron University Hospital and Vall d'Hebron Institute of Oncology, Barcelona, Spain, 14 Université Paul Sabatier, Toulouse University
Hospital, Toulouse, France, 15 Prof. Dr. Suleyman Yalcin City Hospital, Istanbul Medeniyet University, Prof Dr Suleyman Yalcin City Hospital,
Istanbul, Türkiye, 16 Medical Oncology Clinic, Memorial Ankara Hospital, Ankara, Türkiye, 17 Research and Development, AMGEN Inc.,
Thousand Oaks, United States of America, 18 Amgen Medical, AMGEN Inc., Thousand Oaks, United States of America19 Institute of Cancer,
Second Affiliated of Army Medical University, Chongqing, China

Background

Tarlatamab, a DLL3-targeting bispecific T-cell engager (BiTE®) immunotherapy, demonstrated a 40% reduced risk of death and a favorable
safety profile vs chemotherapy (CTx) in patients (pts) with small cell lung cancer (SCLC) after first-line (1L) platinum-based CTx. The initial
publication was based on a median follow-up of only 11.2 months (mo). We now report long-term efficacy and safety data from DeLLphi-
304.

Methods

Pts were randomized 1:1 to tarlatamab or CTx (topotecan, lurbinectedin or amrubicin). The primary endpoint was overall survival (OS);
secondary endpoints included progression-free survival (PFS), disease control (DC), duration of response (DOR), and safety.

Results

With extended follow-up (median 23 mo), tarlatamab continued to show lower risk of death vs CTx (HR 0.62; 95% CI, 0.51–0.76), with
longer OS (median 13.6 vs 8.4 mo). The reduced mortality risk was maintained across high-risk subgroups, including pts with baseline
platinum-resistant disease and those with brain metastases (Table). Tarlatamab showed consistent benefit in PFS vs CTx (HR 0.69; 95% CI,
0.57–0.84; median 4.2 vs 3.2 mo). OS at 18 mo was higher with tarlatamab (42% vs 24%), as was 12-mo PFS (21% vs 6%), indicating
sustained benefit. DOR was longer with tarlatamab vs CTx (Table), with more ongoing responses at 12 mo (42% vs 10% of responders), and
a higher proportion with sustained (≥ 52 week) DC (24% vs 4%).

Grade ≥ 3 treatment-related adverse events (TRAEs; 28% vs 63%) and discontinuations due to TRAEs (3% vs 7%) were less frequent with
tarlatamab vs CTx. Tarlatamab showed long-term tolerability with TRAEs decreasing over time and no new safety signals.Table: 3808O

Long-term Efficacy Outcomes Tarlatamab n = 254 CTx n = 255
OS
Median, mo 13.6 (11.9–15.8) 8.4 (7.2–10.2)
HR overall 0.62 (0.51–0.76)
HR (subgroup): platinum-resistant disease†

0.65 (0.48–0.86)

HR (subgroup): baseline brain metastases 0.52 (0.38–0.70)
12-mo OS, % 56 (50–62) 39 (33–45)
18-mo OS, % 42 (36–48) 24 (19–29)
PFS*



Median, mo 4.2 (3.0–4.4) 3.2 (2.9–4.2)
HR overall 0.69 (0.57–0.84)
12-mo PFS, % 21 (16–26) 6 (3–10)
DOR,* median, mo 7.1 (4.5–12.4) 5.5 (4.2–5.7)
DC Rate,* % 68 (62–74) 64 (58–70)
Sustained DC* (≥ 52 weeks), n (%) 62 (24) 11 (4)

Long-term Efficacy Outcomes Tarlatamab n = 254 CTx n = 255

*Per Response Evaluation Criteria in Solid Tumors (RECIST) 1.1 †Platinum-resistant: chemotherapy-free interval < 90 days Parentheses
show 95% CI unless noted

Conclusions

With extended follow-up, tarlatamab demonstrated a durable survival benefit with a manageable safety profile vs CTx, with no new safety
signals, reinforcing its role as the standard of care treatment in pts with SCLC after 1L platinum-based CTx, including those with high-risk
disease.

Clinical trial identification
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