
1Winship Cancer Institute | Emory University

Updates in Treatment of 
Patients with SCLC

Ticiana Leal, MD

Professor 

Director, Thoracic Oncology Program

Medical Director, Clinical Trials Office

Winship Cancer Institute 

Emory University

Vice President/President-Elect, GASCO



2Winship Cancer Institute | Emory University

Phase 3 DeLLphi-304 study (NCT05740566)

*Topotecan was used in all countries except Japan, lurbinectedin in Australia, Canada, Republic of Korea, Singapore and the United States, and amrubicin in Japan.
1L, first-line; ECOG PS, Eastern Cooperative Oncology Group performance status; PD-(L)1, programmed death (ligand)-1; R, randomization; SCLC, small cell lung cancer. 

ClinicalTrials.gov, NCT05740566 (accessed July 2025); 

Rudin C, et al. ASCO 2025; abstract LBA8008; Mountzios G, et al. N Engl J Med 2025; Online ahead of print.

Key inclusion criteria

• Histologically or cytologically confirmed SCLC

• Progression after 1L platinum-based chemotherapy +/- anti-PD-(L)1

• ECOG PS 0 or 1

• Asymptomatic, treated or untreated brain metastases

Randomization stratified by

• Prior anti-PD-(L)1 exposure (yes/no)

• Chemotherapy-free interval (< 90 days vs ≥ 90 to < 180 days 

vs ≥ 180 days) 

• Presence of (previous/current) brain metastases (yes/no)
• Intended chemotherapy (topotecan/amrubicin vs lurbinectedin)

Tarlatamab (n = 254)

Chemotherapy* (n = 255)

Primary Endpoint: Overall survival 

Key Secondary Endpoints: Progression-free survival, patient-reported outcomes

Other Secondary Endpoints: Objective response, disease control, duration of response, safety

R
1:1

(N = 509)

Topotecan (n = 185); Lurbinectedin (n = 47); 

Amrubicin (n = 23)  
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DeLLphi-304
Primary endpoint: overall survival
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Number of patients at risk:

Tarlatamab

Chemotherapy

Tarlatamab
(n=254)

Chemotherapy
(n=255)

Median OS, months 13.6 8.3

HR (95% CI) 0.60 (0.47–0.77)

P-value (2-sided) P<0.001|

Tarlatamab demonstrated superior OS vs chemotherapy

Data cut-off: 29 January 2025; median follow-up: 11.2 months for tarlatamab group and 11.7 months for the chemotherapy group.

Rudin C, et al. ASCO 2025; abstract LBA8008; Mountzios G, et al. N Engl J Med 2025; Online ahead of print.  
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DeLLphi-304
Progression-free survival

Tarlatamab demonstrated superior PFS vs chemotherapy
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254 147 78 37 18 2 0

255 137 56 15 3 0

Number of 

patients at risk:

Tarlatamab

Chemotherapy

Tarlatamab
(n=254)

Chemotherapy
(n=255)

Median PFS, months 4.2 3.7

HR (95% CI) 0.71 (0.59–0.86)

RMST P-value (2-sided) P=0.002*

Rudin C, et al. ASCO 2025; abstract LBA8008; Mountzios G, et al. N Engl J Med 2025; Online ahead of print.  
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DeLLphi-304
Safety summary

Tarlatamab

(n = 252)*

Chemotherapy

(n = 244)*

Median duration of treatment, months, (range) 4.2 (< 1–17) 2.5 (< 1–15)

All grade, TEAEs, n (%) 249 (99) 243 (100)

All grade, TRAEs n (%) 235 (93) 223 (91)

Grade ≥ 3 TRAEs, n (%) 67 (27) 152 (62)

Serious TRAEs, n (%) 70 (28) 75 (31)

TRAEs leading to dose interruption and/or dose reduction, n (%) 48 (19) 134 (55)

TRAEs leading to discontinuation, n (%) 7 (3) 15 (6)

Treatment-related grade 5 events†, n (%) 1 (0.4) 4 (2)

*Safety analysis set (all patients who received at least one dose of study treatment). †The single grade 5 TRAE observed with tarlatamab was attributed to ICANS in the setting of progressive neurological decline 
concurrent with persistent fever, hypoxemia, and hypotension. Grade 5 TRAEs observed with chemotherapy were attributed to general physical health deterioration (n = 1), pneumonia (n = 1), respiratory tract infection 
(n = 1), and tumor lysis syndrome (n = 1). ICANS, immune effector cell-associated neurotoxicity syndrome; TEAE, treatment-emergent adverse event; TRAE, treatment-related adverse event. 

Rudin C, et al. ASCO 2025; abstract LBA8008; Mountzios G, et al. N Engl J Med 2025; Online ahead of print.  

Tarlatamab had a favorable safety profile vs chemotherapy
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DeLLphi-304
CRS and ICANS
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Tarlatamab (N = 252)

Minimum required 

monitoring duration

6 - 8 Hours

(n = 43) 

48 Hours

(n = 209) 

Treatment emergent CRS, n (%)* 16 (37) 125 (60)

Grade 1 12 (28) 94 (45)

Grade 2 4 (9) 28 (13)

Grade 3 0 (0) 3 (1)

Serious adverse events 3 (7) 39 (19)

Leading to discontinuation of IP 0 (0) 1 (0.5)

Median time to intervention from last 

tarlatamab dose (hours)
17 27

CRS with first two infusionsTreatment-emergent CRS and ICANS with tarlatamab

CRS and ICANS events were consistent with the established safety profile of tarlatamab

*Grade 4 CRS or ICANS events were not observed. A single grade 5 treatment-related adverse event observed with tarlatamab was attributed to ICANS in the setting of progressive neurological decline concurrent with 
persistent fever, hypoxemia, and hypotension. CRS, cytokine release syndrome; ICANS, immune effector cell-associated neurotoxicity syndrome; IP, investigational product.

Rudin C, et al. ASCO 2025; abstract LBA8008; Mountzios G, et al. N Engl J Med 2025; Online ahead of print.  
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DeLLphi-304
Incidence of high-grade AEs

Treatment-emergent Adverse Events 
in > 10% of Patients

Grade ≥ 3 Treatment-emergent Adverse Events in > 
5% of Patients

More Frequent
with Chemotherapy

More Frequent
with Tarlatamab

Anemia
Neutropenia

Thrombocytopenia
Platelet count decreased

Leukopenia
Febrile neutropenia

Neutrophil count decreased
Nausea

Dyspnea
Diarrhea

Pneumonia
Asthenia

White blood cell count decreased
Fatigue
Cough

Dizziness
Vomiting

Weight decreased
Constipation

Headache
Hyponatremia

Decreased appetite
Pyrexia

Dysgeusia
Cytokine release syndrome

–25 0 25 50

Risk Difference (%)

Anemia

Neutropenia

Leukopenia

Thrombocytopenia

Febrile neutropenia

Platelet count decreased

Neutrophil count decreased

Fatigue

Pneumonia

Hyponatremia

–20 0 20

Risk Difference (%)

More Frequent
with Chemotherapy

More Frequent
with Tarlatamab

*Adverse events (AEs) shown include adverse events of interest for tarlatamab and selected known adverse events for chemotherapy.

Rudin C, et al. ASCO 2025; abstract LBA8008; Mountzios G, et al. N Engl J Med 2025; Online ahead of print.  
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Real-World Implementation Tarlatamab for Patients 
With ES-SCLC and Other High-Grade Neuroendocrine 
Neoplasms

Carlisle JW, O’Reilly K, Canaslan K, Ji X, Switchenko JM, Steuer CE, Ramalingam SS, Leal T. JCO Oncol Practice 2026

• 49 patients with SCLC were treated on the outpatient protocol. 

• Ten patients required admission from the ICC during the first two cycles because 

of CRS/ICANS (CRS: 3, ICANS: 4, both: 2, uncontrolled hypertension: 1). 

CRS/ICANS was observed in 25 patients, two (4.1%) experienced grade 3 CRS, 

and three (6.1%) experienced grade 3 ICANS. 

• Median PFS was 3.7 
months (95% CI, 2.7 to 
5.2) 

• Median OS was 7.1 
months (95% CI, 4.9 to 
9.3)
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LAGOON Phase 3 trial

Besse B et al. ASCO 2023. Abstract TPS8613.

The trial did not meet its primary endpoint of OS evaluating lurbinectedin as monotherapy or in 
combination with irinotecan compared to investigators' choice of topotecan or irinotecan.
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1L chemoimmunotherapy for ES-SCLC

Canaslan K, Leal T. Maxing Out with Chemoimmunotherapy in ES-SCLC. Chinese Clinical Oncology, 2025.
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DAREON-8: 
Phase I obrixtamig + chemotherapy

Peters et al. ESMO 2025. 



12Winship Cancer Institute | Emory University

DAREON-Lung-1

Leal T et al. WCLC 2026 – accepted as poster presentation TIP



13Winship Cancer Institute | Emory University

IMforte Study Design

Paz-Ares et al. ASCO 2025
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IMforte: PFS

Paz-Ares et al. ASCO 2025
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IMforte: OS

Paz-Ares et al. ASCO 2025



Phase 3 IMforte: Safety 
Summary─Maintenance Phase

Clinical cutoff: July 29, 2024.
Median follow up: 15.0 mo.
Paz-Ares L, et al. Lancet. 2025;405:2129-2143.
Paz-Ares L, et al. ASCO 2025. Abstract 8006.
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Safety: All-Cause AEs With Incidence ≥10%

Paz-Ares et al. ASCO 2025
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JZP7-702-213: Phase 2 Study of Lurbinectedin 
+ Durvalumab in 1L Maintenance

Leal T et al. WCLC 2026 – accepted as poster presentation
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Tarlatamab with a PD-L1 Inhibitor as First-Line 
Maintenance after Chemo-immunotherapy for ES-SCLC: 
DeLLphi-303 Phase 1b Study

19Presenter Name | Presentation TitleLau S et al. WCLC 2024
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DeLLphi-303: Safety

Paz-Ares et al. ASCO 2025

• CRS was mostly grade 1–2, primarily occurred in cycle 1, and was manageable with supportive care 

• ICANS occurred infrequently overall, with a lower incidence and a lower grade observed with 

tarlatamab + durvalumab compared with tarlatamab + atezolizumab
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DeLLphi-303: OS

Paulson et al. WCLC 2025
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DeLLphi-305: Durvalumab ± Tarlatamab in 1L 
Maintenance 

NCT06211036
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SCLC subtypes defined by a dominant 
transcriptional regulator

Poirier et al. JTO 2020 

Gay et al. Cancer Cell 2021
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Preclinical evidence that LSD1 inhibition increases MHC-I expression in vivo
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A Phase I Dose Finding and Phase II Randomized Trial of Iadademstat Combined with
Immune Checkpoint Inhibition Maintenance After Initial Chemoimmunotherapy in Patients with
ES-SCLC (NCT06287775)
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S2409-PRISM: A Multicohort PRecIsion SCLC Subtype 
Maintenance Phase II Trial of Durvalumab vs Biomarker-
Directed Novel Agents in Combination With Durvalumab
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Future Strategies

Shields, Chiang, Byers. Cancer. 2025.; Ninatti et al. Cancers 2025.

Radioligand therapy in SCLC



28Winship Cancer Institute | Emory University

DLL3-targeting bispecifics/trispecifics in 
clinical development

Agent Mechanism of action

Tarlatamab DLL3 TCE

Obrixtamig (BI 764532) DLL3 TCE

Alvetamig (ZG006) DLL3 x DLL3 TCE

Gocatamig (MK-6070)** DLL3 TCE 

Peluntamig (PT217) DLL3 x CD47 Mab 

RO7616789 DLL3 x 4-1BB TCE

QLS31904 DLL3 TCE
• Delta-like ligand 3 T-cell engager

**  Includes human albumin binding domain to extend half-life
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Select ADC Targets Under Investigation in SCLC

ZL-1310
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IDEATE-Lung-1: Study Design 

Ahn MJ, et al. WCLC 2025. Abstract OA06.03.

Ifinatamab Deruxtecan Granted Priority Review in the U.S. for Adult 

Patients with Previously Treated ES-SCLC who Experienced Disease 

Progression on or After Platinum-Based Chemotherapy
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IDEATE-Lung-1: ORR

Ahn MJ, et al. WCLC 2025. Abstract OA06.03. Rudin CM, et al. J Clin Oncol. Published online October 14, 2025. doi:10.1200/JCO-
25-02142.
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IDEATE-Lung-1: PFS and OS 

Ahn MJ, et al. WCLC 2025. Abstract OA06.03. Rudin CM, et al. J Clin Oncol. Published online October 14, 2025. doi:10.1200/JCO-
25-02142.
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25-02142.

IDeate-Lung01: Intracranial and Systemic 
Efficacy
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25-02142.

IDeate-Lung01: TRAEs
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Ahn MJ, et al. WCLC 2025. Abstract OA06.03. Rudin CM, et al. J Clin Oncol. Published online October 14, 2025. doi:10.1200/JCO-25-02142.

IDeate-Lung02: Phase 3 Trial of Second-Line 
Ifinatamab Deruxtecan in Relapsed SCLC
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• DARPins are small engineered binding proteins 
(~18 kDa)

• [212Pb]Pb-MP0712 is a clinical-stage DLL3-
targeting alpha therapy combining a high-affinity 
DARPin with the therapeutic isotope 212Pb 

• It showed a favorable safety profile, 
biodistribution and antitumor efficacy in mice1 and 
may offer a target-specific advantage: 

– Despite low surface density, repeated 
internalization and replenishment cycles of DLL3 
could allow efficient tumor loading of [212Pb]Pb-
MP0712 without saturating binding sites2

Background: MP0712 MoA & Preclinical 
Profile

Leal T et al. ASCO 2026  
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MP0712 First-in-Human Imaging

Leal T et al. ASCO 2026  
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Leal T et al. ASCO 2026  

MP0712 Phase 1/2a Study: Design 
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ADRIATIC Clinical Trial (NCT03703297)

Cheng Y, DR, Cho BC, et al. Durvalumab after Chemoradiotherapy in Limited-Stage Small-Cell Lung Cancer. N Engl J Med. 2024;391(14):1313-1327. 



40Winship Cancer Institute | Emory University

ADRIATIC Clinical Trial (NCT03703297)

Cheng Y, DR, Cho BC, et al. Durvalumab after Chemoradiotherapy in Limited-Stage Small-Cell Lung Cancer. N Engl J Med. 2024;391(14):1313-1327. 

PFS OS
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Clinical trials in LS-SCLC
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TIGOS-LS

Johnson M et al et al. ASCO 2026  
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Take Home Messages 

• Durvalumab consolidation post-chemoRT is SOC. 

• 1L maintenance Lurbinectedin in Combination With 
Atezolizumab improves PFS and OS. 

• With extended follow-up, the efficacy and safety of 
tarlatamab are maintained and is the preferred second-
line therapy in relapsed ES-SCLC. 

• T cell engagers combination studies are being 
investigated and have the potential to move into earlier 
lines of therapy. 
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Thank you!

44Presenter Name | Presentation Title


