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Introduction

• SCLC is an aggressive disease with limited treatment options beyond first-line chemo-immune therapy and 
no approved third-line therapy

Gentzler et al. ASCO 2022.
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Relapsed SCLC
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Topotecan is still an option

Spigel et al. 2021
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Trigo et al. Lancet Oncol 2020
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Trigo et al. Lancet Oncol 2020
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Lurbinectedin: Efficacy in SCLC

Trigo et al. Lancet Oncol 2020
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Safety: Treatment-related Adverse Events

Trigo et al. Lancet Oncol 2020
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Relapsed SCLC: ATLANTIS

Paz-Ares et al. WCLC 2021; Aix et al. Respiratory Medicine 2023
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Relapsed SCLC: ATLANTIS

Paz-Ares et al. WCLC 2021; Aix et al. Respiratory Medicine 2023
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Analysis of patients with relapsed SCLC receiving lurbinectedin in the 
phase 3 ATLANTIS trial

Baseline characteristics

Navarro et al. ASCO 2022.
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Analysis of patients with relapsed SCLC receiving lurbinectedin in the 
phase 3 ATLANTIS trial

OS from 
Randomization  

Navarro et al. ASCO 2022.
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Phase 3 LAGOON trial ongoing
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LUPER study

Calles et al. ASCO 2022
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LUPER study
SafetyORR =30%

• DLTs: 1 G3 fatigue occurred in DL1; 1 G4 neutropenia in DL1 and DL2
• The RP2D was determined to be 3.2 mg/m2 L and 200 mg P IV Q3 weeks
• Further confirmation in the ongoing expansion phase 2 is warranted

Calles et al. ASCO 2022.
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PARP inhibitors combos in Relapsed SCLC

Phase II study of continuous talazoparib plus intermittent low-dose temozolomide

• ORR 39.3%
• PFS 4.5 mo
• OS 11.9 mo
• TRAEs ≥ 3: 

thrombocytopenia 
(61.3%), anemia (54.8%), 
neutropenia (41.9%), 
atypical pneumonia 
(3.2%)

Goldman et al. ASCO 2022.
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What is (are) the optimal biomarker (s)?

SCLC subtypes as a predictor of 
benefit of PARPi

Mutations in DDR genes occur on 
treatment with tala and TMZ: 
association with DC.

Pietanza et al. J Clin Oncol. 2018;36(23):2386-2394. Byers LA et al. Clin Cancer Res. 2021;27(14):3884-3895. Gay et al. Cancer Cell 2021. 
Goldman et al. ASCO 2022.
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DLL3 targeting HLE BITE

Owonikoko et al. ASCO 2022

• Tarlatamab, a half-life extended bispecific T-cell engager (HLE BiTE) molecule, binds 
both DLL3 on cancer cells and CD3 on T cells leading to T-cell–mediated tumor lysis. 

• Tarlatamab promotes tumor regression in preclinical models of SCLC. 

Paz-Ares et al. JCO 2023
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Phase I tarlatamab: Efficacy

Owonikoko et al. ASCO 2022

Paz-Ares et al. JCO 2023

• Confirmed ORR was 23.4%; including 
two complete and 23 partial responses

Among confirmed responders, the median time to response 
was 1.8 months (range, 1.2-7.4) and the median DOR was 
12.3 months (95% CI, 6.6 to 14.9; Fig 1B). 
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Phase I tarlatamab

Owonikoko et al. ASCO 2022

Paz-Ares et al. JCO 2023

•The overall safety profile of tarlatamab was acceptable, with dose-limited toxicities occurring in 6 patients. 
Nearly half of the patients had grade 1 or 2 transient cytokine release syndrome; 1 patient had grade 3.
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SCLC: Where do we go from here? 

Poirier et al, JTO 2020
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Conclusions

• Treatment for patients with SCLC in the relapsed setting needs to be 
individualized.

• Lurbinectedin as single agent remains an option for salvage therapy preferably 
in platinum sensitive disease.

• Promising strategies are investigating novel therapies in subtypes of SCLC.
• PARP inhibitor combinations such as talazoparib plus temozolomide have 

shown encouraging response rates in pretreated SCLC. 
• Tarlatamab shows promising response durability and acceptable safety profile in 

heavily pretreated SCLC.
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Safety: Tarlatamab


