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LS SCLC: Management

STAGE I-IIA
• ~5% of SCLC have Stage I-IIA (T1-2aN0) disease

• Lobectomy followed by mediastinal lymph node 

dissection

• If surgery is not an option consider SABR

• Adjuvant chemotherapy is recommended

• Consider adjuvant radiation if LN +

• Retrospective series: 39-86% 5 yr OS

STAGE IIB-III
Concurrent chemoradiotherapy followed by ICI

– Etoposide/Cisplatin or carboplatin x 4 cycles

– Radiation: BID or qD 
➢ Consolidation durvalumab – new in 2024

• Prophylactic Cranial Irradiation (PCI)
– 3 year survival benefit

Turrisi AT III et al. N Engl J Med. 1999; Favre-Finn et al., Lancet Oncology 2017;  Gronberg 2021 Lancet Oncology; 
Gronberg BH ASCO 2023 Meeting
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ADRIATIC: Consolidation ICI after chemoRT is the new 

SOC
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ADRIATIC Study: Improvement in mOS and mPFS with 

durvalumab consolidation

Cheng et al, NEJM 2024 - DOI: 10.1056/NEJMoa2404873, Senan S et al., Ann Oncol 2024; 35 (Suppl): LBA81
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ADRIATIC: PCI subgroup analysis

Senan S et al., Ann Oncol 2024; 35 (Suppl): LBA81
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ADRIATIC Study: Subgroup analysis – patients with Stage I/II 

disease did not derive same benefit

Cheng et al, NEJM 2024 - DOI: 10.1056/NEJMoa2404873, Senan S et al., Ann Oncol 2024; 35 (Suppl): LBA81; 

Salem et al., JAMA Oncol 2019

CONVERT Study- secondary analysis: 
• Phase 3 study of 45Gy BID vs 66Gy qD TRT with EP

• Outcomes of Stage I-II vs Stage III patients 

• 509 of 543 patients were eligible for analysis

mOS:
72 vs. 39 mos
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ADRIATIC: Adverse Events

Spigel D et al. ASCO 2024
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LS SCLC – ongoing trials

Study NCT Phase Clinical Setting Treatment arms Primary Endpoint

DeLLphi-305 NCT06211036 III ES SCLC after chemoIO induction Durvalumab vs

Durvalumab plus Tarlatamab

OS

RADIATION

MAVERICK NCT04155034 III LS SCLC or 
ES SCLC, no brain mets

MRI Brain Surveillance alone
MRI Brain Surveillance/PCI

OS



ES SCLC – First-line therapy
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Key 1st line ICI Studies in ES SCLC

Modified from Zhang et al., Front Oncol 2023
 

Modified from Zhang et al., Front Oncol 2023 
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CASPIAN: 3 year data

Paz-Ares et al., ASCO Virtual Meeting 2020; Paz-Ares et al., https://doi.org/10.1016/j.esmoop.2022.100408

 

Three times more patients were estimated 
to be alive at 3 years (17.6 vs 5.8%)

https://doi.org/10.1016/j.esmoop.2022.100408
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IMbrella extension study

Liu S et al., JCO 2021; 10.1200/JCO.20.01055
Liu et al., WCLC 2023 proceedings; https://ter.li/b12nvl
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IMbrella long-term OS

Liu et al., WCLC 2023 proceedings; https://ter.li/b12nvl

 



Relapsed SCLC
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Trigo. Lancet Oncol. 2020;21:645; Peters S, Lung Cancer 2024 

Lurbinectedin
Single arm Ph2 in relapsed SCLC

• June 2020, lurbinectedin received accelerated FDA approval for relapsed 

SCLC → now approved in 16 territories

• Full approval will require confirmation by the Phase 3 LAGOON Study 

which compared lurbinectedin to irinotecan (or investigator’s choice)
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DeLLphi-301: Tarlatamab in relapsed SCLC 

Paz Ares et al, EMSO Asia 2023, Ahn NEJM 2023 DOI: 10.1056/NEJMoa2307980
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Tarlatamab DeLLphi -301 responses

Ahn MJ et al., NEJM 2023; DOI: 10.1056/NEJMoa230798
Ahn NEJM 2023 DOI: 10.1056/NEJMoa2307980
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Tarlatamab: Toxicities

Ahn MJ et al., NEJM 2023; DOI: 10.1056/NEJMoa230798
Ahn NEJM 2023 DOI: 10.1056/NEJMoa2307980
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FDA-approved agents for relapsed disease

Ardizzoni et al, JCO 1997; Trigo et al., Peters. et al, Lung Cancer J 2024; Ahn MJ et al., NEJM 2023

Study N ORR (%) mDOR (mo) mPFS (mo) mOS (mo) Est survival at 
6mo

Topotecan (1997) 101 21.7 7.6 2.8 5.4

Lurbinectedin

     

105 35.2 5.3 3.5 9.3
67.1%

Tarlatamab (10mg) 100

34

40% > 6 mo (in 

59%)

4.9 68% at 9mo 73%
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ES SCLC – Select Ph3 or RPh2 First-line studies, reported

Study Phase Clinical Setting Treatment arms 1⁰ 

Endpoint(s)

Results/notes

SKYSCRAPER-2
NCT03043872

III ES SCLC therapy 

naive

CE + atezo/pbo vs 

CE + atezo plus tiragolumab

IA OS 

IA PFS

Negative study

KEYVIBE-008
NCT05224141

III ES SCLC therapy 

naive

CE + pembro/pbo vs 

CE + pembro plus 
vibostolimab

OS Discontinue due to 

futility

SWOG1929
NCT04334941

RPII Maintenance after 

chemoIO in 
SLFN11 (+) 

SCLC

Atezo vs 

Atezo + Talazoparib 

PFS Met primary endpoint 

of improved PFS
Biomarker-based 

study

Anti-FucGM1
NCT05091567

RPII ES SCLC therapy 

naive

CE + nivo vs 

CE + nivo + BMS-986012

Safety, PFS Interim Analysis – dn 

demonstrate PFS 
improvement

Rudin et al. JCO 2024 DOI: https://doi.org/10.1200/JCO.23.01363; Press release @ https://www.merck.com/news; Karim et al., JTO 2024 doi: 

10.1016/j.jtho.2024.10.021; Kalinka et al., 2024, Ann Oncol 2024;35(suppl):Abstr 1786O ESMO proceedings, 
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ES SCLC – Select Ph3 or RPh2 First-line studies, ongoing

Study Phase Clinical Setting Treatment arms 1⁰ EP Notes

CASPIAN
NCT05091567

III ES SCLC therapy 

naive

Pbo/Pbo vs

Durva + Treme

OS/PFS Pending

IMforte
NCT05091567

III Post-EP atezo with 

at least SD

Atezo vs

Atezo + lurbinectedin

OS/PFS Press release - Statisically 

significant improvement in 

OS/PFS

DeLLphi-305
NCT 06211036

III Post-EP IO with at 

least SD

Durva vs 

Durva + Tarlatamab

OS Tarlatamab 10mg dose

S2409-PRISM

(pending)

RP2 Post-EP IO with at 
least SD

Durva vs 
Durva + targeted agents

PFS Randomization based on SCLC 
subtype (ANPI) and SLFN11 

status

RADIATION

RAPTOR
(NRG-LU007; 

NCT 04402788)

RP2/3 At least SD after 

chemoIO and up to 3 

visible liver 

metastases

Atezo vs

Atezo + SBRT

IA PFS Stratified by number of visible 

metastases

https://investor.jazzpharma.com/news-releases/news-release-details/jazz-pharmaceuticals-announces-statistically-significant-overall;
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Summary

► 2024 was an exciting year for SCLC

► Durvalumab consolidation is the new SOC for LS SCLC after chemoRT

► Tarlatamab for relapsed SCLC, now FDA-approved

► To come – multiple active agents in evaluation in the relapsed setting
➢ More BiTEs, and TRiTEs

➢ Several active ADCs

➢ Targeted therapies

➢ Correlative science and biomarker-based studies
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