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Learning Objectives

1. Evaluate and apply evidence-based therapeutic strategies
for primary and subsequent treatment of SCLC.

2. Assess practical considerations, challenges, and 
strategies for implementing tarlatamab in the community 
oncology setting.

3. Identify current and emerging clinical trials and pipeline 
agents in SCLC and integrate this knowledge into shared 
decision-making for eligible patients.
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Management of LS SCLC

 Approval of durvalumab consolidation after definitive chemoradiation
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Management of Stage I-IIA SCLC

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

• Patients should have mediastinal LN staging prior to resection

• If surgical candidate and LN (-)  Lobectomy followed by mediastinal 
lymph node dissection

• If surgery is not an option, consider SABR

• Adjuvant chemotherapy is recommended

• Consider adjuvant radiation if LN +

Stage I

AJCC 8th Edition

The NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) Small Cell Lung Cancer (Version 2.2026). SCL-3.
© 2025 National Comprehensive Cancer Network, Inc. Available at: NCCN.org. 
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Stage IIB-IIIC SCLC: ChemoRT Followed by 
Durvalumab Consolidation

NCCN Guidelines® for Small Cell Lung Cancer (Version 2.2026). SCL-4, SCL-E.
© 2025 National Comprehensive Cancer Network, Inc. Available at: NCCN.org. 
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ADRIATIC: Consolidation Durvalumab in LS SCLC

*cCRT and PCI, if received per local standard of care, had to be completed 1–42 days before randomization and treatment start. 

†3 cycles of chemotherapy were permitted if disease control was achieved and no additional benefit was expected from an additional cycle, as 
determined by the investigator. 

‡Randomization stratified by disease stage (I/II vs. III) and receipt of PCI (yes vs. no). 

Cheng, Y et al., N Engl J Med 2024;391:1313-1327 DOI: 10.1056/NEJMoa24048



© National Comprehensive Cancer Network, Inc. 2025, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form 
or by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.

ADRIATIC: OS and Subgroup Analysis

Cheng, Y et al., N Engl J Med 2024;391:1313-1327 DOI: 10.1056/NEJMoa24048
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ADRIATIC: Exposure and Adverse Events

Spigel at al., ASCO 2024 proceedings; Cheng, Y et al., N Engl J Med 2024;391:1313-1327 DOI: 10.1056/NEJMoa24048
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Other ChemoRT/ICI Studies: Reported 

Concurrent chemoRT/ICI
NRG-LU005
(NCT03811002)

2/3 1) Chemoradiation/atezolizumab followed by 1 
year of atezolizumab

2) Chemoradiation followed by observation

545 PD-L1 No OS 
benefit

ICI after chemoRT
ACHILES
(NCT03540420)

RP2 1) Atezolizumab x 12 months

2) Observation

212 PD-L1 
No PFS,OS 
benefit

STIMULI
(NCT02046733)

RP2 1) Nivolumab/ipilimumab x 4 followed by 
nivolumab x 12 months

2) Observation 

260 (planned)
174 (Final)

PD-1/CTLA-4 No PFS benefit

- No benefit with other approaches yet
- Durvalumab consolidation FDA approved Dec 2024
- Durvalumab/Tremelilumab arm of ADRIATIC has not been reported yet

Gronberg H et al., ASCO 2025 proceedings JCO 43, 2025; Peters S et al., Ann Oncol 10.1016/j.annonc.2021.09.011; Higgins KA, et al., 2024 Proceedings, ASTRO .
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First–Line Management of ES SCLC

 Approval of lurbinectedin in combination with atezolizumab maintenance
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NCCN Algorithm for 1st line ES SCLC 

NCCN Guidelines® for Small Cell Lung Cancer (Version 2.2026). SCL-5.
© 2025 National Comprehensive Cancer Network, Inc. Available at: NCCN.org. 
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ES SCLC: Initial management

2/3 of SCLC cases at diagnosis
Definition: TNM Stage IV or volume too large to be encompassed in a tolerable RT plan

Standard of Care: PD-L1 plus etoposide/platinum
o 4-6 cycles of EP + PD-L1 followed by PD-L1 maintenance

o Atezolizumab (IMpower133): FDA approval 2019
o Durvalumab (CASPIAN): FDA approval 2020
o Outcomes:  

• ORR ~60%
• OS 12 months
• mPFS 5.5 months
• 3 year survival: 17.6% vs 5% (CASPIAN); 16% IMpower133

o PCI and/or post-induction TRT – non consensus

FDA-approved Maintenance
o New Data: lurbinectedin added to atezolizumab maintenance improves survival (Imforte)

Horn L et al., NEJM 2018; , Paz-Ares et al., Lancet Onc 2019 
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First-line management: Platinum, etoposide plus PD-L1

Liu S et al., JCO 2021; 10.1200/JCO.20.01055

IMpower133 CASPIAN: Durvalumab arm

Liu S et al., WCLC 2018 proceedings, Horn et al., NEJM 2018 10.1056/NEJMoa1809064; Paz-Ares L, et al., Lancet 2019, 10.1016/S0140-6736(19)32222-6, Pas-Arez et al., ESMO Open 2022 
doi.org/10.1016/j.esmoop.2022.100408 ; Reck M et al., Lung Cancer 2024; doi: 10.1016/j.lungcan.2024.107924  
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Key 1st line ICI Studies in ES SCLC of PD-1/PD-L1
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Study Phase Clinical Setting Treatment arms 1⁰EP Results/notes

CASPIAN
NCT05091567

III ES SCLC therapy naive Pbo/Pbo vs
Durva + Treme (CTLA-4)

OS/PFS No improvement over 
durvalumab

SKYSCRAPER-2
NCT03043872

III ES SCLC therapy naive CE + atezo/pbo vs 
CE + atezo plus tiragolumab (TIGIT)

IA OS 
IA PFS

Negative study

KEYVIBE-008
NCT05224141

III ES SCLC therapy naive CE + pembro/pbo vs 
CE + pembro plus vibostolimab

(TIGIT)

OS Discontinue due to futility

Anti-FucGM1
NCT05091567

RPII ES SCLC therapy naive CE + nivo vs 
CE + nivo + BMS-986012

Safety, PFS Interim Analysis – no PFS 
improvement

Positive

SWOG1929
NCT04334941

RPII Maintenance after 
chemoIO in SLFN11 (+) 

SCLC

Atezo vs 
Atezo + Talazoparib

PFS Met primary endpoint of 
improved PFS

Biomarker-based study

IMforte RP3 Maintenance after 
chemoIO

Atezo vs 
AtezoLurbinectedin

OS, PFS Met primary endpoints

Goldman et al., doi.org/10.1016/S1470-2045(20)30539-8; Rudin et al. JCO 2024 DOI: https://doi.org/10.1200/JCO.23.01363; Press release @ bit.ly/3WFtg1W; 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, ASCO 2025 proceedings 

ES SCLC – Select first-line studies of additional combinations
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Lurbinectedin: mechanism

• Selective inhibitor of oncogenic transcription
• Specific effects on ASCL1 and NEUROD1, two 

dominant transcriptional regulators in SCLC

Also impacts the tumor microenvironment
- Including selective apoptosis of TAM
- Decreased monocyte migration
- Increases T-cell infiltration

Costanzo, et al., EMBO J 2022; 12;e14841 DOI: 10.15252/emmm.202114841
Allavena, P et al., Front. Oncol., 01 March 2022; //doi.org/10.3389/fonc.2022.851790



© National Comprehensive Cancer Network, Inc. 2025, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form 
or by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.

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 

• Full approval will require confirmation by the Phase 3 LAGOON Study 
which compared lurbinectedin to irinotecan (or investigator’s choice)
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IMforte: Phase 3 Study of Maintenance Lurbinectedin in Combination 
With Atezolizumab Compared With Atezolizumab
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IMforte: lurbinectedin added to atezolizumab maintenance 
improves mPFS and mOS

Paz-Ares et al., Lancet 2025, /doi.org/10.1016/S0140-6736(25)01011-6 
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IMforte: subgroup analysis OS and AEs

Paz-Ares et al., Lancet 2025, /doi.org/10.1016/S0140-6736(25)01011-6 
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Management of Relapsed SCLC

 Approval of tarlatamab after platinum-based chemotherapy
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Relapsed SCLC

• The majority of patients diagnosed with SCLC will relapse
• Historically survival was 4-6 months with 2nd line therapy

NCCN SCLC Guidelines 2026
NCCN Guidelines® for Small Cell Lung Cancer (Version 2.2026). SCL-E, 3 of 6.
© 2025 National Comprehensive Cancer Network, Inc. Available at: NCCN.org. 
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Tarlatamab: a DLL3-CD3 Bispecific T-Cell Engager 

Paz Ares et al., JCO 2023; DOI: 10.1200/JCO.22.0282

• DLL3 is highly expressed on SCLC and HGNEC
• Tarlatamab is a half-life extended bispecific T-cell engager that binds DLL3 and CD3
• Phase 1 study 107 patients, ORR 23.4% in heavily-pretreated patients with SCLC

 mDOR 12.3 months, mOS 13.2 months
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DeLLphi-301: Ph2 study of tarlatamab in relapsed SCLC 

Paz Ares et al, EMSO Asia 2023
Ahn NEJM 2023 DOI: 10.1056/NEJMoa2307980
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Tarlatamab: CRS and ICANS mechanism and manifestations 

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

The potential for Cytokine 
Release Syndrome (CRS) and 
Immune Effector Cell-Associated 
Neurotoxicity Syndrome 
(ICANS), mandated additional 
monitoring 

Aijaz et al., 2025 ASCO Educational Book, DOI: 10.1200/EDBK-25-472794
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Ahn NEJM 2023 DOI: 10.1056/NEJMoa2307980

DeLLphi-301: CRS and ICANS
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DeLLphi-304: RP3 Study of Tarlatamab vs TPC

Rudin et al., 2025 ASCO Proceedings; Mountzios, G et al., N Engl J Med 2025;393:349-61. DOI: 10.1056/NEJMoa2502099

Topotecan: 185 (73%)
Lurbinectedin: 47 (18%) 
Amrubicin: 23 (9%)
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DeLLphi-304: mPFS and mOS

Mountzios, G et al., N Engl J Med 2025;393:349-61. DOI: 10.1056/NEJMoa2502099
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DeLLphi-304: Responses and DOR

Rudin et al., 2025 ASCO Proceedings; Mountzios, G et al., N Engl J Med 2025;393:349-61. DOI: 10.1056/NEJMoa2502099
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DeLLphi-304: Responses and Subgroup Analysis

Mountzios, G et al., N Engl J Med 2025;393:349-61. DOI: 10.1056/NEJMoa2502099
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DeLLphi-304: Toxicities 

Mountzios, G et al., N Engl J Med 2025;393:349-61. DOI: 10.1056/NEJMoa2502099
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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, NCCN SCLC 2026

Study N ORR 
(%)

mDOR
(mo)

mPFS
(mo)

mOS (mo)

Topotecan (1997) 101 21.7 7.6 2.8 5.4

Lurbinectedin (Ph2) 105 35.2 5.3 3.5 9.3

Tarlatamab (10mg) 100
34

40% > 6 mo (in 
59%)

4.9 68% at 9mo

Tarlatamab (10mg) vs 
TPC – Ph 3

509 35% 6.9 mos 5.3 vs. 4.3 
(HR 0.71)

13.6 vs. 8.3 
mos

(HR 0.6)
NCCN Guidelines® for Small Cell Lung Cancer (Version 2.2026). SCL-E, 3 of 6.
© 2025 National Comprehensive Cancer Network, Inc. Available at: NCCN.org. 
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Practical considerations, challenges, and strategies 
for implementing tarlatamab in the community 
oncology setting

 Management of CRS and ICANS
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Bispecific T-cell Engagers: CRS and ICANS mechanism and 
manifestations 

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

Two unique toxicities of 
tarlatamab, CRS and 
ICANS, mandated 
intensive monitoring on 
study. 

Aijaz et al., 2025 ASCO Educational Book, DOI: 10.1200/EDBK-25-472794
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CRS evaluation and experience in DeLLphi-301,-304

Lee DW et al., doi: 10.1016/j.bbmt.2018.12.758; Ahn et al., NEJM 2023; Mountzios, G et al., DOI: 10.1056/NEJMoa2502099
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Lee DW et al., Biol Blood Marrow Transplant. 2019 Apr;25(4):625-638. doi: 10.1016/j.bbmt.2018.12.758; Mountzios, G et al., DOI: 10.1056/NEJMoa2502099.

ICANS evaluation and experience in DeLLphi-304
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Tarlatamab: FDA-recommended monitoring protocol  

Aijaz et al., 2025 ASCO Educational Book, DOI: 10.1200/EDBK-25-472794; FDA label (fda.gov/drugsatfda_docs/label/2024/761344s000lbl.pdf)
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Tarlatamab: toxicity monitoring, inpatient vs outpatient

Aijaz et al., 2025 ASCO Educational Book, DOI: 10.1200/EDBK-25-472794

DeLLphi-300 (FIH) Adopt strategies employed by our Heme Malignancies colleagues
• Consider IP/OP unit - at JHH for HM
• Standardized CRS/ICANS mitigation/management protocols

 NCT06957314 – A study of Hospital-at-Home for people receiving 
tarlatamab (MSKCC)

 DeLLphi-305 (1st-line maintenance) and DeLLphi-306 (consolidation for 
LS SCLC) are evaluating a shortened outpatient monitoring period after 
dosing

Integrate remote patient monitoring, wearable devices

Current Practice:
Tertiary centers serve as a referral center for community practices – for D1, D8, 
and typically the first few cycles (C2 ~ 6 hours, C3-4 3-4 hours)

Financial considerations:
~$31,500 (USD) for the first cycle
~$30,000 (USD) for each additional cycle thereafter
Median cost for treatment > $165K
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Current and emerging clinical trials and pipeline 
agents in SCLC

 T-cell engagers 
 ADCs
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Tarlatamab: ongoing studies

Meador C., 2025 ASCO Proceedings
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DLL3- targeted engagers in development

https://www.oncologypipeline.com/apexonco/dll3-goes-trispecific 
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Trispecific T-Cell engager (ZG006): DLL3x2 /CD3

• Randomized Phase 2 study – dose optimization, 10mg q2W and 30mg q2 W
• ES SCLC with progression after platinum-based CT
• Primary EP: ORR Toxicities:

Priming dose of 1mg used
CRS : 41.7 %(10mg), 75% (30mg)
Most were G1-2

Summary
Very active agent

ORR: 62.5 and 58.3%
CRS > 40%, most G1/2

Final dose pending

Ai X et al., 2025 ASCO Proceedings, 10.1200/JCO.2025.43.16_suppl.8007; NCT06283719
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ADCs in Clinical Development for SCLC

B7-H3 
• B7 family of immune checkpoint proteins
• inhibits T-cell activation and promotes immune evasion
• SCLC expression ~65%

SEZ6 (Seizure Related 6 Homolog)
• TM protein on surface of selected neuronal lineage 

cells
• involved in dendrite formation and regulates neuronal 

signal transmission
• Highly expressed in SCLC
• Molecules: ABBV-011, ABBV-706

TROP-2 (trophoblast cell-surface antigen 2)
• TM glycoprotein involved in cell signaling, proliferation, 

and migration
• SCLC expression is low
• Molecules: SHR-A1921, Datopotamab, Sacituzumab 
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Ifinatamab Deruxtecan (B7-H3 ADC): IDeate-Lung01

• Phase 2 randomized (dose-optimization) study relapsed SCLC
• 8mg/kg vs 12mg/kg  dose expansion 12mg/kg
• N = 137 (12mg/kg)

• ES SCLC with progression after platinum-based CT
• Asymptomatic CNS disease

• Primary EP: ORR by BICR

Toxicities:
• 36.5% ≥G3 TRAEs

- Hematologic, GI were MC
• Adjudicated ILD/pneumonitis: 12.4% 

(2 G5)

SUMMARY
Very promising efficacy in relapsed 

ES-SCLC

Trials ongoing:
• IDeate-Lung02: RP3 of I-DXd vs TPC
• IDeate-Lung03 (Phase 1b/2) in 

maintenance

Ahn MJ et al., WCLC 2025 proceedings, Rudin CM et al., JCO 2025 Phase 3 IDeate-Lung02 trial (NCT06203210)  

Results:
ORR 48.2%, mDOR 5.3 mos
mPFS = 4.9 mos
mOS = 10.3 mos
IC responses are observed
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Drug Payload Phase Dose q3W N* ORR mOS 
(mo)

mPFS Notable 
Toxicities 
(G3+)

IC 
activity?

IDXd Topo-I 2 12 mg/Kg 137 48.2% 11.8 5.5 GI, heme. 
AESI: 
pneumonitis

Y

YL201 Topo-I 1/1b 1.6-2.8 mg/kg 72 63.9% 6.3 heme Y

HS-20093 Topo-I 1 8mg/kg 31 61.3% 9.8 5.9 Cytopenias

10mg/kg 22 50.0% NR 7.3

MHB088C SuperTopoi 1/2 1.6mg/kg q2W 
3.0mg/kg

31 61.3% heme

B7-H3 ADCs in SCLC
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Sacituzumab Govitecan (Trop2-ADC): TROPICS-3

• Phase 2 basket study including 43 with relapsed SCLC
• ES SCLC with progression after platinum-based CT

• No CNS disease
• Primary EP: ORR

Toxicities:
• 74.4% had ≥G3 TRAEs

• Neutropenia and diarrhea
• SAE: 37.2%

SUMMARY
Promising activity in relapsed ES-SCLC

Trials to watch:
• EVOKE-SCLC-04: Ph 3, SG vs SOC in 

relapsed ES-SCLC 
• PESGA: Ph2, 1st-line ES-SCLC (added to 

maintenance)

Dowlati, et al., J Thorac Oncol. 2025;20:799-808

Results:
ORR 41.9% (N= 43)
mPFS = 4.4 mos
mOS = 13.6 mos
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ABBV-706 (SEZ6-ADC): Phase 1 and dose optimization

• Phase 1 study and dose optimization
• 1.8 and 2.5mg/kg doses assessed 
• Topo1 payload

• ES SCLC with progression after platinum-based CT
• Asymptomatic CNS disease

• Primary EPs: safety, tolerability, PK, RP2D
Toxicities:

• 63% had ≥G3 TRAEs
- hematological

• ILD adjudicated in 7 
patients, 4 with ≥ G3 

SUMMARY
Promising activity in relapsed ES-
SCLC, 1.8mg/kg to move forward

Byers et al., WCLC 2025 proceedings

Results:
ORR = 46% (N= 80)
mPFS = 5.7 mos
mDOR = 5.6 mos
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Conclusions

 In 2025 treatment options for SCLC have improved at all stages

 LS SCLC – patients who undergo definitive chemoradiotherapy should receive up to 2 years of 
consolidation durvalumab

 ES SCLC –adding maintenance lurbinectedin to atezolizumab after at least SD after chemo-
PD-L1 induction results in improvement in OS

 Consider for patients who did not present with brain metastases and who have a good PS 
after chemoIO

 Tarlatamab is the SOC for patients with relapsed SCLC after platinum-based therapy
 though, not widely available yet due to monitoring requirements

 Many new agents are in the pipeline including additional DLL3-targeted T-cell engagers, ADC, 
and targeted agents (not discussed, PARPi, antiangiogetic agents, epigenetic modifier)
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