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SCLC Treatment History: 2020 and beyond



Consolidation Durvalumab Post-CCRT Improves OS



Chemoimmunotherapy in ES-SCLC

Horn, et al. NEJM 2018; Paz-Ares, et al. Lancet 2019/ESMO Open 2022.
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Why does IO impact LS-SCLC more than ES-SCLC?

Unmet Translational Need for SCLC – What Drives This Response? 
Abscopal effect? Upregulation of MHC Class I? Increase in neoantigens? Particular 

NE subtype? 



Treatment of Relapsed/Recurrent ES-SCLC



Lurbinectedin

Selective inhibitor of transcription & TME

Phase 2 single-arm basket trial

105 pts with relapsed SCLC (2 or 3L)

3.2 mg/m2 dose IV q3weeks 

1°endpoint: Overall response rate = 35.2%

Platinum-response: 45.0% (S) vs 22.2% (R)

Phase 3 LAGOON in SCLC (ongoing)

Accelerated FDA approval (June 2020)

Trigo, et al. Lancet Oncol. 2020. 

Unmet Need: 

Predictive 

biomarkers to 

lurbinectedin



IMforte: Addition of Lurbinectedin to Atezolizumab 
Maintenance 



Tarlatamab

Bispecific T-cell Engager (BiTE): DLL3, CD3

Phase 2 DeLLphi-301 (NCT05060016)

220 pts: 10 mg or 100 mg cohorts q2w

ORR: 40% (10 mg), 32% (100 mg)

mDOR: >6 months in 59% pts

TRAE: Low-grade CRS, neurotoxicity

C1D1 & C1D8 require 22-24h observation

Accelerated FDA approval (May 16, 2024)

Ahn, et al. NEJM. 2023.

Responses to tarlatamab are durable



Tarlatamab Improves OS Regardless of Platinum-
Response/CTFI



Tarlatamab Harbors Intracranial Efficacy

Dowlati, et al. JCO. 2024.

Concordance seen between systemic disease control and >30% brain metastasis shrinkage; 

87.5% intracranial disease control rate (14 of 16 pts). 



Tarlatamab Addition to 1L ChemoIO Maintenance



BI 764532/Obrixtamig: DLL3 BiTE in ES-
SCLC/LCNEC/EPNEC



Where Are We Going with DLL3 BiTEs: New Studies

• DeLLphi-305 - Tarlatamab + Durvalumab vs Durvalumab alone following ChemoIO in ES-SCLC

 Phase 3 NCT06211036 Estimated Completion ~9/2028

• DeLLphi-306 - Tarlatamab vs Placebo post CCRT in LS-SCLC

 Phase 3 NCT06117774 ~10/2029

• DeLLphi-308 - Subcutaneous Tarlamatab in ES-SCLC

 Phase 1 NCT06598306 ~5/2028

• DAREON-8 – BI 764532 + ChemoIO in ES-SCLC

 Phase 1 NCT06077500 ~6/2026

• DAREON-9 – BI 764532 + Single Agent Chemo (Topotecan or Lurbinectedin) for Relapse ES-SCLC
 

 Phase 1 NCT05990738 ~4/2026



Ifinatamab Deruxtecan (I-DXd) in ES-SCLC



Ifinatamab Deruxtecan (I-DXd) in ES-SCLC



Ifinatamab Deruxtecan (I-DXd) in ES-SCLC

I-DXd has effective intracranial activity



Antibody Drug Conjugates in ES-SCLC

ADC    Target   Payload Target

ABBV-706   SEZ6   Topoisomerase 1

ABBV-011   SEZ6   Calicheamicin

Ifinatamab deruxtecan B7H3 Topoisomerase 1

Sacituzumab govitecan  Trop2   Topoisomerase 1

Rovalpituzumab tesirine  DLL3   Pyrrolobenzodiazepine

WHAT OTHER SURFACE TARGETS SHOULD BE ADDRESSED?

WHAT ABOUT ADCs with DUAL PAYLOADS?



Where Are We Going: Ongoing Trials in SCLC

• ASTRIDE Phase 3 Serplulimab + EP vs Atezolizumab + EP in ES-SCLC - NCT05468489 ~12/2025

• LAGOON Phase 3 Lurbinectedin Alone vs with Irinotecan vs Investigators Choice - 
NCT05153239 ~4/2026

• IDeate-Lung03 Phase 1/2 IDXd in 1) Maintenance and in 2) Induction for ES-SCLC - 
NCT06362252 ~12/2026

• Serplulimab (anti-PD1) with CCRT followed by 1Y Maintenance in LS-SCLC Phase 3 - 
NCT05353257 ~12/2026

• RAPTOR Phase 2/3 Thoracic Radiotherapy to IO Maintenance for ES-SCLC - NCT04402788
~4/2027

• MAVERICK (S1827) Phase 3 MRI q3m vs PCI in LS- and ES-SCLC - NCT04155034 ~11/2027

• IDeate-Lung02 Phase 3 IDXd vs Investigators Choice for Relapsed ES-SCLC - NCT06203210 
~2/2029

• Toripalimab (anti-PD1) or in Combo With Tifcemalimab (JS004/TAB004, anti-BTLA) after CCRT 
in LS-SCLC - Phase 3 - NCT06095583 ~7/2029

• PRISM (S2409) Phase 2 PRecision SCLC Subtype Maintenance Study TBA



S2409 - PRISM

Courtesy of Dr. Anne Chiang (Yale)



Final Thoughts

• Immunotherapy with Durvalumab is now SOC post CCRT for LS-SCLC 

• Can IO Be IMPROVED with LS-SCLC post CCRT? Does Dual IO = BETTER Outcomes?

• Do We NEED PCI in LS-SCLC ANYMORE?

• Awaiting Data for IMforte - Lurbinectedin + Atezolizumab for ES-SCLC Maintenance 
Therapy

• DLL3 BiTEs – Moving Earlier in Treatment Landscape (Maintenance ES-SCLC, Post CCRT LS-
SCLC)

• Is There ANY Role for TRT in ES-SCLC? 

• Where Do ADCs Fit Into the Treatment Landscape for SCLC? Should we add DUAL 
payloads?

• What is the Role for Neuroendocrine Subtyping & Biomarkers in SCLC?

• With This Plethora of Active Treatments for SCLC – How Do We Sequence Therapies?
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