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Small cell lung cancer (SCLC) overview

• Updates in treatment of limited stage SCLC (LS-SCLC)
• Updates in treatment of extensive stage SCLC (ES-SCLC)
• Therapies in development– targeting DLL3, antibody-drug 

conjugates, targeting SCLC subtypes



LS-SCLC- Background

• Concurrent chemoradiotherapy for LS-SCLC is associated with a 
median PFS of 14 – 15 mo, median OS of 25 – 30 mo, 5 year OS of 
29 – 34% (Favre-Finn et al. Lancet, 2017; Bogart et al JCO 2023)

(CONVERT trial; Favre-Finn et al. Lancet, 2017)

mOS: 25 – 30 mo



ADRIATIC: durvalumab as consolidation treatment for patients with limited-stage small-cell lung cancer (LS-SCLC) 



ADRIATIC study design

Courtesy of Dr. David Spiegel



Baseline characteristics
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Patient disposition
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Overall survival (dual primary endpoint)

Courtesy of Dr. David Spiegel



Progression-free survival* (dual primary endpoint)

Courtesy of Dr. David Spiegel



Exposure and safety summary

Courtesy of Dr. David Spiegel



Most frequent AEs* Grade 3 or higher 
pneumonitis or 
radiation pneumonitis 
was ~3% in both arms

Courtesy of Dr. David Spiegel
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ES-SCLC: Background

CASPIAN (median follow-up 39.4 mo) IMpower133 (median follow-up 22.9 mo)

(Paz-Ares. ESMO Open 2022; Paz-Ares Lancet 2019) (Liu et al. JCO 2021, Horn et al NEJM 2018)



Tarlatamab: a novel bispecific T cell engager

Tarlatamab

DLL3 binding domainCD3 binding domain

Effectorless Fc domain Adapted from: https://www.imdelltrahcp.com/about-imdelltra/mechanism-of-action, 
Accessed Aug 21 2024

https://www.imdelltrahcp.com/about-imdelltra/mechanism-of-action
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DLL3 T-cell engagers: selected ongoing and future trials

Agent NCT Description

Tarlatamab NCT06117774 DLL3/CD3 bispecific T cell engager

Agent NCT Description

Tarlatamab NCT06211036 DLL3/CD3 bispecific T cell engager

BI 764532 NCT06077500 DLL3/CD3 bispecific T cell engager

Agent NCT Description

RO7616789 NCT05619744 Tri-specific targeting DLL3, CD3, CD137

BI 764532 NCT05990738 DLL3/CD3 bispecific T cell engager

PT217 NCT05652686 Anti-DLL3 x anti-CD47 bispecific 

QLS31904 NCT05461287 Anti-DLL3 x anti-CD3 bispecific

HPN328 NCT04471727 Trispecific targeting DLL3, CD3, albumin

LS-SCLC, 1L maintenance

ES-SCLC, 1L maintenance

Relapsed/refractory SCLC



Agent Target Payload NCT Efficacy

Sacituzumab govitecan TROP2 SN-38; topo I inhibitor NCT01631552 ORR 37%; 
DOR 6.3 mo

Datopotamab deruxtecan TROP2 Deruxtecan; topo I inhibitor TRIOPION-PanTumor01
NCT03401385 NA

ABBV-011 SEZ6
Calicheamicin; 

induces DS breaks
NCT03639194
NCt05599984 19%

Ifinatamab deruxtecan B7-H3 Deruxtecan; topo I inhibitor NCT04145622 ORR 52.4%; 
DOR 5.9 mo

HS-20093 B7-H3 HS-9365 (proprietary target) NCT05276609 57 – 58%

Antibody-Drug Conjugates in Development for SCLC

Adapted from Taofeek K. Owonikoko, MD, PhD TTLC 2024



SCLC subtypes experience variable benefit 
from frontline chemo-immunotherapy

Four subtypes defined by expression of transcription 
factors and inflammatory signature in IMP133. 

Variable OS in IMP133 EP+atezo arm on subtype-by-
subtype basis.

Courtesy of Anne Chiang MD PhD, TTLC 2024 



S2409-PRISM: Overall Schema

Primary Objective: PFS  

Secondary Objectives: OS, Safety in 
AZD5305/durva run-in, AEs

• ES-SCLC Screening

• Tissue available for  
testing

• Asymptomatic or 

Stable Treated Brain 
Lesions

• Allows consent after 
initial cycle for tissue 
screening 

Subtype   I 

N=84

Subtypes  A/N, SLFN11 pos

or
Subtype   P
N=134

 

Durvalumab + NK cell inhibitor

Durvalumab

Subtypes  A/N, SLFN11 neg

N=84 Durvalumab

Durvalumab + ATR inhibitor         

Durvalumab + PARP inhibitor 

Durvalumab

Step 1: 

Screening
N=838

Step 2: Randomization

N=312 

Courtesy of Anne Chiang MD PhD, TTLC 2024 



Conclusions

• Consolidation durvalumab is expected to become the new standard 
of care for patients with LS-SCLC who have not progressed after 
concurrent chemoradiation

• Tarlatamab 10 mg was associated with ORR 40% and 6-month OS 
was 73%. It is FDA approved as the first T cell engager for the 
treatment of ES-SCLC

• Novel DLL3-targeting agents, antibody drug conjugates targeting 
Trop2, SEZ6, and B7H3, and biomarker-directed immunotherapy 
combinations represent novel strategies in development for SCLC



Thank you

• Patients and their families who participate in clinical trials
• Thank you for your attention
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