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• Change in the SOC

• New strategies/new settings

• DLL3 targeting agents

• Antibody-drug conjugates

• Other strategies

• Translational science

Outline



IMpower133 CASPIAN

mOS 12.9 vs 10.5 mo
HR 0.75 (0.62, 0.91)

P = 0.0032

Liu et al. ESMO 2020; Paz-Ares et al. ASCO 2020;

mOS 12.3 vs 10.3 mo
HR 0.76 (0.60, 0.95)

P = 0.0154

Standard of care in SCLC



Trial IMPOWER-1331 CASPIAN2 KN-6043 EA 51614 ASTRUM5 CAPSTONE6 RATIONALE-

3127

No. Of pts 403 (2 arms) 805 (3 arms) 453 (2 arms) 160 (2 arms) 585 (2 arms) 462 (2 arms) 456 (2 arms)

ICPI Atezolizumab 

(anti PD-L1)

Durvalumab 

(anti PD-L1)

Pembrolizumab(

anti PD-1)

Nivolumab (anti 

PD-1)

Serplulimab 

(anti PD-1)

Adebrelimab 

(anti PD-L1)

Tislelizumab(ant

i PD-1)

Platinum Carboplatin Carboplatin

or cisplatin

Carboplatin

or cisplatin

Carboplatin

or cisplatin

Carboplatin Carboplatin Carboplatin

or cisplatin

N of tx cycles 4 vs 4 4-6 (Ctrl) vs 4 4 vs 4 4 vs 4 4 vs 4 4-6 vs 4-6 4 vs 4

PCI/TRT Yes/no Yes(Ctrl) /no Yes/no Yes/no No/no Yes/no -

Asian% 16 15 19 NR 68 100 100

RR% 64.4vs 60.2 58 vs 68 61.8 vs 70.6 47.5 vs 52.3 70.4 vs 80.2 65.0 vs 70.4 62 vs 68

mPFS (m) 4.3 vs 5.2 

(p=0.02)

5.4 vs 5.1 

(p=not tested)

4.3 vs 4.5 

(p=0.002)

4.7 vs 5.5 

(p=0.047)

4.3 vs 5.7 

(p=not tested)

5.6 vs 5.8 

(p=0.0001)

4.3 vs 4.7 

(p<0.0001)

mOS(m) 10.3 vs 12.3 

(p=0.007)

10.3 vs 13 

(p=0.004)

9.7 vs 10.8 

(p=0.016)NS

9.3 vs 11.3 

(p=0.14)NS

10.9 vs 15.4

(p=0.001)

12.8 vs 15.3

(p=0.0017)

13.5 vs 15.5

(p=0.004)



Recent changes in the SOC - Imforte-Lurbinectedine in maintenance

Paz-Ares et al. Lancet  and ESMO 2025



Recent changes in the SOC – Dellphi-304- Tarlatamab in 2nd line

Mountzious et al. NEJM 2025; Rocha et al. ESMO 2025



DLL3 targeting T cell engagers

Rudin et al. Journal of Hematology & Oncology, 2023



Toxicity management

Schuler et al. ESMO 2025



Toxicity management

Schuler et al. ESMO 2025



Toxicity management

Schuler et al. ESMO 2025; Sands et al. Cancer 2025



Tarlatamab-maintenance setting

Paulson et al. WCLC 2025



Paulson et al. WCLC 2025



Paulson et al. WCLC 2025



Tarlatamab-1L setting







Peters et al. ESMO 2025

Obrixtamig-1L setting



Peters et al. ESMO 2025



Sands et al. SITC 2024, Schoenfeld et al. WCLC 2025

Other DLL3 targeting strategies: TriTEs, CAR-T, radioligands

Engineered human Fc

Linker-chelator

Humanized VHH binding 
domain



New strategies-challenging the first line setting

Choudhury WCLC 2025



New strategies-challenging the first line setting-pumitamig

Heymach et al. WCLC 2025
Ongoing ROSETTA Lung-01 Phase 3 trial…



Antibody-drug conjugates

Cedida por Pedro Rocha



Ifinatamab-deruxtecan-IDeate-Lung01-relapsed disease

Rudin et al. JCO 2025



Ifinatamab-deruxtecan-IDeate-Lung01

Rudin et al. JCO 2025



Ifinatamab-deruxtecan-IDeate-Lung01-intracraneal activity

Rocha et al. ESMO 2025



ADCs in pretreated SCLC

Yoshida WCLC 2025





Translational research



Biomarker driven strategies in maintenance

PARP inhibitor

ATR1 inhibitor

NKG2A inhibitor

Will these studies be meaningful in the new

1L or maintenance scenarios?



SCLC is heterogeneous at diagnosis and changes over treatment

Peressini et al. 2024; Heeke et al. Cancer Cell 2024



Spanish collaborative network

Megyesfalvi et al. WCLC 2025

Current initiatives



Megyesfalvi et al. WCLC 2025

High intra and interlesion heterogeneity in relevant targets



• Unprecedented opportunities for SCLC patients,  but not all patients represented 

in trials

• Multiple new strategies show efficacy in SCLC, early data, phase III trials ongoing

• Toxicities need to be known and managed appropiately

• Combining to the SoC might result in overtreating patients

• Still no biomakers in place to select the best strategy for each patient-rational 

sequencing is required

• More research is needed to address the heterogeneity and plasticity of SCLC 

Conclusions
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