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Higher TMB did not predict benefit with addition of ICI in IMpower133
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Similarly, PD-L1 expression was infrequent and had no bearing on 

outcomes with addition of ICI in CASPIAN.
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Personalization in SCLC may look different

George et al, Nature 2015
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• Ubiquitous bi-allelic loss of tumor suppressor genes TP53 and RB1

• Absence of actionable oncogenic drivers
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Transcriptional diversity underlies immune 

phenotypic diversity

Gay et al. Cancer Cell, 2021
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Transcriptional subtype predicts differential 

benefit of the addition of immunotherapy (IMP133)

Gay et al. Cancer Cell, 2021
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Hiatt et al. Clin Cancer Res, 2022

LSD1 inhibition directs neuroendocrine subtypes (e.g. 

SCLC-A or –N) toward more inflamed states. 
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T-cell engagers can be directed at subtype-specific targets 

to deliver anti-tumor immune response. 
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Karim et al., ASCO, 2023

SWOG1929 successfully integrated an IHC for SLFN11 – a predictive 

biomarker for PARP inhibitor sensitivity in SCLC – into frontline 

maintenance by performing assay during initial therapy. 
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Perform biomarker analysis in parallel with treatment. 

• Plasma-based approaches. 

If subtype, or any biomarker, is needed in 

SCLC, how might we do that practically?
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Heeke et al. Cancer Cell 2024

• Transcriptional subtype, as well as other expression-based 

features, are epigenetically encoded, including in ctDNA, and can 

be rapidly and longitudinally collected. 

• Longitudinal collections highlight the limitations of archival tissue 

analysis. 
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• Genomic biomarkers are out, for now. 

• Even established expression-based biomarkers (e.g. PD-L1) are not predictive.

• SCLC transcriptional subtypes delineate tumor diversity.

– SCLC-I patients experience greatest benefit from ICI.

– Other subtypes may benefit from intensification or novel immune-based strategies (e.g. BiTEs).

• Aggressive natural history requires creative strategies to assess biomarkers without 

delaying care. 

• Transcriptional biomarkers may evolve with treatment – assess longitudinally?

• Should surface protein targets be integrated into biomarker plans?

– DLL3 vs. B7H3 vs. SEZ6 vs. TROP2, etc. 

SCLC Biomarkers: Summary
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