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1L chemoimmunotherapy for ES-SCLC

Liu S, ESMO 2024.
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Tumor microenvironment of human SCLC and 
potential targets for therapies

Zugazagoitia et al. Clin Cancer Res 2024;30:2872–83
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SCLC subtypes defined by a dominant 
transcriptional regulator

Poirier et al. JTO 2020 

Gay et al. Cancer Cell 2021
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SCLC-I with differential benefit from immunotherapy
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Targeting the surface glycome

Kalinka, ESMO 2024; Ponath, Clin Cancer Res 2018
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Phase II Nivolumab + Chemotherapy +/-BMS-986012: Efficacy
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High prevalence of Fuc-GM1 expression 
in baseline tumor samples 

• Preliminary analyses in a subset of 
patients from CA001-050 confirmed 
expression of baseline Fuc-GM1 in the 
majority of tumors as measured in 
frozen tumor tissue:

-78% with immunohistochemistry 
[IHC]

-68% with liquid chromatography-
mass spectrometry [LC/MS])

-Moderate correlation between the two 
methodologies

O’Byrne et al. ESMO 2024
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Baseline 
tumor/plasma level 
of Fuc-GM1 did not 
correlate with OS 
and PFS in a subset 
of patients from 
this study

O’Byrne et al. ESMO 2024
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Targeting MHC I deficiency

Zugazagoitia et al. Clin Cancer Res 2024;30:2872–83

• It has been shown that most human SCLCs 

(70%–80%) show loss of MHC class I 

expression at the protein level.

• This seems to be more prominent in 

neuroendocrine SCLC subtypes.
• Epigenetically driven downregulation or 

silencing of the MHC class I antigen 

processing and presentation machinery 

pathway is a prominent immune-suppressive 

feature 



11Winship Cancer Institute | Emory University

Preclinical evidence that LSD1 inhibition increases MHC-I expression in vivo
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Targeting DDR

Zugazagoitia et al. Clin Cancer Res 2024;30:2872–83

Pietanza et al. J Clin Oncol. 2018;36(23):2386-2394. Byers LA et al. Clin Cancer Res.

2021;27(14):3884-3895.
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What is (are) the optimal biomarker (s)?

Pietanza et al. J Clin Oncol. 2018;36(23):2386-2394. Byers LA et al. Clin Cancer Res. 2021;27(14):3884-3895. Gay 
et al. Cancer Cell 2021. Goldman et al. ASCO 2022.

SCLC subtypes as a predictor of benefit of 
PARPi

Mutations in DDR genes occur 
on treatment with tala and 
TMZ: association with DC.
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Structure of DLL3-targeting TCEs in 
development

Rudin et al. Journal of Hematology & Oncology (2023) 16:66



Anti-tumor Activity

Shown are 91 of 100 patients (tarlatamab 10 mg) and 70 of 88 patients (tarlatamab 100 mg) who had available post-baseline measurements of target lesions. 
†DLL3 expression was assessed by immunohistochemistry of tumor tissue samples. 

CR, complete response; DLL3, delta-like ligand 3; NE, not evaluable; PD, progressive disease, PR, partial response; SD, stable disease.
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Provided October 24, 2023, as part of an oral presentation and is qualified by such, contains forward-looking statements, actual results may vary materially; Amgen disclaims any duty to update. 
© 2023 Amgen Inc. All Rights Reserved
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Targeting B7H3

• B7H3 seems to play a predominant inhibitory role on adaptive

immunity by suppressing T-cell activation and proliferation. In addition, it 
can promote tumorigenic properties in tumor cells themselves.
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Conclusions

• There are currently no biomarkers to help tailor any systemic therapy, 
including immunotherapy, in SCLC.

• The discovery of transcriptional subsets in SCLC is an important 
breakthrough in better understanding tumor heterogeneity and the 
potential therapeutic vulnerabilities.

• Validated assays for DLL3 expression may be helpful in selecting 
patients with SCLC, LCNEC and extra-pulmonary NEC in clinical trials.

• Prospective studies are needed to translate recent discoveries into 
personalized, biomarker-driven clinical trials. 


	Default Section
	Slide 1: Progress in Biomarkers for SCLC – Are We Ready for Implementation into Routine Clinical Practice?
	Slide 2
	Slide 3:  Tumor microenvironment of human SCLC and potential targets for therapies 
	Slide 4:  SCLC subtypes defined by a dominant transcriptional regulator 
	Slide 5: SCLC-I with differential benefit from immunotherapy
	Slide 6: Targeting the surface glycome 
	Slide 7:  Phase II Nivolumab + Chemotherapy +/-BMS-986012: Efficacy 
	Slide 8: High prevalence of Fuc-GM1 expression in baseline tumor samples 
	Slide 9: Baseline tumor/plasma level of Fuc-GM1 did not correlate with OS and PFS in a subset of patients from this study
	Slide 10:   Targeting MHC I deficiency  
	Slide 11: Preclinical evidence that LSD1 inhibition increases MHC-I expression in vivo
	Slide 12: Targeting DDR 
	Slide 13: SWOG 1929
	Slide 14: SWOG 1929: PFS and OS
	Slide 15: What is (are) the optimal biomarker (s)?
	Slide 16: Structure of DLL3-targeting TCEs in development
	Slide 17: Anti-tumor Activity
	Slide 18: Targeting B7H3
	Slide 19: Conclusions


