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Introduction Results
Figure 1. Survival-Informed Transcriptomic Cluster Tracking Figure 4A. Biomarker Overall Survival (5-year) Figure 5. Cluster Hallmark Mean Gene Set Enrichment
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Small cell lung carcinoma (SCLC) is a highly aggressive lung
cancer (15% of cases), with a poor prognosis

L Median overall survival is 9.5 months. "

Recent transcriptomic analyses proposed neuroendocrine
(NE) biomarkers ASCL1, NEUROD1, & non-NE biomarkers
POU2F3, and YAP1/inflamed to classify SCLC. 1!
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However:
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regression model of overall survival, and scaled by hazard ratios, was PAM-clustered. NEUROD1 R e e N—

, . Five high-consensus clusters were identified. The rest (n=7) were considered outliers. & POU2F3 PROTEIN SECRETION ]
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- Inflamed tumors with enhanced MHC-I expression, CD8+
T cell infiltration, & immunotherapeutic response occur in
both NE & non-NE tumors. !

Immune

u
= i

H-sgore Stain
[] I I |
||

A robust classification with better prognostic value is urgently
needed to improve SCLC tumor stratification.
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Our main objective is to identify and characterize a novel SCLC
classification with better prognostic performance.
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that more accurately stratify prognosis in early-stage tumors. Cluster -4 2 0 2 IHC stain % (DLL, Ki67) p=0.000117 Normalised Enrichment Score (NES)
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Biomarker Group Stage Deceased: OS 5+ years M Intermediate [ NoData  TMA H-score Kaplan-Meier analyses of overall survival demonstrate | NE+ Groups 3 & 4, which have the best outcome, have enriched immune gene
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NEURGD1 prognostic value of clusters (Fig4B; p=0.000117). enrichment. NE+ Group 3 has enriched EMT and IFNa gene expression.

IUCPQ Biobank - LORD cohort Two NE+ clusters composed mostly of stage 1 tumors with strong NE expression . : : : . : : :
Early-stage (I-lll) SCLC patients , demonstrate the most extreme differences in overall survival: NE+ Group 1 has the Figure 6. CyTOF Cell Proportions in Proposed Prognostic Clusters Figure 7. Schematic Overview of Prognostic Clusters
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NE+ Group 1 and 4 both have enriched NE expression, but
differ in their immune enrichment. NE+ Groups 2 & 3 are

Patient clustering Comparison of biomarker classification and proposed survival based-classification NE+ Groups 3 & 4 are B cell, Neutrophil, NK, Plasma, Tc and Th enriched. NE intermediate; NE+ Group 3 is also immune-enriched.

Cytometry by time- 1000x Bootstrapped
of-flight (CyTOF) BT A Discussion & Future Directions References Acknowledgements
Immune & tumor u : :
i We demonstrate that a bottom-up approach that clusters integrated SCLC patient outcome and . 3 RESEAU
sequencin . . . : . . . : . S S .
cell counts i transcriptomic data can determine oﬁﬁ‘erentlally enriched traits associated with prognosis in early- DB s Froms o M ttona] RoalWar Evitomes € B‘ @ BAN ' 'E | Or/
N 6000 stage resected tumors. Collaboration. Journal of Thoracic Oncology 17, S244 (2022). S
ovaseq 2. Rudin, C. M. et al. Molecular subtypes ofgsmall cell lung cancer: a

: Our clusters distinquish five groups, each with a unigue combination of neuroendocrine and immune thesis of h d del data. Nat Rev C 19 Fonds
AR Pr°g"°?;'35‘;'“3ters activity, supported by RNA and prgtein expression data (i.e. IHC, CyTOF). JeoL557 dote. e meuse model data. Nat Rev cancer 15 de recherche FON DATION

& =0 Unlike the previously proposed biomarker groups, we transcriptomically identified multiple inflamed 3 ynadbfjin'z};{bﬁyaz!{)%%Zee lglizecrl?pgoeizgll?l/o”c?kigg”&%erﬁlcgf Cgiecl?chr Ql.léb EC aal I U CPQ

Immunohistochemistry
(Pathologist-reviewed)

ASCL1, NEUROD1, POU2F3, Biomarker Groups Intensity.

INSM1, CHGA, SYP, TTF1, 3x negative —» YAP1/ Cluster Trait I : : P : : : 4 ini f inician- Thank you to all
n the future, we plan to identify specific biomarkers associated with each group, and validate our - . : Dr. Gagne is a recipient of the FRQS Clinician y
RBI, DLL3 Inflamed Analyses findings in an extgrnal SCLC col%lorEc), group No AI was used to produce in this presentation. Scientist Junior 1 Program award (2026) supporters.

clusters associated with immune infiltration, improved prognosis, and a range of NE gene expression 429-443.e4 (2024).




