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Summary

• We successfully established a cell line (DFCI168) from a SCLC never-
smoker with NRASQ61K mutation.

• DFCI168 lacks classical neuroendocrine markers and presents
mesenchymal features.

• NRAS mutant lung cancer model showed sensitivity to combination of
MEK and mTOR inhibitors in vitro, and in vivo (DFCI168).

• Introduction of NRASQ61K into a classical SCLC cell line Glc16 lead to the
transition from NE to non-NE/mesenchymal phenotype (EMT).



Como potenciar la respuesta inmunológica en CPCP?



DDR inhibition increases PDL1 expression in SCLC models



Current PARP inhibitor + anti-PD1/PDL1 combination trials in 
small cell lung cancer



Abstract: Cytokine levels and changes during treatment as biomarkers of outcome
with ipilimumab in SCLC

Methods: serum samples of pts diagnosed SCLC, treated with CP or CP+ IPI within the
ICE trial. Serum concentrations of Th1 (IL-2, IFN-γ), Th2 (IL-4, -5, -6, -10) and
inflammatory (IL-1β, IL-8, GM-CSF, TNF-α, MIP1-α) cytokines evaluated.

Results: increased baseline levels of IL-2 (>1.67 pg/mL) showed a better OS with
CP+IPI (24 m vs. 7.9 m p=0.030]. Higher levels of IL-6 had worse OS (9.5m vs. 18.5m;
p=0.019). IL-8 levels decreased from baseline to the on-treatment time-point (ICE) by
more than 28.3%, had a worse OS [7.9m (3.9-17) vs. 18.46m (9.5-30.5); p=0.008].

Cytokines could be explored as biomarkers of sensitivity (IL-2) 
or resistance (IL-6 and TNF-α) to ICP in SCLC

By M. Hardy-Werbin, P. Rocha O. Arpí, Á. Taus, X. Durán Jordà, D. Joseph-Pietras, A. 
Rovira, J. Albanell, C. Ottensmeier, E. Arriola

LB-143 /10:  Th1/Th2 and inflammatory cytokines as biomarkers of 
response to ipilimumab in small cell lung cancer (SCLC) patients.



Issue of interest: 6 sections on AACR 2018 !!!!!!

• Blood Tumor Mutational Burden (bTMB)

• Circulating Tumor Cells (CTC) and PDL-1 expression

• Dynamics ctDNA and TCR to predict response to IO

• Quantification ctDNA as prognostic

• Bioinformatics

• Other liquids: CSF, urine, 

• Updates on efficiency of several technologies: novel 
amplicon-based Firefly NGS assay, InvisionFirst, IDYLLA….



Longitudinal circulating-tumor DNA profiling of EGFR-mutated 
NSCLC treated with TKI. (Ortiz-Cuaran S. et al.)



Analysis of cell-free DNA from 32.991 advanced cancers revelals
co-ocurring activating RET alterations  (Reckamp K.L et al.)


