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OVERVIEW

Lung cancer remains the most frequent cause of cancer-related
deaths worldwide. Our Unit focuses on the study of lung cancer
with a pragmatic bench-to-bedside orientation, aiming to solve the
problems of lung cancer patients. We specialise in two research areas:
the identification of novel molecular biomarkers for diagnostic,
prognostic, and predictive purposes, and the development of
advanced targeted and immunotherapeutic strategies. We have
made significant progress in understanding the disease, developing
an extensive platform of patient-derived xenografts (PDXs) and
organoids (PDOs) of non-small-cell and small-cell lung cancers
to evaluate emerging therapeutic strategies. Finally, our Unit

has extensive experience in taking new drugs (tarlatamab, the
combination of lurbinectedin and atezolizumab, pemetrexed, and
others) to the clinic, as well as in conducting practice-changing trials
in the fields of personalised cancer care and immuno-oncology.

Our Group continues to understand dysregulation in tumour
biology and the immune microenvironment to uncover potential
new targets and biomarkers.

“Our discovery of the synergistic
interaction between lurbinectedin
and PD-L1 inhibitors in SCLC,
including its mechanistic basis, led
to consecutive Phase |, Il and llI
clinical trials. These studies finally
resulted in the approval of the
combination of atezolizumab plus
lurbinectedin as the new standard
of care for maintenance therapy in
extensive-stage SCLC.”
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RESEARCH HIGHLIGHTS

IMforte: first-line maintenance with lurbinectedin plus
atezolizumab in extensive-stage small-cell lung cancer
(ES-SCLC). Paz-Ares et al., The Lancet.

In the Phase I1I IMforte trial, we evaluated the efficacy and safety of
first-line maintenance therapy with lurbinectedin plus atezolizumab
compared with atezolizumab alone in patients with ES-SCLC who
had not progressed after induction chemo-immunotherapy. The
combination reduced the risk of disease progression or death by
46% and the risk of death by 27%, with clinically meaningful and
consistent benefit across most patient subgroups. The safety profile
was manageable and aligned with the known toxicities of both agents,
with no new safety signals identified. This randomised, multicentre,
open-label study is the first Phase III trial in the maintenance
setting of ES-SCLC to demonstrate significant improvement in

FIGURE 1 Kaplan-Meier estimates of
IRF progression-free survival (A) and
overall survival (B) from randomisation

into the maintenance phase in patients
treated with lurbinectedin plus
atezolizumab versus atezolizumab alone.

overall survival. It builds upon the current standard of care from
the IMpowerl33 and CASPIAN trials, establishing lurbinectedin
plus atezolizumab as a novel and effective first-line maintenance
strategy. These findings support treatment intensification during the
maintenance phase in patients who derive benefit from induction
chemo-immunotherapy and reinforce the clinical relevance of
targeting tumour transcriptional dependency and tumour-immune
interactions to improve outcomes in small-cell lung cancer.

Understanding the role of interleukin-11 in tumourigenesis
and immune evasion in lung adenocarcinoma. Cirauqui et
al., Clin Transl Med.

The study investigates the role of interleukin-11 (IL-11) in lung
adenocarcinoma (LUAD). IL-11 has been previously reported to
favour the progression of other tumour types, but its impact on
LUAD progression is not clear. We studied a cohort of 106 LUAD
patients and observed an association between increased expression
of IL-11 and poor overall survival. Across different experimental
models, we have demonstrated that increased expression of
IL-11 enhances tumour growth through the upregulation of the
STAT3 signalling pathway. Immunophenotyping of high IL-11
spontaneous tumours upon tobacco exposure in mice revealed
significant immunosuppression, coupled with downregulation of
antitumour immune response genes and overexpression of genes
related to immune evasion observed by transcriptomics. Finally,
we demonstrated that blocking IL-11 with antibodies has a very
promising antitumour effect. Thus, we have proven that the IL-11/
IL-11RA axis is a critical driver of LUAD, and its disruption can be
apromising novel therapeutic strategy for high IL-11 patients. ®

FIGURE 2 Graphical abstract
summarising the contents of the paper.
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