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“Our discovery of the synergistic 
interaction between lurbinectedin 
and PD-L1 inhibitors in SCLC, 
including its mechanistic basis, led 
to consecutive Phase I, II and III 
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.”

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.

Luis G. Paz-Ares
Clinical Research Unit Head

Research Scientists
Teresa Agulló, Juan Manuel Coya, 
Irene Ferrer, Anais Jiménez, Itziar 
Otano, Miguel Ruiz, Beatriz Soldevilla, 
Álvaro C. Ucero

Clinical Investigators
Rocio García-Carbonero, José Luis 
Solórzano, Jon Zugazagoitia

Post-Doctoral Fellows
F. Javier Arroyo, Carlos Carretero, 
Jose Garrido, Santiago Josa, M. Teresa 
Laguna, José M. Medina, Daniel 
Hackbrett Meraviglia, Mariano Rubén 
Rodríguez, Beatriz Rubio, Marcos 
Rubio, Estela Sánchez

Graduate Students
Inés Díaz, Pablo Fernández, Alejandro 
García, Eva García, María Gutiérrez, 
Susana Luengo, Rita Manzano, 
Wajahat Nadeem, Irene Pazos, Joan 
Salvador Russo, Laura Salinas, Miriam 
Velasco, Ana Zazo

Technicians
Teresa Albendea, Eva Álvarez, 
Nuria Carrizo, Sasha N. Figueroa, 
Beatriz Gil, José M. Gracia, Marta 
Jiménez, Patricia Llamas, María del 
Mar López, Elsa Moras, María de La 
Yedra Pacheco, Miriam Plaza, Cristina 
Ramírez, M. Ángeles Santamaría, 
Jacinto Sarmentero, Rocío Suárez, 
César Vélez

Students in Practice
Julia Rojo (Jan.-Sept.) (Master’s 
Thesis (TFM), Univ. Complutense de 
Madrid, Spain), Laura Salinas (Feb.-
July) (Master’s Thesis (TFM), Univ. 
Complutense de Madrid, Spain)

H12O-CNIO LUNG CANCER 
CLINICAL RESEARCH UNIT



ANNUAL REPORT 2025 Clinical Research Programme49

	∞ PUBLICATIONS

	∞ Hummel HD et al. (incl. Paz-Ares L) 
(2025). Patient-reported outcomes for 
patients with previously treated small 
cell lung cancer receiving tarlatamab: 
results from the DeLLphi-301 phase 2 
trial. Adv Ther 42, 1950-1964.

	∞ de Langen AJ et al. (incl. Paz-Ares 
L); CodeBreaK 200 Investigators 
(2025). Sotorasib versus docetaxel 
for previously treated KRAS G12C-
mutated non-small-cell lung cancer: a 
plain language summary. Future Oncol 
21, 1033-1044.

	∞ Paz-Ares L, Gupta B, Baena J, Liu SV 
(2025). Unmet needs in maintenance 
therapy for extensive stage small cell 
lung cancer. Clin Lung Cancer 26, 168-178.

	∞ Chiang AC et al. (incl. Paz-Ares L) 
(2025). Safety of tarlatamab with 
6-8-h outpatient versus 48-h inpatient 
monitoring during cycle 1: DeLLphi-300 
phase 1 substudy. ESMO Open 10, 104538.

	∞ Ahn MJ et al. (incl. Paz-Ares L) (2025). 
A pooled analysis of datopotamab 
deruxtecan in patients with EGFR-
mutated NSCLC. J Thorac Oncol 20, 
1669-1682.

	∞ Garassino MC et al. (incl. Paz-Ares L) 
(2025). Impact of tumor response and 
response duration on survival among 
participants receiving pembrolizumab 
plus chemotherapy as first-line therapy 
for non-small-cell lung cancer. Oncol Ther 
13, 667-681.

	∞ Paz-Ares L et al. (2025). Efficacy and 
safety of first-line maintenance therapy 
with lurbinectedin plus atezolizumab in 
extensive-stage small-cell lung cancer 

(Imforte): a randomised, multicentre, open-
label, phase 3 trial. Lancet 405, 2129-2143.

	∞ Leighl NB et al. (incl. Paz-Ares L) 
(2025). LEAP-008: lenvatinib plus 
pembrolizumab for metastatic NSLC 
that has progressed after an anti- 
programmed cell death protein 1 or 
anti-programmed cell death ligand 1 
plus platinum chemotherapy. J Thorac 
Oncol 20, 1489-1504.

	∞ Peters S et al. (incl. Paz-Ares L) (2025). 
Treatment-free survival over 6 years of 
follow-up in patients with metastatic 
NSCLC treated with first-line nivolumab 
plus ipilimumab versus chemotherapy 
in CheckMate 227 part 1. J Thorac Oncol 
20, 1505-1516.

	∞ Garassino MC et al. (incl. Paz-Ares L) 
(2025). Durvalumab after sequential 
chemoradiotherapy in unresectable 
stage III non-small-cell lung cancer-final 
analysis from the phase II PACIFIC-6 trial. 
ESMO Open 10, 105071.

	∞ Paz-Ares L et al. (2025). Plain language 
summary of the EVOKE-01 study of 
sacituzumab govitecan vs docetaxel in 
patients with non-small cell lung cancer. 
Future Oncol 21, 3245-3257.

	∞ Özgüroğlu M et al. (incl. Paz-Ares L) 
(2025). Adverse events self-reported by 
patients with extensive-stage small-cell 
lung cancer in the phase III CASPIAN 
study. Future Oncol 21, 1511-1523

	∞ Falcón A, Ponce S, Cote GM, Gil A, Lin 
JJ, Bockorny B, Martínez J, Kahatt C, 
Martinez S, Zubiaur P, Siguero M, Cullell-
Young M, Jiménez J, Zugazagoitia J, 
Paz-Ares L (2025). Phase I results on the 
efficacy, safety and pharmacokinetics of 
lurbinectedin and irinotecan in advanced 

solid tumors. Invest New Drugs 43, 955-
967.

	∞ Álvarez-Pérez et al. (incl. Paz-Ares L, 
Ferrer I) (2025). High-fidelity cas9-
mediated targeting of KRAS driver 
mutations restrains lung cancer in 
preclinical models. Nat Commun 16, 7080.

	∞ Mountzios G et al. (incl. Paz-Ares L, 
DeLLphi-304 Investigators) (2025). 
Tarlatamab in small-cell lung cancer after 
platinum-based chemotherapy. N Engl J 
Med 393, 349-361.

	∞ Redin E et al. (incl. Russo-Cabrera JS, 
Ferrer I, Sanmamed MF) (2025). Dasatinib 
remodels the tumor microenvironment 
and sensitizes small cell lung cancer to 
immunotherapy. Cancer Res 85, 3910-
3929.

	∞ Cirauqui C, Ojeda L, Otano I, Pazos I, 
Santos A, Garrido-Martín EM, Yagüe 
P, Ramos-Paradas J, Molina-Pinelo S, 
Roncador G, Solórzano JL, Muñoz MT, 
Cozar P, Plaza P, Suárez R, Jiménez M, 
Moreno R, Rosado A, Gámez P, García-
Luján R, Zugazagoitia J, Sweet-Cordero 
EA, Barbacid M, Carnero A, Ferrer I, 
Paz-Ares (2025). Interleukin-11 promotes 
lung adenocarcinoma tumourigenesis and 
immune evasion. Clin Transl Med 15, e70374.

	∞ Gazzah A et al. (incl. Paz-Ares L) 
(2025). Evaluation of the safety, 
pharmacokinetics, and antitumor 
activity of tusamitamab ravtansine in 
patients with nonsquamous NSCLC 
with high or moderate expression of 
carcinoembryonic antigen-related cell 
adhesion molecule 5. JTO Clin Res Rep 
6, 100844.

	∞ Otero-Rosales M et al. (incl. Pazos I, 
Ferrer I) (2025). CDK7-targeted therapy 

effectively disrupts cell cycle progression 
and oncogenic signaling in head and 
neck cancer. Signal Transduct Target 
Ther 10, 363.

	∞ Rubio-Cuesta B et al. (incl. Carretero-
Puche C, Llamas P, Sarmentero J, Gil-
Calderon B, Lens-Pardo A, Soldevilla 
B, Garcia-Carbonero R) (2025). Co-
targeting SRC overcomes resistance to 
BRAF inhibitors in colorectal cancer. Br 
J Cancer 133, 404-419.

	∞ Ballesteros-González I, Hernández-
Navas I, Brehey O, Lechuga CG, Salmón 
M, Scotece M, Velasco-Vicente R, Flores-
Gómez AA, Cebriá A, Simón-Carrasco 
L, Jiménez G, Musteanu M, Guerra C, 
Domínguez O, Caleiras E, Blanco-Aparicio 
C, Pons T, Ferrer I, Paz-Ares L, Torres-
Ruiz R, Rodríguez-Perales S, Barbacid M, 
Drosten M (2025). The repressor Capicua 
is a barrier to lung tumor development 
driven by Kras/Trp53 mutations. EMBO 
Mol Med, 17, 3377-3406.

	∞ AWARDS AND RECOGNIGTION

	∞ Luis Paz-Ares:
	• Diploma for Clinical Research Merit 

“Santiago Ramón y Cajal”, Spanish 
National Research Council (CSIC), 
Madrid, Spain.

	• XXIV Nóvoa Santos Prize, Association 
of Galician Physicians (ASOMEGA), 
Santiago de Compostela, Spain.

	• III Argonauta Award for a Career in 
National Clinical Research, PharmaMar 
Foundation, Madrid, Spain.

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 
a promising novel therapeutic strategy for high IL-11 patients. s

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 III 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 

overall survival. It builds upon the current standard of care from 
the IMpower133 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.

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.

FIGURE  2 Graphica l  abstract 
summarising the contents of the paper.
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