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EGFR
• Primary results from PALOMA-3 trial 
• A secondary analysis from the phase 3 MARIPOSA study
• Results from CHRYSALIS-2 trial

ALK

• 5-year progression-free survival and safety from the CROWN study

• Phase 1/2 ALKOVE-1 study 

KRAS G12C

• Primary results from KRYSTAL-12 trial

1L setting

• Interim Analysis of NVALT trial

• Primary Analysis of Phase III trial HARMONi-2

2L setting
• Primary results from the phase 3 EVOKE-01 study
• Final OS from TROPION-Lung01 trial
• New Biomarker predictive of outcome in TROPION-Lung 01 trial 
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1258MO - Low dose versus standard dose pembrolizumab for treatment of stage IV stage non-small cell lung carcinoma: Results of 
the pre-planned interim analysis of the NVALT-30 clinical trial

Advanced NSCLC without driver alteration

M. van den Heuvel, et al. ESMO 2024

Interim analysis:
was preplanned after the first 250 patients were included and followed for a year

A difference of 10% between arms in one-year overall survival (OS) was considered clinically relevant and set as 
stopping criterion for the interim analysis



Advanced NSCLC without driver alteration
NVALT-30 TRIAL

M. van den Heuvel, et al. ESMO 2024

Estudio que reporta una diferencia de un 2.7% en la tasa de SG al año y cumple el objetivo preespecificado
Reclutamiento ongoing

Estudio clínicamente relevante



PL02.04: Phase 3 Study of Ivonescimab (AK112) vs. Pembrolizumab as First-line Treatment for PD-L1-positive Advanced NSCLC: 
Primary Analysis of HARMONi-2 

Advanced NSCLC without driver alteration

Zhou C. et al. WCLC 2024

HARMONi-2 Study Design
Bispecific antibody



Advanced NSCLC without driver alteration
HARMONi-2

Zhou C. et al. WCLC 2024

Asian Population
Chinese Trial



Advanced NSCLC without driver alteration
HARMONi-2

Zhou C. et al. WCLC 2024

Progression-free survival (BIRC)



Advanced NSCLC without driver alteration
HARMONi-2

Zhou C. et al. WCLC 2024

Progression-free survival by PD-L1 expression and NSCLC histology



Advanced NSCLC without driver alteration
HARMONi-2

Zhou C. et al. WCLC 2024

Estudio con resultados muy prometedores en relación a la SLP
El comparador, pembrolizumab, no sería el estándar en población con TPS 1-49%

Necesidad de confirmar eficacia en OS y en población no asiática



LBA8500: Sacituzumab govitecan (SG) vs docetaxel (doc) in patients (pts) with metastatic non-small cell lung cancer (mNSCLC) previously 
treated with platinum (PT)-based chemotherapy (chemo) and PD(L)-1 inhibitors (IO): Primary results from the phase 3 EVOKE-01 study

Advanced NSCLC without driver alteration

Paz Ares, et al. ASCO 2024



Paz Ares, et al. ASCO 2024

Advanced NSCLC without driver alteration
EVOKE-01 TRIAL
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Advanced NSCLC without driver alteration
EVOKE-01 TRIAL



Paz Ares, et al. ASCO 2024

Advanced NSCLC without driver alteration
EVOKE-01 TRIAL



Paz Ares, et al. ASCO 2024

Advanced NSCLC without driver alteration
EVOKE-01 TRIAL

Estudio negativo con un beneficio modesto (numérico) en la OS
Se evalúa el rol de este fármaco en primera línea en combinación con IT



Sands J, et al. WCLC2024

OA08.03: Datopotamab Deruxtecan Vs Docetaxel in Patients with Non-Small Cell Lung Cancer: Final Overall Survival from 
TROPION-Lung01

Advanced NSCLC without driver alteration



Sands J, et al. WCLC2024

Advanced NSCLC without driver alteration
TROPION-LUNG01 TRIAL

La mejora en PFS no se traslada en una mejora en la OS
OS numéricamente mayor en la rama de Dato-Dxt en población no escamosa



PL02.11: Normalized Membrane Ratio of TROP2 by Quantitative Continuous Scoring is predictive of Clinical Outcomes in 
TROPION-Lung 01

Advanced NSCLC without driver alteration

Garassino MC, et al. WCLC 2024



Garassino MC, et al. WCLC 2024

Advanced NSCLC without driver alteration
TROPION-LUNG01 TRIAL



Garassino MC, et al. WCLC 2024

Advanced NSCLC without driver alteration
TROPION-LUNG01 TRIAL

TROP2 QCS-NMR es predicitivo de la eficacia de Dato-Dxt
Su valor se está evaluando en otros estudios en 1L
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LBA8505: Subcutaneous amivantamab vs intravenous amivantamab, both in combination with lazertinib, in refractory EGFR-mutated, 
advanced non-small cell lung cancer (NSCLC): Primary results, including overall survival (OS), from the global, phase 3, randomized 
controlled PALOMA-3 trial

Advanced NSCLC with driver alteration

Leighl NB, et al. ASCO 2024 (JCO )



Leighl NB, et al. ASCO 2024

Pharmacokinetic samples were available from 414 patients

Advanced NSCLC with driver alteration
Paloma-3 Trial



Leighl NB, et al. ASCO 2024

Advanced NSCLC with driver alteration
Paloma-3 Trial



Leighl NB, et al. ASCO 2024

Advanced NSCLC with driver alteration
Paloma-3 Trial



Leighl NB, et al. ASCO 2024

Advanced NSCLC with driver alteration
Paloma-3 Trial

Estudio que demuestra la no inferioridad de amivantamab sc vs iv
Muy relevante la reducción en la prevalencia de IRRs (19% vs 66%) y VTE (9% vs 14%)

Más pacientes consideraron amivantamab sc más cómodo



8504: Amivantamab plus lazertinib vs osimertinib in first-line EGFR-mutant advanced non-small cell lung cancer (NSCLC) with biomarkers 
of high-risk disease: A secondary analysis from the phase 3 MARIPOSA study

Advanced NSCLC with driver alteration

Felip E, et al. ASCO 2024

Stratification factors:
• EGFR mutation type (Ex19del or L858R)
• Asian race (yes or no)
• History of brain metastases (yes or no)



Felip E, et al. ASCO 2024

Advanced NSCLC without driver alteration
MARIPOSA TRIAL



Felip E, et al. ASCO 2024

Advanced NSCLC without driver alteration
MARIPOSA TRIAL
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Felip E, et al. ASCO 2024

Advanced NSCLC without driver alteration
MARIPOSA TRIAL
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Todos los subgrupos de pacientes de mal pronóstico analizados se benefician de la combinación



8516: Amivantamab plus lazertinib in atypical EGFR-mutated advanced non-small cell lung cancer (NSCLC): Results from CHRYSALIS-2 

Advanced NSCLC with driver alteration

Cho BC, et al. ASCO 2024



Advanced NSCLC with driver alteration
Chrysalis-2 Trial

Cho BC, et al. ASCO 2024



Advanced NSCLC with driver alteration
Chrysalis-2 Trial

Cho BC, et al. ASCO 2024



Advanced NSCLC with driver alteration
Chrysalis-2 Trial

Cho BC, et al. ASCO 2024
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Resultados clínicamente muy relevantes de la 
combinación en pacientes con mutaciones

atípicas de EGFR



LBA8503: Lorlatinib vs crizotinib in treatment-naïve patients with advanced ALK+ non-small cell lung cancer: 5-year progression-free 
survival and safety from the CROWN study

Advanced NSCLC with driver alteration

Solomon BJ, et al ASCO 2024.

Primary Objective:
• PFS by BICR



Advanced NSCLC with driver alteration
Crown Study

Solomon BJ, et al ASCO 2024.



Advanced NSCLC with driver alteration
Crown Study

Solomon BJ, et al ASCO 2024.



Advanced NSCLC with driver alteration
Crown Study

Solomon BJ, et al ASCO 2024.

Tras 5 años de seguimiento, la SLP en la rama de lorlatinib no se alcanza pero in 60% de los pacientes están libres de progression
Probabilidad de estar libre de PE a nivel de intracraneal 92%

Se confirma su role como estandar de tratamiento en 1L  



1253O: Phase 1/2 ALKOVE-1 study of NVL-655 in ALK-positive (ALK+) solid tumors 

Advanced NSCLC with driver alteration

Drilon AE, et al. ESMO 2024



Advanced NSCLC with driver alteration
Alkove phase 1 study

Drilon AE, et al. ESMO 2024



Advanced NSCLC with driver alteration
Alkove phase 1 study

Drilon AE, et al. ESMO 2024



Advanced NSCLC with driver alteration
Alkove phase 1 study

Drilon AE, et al. ESMO 2024



Advanced NSCLC with driver alteration
Alkove phase 1 study

Drilon AE, et al. ESMO 2024

NVL-655 fármaco muy prometedor , altas tasas de respuesta incluso en pacientes pretratados con lorlarinib
Muy interesante el perfil de toxicidad

Necesidad de más estudios para confirmar dosificación y eficacia



LBA8509: KRYSTAL-12: Phase 3 study of adagrasib versus docetaxel in patients with previously treated advanced/metastatic non-small 
cell lung cancer (NSCLC) harboring a KRASG12C mutation 

Advanced NSCLC with driver alteration

Mok TSK, et al. ASCO 2024



Advanced NSCLC with driver alteration
Krystal-12

Mok TSK, et al. ASCO 2024



Advanced NSCLC with driver alteration
Krystal-12

Mok TSK, et al. ASCO 2024



Advanced NSCLC with driver alteration
Krystal-12

Mok TSK, et al. ASCO 2024

Estudio positive en el que se confirma la mejora en SLP, ORR y 
mejor perfil de seguridad de adagrasib frente a docetaxel



nvilarino@iconcologia.netMuchas gracias


	Número de diapositiva 1
	Agenda
	Agenda
	1258MO - Low dose versus standard dose pembrolizumab for treatment of stage IV stage non-small cell lung carcinoma: Results of the pre-planned interim analysis of the NVALT-30 clinical trial�
	Número de diapositiva 5
	PL02.04: Phase 3 Study of Ivonescimab (AK112) vs. Pembrolizumab as First-line Treatment for PD-L1-positive Advanced NSCLC: Primary Analysis of HARMONi-2 �
	Número de diapositiva 7
	Número de diapositiva 8
	Número de diapositiva 9
	Número de diapositiva 10
	LBA8500: Sacituzumab govitecan (SG) vs docetaxel (doc) in patients (pts) with metastatic non-small cell lung cancer (mNSCLC) previously treated with platinum (PT)-based chemotherapy (chemo) and PD(L)-1 inhibitors (IO): Primary results from the phase 3 EVOKE-01 study�
	Número de diapositiva 12
	Número de diapositiva 13
	Número de diapositiva 14
	Número de diapositiva 15
	OA08.03: Datopotamab Deruxtecan Vs Docetaxel in Patients with Non-Small Cell Lung Cancer: Final Overall Survival from TROPION-Lung01�
	Número de diapositiva 17
	PL02.11: Normalized Membrane Ratio of TROP2 by Quantitative Continuous Scoring is predictive of Clinical Outcomes in TROPION-Lung 01�
	Número de diapositiva 19
	Número de diapositiva 20
	Agenda
	LBA8505: Subcutaneous amivantamab vs intravenous amivantamab, both in combination with lazertinib, in refractory EGFR-mutated, advanced non-small cell lung cancer (NSCLC): Primary results, including overall survival (OS), from the global, phase 3, randomized controlled PALOMA-3 trial�
	Número de diapositiva 23
	Número de diapositiva 24
	Número de diapositiva 25
	Número de diapositiva 26
	8504: Amivantamab plus lazertinib vs osimertinib in first-line EGFR-mutant advanced non-small cell lung cancer (NSCLC) with biomarkers of high-risk disease: A secondary analysis from the phase 3 MARIPOSA study��
	Número de diapositiva 28
	Número de diapositiva 29
	Número de diapositiva 30
	8516: Amivantamab plus lazertinib in atypical EGFR-mutated advanced non-small cell lung cancer (NSCLC): Results from CHRYSALIS-2 ��
	Número de diapositiva 32
	Número de diapositiva 33
	Número de diapositiva 34
	LBA8503: Lorlatinib vs crizotinib in treatment-naïve patients with advanced ALK+ non-small cell lung cancer: 5-year progression-free survival and safety from the CROWN study�
	Número de diapositiva 36
	Número de diapositiva 37
	Número de diapositiva 38
	1253O: Phase 1/2 ALKOVE-1 study of NVL-655 in ALK-positive (ALK+) solid tumors ��
	Número de diapositiva 40
	Número de diapositiva 41
	Número de diapositiva 42
	Número de diapositiva 43
	LBA8509: KRYSTAL-12: Phase 3 study of adagrasib versus docetaxel in patients with previously treated advanced/metastatic non-small cell lung cancer (NSCLC) harboring a KRASG12C mutation ��
	Número de diapositiva 45
	Número de diapositiva 46
	Número de diapositiva 47
	Número de diapositiva 48

