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Early stage and locally advanced NSCLC – Stages I, II and III



Placebo arm -81% 
crossover to osimertinib

LAURA :Osimertinib is a new standard of care after CT/RT in unresectable EGFR-mutant NSCLC

Some reminders in toxicity:
- Radiation pneumonitis: 48% vs. 38%
- ILD: 8% vs. 1%
- Dose interruptions: 56% vs. 28%
- Dose reductions: 8% vs. 1%
- Discontinuation: 13% vs. 5%

Ramalingam, ASCO 2024; Lu S, NEJM 2024



POLESTAR study: Aumolertinib after Chemoradiotherapy in Unresectable

Meng et al. WCLC 2024



John T, ASCO 2024

8% detected MRD



Advanced NSCLC
Not radically treatable stage III and stage IV



ALK--CROWN: lorlatinib versus crizotinib

Solomon BJ et al., ASCO 2024

The king and his CROWN

Time to intracranial progression in pts without BMs  



On the Horizon: 4th Gen ALK TKI Neladalkib (NVL-655)

TKI-naïve patients with 
advanced ALK+ NSCLC

Neladalkib
(NVL-655)

Alectinib

N ~ 450

1:1

Primary endpoint: PFS per BICR
Secondary endpoints: PFS per investigator assessment, BICR-ORR, IC-ORR, OS, safety

Nuvalent press release



Wei Li. ASCO-24. Drilon, NEJM 2024. Besse, ESMO 2024

ROS1 Inhibitors

Zidesamtinib (NVL-520, ARROS-1)

• Potent, CNS-active, selective ROS1 
inhibitor

• Early results in heavily pretreated 
population



Riely GJ, et al. J Clin Oncol. 2023;41(21):3700-3711. Cutoff Apr 1, 2024, presented at ESMO 2024 

Clinical Benefit with Encorafenib + Binimetinib in BRAF V600E NSCLC

Phase 2 PHAROS Study

Treatment naïve

(n=59)

ORR, % (95% CI) 75 (62-85)

DCR, % (95% CI) 64 (51-76)

Previously treated

(n=39)

ORR, % (95% CI) 46 (30-63)

DCR, % (95% CI) 41 (26-58)

BRAF



Phase 2 trial (IFCT-1904ENCO-BRAF): Encorafenib plus binimetinib in 

patients with previously untreated

D.PLANCHARD. ESMO 2024



KRAS G12C- Phase III clinical trial: KRYSTAL-12

ORR= 32%; mDoR 8.3m

ORR= 9%; mDoR 5.4m

Mok et al. ASCO 2024



Secondary Insights from the PAPILLON

2024

1.- Paz-Ares L, ELCC 2024; 2.--Felip E et al. ELCC 2024; 3.- Girard N et al. ESMO 2023



DoR (median) 12.7 mo
(95% CI, 4.2 – 12.7)

Planchard WCLC 2024

HER2 NSCLC

T-DXd FDA First Tumor 
Agnostic HER2 Therapy for 

previously treated metastasic
HER2+ solid tumors

Beamion LUNG-1: Zongertinib

Yamamoto ESMO Asia 2024



Advanced NSCLC pretreated



HARMONi-A trial

7.1 vs 4.8

HR:0.46

Li Zhang. ASCO 2024.



MARIPOSA-2: OS updated data for ami-chemo arm

27% reduction in the risk of symptomatic 

progression

~5 fold more pts remained on 

treatment at 18 mos

Median TTST 

was ~2 fold 
longer

Popat S, et al. ESMO 2024



Recoged ahora las rosas de la 
vida pues el tiempo jamás
detiene su vuelo y esa flor
que hoy se abre mañana

estará marchita.

Carpe Diem

Oh capitán
mi capitán!!


