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EGFR mutations
FLAURA 2: Osimertinib with or without Chemotherapy in EGFR-Mutated Advanced NSCLC

Study design                 Patient disposition

Progression Free Survival                Baseline Characteristics  

              

David Planchard et al WCLC 2025



Overall Survival                 OS subgroup analysis

Exposure                 First Subsequent Treatment
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EGFR mutations
FLAURA 2: Osimertinib with or without Chemotherapy in EGFR-Mutated Advanced NSCLC

 



FLAURA vs FLAURA 2 vs MARIPOSA trial 

David Planchard et al WCLC 2025 , Soria JC et al N Engl J Med. 2018,  Cho BC et al N Engl J Med. 2024
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HARMONi: Ivonescimab vs Placebo Plus Chemo, Phase 3 in Patients with EGFR+ NSCLC Progressed with 3rd gen EGFR-TKI

Study design                   Baseline characteristics 

Progression Free Survival                   Subgroup analysis               

Jonathan Goldmanet al WCLC 2025

EGFR mutations



HARMONi: Ivonescimab vs Placebo Plus Chemo, Phase 3 in Patients with EGFR+ NSCLC Progressed with 3rd gen EGFR-TKI

Overall Survival

Jonathan Goldmanet al WCLC 2025
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HARMONi: Ivonescimab vs Placebo Plus Chemo, Phase 3 in Patients with EGFR+ NSCLC Progressed with 3rd gen EGFR-TKI

Overall Survival: Long Term Follow-up

Jonathan Goldman et al WCLC 2025
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Overall Response Rate            Duration of Response  Treatment Related Adverse Events 

irAE.                                                VEGF-related AE
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HARMONi: Ivonescimab vs Placebo Plus Chemo, Phase 3 in Patients with EGFR+ NSCLC Progressed with 3rd gen EGFR-TKI
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Aumolertinib plus ChT for NSCLC with EGFR and Concomitant Tumor Suppressor Genes (ACROSS 2):Phase III study

Study design

Stadistical design

Baseline characteristics 

Jie Wang et al WCLC 2025
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Median follow-up of PFS: 25.3 

months; 63 (53.4%) events 

occurred. OS was immature

Progression Free Survival 

Aumolertinib plus ChT for NSCLC with EGFR and Concomitant Tumor Suppressor Genes (ACROSS 2):Phase III study

Jie Wang et al WCLC 2025
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ROS1rearrangements
Pivotal ARROS-1 Efficacy and Safety Data: Zidesamtinib in TKI Pretreated Patients with Advanced/Metastatic ROS1+ 

NSCLC
Study Design         Objective Resonse rate 

Baseline Characteristics                Objective Resonse rate 

Alexander E Drillon et al WCLC 2025



Pivotal ARROS-1 Efficacy and Safety Data: Zidesamtinib in TKI Pretreated Patients with Advanced/Metastatic ROS1+ 

NSCLC

• In patients that received prior crizotinib only, there were no progression events among responders (DOR range: 7.3+ to 23.2+ months).

PFS rate was 89% (95% CI: 70, 96) at 6, 12, and 18 months with median not reached.

• In patients that received ≥2 prior ROS1 TKIs ± chemotherapy, DOR rate was 71% (95% CI: 46, 86) at 6 months and 56% (95% CI: 29, 76) at 12 months.

Duration of response                     Progression Free Survival 

Alexander E Drillon et al WCLC 2025
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Pivotal ARROS-1 Efficacy and Safety Data: Zidesamtinib in TKI Pretreated Patients with Advanced/Metastatic ROS1+ 

NSCLC

G2032R Resistance Mutation and CNS Subgroups 

Alexander E Drillon et al WCLC 2025
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Pivotal ARROS-1 Efficacy and Safety Data: Zidesamtinib in TKI Pretreated Patients with Advanced/Metastatic ROS1+ 

NSCLC

Safety in Advanced ROS1 + NSCLC

Alexander E Drillon et al WCLC 2025
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MTAP-delection: a new target?
BMS-986504 in patients with homozygous MTAP-deletion: clinical results in patients with NSCLC enrolled in 

CA240-0007

Safety in Advanced ROS1 + NSCLC

Homozygous MTAP-del occurs in 10%–15%

of all cancers, with NSCLC comprising up

to 27% of this population,1–5 making it a

potentially useful therapeutic target

• CA240-0007 is a first-in-human phase 1

study of BMS-986504 (MRTX1719) in

patients with advanced solid tumors with

homozygous MTAP-del

—BMS-986504 was found to be well tolerated

and demonstrated antitumor activity across

doses and multiple tumors, including NSCLC7

• Here, we report updated efficacy from

the dose escalation and expansion phases

of CA240-0007 in patients with NSCLC and

safety in patients across multiple tumor

types

• For patients with NSCLC treated at 400 mg 

QD or 600 mg QD, the ORR was 29% (8/28)

• Responses were observed regardless of age, 

ECOG PS, or smoking

Pasi A Jane et al WCLC 2025



To wrap up 

1. In patients with EGFR mutations, combinations of chemotherapy plus osimertinib, as well as 

amivantamab plus lazertinib plus osimertinib, are new first-line standards of care.

2. Ivonescimab combined with chemotherapy may be an option in EGFR-mutated patients after 

progression on TKI therapy; confirmatory studies are needed

3. The coexistence of tumor suppressor gene alterations and EGFR mutations  benefits from 

chemotherapy plus TKI, though the predictive or prognostic value remains uncertain.

4. Zidesamtinib is emerging as a potential option after progression on first-line therapy in patients 

with ROS1+ NSCLC.

5. MTAP deletion could represent a new therapeutic target in advanced lung cancer
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