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Chemotherapy > Osimertinib
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FLAURA: Osimertinib vs Gefitinib/Erlotinib

PFS 18.9 vs 10.2m
OS   38.6 vs 31.8m

FLAURA Soria JC et al NEJM 2018; Ramalingan S et al NEJM 2020



FLAURA2: 1L Osimertinib + 
Chemotherapy vs Osimertinib

Presented by P. Janne, IASLC WCLC 2023, PL03.13



FLAURA2: PFS per investigator

Presented by P. Janne, IASLC WCLC 2023, PL03.13

PFS 25.5 vs 16.7m



FLAURA2: PFS per investigator 
by CNS metastases

Presented by P. Janne, IASLC WCLC 2023, PL03.13



FLAURA2: Updated CNS Data ESMO 2023

Presented Planchard et al. ESMO 2023 Abstract LBA68

Measurable CNS lesions: CR rate 16% vs 48% 



What about toxicity?

Presented Planchard et al. ESMO 2023 Abstract LBA68



FLAURA2: Unanswered Questions

• Overall Survival?

• Is benefit of addition of chemotherapy to Osimertinib worth the risk/increased toxicity?
– Subgroups: CNS mets, EGFR L8585R, co-mutations

• Is benefit of addition of chemotherapy to Osimertinib better than other combination strategies?
– 4th Generation EGFR TKI
– MET targeting agents (TKI, bispecifics)
– ADCs, e.g. patritumab deruxtecan (HER3 targeting ADC)

• Resistance mechanisms and persister cell populations
– Helena Yu Shedder Study Ongoing



CHRYSALIS-2: 2L Amivantamab + 
Lazertinib post progression on Osimertinib 

ORR  30%
MET IHC+   61%
MET IHC-    14% 

Besse B et al ASCO 2023 Abstract 9013



MARIPOSA: 1L Amivantamab + Lazertinib

Baseline Characteristics
• Median age = 63 years
• 62% were female
• 59% Asian
• 41% history of brain metastases

ARM C
n=216

ARM A
n=429

ARM B
n=429

Amivantimab 1050/1400 mg
Lazertinib 240 mg QD 
(Open label)

Osimertinib 80 mg QD 
(Double Blinded)

Lazertinib 240 mg QD 
(Double Blinded)Ra
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Global, randomized, controlled phase 3 study (NCT04487080)

Presented by B. Cho. ESMO 2023. LBA14

-- Serial Brain MRI was required for all patients
-- Lazertinib Arm C (non-registrational) to assess contribution of components



MARIPOSA: PFS by BICR

Presented by B. Cho. ESMO 2023. LBA14



MARIPOSA: PFS by CNS metastases

Presented by B. Cho. ESMO 2023. LBA14



MARIPOSA: PFS by CNS metastases

Presented by B. Cho. ESMO 2023. LBA14



What about toxicity?

Presented by B. Cho. ESMO 2023. LBA14

Toxicity
Ami/Laz vs Osimertinib

n IRR: 63% vs 0%
n VTE: 37% vs 9%
n Rash: 61% vs 31%
n Diarrhea: 29% vs 45%
n ILD: 3% vs 3%



MARIPOSA: Overall Survival

Presented by B. Cho. ESMO 2023. LBA14



MARIPOSA: Unanswered Questions

• Overall Survival?

• Is benefit of addition of Amivantamab to Lazertinib worth the risk/increased toxicity?
– Subgroups: CNS mets benefited in both groups, L858R, co-mutations
– Toxicity: IRR; VTE, Rash

• Is benefit of addition of Amivantamab to Lazertinib better than other combination strategies?
– 3rd generation EGFR TKI + Chemotherapy
– MET targeting agents (TKI)
– ADCs, e.g. patritumab deruxtecan (HER3 targeting ADC)
– MARIPOSA2

• Resistance mechanisms
– MET expression de novo vs post 3G TKI



Sequencing Therapy 1L EGFRm NSCLC 
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*Regimen no FDA-Approved
Slide courtesy of Julia Rotow MD, DFCI
Adapted from Piotrowska et al, ESMO 2023

Osimertinib + Chemo

Osimertinib

Amivantamab + Lazertinib*

Ami/
Lazer*

Ami/
Lazer*

Chemo 
+/- TKI*

Chemo
+/- TKI*

Estimated  ~30 months total PFS

1L TKI + MET/EGFR 
Bispecific

1L TKI + Platinum 
Doublet

1L TKI Monotherapy

Q3W Infusions
Nausea/fatigue/cytopenias

Q2W Infusions
Rash/IRR/VTE


