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FLAURA trial established Osimertinib as the standard 1st line therapy for metastatic EGFR-mutated NSCLC

Median PFS 18.9 months

Median OS 38.6 months

Resistance inevitably occurs

Decreased PFS benefit observed 
in patients with CNS metastases 
at baseline and in patients with 
EGFR p.L858R mutated tumors
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HR: 0.66 HR: 0.63

HR: 0.56 HR: 0.70
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Osimertinib      
PFS (months)

Osi + CTx
PFS (months)

HR (95% CI)

With CNS Metastases 13.8 (11.0 -16.7) 24.9 (22.0 – NC) 0.47 (0.33-0.66)

Without CNS Metastases 21.0 (16.7 – 30.5) 27.6 (24.7 – NC) 0.75 (0.55-1.03)

TP53 altered 27.6 (13.9 – 30.3) 27.6 (24,7 – NC) 0.57 (0.29 – 1.12)

TP53 wild-type NR NR NC

≥ 3 metastatic sites 16.4 (13.6 – 19.2) 24.9 (21.9 – 27.6) 0.57 (0.43 – 0.77)

< 3 metastatic sites 30.5 (16.6 – NC) 27.9 (24.7 - NC) 0.75 (0.51 – 1.11)

With Bone Metastases 14.2 (13.6 – 19.4) 24.9 (22.0 – NC) 0.56 (0.40 – 0.77)

Without Bone Metastases 22.1 (16.4 – NC) 27.6 (23.8 – NC) 0.70 (0.50 – 0.99)

With Liver Metastases 11.1 (8.3 – 16.8) 19.5 (11.5 – 24.9) 0.66 (0.41 – 1.07)

Without Liver Metastases 19.4 (15.4 – 25.0) 27.6 (24.7 – NC) 0.63 (0.48 – 0.83)

Patients with ≥ 3 metastastic sites may benefit the most from Osi + CTx
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Conditional Power:
Probability of OS benefit under this trend: 92%

Should we wait for Overall Survival data?
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Osimertinib and Lazertinib demonstrate similar activity 
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Osimertinib and Lazertinib demonstrate similar activity in high-risk subgroups
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Osimertinib and Lazertinib demonstrate similar overall survival
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Osimertinib and Lazertinib have slightly different toxicity profiles
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N Engl J Med. 2024 Jun 26. doi: 10.1056/NEJMoa2403614. Epub ahead of print. PMID: 38924756.

Amivantamab + Lazertinib demonstrated improved PFS compared to 
osimertinib in treatment naïve advanced EGFR-mutated NSCLC
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Conditional Power:
Probability of OS benefit under this trend: 80%
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FLAURA2 MARIPOSA

Osimertinib Osimertinib + 
Chemo 

FLAURA2 HR
 (95% CI)

Osimertinib Amivantamab 
+ Lazertinib

Mariposa HR 
(95% CI)

PFS 16.7 (14.1-21.3) 25.5 (24.7-NC) 0.62 (0.49-0.79) 16.6 (14.8-18.5) 23.7 (19.1-27.7) 0.70 (0.58-0.85)

OS 36.7 (33.2 –NC) NR (38.0-NC) 0.75 (0.57-0.97) 37.3 (32.5-NE) NE 0.77 (0.61-0.98)

Alive at 3 yrs 50% 64% 53% 61%

Efficacy comparison of 1st line treatment options



Mariposa HR* (95% CI) FLAURA2 HR* (95% CI)

With CNS Mets 0.82 (0.62-1.09) 0.47 (0.33-0.66)

Without CNS Mets 0.75 (0.55-1.03)

Exon 19 0.65 (0.51-0.85) 0.60 (0.44-0.83)

L858R 0.78 (0.59-1.02) 0.63 (0.44-0.90)

ctDNA + 0.68 (0.53-0.86) 0.60 (0.45-0.80)

ctCNA - 0.72 (0.47-1.10) 0.95 (0.51-1.72)

TP53 altered 0.65 (0.48-0.87) 0.57 (0.29-1.12)

TP53 wild-type 0.75 (0.52-1.07) NC

With Liver Mets 0.58 (0.37-0.91) 0.66 (0.41-1.07)

Without Liver Mets 0.74 (0.60-0.91) 0.63 (0.48-0.83

Adapted from: Marina Garassino * Compared to osimertinib

Subgroup Analysis



Osimertinib Osimertinib + 
Chemo

Amivantamab + 
Lazertinib

AE (%) Any ≥ grade 3 Any ≥ grade 3 Any ≥ grade 3

Any 27 64 75

Infusion reaction 0 0 63 6

Anemia 8 < 1 46 20 23 4

Diarrhea 41 <1 43 3 29 2

Nausea 10 0 43 1 21 1

Fatigue 9 <1 28 3 17 1

Neutropenia 3 1 25 11 NR NR

Thrombocytopenia 4 1 18 1 66 16

Stomatitis 18 <1 25 <1 29 1

Paronychia 27 <1 24 1 68 11

Rash 21 0 28 <1 62 15

Peripheral Edema 4 0 15 0 36 2

Pneumonitis 0 <1 2

Any VTE 9 4 NR 4 37 11

Cardiac disorder 2 4 1

Muscle spasms 7 0 NR NR 17 <1

Toxicity comparison of 1st line treatment options





1. Osimertinib and lazertinib demonstrated similar efficacy, but slightly different toxicity as 1st line treatment for 
advanced EGFR-mutated NSCLC.

2. Osimertinib + chemotherapy  and amivantamab + lazertinib showed improved PFS and trend towards OS 
compared to osimertinib monotherapy.

3. Patients with brain metastases at diagnosis may benefit the most from osimertinib + chemotherapy.

4. No clear subgroup benefited more from amivantamab + lazertinib compared to osimertinib + chemotherapy in 
cross-trial comparison.

5. Patients with no detectable ctDNA  prior to treatment demonstrated the least benefit from 1st line combination 
therapies.

6. Differing toxicity profiles should be taken into account in treatment decisions.

Summary and Conclusions
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