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Emerging Biomarkers
-NRG1 fusion
-MET amplification 
-STK11 
-KEAP-NF2l2
-FGFR
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Benefit Regardless of Adjuvant Chemotherapy

Slide courtesy of Dr. Benjamin Solomon



1L Treatment of EGFRm (L858R/del19) NSCLC until 
~September 2023

Osimertinib 
Monotherapy
FLAURA: Osimertinib > 1st Gen 
TKI

PFS 18.9 vs 10.2 mo
OS   38.6 vs 31.8 mo

1L Treatment of EGFRm 
NSCLC ~November 2023

FLAURA2: Osimertinib + Chemotherapy > 
Osimertinib

MARIPOSA: Amivantamab + Lazertinib > 
Osimertinib, Lazertinib 

RAMOS:
Osimertinib + anti-VEGFR

PAPILLON (EGFR exon 20 insertions)
Amivantamab + Chemotherapy > Chemo

+Chemo

+EGFR/MET 
mAb

+VEGF

Exon 20ins



FLAURA2: 1L Osimertinib + Platinum Doublet for EGFR-
mutated NSCLC 

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 16.7 months



MARIPOSA: Amivantamab + Lazertinib 1L for EGFRm 
NSCLC

Presented by B. Cho. ESMO 2023. LBA14



MARIPOSA: PFS by BICR

Presented by B. Cho. ESMO 2023. LBA14



VTE 37% vs 9%
PPX indicated

Presented by B. Cho. ESMO 2023. LBA14



Firstline Combination Regimens for EGFR-mutated 
NSCLC

Osimertinib (FLAURA)

Platinum Doublet (EURTAC)
Carbo/Pemetrexed (K189)

Osimertinib + Chemo
                           Osimertinib

Lazertinib + Amivantamab
         Osimertinib

Osimertinib + VEGF
                            Osimertinib

VEGF
(RAMOS)

EGFR/MET
(MARIPOSA) 

Chemo
(FLAURA2)
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Rosell et al. 2012; Soria et al. NEJM; Janne et al WCLC 2023; Gandhi et al, NEJM 2018, Le 
et al ESMO 2023; Cho et al ESMO 2023



Sequencing Therapy in 1L EGFRm NSCLC

0 5 10 15 20 25 30

*Regimen no FDA-Approved
Adapted from Piotrowska et al and Rotow 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



ALINA Study Design

Primary endpoint
• DFS per investigator,‡ tested hierarchically:

• Stage II–IIIA → ITT (Stage IB–IIIA)

Alectinib
600 mg BID

2 years

Platinum-based 
chemotherapy†
Q3W; 4 cycles

Resected Stage IB (≥4cm)–IIIA 
ALK+ NSCLC 

per UICC/AJCC 7th edition

Other key eligibility criteria: 
● ECOG PS 0–1
● Eligible to receive platinum-based 

chemotherapy
● Adequate end-organ function
● No prior systemic cancer therapy

Stratification factors:
● Stage: IB (≥ 4cm) vs II vs IIIA
● Race: Asian vs non-Asian

R
1:1

Further 
treatments at 
investigator’s 

choice and 
survival 

follow-up

Recurrence

Recurrence
N=257

Other endpoints
• CNS disease-free survival
• OS
• Safety

Data cut-off: 26 June 2023; CNS, central nervous system; DFS, disease-free survival; ITT, intention to treat 
*Superiority trial; †Cisplatin + pemetrexed, cisplatin + vinorelbine or cisplatin + gemcitabine; cisplatin could be switched to carboplatin in case of intolerability; ‡DFS 

defined as the time from randomisation to the first documented recurrence of disease or new primary NSCLC as determined by the investigator, or death from any 
cause, whichever occurs first; §Assessment by CT scan where MRI not available; NCT03456076 

 

Disease assessments (including brain 
MRI)§  were conducted: at baseline, every 
12 weeks for year 1–2, every 
24 weeks for year 3–5, then annually



Disease-free Survival: Stage II–IIIA

Alectinib (N=116)
Chemotherapy 

(N=115)

Patients with 
event

Death
Recurrence

14 (12%)
0

14

45 (39%)
1

44

Median DFS, 
months (95% 
CI)

Not reached 44.4 
(27.8, NE)

DFS HR 
(95% CI)

0.24 (0.13, 0.45)
p†<0.0001

Median survival follow up: alectinib, 27.9 months; chemotherapy, 27.8 months 

111116 111 107 67 49 35 21 10 3
102115 88 79 48 35 23 17 10 2
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63.0%
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Disease-free Survival By Stage
Stage IB

Stage II Stage IIIA

Data cut-off: 26 June 2023
*Per UICC/AJCC 7th edition; †Unstratified analysis

2-year DFS rate, % 
(95% CI)

Stage IB
(n=26)

Stage II
(n=92)

Stage IIIA
(n=139)

Alectinib 92.3
(77.8, 100.0)

95.6
(89.5, 100.0)

92.7
(86.4, 98.9)

Chemotherapy 71.6
(44.2, 99.0)

66.3
(51.7, 81.0)

60.7
(47.9, 73.5)

HR† 
(95% CI)

0.21 
(0.02, 1.84)

0.24 
(0.09, 0.65)

0.25 
(0.12, 0.53)
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Slide courtesy of Dr. Cheema



Drilon, et al. NEJM 2024. Schneider JL, TTLC 2024

(N=71)

(N=13)

(N=9)

Repotrectinib | TRIDENT-: Phase I/II, ROS1+ NSCLC 
cohort



Drilon, et al. NEJM 2024



Honorary Mention 
Still Under Development











Innovative Trial Designs – Low Prevalence – Multi-Arms

Blumenthal et al, 2018 JTO

• Nautika 1 
• Orchard trial 




