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Early-stage EGFR: ADAURA 

Herbst et al, ASCO 2020



Early-stage EGFR: ADAURA 
§ Approved 12/20 for adjuvant use

- ASCO 2020, NEJM 2020
- DFS stage II-IIIA HR 0.17 (p<0.001), 90 vs 44% at 24 mos
- DFS all comers HR 0.20 (p<0001), 89 vs 52% at 24 mos

§ Question remained: Survival benefit?

Wu et al, NEJM 2020



Early-stage EGFR: ADAURA Overall Survival 

Herbst et al, ASCO 2023



Early-stage EGFR: ADAURA CNS DFS

Herbst et al, ASCO 2023
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Early-stage ALK: ALINA

Solomon et al, ESMO 2023



Early-stage ALK: ALINA DFS

Solomon et al, ESMO 2023

Overall: HR 0.24 CNS: HR 0.22 
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Molecular Biomarker-Positive Advanced NSCLC, 2022
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Molecular Biomarker-Positive Advanced NSCLC, 2/2024

EGFR
mut

HER2
mut

KRAS 
G12C

MET ex14 
skipping

ALK
fusion

ROS1
fusion

BRAF 
V600E

NTRK
fusion

RET
fusion

Ex19 del, 
L858R

Uncommon
mut

Osimertinib 
(Erlotinib, 
Gefitinib, 

Dacomitinib, 
Afatinib)

S768I, L861Q, 
G719X: 

Afatinib (or 
Osimertinib*) 

Capmatinib 
or 

Tepotinib

Alectinib, 
Brigatinib, 
Ceritnib, 
Lorlatinib 

(Crizotinib)

Crizotinib 
or 

Entrectinib
or 

Repotrectinib

Dabrafenib + 
Trametinib

or
Encorafenib 
+ Binimetinib

Larotrectinib 
or 

Entrectinib

Selpercatinib 
or 

Pralsetinib

Ex20 ins: 
Amivantamab  

Trastuzumab 
deruxtecan

Sotorasib
or

Adagrasib

Lorlatinib

1s
t L

in
e

2n
d+

 L
in

e

Standard of care chemotherapy +/- immunotherapy (NOT for EGFR or ALK) +/- bevacizumab

Ex20 ins: 
Amivantamab 

+ chemo*  

*NCCN recommendation, not FDA approved

Amivantamab
+ chemo*  



What’s New in Targeted Therapy in NSCLC
§Early-stage NSCLC

• EGFR

• ALK

§Advanced/Metastatic NSCLC
• EGFR

‒ EGFR exon 20 ins

• BRAF V600E
• ROS1



EGFR: MARIPOSA-2 

Passaro et al, ESMO 2023



EGFR: MARIPOSA-2 PFS and ORR

Passaro et al, ESMO 2023

ORR
     36% Chemo
     64% Ami+chemo
     63% Ami+Laz+chemo



EGFR: MARIPOSA-2 Intracranial PFS 

Passaro et al, ESMO 2023



EGFR: MARIPOSA-2 Safety

Passaro et al, ESMO 2023
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EGFR exon 20 ins
§Uncommon EGFR variant, resistant to approved EGFR TKIs
§Recent approvals in 2L:

• Amivantamab, bispecific antibody targeting EGFR and MET
• Mobocertinib, EGFR exon 20 ins TKI

§PAPILLON phase 3 study for 1L amivantamab + chemo vs chemo alone
• N=308 pts
• Crossover allowed to amivantamab for chemo arm

‒ Amivantamab 1400mg (or 1750 if 80kg+) weekly x 4, then 1750mg (or 
2100mg if 80kg+) every 3 weeks starting C3D1

‒ Primary endpoint PFS 



EGFR exon 20 ins: PAPILLON PFS

Girard et al, ESMO 2023

Interim OS: HR 0.675, p=0.106



EGFR exon 20 ins: Mobocertinib withdrawal
§Mobocertinib, EGFR exon 20 ins TKI

• Accelerated approval pathway (phase 1/2 ORR 28%, PFS 7.3m)
• Phase 3 EXCLAIM-2 trial: 1st line mobocertinib vs platinum-based chemo

‒ Did not meet primary PFS endpoint (data not yet released)
§à Press release 10/2/23 announcing withdrawal from market
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EGFR: BRAF V600E dabrafenib+trametinib vs 
encorafinib+binimetinib
§Dabrafenib + trametinib approved in 2017 for NSCLC V600E (n=36 
treatment-naïve)
• ORR 64%

• PI mDoR 10.4m, mPFS 10.9m 

‒ independent review mDoR 15.2m, mPFS 14.6m

§PHAROS trial of encorafinib + binimetinib (n=98, 58 treatment-naïve and 
39 previously-treated)
• ORR 75% treatment-naïve, 46% previously-treated

• PI mDoR 18.2m in treatment-naïve (95% CI 16.4-22.3m) and 12.8m in previously-treated (9-19.8m) 

‒ independent review mDOR NE in treatment-naïve (95% CI 23.1 to NE), 16.7m in previously-treated (95% CI 7.4-
NE)

Planchard et al, Lancet Oncology 2017. Riely et al, JCO 2023.



EGFR: BRAF V600E dabrafenib+trametinib vs 
encorafinib+binimetinib: Safety

Planchard et al, Lancet Oncology 2017. Riely et al, JCO 2023.

Dabrafenib + 
trametinib

Encorafinib + 
binimetanib

Grade 3 or 4 69% 41%
AE leading to d/c 22% 15%
AE leading to 
dose reduction

39% 24%

Pyrexia, any 
grade

64% 22%
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ROS1 fusion
§ Crizotinib– approved 2016: n=50, RR 66%, mDoR 18.3m
§ Entrectinib– approved 2019: n=53, RR 77%, mDOR 24.6m 

§ Lorlatinib, not FDA approved: n=21 TKI-naïve, RR 62%, mDOR 25.3m
- n=40 prior crizotinib, RR 35%, mDOR 13.8m
- (NCCN recommended for subsequent therapy)

FDA approval for crizotinib, 2016. Drilon et al, Lancet Oncology 2019. Shaw et al, Lancet Oncology 2019. 



ROS1 fusion: Repotrectinib

§ Next gen TKI against ROS1 (and TRK)

Drilon et al, NEJM 2024



ROS1 fusion: Repotrectinib

Drilon et al, NEJM 2024

Treatment-naïve, n=71 Previously-treated with 
TKI not chemo, n=56 

ORR 79% 38% (59% with G2032R)
mDOR 34.1m 14.8m
PFS 35.7m



ROS1 fusion: Repotrectinib safety
§ Most common adverse events:

- Dizziness 62% (g3+ 3%)
§ No discontinuation, 11% dose 

reduction, 8% dose 
interruption

- Dysguesia 53%
- Constipation 38%
- Anemia 38%
- Paresthesia 34%

§ Most common g3+ adverse 
events:
- 29% overall
- 5% neuro overall. (3% 

dizziness), 4% anemia, elevated 
creatine kinase

Drilon et al, NEJM 2024
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Molecular Biomarker-Positive Advanced NSCLC, 2/2024
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Thank you!


