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Resistance mechanisms to second-line osimertinib
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Resistance mechanisms to first-line osimertinib

• CCND1amp

• CCND2amp
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• SPTBN1-ALK

• RET fusions

• BRAF fusions

• METamp (7–15%)

• HER2amp (1–2%)

• BRAFV600E (3%)

• PIK3CA (7%)

• KRAS (3–4%)

• HER2 (1%)

We are not curing our patients…



Ramalingam S, et al. MA 07.03



Early vs late resistance

• MET amplification is the most common initial resistance mutation in the first year of 1L osimertinib, but EGFR C797X 

mutations subsequently emerge and are the most common resistance after the first year

• Cumulatively, EGFR C797X mutations were 1.25 times more common than MET amplification after 1L osimertinib and 

2.4 times more common after 2L osimertinib

• In patients likely progressing after 1L osimertinib, the cumulative incidence of EGFR C797X was 12.5%

Ramalingam S, et al. MA 07.03



4th GENERATION EGFR TKI: JIN-AOS

JIN-A02 showed robust activities against EGFR resistant mutations including
C797S and T790M and sensitizing mutations. 

Cho et al. MA 07.08



4th GENERATION EGFR TKI: BBT-176

Preclinical efficacy of next generation TKIs noted in both double

and triple mutant models

Clinical efficacy to date modest
Lim et al. MA 07.09



Amivantamab+Lazertinib+Platinum based CT in relapsed EGFR mut NSCLC

Marmarelis M, et al. MA 07.04

50% CNS+
70% post-Osimertinib



Marmarelis M, et al. MA 07.04

Amivantamab in combination with lazertinib and 

chemotherapy is being evaluated in the ongoing

phase 3, randomized MARIPOSA-2 study

(NCT04988295) in post-osimertinib settings



Osimertinib+Necituzumab+Trastuzumab in refractory EGFR mut NSCLC

Goldman J, et al. MA 07.05 



Goldman J, et al. MA 07.05 



Integrated Efficacy and Safety of Brigatinib Following Alectinib 

Treatment in the ALTA-2 and J-ALTA Studies

Ou I, et al. MA 13.03

ORR: 31%

mPFS 5.2m

icORR 14%



Entrectinib in ROS1 NSCLC: Updated efficacy and safety analysis

Fan et al. MA 13.04



Entrectinib demonstrated robust and durable responses regardless of baseline CNS status

1st line cohort: 

mDoR 35.6m, mPFS 17.7m, mOS 47.7m

ic-ORR:60.9%, ic DoR 12.9m, icPFS 15.6m

Fan et al. MA 13.04



VISION TRIAL

MET EXON 14 AND TEPOTINIB

Thomas M, et al. OA 03.05



VISION TRIAL

MET EXON 14 AND TEPOTINIB

Thomas M, et al. OA 03.05

1L: ORR 60%. mDOR NE mPFS 15.9m. mOS 21.1m

2L: ORR: 47% mDOR 12.6m, mPFS 12.1m mOS 18.8m

Brain: icORR 66.7%, icPFS 20.9m



TAS0493/HM06

Odintsov et al. MA 13.05

TAS0953/HM06 is effective in preclinical

model of RET-resistant NSCLC



▪ Multiple ongoing strategies to overcome EGFR TKI resistance (Amivantamab
combinations, 4th generation TKI…)

▪ In VISION –the largest clinical trial of a MET TKI in METex14 skipping NSCLC –the
Cohort C primary analysis provided confirmation for robust and durable efficacy of
tepotinib, with comparable or improved outcomes across endpoints compared to
Cohort A

▪ Brigatinib could be an option after alectinib failure

▪ Entrectinib confirms its efficacy even in untreated ROS1+ patients

▪ In RET+ NSCLC, new strategies are needed at selpercatinib or pralsetinib failure

SOME NOTES TO CONCLUDE


